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Table 4 
PATIEIIT COUNT CLINICAL COMPLAINTS 

RECotlBINANT HEPATITIS B YACCI14E 

PATUNT CUSS HEALTH CARE PER!IONNEL 

I TOTAL YACCIIIEES I 36 PATIENTS I - OOSE l I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUtfBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COtlPUltlTS I O I 1 I 2 I J I 4 I 5 I IC011PLAINTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

RUCTION, LOCAL <INJECT. SlTEI I 8 I 2 I 1 I 0 I O I O I I 9 
I I 22.2ZI I C 5.6ZI I C 2.8XI I I O.OXI I I O.OZJ I I O.OZJ I I I 25.0XJ 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
sORENtss I e I 2 I o I o I o I o I I 9 

I I 22.2ZI I I 5.6XI I I D.OXI I I O.OZI I I O.OZJ I I O.OZJ I I f 25.0XJ 
I I I I I I I I 

STIFFNl:SS/TIGHTNt:SS I l I O I O I O I O I O I I 1 
I I 2.81.1 I I O.OZI I I O.OXI I I 0.01.1 I I 0.07.J I I O.OXI I I f 2.81.1 
I I I I I I I I 

ECCHYHOSIS I D I 1 I 1 I O I O I O I I 1 
I I D.OX) I I 2.8XI I I t.8)0 I I O. DXI I I O.OXI I I o.or., I I I 2,81.1 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
svsn111c I 5 I 5 I 5 I 4 I O I O I I 12 

I I U.97.1 I I l3.9XI I I 13.97.1 I I 11.lXJ I I O.OXI I I O.OXJ I I I JJ.JXI 

lffOLE llODY/GENERAl I 4 3 t 2 0 I 0 I I 8 
I 11.llO I 8. 37.1 I S.67.l I 5.6)!1 I O.OXI I I O.OXI I I I 22 , 27.J 

I I I 
FEYER ITEMP. NOT REPORTED! I 1 0 0 D 0 I 0 I I 1 

I ' 2.8i0 ( o.o;o ( O.OZI ' O.OXI ( o.ox, I I o.o:o I I I 2.81.1 
I 

FATIGUE/WEAKNESS I 2 1 0 0 0 0 3 
I I 5.61.1 I 2.e;o I o.o:o I O.Ol!I I O.Ol!I ( O.Ol!I ' 8 . 31.) 
I 

HEADACHE I 1 1 1 1 0 0 l 
2.8i0 I 2.ez1 ( 2.8ZI I 2.8i0 ' O.OiO I D.Ol!I I 8.3XI 

ACHINESS I 0 1 1 1 0 D l 
I I 0.07.l I 2.8i0 I 2.81.1 I 2.IS?.I I O.OXI ( O.Ol!I I 2.8XI 
I 

llfTE~ENTART SYSTEH I 1 0 0 1 0 0 2 
2.8?.I ( O.OXI ( 0.0)0 I t.8XI I O.OiO I 0.07.1 I 5.67.1 

PRURITIS/ITCHING I D 0 0 1 0 D 1 
I D.OXI I o.or.1 I o . o;o I t.8XI I o.o:o I O.DZI ( 2 . 87.I 

0 
0 
IV 
0-
,0 
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Table 4 (cont) 

PATIENT COUNT CLINICAL Cot1PLAINTS 
RECONOIHAHT HEPATITIS B VACCINE 

PATIENT CUSS IIUL lH CARI! PERSONNE l 

CLINICAL 
COl1PLAINTS 

I TOTAL VACCIIIEES I 36 PATIENTS I - DOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCltlAlION I NUH8ER 

l----------------------------------------------------------------------------1 WITH 
I o I 1 I 2 I J I 4 I s I lcottPUIHTS ..........................•........ , .......... , .......... , .......... , .......... , .......... , ......•... , ...•...... , ......... . 

RASH, HOS 

RESPIRATORY 

PHARYNGITIS ISORE THROAT) 

UPPER RESPIRATORY INFECT. , HOS 

COUGH 

Kr.lCULOSl<EltTAL 

BACK PAIN 

DIGESTIVE SYSTEH 

DYSPEPSIA/HEART~H 

DIARRHEA 

NAUSEA 

NERVOUS SYSTEH 

VERTIGO/DIZZINESS 

1 
2.8iO 

0 
o.o;o 

0 
0.0iO 

0 
0.0iO 

0 
0.0%1 

0 
0.0%1 

0 
0.0%1 

1 
2.8%1 

0 
0.0%1 

l 
2.8%1 

l 
l?.8%1 

l 
2.8%1 

l 
2.8Y.I 

0 
0.0iO 

0 
o.o;o 

0 
0.0Y.I 

0 
0.0%1 

0 
t.0%1 

0 
o.o;o 

0 
0.0iO 

2 
5.6iO 

l 
2.8)0 

l 
2.8i0 

0 
o.o;o 

0 
0.OY.I 

0 
0.0)0 

0 
0.0%1 

2 
5.61.1 

l 
2.87.1 

0 
0.07.1 

l 
2.8)0 

1 
2.87.1 

l 
2.8)0 

l 
2.87.1 

1 
2.87.1 

0 
O.OY.I 

0 
0.07.1 

0 
0.07.1 

0 
0.OY.I 

0 0 
0.OY.I I 0.0Y.I 

l 0 
2.8iO I 0.0iO 

0 0 
0 . 0Y.I I 0.0%1 

l 0 
2.8Y.I I 0.0%1 

0 0 
0.D%1 I O.OY.l 

l 0 
2.8Y.I I 0.0Y.I 

l 0 
2.87.l I 0.0%1 

l D 
2.87.1 I O.0Y.I 

0 0 
0 . 0Y.l I O.0iO 

0 0 
0 . DY. I I O. 01. I 

l 
2.87.1 

• O.0Y.I 

• 0. 0Y.I 

D 
0.D7.l 

0 
o.o;o 

0 
0 , 0)0 

0 
O.0Y.I 

D 
O.0Y.I 

0 
o.o:o 

0 
0.0iO 

0 
o.o;o 

0 
0.0Y.I 

0 
O.0Y.I 

0 
O.0Y.I 

0 
O.0Y.I 

0 
0.0%1 

0 
o.o;o 

0 
0.07.1 

0 
0 .DY.I 

1 
2 . 11:0 

2 
5.6)(1 

1 
2.8)(1 

l 
2 ,8)(1 

l 
2.8Y.I 

1 
2 . 8Y.l 

1 
2 . 8Y.I 

4 
11 . llO 

1 
2.8Y.I 

2 
5.6Y.I 

2 
I 5.6iO 

1 
2.8Y.I 

l 
2.8iO 

0 
0 
N _.., 
0 
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Table 4 (cont) 
PATIENT COUNT CLINICAL Cot1PLAINTS 

RECOHBINAIIT HEPATITIS 8 V"CCIIIE 

HEALTH CARE PERSM4EL 

I TOTAL VACCJltEES t 36 PATIEHTS I - DOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCIN"TIOII I NUN8ER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COHPLAIHTS I O I l I 2 I 3 I 4 I 5 I ICotlPUIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
-----------------------------------1----------l----------l----------l----------l----------l----------l-----~----I-----------
PERSONS MITH COIIPUIHTS I 10 I 7 I 6 I 4 I O I O I I 17 

I I 27.8½J I I 19.4?.I I I 16.7½1 I I 11.l?.I I I O.OXI I I 0.0½1 I I I 47.2½1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS MITH HO CottPUIHTS I 26 I 29 I 30 I 32 I O I O I I l 9 

I I 72 . 27.1 I I 80.6?.) I I 83.37.1 I I 88 . 9?.I I I o.o;o I I O.OXI I I ( s2.e;o 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS MITH IIO DATA I o I o I o I 0 I 0 I o I I o 

I I D.OXI I I D.OXI I I 0.07.1 I I D.OXI I I O.OXI I I 0.07.1 I I I O.Or.l 

0 
0 
N .., -
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Table 4 (cont) 
PATIENT COUNT CLINICAL Cot1PUIHTS 

RECOtlllltlANT HEPATITIS B VACCIIIE 

PATIENT CUS!I HEAL TH CARE P[RSONHEL 

I TOTAL VACCIIIHS C JS PATIENTS) - DOSE 2 I 

l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUtlBER 

CLINICAL 1----------------------------------------------------------------------------f MITH 
COttPUINTS I O • 1 • 2 • l I 4 I s I IC011PUINTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••I•••••••••• 
• I I I I I I I 

REACTION, LOCAL UHJECT. SITU • 8 • 1 I 2 I O I O I O • I 9 
• I 25.0iO • I 3.liO • C 6.3%) I C O.OY.I I C O.OiO I I o.o;o • I C 28.lY.I 

-----------------------------------1----------•----------•----------•----------l----------l----------•----------I-----------
PAIN I 2 I O I O • 0 I O f I • I 2 

I c 6.J?.) I I o.or., I c 0.0%1 I c o.ox1 I c o.ox, I c a.ox, • I c 6.:sx1 
• I I I I I • I 

SOAENESS I 6 I 1 I 1 I O I O • 0 • • 6 
• I 18. 8l!I • I J.UO I C l.UO • C O.Ol!I I C O.OY.I • I O.Ol!I I • C 18.8Y.I 

I • I • I • I I 
TENIERHESS I o I o I 1 I o I o I o I • l I t G.OY.I I C O.OY.) I C 3.1)0 I I o.o:o I I 0.1)0 I I o.o:o I I I 1.1:0 

--------- ·-------------------------l----------f----------•----------l----------l----------l----------l----------•-----------
sysn111c I l f 2 I J I 2 I O I D I I 9 

I C 9.4l!I I I 6.Jl!I I C 9.4%) I I 6.ll!I I C O.OY.I I C o.Ol!I I I I 28 . lY.I 

MtOLE BODY/GENERAL l 1 0 0 0 D 4 
9 .4)! I I 3.1)!) ( _o.o:o C O. Ol!I ( O.OY.I ( O.Ol!) I 12.SY.) 

fATIGUE/WEAKHESS 1 0 0 0 0 0 1 
l.lY.) I 0.0)!) ( o.o:o ( O.Ol!I ( O. OY. l f O.OY.) I 1.1:0 

ltEAOACHE 2 l 0 0 0 0 l 
6.JiO I 3.1?.) C O.OiO C o.o;o I O.OY.I C O.OY.I ( 9.4XI 

INTEGtliENTARY SYSTEN 0 0 1 1 0 0 2 
0.0?.I I 0.0)0 C 3.1)!1 ( 3. ll!I ( o.o:o ( O.OY.I C 6.:SXI 

RASH , NOS 0 0 0 1 0 0 l 
0 .O?. I ( 0.0?.) ( 0.0)!) C 3.ll!I I o. 07.1 C 0.0)0 I 3.lY.1 

OTHER 0 0 l • I 0 0 l 
1.0)!) ( 0.0)!) C J.UO C O.O?.I • C 0. 07.l C o.o;o ( J.ll!I 

• RESPIRATORY 0 0 l 1 • 0 0 2 
0.0lO I o.o:o ( 3.ll!l ( 3.ll!I I C O.Ol!I ( O.Ol!I ( 6.3?.I 

0 
0 
rv ...., 
N 
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Table 4 (cont) 

PATIENT COUNT CLINICAL CONPLAlNTS 
AECOl'EIIIAHT HEPATITIS B VACCIIIE 

PATIENT CLASS: HEALTH CARE PEASOtl'fEL 

CLINICAL 
COl1PUIHT'S 

••••••••••••••••••••••••••••••••••• 
AHitfITIS 

PHARYNGITIS f SORE THROAT I 

ttJSCULOSKELET AL 

I TOTAL VACCitlEES C 35 PATIENTS I - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUNSEA 

l----------------------------------------------------------------------------1 WITH 
I O I 1 I 2 I 3 I It I 5 I IC011PLAIHTS 
••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 

I I I I I I 
• I 0 I l I 0 I 0 I 0 I I l 

o.0Y.I I c 0.0%1 I C J.lY.1 I c 0.0iO I I o.o;o I c o.ox1 I I c 3.lY.I 
I I I I I I I 

• I 0 I 0 I l I 0 I 0 I I l 
•• 0Y.I I ( O.0iO I ( o.ox1 I c 3.liO I I 0.OY.I I f 11.0Y.I I I l J.lY.I 

I I I I I I I 
0 I 1 I 1 I 0 I 0 I 0 I I 1 

o.o:o I c 3.lY.1 I c 3.lY.I I ( 0.0Y.I I ( o.o:o I , 0.0Y.I I I ' J . 1)(1 

ARTHAALGIA, NOHOAATICUUA I O I 1 I 1 I O I O I O I I 1 
I ' 0.0Y.I I I J.lY.I I ( J.lY.I I ( D,0)(I I I 0.0Y.I I ( 0.DY.I I I ( J.lY.I 

-----------------------------------1----------I----------I----------I----------I----------I----------I----- ·----1-----------
PERsoos WITH COl1PLAJNTS I 9 I '3 I 5 I 2 I O I D I I 15 

I C 28.lY.1 I I 9.4Y.I I C 15.6Y.I I C 6.3Y.I I C 0.0Y.I I C 0.0Y.I I I C 46.9%1 
-----------------------------------1----------l----------l----------l----------l----------1----------I----------I-----------
PEASONS WITH NO Cot1PLAINTS I 2l I 29 I 27 I 30 I O I 0 I I 17 

I , 11.,i, I 1 90.6Y.I I c e1t.t•Y.I I , 9J.e;;o I c o.o;o I , e.oi1 I I c sJ.1Y.1 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
PERSOOS WITH NO DATA I 3 I 3 I J I 3 I O I 0 I I 3 

I c e.&Y.I I , e.6Y.I I c e.6Y.I I , e.6Y.I I c o.o;o I , o.o;o I I c a.6XI 

0 
0 
N ...., 
~ 
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Table 4 (cont) 

PATIENT COUNT CLINICAL Cot1PLAIHTS 
RECOHBINAHT HEPATITIS B VACCINE 

PAUEHT CLASS HEALTH CARE PERSONNEL 

I TOTAL VACCINE ES I 35 PATIENTS I - DOSE 3 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCIHATIOH I .u1BER 

CLINICAL 1----------------------------------------------------------------------------I MITH 
tOOPUIHTS I O I 1 I 2 I l I It I 5 I ICOMPLAIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• I I I I I I I I 
RUCTION, LOCAL IINJECT. SITEI I 5 I 2 I 1 I 1 I O I o I I 7 

I I 14. 77.) I l 5.9;1,) I ( 2.91.) I I 2.9;() I I 0.0X) I I o.o:o I I l 20.6Y.I 
-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------

soREHEss I 4 I 2 I l I 1 I D I O I I 6 
I l ll,8XI I , 5.97.1 I I 2.97.1 I 1 2,97.1 I I 0.07.I I I o.o:o I I I 17.6iO 
I I I I I I I I 

NDOULE FDRHATIOH I l I o I o I o I o I D I I l I I Z.9:1.) I I 0,0)0 I ( 0.07.1 I l D.OX) I l 0.07.1 I l D.DlO I I I 2.97.I 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
SYSTEHIC I 5 I 4 I D I O I O I D I I 7 I I 14 . 71.1 I l 11,87.1 I l O.OXI I l O,0XI I I 0.0XI I I D,DXI I I l 20,6%1 

----------------------------------------------------------------------------------------------------------------------------
I 

WHOLE BODY/GENERAL I J J D 0 0 D I 6 
I 8 . 87.) I 1.17.1 ' 0.0)0 I D,OXI I 0.0Y.I I O. OXI I I 17.6)0 

I 
SWEATING I D l 0 0 • 0 I 1 

( o.o:o ' 2.9XI I o.o:o I 0.07.1 I 0 . 07.1 ( o.o;o I I 2 . 9)!1 
I 

FATIGUE/WEU<HESS I l 0 D 0 0 0 I l 
2.97.I ' t.O?.I I O,OiO I O.0lO ' 0.DXI ( 0.0?.I I 2.97.I 

HALAi-SE I 0 l 0 0 • 0 1 
O.0XI ' 2.9XI I O.OXI I 0,0XI I 0.07.) I 0.0XI I 2.9)0 

HEADACHE I 1 1 0 0 0 0 2 
2,9)0 I 2. 91.) I O,0XI I O.OXI I 0.01.1 I O.OXI ( 5.91.) 

ACHitfESS I l • 0 0 0 0 1 
I 2.9)!) ( ,.ox, ( 0.117.1 ' 0.OXI ' o. 07.1 ( 0.07.) ' 2.9)0 

CHEST TI&HTNESS I 0 1 0 0 0 0 1 

' o.o;n ( Z .91.1 ( o.o:o ' 0,0)O ( o. 07.1 ( 0.07.J ( 2. 97.I 

IHTEG'-'1EHTARY SYSTEH I l 0 0 0 0 0 1 

' 2,97.1 ' ,.o;o ' o.o:o ' o.o::o ' 0.0)0 ' 0.0)0 I 2.97.1 

0 
;:, 

"' --4 
.c:o 
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HEALTH CARE PERSONNEL 

Table 4 (cont) 

PATIENT COUNT CLINICAL CottPLAINTS 
RECOHBIHANT HEPATITIS 8 VACCINE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES I 35 PlTIEtlTSI - OOSE 3 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUt18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
CottPLAIHTS I O I l I 2 I 3 I ft I 5 I IC011PUJHTS 

•••••••••••••••••••••••••••••••••••l••••••••••I•••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• ••••••••••I•••••••••• 
I I I I I 

URTICARU/lflVES I 1 I O O O I O I O I 1 
2. 9)0 I I O. OY. I I O. OX I I O, OY. I I ( 0. OX I I I O. 07. I I I 2 . 9Y. I 

I I I 
KJSCULOSKELETAL I l O O O I O o I l 

I 2. 9i0 ( 0. OY. I I O. OX I I II. OY.l I I O. OY. I I O. OY. I I I 2. 'I?. I 
I I 

NECK STIFFlfESS I 1 O O o I O O I 1 
t.9ZI ( 0.0,0 ( O.OZI I O.o:o I I O.OlO I 0.0,0 I I 2.9i0 

I 
DIGESTIVE SY!ITEH I O 2 o O O o I t 

O.DZI ( 5.9Y.I ( 0 . 0,0 I o.o;o I 0,0)0 ( 0.0%1 I I S.9Y.I 
I 

DIARRHEA I O t O O O O I t 
o.o;o C 5.9)0 I 0.0½1 I O.DY.I I O.OY.I I 0.0)0 I I S.9Y.I 

I 
NAUSEA I II 1 0 0 0 0 I 1 

( O.OY.I C 2.9Y.I I 0.0)0 I 11.0Y.I I O.OY.I ( o.o;o I I 2.9Y.I 
I 

VONITING I O 1 0 0 0 0 I 1 
I ( O • DX I I 2. 9Y. I I O. OX I ( 0. OX I I O. OY. I I O • DX I I ( 2. 'liO 

-----------------------------------l----------t----------l----------l----------l----------l----------l----------l-----------
P£RsONs WITH COMPUIHT!I I a I 6 I 1 I 1 I o I o I I 10 

I I u . sr.1 I 1 11.61.1 I , 2.n1 I , t.•::r.1 I c 0.0:1.1 I I o.o:o I 1 1 n.1tr.1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONs w1m HO cottPUINTS I 26 I 211 I 33 I 33 I o I o I I 24 

I ( 76. SY. I I I 112. 4)0 I I 97. uo I I 97. lY.1 I I O • OY. I I I D. ox I I I I 70 . 67. I 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONs WITH 110 DATA I 1 I 1 I 1 I 1 I o I o I I 1 

I I 2.9Y.I I I 2.97.1 I I 2.97.1 I I 2.9Y.I I I O. DY.I I I D.DXI I I I 2.9½1 

0 
0 
:v ..., 
1.11 
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Table 5 
PATIENT CotMT HAXIHLl'I TEHPERATURES 

RECOtlBINANT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

• TOTAL VlCCINEES ( 36 PATIEHTSI - DOSE 1 I 
•---------------------------------------------------------------------------------------1 
• DAYS POST VACCIHATIOH I tu1BU 

HlX TEHPERATURE f---------------------------------------------------------------------------------------1 WITH 
I DEG f, ORAL I • 0 • 1 • t I 3 I 4 I 5 • I I HAX TEHP 

••••••••••••••••••••••••l•••••••••••••••••••••l••••••••••l••••••••••••••••••••••••••••••••l•••••••••••••••••••••r•••••••••• 
• • • • • I I I < 99 • 30 I 32 I 3ft I 34 • D I D I I 28 
I 1 88. 2:0 I , '11. 4;0 I , '17. l?. l I 1 97. uo I I u. o;: 1 I I o. DX, I I 1 80. o;: 1 
I I I I • I I I 

99 - 99. 9 I 4 I 3 I 1 I 1 I D I o I I 7 
I I U.8lO I 1 8.61.1 • c z.q:o I 1 2.,:0 I 1 0.0;:1 I I o.u;:1 I I , 20.0;:1 

------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEHPERATURE TAKEN I 14 I ➔s I n I 1s I D • o I I 1s 

I 1 94.4?.I t 1 97.21.1 I c 91.2;0 I 1 91.2:0 I c o.a;:1 I 1 0.0;:1 I I , 91.2;0 
------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
TEl1PERATURE NOT TAKEN I 2 I 1 I 1 I 1 I 16 I 16 I I 1 

I I 5.6?.I I I 2.&;!I I I 2.87.1 I I 2.8:0 I UDO.DY.I I 11D0.D1.1 I I I z.a;o 

0 
0 
N ..... 
0-



STU>Y 
TREATtlEtn 
LOT HUtlBER 
DOSE 
PATIENT CUSS 

0798 

Cl<446 
5 t1CG 

Table 5 (cont) 

PATIENT COUNT HAXItlUlt TEMPERATURES 
RECOHBINAHT HEPATITIS B VACCUIE 

HEALTH CARE P(RSOHNEL 

I TOTAL VACCIHUS I 36 PATIEHTS I - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCIHATIOH I NUt1BER 

HlX TEMPERAT\JRE l---------------------------------------------------------------------------------------1 WITH 
I DEG f, ORALI I O I 1 I 2 I 3 I 4 I 5 I I I t1AX lEHP 

••••••••••••••••••••••••I•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• ••••••••••I•••••••••••••••••••• 
NORMAL I 1 1 l l D O 1 

J.3'0 I :S.2,0 I J.4Y.I I :S.1%1 I 0.0Y.I I O. 0l:I I 3.17.1 

< 9'J I 25 211 26 27 l o 23 
83.llO I 90.JY.I I 89, 7%1 I 81t.4%1 Cl00.0Y.I I 0.07.1 C 71.97.1 

99 - 99. 9 I 2 1 2 4 o o 6 
6.77.) I 3.2Y.) I 6 . 9)0 I 12.51.) I a.DY.I I o.o;o I Ul.8i0 

100 - 100. 9 I l O D O O O 1 
3.3%1 I 0.0i!t I 0.0%) I 0.0Y.I I 0.0Y.I I O.Oi!I C J.17.t 

101 - 101. 9 I l l O D D o 1 
I C :S.li!t C l.27.I I I 0 . 07.t C O.0Y.t I 0.DY.I I I 0 . OY.I I l 1 . 1:0 

------------------------l----------l----------l----------l----------l----------l----------1---------------------1-----------
nHPERATURE TAl<EH I 30 I 31 I 29 I 32 I l I O I I 32 

I 1 83.liO I c 86.lY.t I c eo.,z1 I , ea.,x1 I , 2.ex, I I o.o:o I I I ee.,i, 
------------------------1----------1----------l----------l----------l----------l----------l---------------------l-----------
nnPERATURE NOT TAKEN I 6 I s I 7 I 4 I 35 I 36 I I 4 

I I 16 . 7iO I I l3.9Y.t I I 19.4%1 I I 11.lY.t I I 97. 2Y.I I 1100.0;0 I I I 11.lY.t 

0 
0 

"' ..., ..., 



SlU>'f 
TRtAntENT 
LOT t-MIBER 
DOSE 
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0798 

C1<446 
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Table 5 (cont) 
PATIENT COUHT HAXIl1Utt TEMPERATURES 

IUC011BIHANT HEPATITIS 8 VACCIIIE 

HEALTH CARE PfRSOHN£l 

I TOTAL VACCINEES I 36 PATIENTS, - DOSE 3 I 
l---------------------------------------------------------------------------------------1 I DAl'S POST VACCJHATIOH I tlUNBER 

11AX TEHPERATUR! 1---------------------------------------------------------------------------------------I WITH 
I DE6 f, ORAU I O I l I 2 I 3 I 4 I 5 I I I HAX TEHP 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••I•••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• 
I 

NORMAL • 6 I 6 I 6 6 I D O I 6 
18.87.1 I I 18.87.l I I 18. 27. I I 18.8i0 I I O.DiO I 0. 07.l I I 18.2;0 

I I I I 
< 99 I n I 23 I 25 25 I o o I 21 

71.97.1 I I 71.97.1 I I 75.87.) I 78.UO I t o.o:o I 0.07.) I t t.1.67.) 
I I I I 

99 - 99.9 I 3 I 2 I 2 1 I o o I 5_ 
- 9.47.1 I I 6,37.) I I 6.17.) I 3.17.1 I I O.Oll I o.o;o I I 1s.2:o 

I I I I 
100 - 100. 9 I O I 1 I O D I D O I 1 

I I 0.07.) I I 3.11.) I I o.o,o I o.o;o I I D.07.1 I I 0.07.) I I 3.07.) 
------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEHPUATUIU' TAKEN I ]2 I 32 I JJ I 32 I O I O I I 33 

I I 88. 9)0 I ( 88. 97. l I I 91. 77. t I ( 88. 97., I I O. 07. I I I 0. 07.1 I I I 91 • 77. I 
------------------------1----------1----------I----------I----------I----------I----------I----- . --------------1-----------
TEHPERATURE NOT TAKEN I 4 I 4 I 3 I 4 I 36 I 36 I I 3 

I I 11.17.1 I I 11.17.1 I I 8.3:o I I 11 . 17.t I 1100.01.1 I 1100.01., I I I 8.1;0 

0 
0 
N 
...... 
OD 
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TREATMENT 
LOT IM1BER 
DOSE 
PATIENT CUSS 

07911 

CK446 . 
1D t1C6 

Table 6 

PATIENT COUNT MAXI~ TEMPERATURES 
RECOtlBINANT HEPATITIS B VACCINE 

HEALTH CARE PERSOMIEL 

I TOTAL VACCINEES I 37 PATIENTSI - DOSE l I 
l---------------------------------------------------------------------------------------1 
f DAYS POST VACCIHATIOH I tlUMBER 

nax TEHPERATURE 1---------------------------------------------------------------------------------------• WITH 
I DEG F, ORAL I I O I 1 I 2 I l I It I 5 I I • HAX TEMP 

••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

< 99 I 211 I 33 I 11 I 12 I o I o I I 26 
I , 11.a;o I , 91.1x1 I , a,.1x1 I , 9't.lio • , o.or.1 I , o.ox1 I I , 12.2;0 
I I I I I I I I 

99 - 99.9 I a • 3 I s I 2 I o I o I I 10 I , 22.2x1 I , a.1,0 • , 13.97.1 I , s.97.J I , o.o:o I , o.or.1 I I , 21.a;n 
------------------------1----------1----------l----------1----------I----------I----------I---------------------I-----------
TENPERATURE TAKEN I 36 I 36 • 36 I 34 • O I O I I 36 

I c n .1;0 I c 97. ll! t I c 97. 1io I , n . ,x , I c o. ox I I c o. or. 1 I I 1 97. 1x, 
------------------------l----------1----------l----------l----------l----------l----------l---------------------1-----------
TEt1PERlTURE HOT TAKEN I l I 1 I 1 I 3 I 37 I 37 I I 1 I I 2. 7i0 I C 2. 7l0 I I 2. Tl.I I I 8.liO I U00.07.1 I 1100 . 07.1 I I I 2 . 71.1 

0 
0 

"' ~ 
,0 
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Table 6 (cont) 

PATIENT COUNT NAXIl1Utt TENPERATURES 
REC0t18IHAHT HEPATITIS 8 VACCINE 

PATIENT CLASS: HEALTH CARE PfRSM'El 

I TOTAL VACCINE ES I 37 PATIENTS I - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCIHATIOH • NUM8ER 

HAX TEMPERATURE l---------------------------------------------------------------------------------------1 MITH 
IDEG f, ORALI I o I 1 I 2 I J I It I 5 I I I HAX TEHP 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••l••••••••••I•••••••••• 
I I I I I I I I ' 

< 99 I n I 21t I u I u I • I o I I 22 
I , eo.e:o I 1 9,.oio I 1 117.s:o I , ae.9;O I I o.o:o I , o.o:o I I , 75.9:!I 
I I I I I I I I 

99 - 99. 9 I s I 1 I J I J I • I o I I 7 I 1 1,.21.1 I I tt.oio I 1 12.s:o I 1 11.1i1 I I o.o:o I , o.o:o I I 1 21t.uo 
------------------------l----------1----------l----------1----------t----------l----------l---------------------l-----------
T£NPERATIJ!E TAKEN I 26 I 25 I 2't I 27 I I I O I I 29 I I 70.31.1 I I 67.61.1 I I (,ft.91.I I I 73.01.1 I I 11.11.1 I I 0.01.1 I • I 78.4:!I 

------------------------l----------1----------l----------l----------l----------1----------1---------------------1-----------
lfHPERlTURE HOT Tll<EH I 11 I 12 • 13 I 111 I 37 I J7 I I a I I 29.71.I I I 32.41.1 • I 35,liO I I 27.0JO I CI00.01.1 I noo.o:o I I I 2l.6l0 

0 
0 
N 
':» 
0 
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Table 6 (cont) 

PATIENT COUNT NAXIltJtt TENPERATlRES 
RECotlBIHAHT HEPATITIS B VACCitlE 

PATIEtlT CUSS HEALTH CARE PER~El 

I TOlAL VACCIHEES I 37 PATIENTS) - DOSE 3 I 
l---------------------------------------------------------------------------------------1 I DATS POST YACCIHATIOH I HUttBER 

NAX TEHPERATURf l---------------------------------------------------------------------------------------1 MITH 
I DEG f, ORAL I I O I 1 I 2 • l • 4 • 5 I I I NAX TEMP 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l•-••••••••••••••••••I••••••••••••••••••••• 
NORNAL I l I l I l I 1 • 0 I 0 I I l 

I c 2.9:O I c 2.9?.I I C 3.0?.) I c 3, 0?.I I I o.o;n I c o.o;o I I C t.9?.t 
I I I I I I I I 

< 99 I 27 I 31 I 30 I 28 I 0 I 0 I I 23 
79.4XI I C 91.tlO I C 90,9l!I I C 84.&lO I I o.o;o I c 0.0;:i:1 I I C 67.6?.I 

I I I I I I I 
99 - 99 . 9 I 5 I t I 2 I 4 I 0 I D I I 9 

c 14. 7:'.I I C 5.9Y.I I I 6.ll!I I C 12.1:'.I I I 0.0l!I • C o.o;o I I C 26.5l!I 

100 - 100. 9 I l I o I o • I I O I o I I 1 
I C 2 . 9lO I I 0.01.I I I 0.01.1 I I 0.01.1 I I 0.0l!I I I D.DZI I I I 2.tl!I 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TENPERATURE TAKEN I 34 I 34 I 33 I 33 I O I O I I lit 

I I 91.9?.I I I 9l.9ZI I I 89.2l!I I I 89.21.1 I I D.o:o I c D.01.1 I I I 91.9XI 
------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
TEHPERA1URE HOT TAKEH I 3 I 3 I 4 I 4 I 37 I 37 I I l 

I I 8.1:'.I I I 8.1?.> I I 10.8lO I I 10.a;o I 1100.Dl!I I 1100.0lO I I C 8.lXI 

0 
0 
N 
OIi -
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0798 
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Table 7 

PATIENT COUNT HAXll?Jlt TEHPEAATURES 
RECot18INANT HEPATITIS B VACCINE 

HEALTH CARE PERSOMtEL 

I TOTAL VACCINEES C 36 PATIENTS) - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCIHATIOH I NU118EA 

nAX TEHPERATURE 1---------------------------------------------------------------------------------------I WITH 
1 DEG F, ow AL I I o I 1 • 2 I 3 I " I s I • I nAx nnP 

••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l•••••••••••••••••••••l••••••••••I•••••••••••••••••••••••••••••••• 
I I I I I I I I 

< '19 I 29 I 34 I 33 I n I o I o I I 28 
I t eo.6:0 I t ~.47.1 I C ~.37.1 I t 'f't,37.1 I t o.o;o I I o.o;o I I I 77.8,0 
I I I I I I I I 

9'1 - 99. 9 I 6 I 2 I 1 I z I o I o I I 6 
I I 16. 77. l I I 5. 67.) I I 2. 9)0 I C 5. 7Y. I I C O. 07. I I I O. 07. I I I I 16. 71. l 
I I I I I I I I 

100 - 1 oo. 9 I 1 • o I l • o I o I o I I 2 
I I 2,87.1 IC 0.07.1. C !.97.) IC 0,07.1 I C 0.01.1 I I 0.01.1 I I I 5,67.I 

------------------------l----------l----------•----------l----------l----------1----------1---------------------l-----------
unPERATURE TAKEN I 36 • l6 I 35 I 35 • 0 I O I I 36 

I uoo .o:o • 1100.01.1 • C 97.21.l I C 97.21.1 • C 0.07.1 I I 0.07.) I I 1100.01.1 

------------------------l----------1----------I----------I----------I----------I----------I---------------------I-----------
TE11PERA~E HOT TAKEN I O I 0 I l I 1 I 36 I 36 I I 0 

I c 0.01.1 I c 0.07.1 I, 2.81.1 I c 2.8:t.1 I 1100.ox, I 1100.01.1 I I c 0.01.1 

0 
0 
rv 
0, 
rv 
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Table 7 (cont) 
PATIENT COUNT HAXIttUtf TENPERATURES 

RECOl18IHAHT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCIN£ES 4 35 PATIEHTSI - DOSE 2 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCINATION • NUl18ER 

tlAX TEHPERATURE 1---------------------------------------------------------------------------------------• WITH 
I DEG F, ORAL I I O • 1 I t I J I 4 I 5 I I I ttAX TEHP 

-••••••••••••••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I••••••••••••••••••••• 
I • I I I I I I 

< 99 I u I 21 I 28 I 26 I o I o I I 26 
I • 9J .1x1 I • 96.4lo I I n.J:o I • 89.no I • o.o:o I I o.o:o I I • eJ . 9:o 
I I I I I I I I 

99 - 99. 9 I 2 I l I l I 2 I o I o I I 1t 
I ( 6.97.1 I I J.67.1 I I J.J7.I I I 6.97.1 I I 0.07.1 I I 0.07.) I I I 12.97.1 
I I I I I I I I 

100 - 100. 9 I a I o I l I 1 I o I o I I l 
I I 0.01., I I 0,07.1 I I J.JXI I I J.47.1 I I o.ox1 I I 0.07.1 I I I J.27.1 

------------------------l----------l----------l----------l----------1----------l----------l---------------------1-----------
TEl1PERUIJIE TAl<EH I 29 I 28 I 30 I 29 I O I O I • :n 

I I 82.97.) I I 80.07.1 I I 85.77.1 I I 82.9)0 I I 0.07.1 • I O.OlO I I I 88.67.I 
------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
TE11PERATl-"E HOT TAl<EH I 6 I 7 I 5 I 6 I 35 I 35 I • 4 

I I 11.11.1 I I 20.ox1 I I 14.37.I I I 17.17.1 I uoo.ox1 I 1100.01.1 I I I 11,47.1 

0 
0 
N 
OD 
~ 
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Table 7 (cont) 

PATIENT COUNT NAXIt,Jtt lENPERlTURES 
RECot18INANT HEPATITIS B VACCINE 

PATIENT CLASS: HEALTH CARE PER!IOMfEL 

I TOTAL VACCINEES f JS PATIENTS! - DOSE J I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I laJHBER 

11AX T[t1P[RlllJRE f---------------------------------------------------------------------------------------1 MITH 
ID[Bf,ORlll ID I l I Z I l I, I 5 • I INAXTEl1P .............................................. , ..........•..........•..........•..........•..........•.......... , ......... . 

I 
NIJlll1ll • ll ll l 11 o• OI I l 

'J.ttiO • f J.ZY.I I C 'J.tY.I C 3.lY.I I I D.OY.I I I O.OiO I I C 1.1;0 
I I I I I I 

< 99 I 2, I 10 I 29 30 I o I o I I 26 
82.81.1 I f 96.l!ll!I I I 93.SY.I I 9l.8i0 I I D.O?.t I f O.OY.t I I I 111.llO 

I I I I I I 
99 - 99. 9 I J I o I 1 l I o I o I I tt 

10.lY.I I I D.Dl!I I I 'J.2'0 I J . llO I I 0.0%1 I I D.OXJ I I I U.SXI 
I I I I I I 

100 • 100. 9 I l I O I O D I D I II I I l 
I I ].4i0 I I O.Ol!) I I O.OlO I O.Di'.I I I o.o:o I I 11.0XI I I C J.lXJ 

------------------------t----------1----------l----------1----------l----------1----------1---------------------I-----------
TE11PERATURE TAKEN I 29 I 31 I JI I U I o I D I I l2 

I I 112.9)0 I I 81!1.6Y.J I I 1!18.6)0 I I 91.4)!1 I I 0.0?.t I I D.D?.I I I C 91.4?.I 

------------------------t----------l----------l----------l----------l----------1----------1-----------------·---l-----------
tuwERATURt HOT TAKEN I 6 I It I , I 1 I JS I JS I I 1 

I I 17.lr.l I I ll."0 I I ll.ttl!J I I 8.6Y.I I 1100.DiO I 1100.11;0 I I I 8.6i0 

0 
0 
IV 
0:, 
C 
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Anti-HBs Responses to Vaccination with a Human Hepatitis B Vaccine 
Made by Recombinant DNA Technology in \'east 

In the United StateS, 1he currently licensed vaccine against 
hepatitis B virus (HEPTAVAX-B9; Merck Sharp & Dohmc, 
West Point, Pa) consists of hepatitis B surface antigen 
(HBsA1) that is purified from the plasma of chronically 
infected humans. Antibodies 10 the croup a determinant 
of this complex antigen effectively neutralize the various 
s1.b1ypes of hepatitis B virus (HBV). as shown in a num
ber or con:rolled clinical trials (1-3). Despi1e overwhelm
ing evidence that documents the emcacy of this vaccine, 
widespread acceptance by those who are 11 sreatest risk 
of contracting hepatitis B has been less than expected be· 
cause of a number ofunrelated faaon. The plasma-<lerilled 
vaccine is expensive to pn:pa~ A number of physical and 
chemical inactivation steps arc used in purification. and 
extensive safety tes1in1s arc mandated by the Food and 
Drue Administration in laboratory animals. cell cultures. 
and chimpanzees before the product can be marketed. In 
addition, there are of necessity ba1ch-to-b11ch variations 
in human source material. These problems would have 
been surmountable in the marketing of this vaccine were 
it not for two recent events that made potential vaccine 
candidates overly cautious about accepting this new prod• 
uct: the inc:ruscd incidence of Ouillain-Barre syndrome 
that followed administration of the swine innuenza vac
cine in 1976 and the emeraence of AIDS in the homofQ• 
ual population. The lauer problem was panicularly n:le• 
vanl because HEPTAVAX-B is a plasma~erived product 
obtained from HBsA1-posi1ive individuals. some of whom 
are in high-rislc croups for AIDS. This raised the question 
whether AIDS might be transmitted 10 recipienu of this 
vaccine. Unfonun11ely, despite numerous studies (<C. SJ that 
eventually have refuted this hypothesis (on the basis of 
the susoeptibility of reuoviruses to inactivation by the phys
ical and chemical steps used in producins the vaccine and 
by the ~ck of 1:1.Scs of AIDs or antibody scroconversions 
to human T lymphotropic: virw type Ill obRrlled among 

R«eived ror publication 21 May 1985, and in re¥ised rorm 
9 July 19U. 

This work _, supponcd by a 1ran1 rrom Merck & Company, 
Ws Point, Pennsylvania. Compuuuional usiaance was p,o,,ided 
by the CLINFO Project, rundcd by aranl RR.COHO from lhe Di
vision or Raearc:11 11.aoutta or the Nauoaal lnaiitu1CS or Kcalth. 
~ tllant Dorothy Hcibers ror her cxpen usil&lna in follow· 

in1 the subjects and perronni111 the analyses; the EIIICl1fflCY Med• 
ical Service division or the Houston Fire l)q,artmcnt fOf' 1hcir 
consiruaive suuestions and enthusiastic suppon or the project; 
a.nd Esperanza Tarallo and S1c,,cn .Rao ror 1hcir cxcellen1 techni
cal &SJistance. 

Please addrcu requests for reprints to Of. F. IL Hollinacr, 
Dcpamnent or Viroloay ancl Epielcmioloay, Baylor Collqe or 
Mf!diciiie. One Baylor Plaza, Houuon, Tua, 770)0. 
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,-accinees at low risk of exposure to this disease). many 
member5 of groups at rislc of contracting hepatitis B have 
been rtluctan1 to accept this vaccine. 

BecallSC or these problems, alternate sources of vaccine 
arc bein1 developed. Among the first to become available 
Cor human trials was a 25,000-lO,OOO molecular weight 
HBsAg polypeptide deri\'Cd by disruptinc the intact 22-nm 
HBsAg panicle with a nonionic dctercent {6). lmmu1101c• 
nicity of this product was superior to that of the human 
HBsAg source from which it was prepared, especially dur
ing the ini1ial stases of antibody de\-clopment. More re
cendy a number of other vaccines that do not depend on 
human plasma as their source or HBsA1 have been pro
duced (7). These include chemically synthesized peptides 
from SC¥Cral antigenic domains or the HBV, products of 
recombinant DNA technology, and live vaccinia virus 
rccombinanu containin1 the HBsA1 ICM. 

In this paper we repon one-year follow-up data on the 
immunogenicity and reactogenicity or a non1lycosylatecl 
HBsAg hepatitis B vac:tine, subtype adw, made by recom
binant DNA technology (Merck). The vaccine, prepared 
in the yeast Saccharomyces u"visiat {strain 215~2-3) 
{8, 9) was administered in three different doses (S, JO, and 
20 Jill to an adult at-risk population. 

Subjects ■nd Medlocls 

After screenin1 3S9 EmerJency Medical Service person
nel i~ HouSton, !OS adult men (median qe, 29 ,ears; ranee, 
22-40), determined by R.IA or enzyme immunoassay 10 
be frtt or any seromarken or hepatitis B inCcction (Ab
bott Laboratories.. Nonh Chicaso. Ill), were admitted to 
the study. All had antibody tO HBsAa (anti-HBs) sample• 
to-ne11tivc-mean (SIN) ratit's <1.4, lew:ls of antibody to 
hepatitis B core antigen (anti-HBc) <39"8 inhibition, and 
H BsA1 SIN ratios <1.2. The$e values are subswuially be· 
low the cutoff le¥ds endorsed by the manufacturers. In 
addition, each participant was ftqUired to ~ scrum Inds 
or liver enzyme (alanine aminotransferase (ALT] and 
uparuue aminouansferue (AST]) <SO IU/liter, as deter• 
mined by the Beclcman Syslml TR enzyme autoanalyzcr 
(Beckman Instruments, Palo Alto, ~if). Panicipants we« 
in 1ood health at the time of enrollment, had not been 
previously vaccinated against hepatitis B. and had si1ned 
informed consent n:lcucs. The study was approved by the 
Baylor College of Medicine Human lnwesti,a1ions Com• 
mittec. 

The JOS voluntccn wert weisht matched within 4.S kg 
f9a) into three 1roups of JS. Each member of each 1roup 
receilled 5. 10, or 20 111 of an alum-adsorbed, DNA recom
binant hepa1itis B VKCine (lot no. 914/CK-446) con1ain• 
ing 20 fig or HBsA1/ml. The vaccine wu purified from 
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Concis~ Comm,micatio,u 

yeast extract by physical and chcmical methods. Hydro
phobic-interaction chromatography followed by gel
exclusion chromatography was the major procedure used 
to prepare the purified antisen. The removal of yeast com
ponenlS was demonstrated in vi1ro by immunologic 
methods and in vivo by anaphylactic testing in guinea pip. 

To deli\ler 1he inoculum, ~,: used 0.S-ml syrin1cs for the 
S or JO I'& doses and 1.0-ml syringes for the 20 i,g dose. 
All doses were administered by the same person. The vac
cine was thorou1hly resuspended before use and inocu
lated im in the deltoid re1ion with a one-inch, 23-sauge 
needle at months 0, l, and 6. Blood samples were obtained 
11 one, two, three. six, eight, and 12 months after the ini
tial inoculation (100'1. panicipation). A prcvaccination 
oral temperature was obtained. and patticipanu ~ asked 
to take and record their temperature with the same 
calibrated thermometer 4 hr after inoculation and each 
morning for the nc.u three days. They were also asked to 
record any local or systemic symptoms eitpcrienced dur
in& this time. Respanses ~ recci~ by mail from~ 
of the panicipants. 

All blood samples were proccued within 24 hr and as
sayed for liver enzymes. The unit of measurement for anti
HBs was mlU/ml and was determined by the method of 
Hollinger ct aJ. {I0J. On the basis of the statistical analy
sis of at least 1,000 normal human sera, a value ,i.0.7 
m IU/ml on replicate samples was considered evidence of 
the presence or anti-HBs for determination of scrocon
version rates. This anorr lc\<el was ~S SD above the mean 
value for the negative control samples. All samples taken 
at three and ri&ht months wen also tested for anli-HBc 
and HBsAg 10 rule out unsusJ)CCled infection with HBV 
thal mi1ht have occurred durinc the course of the study. 

Slatistical aleulations included Student's I test, McNe
mar's :r test, analysis of variance, and Duncan's multiple 
range test 1111. 

Results 

No local or systemic reactions of a serious n11ure were 

obsened by the \'OIUntecn. After the rU'Sl inoculatioa, 141ft 
of the vaccinc:cs expcricnc:cd mild discomfort at the si1e 
of injection; this fisurc was 121ft after the second and third 
inoculations. Temperature elevations >I.SF above an in
dividual's baseline ~I were recorded in 3.Btr., 9.31ft, and 
3.4'1a of the panicipanu after each of the three injections, 
n:spcctivcly. Only rour oral iemperatures uceeded 100 F, 
the hishest of which was 101.2 F. Amons the systemic: ruc
tions recorded after the initial inoc:ulation, headaches 
(10.Slfl), diarrhea or abdominal c:omplainu (9-''lt), and 
raiicuc (7.61ft) were noted most frequently. Rata declined 
substantially after the second and third injections. Such 
loc:il and systemic reactions are similar to those ob5Crved 
among recipients of placebos in other studies (I0J. 

None of the panicipanu showed scrolo1ical evidence 
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Table J. Seroconversion rates of anti-HBs by time and 
dose. 

Dose 

5 (11 • lS) 8.6 
10 (11 • 35) 28.6 
20 (11 • 35) U.6 

2 

34.3t 
80.0 
12.9 

Time (months) 

3 

cs .1t 62.91 
94.3 • 9C.3 
81.6 9C.3 

I 

97.1 
97.1 

100.0 

12 

au: 
97.1 

100.0 

NOTE. Rcsulu arc pcrccnta1a or subjects who were posi-
tive at the noted time. Dosa arc in 14. 

• Vaccine was administered at months 0, I. and 6. 
t P < .002. S III compared with JO or 20 "'· 
l Four ~ ..-ho were poaitivc for anti-HB1 at ciJht months 

became scronqative at 12 momh1, whereas the one person who 
had IIOI responded by month I scroconYCrtcd. 

or in fcction· v.-ith HBV during the study. Ten (9.S.,,) volun
teers had aminotransftrUe levels >.50 JU/liter on one or 
more oc:casions CM:r the one-yur follow-up period. This 
me is similar to that obser.-ed in a previous study IIOJ. 
Muscle trauma caused by exccssiYe physical aaivity was 
felt to be the cause of the enzyme elevations in three of 
these t~n panicipants; this hypothesis was based on an AST 
value that was hi&her than the ALT value and on cre1tine 
phosphokinasc levels of 47,S02, 844, and S33 IU/liter. A 
fourth \/Oluntcer sustained a lacerated Ii~ followin& an 
auto accident that occurred two weeks before the blood 
specimen that showed elevated enzyme levels was taken. 
and three other men were takin& medications that have 
been repancd to cause liver damace. In the other three 
(2.9"9) YOluntccn, &he enzyme le\lels had returned to nor
mal when their blood was retested one week later. There 
was nothing in their histories 10 explain these abnormal
ities. 

Serocon-wersion rates and 1cometric mean antibody re
sponses for 111 panicipanu arc shown by dose and time 
in tables I and 2. Seroconvenion ratCS "" signmc:antly 
lower in the S"'I'& dose croup than in the 10- or 20-,.1 dose 

Table 2. Geometric mean levels of anti-HBs (111I U/ml) 
by time and dose. 

Time (months) 

Dose 1• 2 3 ,. I 12 

s (11 • 351 o.1t OJl o.,i 2.ot 45.7l 10.ot 

10 (11 - 351 0.3 5.1 6.9 14.0 JIU 76.of 
20 (11 • 35) 0.4 7.3 9.C 26.4 S19.5 114.6 

NOTE. Doses arc aiwcn in 111. 
• Vaccine wu admini$tercd 11 mondu 0, I, and 6. 
t P < .02. s l'I compared with 10 or 20 14. 
l P < .001, 5 Ill a,mparcd with 10 or 20 1'1· 
I P • .03 , 10 l'I compattd with 20 1'1-
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groups ac two, three, and six months arter the initial in• 
oculation (P < .002). By eight months all bu1 two of the 
participants had produced specific antibodies. One of these 
two volunteers, who received S µg of vaccine, did develop 
specific anti-HBs at a low level (1.3 m!U/ml) 12 months 
following his ini1ial inoculation. Therefore, the total 
seroconvcrsion rate for the S-µg group through 12 months 
v.-as 1ooo;,, even though four other vaccinees who were posi
tive at ei1ht months were negative: at 12 months; this yielded 
a point prevalance rate of 88.60Jo (table I). 

Geometric mean concentrations of anti-HBs were con
siderably lower in the group receiving.S ,-.g of yeast-derived 
HBsAg than in the 10- or 20-,lg dose groups after the first 
month (P < .001; table 2). Similar differences were ob• 
served when weight-matched croup members were com• 
pared, most notably at six and eight months. No statisti• 
ally significant differences were seen between the 10- and 
20-1.1g groups during the first eiaht months in terms of 
seroconvcrsion rates or geometric mean levels or antibody. 
At each bleeding iruerval, however, geometric mean lcv• 
els of anti-HBs in the 10.µg group were lower than those 
seen in the 20-,,g vaccinees, and a P value of .03 was ob
tained at 12 months (table 2). 

Discussioa 

The reasons for the significantly larger differences in im
mune response seen between the S-..& aroup and the other 
two groups in our study are not readily apparent. Lo1-to
lot variation is not a fac:tor since the same lot of vaccine 
was used to inoculate all three groups. The only known 
variable is the volume of inoculum administered. Thus, 
the lower doses of vaccine not only contained less HBsAg, 
but the total amount of alum administered was also re• 
duced even though the protein-to-alum ratio mnained con
stant among the three doses. Whether a finite amount of 
alum is essential for an optimal response cannot be ascer
tained in this study, but levels of alum should not vary 
significantly between batches of vaccine that use identi
cal doses or vaccine. It is interesting that similar muted 
responses were not seen in another study that compared 
S ,-.g and 10 µg of yeast-derived HBsAg, although a two
fold difference in the geometric mean levels of antibody 
was reported (12). Since the RIA activity of equimolar 
prcpantions of purified ycut HBsAg has been rq,oned 
to vary by as much as 2.5 times (8), this mi1ht account 
for the interstudy differences obse~d at critical thresh
old levels. 

As expected, a decline in anti-HBs concentration was 
observed in 96'7. o( 1he subjectS between the ei1hth and 
12th months. To examine the slope of this response mo~ 
compleiely, we determined the natural logarithms of the 
differences in tht anti-HBs levels after dividing by the num• 
~r of months between observations for each subject in 
the three dose 1roups. Similar data wrT'C obtained for adults 
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participating in previous vaccine studies that used 40 1.1& 
or an HBsAg plasma-derived vaccine (10) and 20 or 40 
Jill of HEPTAVAX·B (9a), and the results were compared 
by analysis of variance. No si1nifican1 differences in the 
rate of decline were found between these four groups 
when equivalent levels of peak anti-HBs responses were 
evaluated. 

When geometric mean levels of anti-HBs at eight 
months were c:ompared for two different plasma-derived 
vaccines, values ranged from 2,980 to 3,322 mlU/ml for 
40µgofvaccine to 1,975 mlU/ml for 20µgof HBsA1 [9a, 
10) vs. 46 (S µg), 389 (10 ,-ig), and 520(2011g) mlU/ml for 
the yeast-derived product. These findings lead us to con• 
elude that the lower antibody levels detected in adults 
receivinc the yeast-derived vaccine may be related to the 
immunogenicity of the product. It is notewonhy that Dan• 
dolos et al. [13) reponed similar discrepancies in anti-HBs 
levels between yeast• and plasma-derived vaccines, in which 
equivalent doses of antigen could be compared, although 
immune responses were significantly lower with our lot 
of recombinant vaccine. Sinc:e a butyl agarose method was 
used to remove contaminatina yeast antigens from the fi. 
nal product in both of these studies, it is unlikely that this 
could account for the reduced immunogenicity found in 
our study. Two other studies (12, 14) did not permit equiva
lent time and dost comparisons between the two types of 
vaccines. Variations between lots, dissimilarities in the lipid 
content of the antigen produced in the yeast as compared 
with plasma-derived antiaen, reduced anti&enicity when 
compared with human HBsAg, and the fact that the yeast• 
derived HBsAg is not glycosylated [7, SJ may be factors 
responsible for the relatively lower anti-HBs response seen 
with the yeast-derived product. Funhcr field trials in differ
ent at-risk groups seem appropriate before a specific adult 
dose of this vaccine is recommended. Nevertheless, several 
small trials in humans have shown that the vaccine is safe. 
and we anticipate that durable levels of protection should 
be achieved ir sufficient immunogen is incorporated in the 
vaccine. 
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The Epidemioloc of Cloitridium difficile with Use or a Typia& Scheme: 
Nosocomiat Acquisition and Cross-Infection Amon& lmmunocompromised Palieats 

Gastrointestinal disturbance, panic:ularly diarrhea, is one 
of the commones1 side errec:u of the use or antibiotia. 
Up to 20'7,-25.,. or antibiotic-usoc:iated diarrhea occurs 
in conjunction with a fecal isolate or CJostrldhlm diff rcilr 
[JJ. This organism is the major came of pseudomcmbra
nous colitis and antibiotic-associated colitis bu1 is also car
ried in the cas1rointc:StinaJ tract or 2"9-4"9 of the normal 
adult population and can be isolated from the feces of 
30-,._75-,. of asymptomatic neonates (2). 

R.a:ei"l:d for publication 23 April 1915, and in IT¥ised form 
S Au1ust 1915. 
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austcn of antibiotic-auocialed colitis haw: been norcd 
(3), and early animal studies sugcsted that envlronme11• 
taJ contamination and aoss-infcaion sni&ht be imponant 
in the ciioloey of outbraks or anu1>i0tic-usociated diar
rhea 14). However, convincing eYidence for the cross
infective potential or C difficiJ,, as wdl as its demonstra• 
tion as a predominantly nosocomial infection, has been 
prevented due to lack or a reliable typing scheme for this 
01J&Dism (5). 

Various typing schemes ~ been 111uested (6-10). 
Amons these, Tabllqchali et at (I) reported a well-def med 
scheme ror typing this orsanism on the basis of 1he incor
poration of r•SJmcthioninc: into badCrial proteins ud 
ha¥t described to date nine distinct groups within tbc 
C difficile species (A-E. W-Z), as danonsuatcd by the 
radiolabelcd pro1cin profile obtained by ts1inc SOS-PACE 
followed by autoradiography. We have applied this tech• 
niquc ro iJolatcs obtained from a prospective six-month 
study or immunocompromised and general medical pa
tients in an attempt to assess the carriage and acquisition 
or C dif/it:i~ among hospital patients. The errect of iso
lation and containment procedun:s on the spread of 
C di/Jinlr was Ibo Studied. 
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~-n::rl'Y NO ~CI'IY a J,iDi EPUITIS B 
~- D BQUicerc- :r $e!-'X'bc-, C ~ s Prc:srco
&rd ,n. Keln's:i• Baylor C.Oll..;e of '5edic:ine. Bccston, 'IX. 

An &BMq/&dlt f0l}-peptide CP!'J vac:c:ine ard • ceca.bi
Mnt aGI. vaccine pc-cdJced in )'eUt QoSll ace being eval
uate-\. 'the PP ftCCW liU pcrr:ued from 22-ffa EBahJ par
ticles, padc.ac;ed in • aicell&.c foni Aid &lU!D-«CSOd:ied. 
'the at&cting nt.ed&l CNIB/40J contained 300 ~ Jt!A 
eq.Jivalant en.its C?.!IJl bas«! on & SEPrAW..'<-!1 st.n:!ar:d of 
100 Ba&l,,g Pm. 3 lots ccnt.&irun9 5, 1, ard O.l HBsA.g P.!U 
were ~red to 2 inc.ct putic:le ftCCines. V~ina ,... 
edlun..i.steced at o, 1, ard , sent.ls to 52 wight-Ntc:bed 
&d.uts. P::sn:,rs~ Lo:&l &rd qstaic ruc:tioas ws:e ~ 
sic;nific:ant. '1'he anti-5Ba seccaxMtrsion rate at 4 WINlts 
foe t.'ie 5 Jt!:1 rP vac:r:ilw Cjroup (90\I .,.,. CCIMidecAbly 
better than 1::-.at MCt vith BEPtAW.X-B. IJy 12 welts, &ll 
vaccine r.c:ipients in the 1 Md 5 P.!X1 P!' vaccine 9rOJ~ 
had sec000nwrted versus 50\ of the 0.2 Rm 9rQJP (p<D.021 
'lolhich reached 100\ aeroconwrsicn by n,nth 7. 'l'hrcuc;hcut 
follo,.,up, c;eaietric: man (GM) &nti-iiBS lewl.S <AIItJlmll in 
the 5 Rm PP 9rcup vece si9r1ificenUy hishet than in the 
other PP vaccine c;tOJEB. At 1 IOl'lth. the Q< &nti-£Ba le-.rel 
foe tt-.e S R!IJ PP 9rcup WU 8.!I, WieCHS the 300 I'm NIH/40 

. vaccine grcup had • at antibc:dy l~l of 5.2. By 3 
n:inths, · the respective anti-!!BS lewls w,e 202 w 90, 

· risl.ll9 to 1910 &rd 3450 by 7 110nths. '1be 1 &m n vaccine 
pccd.ac:ed antiEBa respcnMS =np.r&ble to t.'ie 100 JtW 
HEP1':>.VJ,X-B vao::ine. 'lNa, the f0lypplide vac::inea, vith 
Qatanti&lly lo.we RU BB&Arg rHctivity, • pcoducad 
superior anti-Hes cespcnses wherl c:arpted vith 22--nll BBa.\g 
vaccines. 1bese studies canl.inl cue previcua findings in 
~ that critie&l &ntiqe.'\ic deter:min&nt.1 ue 
&UOCi&ted vlth these pclypetides, uw5 they provide • link 
to future vaccine atuclies u i.ng synthetic: l!BMrJ 
NCronolec:ul••· 'lbe rapid &nti-RBa respcnae th&~ follo.is 
t.he Wtiu lno:ub.t.ion 1U99fft.S that auch &n ~n 
11i1y be benefic:iu 1n postezpcsur• prophyl.&ltia wc:c the 
e.cly ~velopiwnt of ir.unity is Adv.nt.lc;e~. Prel~ 
inary data thcOJ¢ , 10ntha &lso vill be presented on the 
i.n:unoqeruci:y ot 3 d0&es (5, 10, ard 20 n:9J ot &n l!BS,\q 
vaccille lade by' reccr.ouwnt Ct._ tec:Mology 1n yeast OS>l. 

Hollinger FB. Slnchez Y. Tro1s1 c. Dre1s•n &R. Melnick Jl. Innunologen1c1ty 
and reactc,ven1c1ty of new htpat1t1s B v1ccin1s. Hepato]oqy 1984: 4:1027 
(Abstract). 
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PROGRAM : 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

STUDY LOCATION: 

DATE INITIATED: 

DAT£ COMPLETED: 

STUDY POPULATION: 

PROCEDURE: 

24441/871/1 

1/3/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 801 

To evaluate antibody and clinical responses to the 
vaccine a1110ng health care personnel who are negative 
for hepatitis 8 virus serologic markers. 

Yeast Recombinant Hepatitis 8 vaccine 
Lot #972/C-K444 (10 mcg HBsAg/ml) 

Edward J . Sept1mus, M.D. 
Suite 740 
7777 Southwest Freeway 
Houston, TX 77074 

Suite 740 
7777 Southwest Freeway 
Houston, TX 77074 

February 16, 1984 

In progress 

The study population consists of 22 health care 
personnel of either sex (excluding pregnant woman), 
who are negative for HBsAg, anti-HBc and ant1-H8s, 
have a normal ALT level and had not previously 
received any hepatitis B vaccine. 

Eligible participants receive a 1.0 ml (10 mg HBsAg) 
intramuscular injection of vaccine at 0, 1 and 6 
months. Vaccine recipients are asked to record their 
temperature da1 ly for five days after each injection 
of vaccine and also to record any local or systemic 
complaints that they may have during this period. 



PROCEDURE: (Cont.) 

RESULTS: 

24441/871/2 
1/3/86 
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Study 801 

A blood specimen (10-15 ml) is obtained from each 
participant approximately two weeks- before the first 
vaccination. Post-vaccination blood samples are 
obtained at 1, 2, 3, 6, 8, 12 and 24 1110nths. The 
samples are assayed for HBsAg, anti-HBc, anti-HBs, 
yeast antibody and Al T. Samples with anti-HBs titers 
> 25 mlU/1111 are tested for the proportions of anti-a 
and anti-t activity. -

HEALTH CARE PERSONNEL: 

10 mcg Lot #972/C-K444 at 0, 1, and 6 months 

1 . Number Vaccinated: 

Injection No. 

22 21 21 

2. Serologic Results: 

Serologic data are available for 21 participants 
at 7/8 110nths. 100% (21/21) of the vaccinees 
seroconverted (S/N ~2. 1) and deve 1 oped protective 
levels of ant1-HBs (mlU/ml >10) at that t1nie. 
The GMT at 7/8 110nths was - 280.8 mIU/1111 (al 1 
vaccinees and responders by either cutoff). 

Among participants with serology data at 12 
months, 86% (18/21) were positive for anti-HBs 
(111IU/ml ~10). The GMT for all vaccinees at that 
time was 139.7 mIU/ml, while it was 256.0 mIU/ml 
for those with a titer of mIU/ml ~10. 

See Table l for anti-HBs responses for other time 
intervals. 

3. Clinical Complaints: 

Clinical follow-up data are available for 21 
participants after each injection. The overall 
frequencies of complaints follow. 



RESULTS (CONT.): 

24441/871/3 
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Study 801 

Frequency in S by Injection No. 
In! 

Injection 
Site 

Systemic 

1 2 3 

14(3/22) 

32(7/22) 

10(2/21) 

29( 6/21) 

29(6/21) 

43(9/21) 

Refer to Table 2 for listings of specific clinical 
complaints by injection number. Maximum temperature 
data are provided 1n Table 3. 

There were no serious or alaming adverse reactions 
attributable to vaccination. 

ALT Elevations 

ALT 1 eve 1 s 2-7 t 1mes the upper 1 eve l of nonna 1 were 
observed in post-vaccination blood samples taken fr0111 
three subjects. All elevations were transient and 
returned to normal. None of those participants were 
seropositive for HBsAg or anti-HBC. The ALT 
elevations 1n two of the subjects were attributed to 
infectious 110nonucleosis and cholecystitis. The third 
case was asY91Pt01111t1c. 

Reactions reported to the OoBRR 

A 26-year old female became aware that she was 
pregnant after receiving one injection of vaccine. 
She experienced a spontaneous abortion at 18 weeks 
after fetal death in .Y!!!:.2• No microscopic 
examination was completed on the fetus. The 
investigator stated the fetal death and abortion were 
probably not/possibly related to vaccination. 



STUDY 
POPUUTION 
DOSE 
LOT 
REGIMEN 
lHllIAL SEROLOGY 

TIHE 
C tfOtlTHS I 

Table 1 
ANTIBODY RESPONSES FOllOWING VACCINATJOtl WITH RECotlBINANT HEPATITIS B VACCINE 

0801 
HEALTH CARE PERSOlltlEL 
10 t1CG 
CK444 
0, l, ANO 6 HOIITIIS 
NEGATIVE 

I Y. WITH ANTI-HBS I GtlT I MIU/HU I 
l--------------------------------------- l-----------------------------------------------------1 I I I RESPOIIDEIIS I 
l--------------------------------- ------1-----------------I-----------------------------------I 
I S/N >= 2. l I t1IU/t1L >:: 10 I All VACCIUEES I SIH >:: 2 .1 I NIU/Ml >:: 10 I 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••w••••••••••••••••••••••••••••••••••••••• 
1 MOIITH I 25% 15/201 I 10)( 12/201 I 0 .8 I 10.1 I 47.l 

I I I I I 
2 MOtnHS I 81% 117/211 I 52)( fll/211 · I 10.5 I 24.4 I 53.9 

I I I I I 
3 l10NTIIS I 84% (16/191 I 63Y. 112/191 I 18.8 I 37.1 I 74.l 

I I I I I 
6 MOHTHS I 89% 1171191 I 79Y. 115/191 I 37.1 I f,0.3 I 82.1 

I I I I I 
7/8 t10tl1H9 I 100% 121/211 I lOOY. CU/UI I 280.8 I 280.8 I 280.8 

I I I I I 
12 l'IOHlltS I lOOY. 121/211 I 86)! 118/Zl I I 139 . 7 I 1:59.7 I 256.0 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 

0 
0 
IV 
-0 
~ 



STUDY 
TREATl1EHT 
LOT Hllt18ER 
DOSE 

0801 

CK'tft"' 
10 ltCG 

Table 2 

PATIENT COUIT CLINICAL COHPLAIHTS 
RECOl1BIHANT HEPATITIS 8 VACCINE 

PATIENT CLASS HEALTH CARE PERSONNEL 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VlCCINEES I 22 PATIENTS! - DOSE 1 I 
1------------------------------------------------- . -------------------------1 I DAYS POST VACCINATION I t«.lt'eER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COt1PLAIHTS I O I l I Z I 3 I ft I 5 I lt0t1PLAIHT9 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
-I I I I I I I I 

REACTION, LOCAL !INJECT. SITEI I t I 2 I 1 I 1 I O I O I I 3 
I 1 9.lio I 1 9,11., I 1 't.sr.1 I I r+.s;o I I o.or.1 I I o.or.1 I I I u.,r.1 

-----------------------------------1----------I----------I----------I----------I----------I----------I-- .-------1-----------
SORENESs I 2 I o I o I o I o I o I I z 

I 1 9.1;0 I I o.o;o I , 1.oY.1 I I o.or.1 I , o.or.1 I ·r o.or.1 I I 1 9.1r.1 
I I I I I I I I 

lEMJEAHESS I O I 2 I 1 I 1 I o I o I I 2 
I , o.o;o I 1 9.uo I 1 ... sr.1 I 1 <t.sr.1 I , o.ox, 1 1 o.or.1 I 1 1 •.1r.1 
I I I I I I I I 

MARl1TH I 11 ol ol 01 01 01 I 1 
I I ... SY.I I I 0.01.1 I I 0.0%1 I I 0.01.1 I I O.OY.I I I 0.0%1 I I I ... SY.I 

-----------------------------------l----------1----------l----------l----------l----------l----------l----------l-----------
svsn111c I 4 I 2 I s I 2 I z I z I I 7 

I I l8.21.1 I 1 ,.11.1 I , 22. 11.1 I 1 9.1r.1 I 1 9.11.1 I 1 ,.1r.1 I I 1 11.e:o 

WHOLE BOOT/GENERAL I " l " t 1 1 6 
18.2)0 ( 4.s;o ( Ul.2XI I 9.UO ( ". 57. l I ... s:o I 1!7 , 31.1 

f A TIGUE/NEAl<tfESS 1 D 2 2 • 0 " ' ... SiO I o.o;o I 9.11.1 I 9.17.1 ' O. IY.I I o.or.1 I 18,2?.I 

NALAISE 1 D D • 0 0 1 
I ft.SY.I ( o.o,o ( o. or., I 0.0%1 I O.OY. I ( 0,0%1 I lt.5%1 

£DENA, FACE 1 0 0 0 0 0 1 
I ... SY.I I 0.07.1 I 0.07.1 I O.DY.I I 0,0%1 ( O,OiO I 4,5%1 

HEADACHE 3 l 1 1 l l I " I 13.67.1 ( ... SY.I I 4.5%1 I 4.57.1 I ... s:o I 4.SiO I I 18,27.1 
I 

lCHIHESS I l 0 I 1 0 0 0 I 2 
I I 4.57.1 I o. 07.1 I I 4.5%1 I o.o;o I 0 .07.I I o.or.1 I ( 9.liO 
I I I 

1HfECTIOU9 SlMJROHES I 0 D I 0 • l 0 I l 
I I o.o;o ( I.D:iO I I o.o;o ( o.o;o I lt.5%1 ' o.o:o I ' 1e.s;o 

0 
0 
N 
-0 
~ 



STUOY 
lREATt1EHT 
LOT HUIIBER 
DOSE 

0501 

CM't't 
10 t1CG 

able 2 (cont) 

PATIENT COUNT CLINICAL CONPLAINTS 
RECOttBINANT HEPATITIS B VACCINE 

PATIENT CUSS H!AllH CARE PEA~EL 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES I 22 PAlIENlSI - DOSE l I 
l----------------------------------------------------------------------------1 
I OATS POST VACCINATION I tu18EA 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COHPLAlNT9 I 0 I l I 2 I 3 I ,. I 5 I ICOHPUINTS 

•••••••••••••••••••••••••••••••••••l••••••••••I•••••••••• •••••••••• •••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• 
t10HONUCLE0515, IMfECTIOUS I 0 0 0 

I 
0 l 0 I l 

I I o.o::o I ,.ox, t O.OiO I 0.0?.I I ft .57.1 I 0.07.1 I lt.57.t 
I 

RESPIRATORY I 2 • 0 0 0 l 2 
I I 9.17.t ( 0.07.1 I o.o:o ( O.OY.I I 0.07. I I It.SY. I I 9.UO 
I 

RHINITIS I 2 0 0 0 0 0 2 
I I 9.17.1 I 0.07.1 I o . o:o I 0.0?.I I 11.07.1 I 0.07.t I 9.17.1 
I 

DYSPNEA (SHOAT Of BREATHt I 0 0 0 0 0 1 l 
O.Olt I 0.0%1 I 0.0)0 I O.Olt I 0.07.t I lt.57. I I lt.57. t 

ftJSCULOSKELETAL I l 0 - 0 I 0 0 0 l 
lt.57.t I 0.0%1 I O.Olt I I O.Olt ' 0.0lO I o.o;o I It• SY. J 

I 
ARTHRAL&JA IOTHEAI I l 0 0 I 0 0 0 l 

It .57. t I 0.07.1 ' o.oz1 I r 1.07.1 I O.OiO I O.OlO I It. SY. I 
I 

DIGESTIVE SYSTEM 0 l 1 I 1 2 2 ,. 
I o.o;o I lt.57.1 ' It.SY.I ' ... 57.1 I 9.UO I 9.1:0 I 18.27.t 

OYSPEPSIAIJIEART8URN 0 0 l 0 0 0 1 
I 0.07.t I 0.0;,:1 ' lt.S;,: I I 0.07.1 I O.OiO I o.o;o I It. 57. t 

DIARRHEA 0 0 1 • 0 0 1 
I O.OlO ' 0.07.t ' te.s;o ( I.DY. I I 0.0)(1 ' o.o;o I It. 57. t 

HAUSU 0 l • • 1 l 2 
I O.OY.t I It. 57.1 ( 0.07.1 I 0.0Y.l I I lt.5Y.I I It.SY.I I 9.1:0 

I 
AB00'1EH DISTENDED 0 0 0 l I 1 1 1 

0.07.1 I o.o;o I o.o;o I 't.57.l I I 4 . 5)0 I 't.57.1 I 1t.s::o 
I 

OTHER I 0 0 I 0 0 I 1 0 1 
0.07.t I O.OY.t I ' 0.0)0 I O.OY.I I I It . SU ' o.o:o ' lt.5)0 

I I 
ORGANS OF SPECIAL SENSE I 0 0 I 1 0 I 0 0 1 

0 . 0.7.t I o.ox1 I c ... SiO ( 1.ox1 I c o.o;o I o.o:o ' 4.57.J 

0 
0 
N 
-4 

"' 



STUDY 
TRUTHEHT 
LOT NUIIBER 
DOSE 
PATIEHJ CUSS 

0801 

CK1t4" 
10 t1C6 

Table 2 (cont) 
PATIENT COUNT CLINICAL Cot1PLAllfTS 

RECott81NAHT HEPATITIS B VACCINE 

HEALTH CARE PERsotlfEL 

I TOTAL VACCINEU C 22 PATIENTS) - DOSE 1 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCIIIUIOH I HUt1BER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COl1PLA111TS I O I 1 I 2 I J I It I 5 I ICot1PLAINTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

EARACHE I O I O I l I O I O I O I I l 
I 1 0.0;:1 I c 0.0;:1 I c 1t.sr.1 I c o.or.1 I c o.or., I c o.or.1 I I c 4.57.1 
I I I I I I I I 

HEARING JHPAIRNEHJ I · 0 I O I l I O I O I O I I l 
I I 0.0?.I I C 0.07.1 I C 4.SY.I I I o.o:o I ( O.OY.I I ( 0.01.1 I I ( 4.SY.I 

-----------------------------------1----------l----------l----------t----------t----------l----------l----------l-----------
PERsoos MITH cottPLAINTS I s I " I 6 I 'l I 2 I 2 I I e 

I I 22.71.1 I I 18.27.1 I C 27.3?.I I I 13 .6?.I I I 9.lY.I I I 9.11.J I I ( 36.47.1 
-----------------------------------I----------I----------I----------I----------I----------I----------I----------I-----------
PERsOtl9 MITH NO Cot1PlllNTS I 17 I 18 I 16 I 19 I 20 I l!O I I 14 

I I 77. 3:1. I I C 81. 87.) I I 72. 77.1 I C 86 • 4Y. J I C 90. 9Y. I I I 90. 9;: J I I C 63. 6i0 
-----------------------------------1----------l----------l----------t----------l----------l----------l----------l-----------
PERSOHS WITH NO DATA I o I o I o I o I o I o I I o 

I I 0.01.) I C o.o:u I C o.o:o I I 0.07.1 I C o.O?.I I I 0.0;:1 I I I 0.01.1 

0 
0 
N 
0 
0-



STUDT 01101 
lAUTMEHT 
LOT IU18ER CK441t 
DOSE 10 MCG 

Table 2 (cont) 
PATIENT COUNT CLINICAL Cot1PLAJNTS 

RECOt181NAHT HEPATITIS 8 VACCINE 

PATIENT CLASS HEALTH CARE PEASOM1£L 

---------------------------------------------------------------------------------
I TOTAL VACCitlEES I 21 PATIENTS) - DOSE 2 • 

1----------------------------------------------------------------------------• I DAYS POST VACCINATION • HlnER 
CLINICAL 1---------------------------------------------------------------------------I MITH 
COl1PLAIHTS I O • l • 2 I 3 • 4 I 5 I ICOt1PlAIHTS 

••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••••••••••••••••••••••••l••••••••••I••••••••••••••••••••• 
I • I I I I I I 

IIUCTION, LOCAL !INJECT. SITU I O • 2 • 0 I O I O I O I I 2 
• I 0.01.1 I C 9.S?.I I I 0.0%1 I I 0.0%1 I I 0.0?.I • I 0.01.1 I I I 9.5?.I 

-----------------------------------1----------l----------l----------l----------l----------•----------l----------l-----------
sMENEss I o • 1 I o I o I o I o I I 1 

I c 0.01.1 • c 4.81.1 I c 0.01.1 I c 0.01.1 I 1 0.01.1 I 1 0.01.1 I I I 4,111.1 
I • I I I I I I 

PRUIUTIS C ITCHING I I O I 1 I o I o • o • O I I l 
I c o.oio I , 1t.e:o I I o.o:o • t 0.01.1 • 1 o.or.1 • t 0 . 01.1 I I , 1t.e1.1 

-----------------------------------1----------l----------1----------•----------•----- ·----•----------•----------t-----------snnntc I l • 4 I 3 • 1 I 2 I l I I 6 
I , 14.11.1 • , 19 . o:o I , 14 . 3%1 I , <t.er.1 I , 9.s;o I , 4.81.1 I • 1 28.6%1 

WHOLE BOOY/GEHERAL I 2 4 ] 1. l l I 5 
I I 9.5%1 , n.o;o I 14.JY.1 ' lt.87.1 I It.BY.I I 4.e:o I 1 n.e:o 
I I 

fATIGUE/NfAKNESS I l 4 3 l l l I 5 
lt.87.) 1 n.o:o t lit, 3%1 ' lt.&lO ' lt.8%1 ( 1t.e:o I I 23,111.1 

HUDACHE I 2 l l 0 l 0 ] 

t 9 . 57.) I 1t.a:o ( 1t.e:o ( O.OlO ( 4.81.1 ( O.OlO I 14.3¼1 

RESPIRATDtn I l 0 l 0 l 0 ' 2 
I I 4.8?.I I O. 07. I I 't.llY.I I o.o:o I 4.81.1 I O.OY.I I 9.SY.I 
I 

IIHIHITIS I 0 0 l • l • l 
I I o. 07.1 I 0.01.1 I 4.a:o I O.OY.I I 4.87.1 I 0.0%1 I 4.8¼1 
I 

!IIHUSITI!I I l 0 0 • II 0 1 
I I 4.87.1 ' 0.0%1 ' 1.0%1 ' 0.0% I I 0.01.1 C O.OY.I I 4,8%1 
I 

,._.SCULOSKElE.TAl I 0 2 l 0 0 0 t 
I.OlO I 9.51.1 ' lt.8%1 ' 0.01.1 ' o . o:o C 0.01.I I 9.5¼1 

AATMRUGlA IOTHEAI I 0 2 l 0 0 0 2 
0.0%1 I 9.SlO C 4.8)0 ' 0.0%1 I o . o;o ' o.o;o I 9.51.1 

0 
0 
N 
.c, ... 



STUOY 
TRUTtlEHT 
LOT HUllllER 
DOSE 

oe01 

CK444 
10 MCG 

Table 2 (cont) 
PATIENT COUNT CLINICAL Cot1PLAINTS 

RECOl1BJNANT HEPArITIS B VACCINE 

PATIENT CLASS HEALTH CARE PERSON-IEL 

CLitlICAL 
COHPlAIHTS 

••••••••••••••••••••••••••••••••••• 
MYALGIA 

DIGESTIVE SYSTEM 

A80ot11HAL PAIN9/CRAHP9 

I TOTAL VACClH£U I 21 PATIENTS! - OOSE 2 I 
1----------------------------------------------------------------------------I I DAlS POST VACCINATION ( NUl18ER 

1----------------------------------------------------------------------------I MITH I o I 1 I 2 I 3 I 4 I 5 I (COMPLAINTS .........• , .......... , .......... , •....•.... , .......... , .......... , .......... , .......... 
I ' I I I I I 

0 I l I 1 I 0 I 0 I 0 I I l 
o.o:o ' ( 4.87.1 I I 4.87.1 I I o.o:o I c o.or.1 I , o.or.1 I I I 4.87.1 

I I I I I ' I 
0 I 0 I 0 I 0 I l I 0 I I l 

o.o:o I c o.oz1 I c 1.07.1 I f o.oz1 I t 4.87.1 I t o.o:o I I t 4.87.1 
I I I I I I I 

0 I 0 I 0 I 0 I l I 0 I I l 
0.0lO I f o.or.1 I t o.o:o I t o.o:o I c 4.8?.I I C 0.0iO I I c 4.8?.I 

DURl!HU I O I o I O I o I l I o I I l 
I I o.o:o I C o.o;o I I o.07.1 I I 0.07.1 I l 4.87.1 I I o.or.1 I I t 4.eY.1 

-----------------------------------1----------I----------I---------- I----------I----------I----------I ----------I -----------
PERSons WITH Cot1PUIHl9 I 3 I s I 3 I 1 I 2 I 1 I I · 7 

I I 14.]ZI I I n.87.) I ( 14.3?.I I I 4.BZI I I '1.57.1 I I 4.e:o I I t 31.3:o 
-----------------------------------1----------I----------I---------- I----------I----------I----------I----------I-----------
PERsOHS WITH HO t011PU.INTS I 1a I 16 I 18 I 20 I 19 I 20 I I lit 

I , es. 11.1 I c 76. 2z I I 1 85. 1;0 I c '15. u I I t 90. 57. l I , 95. 27. 1 I I , ,.,. . r1.1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS WITH HO DATA I O I O I O I O I D I O I I 0 

I I O. or. I I I I. O?. I I t O. o:o I I O. OY. I I t !I. DZ I I t D. D7. I I I I O. 07.1 

0 
0 
rv 
-0 
0: 



STUOT 
lREATMEHT 
LOT NUr18[R 
DOSE 

I 0801 

Ck444 
10 11CG 

Table 3 (cont) 
PATIENT C~T CLINICAL COHPLAINTS 

AECottBINlNT HEPATITIS B VACCINE 

PATIENT CLASS: HEALTH CARE PERSONN£L 

I TOTAL VACCINEES I 21 PATIENTS, - DOSE 3 I 
•----------------------------------------------------------------------------• I OllS POST VACCIHATI°" • tuff!Elt 

CLINICAL 1----------------------------------------------------------------------------• WITH 
COHPlllNTS I O • l • 2 • ] I 4 I 5 I ICot1PUINTS 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l•••••••••••••••••••••I•••••••••• 
• I I I I I I I IIUCTt~, LOCAL UMJECT, SITE I I ] I Z I 2 I 1 • 1 • 2 • • 6 
• l 14.37.) I l ,.57.) • I ,.57.1 I C 4.87.f I I 4.8)0 I I 9.57.f • I I 28.6Y.I 

-----------------------------------•----------•----------1----------1----------1----------l----------•----------I-----------
PAIN • l • 0 • 0 • o I O • 0 • I 1 

I 4.8)0 I I 0,0)0 I l 0.DlO I l D.D7.1 I I D,DY.I • l D.0)O I I ( 4.8iO 
I 

SORENESS • 1 0 0 D 0 1 2 
4.8Y.I l 0.0Y.) I 0.07.) I D.DlO I o.o:o ( 4.87.1 ( 9.SiO 

TENDERNESS I 1 1 2 1 l 1 2 
4.8Y.I ' I 4.8)0 l 9.SY.I I 4.87.1 I 4 , 8Y.I C 4.8i0 ( 9.s;o 

HODUl£ FQRMATJON • 1 0 0 0 0 0 1 
... 8Y.I I 0.0Y.I l 0.0Y.I I 0. 0Y. I C 0 . 0Y.t I O,OiO C lt,8XI 

PRUUTIS I ITOtING I • 0 0 1 1 0 0 1 
0.0)0 I 0.07.) I 4.87.1 I 4.8Y.) I o.o:o C 0.0Y.I I 4 , 87.I 

ECCHYt10SIS I l l l 1 1 1 1 
4.87.1 I 4.87.1 ( 4.87.) I 4 . 87.1 I 't,8XI I ... 87.I ( 4.8i'-I 

OTHER • O I 1 I O I O • 0 I t . . l 
I l 0,07.1 I I 4.87.I. l 0.07.1 I I 0.0XI I I 0.07.1 I t 1 .01.1 I I l 4.81.I 

-----------------------------------l----------l----------•----------1----------l----------l----------•----------l-----------
srsn111c • l I 4 • 3 • 1 • 2 I J • I 9 I l 14.]lO I t 19.07.) I l 14.JXI I I 4 . 8Y.I I ( 9.5%1 I t 14.]iO I I l 42.9)0 

----------------------------------------------------------------------------------------------------------------------------
I • I • I I 

WIIOLE BOOT/GENERAL I z I ,. I ] I l I 2 • 2 I I 8 
I l '1.5)0 I I 19.0lO I l 14.])0 I I tt.ext I c 9.57.t I l 9.5XI I • ( ]8.lXI 

• • I I I I I I 
FLUSff • 0 I 1 I a I 0 • 0 I 0 I • 1 . ( o.o:o I l 4.e:o I • a.DY.I I I 0.07.t I c 0.07. I • l 0.0Y.I • . ( 4.8i0 

• • I I • • • • FATIGUE/llEAKNESS I 0 • 2 I 1 I 0 • 0 • 0 • • 2 
• C o.o:o I C 9.sz, I 1 ... 8:o I , o.or., I c 0.OY.t I I 0.01.1 • I • 9.57.I 

0 
0 
1\1 
,Q 
-0 



STUDT 
TREATl1EHT 
LOT IIIJl18ER 
DOSE 
PATIENT CLASS: 

0801 

CK441t 
10 t1CG 
HEALTH CARE PERSOlfl(L 

Table 2 (cont) 

PATIENT Cota-IT CLINICAL CONPLAINTS 
RECOMBINANT HEPATITIS II VACCIIIE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES C 21 PATIENTS)· DOSE 3 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I tU18ER 

CLINICAL 1------------------------------· ---------------------------------------------1 MITH 
COtlPLAlNTS I 0 I 1 I 2 I 3 I 4 I 5 I !COMPLAINTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• 
I I 

HUOACHE I 0 1 I I l 2 2 I " o.o:o ' lt.8%1 I lt.87.1 I c Ct.8%1 I 9,SY.I ' 9.5%1 I I 19.0l!I 
I I 

ACHIHESS I 2 2 1 I 0 0 0 I 3 
9.5%) I 9.5%1 I 4.e:o ' 0.0%1 ' 0.0%1 ' 0.07.1 I I 14.3Y.I 

I 
RESPIRATORY I 0 0 0 0 2 1 I 2 

I I o.o::o I 0 . 0%1 I 0.0iO ' 0.0)0 ' ,.s:o I lt,87.1 I 9.SY.I 
I 

RHINITIS I 0 • 0 0 I 1 I 
I I 0.0%1 ' 0.OlO I 0.07.1 ' 0.07.) I 4.8::O I lt.8%) I lt.8iO 
I 

SINUSITIS I 0 0 0 0 1 0 l 
I I 0.0%1 I D.0%1 I o.o:o ( 0.0Y.I I 4.8XI I o.o::o I lt.87.1 
I 

PHARYIIGITIS CSOIIE THROATI I 0 0 0 0 2 1 2 
o.o:o I 0.0%1 ' O.OY.I 1 o.o:o I c 9.SXI I 1t.a:o I 9 . SY.l 

t'AJSCULOSl<El£TAL 1 l 0 0 0 0 2 
I lt.87.1 I lt.8%1 1 0.07.1 C o.o:o I o.o:o ' o.ou I , .s:o 

AATHRALGIA IOTHERI 0 1 0 0 0 0 ' l 
I o.ox, I 4.87.1 f 0.07.1 I 0.0%1 I o.o:o I o.o:o I 4 .87.1 

HYALGIA 1 0 0 0 0 0 I 
I lt.8Y. l f 0 . 0Y.I f o.o:o I ,.ox, I 0.0%) I 0.1%) I 4.e::o 

DIGESTIVE SYSTEH I I 0 0 0 0 2 
I 4.87.) ' lt.87.1 ( o.o::o ' ,.or., I 0.0%) C 0. 07. I I 9.57.1 

A8DONIHAL PAIHS/CRAHPS 1 0 0 • 0 0 1 
4 . 87.1 ( 0.07.1 I 0.0)0 I 0.07.1 I 0.07.) ( o.o:o I It .87.1 

NAUSEA I 1 I 0 0 0 0 2 
lt.8iO I lt.8i!I C o.o::o I 0.07.1 I o.o:o ( o. 07.) f 9.57.1 

UROGENITAL SYSTEH I I 0 0 0 D 0 I 
lt.87.) I O.OY.l C 0.0%) C t.07.1 C o.o:o ' 0.07.1 ' 4.87.1 

0 
0 

"" c:, 
0 
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lRUlMEHT 
lOT NUrl8ER 
DOSE 
PATIENT CUSS 

0801 

CK444 
10 MC& 

Table 2 (cont) 
PATIENT CCUIT CLINICAL CONPUitns 

RECOMBIIIANT HEPATITIS 8 VACCINE 

HEALTH CARE PERSOHHEL 

I TOTAL VACCIHEES f 21 PATIENTS I - DOSE J I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I ~ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPUJHTS I O I 1 I 2 I J I It I S I ICONPUIHTS 

••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I 

OTHER • 1 I o I O I O I O I O I I l 
1t.e;o I I o.oY.I I f o.or.1 I I a.or., I • o.o;o I ( o.o:o I I I It.er., 

I I I I I I I 
CRGANS OF SPECIAL SENSE I O I O I O I O I l I 1 I I 2 

o.o:o I • o.oY.1 I I o.or., I 1 0.0;:1 I • 1t.e:o I 1 1t.a:o I I 1 9.sr.1 
I I I I I I I 

URACHE I 0 I 0 I 0 I 0 I 1 I O I I 1 
0.0:1.1 I • o.o:o I f 0.0;:1 I • a.ox, I • 1t.ex1 I I o.ox1 I I 1 •.e;o 

I I I I I I I 
UE PAJN I o I o I o I o I o I 1 I I 1 

I I o.oz1 I I o.or.1 I f o.oz1 I • a.ox, I 1 0.01.1 I 1 4.8%1 I I 1 1t.ex1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PEPSOHS WITH CONPUIHTS I 6 I 6 I S I 2 I J I 5 I I 12 

I c u.,,., I • ze.61.I I 1 2J.ez1 I 1 9.sio I 1 14.lXI I • n.ar., I I , s1.1r., 
-----------------------------------1----------l----------l----------l----------l----------l----------1----------t-----------
PERSOHs WITH t10 COMPLAINTS I 15 I 15 I 16 I 19 I 18 I 16 I I 9 

I I 71.11%1 I f 7].4)0 I f 76.Z%1 I f 90.5)0 I I 85.7)0 I f 76.2:'.I f I I lt2.9l0 

-----------------------------------1----------l----------l----------l----------l----------l----------1----------1-----------
PERSOtfS WITH tlO DATA f O I O f D I O I O I O f I 0 

I f 0.0%1 I f 0.01.J I f O.OZI I I a.ox, I I 0.01.1 I I o.ox, I I f O. OXJ 

C) 

0 
u4 
0 -



STUDY 
'mEATl1EHT 
lOT HUl18ER 
DOSE 

I 0801 

CK444 
lt 11C6 

Table 3 

PATIENT COUNT HAXI~ TEHPERATURES 
RECOttBINANT HEPATITIS 8 VACCINE 

PATIENT CUSS: HEALTH CAR! PERSOtlfEL 

I TOTAL VACCIHUS ( 22 PATIENTS) - DOSE 1 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCINATION I HUMIIER 

NlX TENPERATURE t------------------------------------•--------------------------------------------------1 WITH 
I DEG F • ORAL I I O I 1 I Z I 3 I 4 I 5 I I I HAX TEHP 

••••••••••••••••••••••••l••••••••••l••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••I••••••••••••••••••••• 
I • I • I I I I 

< 99 I 21 I 20 I 19 I 20 I 19 I 21 I I 18 
I I 95.SlO I f 90.97.l I ( 90.51.1 I ( 90.97.) I ( 90.S%1 I I 95.5?.I I I ( 81.8)0 
I I I I I I I I 

9'I - 99. 9 I 1 I z I 2 I 2 I t I o I I 3 
I 1 4.57.1 I , 9.1:'.I I r ,.s?.1 • 1 9.11.1 I 1 ,.s;o I , 0.0?.1 I I I n.6io 
I I I I I I I I 

100 - 100. 9 I o I o I o I o I t I l I I 1 
t 1 0.01.1 I 1 0.01.1 I r o.o;o I 1 0.01.1 I , 0.0?.1 I 1 4.s:o I . I • 4.sx, 

------------------------l-·--------t----------1----------1-------·-·1------·---1-----·---·1--------------------·1-----------
TEMPERATURE TAKEN I 22 I 22 I U I 22 I 21 I 22 I I 22 

I uoo.ox1 I noo.01., I , ,s.s;o I noo.o;o I , 95,5;0 I uoo.o:o I I 1100.0;0 
------------------------l-----·-·--l----------l----------1·-----····1----·-·---l----------1--·------------------1-----·-·---
tE11PERATURE NOT TAJIEN I O I O I 1 I O I l I O I I 0 

I C O, 07. I I f D. 01. I I I 4. 5iO I C O. 0)( I I I 4. 57. I I C 0. 07.1 I I I O. 07. l 

0 
0 

"' 0 
IV 



STUDY 
TRUTHEHT 
LOT NUHBlR 
DOSE 
PATIENT CUSS 

0801 

CK444 
10 ttCG 

Table 3 (cont) 

PATIENT COUNT 11AXli.JN TEHPERA~ES 
RECOl181NANT HEPATITIS B VACClllE 

HEALTH CARE PERSOHHEl 

I TOTAl VACC1"£ES I U PATIENTS I - DOSE 2 I 
•---------------------------------------------------------------------------------------1 
• DAYS POST VACCINATION I NlftEA 

HAX TEHPEAATUR£ •------------------------------•--------------------------------------------------------1 WITH 
(O(GF,ORA\,, It I 1 I 2 I l I, I 5 I I IHAXTE11P ......................................................... , ..........•..........•..........•..........•.......... , .........• 

• • • I • • • I < 99 I 20 • 20 I 19 I 21 I n • zo I I 17 
I I 95.ZiO I I 95.27.) • I 90.5l':I I 1100.0;0 • 1100.07.1 I I 95.27.1 • I I 81.0l':I 

I I • I • • I I 
99 - 99. 9 I 1 • 1 • 2 I o • 0 • l • • 4 

• 1 1t.&Y.1 • 1 tt.ez, • 1 ,.s;o I I o.or.1 I 1 0.01.1 I • 1t.ex1 I I , i,.o:o 

------------------------•----------•----------•----------1----------1----------•----------•---------------------1-----------TEHPERATURE TAKEN • 21 I 21 • 21 • 21 • 21 • U • • U 
• 1100.0Y.I I 1100.07.1 • 1100.07.1 I 1100.07.1 • 1100.0Z) • 1100.07.1 • • 1100.07.1 

------------------------•----------•----------l----------l----------l----------l----------l---------------------•-----------TE11PERATURE NOT TAKEN • 0 I O • 0 I O I O • 0 I I O 
• I 0.01.) I ( o.o:o I I 0.07.1 I I 0.07.1 I I 0.07.I I I 0.01.1 I I I 0.0iO 

0 
0 
I.If 
0 

""' 
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TRUTHEHT 
LOT NUMBER 
DOSE 

0801 

CK444 
10 t1CG 

Table 3 (cont) 
PATIENT COUNT HAXIt1UH TEHPERATURES 

RECONBitlANT HEPATITIS B VACCINE 

PATIENT CUSS HEALTH CARE PERSONNEL 

I TOTAL VlCCINEES ( U PATIENTS I - DOSE 3 I 
1---------------------------------------------------------------------------------------I 
I DAYS POST VACCINATION I HUt1eEA 

HAX TEMPERATURE l---------------------------------------------------------------------------------------1 WITH 
(DEG F, ORA.LI I O I 1 I Z I 3 I 4 • 5 I I I HAX TEHP 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I••••••••••••••••••••• 
< 99 I 16 • 17 I 17 I 16 I 19 I 19 I I 11 

I 1 1,.zr.1 I ( es.or.1 I , e1.or., I ( e&.9r.1 I ( ,s.or.1 I , ,s.or.1 I I I 61.9?.I 
I I I I I I I I 

99 - 99.9 I 4 I l I 3 I 2 I l I 0 I I 5 
I ( 19.0lO I I s.or.1 I I 14.3¼1 I 1 11.1r.1 I 1 s.or.1 I ( o.or. 1 I • ( 21.er.1 
I I I I I • I • 100 - 100.9 I 1 I 1 I 1 I 0 I 0 I 0 I • l 

4.8?.I • ( s.or.1 I 1 4.8?.I I ( o. or.1 I ( 0. DY. I • I o.or.1 • I ' lt.8?. I 

lDl - 101. 9 I o • l I o I o I o I l I I 2 
I I o.or.1 I I 5.0,0 I I 0.01.1 I ( 0.01.1 I I 0.0;:1 I I 5.01.I I I I 9.Sr.l 

------------------------l----------•----------l----------l----------•----------1----------1---------------------•-----------
TEHPERATURE TAKEN I 21 • 20 I 21 • 18 I 20 I 20 I I 21 

I ClOO.OY.I I I 95.ZY.I • 1100.01.1 I I 85.71.1 I I 9S.2Y.I I I 95.ZY.I I • 1100.or.1 
------------------------l----------l----------l----------•----------l----------1----------1---------------------I-----------
TEHPERATURE HOT TAKEN I O I 1 I O • 3 I l • 1 I I O 

I I O.OY.I I ( 4.8Y.I I I 0,0%1 I I 14,3¼1 I ( 4.8¼1 • ( 4.8¼1 I • I 0.07.I 

-
0 
0 

"" 0 
~ 





PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATEO: 

DATE COMPLETED: 

STUDY POPULATION: 

24451/861/1 
1/5/86 

00305 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 803 

To evaluate antibody and clinical responses to the 
vaccine among health care personnel who are negative 
for hepatitis B virus serologic markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot #972/C-K444 (10 mcg HBsAg/ml) 

Franklyn N. Judson. M.D. 
Denver Department of Health and Hospitals 
Disease Control Service 
605 Bannock Street 
Denver, CO 80204-4507 

David Cohn, M.D. 
Denver Department of Health and Hospitals 
Disease Control Service 
605 Bannock Street 
Denver, CO 80204-4507 

Morton Davidson, M.D. 
New York University Medical Center 
University Hospital 
560 First Avenue 
New York, NY 10016 

Denver Department of Health and Hospitals 
Disease Control Service 
605 Bannock Street 
Denver, CO 80204-4507 

January 16, 1984 

In progress 

The study population consists of 31 health care 
personnel of either sex (excluding pregnant woman), 
who were negative for HBsAg, ant1-HBc and anti-HBs, 
had normal ALT level and had not previously received 
any hepatitis 8 vaccine. 



PROCEDURE: 

STUDY RESULTS: 

24451/861/2 

1/5/86 

00306 

Study 803 

Eligible participants receive a 1.0 ml (10 mg HBsAg) 
intramuscular injection of vaccine at 0, 1 and 6 
months . Vaccine recipients are asked to record their 
temperature daily for five days after each injection 
of vaccine and also to record any local or systemic 
complaints that they may have during this period. 

A blood specimen (10-15 111) was obtained from each 
participant approximately two weeks before the first 
vaccination. Post-vaccination blood samples are 
obtained at 1, 2, 3, 6, 8, 12 and 24 months. The 
samples are · assayed for HBsAg, ant1-HBc, anti-HBs, 
yeast antibody and ALT. Samples with anti-HBs titers 
> 25 mlU/ml are tested for the proportions of anti-a 
and anti-~ activity. -

HEALTH CARE PERSONNEL: 

10 mcg Lot #972/C-K444 at 0, 1, and 6 months 

1. Number Vaccinated: 

Injection No. 
_1 _ __2_ __3_ 

31 30 30 

One person had a 1 ow titer of ant 1-HBs when the 
first dose of vaccine was given. 

2. Serologic Results: 

Serolog1c data are available for 26 study 
participants at 7/8 months. Eighty-five percent 
(22/26) of the subjects seroconverted (S/N ~2.1) 
and developed protective levels of anti-HBs 
(mIU/ml ~10) at that time. The GMT for all 
vaccinees at 7/8 months was 584.6 mIU/ml, while 
it was 2136.0 mIU/ml for responders with titers 
of mlU/ml ~10. 



STUDY RESULTS: 
(Cont.) 

24451/861/3 

1 /5/86 

00307 

Study 803 

Among participants with serology data at 12 
months, 81% (22/27) were positive for anti-HBs 
(mlU/ml ~10). At that time the GMT was 147 .1 
mlU/ml for a 11 vaccinees and 513. 5 mIU/ml for 
those with a titer of mlU/ml ~10. 

See Table 1 for anti-HBs responses for other time 
intervals. 

3. Clinical Complaints: 

Clinical follow-up data are available for 30 
participants following each injection. The 
overal 1 frequencies of complaints are presented 
below. 

Type of 
Comola1nt 

Injection 
Site 

Systemic 

Frequency in% by Injection No. 
1 2 3 ---

29(9/31) 33(10/30) 30(8/27) 

36(11/31) 20(6/30) 4(1/27) 

Refer to Table 2 for listings of specific 
complaints after each injection. Maximum 
temperature data are provided in Table 3. 

There were no serious or a larrning adverse 
reactions attributable to vaccine. 

ALT Elevations 

Four participants had transient elevations in ALT 
levels (1.5 times the upper limit of nonnal). In 
two individuals transient elevation occurred at 
one month after vaccination, in the other two 
individuals elevation occurred at 2 and 8 months 
respectively. ALT 1 eve ls returned to normal in 
all cases. An additional individual had an 
elevated ALT (1.5-2.0 times the upper limit of 
normal) at 12 months after vaccination. A repeat 
serology drawn two weeks later was returning 



STUDY RESULTS 
(CONT.): 

24451/86/4 
1/5/86 

Study 803 

toward . normal. In all cases the reasons for the 
elevations are unknown. The subjects were not 111 and 
were negative for HBsAg and anti-HBc. 

Reactions Reported to the OoBRR 

One subject had onset of biparietal headache, upset 
stomach, confusion, and expressive aphasia two days 
after receiving the first injection of vaccine . 
Neurologic and vital signs were within normal limits. 
A CAT scan of the head was also nonna l. H1s WBC was 
slightly elevated (13,000) with a shift to the left. 
All symptoms resolved within 2 days. The event was 
not considered to be vaccine related. 

00308 



STUOY 
POl'UL.lllOH 
DOSE 
LOT 
l!EGIHEN 
INITIAL SEROLOGY 

TIME 
I.MONTHS I 

Table 1 

ANTIBODY RESPONSES FOLLOWIHG VACCINATION WITH RECOIIBltlAHT HEPATITIS B VACCIHE 

0803 
HEALTH CARE PERSOlltlEL 
10 MCG 
Cl<444 
0, 1, ANO 6 tlotlTHS 
NEGATIVE 

I Z WITH ANTI-HBS I GMT I MIU/t1LI I 
l---------------------------------------t-----------------------------------------------------1 
I I I RESPOIIJERS I 
l---------------------------------------1-----------------t-----------------------------------l I S/N >= 2. l I ftIU/Hl >= 10 I ALL V.I.CCIIIEES I S/H >= 2. l I 11IU/11L >= 10 I 

••••••••••••••••••••••••••••••*•••••••••••••••••••••••••••••••-•••M•••••••••••••••••••••••••••••••••••••••••••••••• 
l ttoHTH 

2 MOUTHS 

3 MOIITHS 

6 t10UTHS 

7/8 HOtlTHS 

12 t10NTHS 

or. 11212111 

76;( 122/291 

78;( 121/271 

86;( I 24/281 

85?. 122/261 

85?. 123/271 

21?. 16/281 

62?. 118/29) 

63?. 1171271 

79?. 122/28) 

85?. I 22/26 I 

81?. 122127) 

1.8 

17.4 

23.8 

53.3 

58'f.6 

147.1 

11.8 

58.D 

7<t.l 

121,2 

2136.0 

<tll.9 

26.5 

107,4 

131.7 

163.9 

2136,0 

51].5 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 

0 
0 

"" 0 
,D 
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LOT HlfflER 
DOSE 

: 0803 

CK4ft4 
10 tfCG 

Table 2 

PATIENT COUNT CLINICAL CONPLAINTS 
RECOtllINANT HEPATITIS B VACCINE 

PATIENT CUSS: HEALTH CARE PERSONNEL 

I TOTAL VACCINEES C JI Pl TIENTS I - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VlCCltlATIOH I HI.HIER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COMPLAINTS I O I l I 2 I 3 I 4 I 5 I ICCJIPUINTS 

•••••••••••••••••••••••••••••••••••l••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••I•••••••••• 
I • I I I I • I 

RUCTIOtl, LOCAL tIHJECT. SITU I a • J I l I O I O I O I I 9 
I C 25.87.1 I C 9.77.1 I C J.27.1 I C 0.07.1 I C 0.07.1 I C 0.07.) f • C 29.07.1 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PAIN OH INJECTION I 1 I o • o I O I o I O I I l 

I C J.t7.I I C o.07.1 I C 0.07.1 • C 0.07.l I I 0.07.1 I c 0.07.1 • I C J.27.l 
I • I I I I I I 

PAIN I 1 I o I o I o I o I o I I l 
I c J.2x1 I c o.o;o I c o.or.1 I c o.or.1 I c o.o;o I c o.o;,o I I c 1.2,0 
I I I • I I I I 

SORENtsS I 7 I l I l I o I o I o I I e 
I c u.•io I c ,.1;0 I c 1.2x1 I c o.o;o I c o.or.1 I c o.o;o I I c 2s.e;o 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
svsTEt1Ic I 6 I 4 I 4 I 4 I 2 I J I I 11 

I C 19.47.1 I C 12.9)0 I C 12.97.1 I C 12.9;0 I C 6.SlO I C 9.77.1 I I C :,s.s;o 

----------------------------------------------------------------------------------------------------------------------------I I 
..iou BODY /GEltERAl I 4 1 2 2 I l l I 6 

12.97.) C J.27.t C 6.57.t C 6.SY.l I C J.2XI ( ].27.1 I C 19.4%1 
I I 

CHILLS I 1 0 0 0 I 0 0 I 1 
l . 2Y.I C o.ox, C o.o:o C 0.0lO I f o.ox, ( ,.ox, . ( J.2ZI 

fATIGUE/NEAKNESS I 2 1 1 1 1 1 2 
6.57.1 C J. 21. t I J,2i'.I I J.2iO I J.2:0 I J.21. I I 6. SY.I 

HIEADACNI! I 0 0 1 1 0 • 2 
( 0.0Y.I ( O.0lO C J,27.I ( :S.2Y.I C 0.0)0 ( 0.01.1 ( 6,SY.I 

UGHTMUOEO I 1 0 0 t 0 0 0 1 
C 'J. 2Y. I C 0. 07.1 I 0.0iO I C 0.07.1 ( 0.07.I C 0,07.1 I J.2)O 

I 
INTIG\JN[HTARY SYSTEl1 I 2 1 1 I 1 1 l 2 

6.SY.I C J.27.t I J.uo I c J.tlO I J.27.1 ( l.2Y.I I C 6.SY.I 
I I 

PlPUUR RASH I 1 0 0 t • 0 0 I l 
( J. 2Y. I I O.OX) C 0.0;t.l I C 0.0iO C o.o;o I 0.0ZI I C J.2ZI 

0 
0 
vi ... 
0 



STUDY 
TREATMENT 
LOT NUl18ER 
DOSE 
PATIENT CUSS 

0803 

CK4it4 
10 ltCG 
HEALTH CME PERsotl-lEL 

Table 2 (cont) 

PATIENT COUNT CLINICAL Cot1PLAINTS 
RECOflBJNANT HEPATITIS 8 VACCINE 

----------------------------------------------------------------------------------------------------------------------------
( TOTAl VACCIIIEES I 'Sl PATI£HlSI - DOSE 1 I 
1----------------------------------------------------------L-----------------I I DAYS POST VACCINATION I NUtlBER 

CLINICAL 1-----------------------------------------------------------------------~----I WITH 
tOMPUIHTS I O I 1 I 2 I 3 I 4 I 5 I I COMPLAINTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• I I I I I I I I 
PRUIUTIS/ITCHIHG I l I 1 I l I 1 I 1 I 1 I I l 

J.2%1 I c J.2%1 I c J.ZY.J I I J.27.J I c 3.27.1 I I 3.2%J I I I J.2:O 
I I I I I I I 

RESPIRATORY I l I 1 I l I l I l I Z I I 2 
3.2%1 I I 3.t;o I c J.ZlO I I J.27.J I 1 'J.27.t I c 6.s;n I I l 6.SiO 

RHINITIS I 0 
- , o.o;o 

UPPER RESPIRATORY INFECT., HOS I 1 
- 3.2%J 

tll!CULOStELElAL I l 
- ].2)0 

ARTHRALGJA I OTHER) I 1 
J. 27., 

I l HYALGJA - 3.27.J 

I o OTHER 0.0%1 

OI6UTIVE SYSTEH I 0 
0.07.t 

DYSPEPSIA/HURTB\MH I 0 
0.07.J 

NERYOU5 SYSTEH I 0 

PARESTHESIAS 

THOUGltT JHPAIRl1ENT 

1.07.J 

• 0.0%1 

• o.o;o 

• 0.0%1 

1 
J.2%1 

2 
6.5%1 

l 
J.Z%1 

1 
J.ZlO 

1 
J.2%1 

0 
0.0%1 

• 0.07.J 

1 
J.ZlO 

l 
J.ZiO 

0 
O.OiO 

0 
0.0%1 

1 
J.27.1 

1 
J.ZlO 

1 
J.2%1 

1 
J.Z%1 

D 
0.0%1 

1 
3.2lO 

l 
J.2%1 

z 
6.57.1 

1 
J.2)O 

1 
J.27.t 

0 
0.07.1 

l 
J.2:0 

l 
J. 27.1 

l 
J.2%1 

l 
J.2%1 

D 
0.0%1 

0 
0 . 0%1 

0 
0.0%1 

1 
3. 2%1 

1 
3 . tY.l 

0 
o.o:o 

0 
O.OiO 

1 
J. 27.1 

1 
J.2i0 

1 
J.2)0 

1 
J.27.t 

0 
o.o:o 

0 
0.01., 

0 
o.o;o 

0 
0,07.1 

0 
o.o;o 

0 
0.0%1 

1 
J.2)O 

1 
J.2)0 

1 
J.z;o 

1 
J.2%1 

1 
J.2%1 

D 
0.0%1 

0 
o.a:o 

0 
0.0%1 

0 
0.0%1 

0 
a.ox, 

0 
0.0%1 

l 
J.2%1 

l 
J.27.1 

2 
6.SY.I 

l 
J.2:0 

l 
3.UO 

1 
J.2l(I 

1 
J.2%1 

l 
J.2%1 

2 
6.5%1 

l 
J.2%1 

l 
J.2%1 

0 
0 

"" --
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Table 2 (cont) 
PATIENT COUNT CLINICAL COttPLAINTS 

RECOHBJNANT HEPATITIS B VACCJIIE 

• 

HUlTH CARE PERSONHEL 

I TOTAL VACCINEES I 31 PATIENTS I - DOSE 1 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCitlATlON I t1Ut1BER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COf1PLAINTS • 0 • 1 I 2 I J I 4 I 5 I ltOttPLAINTS 

••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••l••••••••••l•••••••••••••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

OTHER I 0 I O I l I 0 I 0 I O I I 1 
I I O.OY.J I l o.or., I l J.2r.1 I I O.OY.I I I O.OZJ I I O.OY.I I I I 3.27.1 

-----------------------------------I----------I----------I----------I----------I----------I----------I----------I-----------
PERs0t1s MITH COMPLAINTS I n I 7 I 4 I ,. I 2 I J I I 19 

I C 41.9?.I I I tt.6Y.J I I I2.9Y.J I l 12.,r.1 I C 6.SY.I I l 9.7Y.J I I C 59.ll(J 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PEIISONS MITH HO COttPUINTS I 18 I 24 I 27 I 27 I t9 I 29 I I lJ 

I c se.uo I , 77.4:o I , e1.1;0 I c &7.ll(J I c 9J.s::o t , ,o.,x, I I c 41.9:o 
--------- ·-------------------------1----------1----------l----------l----------l----------l----------t----------l-----------
PUSOffS MITH HO DATA I O I O I O I O I O I O • I 0 

I c ,.ox, I I o.or.1 I c o.or.1 I c o.or., I I o.or.1 I c ,.or., I I c o.or., 

C> 
0 ..... .... 
N 
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TREATMENT . 
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OOSE 
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Table 2 (cont) 

PATIENT COUNT CLINICAL CONPLAINTS 
AECOt'SINANT HEPATITIS 8 VACCINE 

PATlt:lfT CUSS: HEALTH CAA! P(ASOtflEL 

I TOTAL VACCitlEES f 30 PATIENTS I - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I tlU1BEA 

CLINICAL 1----------------------------------------------------------------------------I MITH 
COMPLAINTS I O I l I Z I 3 I 4 I 5 I ICCJ1PUINTS ...................................•.......... , ..........•..........•..........•..........•...•......•.......... , ......... . 

I I I I • • • I 
RUCTION, LOCAL IINJECT. SITEI I 7 I 8 • 5 I 3 I 2 I l I I 10 

I I ZJ.liO I I t6.7t:J I I 16.7¼1 I f 10.0Y.I I f 6.77.1 I I J.lY.I I I f 33.lY.I 

-----------------------------------1----------l----------l----------l----------l----------•----------I----------I-----------
PllN ON IHJECTJON • 1 I O • 0 I O • 0 • 0 I • 1 

3.3Y.I • I O.OY.I • I O.OY.I I I O.OY.I • I O.OY.I • I O.OY.I I I I 3.3Y.I 

PAIN • 1 I 0 I 0 • 0 I 0 I • • I l . ( 3. lY.1 I I 0.0Y.I I I o.o:o I 1 o.o;o I 1 o.o;o I 1 o.oY.1 I I I 3. 3Y.J 
I I I I • I • I 

SORENESS I ,. I s I 2 I 0 I • I 0 • I s 
13.lY.I I I 16.7Y.J I I 6. 71.1 I I O.OY.) I I O.OY.I I I 0.01.1 I I I 16. 7Y.I 

I • I • I • • TENDERNESS • 1 I 2 I 2 • 2 • 1 • 1 • I 2 
I f 3. JY.I • I 6 . 7Y.I I I ll.7i0 I I 6.7)0 I I 3.3Y.I • I J . JY.I I • C 6.71.I 
I • • I • • I • NOOULE FOAHATION I 0 I 1 I 1 I 1 I 0 I 0 • • 1 

O.OY.I I I :,. 31.1 I I J.JY.I I I J. 11.1 I t o.o;o I t o .01.1 I • C 3. JY.I 
1 

LYHPHAOEHOPATHY, RE61~L • 0 I 1 I l I 1 I 1 I O I • 1 
• I O. OY. I • I :S. 3)0 I I 3. 3,: I I I J. 3;0 I I 3. 3Y. I I I O. 01. I I I I J . 3)0 

-----------------------------------•----------•----------l----------l----------•----------l----------l----------l-----------s,sren1c I " I l I s I «. I 1 I 1 I I 1, 
• I 13.]Y.I I I 10.01.J I I 16.71.1 I I l].3Y.I • I 3.3Y.I • I 3.31.1 I I I 20.07.J 

NHOLE BOOT/GENERAL I t I t I t I 2 I 1 I 1 I I J 
• I 6.7XI I I 6. 77.J I I 6. 71.1 I I 6.7Y.I • I J.3Y.I I I 1.1,:1 I • I 10.0Y.I 

• I • I I • • I 
FATIGUE/WEAKNESS I 0 I 1 • 1 • 

1 I 1 I 1 • • 1 
• I o.o:o I I l.3)0 • C J.JY.I I I 3.3Y.I I I J.3Y.I • I l,JY.I • I I ]. JY. I 
I I • I I • I I 

LIGffTHEADED I 1 I 0 I • • 0 I 0 • • I I 1 
3.3XJ I I 0.07.1 • I O.OY.I • I O.Ol!I • I o.o:o • • O.OY.I • • I 3.JY.I 

I • • I I • • ltHIHESS I 1 I 1 I 1 I 1 I 0 I 0 I • 1 
J. 37. I I I J.37.1 • I 3 . 3Y. I • I 3.3Y.I I ( O.OY.I • I D.OY.I I I C J. JY. I 

0 
0 
~ .... 
""' 
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Table 2 (cont) 

PATIENT COUNT CLINICAL CONPLAIHTS 
REC0t18IHANT HEPATITIS 8 VACCINE 

PATIENT CUSS HEALTH CARE PERSONtEL 

I TOTAL VACCINEES I JO PATIENTSI - DOSE 2 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I N.HIER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
C011PlAIHT9 1 D 1 l I l! I J I " I s I ICOHPUINTS 

•••••••••••••••••••••••••••••••••••I•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• I 
IHTEGut1ENTARY SYSTE" I 1 l 1 l 0 0 l! 

J. Ji:I I J. JY.I I J.JiO I J.Ji:I ( 0 .Di: I I O.Di:I I 6 . 7Y.I 

PRURITIS,ITCHING I 0 1 1 1 0 0 l 
D. DY.I I J.JlO I J.Ji:I ( J.Ji:I ( 0.0;:1 I 0.0;:1 I J.Ji:1 

RASH, HOS I 0 l l 1 0 0 1 
o.o;:, I J. JY.I I J.JXI I J.Ji:I I 0.07.1 I 0.0;:1 I J. ]i:1 

OTHER I 1 0 0 0 0 0 l 
J,Ji:I I 0.01.1 I O.OY.I I 0.0;:1 I 0.07.1 I 0.07.1 I J.J?.I 

RESPIRATOR't I 1 0 0 0 0 0 1 
J.JY.I I t.OY.I I 0.0?.I ( o.o;o ( 0.0;:1 I O.OY.I I J.JiO 

UPPER RESPIRATORY INFECT., NOS I 1 0 0 0 0 0 1 
J. 3%1 I O.OY.I I 0.0?.I ( o.o;o ( 0.0;:1 ( o.o;o I J.JY.I 

DIGESTIVE SYSTEH I 0 • 2 1 0 0 2 
D.ox, I o. ox, I 6. 7?.I I S.Ji:I I 0.0%) C o.ox, I 6.77.I 

DIARRHEA I O I D I 2 I 1 I O I D I I 2 
. I I 0.07.1 I I O.OY.) I I 6.T/.1 I I J.JY.I I I O.OY.I I I 0 . 07.1 I I I 6.77.I 

-----------------------------------l----------l----------l----------1----------1----------1----------l----------1-----------
PERSONS NlTH COMPLAINTS I 9 I 10 I 8 I 6 I J I 2 I I 12 

I c JD.o:o I c 11.:,1.1 I , u.r1.1 I 1 20.0;0 I 1 10.0:t.1 I 1 6.1x1 I I , 40.0;:1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsOHS NITH HD cOttPUINJS I u I 20 I 22 I 24 I 27 I 2& I I ta 

I c 10.ox, I c 66.11.1 I c 11.1;:1 I I ao.o;:1 I 1 90.0:0 I c 9J.JXI I I 1 60.0;0 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I--- --------
PERsOHS MITH HD DATA I o I o I o I o I o I o I I o 

I I o.o;o I C O.OXI I I O.Oi!I I I o.OY.I I I 0.07.1 I I O.OiO I I I O.OXI 
0 
0 

"' ... 
~ 



STUDY 
TREATMENT 
LOT NUMBER 
DOSE 
PATIENT CUSS 

0801 

CK4't't 
10 ttCG 

Table 2 (cont) 
PATIENT COUNT CLINICAL Cot1PLAINTS 

RECOt18INANT HEPATITIS B VACCINE 

HEALTH CARE PERSOMIEL 

I TOTAL VACCINEES I 30 PATIENTS, - DOSE 3 I 
1----------------------------------------------------------------------------I 

. I DAYS POST VACCINATIOH I N.JNBER 
CLINICAL 1----------------------------------------------------------------------------I MITH 
tot1PLA1ms I o 1 1 I z • 3 • ,. I s • •cOt1PUIHTs 

••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
• I I I I I I I 

RUCTION, LOCAL IIHJECT, SllE I I 7 I 't I 2 I 1 I O I O I I 11 
I 1 2$.97.1 I I l't.a;o I 1 7.tt;i:1 I I J.n, I I o.ox, I , 0.0;,:1 I I 1 29.6?.I 

-----------------------------------1---------- ----------•---------- ---------- __________ , __________ ---------- -----------
PAIN OH IHJECTIOH I l O I II 11 0 I G 1 

3.nn I 0.11?.J I I o.o;o I 0.0?.I I o.o;o I I o.o:o I J.TI.I 
I I 

PAIN I l t O D O I O 1 
3. 7Y. I I O. 0?. I I O. 0?. I I O • t?. I I D. D?. I I I O. t?. I I 3. Tl. I 

I 
SORENESS I 5 t 1 l D I O 5 

18.s:o I 7.4?.I I 3. 7?.I I :s. 77.1 I 0.DY.I f t 0.07.1 I Ul.5?.I 
I 

TENDERNESS • 0 t O O D I O t 
0.0:1.1 I 7.4?.I I o.o;o I D.o;o I D.D?.I I I 0.0?.I I 7.lt?.I 

I 
WARMTH I 1 0 0 0 DI O 1 

3.no I I.0Y.I I 0.07.1 I 0.0Y.I C 0.DY.I f C 0.07.I I 3.7)0 
I 

PR~ITI9 t ITCHING I I O O 1 0 0 f O 1 
• C 0.0?.I C 1,0XI C 3. 7lO C 0.OXI C 0.01.1 I I 0.01.1 C 3. 7?.I 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
snn111c I o I 1 I 1 I o I o I o I I 1 

IC o.o;o It J,71.1 I I J.7iO IC 0.01.1 IC 0.01.1 IC o.o:o I IC J.7?.I 

--------------------------------------------------------------------------------
' I I I I 

... OLE BODY/GENERAL I O I 1 I l I O I O I O I I 1 
I I 0.0XI It J,71.J I I J.7iO I I o.o:o I I 0.DY.I I t 0.0?.I f f I 3.7:O 

• • • • I I I I 
SEHSAT-JOH Of MARHTH, GEH£RAL I O I 1 I O I 0 I D I O I I 1 

I I 0,07.1 I I J.7?.I I I 0.07.J I I II.Or.I I t 0.DXJ I I 0.07.J I I I J.77.1 
I I I I I I I I 

ILLNESS, HOS I o I o I l I o I a I t I I 1 
I t o.o;o • , ,.ox, I t J.77.t I t a.or., I I o.or.1 I I o.o:o I I , :s.n, 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSottS MITH Cot1PUINT9 • 7 • It I 3 • l • D I O • I 8 

I I 25.91.J • I n.e;o I I 11.1;0 I I J.7l0 I I 0.0;:1 I I 0.01.1 I I C 29.6?.I 

0 
0 
u,I -I.II 
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Table 2 (cont) 

PATIENT COUNT CLINICAL COHPLAINTS 
RECOtElNANT HEPATITIS 8 VACCINE 

HEALTH CARE PERSOMIEL 

I 101Al YlCtlNEES I 'SO PITIEHTS) - DOSE 'S I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCIHATION I IUtBER 

CLINICAL l----------------------------------------------------------------------------1 WITH COMPLAINTS I O I 1 I 2 I 'S I 4 I 5 I ICONPLAIHTS 
•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l•••••••••••••••••••••••••••••••••••••••••••I•••••••••• 
-----------------------------------1----------I----------I--· -------l----------l----------1----------1----------1-----------
PERSOtts wnH HO COMPLAINTS I zo I n I z4 I 26 I 21 I 21 • I 19 I I 74.liO I I 85.2i0 I I 811.97.1 I I 96.31.1 I llD0.07.1 • 1100.0iO • • I 70.tiiO 

-----------------------------------1----------l----------l----------l----------l----------l----------•----------I-----------
PtRSOHS WllH HO DATA I Z I Z I 2 I 2 I 2 I Z I I 2 

I 1 6.97.l I 1 6.97.l I 1 6.97.1 I 1 6.97.l I I 6.97.1 I· I 6.9?.l I I I 6.97.1 

0 
0 

"' ,-
0' 
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Table 3 
PATIENT COUNT HAXIHUH TEHPERATURES 

RECotlBINAHT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCIHEt:S ( l1 PATIENTS I - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUt18ER 

HAX TEHPERAT~E 1---------------------------------------------------------------------------------------I WITH 
I DEi. F • ORAL t I O I 1 I 2 I J I 4 I 5 I • I HAX TEHP ......................................................... , ..........•..........•..........•..........•.......... , ......... . 

I I I I I I I I 
< 99 I H I 27 I 27 I 27 I 29 I 26 I I Zlt 

I c 90.JY.I I c 9o.o;o I • 90.01.1 I c e1.1x, I , 96.ni I , 92.9Y.t I I 1 77.4:f.t 
I I I I I I I I 

99 - 99. 9 I J I l I J I 4 I 1 I 2 I I 7 
I f 9.71.1 I f 10.0)(1 I l 10.0Y.I I f 12.9Y.) I f ].]Y.I I f 7.lY.I I I ! t2.6:f.l 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEHPERATURE TAKEN I 31 I 30 I ]0 I 31 I 3D I 28 I I 31 I uoo.01.1 I , 96.&,o I • 96.ex, I uoo.ox1 I , 'Ht.er., I , ,o.JY.1 I I 1100.or.1 

------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEHPERAT~E NOT TAKEN I O I 1 I l I I I 1 I J I I O 

I I 0.0)0 I l J.2U I l J.2Y.) I ( O.OiO I ( J.ZY.t • ( 9. 7Y.I I I I 0.0Y.t 

0 
0 
1.,,1 .. 
...... 
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Table 3 (cont) 
PATIENT COUNT HAXI~ TENPERATUIES 

RECOltBIHANT HEPATITIS B VACCINE 

HEALTH CARE PER~El 

I TOTAL VACCIHEES C JO PATIENTS I - DOSE 2 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCIHATIOH I IIUHl!ER 

HAX TEMPERATURE 1---------------------------------------------------------------------------------------I WITH 
IDEGF,DRAU I I I l I 2 I J I 4 I 5 I I IHAXTEHP 

••••••••••••••••••••--••l••••••••••l••••••••••I•••••••••• •••••••••• •••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• 
I I 

HORHAL I l I O I l 1 1 1 I O 
J.]1.1 I C D.01.I I C J.-.;o C J.67.) I J,67.) C J.8i!I I C ,.o;o 

I I I 
< 99 I 26 I 26 I 25 26 25 n I 2o\ 

c 86.11.1 I c 92.91.J t t 86.21., t 92.9,o c &9.3?.t t e8.s,o I t eo.01.1 
I I I 

99 - 99.9 I 3 I 1 I J 1 2 2 I s 
10.01.1 I C 3.61.1 I t 10.31.1 C J.61.1 I 7.liO I 7.7,0 I C 16.71.1 

I I I 
101 - 101. 9 I O I l I O O O O I l 

I t 1.01.I I C J.61.) I C 0.01.J C o.o;o I O.OlO I C 0.07.) I I C 3.31.1 

------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEHPERATURE TAKEN I 30 I 28 I 29 I 28 I 28 I 26 I I JD 

I noo.o:o I c 91.11.1 I c 96. 11.1 I c ,1.11.1 I , 9J.J:o I c 86.n, I I uoo.o;o 
------------------------l----------l----------l----------l----------l----------l----------1---------------------1-----------
TEHPERATURE NOT TAKEN I O I 2 f l I 2 I 2 I 4 I I 0 

I I 0.07.1 I I 6. 77.1 I C J.31.1 I C 6. 71.1 I I 6. 7r.l I C 13.Ji!I I I I O.DXI 

0 
0 
u,i ... 
(J) 
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Table 3 (cont) 
PATIENT COUfT "AXIt1Ul1 TENPERATURES 

RECOl18IHANT HEPATITIS B VACCINE 

HEALTH CARE PERSOtatfl 

I TOTAL VACCIHHS I 30 PATlENTSI - DOSE l • 

l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION • NUHBER 
HAX TEHPERATURE •------------------------------------------- --------------------------------------------• WITH I DEG F, ORAL I I O I l I 2 I l I ft I s I I I HAX TE"P 

••••••••••••••••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• I I I I I I I I 
< 99 I Z2 I 19 • 21 I 24 • 21 I 22 • • 19 

I I 91. 71.1 I ( 79.27.1 I ( 87.57.1 I ( 96.07.1 I ( 91.17.1 I I 95. 7i0 • I I 76.01.I 

I I I • I • • • 
99 - 99. 9 I 2 I s I 2 I l I l I l I I s 

I I B. 11.t I t 20. a;o I t 8 . 37. l I t ".oz, I t ". 1r. 1 I , ". 1r., I I t 20 .111., 
I I I I I I I I 

100 - 100. 9 I o I o • 1 I o I 1 • o I I 1 I I 0.11,0 • I 0.07.1 I I lt.27.1 • I o.o;n I I lt.]7.1 J I O.OY.I I I I It.DY.I 

------------------------l----------l----------l----------t----------t----------t----------•---------------------l-----------n.11PERAT\JRE TAKEN • 24 • 24 I 24 I 25 • U I 23 I • 25 
• c eo.01., I c eo .o;o I c 110.0,0 I c e1.1x1 I c 76.77.1 I c 76.77.1 I I , BJ.11.1 

------------------------1----------t----------l----------•----------•----------l----------•---------------------•-----------TEHPERATURE HOT TAl<EH • 6 I 6 • 6 I 5 • 7 I 7 I • 5 
• I to.Or.I I I 211.0;0 • I 20.07.1 • I 16.710 I I U.J;o I I Zl.lXI I I I 16.1.'-J 

0 
0 
\>,I --0 
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PROGRAM: Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 807 

PURPOSE: 

VACCINES: 

To tQIIIPar·e antibody and clinical responses to yeast 
recOllbinant and plasaa-derived hepat1t1s B vaccine 
among health care personnel Who ar negative for 
hepatitis 8 virus serologic markers. 

1. Yeast RecOllbinant Hepatitis B Vaccine 
Lot 972/C-{444 (10 IICg HBsAg/ffll) 

2. Plas1111-Derived Hepatitis B Vaccine 
Lot 1510J (20 IIC9 HBsAg/ml) 

PRIMARY Solko w. Schalm. M.D. 
INVESTIGATOR: Department of Internal Medicine 

and Gastroenterology 
University Hospital Dijkzigt 
Rotterdam. The Netherlands 

SECONDARY Dr. Rudolf A. Heytink 
INVESTIGATOR: Department of Virology 

Eras1111s Un1vers1ty 
Rotterd111. The Netherlands 

STUDY LOCATION: University Hospital D1jkt1gt 
Rotterda•. The Netherlands 

DATE STUDY INITIATED: ~pril 4, 1984 

DATE STUDY COHPLETEO: In progress 

STUDY POPULATION: The study population consists of 50-60 health care 
personnel of either sex (excluding pregnant WOiien), 
Who are negative for HBsAg, ant1-HBc and anti-HBs. 
have a nonul ALT level and have not previously 
received any hepatitis B vaccine. 

STUDY PROCEDURE: Eligible study participants receive a 1.0 ml 
intra11uscular injection of yeast recombinant (10 mcg 
HBsAg) or plas111&-derived (20 11eg HBsAg) vaccine at 0, 
1, and 6 110nths. Vaccine rec1p1ents record their 
temperature and any local or systemic complaints for 
five days after each injection of vaccine. 

24731/1 
1/15/86 



STUDY PROCEDURE 
(CONT.): 

RESULTS: 

24731/2 
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00321 

Study 807 

A blood saq,le is obtained from each study participant 
approximately two to three weeks before the first 
injection of vaccine. Post-vaccination blood salllJ)les 
are obtained at 1, 2, 3, 6, 7, 9 and 12 110nths. Blood 
samples are obtained at 24 months from those 
participants who have seroconverted. 

All serum samples are assayed for HBsAg, antt-HBc, 
anti-HBs, and ALT. saniples may be tested for yeast 
antibody. In addition, samples with an ant1-H8s titer 
~25 mIU/ml may be tested to detemtne anti-t and 
anti-!t subtype specificity. 

HEALTH CARE PERSONNEL 

Yeast Recombinant Hepatitis B Vaccine: 

10 mcg Lot 972/C-K444 ·at 0, 1, and 6 110nths 

Plas111B-Derived Hepatitis 8 Vaccine: 

20 111tg Lot 1510J at 0, 1, and & 110nths 

1. NUlllber Vaccinated: 

Injection No . 

Vaccine _1_ 

Yeast Recombinant 31 

Plasma-Derived 25 

2. Serologic Results: 

.L. 

31 

25 

..1 

31 

25 

Serologic data at 7-S 110nths are available for 31 . 
recipients of the yeast recOfllbinant vaccine and 22 
recipients of the plasma-derived vaccine. 

At 7-8 1110nths, 100% of recipients of both the 
yeast recombinant (31/31) and plasma-derived 
(22/22) vaccines seroconverted (S/N ~2.1) and 
developed protective levels of antt-HBs (mIU/ml 
~10). The GMT for all vaccinees and responders 
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(S/N ~2.1 and ~10 rllU/111) was 885.l mIU/ml for 
those persons who received the yeast recOlllbinant 
vaccine, and 61&4.4 mIU/Ml for those who received 
the plasma-derived vaccine. 

By 12 1110nths 941 (29/31) of rec1pients of the 
yeast rec0fflb1nant and 100% (24/24) of recipients 
of the plas1111-der1ved vaccines retained on 
ant1-HBs titer of mIU/ml >10. The 6"Ts for all 
vaccinees at that tt111e was 112.4 11IU/ l (yeast 
rec0111binent vaccine) end 1029.2 •IU/ml 
(plas111-derlved vaccine). 

Anti-HBs responses · at 
included in Table l. 

3. Clinical Re5ults: 

through 12 months are 

Clinical follow-up data are available for 3i 
recipients of the yeast recombinant vaccine and 25 
recipients of the plas1111-derived vaccine following 
each Injection. Clinical co.plaints and 1111xi111111 
temperatures reported following each injection are 
provided in Tables 2-5. Jn sunnary: 

I Frequency by Injection No. 
vacc\n. C11nla1 0alllll•lnt 1 2 3 

YNSt - Injection site 10(3131) 3(1/31) 7(2/31) 
J19cmbillAllt Systaic 16(5/31) 7(2131) 10(1131) 

,, ... Injection Site 12(3125) ' (1125) 8(2/25) 
Systalc 20(5/25) 12(3/25) 0(0/25) 

No serious or a laming adverse reactions 
attributable to vaccination have been reported. 

Heijtink RA, Kruining J, Baker M, Schal• SW. JllnUne 
response after vaccination with recombinant 
hepatitis 8 vaccine as COfllPared to that after 
plasma-derived vaccine. Antiviral Res 1985; 
Supplement 1:273-9. 

He1jt1nk RA, SchalM SW. Anti-HBs/a determination 
after hepatitis B vaccination. Submitted for 
publication to Lancet. 
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lable 1 

Antibody Rnponset ""°"' Initially Seronegative Health care Personnel Following V•cclnAtlon with 10 mcg 
Doses of Reall'l>inant Hepatitis 8 Vaccine lot 912/C-11:444 or 20 ..:g Doses of P1a.a-02rived 

Hepatitis B Vaccine lot 1510.J al o. 1, and 6 Months in Study 807 

y ....... . 
nt Vaccine p1a- ._...rived Vaccine 

\ with Allli__..s an t.1U1■11 I with Anli~s GMT CllllU/111 J 
All - . 

All f1Rct11Nfors ~ 

SIN~ 2.1 11IU/11l ~ 10 V.:c\nees SIN? 2.1 alU/al ~ 10 S/N ? 2.1 ■Ill/al? 10 Vacclnns SIN? 2.1 allJ/1111 ~ 10 

19 (6/31) 13 (4/31) 0.1 16.1 36.4 56 (14/25) 44 (11/25) 3.3 21. 4 36.6 

11 (24131) 39 (12/31) S.3 12.4 44.6 100 (22/22) 11 (11/ZZ) 59.1 59.1 148.0 

89 (25/28) JI (20/28) 21.5 35.9 60.1 100 (Zl/21) 95 (20/21) 13S.0 135.0 161.9 

94 (29/31) 84 (26131) 48.4 68.9 94.8 100 (25/25) 100 (25125) 211.9 271.9 271.9 

100 (31/31) 100 (31131) 885.1 885.1 885.1 100 (22/22) 100 (22/22) '164.4 6164.4 6164.4 

100 (31/31) 100 (31131) 363. 1 363.1 363.1 100 (24124) 100 (24124) 287VI 2899.4 2899.~ 

100 (31/31) 94 (29/31} 112.4 ll2. 4 

I 
140.5 100 (24124) 100 (24124) 1029.2 1029.2 1029.2 

0 
~ 
l;f 

N 

"" 
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Table 2 

PATIENT COIMT CLINICAL C011PlAINTS 
R[COfllIHANT H[PATIT~S 8 VACCINE 

PATIENT CUSS: HULTN CM!E PER!IONNEL 
' 

I TOTAL VACCINEES I 31 PATJ[NTSJ - DOSE l I 
l----------------------------------------------------------------------------1 I OAYS POST VACCINATION I tlllt18ER 

CLINICAL 1----------------------------------------------------------------------------• MITH COHPlAJNTS • t I l I 2 I 3 I 4 I 5 I •cOffl'LAJNTS 
••••••••••••••••••••••••••••••••••••••• .. •••••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••I•••••••••• 

I I I • I I I I 
REACTION, LOCAL UNJ[CT. smn I 1 • 2 I O I l I · 0 • 0 I I 3 

I C J,2)(1 I I 6.5.!I I C o.ou I I 3.tY.J • I 0.0?.J I I 0.0)(1 I I I 9.1Y.J 

-----------------------------------1----------1----···---1--·-------•----------l----------l----------1----------I-----------PAIN I o I 1 • o I o I o I o I • 1 
I I ,.Ol!I I I 3.21.l I I 0.0%1 I I ,.01.1 I I O.Ol!I • I O.O;(J I I I J.2Y.I 
I I I I I I I • 

STIFFtlESS/TIGHTtft'.SS I l I l ·1 0 • l I O I o I • r 
I I J.2l0 I t J.tiCI • I 0.0iO I I 3.tlO I I 0.07.J I I 0.01.1 I I I 6.SXI 

-----------------------------------1----------t----------1----------1----------t----------1----------t----------•-----------STSTEttIC • l I 1 I 1 I 1 I I! I l I I 5 

NNOLE IIOIITIGENfRAL 

FATIGU[/NEAKNUS 

HtAOACHI! 

JNFEC1IOUS 9YNIJRct1E9 

INFlUUIZA. HOS 

llf!IPll!ATOffT 

PffARTHGITIS (SORE THROAT I 

UPPER IIESPIIIATffllY INFECT., NOS 

I I J,21.1 I I J.l!Y.I I I J.2XI I I J,UO I I 6.SiO I I J,2Y.J I I I 16.lY.I 

I 0 1 I 
C o.o;o l J.2)!:) ' J.u:1 I 

I 0 l • O.Ol!I I 3.2%1 I O.OlO I 

I 0 0 1 
I.0Y.I t 0.0%1 t 3.t:iO ( 

I 0 0 0 
I I o.o:o I O.OY.I I O.Ol!I I 
I 

• • 0 
( O.OY.I ' O.DY.I I o.o:l!I I 

0 0 0 
I I.DY.I I 1.0%) ( O.OXI ' 

0 0 0 
I 0.01.1 I 0.01.1 C I.DY.I I 

I 
I 0 I D 

,.o;o I t.o:o I I D.0)O ' 

0 1 
t.OY.I I 3.21.J 

• 1 
,.,21 I J.2)0 

0 0 
O.IY.I I 0.01.J 

1 1 
3.2)(1 ( J.2Y. I 

l 1 
3.UO I J.f)(J 

• 1 
o.ox, ' J.2:0 

0 • 0.07.1 ' 0.01.1 
I 

I I 1 
t.07.1 • I J.2:0 

• I 0.9)0 

• I 0,01.J 

• I o.o;o 

0 
( O.OY.J 

0 
I o.o;o 

l 
I J.1!7.J 

1 
I J.2l0 

0 
( 0.07.1 

3 
9. 71.1 

2 
6.SY.I 

1 
J,21.I 

l 
s.2;0 

1 
J.2T.J 

I! 
I . 6.SY.I 

l 
f S.2)(1 

l 
J.2:Y.I 

0 
0 
\>I 

"' a:, 
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Table 2 (cont.) 

PATIENT COUNT CLINICAL COHPLAIHTS 
RECoteINANT HEPATITIS 8 VACCINE 

PATIENT CLASS : HE AllN CARE P!RSOHHEL 

---------------------------------------------------------------------------------------------· ------------------------------I TOTAL YACCINE!S l Jl PATIENTSI - DOSE l • 

1----------------------------------------------------------------------------I I l!AYS POST VACCINATION I HUffl[R 

ClINICAl 1----------------------------------------------------------------------------I MITH 
CDl1PlAJNT9 I O I I I I I J I 'I • 5 I ltOttPLAINTS ................................... , ................................ , ..•....... , .......... , .......... , ..........•.......... 

I I • I I • I I 
11'USCUlOSKElErAL I 1 • I • G • O I o I o I I 1 

I , 3.21., I , o.a;o I t e.a:o I , o.a:o I , a.o,o I , 0.01.1 I I , J.t::o 
I I I I I I I I 

BACK PAIH I l I D I D I o I o I o I I 1 
I I J.27.> I c o.o;o I , e.GY.1 I , o.a:o I t ,.ox, I I o.o:it , I I , J.z::o 

-----------------------------------1---------- l----------l---------- l---------- l----------l----------•----------1-----------PUSONS WITH COMPLAINTS I l I J I l I 2 I 2 I 1 I I 7 
I l J.t1.) I C 9.71.) • I 3.t'T.I I l 6.51.1 I C ,.s,o I l :5.t:O I I I U.67.1 

-----------------------------------1----------l----------l----------1----------l----------l----------1----------I-----------PERSONS wnN HO cmPLAINTS . I Jo • ze I Jo I 29 I n I Jo I I u 
I I 96.8%1 I I 90.JY.t I c 96.81.t I t n.s:r.> I t 93.s,o I 1 96.e:o I I 1 11.<1::o 

-----------------------------------1----------1----------1----------1----------1----------1----------•----------1-----------PERSONS Mint HO DATA I O I O I O I O I I I O I f t 
I c o.ot> I t 0.1,0 I I 0.01., I I o.o,o I I D.07.1 I I t .01.1 I I I o.o;n 

0 
0 .... 
IV 
V, 
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Table 2 (cont. ) 

PATIEKT COUNT CllNICAl C0'1Pl1IKTS 
RECOHISI NAHT HEPITIT19 B VACCINE 

PATIENT CLASS• HEALTH CARE Prllsot!N! l 

I TOTAL VICCIHEES ( JI PITIENT91 - DO!! t I 
1----------·------·--·----·-··········--·····-----·---··-·········---------- I 
I DI Y! POST VACCINATION I NUr18ER 

CLINICAL f •••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• --·--·········--1 NlTH 
COt1PLAINTS I I I 1 I t I J I 4 I I I IC0NPLAIHTS 

................................... , .......... , .......... l••········ •········•• I••········ ······················•·········· 
I • I I I • I I 

RU CTION, LOCAL U HJECT . snu I 1 I t I I • t I O I O • • 1 
I c J .2;0 I 1 0. 11., I I o.o;o I c a.ox, I , o.oic, • , 1.07. 1 I I , J ,2;0 

····--···············----······-·-· 1-···-·-···1·-······-·•--·-······1······-···1··········1-·--··-·-·•··-··-····•-··--··-··· 
PAIN I 1 • t . t I t I O I t I • l 

I I J .tlC ) I I 0. 17.1 I I lt.01.J • I I.Dl!I I ( 0 , 0l! I I ( D,Dl!I • I I J.21.1 

------·--············-·············1······-···1·--····-·-1--·-·-·--- •-------·--•·-·---·--- l·------·-·1··-·-·····1··········· 
STSTEffIC I 1 I l I O • t I O I O I I 2 

I ( :s.z;o I ( J .Z,:, I I 0 .0l!I • ( o. t l!I I ( a.or. , I I o.or. , I I I 6,5)0 

--------------------------------------------------------------------------------
1 I • I • 

WHOLE IIOIJY/GEHERAl I l I l I O I O I O I It I I t 
I f J.21.1 I ( J.t:o • C 0.01., I C 0.01.1 • I o.o:o • I o.Ol!I I I I 6.5:o 
• I • I I • I I 

FATIG\Jt/Mf:AKNUS I 1 I 1 I I I t I O • 0 • • ! 
• c J.2x 1 I , J.2r.1 I c a.ox, I c o.ox1 • c o.or.1 I c o.ox , I I , ,.,in 

-··-----------·-----····--·----·---1-··-······1·········-•··········•·-·······-1·-·-·····-1·--····---1··········1··---·-----
PERSOMS NI TII Cllffl't.l lKTS I t I l I o I t I D I t I I 2 

I C 6.5,0 I f J ,Z:0 I f D.0l!I • C o . t l!I • C 0.07.J • l 0 ,0Y.I I I C 6,51.J 

·-------·-----·--------··---·······•···-···--·1·---------1··---·-···•---···-·-·1·-···-····•--·--·-···•····· ·····1··········· 
Prll90N5 111TH NO C011PU I NT9 I H I JO • Jl • :n I Jl • J1 I I 2' 

• , , :s .57.1 I c 96.a,o I uoo .ou I noo.ox, I noo .o:o I uot.ox, I • , ,:s.5,o 
--·-··-·················-··········1········-·1····---···1·-········1····-··--·1-···--···-•···-······1------····1·----------
P£1190N9 Htllt NO DITA I a I I • I I t I O • I I • O 

I I t .D7.I I I 0 ,11. J I I D.OY.I I I 1 . 01.1 I I o,o;,:, I I 1 .0:r.1 I I I 0 .01..1 

0 
Q 

"" rv 
11' 
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Table 2 (cont.) 

PATJtHT tOUff CLINICAL tct1PLAINTS 
RECOHllttlANT HEPATITIS 9 VAtttHE 

PATIENT CLASS• HEALTH CARE PEASOtlNEl 

• TOTAL VActltl£ES ( 31 PATIEHTSI - DOSE 3 I 
1--------------------··-·------···----··--·-··-----·-··-·-··--·----··-·-----1 
• OATS POST VACCINATION I NUlfflER 

tllNttAl •--·--·----·--········--·····-··---------·---·-··--·-··----·---···---·······-I Wint 
tOtlPlAitlTS • D • l • I! • 3 I 4 • 5 I ICOt1PU1NTS 

•••••••~•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••••••••a••••••••••••••• 
• • • • • • • • IIUCTIOH, LOCAL UNJttT. SITU • l I l I l I I • O • I I I r 
• ( 9.1!7.I I ( 3.l!Y.I • ( ].!1.1 I I o.o:o I I o.o:o • C o.oie, • • I 6.SY.I 

----·-·--·--········-···---···-··--1---·-···-·•-········-1·······-·-1··-·····--1-·--·--··-1······--··1-··--·----1----·---·--
PIIIH • o I l I l I o I o I o I I z 

I I 0.0)0 I I J.l!Y.I I I J.l!Y.) I I I.DY.I I I I.DY.I I I D.OY.J I I I 6.S:'-1 
I I I I I • • I 

STIFFNES9-'TIGtlTNHS I l I O I O I I I I I I I I l 
I I J.2Y.I I I 1.0Y.J I ( o.o:o I I o.OZl I I O.OY.I I ( O.OY.I I I I '.!l.2Y.I 

··-··--·-·····-···-············-···1----··-··-1-····--·--1·····---·-1····-·--··1···-·-····1-·-·-----·1-···-··---1·-·-·------
SYSTE"IC I l • l • t I l I O • 0 I I '.!I 

• I J.2)0 I I J.l!XI • I 6.57.1 I ( :,.2:0 I I O.OY.I I I o.o:n I I I 9.7XI 

MfOLE 900Tl'Gnt!RAl • 0 l l 0 0 • t 
0.0)0 I J.2,0 I J.21.1 ( D.OY.I ( 0.07.1 I 0,07.1 I 6.5Y.I 

HUDACH! I • l l 0 ID • I! 
( ,.o;o ( J.tlO ( J.ZZJ ( 0.0)0 I 0.01., ( II.DY.I ( 6.5Y.I 

IJJC:ESTIVf SYSTI!:" I • • l 1 0 0 1 
• I I.OY.I I 0.07.1 ( J.t:o ( J.l!Y.I ( 0,1?.l ( D,DY.I ( J.z;n 
I 

lllARRHEA I • • I 1 0 0 l 
I< I.OY.I I 1.0%1 I J.l!Y.I I J.UO ( O,IDl!I ( I.IY.I I J.l!Y.I 
I 

NERVOUS 9Y9TE" • l • D 0 ID • l 
J.tY.I ( •. ,x, I 11.0:0 ( 11.0:0 I O.Ol!J ( ,.uo ( J.2:0 

VEATI601DtUttlUS • 1 I I I O I I I o I t I I 1 
I f J.tXI I ( 0.0%1 I ( I.DY.I I C o.o:o • I o.o:'.I I ( ,.o?.I I I ( , J.l!Y.I 

·······-····-··--··-·-··--·---·····1·-·-·····-1·--·-·-···1···--··-··1···-······1-·········1·--·-·--··•·--·-···-·1··········· 
PEIISOHS MITH COtlt'LAIHT9 I t • t I J I l I I I O I • 5 

• I 6.5l!I I I 6.5)0 I I ,.1;,:1 I C J.2;0 I f o.o:n • I o.o;o I I C 16.11.1 
--······-·-···-----·--·---····-·--·1·····--·-·1-···--····1······-··-1·-·--··-·-1········-·•-·--····-·1-·---·····•····---··-· 
PElf!IOHS NlTH tlO tOf1PLAtHTS I H I t• • ts I ,. I ll I 31 I • t6 

I I 9l.5l0 I f '3.5%1 • I 90.J~I I I 96.eY.I • 1100.07.1 I UOD.01.1 I I I 81.91.J 

0 
0 
\,4 
N ..... 
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Table 2 (c-ont.) 

PATllHT COUNT CltHtCAl Cot1PlAlffTS 
REtOt191HANT HEPATITIS 9 VACCINE 

PATl!Kt CLASS: HE ALTH CARE PfRSIINNEl 

I TOTAl VACCINE£! C JI PATI ENT91 - DOSE J I 
•----------------------------------------------------------------------------0 • OATS POST VACCINATIOtl I HUl18ER 

ClIHtCAl •·••-------••·-··•--·••••••··••·-·······--------·-------------····-----··-·- • NJTH 
CONPLAiflT9 I O • I • t I J I 4 I 5 • ICONPUINTS 

••••••••••••••••••••••••••••••••-• l••••••••••l•••••••••••••••••••••l••••••••••••••••••••• l••••••••••l••••••••••I•••••••••• 
-----------------------------------•----------•----------1----------1 ----------1----------•----------•---------- •-----------
PttlSOH, eintt "° DATA I • I • I • I • I o I • I I • 

I c t .01.1 I t t .OXI I I o.o;o I t 1 .0?.1 I t o.o,o I I 0 . 11. 1 I I I O.D?.I 

0 
0 
1,,-1 
N 
0D 
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Table 3 

PATIEN1' COUNT NAKI..-, TEHPEIIA'YUIIE!I 
lllCOt19lHAMT HEPAlll,lS II VAttIHf 

PATI ENT CLA!l!II HEAllM CARE Plll!IOtML 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINtES C 31 PATl [ Nf!II • DOSE 1 I 
•·······································-······--··--···-·-----·--··-·-····---------·-·-1 
I DAYS POST VACCI NATION I Hln!II 

tlAK TEKPERATURE 1•·-·-·--•--··•••-·-··-···••··•••··--···•-•···••····-········---·--·-··-···-·---·-·-····1 MITH 
C DEC F , OIIAll I I I 1 I 2 I l t '- t S I I I HAK TUff' 

••••••••••••••••••••••••l••n•••••• •••••••••• •••••••••• •••••••••• ••••••••••!•••••••••• ••••••••••l•••••••••• l••••••••a• 
I I I 

HORIIAL I 1 1 1 1 l I I I l 
I C J .61.) C :J.T/. ) C J .T/. J I :J .T/. 1 C J .T.1.1 I C J .1:0 I C J .t:o 
I t I 

< 99 I U rt U 25 Z4 I Zit I U 
I I 12,ll!I C n.si!J C es.uo I 92.6'0 I 89 .91.1 I C 92.JY.l I f 67 . 71.1 
I I I 

,, • 99., I 4 J J o o I l I 6 
I I 14.JlO I Jl .17. J l 11 , l lC I I l , Oi! I I l , Di!I I I J.81.1 f I 1'. 4i!I 
I I I 

I OI - 100. , I o l O o 1 I O I Z 
I I 0 ,0)0 I J. TX I C o.o;o I 0. 111. 1 1 :J . 7i'.) I I 0 .01.) I C 6.s:o 
I I I 

lH • 101 . , I o o o 1 1 I o I 1 
I l 0 . 01., C 0 .01.1 l o .or.1 ( J ,T/. 1 I J, 71.1 I C 1 ,07.l I C J.z;o 

---···-···-·-·-···-·-···1·-·-·---·-1·-···-····1···-······1-·····-·-·1-··-·-···-1·····-·--·1-·-·····-·········-··1·-········· 
nNPHATimE TAKEN I H I n I 21 I 21 I 21 I 26 I I n 

I I to . J 1. I I I 8 7,U!I I I 8 7.llO I I 8 7. Ul l I I 87 ,llO I t &J .97.1 I I 1100.01.1 
······--··-·············1·······•-•l--·-······1····-·····1·····-·-··1-·---·····1·· ········1·-··················1·-········· 
lfflPtRATURE NOT TAKEN I :J I 4 I 4 I 4 I 4 I 9 I I 0 

I I , . 7l'. I I t 11! .91.J I I U ,9lCI I I U.91. 1 I I U ,9XI I C 16, l Y.l I I I o.o;o 

Q 
0 
~ 
rv 
,0 
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Table 3 (cont.) 

PATIENT COUNT IIAX111U11 TEtff'ERATUsrES 
RECottBINAHT HEPATITIS 8 VlCCINt 

PATIENT ClASS: HEALTH CAR! PERSOf!HEL 

I TOTAL VACCINtE9 I Jl PATIENTSI - DOSE 2 I 
1---------------------------------------------------------------------------------------• • DAYS l'OST VACCINATION • Nllffl!ER 

NAX ttHl't:RATURE •-------------------------------------------------------------•-------------------------• MITH IIIEG F. MAU • O • l I ! • J I 4 • 9 • • • flAX TEIIP ................................................... .,. ....•..........•...•...... , ................................. , ......... . 
I • I I • I • • 

<9' I u • ttt • ts I n I u • u • I to 
• c 1a.6lO I c as. r1.1 I , 96.2,0 I , u.a:r., I , .s.aio I 1100.oio I • , . 11.,r.1 
I I I I • I I • 

99 - 99.9 • s I 4 I o I 1 I 1 I • I • 7 
I , 11.,:r., I , 1,.11., I , o.o;o I , •.tin I , •.uo • , o.oio • I I u.or.1 
I I • I I • • I 

100 - 1110. 9 I 1 I o I 1 • o I t I o I I 1 
t , J.61.I I c ,.o:r.1 I I s.ar., I c o.or.1 I c 0.0:r.1 I , 0.0:r.1 I • c ,.,1., 

-----------------------•----------•----------•----------•----------•----------1----------1---------------------•-----------lEIWEIIATURE TAKEN • ea • 211 1 2' 1 2' I '" I n I I 20 
I r 90.JY.I I I 90.Jl!I I ( eJ.9l!I I l 11.•1.1 I c 11.«1:o I I 1•.2:r.1 I I I 91.J?.l 

-----------------------l----------1----------1----------l----------l----------l----------l---------------------•-----------
n""t1tAnJ111E NOT TM.EN I J • J I s I 1 • 1 • • I I J 

• 1 ,.no • c ,.1x1 I , 16.t:r.l • c u.,in • , u.,:r., • c es.e:r., I I , ,.n1 

0 
0 .... .... 
0 



!TU!JT I 0817 
TRUTMNT 
lOT NUteER CK44• 
D0!11: I 10 HC8 

Table 3 (cont.) 

PATIENT COUNT 11AXIt1Utt TEl1P£RATURES 
RECClt111IHANT HEPATITIS 8 VACCINE 

PATll:NT ClAS!I HfAllll CAR! PfR!HlNNEl 

I TOTAL VACCINUS t Jl PATIENTS I - DOSE J I 
l---------------------------------------------------------------------------------------1 f DAYS POST VACC1"ATIOM I HUt18ER 

nax TEnPERATUAE 1--------------------------------------------------------------------------------------I Wint 
I DEG F, ORA Lt I O I I I ! I J I 4 I 5 I I I ff Al( TEHP 

nn••••••••••••••••••••l••••••••••I•••••••••• •••••••••• ••• .. ••••• •••••••••• ••••••••••l•••-•••••l••••••••••l•••••••a•• 
I I I I 

NORMAL I 5 I 5 s s S s I I s 
19.ZXJ I t 1'.27.J I 19.21.1 I 19.ZY.I I H.01.I I 19.!i'.I I I I 18.SY.I 

I I I 
< ,, I 17 I to 17 19 19 1, I I 111 

65.47.J I I 76.97.t I 65 •• ,o C 73.1>:t I 76.,:o C 7J.11.I I I I 66,77.1 
I I I 

99 - 99, 9 I 4 I l • l l ! I I J 
, 11.•1.• I , s.11r.1 , n.•r.• , J.BY.I c •.1i1 , 1.n, I I • 11.1:0 

I I I 
llDt - 100.9 I O l Cl O 1 I I I I 1 

I , 0.01.1 I , o.o;r.1 , 1.01.1 I , J.117.1 I t o.o;o I , o.o,o I I , ,.r1.1 

------------------------1----------l----------l----------l---··-----l----------l----·-----I---------------------I-----------
TEHl'rRAT\Jltl! TAKEN I H I H I !6 I t6 I !!J I 26 I I Z7 

I I "·'"' I I 8J.9:'.I I I SJ.9JO I I 8J.9XI f I 80.6%1 I I SJ.9)0 I I I 87.llO 
------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEffl'EIIUURIE NOT TAKEN I S I 5 I s I s I 6 I s I I " I I 16.1x, I I 1'.llCI I I 16.UO I I 16.UI I I H.4:!I I I 16.Un I I I l!,9,0 

0 
0 

"" 1,,1 .... 



STUOT 
TR[ATI1ENT 
LOT NUHBCII 
DOSE 

D8D7 

I lSIDJ 
l!O ttCG 

Table 4 

PATIENT COUNT CLINICAL COl1PLAINT9 
PLAS11A-OEAIVEO HEPAl~TIS B VACCINt 

PATU.NT CLASS: tlEALTlt t._l! fltll90HHU 

• TOTAL VACCINE£5 ( 25 PATIENTSI - DOSE l • 

•------------·---------·---·-·-------·---·-·----·-·--------·-·----·-·--·---·-• • DAYS POST VACCINATION • t«JMBER 

CLINICAL •···-----··----------·-·-·-·-··----·-·-----•---···•·------••••··•······-·-·-· • NJTH 
cottPLAINT9 I D I 1 • z I J I " I s I l cot1PLA1Mn 

••••••••••0 ••••••••••••••••••••••••1••••••••••1•••••••••• ••••••••••••••••••••••1••••••••••1•••••••••••••••••••••1•••••••~•• 
I I I • I I • • 

RUCTION, LOCAL CINJECT. 9lTEI • J I l • I • l • I • I • • J 
I l U.01.1 I l 4.0Y.I I C 4.0Y.I I I ft.DY.I I I 4.0Y.l I I •• DY.I I I I lt.Dl!l 

-···---·---·-·-------------·----·-·1-----·----1---·------•--·-·--···1----··----•·-··-··--·•·····-----•-·-·····--1--·-·---·--
pA 1N I z I 1 I 1 I 1 I 1 I 1 • • e 

• C e.0XI I f 4.0l!I • I 4.0lO I I 'r .DlO • I 4.D)!I I I 4 .0XJ • • ( e.o;o 
I I I I I • • I 

STJFFNU!I/TICHTNH9 I I I O I O • o • o I o • • 1 
I I ,.oz, I C o.o;o I C 0.07.1 J I 0.0lO • I O.0l!I I ( I.OZI I • ( 4.0lO 

-·-·-·--- ·-·-·-·-·-·-·-·····-··----1-·-··---·-1····-·-·--1-·-··--···1-·--··---·•--·-··----•·--··-·---1-------•--l-•---------
!nsnn1c • 1 • J I 1 I 1 • o I • • I s 

l!IIOLI! l!OOYIG(N!AAL 

FATIGUE/14EAICN£SS 

Ill.NHS , NOS 

IIU!ICULOSKtlETAL 

BACI( PAltC 

DI&ESTIVI STSTEH 

DUrnlHEA 

vonnmu 

· • I 4.0ZI • C 12.0Y.) I C ,.o:n I I 4 .0Y.I I I 1.07.) I I o.o:o I • I 20.07.J 

• l I 0 
11 .01.1 C 8.0XJ I O.OXI C 

• D 1 0 
o.ox, ' 4 .01.t I o.oxt C 

I l l ., 
•.o:n I 4.r.1.1 I o.oz, ' 

I D l • o.o:o ' 'r.a;o ' o.o:o ' 
• 0 1 0 

,.o:o I 4.DY.J ( D.OY.J I 

• 0 1 1 
0.0:r.1 I 4 .01.t I 4.07.1 I 

I • l l 
O.Ol!I I 4.0iO C 'r.Ol!I I 

I 0 " 0 
o.o:o C O.0Y.J l O.tY.l I 

• 0 
0. DY.I I a.ox, 

0 ., 
I.DY.I ' 0.0%1 

D II 
O.OY.I I O.0XI 

• D 
1.1?.I I 1.0?.t 

• 0 •. ,x, I 0.0Y.J 

I 0 
4.0l!I I 0.0,0 

l 0 
11.0l!I C o.o,o 

J 0 
4.01.) I 0.01.) 

0 

' O.0l!t 

., 
' t .11. t 

• I 0 .0:r.1 

• 
C 0.01.t 

• ( O.OXI 

0 
( 0.0Y.I 

0 
I 0.0l!I 

0 
C 0.0Y.I 

J 
U.DlO 

l 
4.DY.t 

z 
11.0:n 

1 
... ,u 

l · 
4.0Y.I 

' I . 11.0:0 

r 
I 8.0::0 

l 
I 4.01.J 

0 
0 
~ 
uf 
N 



STUDY 
TI! EA TttUIT 
LOT tuflefl' 
DOSE 

I 0807 

t l !llllJ 
to t1CII 

Table 4 (cont.) 

PATIENT COUNT CLINICAL COfflllAINTS 
PlAsttA·DERJVEO HtPAJITIS 8 VACCINE 

PATIUIT CLA!l!lt HE ALTH CARt l'tR!IONNE l 

• TOTAL YACCINEt!I ( t!I PATJt HT!II - DOSE l I 
1----------------------------------------------------------------------------I • DAT!I POST VACCINATION • NUffllEIII 

CLINICAL 1-------------------------·-·-···-·-·---•·•••------•------•-------·--------·-• WITH 
COttPlll IHT9 • o • 1 I z I J I ,. I , I •conPLA IHTS 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••!••••••••••••••••••••• 
-----------------------------------•----------1----------J----------•----------•----------•----------1----------1-----------
PERSONS MI TH COHPLAINT9 • • • It I I I 2 • 1 I l I • 7 

I I 16.IIY. I I I U, .OY.I I I 8.0l!I I I 8 .0l!l I I lt.OlO I ( •. Ill!) I • I 28.0lO 

----------------------------------- t----------1---------- l----------1----------I----------I----------I---------- I-----------
P£11SOMS &lllN NO COffl>LAlNTS I U I U I U I U • Zit I Zit I I 18 

I , e • .11io I I e to.cr,o I 1 ,z.ol!I I 1 ,t . o:r.1 I 1 96.0l!I I c '6 .111.1 I I « n.o;o 
--------·--------------------------l----------l----------1----------1------·---•----------l----------1------·---1-----------
P£RSON9 MITH HO OAlA I t I t I O • 0 I II I I I I o 

I t 1 .ol'.1 I t 0.01.1 t t o.o;o I t o.o:o I t 11.01., • 1 o.oY. , I I c 1 .oY.1 

0 
0 
u,I ....., 
....., 



STUDT 0817 
TREATHtffT 
LOT NUttB[A I 1910J 
DOS£ I 20 ttCI 

Table 4 (cont.) 

PATlEHT COUNT CLINICAL CottPLAIHTS 
PlA5ttA-DEAivtO HEPAT~TIS 8 VACCINE 

PATIENT CLASS: HEALTH CARE PER!ll»IM(L 

I TOTAL VACCINEES I 2S PATI[NTSI - DOSE Z I 
•----------------------------------------------------------------------------1 I DAYS P09T VlCCJNlTIIJN • NUHBEA 

CLINICAL 1----------------------------------------------------------------------------I NitH 
Cllffl!LAIN'9 I O • 1 • 2 I 3 I 4 I I I ICottPLAJNTS ...•...................•.....••.••. , ..................... , .......... , .......... , ...................... , ..........••......... 

I I • I I • I I 
AUCTIOtf, LOCAL tJNJECT. snt, I 1 I t I a I o • o I • I I 1 

I c 4.ox, I 1 0.01.1 I 1 0.01.1 I , 0.0,:1 • c o.oY.> I I o.o;o I • 1 4.o:o 

-----------------------------------•----------1----------1----------l----------l---·--·-·-1----------1---·------1------··---
PAIH I 1 I O I O I O I D I t . I 1 

I I 4,07.t I 1 ,.o;o I 1 0.07.1 I 1 0,OlO I C ,.o:r.t I I 0.0:r.1 I I .I 4.0l!I 

-----------------------------------•----------1----------l----------l----------l---·------l----··----I----------I-----------
SYsn:tt1c I l I Z I I I o I 1 I o I I J 

I I U.07.t • I e.o:r.1 I 1 fl.0lO I I 0.07.t I I 4.0lO I I I.DY.I I I I 12.0Y.I 

-------------------------------------------------------·---------------------------------------------------------·----------I 
NltOlE BOOY/GENERAL I ' t 1 0 0 0 I J 

u.o:r.1 I e.o:io ( 4.0XJ ( 0.07.I ( •• 07.J ( t.07.1 I c u.a;o 
I 

FATIGtJE/1,!fAKMHS I J z 1 0 a 0 I J 
u.o:o • 8.tlO ( 4.07.1 1 0.01.1 I a.ox, ( t.0)(1 I 1 12.07.I 

I 
ULNt:SS, NOS I 1 0 0 0 D 0 I 1 

4.0%1 1 0.0lO I O.0l!I ( 1.07.1 ( D,Dl!I ( t.0)O I • 'b.o;o 
I 

tlUSCULOS!';£lUAl I 0 1 0 0 0 • I 1 
o.o:o I 4,llO I 0.0)0 ( 0.07.1 ( 0.0)!1 C 0,0,O I I 4,117.1 

I 
IIACII: PAIN I 0 1 0 0 II 0 ' 1 

a.o:o I 4.0)0 I t.01., I 0.01.J ( 0 .01.I I t.o:o • I 4.0XJ 

DIGnnvt SYSTffl I 0 " 0 0 1 • 1 
1.0,0 • •. ,x, I 0.01.1 • 0.07.1 I "•0lO 1 t.o::o I 4.0:0 

STCl1ATI TIS I • • • • 1 0 l 
o.or., C 0.OiCI C o.o;o I 0.07.1 1 -.07.1 I 0.11;,:J , . ~.ox, 

I 
lltAYOUS STSnn I l 0 I 0 0 a 0 l 

4.o;o I 1.ox1 I 1 O'.OiO C D.07.1 I O.OiO 1 0.0>:I C fl.01.1 
I 

VERTtGO.IDIZZIN£S9 • 1 0 I 0 0 0 0 1 
I 4.0l!J C a.ox, I , t.o:io ' a.ax, t o.o;o I 0,0%1 I fl.O:f.l 

0 
0 

"" .... 
"' 



Sl\JDY I D8t7 
TREATNEHT t 
LOT NUt18ER t 1510J 
DOSE I 20 NCG 

Table 4 (cont.) 

PATIENT COUNT CLINICI L COffl'LI INl'S 
Pll stlA-DERIVfD HEPAJ I TIS 8 VACCINE 

PATIENT Cll SSt HE ALTH CARE PERSOM«l 

I TOTAL VACClNlES I 25 PI TIENTSI - DOSE ! I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I MU11BfR 

CLI NICAL l----------------------------------------------------------------------------1 WITH 
COl1PLAIHTS I O I 1 I t I J I 4 I 5 I ICONPlAINT9 

•••••••••••••••••••••••••••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
-----------------------------------l----------1---------- l----------1----------1----------1----------I---------- I-----------
PEll90NS WITH COt1PlAJNTS I 4 I 2 I 1 I o I l I o I I " 

I c 16.or.1 I c a.o:o I 1 • .o:o I , 1.or.1 I c 4.oz, I , o.o:o I I I u.1z1 
-----------------------------------1----------l---------- l----------l----------1----------l----------1----------I-----------
PER!OffS Nim NO C0f1PUJNT9 I ti I U I 24 I 25 I 24 I H I I 21 

I I IJ♦ .07.I I I •2.e,o I C ... 07.I I 1100.0iO I I 96.07.1 I U 00 . 07.1 I I I 84.o:o 
-----------------------------------1···-------l---------- l---------l----------1----------1----------1----------I-----------
PHSOtlS MITH NO DITA I O I O I O I O I O I O I I O 

I I o.or. , I I D.07.1 I ( o.o:o I I 1 ,07.1 I I o.or.1 I I 1 .07.1 I I I 1.0:0 

0 
0 
l.,of 

"" V, 



sn.11n· 
TIIUTHtNT 
LOT Nlffltll 
bO!( 

I 0807 

lSUJ 
20 HCG 

Table 4 (cont.) 

PATl[NT COUNT CLINICAL COHPLAINT5 
PLASNA-DtllIVED HEPAT~TI9 B VACCIHE 

l'ATUNT CLA!l!I: HEALTH CARE PEll!IOMNll 

I TOTAL VACCIN£!9 ( 25 PATl[NTSJ - DOSE J I 
•----------------------------------------------------------------------------1 • DAYS POST VACCINATION • HUHBE:R 

CLINICAL •-----•-------•---------------------•-•---•--•-------------------------------1 WITH 
COffl'UtNTS • t . 1 • 2 I J • 4 I 5 I •cOHPLAINT9 

oo••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 
I I • • I I I • 

IIEACTION, LOCAL UNJ[CT. SITU • t • 0 • 0 • 0 • O • 0 I I t 
• I e.o:o I I 0.01.1 I I 0. 01., I I 0.01., I I 11.01.1 • I •• ,1.1 • • I 8.0:1!1 

-----------------------------------t----------•----------l----------•----------•----------1----------1----------1-----------PAIN • t • 0 • 0 • I I O • 0 I I t 
I C a.ox, I C o.o;o I ( o.o:o • I o.o;n • I O.OY.I I ( 0 .01. 1 I • I 11.0:0 

-----------------------------------•----------1----------•----------•----------t----------l----------•----------l-----------
"ERso11, MITH COl1PLAINTS I ! I I I O I O I O • . t I • t 

I t 8.DY.J I I 0.07.J I I 0.07.J I l t .OY.J I I o,oin I C 0.01.1 I I I a.or.I 

----------------------------------- l----------l----------t----------1----------l----------l---------l----------l-----------,E:11sOHS w11N HO cOHPUINTs I rs I ts I ts I ts I t5 • rs I I 21 
I I ,2.01., I 1100.01.1 • 1100.01.1 I 1101.07.1 • 1100.01.1 I 1100.0;0 I • c '12 . 0Y.J 

-----------------------------------1----------•----------1----------1----------1----------1---------•----------1-----------P£1190ff9 lltffl NO DATA I I I O I O I I I I • t I I 0 
I t t,OY.I I ( O.l",',J I C 0.01.1 I I 0.07.1 I t o.ox1 I I o.07.1 • I t 0.01.I 

0 
0 

"" "" "' 



STWY I 01107 
TRU THENT l 

LDT HUtlB[R 15U J 
DOSE 20 NCO 

Table 5 

PATIENT COUNT HAXll1Ul1 TEl1PERATURES 
PLA5NA-D[RIVED HEPA~ITIS 8 VACCIHE 

PATIENT CLASS: HE ALTH CARE PERSONNEL 

I TOTAL YACCltllES ( ZS PATIENTSJ - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST YACClHATlON I NIR'l8ER 

NAX TEffl'fRAT\JRE l----------------------••--•-•···•------------------------------------------------------1 MITH 
tDEG F, ORALJ I O I 1 I I! I 3 I 4 I 5 I I I "AX TEHP 

a••••••••••••••••••••••• l••••••••••l••••••••••I•••••••••• •••••••••• ••••••••••••••••••••••••••••••I•••••••••••••••••••• 
I 

< n I 19 I te I 20 16 1 11 zo 14 
112 . 6l?J I , 111.sr.1 I c 81.01. , 1 eo.01.1 1 ei.8lO 1 ,s.z;o 1 58.s:o 

I I 
,, - 99 .9 I 3 I s I 3 4 J o 7 

n.o;o I I n. no I I n.or. , ( zo .oio I U .f>)(I I O.OlO I 29. ZY.I 
I I 

110 - 100. 9 I o I o I t o 1 o l 
o.o:o I I 1. 07.J I C o.o,o I , .o;o C It . SY.I C , .or., I 4 .27.J 

. 1 I 
101 - 101.9 I o I o I o o o 1 1 

0.01.1 I c ,. o?.1 I I o.ox, , o.o:o • o.o;o , 4 .87.1 1 4 .21.1 
I I 

lDZ - 1oz. 9 I l I o I o t o o 1 
I C 4 .J1.I I C 11 . 11.1 I I o.o,o ( o.o:o I I o.or., I I o.o::o C 4 .t?.I 

------------------------l----------1----------l----------l----------1----------1----------l--------------------- l-----------
n 11PEIIATURE TAKEN I ZJ I tJ I U I 20 I U I U I I ! 4 

I I 92. 07.J I C 9Z.07.I I I ,z.oio I I 80.0)0 I I 118.0)(1 I I 84 .o:o I I I w..or., 
------------------------1----------1----------l----------l----------1----------I----------I--------------------- I-----------
TEHPERATUIIE HOT TAKl!N I t I Z I Z I 5 I 3 I • I I 1 

I l a .ou I C 11,0lO I I e.ox, I I to.ox, I I u.o;o I C 16.07. ) I I t 4 .0)0 

0 
0 ,.,., 
""' --.! 



ST\IOY : 0907 
TIIEAM NT 1 
LOT MU1BER : 1519J 
DOSE I 20 IICG 

Table 5 (a,nt .) 

PlTilMT COi.ACT NlKI ~ Tlffl'ERAl\Jll(S 
Pll5"l-O(RIVED HEPA~ITIS B VACCINE 

PATIENT CLASS: HEALTH CARE PfRSON«L 

I TOTAL VACCIME£S C ts PATUHTS I - llOSE t I 
1--------------------------------------------------------------------------------------- I I DAYS POST VACCINATION I HJn'BER 

nAX TEnP(RATURE l--------------------------------------------------------------------------------------1 WITH 
I DEG f , ORAL t I O I 1 I t I J I ~ I 5 I I I nA>< TEltP ........................ , ........................................ , ......................................... , ......... . 

I I I 
HOR"AL I 5 5 5 5 I 5 5 I 5 

n.Tl. t C t 0.87.1 I ro.e;o C tJ.&Y. I I C tl.7i0 C tz.n, I C 20. e;o 
I I 

<tt I " u u U I U " I U 
H .67.t c 1O.e,o , 10.e;o c 71,410 I , n.,;o c 12.no I I H.r1. , 

I I 
ff - "· ' I 2 t l l I l 1 I t 

8 .7Y.t I 8 .JY. I C 4 ,17.1 C 4 ,8:0 I C 4 .:,;o C 4 ,SY.I I I 8 , :SY. J 
I I 

101 - 101. 9 I o o l o • 0 O I l 
I , o .OY. t I , o .oY.1 1 4 .2Y.I • 1 o.ox, I , o.oY. , I c o.o:o I I , 4 .tY.I 

------------------------1----------1----------l----------•----------1----------1----------•---------------------I-----------TEnPlRATURr TAKEN I tJ I z, I z• I fl I U I U I I t 4 
I c ,z.01. , I c %.or.1 I c .._ ,oY.1 I , 94,07. 1 I 1 •z.oY.1 I , es .ox, • I 1 96.01. 1 

------------------------1----------1----------•----------•----------•----------1----------1---------------------1-----------TIEHPIERAT\JIU HOT TAKEN I t I l I 1 I 4 I t I 3 I I 1 
I I 8, 07.1 I I 4 .D1. I I I 4 .0Y.I I C 16,0)0 I I e.r,o I I u .o;o I I I 4 .0i! J 

0 
0 
V, 
\,l 
OD 



STUDY : 0807 
TREATHl:NT 1 

LOT NIRfflER I 1510J 
DOSE I U HCi; 

Table S (C'Ollt.) 

PATIENT COUNT NAXIl1Ul1 TEHPERATURES 
PlASHA-DERlvtO HEPATITIS B VACCINE 

PATl £NT CLASS: HEALTH CAR! PERSotfiEl 

I TOTAL VACCI IIEES C 25 PAT IENTSI - DOSE J • 
l---·-·-·-···--···--····-·----·-·-----·-----------------··----------··-····-------------1 I DAYS P0!5T VACCINATION • NUHl!ER 

NAX TEftPERATUIIE 1-------------------·-·-------··-----------------------·---·•------·-·---·--------··-•·•• WITH 
I DEG f, ORAL I I O I 1 I t I J • fl • 5 I I I HA)( TEMP 

o•••••••••••••••••••••••l•••••••••• l•••••••••••••••••••••l••••••••••I•••••••••••••••••••••••••••••••••••••••••••••••••••••• 
• I I I I • • I 

HORHAL I 10 I 10 • 10 I 10 I 10 I 10 • I 10 
• I 11 7.61.1 I C 4 5 .SlO I C 45.57.1 • ( 115.SiO I l tis.s;o I I fl7.6i0 I • C 45.SXI 
I I I I I I I I 

< , , I , I 11 I 11 • 12 I 10 I 11 I I 10 I I tit .91.1 I C !IO.Ol( I I I 45.57. 1 I C 54.510 I I 45.SlO I I 52.itlO I I I 45.Sl!I 
• I I I I I I I 

n - " · ' I t I 1 • 2 I o I t I o I I t 
I I , .s;o I C 111 .SX I I C , .1:r. 1 • C 1 .01.l I I 9. l l(I • C I .OY.I • • I 9.ll(J 

------------------------•------·-·-•··--·-----1-···------l-·--·-·-·· •······----1---·-·····•·-··-······-·---·---·1-·-··---··-
TENPERATURE TAKEN I n I zt I t2 I 22 I 22 I 21 I I 22 

I C &ti.OU I C M .07.1 I C 98 . I XI I l 1111.0".l.l I I M. o;o I I 8 fl.OXI I I C 811.0l(J 

------·--··--·-------·-·1--------·-1-·--··--·-1·---······1··· ···--·-l---··-----1··-·-·····•·······-····-·---···-•··-------·· 
TEflPERATU!IE NOT TAll:IM I 4 I · J • 3 • J I 3 • 4 • I 3 

I C 16.01. 1 I C lt.01.l I I lt. l lO I C U .OY. I I C lt.07.l • I 16 .01.1 • • C lZ.Ol!I 

0 
0 

"' 1.,-f 
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Ht·I\JttE 'RESPONSE AF'TER VACtlNi\TIO~l WITH P.ECO."\SINA!'ff HEPATITIS 8 VACCIHE AS 

co:◄PAP.EO TO THAT A.-""TER PLASHA·DERIVED VACCINE 

R.A.MtIJTH:K, J.KRUININI., H.BAMR·, S.11.SCHALHtt 
Deoertfflents of Virology end Internal l'.edicine, Eruaus Unive,:-sity Rotterdam, 
~otterda:, The Netherlands 

SU!«"~Y 

Thirt1-one individuals {health can workers) were v1cctnated with recllllt>i
nent he~!titis B veccir.e (10 ~9 dose) and their i11DUne response (antf-Hlls) 
was co=iptred to th!t of twenty•five hulth c1re wort.l!n after vacc-ination 
with pl1sma-derived vaccine (20 ~g dose). An:hough the.seroc:onverslon rate 
and the percentage of anti•HBs/a antibodies•~ 110nth 7 were c0111p1rable, the 
geometric 11ean titre of antf-HBs at 110nth 7 was considerably lower for the 

recombinant . vaccine group (857.4 vs. 6736.5 IU/1). However, vaccinees from 
the two groups showing seroconversfon at 110nth 1 hid COllll)&rable titres at · 
lllOt\th 7. Raising the dose ~f HBsAg in the rec0111binant vaccine may favour~bly 
influence the seroconversion rate at 110nth 1 and thereby the i111111ne response 
1fter three injections. 

IHTROCUCTIO.'t 

Only six years ago, 1 pl1s11&·derived vaccine was introduced to overaae 
the world,,tide problem of hep1titls a fnfections. 1 General 1ccept1nce of the 
vaccine, ho'..-ever, has been h11111ered by the hfgh costs and in p1rticul1r by 
dou~ts 1bout the suitlbility of infectious pl1S111 as its source. Public 
concern has wan~ considerably since the disco~ery of hiaan T•cell leubeaia 
virus as I possible cause of the acquired i1111111ne deficiency syndn1112 end the 

possibility of investigating the effic1cy of inactivetion of this -rirvs 1n 
vaccine preparation procedures.1 Meanwhile, an 1ltem1tfve for the latter 
objective his been found in the prepar1tion of hepatitis B surface antigen 
by recoabinant OKA t1chnoloqy· in the yust Sao~n• arwi.ia. 1 

AHhough the yeut recombfunt DNA produced HBsAg polypeptides, unlike the 
nat~ve HBsAg. are not ·glycosyhted, the vaccine thus prepared has prove_n to 
induce protective antibodies during chillll)1nzee challenge studies.• Its 
safety 1nd 1municity in Nn has been detlonstrated by several groups of 
investigators.' • ' • _One of these studies 1s presented here. , 
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Soon after the introduction of the plasma-derived vaccine it was uncertain 
whether an HBsA9/1dw vaccine would protect i91inst HBsAg/ay,, virus infections. 
llowadays it is generally known fron chic:panzee studies u well es experii;ients 
In m,n 1 1 "_ that the antibodies dirtc:ed agtinst the 111ain deter111inant !. 
provide cross pr-otec:tion for infections with strains not incorporated in the 
nccine. 

However; in the :,luma-derivtd vaccine studits 11 1Z it was found that the rela
tive pro:,ortion of anti-KBs 1ntibodies is varilole, which uy partially account 
for hepatitis B infections fo the first few 110nths 1fter vaccination. There
fore, the need to mn1tor the developr.:ent _of anti-t!Ss/a utibod,es after 
vaccinition 1s str1ssed. 

tlATERIJJ. A.'iO NETIIOOS 
Pc:ouhticiri 

The study population con,isted of 56 health a" workers. Rec:011bi111nt 
ncc:fne wu given to 31 individuals (17 f'ema.le, 14 ule; ••n age 32 !. 
2 yr, r1nge 20-59); plama•derived vaccine was given to 25 individuals 
(13 ·feuh, 12 1111le; 11ean age 30 !. Z yr, range 22·53). Plr-ticipants to this 
study were ne91tiv1 for· HBsAg, anti•HBc, and antf-HSs 1nd had a nonial 
alanine transferase level 1t the entr1nce to the study. 
V1cctne 

Par-ticfpants were nc:cln•ted at O, 1, ·• nc1 6 110nths with either • 10 "9 
HBsA9/1dw dost of the recOlllbinant hepatitis 8 vaccine (Herek, Sharp and 
Oohme, lot 972/C-K4•4) or a ZO u9 H8sA9/adw dose of the plasm-derived 

. v1ccine (Herek, Sharp and Oohme, lot 1510 J). RecC1111bin1nt H8sAg used here 
w1s purified by hydrophobic interaction thl"Olllltogr1phy. 1 ' . . 
AsHys 

HBsAg, 1nti-H8c, anti-KBs were 111t1sured in c011111erci1lly available kits 
(Ausri1 II, Corab, and Ausab; Abbott Laboratories, Horth Chic:190, USA). 
The concentration of anti-HBs was calcul ated by the 11ethod of Hollinger 
et al. 1 , and expressed in IU/1 after c011p1rison with the WHO standard pre
p1r1tion (125 IU/1), obufned fr1111 _the Central Laboratory of the Netherl1nds 
Red Cross Blood Transfusion Service, Alasterd•, The Netherlands. Cllculations 
were 111de for positive results in Ausab only (sample/negative control ratio . 
.?_ 2.1). Samples containing 110re thin 200 IU/1 were diluted and retested. 
Dilutions were 11ade in the negative control sel"IIIII fn1111 AuJ1b. Esti11&tion of 
the proportion of 1ntf-H8s/1 •ntibodies was perfonaed according to the 
.-e thod of Hoofnagle et 11. 1' In short, undiluted or diluted ser1 conta~ning 
1000-zooo tptn In Ausab ttere Incubated for 2 h at rooca tet1ptr11ture with 
pooltd K8sAg/ ad , H81A9'ay, i nd nol'lllal hUlllln ~•rum. respectively. Poaled sera 
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included reference sera from Or .A.M.Cour-ouce-~&uty u mentioned in in urlier 
stu~y. 11 Reduction of cpm after incub1tion with nBsAg/ay strains me~sured 

the anti-HBs/1 pr-oportion of the tot1l lfflount of anti-HBs. since the vaccine 
consisted of HB~A~/ii:!w only. The· proportion of inti-HBs/d{w) antibodies was 
obtained by _ subtracting the reduction percenu~e after incubation wHh 
KBsAg/1y pooled serun fr0111 the reduction percentige after incubation with 
KBsA;/1d pooled ser11111. 

R£SULTS 

Table I shows a delayed seroconversion rate fgr the reconibinant vaccine 
group 1s compared to the plasma-derived v1ccfne group fn the course of the 
vaccine study. SIMil1r results were obtaifled for- titres~ 10 lU/1. tl\e 
supposed protective level of antibodies. 

Tl.BL£ l 

SEROCDtlVERSIOll RATE AFTER VACCINATION WITH RECOOlNAICT (10 119) AHO PLASAA

OE:RIVED (20 ll9) VACCiKE IN HEAL TH CAA£ \IORIC£RS 

Month Recombinant Plu1111-derhed RecOlllbfoant Plu1111-derf ved 
vaccine vaccine nccine vaccine 
Percentage seroconversion Pereent&ge &nti-K8s 

! 10 IU/1 

1 19( 6/31) 56(14/ZS) 13( 4/31) 40(10/25) 
z 77(24/31) 9&(22/Zl) 39( 12/Jl) 74(17/23) 
l 90(28/31) 100(25/tS) 74(23/31) 96(24/2S) 
6 94(29/31) lOO(ZS/ZS) 87(27/31) 100(25/25) 
1 100(31/31) lOO(ZZ/ZZ) 100(31/31) 100(22/22) 

Ge011etric aean titres of anti •HBs were significantly lower in the recoEbi-
111nt ncclne group as co111pu,ed to the plasiu-derhed vaccine group at 110nth 
2. 3. 6. and 7 (Tabla II). 

After three injections f11111les had significantly (p < 0.05) higher 1nti
HBs titres tMn 1111les In the recombinant vaccine f"UUP (1412 vs. 468 lU/1) 
but not in the plasN•dertved vaccine group (6036 vs. 7519 IU/1). 

All v1ccinees were ne91tive for HBsAg and anti•HBc 1t 7 110nt11s and had 
nol'Wlll 1l1nine tr1nsferase levels In 111 ser, obtained. Table Ill illustrates 
the Increase of the relative proportion of 1nti-Kls/1 antibodies frum about 
60: at iionth l to ,bout ll>Cn at 110nth 7 following the first injection for 
both v1ccine groups as ae1sured by specific absorption. ln any sample at 
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TASLE 11 

GEOMETR!C HEAN TITRES OF AriTJ-!!Bs Ar.ER \'ACC!li ATIO~I WITH RECOMBH:ANT VACCINE 

(10 ;:g) ANO PLASHA- OERIVEO 'tACCIKE (20 \19) 

Honth R!c0111b,n1nt Viccine Plasma-derived vaccine 
CMT in JU/1 Ci'tT in IU/1 

l 16.S(nm 6)• 19 . 7(n• l4) 
z 13.7(n• 24) 61.8(nm22)0 
3 34.S(n .. 28) 177 .7(n• 25)o 
6 69 .0(n• 29) 291.l(n•Z_S)O 
7 857.4(n• 31) f 736 .S(n• ZZ) o 

1 Responders 011ly Op< 0. 05 Vilcoxon's ...-1nt; sui;i test 

_TABLE III 
DETEPJIINATION or SUBOETt:Rl'IINA."iT SPECIFIC ANTIBODIES AFTER VACCI:iATION WITH 

itECDXBIN"':IT VACCINE (10 \19) A.'lD PLASMA-DERIVED VACCINE (20 1,19) AS OETtil.'IINEO 

BY SPECIFIC ABSORPTION 

tlonth RetOllbinant vaccine Pl11111A-derived vacci ne 
No . : anti• I anti • Ho. I anti- :: I nti-

u~les H8s/a HBs/d samples HBs/a Hls/d 
· (range) (range) 

I 4 60(19- 92)11 39 6 57(22- 99) 42 
2 9 81(40- 98) 17 15 83(25- 99) 17 
3 18 95(74- 100) 5 23 88(26-100) 11 

6 26 99(89-100) 1 24 94(43-100) ' 7 3l 99(90-100) 1 ·22 97(91-100) 3 

1 Deteniin, tion of aritf-HBs/ 1 i nd anti-H8s/d was limited by the • iniCJII 
aaount of ZS JU/1 1nti-118s. 

aonth 7 the proportion of 1nti-HBs/1 antibodi es vas at least 90: . In sera 
with anti-HBs !. 10 IU/1 at IIOllth l , two out of fovr in the recOllbinant 
v1ccine 9r0up and three out of six in the pl1Sllll•derived vaccine group had 
less t han so: anti-His/ a. tn only two cases, one in 11ch group , the anti• 
HBs/a percent, ge at 1110nth l vas above 90, suggesting an anaiinestit response. 
Ge0112 tric ine1n titres for those vaccinees with I positive anti-His response 
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u month I increased to lll:ia IU/1 (n•6) in sera from the recombinant v•ccine 
group and to 13i4B IU/1 (n•l3l in sera fro~ the p1as~·dtrived vaccine group, 
both at month 7. 

DISCUSSION 

Table IV comp1'1!s the l"t!sults cf the immunicity of recOllbinant hep•titis a 
vaccine of Herek, Sh1rp and Oohllle in our study with results of others as 
recently pu!:llished. 1 • ' 1 Severe! lots of vaccine with ■inor differences 
in the purification procedure were used. Comparison is ude \n s011e studies 
w1th earHer results using pl_H.ii&•derived vaccine from the uiae manuf.acturer. 
In our study v1ccination with recombin.ant vaccine and plasma-derived vaccine 
too~ place s1Q~lttneously. Seruftl silllples could therefore be handled similar
ly ind investi91ted with the same batch of na9ents. 

lie found ·anti-H9s dHelopaient during•tne first six 1110nths following the 
first injection very siMil1r to Scolnick et .al. 1 and Jilg et 11.•. After 
the booster ir.jection at month 6 we found, lower g~tric 11e1n t1tre than 
observed by others. The proportion of anti•H8s/1 antibodies, h-ver,. was 
very similar for the two vaccine groups and increased fl'OIII 60: •t t10nth l 
to about 100: •t 110nth 7, 

Interestingly, .we noted high titres of anti-M8s at 110nth 7 for those 
vaccinees who had •lready shown seroconversion 1t 110nth 1, Tftns in this 
subgroup were coaaparable to those 1n early responders fn the pl1s1111-derived 
vaccine group. Since we had the lowest seroconversion rate at .,nth 1 
observed so f•r for recOlllbinant vaccine (1~). this 111y explain the low 
geonietric siean titre lt 110nth 7. The reason for the initial low conversion 
rate in our study is unknown. Sex and age ·difference, with other study 
groups aay have contributed. Sex and age effects Ny have their most pro
nounced influence on v1ccin1tion of we1k responden. 11 11 The highest sero
conversion rate (67i) ind the highest ge0111etric ae&n titre (2749 lU/1) at 
11011th 7 were observed by Pap1ev1n9elou et al.' in _111le recruits aged 17-19 

y&&". 

If our observations can be confinaed fn more extended studies, equalizing 
the dose of KBsAg in the rec0111bin&nt vaccine preparation to ~t of the 
plasma-derived v•ccim! uy favour1bly influence the serocanvers1on rate at 
1110nth l 1nd the an>unt of anti•HBs produced after three injections. 
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TABLE IV 
IHHUNE 'R[SPONS[ AFTER VACCINATION WITK RECOMBINANT AHO PLASHA-DERIVED HEPATITIS D 'vACCIMC AS COHl'AREO FR011 LITERATURE 

Authors Dou GeCll!ttric mean ·titres in IU/1 Ho, Hun 19e . No. of Ni>. of Li>t no . 
Honth IIIC!n Wlllllen 

J 6 7 

Rec0111blnant vaccine 

Scolnlck et s l. 1 10 \19 II 56 611 \905 15 JJ,23-53 10 5 9]4 

Jflg et al. ' 10 1111 9 29 68 21JS 30 ! 5,Zl-34 ll 17 9]4 

P,paevangelou et al, 1 10 pg . 11 198 189 270 55 17-U 55 979 

Davidson and Krugiwu' 10 " ' 4Z 145 321 1911 51 Zl-30 972 

Present 1tudy 
10 "' 

17 35 69 . 057 JI JZ ,~0-59 14\ 11 97Z . 

Pl asma-derived vaccine 

Jllg e t 1 1. 1 20 119 15 164 263 4Z99 41 25,21-32 18 23 

Present s lud)t zo "' 20 117 291 6737 25 30, 22-53 12 ll 

P1panan9elou et 11,1 10 119 4 Z78 oz !IZZ7 50 

0 
0 
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PRDGRM: 

PURPOSE: 

VACCINE: 

PRI ARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

003U7 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 808 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among health care 
personnel who are negative for hepetit1s B virus 
serologic 111arkers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot 972/C-K444 (10 mcg HBsAg/ml) 

Richard E. Samp11ner, M.D. 
Chief, Gastroenterology 
111 G, Veterans Administration Medical Center 
Tucson, Arizona 85723 

Timothy R. Morgan, M.D. 
Chief, Gastroenterology 
Veterans Administration Medical Center 
Tucson, Arizona 85723 

Veterans Administration Medical Center 
Tucson, Arizona 85723 
Arizona Health Sciences Center 
Tucson, Arizona 85723 

DATE STUDY INITIATED: April 3, 1984 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of 25 health care 
personnel of either sex (excluding pregnant women), 
who are negative for HBsAg, anti-HBC, anti-HBs, have a 
nonnal ALT level and have not previously received any 
hepatitis B vaccine. 

STUDY PROCEDURE: Eligible study participants receive a 1.0 ml (10 mcg 
HBsAg) intramuscular injection of vaccine at 0, 1 and 
6 months. Vaccine recipients record their temperature 
and any local or systemic complaints for five days 
after each injection of vaccine. 
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STUDY PROCEDURE: 
(Contd) 

RESULTS: 
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A blood sample is obtained from each study participant 
approximately two weeks before the first injection of 
vaccine. Post-vaccination blood samples are obta1ned 
at 1, 2, 3, &, e, 12, and 24 months. 

All samples are assayed for HBsAg, anti-HBc, anti-HBs 
and ALT. Samples 111ay be tested for yeast antibody. 
In addition , samples with an ant1-HBs titer >25 mlU/ml 
may be tested for anti-! and anti-{ subtype 
spec if 1 city. 

HEALTH CARE PERSONNEL 

10 mcg Lot 972/C-K444 at 0, 1 and 6 months. 

l. Number Vaccinated: 

In_iection No. 
_L .L _3_ 

25 25 25 

One person who was initially anti-HBs positive 
received vaccine. The subject did not display a 
boost in titer after one injection of vaccine. A 
>50 fold rise in titer was seen after two 
injections. 

One person who was anti-HBc positive prior to 
vaccination and 1 month post vaccination received 
vaccine. In all subsequent serum samples the 
person was anti-HBc negative. The subject 
remained HBsAg negative with . normal ALT levels 
through g months of fo 11 ow-up and became ant i-HBs 
positive at 2 months. There has been no report of 
clinical illness in this individual. 

2. Serologic Results: 

Sero logic data at 7-8 months are available for 23 
study participants. 



RESULTS: (Contd) 
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At 7-8 months, 96% (22/23) vaccine recipients 
seroconverted ( S/N ~2. 1) and deve 1 oped protective 
levels of anti-HBs (mlU/ml ~10). The GMT for al 1 
vaccinees was 1711.5 mIU/ml at that time. Among 
responders with a titer of S/N ~2.1 and mIU/ml ~10 
the Gfi/ll was 2535.7 mIU/ml at 7-8 months. 

By 12 months 95% (19/20) of the vaccinees retained 
an anti-HBs titer of S/N >2.1 and mIU/ml >10. The 
GfJIT for all vaccinees was 631. 7 mlU/ml- at that 
time. 

Ant1-HBs responses at l through 12 months are 
included in Table l. 

3. Clinical Results: 

Clinical follow-up data are available for 25 study 
part1c1pants following the first two injections 
and for 24 participants fol lowing the third 
1nject1on of vaccine. Clinical complaints and 
maximum temperatures reported following each 
injection are provided in Tables 2 and 3. In 
sunnary: 

Clinical Cgffipl.aint 

Injection Site 
SystAlfflie 

1. Frequency by Ingtion No. 
1 2 3 

20 (S/25) 12 (3/25) 21 (5/24) 
36 (9/25) 8 (2/25) 0 (0/24) 

No serious or alarming adverse reactions 
attributabl e to vaccination have been reported. 

ALT Elevations 

Alanine a11inotranferase levels were normal in all 
vaccine recipients except for elevations 
approximately 1.5 - 2 times nonnal, 1n three 
participants. Case no.'b)csihad an ALT level of 62 
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at 8 months. To date subsequent ALT levels for 
this 1nd1vidual have not been reported. Case nos. 

(b) (6) had transient ALT levels of 64 and 90, 
respect1 vely, at l month. A 11 subsequent samples 
through 8 months of follow-up were nonnal. A 
reason for the ALT elevations was not ascer
tained. None of the subjects has showed any 
clinical or serologic signs (HBsAg or ant1-HBc)of 
hepatitis B. 

HBV Markers (Ant1-H8c) 

One vaccine recipient had a 2 month 
post-vaccination serum sample positive for 
anti-HBc. The same serum sarRPle was reported 
negative on retest. All subsequent sal!lples 
through 12 months were negative. The subject 
remained HBsAg negative with nonnal ALT levels. 
There has been no report of cl1n1ca1 illness 1n 
this individual. 
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Table 1 

ANTIBODY RESPONSES FOllOWING VACCINATION WITH REC01'18JNANT HEPATITIS B VACCIME 

0(10(1 
HEAl lit CAIIE PERSOI IIIEl 
10 HCG 
CK444 
a, I , ANO 6 HOUTHS 
HtGATIVE 

I Y. MITH AHU-lfflS I GNT UtlU/IILJ I 
l---------------------------------------l-----------------------------------------------------1 I I I R£SPONOU!S I 
l---------------------------------------1-----------------I-----------------------------------I 
I SIN>= 2.1 I HlU/t1L >z 10 I ALL VACCJHEES I SIN>: 2,1 I HIU/nl >= 10 I 

••••••••••••••••••••••••••••••••w•••••••••••••••••••••••••••••••••••-••••••••-•••••••••••••••••a•a•a•••••••••••-••• 
I 

1 l10NTH I UY. 111/241 11% I 8/241 I 2.6 I t7.9 I U. 6 
I I I I 

2 11014THS I 8 7Y. 120/231 70Y. 116/Ul I 57 .6 I 126.8 I 270,8 
I I I I 

l l10IOHS I ,O:f. 119/UI 81Y. 117/211 I 65 . 0 I 114 . 4 I 186.9 
, 

I I I I 
6 HOIITIIS I '1l( IU/UI (l]Y. 119/2]) I Ill.] I 136.8 I lU . O 

I I I I 
7/8 ttOflTHS I 96l( IU/U I 96l( 122/23 1 I 1711.S I 2535.7 I 2515.7 

I I I I 
lt t10NTKS I 95l( 119/201 9SY. 119/20 I I 631.7 I 945. l I 90.l 

I 

•···R•w•••·····················••·••··········································•·················•················· 

...,.. 

0 
0 
uf 
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STUDY • oeae 
TIU:ATl1tNT 
LOT ta.11191!:R : CK4" 
DOSI' 10 l1C8 

Table 2 

PATIENT COUNT CllNICAl Cot'IPLAJNTS 
REtot'IBIHANT HEPATITIS 8 VACCINE 

PATIENT CLA3S: HEALTH CAR! Pfll!IOHN£l 

I TOTAL VACCJNU:S I 25 PATIENTS I - DOSE l • 

1----------------------------------------------------------------------------• 
• DAYS POST VACCIHATION • HUllt!EII 

CLINICAL •----------------------------------------------------------------------------• MITH 
COt1PLAIMTS I O I 1 I t I J • 4 • 5 I IC011PU1MTS 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••••••••••••••••••••••••••••••••••••••••••••••I•••••••••• 
I I I I • • I I 

REACTIOH, LOCAL UNJEtT. SITU I 5 I 3 I 2 I 2 I 2 • 1 I I 5 
I C 20.07.) I I u.o;o • I 8.0)0 I I a.o;o I C 8.0lO • I 4.07.1 • I I t0.0%1 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PAIH I Z I 1 I I I O I I I I I I 2 

I 8.0lO • I lt.o;o I I O.Ol(I • I a.o:o I C 0.0:r.1 I I ,.o:r.1 • I I a.o:o 

SORENESS I , I • • 1 • 1 I l • l I • " lt,OY.I • C O.OY.I I I 4.07.1 I C It.ox, I 1 4.0XI I I lt,DXI I • 1 16.o:o 
I I • I I I • TENDEIIN!SS I 1 • 1 I a I D I 1 I 0 I I 2 

I .... o:o I I 4.07.I I I o.o:o I I 0.01!1 I I 4.0Y.I • I o.oxt I I I a.o:o 
I • I I I I I 

HOOUU'. FIIIIIMATIOH I D I a I 1 I a I • I 0 I I 1 
o.07.1 I I o.a;o • 1 1t.o:o I 1 0.11(1 I I o.o:o I I 1.0:0 I I I 4,0XI 

ttCltlllOSIS I o I 1 I 1 I l I I I o I I 1 
I , o.ol!t I , ,.ai:, I , 1t.o,n I 1 ,.ol!, I 1 0.0,.1 I I o.o:o I 1 , ,.01.1 

-----------------------------------l----------l--------•-l----------1----------1----------1----------•----------•-----------
SYSn:ntc I " I " ' t I , I t • II I I • 

I I 16.07.1 I I 16.0XJ I I 8.07.) I I 12.0,0 • C a.ox, I I a.o:o I I I 36.0l(I 

----------------------------------------------------------------------------------------------------------------------------
&CHOL! IIOOY/GEffERAl I J l ! I J I D " I c 12.0:0 I •.• ,o I 8.01.) I I 12.0:r.1 I 1t.o:o I O.OXI I 16.0XI 

I I 
F£vtR C TEttP. NOT UPOIITlV I • 0 • O· • l • • 1 

I I 0,07.) I D.Dl(I I I.OT.I I I ••• %) ( 0.0%1 I o.o;o I ft.07.l 
I I 

fATJG\Jt/MtA~HfSS I z l t • t l ·o z 
I I a.o:o I lt.Ol!I I 8.Dl!t I C 8.07.1 I "· 07.1 I a.or., I 8.DXI 
I I 

HUOACltE I t l 1 I • 0 • t 
8.07.) I ,.,,:o C •.11:0 l I •. ,x, I 11.0XI I .. ,:-., I 11.0;0 

I 
IIESPIIIATOSIY I 0 t 0 • II 0 1 J ,.ox, I 8.17.1 ( 0.07.t. I l.9l!I I 0.07.1 ( lt.OXI I U.07.1 

0 
0 
l,J 

•.JI 
rv 



STUDY 
TRfATt1fNT 
lOT 11Utl9ER 
DO!IE 

: 011011 

I CK44♦ 
lO IICG 

Table 2 (oont.) 

PATIENT COUtlT CLINICAL COl1PL AtNTS 
RECOt181NAHT HEPATITIS B VACCIH, 

PATIENT CU !ISI HU LTff CAIi! PER!IOtHL 

• TOTAL VACCIN[E!I I 25 PA TUHTS I • DOS! I I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NllffllER 

CLJHICAL 1----------------------------------------------------------------------------• MITH 
COMPLAINTS • II I 1 I t I J I 4 I 5 • ICOHPLAI NTS .......................................................................................... , ..........•.......... , •.....•..• 

• I • I • I 
SU~SlTIS • O • 1 I III I I I I I I I I l 

O.IIIZI. I 4. 01.I . f O.OZI I I O,OZI I I O.OXI I I 0.17. 1 I I I 4. 07.I 
I • • t I I I 

PHARYIIGITIS ISOSII!: THROATt I O I l • 0 • 0 • 0 I O I I l 
11.or.1 I I 4. 0ZI I I o.or.1 I I o.ar., I I •• ,z, I I O.OXI I I I ~.Or. I 

I 
UPPER RESPIAATOIIY IHFl!CT. , HD!I I • I • I • I a I 0 I l I I l 

11 . llO I I I.OlO I I O.OlO • I I. IIXI I I O.OZI I f 4 .IZ I I I I ♦ .or., 

I I I I I I I 
11115CULOSKELETAL I t I 1 I 0 I 0 I 1 I 1 • I .. 

11.IIZI I f ♦ . 01. 1 I 1 O.OZI I I 1.07.1 I I 4 .0Z) f I 1t .11.1 I I I 16.0ZJ 
I I I I I I I 

tffALGIA I 1 I • • • I 0 I 0 I 0 I I ' . 
4 .0ZI I I 0 .01.I • I O.OZI • I 0.01. 1 I I O.Ol!I I I 0.07.1 • I I 4. 0lO 

I • I I I I I 
HECI( PAIIO I 0 I 0 I • I 0 I 1 I 1 I I l 

1.1i1 I 1 O.Ol'!I I I o.o;o • c O,OXI • I 4. 0l!I I I 4. 0Z I I I I 4, 0XI 

SIIOULDH PAIN • 1 f O I O I O I O f O I I 1 
4.0Z) I I o.a,o I I 0.0"1.I • t o.o;o f I 0. 07.1 I I O.IY.I I I I 4 .0lO 

I I I I I I I 
HECK suFFHEss I e I o • o I o I 1 I 1 I I 1 •. ,x, I I t .0?.) I I 1.07.I I I O.DXI I I .- .01.1 I I 4 .IXI I I f 4 .0Y.J 

I I I I I I I 
mASTHENU I a I 1 I • I a I a I • I I 1 

I I 0.111.J I I 4 .07. I I I 9 .lll!I I I l .lllCI I I 11.o;u I I • • , z, I I I ... oz, 

-----------------------------------t---------- r----------•---------- r----------1----------1----------1----------1-----------
PERSOffs WITH COffl'LAIHTS I II I !I f 4 I !I f 4 I J I I U 

I I JZ.OlO I I 20.0l'.t I I H.Oi'.I I I zo.oz , I I 16.0,0 I I u .a;o I I I 40.0;l,I 

-----------------------------------1----------1----------r----------1----------1 ·---------1----------1----------1-----------n:Rsons WITH NO COHPUINTS I 17 I to • U I 20 I tl I 22 I f 15 
I I 611.91.1 • I 80.07.1 • I 114 .07.1 I I eo.o:o I I 114.1)0 I I 118.07.I I I t 60.0iO 

-----------------------------------l---------- l---------- l----------1----------l----------l---------- l----------1-----------
P£RSOIIS MITH MO OATA I O I I I t • I I I I I • • 0 

I I 1 .17.t I I O. t Y. , I I I.Of.I • I t .OlCI • I O.OiO I I t.07.1 I I I O.OX I 

-

0 
0 

"" Ill 

"" 
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Table 2 (cont.) 
PATIENT COUNT CLINICAL COffl'lAINTS 

RECOl1BINAlfT HEPATITIS B VACCitlt 

PATlfHl CLASS HEALTH CAR! P!RSOtlfff L 

I TOTAL VACCINU!I I U PATIENTS I • 005[ t I 
1·-··--·-···-·-------·--··-·-·--····-··--··········-··-··---·········-·--··-·1 
I U.T!I POST YACCIHATlOH I tM111[11 

CLINICAL I····•·········••·-····•·····•······························ · ................ , MllM 
COt1PlAINT!I I I • l I 2 • l I 4 I 5 I ICOttl'UINTS 

~•••••••o•••••••••••••••••••••-•••l•••••••••••••••••••••••••••••••• l••••••••••l•••••••••• l•••••••••• •a••••••a••••••••e•••• 
I I I I I I I I 

RUCTION, LOCAL IIHJfCT. !IITEI I Z I I I 1 I D I o I o I I 1 
I I 8.0XI If e.OXI I I 4.0XI If O.OXI I c O.OXI • I t. OXJ I I I lt.011 

-··················--·············1···-···-··1··········1··········1··-·······1··········1·-········1··-·······1·······-··· 
SOIIEHESS I Z I t I l I o • I I o I • l 

I I a.ox, • 1 a.ox, I 1 •·••• I c o.ox, I, o.ox, I c ,.ox, I I 1 1z.ox1 
····················-·············1··········1··········•··········1··········1····-·····1·-········1··-·······1·-····-···· 
!IT!ITU11C I Z I 1 I O I l I O I O I I 2 

I I 8.0XI I I 4, 0XJ I I O.OXI I I ,.ox, I I o.o;o I I o.o:r., I I f e.o:o 
-----------------------·------------------------------------------------------ ------------------------------------------~-

• I 
IOiOLE BOOY/G[HERAL I l l 0 l 0 I 0 2 

4. o:o I 4 .01.1 I 0.01.1 I 4 .01.) I O.OXI I I 0 .0:r.1 f a.ox, 
I 

HVU lTfl1ft. HOT UPOltTt:O I I l • a 0 • • • l 
4 .0XI I 0.07.1 I a.ox, I G.01.1 I 0.01.1 I I 1 .0)!1 I f:I.O)!I 

FA1Jmn:/WEAKNE!l9 ' l I 0 l 0 • 2 
• • OX) ' o.ox, I 0,01.1 I •.o:r.1 I ,.ox, I l!I . I XI I 6.01.1 

HEADACHE I 0 l • 0 • • 1 
O.OY.I ' 4.07.) C 0.0)0 f O.D7.1 • 1 .07.I f O.IY.I f ~.01.1 

DI6£ST1VE STSTE" I l 0 0 D 0 • l 
4.0X) f 0. 07.) I I.DX! ' o.o::o I 0.07.1 I 0,17.1 ( 4.Dill 

AIIDOttlNU PUNS/CRAttPS • l 0 • a • 0 1 •. ,:o ' 0.07.) f o.oin ' •• 01.) I o.o:u ' 0 .07.1 • 4 .0lO 

NERVOUS STSTt" I 1 • • 0 • • 1 
••• )0 ' 0.07.) f O.OXI I 0.07.1 I 0.0)0 I 0 ,01.) ' .. . ,x, 

VfllTICO/IIIZllNU!I I 1 I I I O I D I D I I I I l 
I I 4.07.J • I O.OY.J I I O.OXI I I 0,01.) I I O,Di:I • I 1.01.1 I I I 4. D1.1 

··---···-···--·····················•-·········1··········1-·········1··········•··········•·······-·-1··········•-·········· 
PEll!ION!I WltN CDIIPlAJNT9 I l I J I l I l I I I O I • 4 

I I it.ox, • I lt.07.1 I I •• DY.I I I 4. 0)(1 I I •• ,x, I I •• ,x, I I I 16.IX) 

0 
0 
vi 

"" .t:: 



STUDT , eoe 
TIIEATMfflT I 
LOT tuaUt I CK4~ 
005£ 1 10 11CC 

Tabl~ 2 (cont.) 

PATIENT CtlUHT CLINICAL COttPlAINTS 
AECot181NIINT HEPATITIS 8 VACCINE 

PATIENT CLASS: HEALTH CME PERS!lf!HEL 

I TOTAL VACCINUS C 25 PATitNTSI - DOSE t I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCJNATIOH I ~ ER 

CLINICAL l----------------------------------------------------------------------------1 Wlnt 
CDMPLAJNTS I O I l I 2 I J I 4 I 5 I I Cot1PLAI NTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
-------·---------------------------l---------- l---------- l----------1----------1----------1---------- I----------I-----------
PEIISONS NllH HO tottl'lAINTS I U I 22 I 24 I 24 I :!!5 I H I I U 

I C 119.0l'. I I C H .Ol(I I I 96.0iO I I '16.0i!I I 1100.0lO I uoo.ox t I I C 114 .0i!I 

-----------------------------------l---------- l----------l---------- l----------l----------1----------1----------1-----------
PERSOMS NJTK HO DATA I O I O I O I O I O I O I I 0 

I C 0 .0:r. 1 I I 11 .0lO I C 1.0.1. 1 I I 0.0.1. 1 I C 0.0:r.1 I · l O.OX I I I c t .oz 1 

0 
Q 
i.,,I 

I.II 
Ill 



STUDT 
TI!UfflENT 
LOT tM1!1£R 
!JOSE 
PATUNT CLA99 

011011 

C1C<t4" 
10 t1C8 
HEALTH CME PPl!OMl!L 

Table 2 ( oont. ) 

PATIENT COlMT CLINICAL COHPLAlNTS 
RECOltllllUNT HEPATI TIS II VACCINE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES C ts PATIENTSI - 1105£ 3 I 
l----------------------------------------------------------------------------1 • OATS POST VACCINATION I N\fflER 

CLINICAL •----------------------------------------------------------------------------1 NITH 
COMPLAIHn • 0 • 1 • t I 3 I ft I 5 • ICOffl'lAIHT9 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• l•••••••••••••••••••••l•••••••••••••••••••••I•••••••••• 
• I • I • I • I 

AlACTIOM, LOCAL UHJl!:CT. SITU • 5 • 1 • t I 11 • I I O • I 5 
I c to.ei:1 • c 4 .tY.J I c e.s;r.1 I c 0.111.1 I 1 1.11.1 I 1 11 . 0:0 I I I to . ez1 

-----------------------------------•----------•---------- •----------t----------1----------1----------1----------I-----------SOREHESS • 4 • 1 I t I O • I • I • I ft 
I I 16.7Y. I I C 4 .tlO I I e.J?.I I I 1 .117.1 I I o •• Y.I I I 11.07.1 I I I 16.?Y. I 

I • I • • I I I 
TEHOUfllESS • 1 • o • o I O I o I o I I 1 

I I <t.2Y.I • C 0.0iO I I 0.0½1 I C 0.0;:1 I I O.OY.I I I 0 .07. 1 • I I 4. tlO 

-----------------------------------•----------1----------1----------1---------- I----------I----------I----------I-----------
Pllt!ONS NlTH COt1PUINTS I 5 I 1 • t I O I o I O • I 5 

I I 20.11:0 • C 4 .UO I C 11 .31.1 I C D.07.1 I I 0.0;:1 I C 11 .07. I • I I 20. 11½1 

----------------------------------- t---------- t---------- •----------1----------1----------1----------•----------I-----------
PUISOOS NI TK NO tlltl'UINTS • I9 I 23 f ft f t <t I U I t, • I 19 

I C 79.2)(1 I C 95.lllO I C 91 .T/.I I U00.0lO I uoo.o;o I (100.07. t I I I 79. ti!t 

-----------------------------------t---------- l----------1----------1----------1----------t---------- l----------l-----------
PUISOMS w1TK HO DUA I o I • I a I o I o I o I I o 

• C I .DY.I • C 0 ,117.1 I C 0.01. 1 I C 0 . 01.t • C O. l lO I f I .0iO I I C 0 .0iO 

0 
0 
\..a 
\II 
c,,. 
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0808 

CKftftft 
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Table 3 

PATIENT COUNT NAXlfflM TEltPEAATURES 
AECOttBINANT HEPATITI S B VACCINE 

HEALTH CARE PO!IOHH£l 

I TOTAL VACCINEES I 25 PAUENTSI - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VltCIHATIOlf I HJl18EA 

NAX Tl"PERATURE 1•-----·-------·-··---·-----·-----------------·•·····-·------··---------------------·---1 MITH 
C DEC F, Of!All I O I 1 I l I J I ft I S I I I KA)( TUtP 

uaan•••••••••••••••••••• • • a•••••••• l •••••••••• l ••••a••••• l ••••••••••l •••••••••• • •••••••••• l •••••••e•• l •••a•••••• le•a••#■•ae 
I I I I I I 1- I 

< 99 I H I u I n I u I u I 1a I I 1a 
I t e,.n, I c 011.0:0 I c , 2.0:0 I c ee.o:,o I c .o.,x, I , as.r1.1 I I , 12.0,n 
I I I I I I I I 

99 - 99.9 I 4 I 4 I e I 1 I 2 I 2 I I 6 
I c u .11.1 I , H.ox1 I c 1.01.1 I , u .,:o I t • .1:0 I 1 ,.s,o I I 1 2-. .0?.1 
I I I I I I I I 

100 - 100 . 9 I o I o I o I I I o I 1 I I 1 
I c , .oio I c o.o,o I c o.oio I , o. , ;:, I , 0.0;:1 I , • .a:o I I 1 4.o:o 

------------------------ l----------1----------l----------l----------l----··-·-· l•---------1---------------------1-----------
TENPERAME TAKEN I 14 I 25 I H I 25 I 22 I 21 I I M 

I C 96.0Y.I I 1100.0)0 I CU 0.0Y. ) I U 00. t Y.I I C aa.o:c, I I 84 . e;o I I 1100.0:0 

------------------------l----------t---------- l---------- l----------l----···-·-1----------1 ---------------------1-----------
n ,,PERATURE NOT TMEN I 1 I t I t I u I J I " I I o 

I t 4 .o:u I c 0.01.1 I c o.o:o I I 0.01.1 I I lt ,OY.I I t 16. I Y.l I I I o.o:o 

-

0 
0 
VI 
u, _, 



STUDT 
TllEATl1£NT 

I 0808 

Cl(4_. 
10 NCS 

Table 3 (oont.) 

PATIENT COIMT "AKil1lWI T[NP£RATUSIES 
RECOf18INANT HEPATITIS 9 YACCIH£ 

LOT tamaER 
00,£ I 

PATIENT CLASS : NEAL TH CUE PH!ICIMIEL 

I TOTAL YACCIN!ES I 25 PATIENTS t - DOSE Z I 
•-------------····-··-·-·-··------------------------------------------------------------• I OATS POST YACCINATIOH • Nllt111ER 

NAX Tf l1P( RATUllf 1--------••·---···--················•···· ···-····-··•···--·••----·--------------------•·• MI TH 
t O[G F , OHU • t I 1 I t I J I 4 • 5 I I • N,\X TEPII' 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••!••••••••••••••••••••• 
• • • I • I • I flOllrtA l • 1 • 1 I 1 I 1 I l I l I I 1 
I I 'i . 81. 1 I ( 4 .8% 1 I l • • SY. I I l 4 .8l0 • I 4 . 8 )!1 I I 5 . J l!I I I I 4 . lllO 

. I I I I I • I I 
< ,, I n I n I 19 I 1a I 19 I 11 • I u 

I ( ff. 5)0 • I 90 .s:o I I 90.sx, • l as .r.o I I 90.S)!) • I 89. 5)0 • I I 71 . 47.1 
I • I • I I I I 

" - n . 9 I 1 I 1 I 1 I t I l I 1 I I s 
I l 4 .11.1 I l 4 .1%1 I I 4 .SY. I I l , .sin I I 4.1)0 • I S.JlO I I l n. a:o 

-······--·····-·······-·•······--·-1----------l----------l---------- l----·-----1--·-------1--------·------------1····-------TEttf'EIIATUIIE TAKl!N I n I ti I n • ti I n I u I I n 
I • 94, a1.1 I I M.o;o I , a, .ox, I , a1o .ox, I t 84 .0lO • 1 1,. , io • I c 81t .1:o 

---········--------·----•·-·-·---·-1-------··- l--·-------l---------- l·-------··•---------- l----··------····----- l------···--
TUff'lllllUII£ Mill TMtH I " I 4 I 4 I 4 • 4 • 6 I I 4 

• I 16 . 0lO I t 16 . 0lO I I H .tlO I t 16 .0XI I I 16.0lO I I 24.0l!I I I t 16.IX I 

0 
c:, 
I.Pl 
VI 
OD 
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Table 3 (cont. ) 

PATIENT COUNT HAXIHUH T[t1P[AATUR[S 
R[CClttBltl.tNT HEPATIJIS 8 VACCINE 

PATIENT CLASS: H[AlTH CAJIE PfRSQNNEl 

• TOTAL VACCJN£[9 I 25 PATJENTSI • DOSE 3 • 
1---------------------------------------------------------------------------------------• I OATS POST VACCtNATlON I NJ118EA 

HAX TENPERATURE f----------····-··-----------------•------•-·•--·---·-•----------·----------------------1 WITH 
IDEII F, Ol!AU I O • 1 I t • J I 4 • s I • • HA)( TE"' 

••••••••••••••••••••••••••••••• .. •••••••••••••I•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 
I I I I I • I I 

< '9 I 14 • U I 13 • 1t I U • U • • U 
• 1100.0:0 I c •2 • .io • 1110.01.1 • noo.o)(t I 1 9o.•;o I 1100.0:0 • • 1 es.r1.1 
I I I • I • I • 

n - 99. 9 • o • 1 I o • • I 1 I o I I t 
• I 1.0;0 • C 7.11.1 • I 0.0%1 • C o.o:o • C 9.llO I C 0.0-/.t I I C 14.11.1 

------------------------l---------·1----------1----------1----------•---------- l----···-·-1·--------------------1-----------TENPfRAT\lllE TAKEN • 14 • 14 • 1l • 1t I 11 • 1l • • 14 
I 1 56,07.1 I c 56.o;o • 1 si.o:o • c 48.oio I c 44.o:o I , s2.o;o • I , 56.o:o 

-----------------~------ l---------- •----------l----------•----------1----------1----------1---------------------1-----------TENPERATUR£ HOT TAKEN • 11 I 11 I 12 I U I lit I 12 • • 11 
I I 44 .0)(1 I I ti♦ .o:o I I 48.01.I I I SZ.0l!I • I 56.0iO I I 49.0l!I • I I lt4.01.I 

0 
0 
vi 
;JI 
.0 





PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

STUDY LOCATIONS: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

PROCEDURE: 

25291/1 
1/3/86 

00360 

Alum-Adsorbed Yeast Recombinant Hepat1t1s 8 Vaccine, 
Study 809 

To evaluate antibody and clinical responses to various 
doses of vaccine in the following initially 
seronegative populations: 

1. Healthy Ch11dren (1-11 years of age) 
2. Healthy Adults 

Yeast Recombinant Hepatitis B Vaccine 
Lot H 972/C-K444 (10 mcg HBsAg/ml) 

985/C-K732 ( 5, mcg HBsAg/ml) 

Drs. Stanley Plotkin and Stuart Starr 
Division of Preventive ~d1c1ne 
Joseph Stokes, Jr. Research Institute 
Children's Hospital of Philadelphia 
34th Street and Civic Center Blvd. 
Philadelphia, PA 19104 

The Pediatric Medical Associates 
420 Township Line Road 
Havertown, PA 19083 

George A. Starkweather, M.D. 
1001 Pennsylvania Avenue 
Havertown, PA 19083 

February 2, 1984 

In progress 

The study population consists of healthy children 
(ages 1-11 years) and healthy adults who are negative 
for HBsAg, anti-HBc, and anti-HBs, have a nonnal ALT 
level and have not previously received any hepatitis B 
vaccine. 

Children 1 n the study receive a O. 5 ml ( 5 mcg HBsAg) 
or a 0.25 ml (2.5 mcg HBsAg) intramuscular injection 
of lot# 912/C-K444 vaccine at 0, l and 6 months or a 
0.5 ml (2.5 mcg HBsAg) or 0.25 ml (1.25 mcg HBsAg) 
injection of lot# 985/C-K732 vaccine according to the 



PROCEDURE (Contd): 

RESULTS: 

25291/2 
1 /3/86 

00361 

Study 809 

the same time schedule. Adults receive a 1.0 ml (10 
mcg HBsAg) intramuscular injection of lot# 972/C-K444 
vaccine at 0, 1 and 6 months. Vaccine recipients (or 
the parent or guardian in the case of a minor) are 
asked to record their temperature da1ly for five days 
after each injection of vaccine and to record any 
local or systemic complaints that they may have during 
this period. 

A blood specimen (10-15 ml) is obtained from each 
prospective vaccine recipient one to two weeks before 
the first vaccination. Post-vaccination bleedings are 
obta 1 ned at 1 , 3, 7 and 12 months from some of the 
children and at 2. 6, 8 and 12 months from others. 
Post-vaccination bleedings are obtained from adult 
vaccine recipients at l, 2, 3, 6, 8, 12 and 24 months. 
The samples are assayed for HBsAg, ant1-HBc, anti-HBs, 
and ALT. Samples niay also be tested for yeast 
antibody and those with an anti-HBs titer ~ 25 mIU/ml 
may be tested for the proportions of anti-! and anti-d 
activity. 

HEALTHY ADULTS: 

10 mcg Lot I 972/C-K444 at 0, 1, and 6 months 

l. Number Vaccinated: 

Injection No. 
_1_ J_ _3_ 

18 17 17 

2. Serolog1c Results: 

Serolog1c data are available for 11 participants 
at 7/8 months. One hundred percent (ll/11) of the 
subjects seroconverted (S/N ~2.1) and developed 
protective levels of anti-HBs (mIU/ml ~10) at that 
time. The GMT at 7/8 months for a11 vacc1nees was 
955. 7 mIU/ml. 

Among the participants with serology data 
available at 12 months, 100% (12/12) were positive 
for anti-HBs (mlU/ml ~10). The GMT for all 
vaccinees was 448.7 mIU/ml. 



RE SUL TS (Contd) : 

25291/3 
l /3/86 

3. 

Study 809 

Refer to Table 1 for ant1-HBs responses and GMTs 
for other t1M intervals. 

Clinicaf C0111plaints: 

00302 

Clinical follow-up data are available for at least 
17 participants after each injection. The overall 
frequencies of complaints are presented below. 

Type of 
Complaint 

Injection 
Site 

Systemic 

Freouencv in I bv Iniection No. 
l 2 3 

17(3/18) 24(4/17) 6(1/17) 

6(1/18) 6(1/17) 12(2/17) 

Refer to Table 2 for listings of specific clinical 
complaints by injection number. f!laximum 
temperature data are provided 1n Tables 3. 

There were no serious or alann1ng reactions 
attributable to vaccine. 
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STUDY 
TRE ATMENT 
LOT NUMBER 
DOSE 
PATIENT CLASS 

0909 

CK444 
10 MCG 
HEALlHV ADULTS 

Table L 

PAT!eNT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

-- - --- ---- ------------------------------------------------------------------------------------------------------------
I TOTAL VACCINEES ( 18 PATIENTS) - DOSE 1 I 

l----------------------------------------------------------------------------1 
DAYS POST VACCINATION I NUMBER 

CLINIC AL 1------------------------------------------------------ ----- -----------------I WITH 
COMPLAINTS I O I 1 I 2 I 3 I 4 I 5 I I COMPL AI NTS 

··································· 1· ········· 1····· ····· 1· ········· 1·········· :·········· 1·········· 1·········· 1·········· 
REACTION. LOCAL (INJECT. SITIE) I 3 I O I O I O I O I O I I 3 

I ( 16 . 7%) I ( 0.0%) I ( O.Oll.) I ( 0 . 0%) I ( O.Oll.) I ( O. Oll. ) f I ( 16 . ?ll.J 
-------- ------ -- -------------------1----------1----------1----------1----------1----------1----------1- -- -------1-----------

SOREHESS I 2 I O I O I O I O I O I I 2 
I ( II . Ill, ) I ( O. Oll. ) I ( O. Oll.) ( ( O. Oll. ) I ( O. Oll.) I ( 0 . 0%) ( I ( 11.l ll ) 
I I I I I I 
I, Io I 01 01 01 o I I 
I ( 5.6%) I ( O. Oll. ) I ( O.Oll.) I ( O.Oll.) I ( O. Oll.) ( O.Oll.) I I ( 5 . 6 11 ) 

STl f FNESS/TIGHTNESS 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
SVSTEr.tlC I 1 I O I O I O I O I O I I I 

I < s .sll. J I < o.Oll.) I < 0.011-, I < 0 . 011,J I < 0 . 011,1 I < 0.011,J I I c 5 . 6 ll J 
---------------------------------- -------------- ---- --- ------- ----------- ----- --- -- ------- ------------ ----

WHOLE BODY/GENERAL 

FEVER (TEMP. HOT REPORTED) 

HEADACHE 

I 
5 . 6 1' ) 

1 
5.6,) 

1 I I 
o I o I o o I 

0 , 0ll.) I ( O. Oll.) I ( 0.0%) ( 0 . 0%) I 
I I I 

o I o o o I 
O . Oll.) I { O.Oll.) ( O.Oll.) ( 0 . 01') I 

I I 

0 
0 . 0'11) 

0 
O.Oll.) 

' 5.6"-) 

' 5. 6ll.) 

o o o 01 01 I 1 
( 5.6ll. l I ( 0.01') ( O. Oll ) ( O.Oll) ( 0 . 0,1 I < 0 . 0, 1 I I ( s . 6,) 

;;;;~~S-WtTH- COMPLAlNTS------------1------3---1------0--- ------0---1--- ---0--- ------o---,------o---,----------1------3----

--------- - --I- <_ 16 . 71' )_,_ < __ o.o,i.J __ < __ o.o,i. J_I_ c __ o.o• >_j_c __ o.011,1 -1- < __ o . o%J _, _________ _ ,_<_ 15:111,J __ 

PEIISONS WITH NO COMPL AINTS I 15 I 18 18 I 18 I · 18 I 18 I I 15 
I ( 83 , 31' ) I (100.01') (100 . 0ll.) I {100 . Dll) I (100 . 0ll) I (100 . 0%) I I ( 8J . 3ll ) 

-----------------------------------1----------1----------1----------1---------- 1----------,----------1----------1-----------
PERSONS WITH HO DATA I O I O ( 0 I O I O I 0 I I 0 

I ( O.Oll.) I ( 0 . 0,1,} I ( O. Oll. ) I ( O. Oll. ) I ( O. Oll) I ( 0 . 0%) I I ( O. Oll ) 

-- -··--- ----

0 
0 

"' a-
~ 



STUDY 
TREATMENT 
LOT HUMDl!R 
DOSE 
PATIENT CLASS 

0809 

CK44 ◄ 10 MCG 
HEALTHV ADULTS 

Table 2 ,cont) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS B VACCINE 

I TOTAL VACCINEES ( 17 PATIENTS) - DOSE 2 f 
1----------------------------------------------------------------------------, I DAVS POST VACCINATION f NUMBER 

CLINIC AL l----------------------------------------------------------------------------1 WITH 
COMPLAINTS I O I 1 I 2 I 3 I 4 I 5 I I COMPLAINTS 

·············· ··········· ·········· :· ···· ·····1··········1·········· 1 ··········1··········1··········:··········1·········· 
REACTION, LOCAL (INJECT , SITE) I ◄ I O I O I O I O I O I I ◄ 

I < 23.S'4l I < o,o"-> I < o,o,r.J I < o.o%J I ( 0 . 0,r.1 I I o . OY.J I I < 23 . 5,r.J 
-------- ---------------------------1----------1----------1-------- --1----------1----------1----------1----------1-----------

SORENESS I 4 I O f O I O I O I O I I 4 
I ( 23 . 5'4) I ( O.OY.) f ( 0.0Y.) I ( 0.0%) I ( 0 . 0%) I ( 0 . 0"-l I I ( 23 .S,r. ) 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
SVSTEMI C f O I O I O I 1 f 1 I 1 f \ 1 

I c o . o.,_ J I < o . OY. > I < o. o,_ > I < 5 . 9,r. J I I s . 9,r.1 I I s . 9,r. 1 I I < s . g,r. > 
------------------------------------------------------------------------------------------ ---------------------------------

1 I I I I 
RE SP I RA TORV I O I O O I 1 I 1 I ) ) 1 

o . o,r.J I < o.o,r.) < o . o,r.J I < 5 . 9,r.J I c s.9'41 l ~ . 9%1 I I c s . 9,r.J 
I I I I 

PHARVIIGITIS (SORE THROAT) I O I O O O I I I I I 1 
0 . 0%) I ( 0.0'4) I ( 0.0'4 ) ( 0 . 0,.) I ( 5,9,r.) ( 5 . 9%) I I ( S.9,r.) 

t I I I 
UPPER RESPIRATORY INFECT., NOS I O I O . 0 1 I 1 0 

I < o.o,r.J t < o.o,r.) < o.o,r.J < s.e,., I < s . 9'4J I 0 , 0,.1 I < 5.9%J 
PER~ONS-;;~H-COMPLAlNTS--- ---------1---- - - .. - - · 1------0---1------0---1------1---1------,--- ------1---1---------- ------ ◄----

! c zJ . s,r.J I < o . o,r.J I C o.o,r.J I < s.9,r.J I I 5 . 9,r. J I I 5.9%1 I l 23 . 5%1 
-----------------------------------1 --- -------1----------1---------- 1- -- -------1----------1----------1- --- --- --- ----- ------
PERSONS WITH NO COMPLAINTS I 13 I 17 f 17 I 16 I 16 I 16 I I 13 

c 76.5%) c100.011.1 I c100.o,i.1 I c 94.1.,_l I I 94.111.l I I 94 . 1%) I I< 76 . S'!l.l 
-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
PERSONS WI TH NO DATA I O I O I O I O I O I O I I 0 

I < o . o,r.) I c o.o'4J I C o , o,r.) I l o,o,.l I I 0 . 011, 1 I I 0.0,.1 I I l 0 . 011.1 

0 
0 
u,I 
0-
\JI 



STUOV 
TREATMENT 
LOT NUMBER 
DOSI!. 
PATIENT CLASS: 

0809 

CK444 
10 NCG 
HEALTHY ADULTS 

Table 2 (c:ont) 
PATIENT COUNT CLINICAL COMPLAINTS 

RECOMBINANT HEPATITIS 8 VACCINE 

- ------------------------------------------------------------------------------I TOTAL VACCINEES ( 17 PATIENTS) - DOSE 3 I 
1----------------------------------------------------------------------------1 
I OAVS POST VIICClH,HION I NUMBER 

CLINICAL l-----------------------------------•----------------------------------------1 WITH 
COMPLAINTS I O I 1 I 2 I 3 I 4 I S I I COMPLAINTS 

·································••1••······••1••······••1••······•·1••······••t••······••1••······••1••······••1••········ 
I I I I I I I I REACT I OH, LOCAL (INJECT. SITE) I O I D I D I O I o I ' I 1 
I ( o . O'llo) I < D.O'llol I < s.U'llol I o.O'llol I < D,0%1 I < o.O'llol I I I s,9,.) 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
SORENESS I O I O I 1 I O ) 0 ) 0 I I I 

I I O. 0'11,) I I O, 0'11,) I ( 5 . 9'11,) I ( 0. o,r,) I ( 0 . o,r, I I ( 0 . 01') I ( 5 . 9,.) 
-----------------------------------1----------1----------1----------1----------1----------1----------1 -- --------1-----------
SVSTEMIC I 1 I I I 2 I 2 I I I O I 2 

I l S . 9'l) I ( 5 . 9'11ol I I 11.B'llo) IC 11.Bll.l I< 5.9ll.l I< 0.011.) I I I 11 . B'llol 

RESPIRATORY 

UPPER RESPIRATORY INFECT., NOS 

MUSCULOSKELETAL 

NECK PAIN 

SHOULDER PAIN 

ARM PAIN -

OTHER 

DIGESTIVE SYSTEM 

I 
01-.RRHEA I 

( 

( 

1 
5 , 9,r,) 

I 
!1.911.) 

0 
0 , 0,.) 

0 
0.0'11,) 

0 
0.0'11,) 

0 
0.0'llo) 

0 I 
0 .Oll) I ( 

I 
0 I 

o.o,.> I ( 
I 

0 I 
0,0'11,) I c 

I 
5 . 9,r,) 

I 
5,9,.) 

0 
0. O'llo) 

0 
O.O'llo) 

o I 
0.0111 I 

0 
0 , 0'11,) 

0 
0,0'11,) 

0 
0.0'11,) 

0 
0.0'11,) 

I 
I 
I 

I 
·I 
I 

I 
5,9'11,) 

I 
5.911) 

1 
5.9111 

I 
5 , 9'11,) 

' 5,9'11,) 

0 
0.0'11,) 

I I 
5 .9 ... , I < 

o.~,.) I c 
I 

0 I 
0.0,c,1 I c 

' 5. g,r,) 

' 5.9'11,) 

' 5,911,) 

0 
0.0'-) 

0 
0. O'I.) 

1 
5,9'11,) 

0 I o. o,., I I 
I 

I I 
s . 9'11ol I < 

I 
I I 

S , 9,C,) I ( 

----- ------------ --------------
1 

5 . 9'1.) 

' 5 . 9'11,) 

0 
D,O'llo) 

0 
o . o,r,J 

0 
0,0'11,) 

0 
0.0%) 

0 
0.01'} 

0 
0.0'11,) 

0 I 
o.o,c,) I 

( 

( 

( 

0 
0 . 0'11,) 

0 
0.0'11,) 

0 
0 , 011,) 

0 
0 , 0,.) 

0 
0.0'4) 

0 
0,0Y.) 

0 I 
o . o'lloJ I 

1 
0 I 

0 . 0,r.1 I 
I 

0 I 
0 . 011,1 I 

' I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

I ( 
I < 
I 
I 
I < 

I 
5 , 9ll.) 

I 
5 . 9'11,) 

I 
5 . 9'11,) 

1 
5 . 9'11,) 

I 
5.9'11, ) 

1 
5 , 9'11,) 

I 
5 . 9%) 

I 
5 , 9'11,) 

I 
5 . 911,) 

0 
0 
~ 

0-
0-



STUOV 
TREATMENT 
LOT NUMBER 
DOSI! 
PATIENT CL ASS , 

0809 

CK444 
10 MCG 
HEALTHY ADULTS 

Table 2 (cont) 
PATIENT COUNT CLINICAL COMPLAINTS 

RECOMBINANT HEPATITIS B VACCINE 

I TOUL VACCINEES ( 17 PATIENTS) - DOSE 3 I 
1----------------------------------------------------------------------------1 
I OlVS POST VACCINATION I NUMBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O I 1 I 2 f 3 f 4 I 5 I I COMPLAINTS 

0 0•••••••••••••••••••••••••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• ••••••••••1•••••••••• 1• ••••••••• 
I I I I I I I I 

muse,, I o I o I o I I I o I D I I 
I ! o.o" J I < o.O"l I < o.o"> I C 5 . 9%) I < o.o'IL> I I o.o"> I I c 5 . 9"> 

-----------------------------------1---------- 1----------1----------1----------1----------1-------- --1----------1-----------
PERSONS WITH COMPLAIHTS I I I I I 3 I 2 I I I O I I 3 

I ( 5. 9") I ( 5 . 9") I ( 17. 6%) I C I 1 . 8%) I ( 5 . 9") ( 0 . 0 %) I I ( 17. 6l') 

-----------------------------------1----------1----------1----------1----- -----1------ ---- ----------1---------- 1-----------
PERSONS WITH NO COMPLAINTS I 18 I 16 I 14 ( 15 I 18 17 I · I 14 

I < 94. l'!L) I t 94. 1'll I < 112.4%) I < 811 . 2%1 I ·< 94. 1") < 100.0"> I I < 82.4"1 
-----------------------------------1----------1----------1----------1----------1---------- ----------1----------1-----------
PERSONS WI TH NO DATA I O I O I O I O I O ( O I I 0 

I ( 0 . 0%} I ( 0 . o" l I ( 0 • 0% l I ( 0 • 011.) I ( 0 • o" l I ( 0 • O'!L) I I { 0 . O'llo) 

0 
0 

"" c,-
...... 



STUDY 
TREATMENT 
LOT HUMBER 
DOSE 

0809 

CK444 
10 MCG 

Tablte _, 

PATIENT COUNT MAXIMUM TEMPERATURES 
RECOMBINANT HEPATITIS B VACCINE 

PATIENT CLASS : HEALTHY ADULTS 

I TOTAL VACCJNEES ( 18 PATIENTS) - DOSE 1 I 
1---------------------------------------------------------------------------------------1 
I DAYS POST VACCINATIOl'I I l'IUMBER 

MAX TEMPERATURE l---------------------------------------------------------------------------------------1 WITH 
( OEG F. ORAL) I O I 1 I 2 . I 3 I 4 I s I I 1 MAX TEMP 

······················•• 1••······••1••······•• 1•• ······•• 1••······••1••······••1••·· ····•· 1••·······•1••······•• 1••········ 
l'IORMAL 

< 99 

99 - 99 . 9 

101 - 101, 9 

I I I I I I I I 
I 21 3 I 3I 31 3 I 31 I 

l8.2t.) I ( 21.4%) I ( 23.111) I ( 23.1'11) I ( 21 . 4%) I ( 21.AlL) I I 
1 I I I I I 

7 I 10 I 10 I e I 11 I 9 I I 
83.15") I < 11 . 4,.) I C 76.91') I C 61.5'11) I ( 78.6'11) I I 64.31'1 I I 

I I I I I I I 
1 I 1 I o I 2 I o I 2 I 'I 

9.1 ... ) I ( 7.llL) f ( O . OlL) I ( IS,4lL) ( 0 . 0 ... ) I ( 14 . 3 ... ) f I 
I I I I 

I O O O DI 01 I 

3 
21 .4lL) 

6 
42.9,C,) 

4 
28.Gll.) 

9 . 1,.) ( 0 • Q'll,) ( 0 . 01' J ( 0 • 0 '11, J ( 0 . 0'11) I ( 0 . 0'11) I ( 7 , I% J 
------------------------,---------- ---------- ---------- ---------- ----------1----------1--------------------- ---- -------

, 1 14 13 13 14 I 14 I 14 
( 81,1'11) ( 77.8,C,) ( 72.2,C,) ( 72.21') ( 77.8%) I ( 77.8'11) ( 77 . 8,C,) 

TEMPERA~~RE-NOT-TAKEN---1------7---1------ .. --- ______ 5 _________ 5 ___ ------ .. ---1------.. ---1---------------------,------4----
I < 38 . 9"1 I < 22 . 2t.J ( 21 . &'lll < 27.Bt.l I ( 22 . 2,.J I c 22 .n> I I c 22.2'!IJ 

TEMPERATURE TAKEN 

0 
c:, 
u,I 
c,
CIII 



STUDY 
TREATMENT 
LOT NUMBER 
DOSE 
PATIENT CL ASS : 

0809 

CK444 
10 MCG 

Table 3 (cont) 
PATIENT COUNT MAXIMUM TEMPERATURES 

RECOMBINANT HEPATITIS B VAC(INE 

HEAL THY ADULTS 

I . TOTAL VACCJNEES ( 17 PATIENTS) - DOSE 2 I 
l---------------------------------------------------------------------------------------1 
I o-.vs POST YACCINIITION I NUMBER 

MAX TEMPERATURE 1----------------------------------------------------------------- ---------------------1 WITH 
(OEGF .. ORAL) I 0 I 1 I 2 J 3 J 4 5 I IMAX TEMP 

~·····················•• 1••········ ·········· ········••1••······••1••·····~·· .......... ········•• 1••··· ···••1••········ I I I I I 
NORMAL I O I I I I 1 I 1 2 I 0 

t c o . oll.J I < 10.0•> < 10.0•1 I < 10.0""1 I c ,, . ,,.,, < 22 . 2,.,, I c o.o.,.,, 
I I I I I 

< 99 I 10 I 8 1 I 8 I e s I 6 
I (100 . oll.) I c eo.o•> < 10.o•J IC 80.0ll,) IC 88.9ll.l < 66 . 7ll,J I c so.o,., 
I I I I I 

SIii - 00. 0 I 0 I 1 2 I 1 I O I I '°' 
I c o .o,.,, I c 10 . 0,,_l I c 20.0ll.l I c 10 . 011) I < o.Oll.l < 11 . ,.,.,l I c •o.O,.l 

------------------------1----------1----------1---------- ----------1--------- - ----------1---------------------1-----------
TEMPERATURE TAKEN I 10 I 10 I 10 10 I 9 9 I I 10 
------------------------1-(-58 . 8%1_1- c_s8.8ll,J_l_c_s8.8ll,J __ c_s8.8ll, J _\_<_s2.9%1 _ 1_c_s2.0%J -1------ -- - ------ --- --- 1-c_se.e"" l __ 
TEMPERATURE NOT TAKEN 1 1 1 1 I 1 1 I e I e I I 1 

I ( 41.2ll,) I ( 41 , 2ll, ) I ( 41 . 2ll,) ( 41.2ll,) I ( 47 . lll,) I ( 47. Ill,) I I ( 41.2%) 

0 
0 
ul 
c,
-0 



STUDY 
TRl!ATM~NT 
LOT NUMBER 
OOSE 
PATIENT CLI.SS 

0809 

Cl<444 
10 MCG 

Table 3 (cont) 
PATIENT COUNT MAXIMUM TEMPERATURES 

RECOMBINANT HEPATITIS 9 VACCINE 

HEALTHY ADULTS 

I TOTAL VACCINEES ( 17 PATIENTS) - DOSE 3 
---------- ----------------------------------------------------------------- -- ----------1 

DAYS POST VACCINATION I NUMBER 
MA~ TEMPERATURE 1-----------------------------------------------------·-------- ----- ------- -- ------- ----I WITH 

(DEG F . OflAL I I O I 1 I 2 f 3 f 4 I 5 I I I MAX TEMP ............... .. ... .... , ...... .... , .......... , .. .. ...... ······ ··••1• •····· ·••1••········ .......... , .......... , ..... .... . 
I I I I I I I 

NORMAL I 1 I I I 2 I f 2 f 1 I I 1 
I c 12 . s ,. l I c 12 . S'II. ) I< 28.6,.1 < 12 . S'll.l I< 25 . 0'll. l I< 12 . s'II.) I I c 12 . s11> 

I I I I I I I 
< 99 6 I s I • 1 I s I 1 I I 6 

t I 75 . D'Kl I t 1s .o,.> t < 57. ,,.1 c 87 . 5 '11. ) I c 62 . s ,. > I c 87 .Sll l I I c 1s.011> 
I I I I I I I 

99 - 99 . 9 I 1 I t I o o I o I o I I o 
t < 12.s,. > I I 12.s'll. l I c o.o'II. ) C o.o'II. J I c o.o'II. ) I < o.0'11.l I I < 0.011 > 
I I I I I I I 

100 - too. 9 I o I o I o o I 1 I o I I o 
I < 0.0'11. l I < o.O'II. I I < o . 0 '11. I c o . O'll. l I < 12 . s'II.J I I o . 0'll.l I I < o.o'II. ) 

I I I I I I 
101 - 101 . 9 o I o I 1 o I o I o 

I ( 0 . 0 '11. ) f ( 0. Oll ) ( t 4 • 3'11. I ( 0 • o,c,) I ( 0 . 0 '11. ) I ( 0 . 01. l I ( I 2 • 5'!C.) 

------------------------ ----------,---------- ---------- ----------1----------1---------- ---------------------1 --- ---- ----
TEMPERATURE TAKEN I 8 I 8 7 8 I 8 I 8 f 8 

I ( 4 7.1 '11. ) f ( 47.t ll ) ( 41.2'11.) ( .. 7.1 ll ) ( 47.1 '11. ) ( 47 . 11, ) . I ( 47 . 11.) 
------------------------1----------1---------- ----- ---- - ----------1----------1----------1---------- -----------1-----------
TEMPERATURE NOT TAKEN I 9 I 9 10 9 I 9 I 9 I I 9 

I c s2 . 9 ll l I c 52 . 9,. l C 58 . 8 '11. ) c 52 . 9 '11. l I C 52.9'11.l I < 52.9'11.) I I < 52 . 9 '11. ) 

0 
0 

"" ..... 
0 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

251&1/1 
1 /7/Bf> 

00371 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 811. 

To evaluate antibody and clinical responses to several 
<lose levels of conmerc1al hepatitis B plasma derived 
vaccine (H-8-VAX) and yeast recombinant hepatais B 
vaccine in the following populations who are initially 
seronegative for hepatitis B virus markers: 

l. Predialysis Patients 
2. Health Care Personnel 

Yeast Recombinant Hepatitis 8 Vaccine 
Lot# 974/C-K446 (20 mcg HBsAg/m1) 

Hepatitis 8 Plasma Vaccine 
Lot# 1510J (20 mcg HBsAg/~1) 

Peter J. Grob, M.D. 
Section of Clinical I111nunology 
Department of Medicine 
University Hospital 
Halde11weg 4 
CH-8044 Zurich 
Switzerland 

U. B1nswanger, M.D., Professor 
Department of Me<licine 
Nephrology Section 
University Hospital 
Zurich 

C. Descoeudres, ~.D. 
Heniod1alys1s Station 
Inselspital 
Berne 

A. Blumberg, M.D., Professor 
Nephrology 
Kantonspital 
Aarau 

A. Hany, M.D., P.O. 
Hemodialysis unit 
Kantonsspital 
W1nterthur 

H. Iseli n, ~. D. 
Hemo<lialysis Unit 
Neumunster Spital 
Zurich 



SECONDARY 
INVESTIGATORS: 
(Cont.) 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

25161/2 

1 /7 /86 

Study 811 

K. Zaruba, M.D., P.D. 
Hemod1alys1s Station 
C1ty Hospital Waid 
Zur1ch 

W. Herwig, ~.D. 
Hernodialysis Station 
Kantonsspital 
Chur 

H.-J. Gloor, ~.D. 
Hemodialysis Station 
Kantonsspital 
Schaffhausen 

J. Nadig, M.D. 
Hemodialysis Unit 
Kantonsspital 
Winterthur 

H. I. Joller-Jemelka, M.D. 
Section of Clinical I11111unology 
Department of Medicine 
University Hospital 
Zurich 

University Hospital 
Haldeliweg 4 
CH - 8044 Zurich 
Switzerland 

April 10, 1984 

In progress 

00372 

One study population consists of 59 predialysis 
patients who have rena1 disease with functional 
impairment or end-stage renal disease that will 
shortly require dialysis treatment. The other 
population is comprised of 11 health care personnel. 
Subjects in both populations must be adults of either 
sex (pregnant women excluded). They must be initially 
negative for all hepatitis B serologic markers, have a 
normal ALT level, and must not previously have 
received any hepatitis B vaccine. 



PROCEDURE: 

251&1/3 

1/7/86 

00373 

Study 811 

Pat;ents are randomly assigned to one of 5 groups. 
Health care personnel constitute a sixth group. 

Vacc1ne/Oose/Regiraen 

Recombinant vaccine; 0.5 ml ( 10 mcg) 
at 0, l and 6 months 

2 Recombinant vaccine; 1.0 ml ( 20 mcg) 
at 0, 1 and 6 months 

3 Recombinant vaccine: 2xl.O ml (40 mcg) 
at 0, 1 and 6 iaonths 

4 H-8-VAX; 1.0 ml (20 mcg) 
at 0, 1 and 6 months 

5 H-B-VAX: 2xl.O ml (40 mcg) 
at 0, 1 and 6 months 

Recombinant vaccine: 0.5 ml (10 mcg) 
at 0, 1 and 6 months 

All injections will be intramuscular. Patients in 
Groups 3 and 5 will have the vaccine administered in 
divided dose (i.e., 2 injections - one injection in 
each of two contralateral limbs). 

Vaccine recipients will be asked to record their 
temperature for 5 days after each 1nject1on and to 
note any local or systemic complaints. Study 
participants will be bled 1 to 10 days prior to 
vaccination to verify eligibility for the study. 

Fol low-up samples wi 11 be obta 1ned at 1, 3, 6 and 8 
months following the initial vaccine injection. Blood 
samples w111 also be obtained at 12 and 24 months from 
subjects who are positive for anti-H8s at 8 months. 
All serum samples will be assayed for anti-HBc, 
ant1-H8s, HBsAg and ALT by the investigator, and may 
be assayed for yeast antibody at MSDRL. In addition, 
participants who show an ant1-HBs titer ~ 25 mIU/ml 
wi 11 have their seru111 tested to determine the 
proportions of anti-! and anti-~ activity. 



RESULTS: 

25161/4 
1 /7/86 

Study 811 

HEALTH CARE PERSONNEL 

10 mcg Lot ,f974/C-K446 at 0, 1, and 6 months 

1. Nul'llber Vaccinated: 

Iniection No. 
_1_ __2_ __3_ 

11 8 8 

2. Serolog1c Results: 

00374 

Serology data are available for seven part1c1pants 
at 7/8 months. Eighty-six percent (6/7) of the 
subjects seroconverted for anti-HBs (S/N :!:2.1) at 
that t;me, Eighty-three percent (5/6) developed 
protective levels of anti-HBs (mIU/111 ::10). The 
GMT at 7/8 110nths for all vaccinees was 275.1 
1111U/ml and 1076.6 mIU/ml for responders with a 
titer of mlU/ml ~10. 

Among subjects with serology data available at 12 
110nths, 83% (5/6) were positive for antt-HBs 
(mIU/ml ~10). The G'4T at that time was 44.1 
111IU/ml for all vaccinees and 324.9 mlU/ml for 
responders w;th a titer of mIU/1111 ~10. 

Refer to Table l for ant1-HBs responses and GMTs 
through 12 months of follow-up. 

3. Clinical Complaints: 

Clinical follow-up data are available for at least 
six participants after each injection. The 
overall frequencies of complaints are presented 
below. 

Type of 
Complaint 

Inject ion 
Site 

Systemic 

Frequency in% by In1ection No. 
__ ,_ 2 3 

0(0/7) 0(0/7) 0(0/6) 

28( 2/7) 0(0/7) 17 ( 1 /6) 



RESULTS (CONT.): 

25161/5 

1 /7/86 

00315 

Study 811 

L1stings of spec1f1c clinical complaints are not 
presently ava1 lable. There have been no reports 
of serious or alarming reactions attributable to 
vaccine. 



Table 1. 

Antibody Responses Among Health Care Personnel 
Following Vaccination with 10 mcg Injections of Yeast Recombinant 

Hepatitis B Vaccine Lot# 974/C-K446 at 0, l, and 6 onths 
1n Study 811 

% ( Proport 1on) 
"11th Anti-HBs GlllT {mlUtmll 

Tinie All ReSl!Onders 
("1onths) S/N ? 2 .1 mIU/1111 ~ 10 Vaccinees S/N ~ 2. 1 mIU/ml ~ 10 

1 0 (0/9) 0 (0/9) 0.3 

3 38 (3/8) 38 (3/8) 2.4 77 .5 77.5 

6 38 (3/8) 25 (2/8) 2.2 63.1 225.0 

7/8 86 (6/7) 83 (5/6)* 275. 1 * 1076.6* 1076.6* 

12 83 (5/6) 83 ( 5/16) 44.l 324.9 324.9 

* Based on 6 subjects (5 responders) for whom numeric titers are available. 

25161/6 
l /1/86 

00376 





PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

OATE INITIATED: 

DATE COfllPLETED: 

2340I/l 
1/18/86 

00317 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 813 

To evaluate ant\body and cl1n1cal responses to several 
dose levels of yeast recombinant hepatitis B vaccine 
among the follo~ing populations: 

1. Health Care Personnel (Seronegative) 
2. Preimmune Adults 

Yeast Recombinant Hepatitis B Vaccine 
Lot 972/C--1(444 (10 IIIC9 HBsAg/ml) 
Lot Bl9541/18071/C-l220 (10 mcg HBsAg/0.5 ml) 
Lot 85860/22123/C-fll125 (20 mcg HBsAg/ml) 
Lot 8586l/22124/C-flll26 (10 mcg HBsAg/ml) 

Morton Davidson, H.D. 
New York University Medical Center 
University Hospital 
560 First Avenue 
New York, NY 10016 

Saul Krugman, M.D. 
Professor 
Department of Pediatrics 
New York University Medical Center 
550 First Avenue 
New York, NY 10016 

New York University Medical Center 
University Hospital 
560 First Avenue 
New York, NY 10016 

February 1, 1984 

In progress. 



STUDY POPULATIONS: 

23401-2 
1 /18/86 

00378 

Study 813 

Under the ori gi na l protoco 1 and subsequent addenda, 
the following groups of health care personnel are 
included 1n the study. Participants may be of either 
sex, but pregnant women are excluded. ln1t1ally 
seronegat1ve subjects have not previously received any 
hepatitis B vaccine . 

Addendiln l!o. Olaracteristics ~ V•cdne tot Ho. 11 Regiatn 

lniti• l ln\t\al ly so 972/C-K«4 10 nq (1.0 111) at 
protoa>I se~tive 0 , I , and 6 m:,nths 

Add. , 1 Initially so 972/C-K«4 S 111eg {0.5 ml) at 
seronegati ve O, 1, and 6 mnths 

Add. f2 Initially so 972/c-u, 4 2.S nic:g (0.25 ml) •t 
seronegallve 0, I, and 6 111011ths 

Add . t13 Initl i lly so 819541/18071/ 10 IIIC9 (0.5 1111) at 
seronegative C-L220 O, 1, .rid 6 n,nths 

Add. IC Initially so 8\9541/18071/ S mcg (0.2S 111) • t 
seronegative C-L220 o, 1, and 6 months 

Add. ,s Initially so 85860/22123/ 20 mcg ( 1.0 111) at 
~tive; ~125 O, l, and 6 nonths 
~ years of •ge 

Add. #5 Initially so 85861/22124/ 10 ,neg (1.0 ml) at 
seronegat i ve; ~\26 0, l, and 6 months 
~40 years of age 

Add. 16 Vaccinated 3-5 yrs 100 8586 \/22124i 10 IJIC:9 (1.0 ml) at 
previously with C..ftl26 tillll! 0 
pl .aaa derived 
hepatitis B vaccine 
(HEPTAVAX-8) 

Add. 7 Vaccinated pre- 50 85861/2212'1 S acg (0.5 ml) !2!: 
viousty t1ith C~ l26 10 11eg (1.0 •I) at 
three 2.S Meg tilll! 0 
doses of l'KC!llbi-
nant vaccine under 
Add. 12. 



PROCEDURE: 

RESULTS: 

23401-3 
l /13/8& 

00379 

Study 813 

Participants receive intramuscular injections of 
vaccine according to the regimens outlined above under 
STUDY POPULATIONS. Those enrolled under addendum #5 
who fail to develop antibody following 3 injections of 
vaccine or have only a transient response that becomes 
negative by 12 months after the first dose 11ay receive 
a fourth injection of vaccine. 

Participants wi 11 be asked to record their temperature 
for 5 days after each injection of vaccine and to note 
any local or systemic complatnts. Unexpected or 
serious reactions are to be reported i11111ediately to 
the study physician. 

Blood samples will be obtained from the initially 
seronegative groups prior to and on the day of the 
first vaccination. Follow-up samples will be obtained 
l, 2, 3, 6, 8, 12 and 24 months after the initial 
injection of vaccine (initial protocol and addenda 
#1-5). Follow-up samples from persons vaccinated 
under addendum #6 are only taken 1 month after 
vaccination while persons enrolled under addendum #7 
have blood samples taken 2 weeks, 4 weeks, and 6 
months after vaccination. 

Blood samples w111 be assayed for HBsAg, antt-HBc, 
ant1-H8s and ALT by Dr. Krugman I s laboratory and raay 
be assayed for yeast antibody by the Merck Sharp and 
Dohme Research Laboratories. Samples with an anti-HBs 
titer >25 mIU/ml may be tested to determine the 
relat1ve proportions of anti-! and anti-& activity. 

HEALTH CARE PERSONNEL: 

2.s mcg lot 972/C-K444 at 0, 1. and 6 months 
5.0 mcg lot 972/C-K444 at 0, 1, and 6 months 
5.0 mcg lot 1807I/C-L220 at 0, 1, and 6 months 
10.0 mcg lot 972/C-K444 at 0, 1, and 6 months 
10.0 mcg lot 18071/C-L220 at 0, 1, and 6 months 
10.0 mcg lot 22124/C-f/1126 at 0, 1, and 6 110nths 
20.0 mcg lot 22123/C-f/1125 at 0, 1, and 6 monts 



RESULTS: 

23401-4 
1/13/86 

00380 

Study 813 

l. Number Vaccinated: 

Injection t4o . 
Dose Level Lot ...L _2_ ...L 

2.5 mcg C-K444 61 61 60 ( Addendu11 #2) 
5.0 mcg C-K444 60 59 58 ( Addendum #1) 
5.0 mcg C-L220 61 61 57 ( Addendum #4) 

10.0 mcg C-K444 62 59 53 (Initial Protocol) 
10.0 mcg C-L220 62 62 56 (Addendum #3) 
10.0 mcg C-M126 1 3 -- ( Addendum #5) 
20.0 mcg C~125 7 4 -- (Addendum #5) 

2. Serologic Results: 

Seven/eight month serologic data are available for 
40, 43, and 36 participants in the 2.5 mcg, 5 11eg, 
and 10 mcg dose regimens, respectively. Anti-HBs 
responses at that time are sunniarized below: 

Gm' (IIIU/al) 
Dose 1, with Anti-Has All Resoonden 
Level SIN ~2.1 mIU/inl ~10 Vaccinns S/~ ~2.1 111IU/11l ~10 

2.s mcg 100 (40/40) 91 (39/40) 291.S 291.S 321.5 
S mcg 98 (W43) 95 (41/43) 523.8 625.1 693.9 

10 mcg 100 (36/36) 100 (36/36) 1509.3 1509.3 1509.3 

Serologic results are not presently available for 
the 7 participants who have received 20 mcg 
injections of vaccine. 

Refer to Table 1 for ant1-HBs responses and GMTs, 
by dose regimen, through 12 months of follow-up. 



RESULTS: (Contd) 

23401-5 
1 /13/86 

00381 

Study 813 

3. Clinical Complaints 

Clinical follow-up data are availabl e for at least 
60, 78, 77 , and 2 part1c1pants after each injection 
in the 2.5 mcg , 5 mcg, 10 mcg, and 20 mcg dose 
regimens, respectively. The overall frequencies of 
complaints are presented below 

Type of Oose Freauencv in I bv In-1ection 
Com11laint Level 1 2 3 

Injection 2.5 mcg 21 (13/61) 12 ( 7/61) 5 (3/60) 
site 5 mcg 22 (27/121) 11 ( 13/119) 12 (9/78) 

10 mcg 30 ( 38/129) 15 ( 18/119) 17 (13/77) 
20 mcg 0 (0/6} 0 (0/2) 

Systemic 2 .s mcg 13 (8/61) 3 (2/61) 2 ( l /60) 
5 mcg 17 (20/121) 13 (15/119) 6 ( 5/78) 

10 mcg 16 (20/129) 11 (13/119) 5 (4/77) 
20 mcg 17 ( 1/6) 50 (1/2) 

Refer to Tables 2 through 5 for listings of specific 
clinical complaints by injection and dose regimen. 
Maximum temperature data are presented 1n Tables 6 
through 9. 

Reaction Possibly Related to Vaccine 

A 23 year-old female developed prurittc hives on her 
back and legs within 24 hours of receiving the first 
10 mcg injection of vaccine lot t-L220. All SYflll>toms 
resolved by day 4 post vaccination. The subject 
received the second injection of vaccine and within 24 
hours again developed hives on her back, ams and left 
hand. All symptoms resolved by day 4 post vaccination. 
She received the third injection of vaccine with no 
evidence of hives. The subject's medical history is 
significant for an allergy to contrast dye (developed 
hives during adm1n1strat1on of dye for CAT scan). The 
development of h1ves post injections one and-two i~ 
considered probably vaccine related. 



PUBLICATIONS: 

23401-6 
1/13/86 
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Davidson Fil, Krug11111n S. lmmunogen1c1ty of recombinant 
yeast hepatitis B vaccine. Lancet 19B5; 1:108-9. 

00382 

0av1dson M, Krugman S. Recombinant yeast hepatitis B 
vaccine: Side effects and irnmunogenicity compared 
with plasma-derived hepatitis B vaccine. Submitted 
for publication to Hepatitis Scientific Memoranda. 
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Ant\body Responses lllnong ln\th11ly S.ronegative Me•lth C.re Personn.1 Following 
VacclNtlon with 10, S, and 2.5 111eg Injections of Yeast Recnlnant Hepatitis B V•cclne 

at 0, 1, and 6 l'IOnths ;n Study 813 

10 IIICG S n:a 2.5 .:a 
I 11ith Anti-Mis CfIT (■Ill/all 1, vi th Antl-Hlls GMT l11IU/■1l \ 111ith Anti..ffBs llff (111IU/m1) 

Ti• 
Months S~2.1 

1 · 45(48/104) 

2 

3 

6 

119 

12 

23401-1 
1/13/86 

89(86/91) 

92(81/95) 

91(89/92) 

100(36/36) 

96(43/45) 

All ---~rs -- All ·--...Jlesponders----
111IU/1111~10 Vacctnees S/~2.1 •IUl• 1~10 S/~2.1 •IUllll?l0 Vaccinees S/~2.1 MIU/1111~10 

24(25/104) 2.0 18.4 63.9 35(371105) 20(21/105) 1.3 18.3 59.B 

72(10197) 24.9 0.7 70.9 85(84/99) 55(54199) 14 .4 28.J 19.B 

86(82/95) 56.S 89.1 108.1 92(93/101) 80(81/101) 30.9 46.0 63. J 

93(86/92) 95. J 116.2 129.2 93(94/101) 84(85/101) cs.a 6'.6 BS.O 

100(36/36) 1509.3 1509.3 1509.3 98(42/43) 95(41/43) 523.8 625. 7 693.9 

96(43/45) 313.S 433. 1 433. 1 98(56/SJ) 91(52/51) 212.S 239.0 326. 1 

All --- Respondl!rs -
S~2. 1 111IU/llll~IO Vacclnees S/~2. 1 mIU/111~10 

2JC16/60) 15(9/60) 1.0 23.6 165.9 

71(37152) 44 (23/52) 1.0 25.2 6S.0 

86(48/56) 63(35/56) 11.0 33.3 63.2 

86(49/57) 70(40/57) 17.2 32.1 46.9 

100(40/40) 97(39/40) 291.S 291.5 321.5 

96(45/47) 87(41/47) 98.1 127 .0 172.3 

0 
0 

"" a, 
~ 



STUOY I 09lJ 
TREATMENT 
DOS£ 2.5 tlCG 

Table 2 
PATIENT CUlJ,ll CLINICAL COltPLAINTS 

R£C01111INANT HEPATITIS B VACCIHE 

PATJEHT CLASS: HEALTH CAIi£ PERSONHEl 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCUIEU I 61 PATIEHTSI - DOSE 1 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I Nllt18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
C0rtPUJNT5 I O I l I 2 I J I 4 I S I IC011PUJNTS 

••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••l•••••••••••••••-•••••I•••••••••• 
I I I I I I I I 

RUCTION, LOCAL IINJf:CT. SITf:) I 11 I 8 I 5 I Z I Z I 2 I I ll 
I I 18.0lO I I n.i:!t I I a.2;0 I I J,J):I I I J.liO I I J.37.1 I I I U.3)0 

-----------------------------------1---------- ---------- -··--------1---------- ----------1---------- ----------1-----------SOIIEHUS I 2 l I I O o I O I l 
J,llO I 1.6::0 I O.OlO I I O.OXI I O,OXI I I t.OY.I I I 4.,7.1 

I I I 
UHDEIIHUS I 9 7 4 I 2 Z I 2 I • 

14.&iO I 11.s;o I 6.67.1 I I J.31.1 I J.J;(I I I J,JlO I I 14.87.1 
I I I 

ERYTHEMA IIIEDNESSI I 2 1 1 I 1 l I 1 I t 
J.JiO I 1,6?.) C 1,61.1 I I l.6i0 I l.6?.I I I l.6Y.I I I J.JlO 

I I I 
N~Rtml . I 2 l 1 I 1 l I 1 I f 

J.JiO I 1,6?.) C 1,6?.J I I l.6i0 t 1.6?.I I I 1.61.1 I I 3.JY.I 
I I I 

PRUIIITIS IJTCIIIHG I I O O l I O O I O I 1 
I I o.o;,o I I D.OXI I C 1,6XI I I O.OXI I C 0.01.1 I I 0.0%1 I I 1.6:'.I 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
SYSTEHIC I o I :s I 2 I J I 1 I • I I a 

I c 0,07.J I I ,.,:-.1 I I 3.JY.I I I 4.9i0 I I 4.9:'.I I I 6.6%1 I I I 13.JiO 

-----------·----------------------------------------------------------------------------------------------------------------I 
MIOLE BODl/GEHERAl I 0 z 0 0 l l I I 3 

o.or.1 I ,. JY.I I o.o:i.:, I 0.0;:1 I 1.61.1 ( 1.,1.1 I I t 4.9%1 
I I 

SWEATING I 0 a • 0 0 1 I I 1 
1.01., I O.IIY.I C o.oz, I O.OY.I I 0.01.1 C 1.6;0 I I c 1.67.1 

I I 
f'ATIGUE/WEAKNES9 I 0 2 0 0 1 0 I I J 1.ox, I J.JY.I C O.OY.I I 0.0;:1 I 1.61.1 C I.OX) I I I 4,'IY.I 

I I 
RESPIRATORY I 0 0 2 1 1 2 I I t 

1.0;:1 I •. ,x, I 3.37.I I 1.oY.I I 1.6;(1 ( l.37.1 I I c J.Ji!I 
I I 

RHINITIS I 0 I 1 I 0 0 1 I I l 
I O.OXI ( 1,010 I 1,6:iO I C 0.0:i.:1 I 0.0;:1 ( l.6iO I I t 1.67.J 

.... 

Cl 
0 

"" ~ 
b 



STUOY 1113 
TRUTitENT 
DOSI!: 2 • S t1CG 

Table 2 (cont) 
PATIENT COUil CLINICAL COl1PLAJHTS 

RECot1BINAHT HEPATITIS B VACCltlE 

PATIENT CLASS HEALTH CaRE PERsot&IEL 

ClitlICAL 
C011PLAIHTS 

I TOTAL VACCINEES I 61 PUUHlSl - 00,[ l I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I tu1BER 
l----------------------------------------------------------------------------1 NllH 
I O I 1 I 2 I l I 4 I 5 I ICot1PLUMTS 

••••••••••••••••••••••••••••••••••• I•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 
I 

UPPER RESPIRAlOIIY INFECT . , NOi I 0 0 1 1 1 l 1 
I I 0.07.1 ( I .OY.I I l .67.I C 1.67.1 I 1.67.1 ( 1.67. 1 ( 1.61.J 
I 

tv.11:UlMK(UTAL I Q 0 0 1 1 1 l 
0.07.I ( 0.0)0 ( o.o:o ( 1.67.1 ( 1.67.1 C l .6Y.I C 1.61.I 

.-istLE STIFFNESS I II 0 0 1 l l l 
o.o:o ( ,.01.1 ( 0.07.1 t 1.67.1 ( 1.67.1 I 1.67.1 ( 1 .67.I 

DIGESTIV£ S'r.lTEH I 0 1 0 l 0 1 ] 

0.07.1 ( 1.61. 1 ( 0 , 01.I I 1.67.l ( 0.11)0 ( 1.67.1 C 4.97.1 

DIARRHEA I O I O I O I O I O I l I I I 
0.117.1 I I 1 .07.1 I I O.OlO I I t.07.J I I O.OlO I I 1 .67.1 I I I l. l,7.1 

I I I I I I I 
NAUSEA I o I o I O I l I O I l I I 2 

O. D7.I I I O.D7.I I I D.OlO I I l.6l0 I I O.DY.I I I 1 .61.1 I I I J.J7.I 
I I I I I I I 

V011JTING I Cl I o I o I 1 I II I O I I 1 
0.07.J I ( O.OY.I I ( 0.0)!1 I I l.67.1 I I o.o;o I I O.D?.I I I I l.l,Y.I 

I I I I I I I 
DlHINISlfED APPETITE I O I 1 I O I O I o I O I I 1 

I 1 0.0?.1 I , 1.,1., I r o.o;o I 1 0.01.1 I r 0.01.1 I r o.nr.1 I I < l.6lO 

-----------------------------------1----------1----------l---------- l----------1-------·-•l···-···---l----------f-----------
PERSONs NITH C011PUINTS I 11 I 10 I 7 I S I s I 6 I t 20 

I I 111.07.1 I ( 16 . 47.t I I Jl.57.1 I I e.2;0 I C 8 . 27.1 I I ,.e;o I I ( 32.87.1 

-----------------------------------l----------1----------1----------1----------I----------I----------I---------- I-----------
PERSOffs 111TH NO COHPI.AINTS I 50 I 51 I Sit I 56 I 56 I SS I I 41 

I , e2.ox1 I 1 8J.67.I I c ea.s:o I , ,1.1x1 I , n .a%1 I , 90.2:1.1 I I , 61.2x, 

-----------------------------------l---------- l----------l----------l ----------l----------1----------I---------- I-----------
P£Rs0ffs MITH NO DAT A I D I O I O I O I O I O I I 0 

I I O. OlO I l 0.07.> I t o.o:o I I 0.07.1 I C o.o:o I l t. Ol!I I I c o.ox1 

-

O · 
0 
1,4 
OD 
Ill 



sn111, oeu 
TAUTt1ENT 
DOSE 2. 5 ffl:G 

Table 2 (cont) 
PATIEm COIMT CLINICAL COHPUIIU9 

AECOtl!IIIANT HEPATITIS B VACCINE 

PATI£NT CUSS HULTN CAAi!. PERSONNEL 

-- -- ------- ------------------------------------------------------------------------------------------------I TOTAL YACCIN£ES l 61 PATIEHTSI - DOSE 2 I 
1----------------------------------------------------------------------------I 
• DAYS POST VACCINATION I NU118EA 

CLINICAL •-------------•--------------------------------------------------------------1 MllN COttPlAINTS • 0 • 1 I 2 I 3 • 4 I 5 I ICOHPLAJNTS ................................... , .......... , ........•••.......... , .......... , ..........• .......... , .....•.... , ......... . 
I I I • • I I I 

AUCTION, LOCAL CIHJECT . SITU • 5 I J I J I l I l I I I I 7 
• l 9.tY.) I I ft.'JY.I I l .. . -.;o • l l . 6Y.I I I 1.1>7.) I I o.o;o I I I u.s:o 

----------------------------------- __________ , __________ , __________ ---------- ---------- ----------1----------1-----------
SOAENESS t I l I o o o o I I z 

I J.llO I I l .6Y.I I I o.o;o l o.o;o l 0.07.1 I O.OY.I I I t :S.JY.I 
I I I I 

UND£AH£SS 3 I 2 I 2 0 0 O I I ft 
I 4.9l!I I I J.3:'.I I l J.l:1.1 I O. o:o I o . o::o I O.OY.I I • I 6.6l0 

I I I I 
EATTHEMA IAEDNE!l9 1 l I l I O O O O • I l 

I 1.6)!1 f I 1 .6)0 • I 0.0l!I I o.o;o I o.o;o f o.o;o • I I 1 . 6,0 

I I I • 
PRURITIS IITCHIHGI O I O • l 1 l O I I l 

I o.o;o I I o.o;o I t 1.f>Y.I l 1.6:t.l I J.f>7.I l 0 . 0i!I • I C 1.6)!1 

-----------------------------------l----------l----------•----------l----------•----------•----------l---------- l-----------
s,sret11c I l I O I 1 I 1 I D I O I I 2 

I I l.6)0 I I 0.0)0 • I l.6%1 I I 1.6Y.I I I o.o;o I t o.o:o f I ( l.3i!l 

----------------------------------------------------------------------------------------------------------------------------I 
WlfOU BOOUGENEAAl l O I I O O O I l 

( 1.u:1 C o.o;o I I.IY.I I l D.OY.I I o.o;o C o.o;o I l 1.6)!1 
I I 

HEADACHE 1 0 0 I O O O I l 
C 1.6)!) I O.OY.I C D.OY.I I I ,.or., I O.0l!I I o.or.1 I I 1 .6?.I 

I I 
A[!IPIAA.TOll'f O o l I 1 o O I l 

I O.OXI I I .OY.I I J .6l!I I I 1.6:0 C 0.0Y.I C I . DY.I I I 1.6Y.I 
I I 

AHINITl9 0 t O I 1 I O I l 
I 0 . 07.1 C I.OX) I o.o,o I I l.61.I I 1.1;0 C o.o;o I l l .6i0 

I I 
N!IEtzts o o t I o , o I 1 

I o.o;o t o.o:o I 1.6)0 I l 0.01.1 I o.or.1 I 0 .0iO I I I 1 .67.1 

-----------------------------------1----------l----------1----------I----------I----------I----------I----------I-----------
PlllsONS WITH COttPLAIHTS I • I J I ~ I z I 1 I o I I 9 

I I 'J.9>:I I I ft.9:'.I I I 6.67.1 I I 3.JY.J • I 1.6?.I I I o.o;o I I I l4.8i0 

0 
:::, 
~ 
!JD 
O'-



STUDY 0813 
TREATHEHT 
DOSE 2.5 IICG 

Table 2 (cont) 
PATIENT COUNT CLINICAL COl1PLAINTS 

AEC0118INANT HEPATITIS 8 VACCIHE 

PATIENT CLASS HEALTH CARE PEASotlHEL 

I TOTAL VACCINEES < 61 PATIENTSI • DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I t!Ul18EA 

CLINICAL 1•·-•---•---•-•-•-••--••--•--------------------•-----------------------·••·••f WITH 
COt1PUIN'fS I o I l I 2 I 'J I 4 I 5 I ICDt1PlUNt!I 

•••••••••••••••••••••••••••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••••••••••••••••••••••••I•••••••••• 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsONS NlTff 110 cOHPuINTS I ss I 58 I 57 I s, I 60 I u I I sz 

I 1 •0.21.1 I , 95.l:O I , n."1., I , 96.n, I 1 '9&.":o I 1100.0:0 I I I es.21.1 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------1-·---------
PERSONS WITH HO OAU I o I o I o 1 o I o I o I I o 

I I o.o:o I I 0.1:;o I C 0.01.1 I I o.o;o I I 0.07.1 I I 0.07.1 I I I o.o:o 

0 
0 
v,f 
Ot 
"-4 



STUOY oeu 
TREA Ttt[HT I 

OOSE 2. 'S ttCG 

Table 2 (cont) 

PATIENT COIMT CLINICAL COMPLAINTS 
REcottBIHANT HEPATITIS 9 VACCINE 

PATIENT CLASS: HEAlffl CARE PERSONffl:L 

---·------------------------------------------------------------------------------------------------------------------------I TOTAL VAccmus I 60 PATIENTS) - DOSE 3 I 
l----------------------------------------------------------------------------1 I bAYS POST VACCJNATIOlf I t1Ut1BER 

CLINICAL 1------------------------·--··--------·-------·----------··------·-----------I WITH 
Cot1PLAINTS I I I 1 I Z I J I 41 I 5 I ltOMPUltlTS 

··········· ······················••l••········ ·········•• l••M·····••l••·······• l••······••l••······•• l••······•• l••D·•····· I I I I I I I I 
REACTION , LOCAL UNJECT. snu I l I O I I I O I • I O I I 3 

I 1 5.0lO I I o.o;o I c 0 . 11:1.1 I c 0 . 0:1.1 I c o.o:o I c o.o:o I I c s .o:o 

-----------------------------------l----------l----------l---------- l-----·-···1----------1----------1----------1-·---·-----
uNDuNEss I 3 I O I O I II I I I D I I 3 

I I S.OY.l I I O.lllO I C I.DY.I I I O.OY.I I I O.OZI I I o.o:o I I I s.o:o 
-------- .--------------------------l----------l----------l---------- l----------1----------l----------t----------l-----------
s un111c I O I O I O I l I 1 I 1 I I l 

I I o.o:o I I o.o;o I C O.OY.I I I 1 .7:1. 1 I I 1.71.1 I I J .71.J I I I 1.71.J 

-~--------------------------------------------------------------------------------------------------------------------------1 I 1 I I I I I 
IIESPil!ATORY I o I O I O I l I 1 I 1 I I 1 

I I O.OiO I C o.or. , I t o.or.1 I I 1 .1;0 I t 1,77.1 I I 1 ,77. 1 I I I 1 . 7)( 1 
I I I I I I I I 

UPPER IIUPil!ATORY INFECT., NOS I O I O I O I 1 I 1 I O I I l 
I I 0 . 07.1 I I 11.DiO I C 0.07.1 I I l.7%1 I t 1.7Y.I I I o.o;o I I I l.7i0 
1 I I I I I I I 

COUGH I 0 1 DI O I ol ol ll I l 
I I O. o;o I I O. a;o I t O. or., I I O • ox I I I e. 0)0 I I 1 . 71.1 I I I 1 . 7r. l 

-----------------------------------1---------- I----------I---------- I----------I---------- I----------I----------I-----------
PEIISOIIS WITH COf1PlAIHT9 I 3 I a I o I 1 I l I 1 I I ~ 

I t s. oin I I a. a:1.1 I , o. oz I I t 1 • T/.1 I 1 1. T/.1 I , 1 . 1:1.1 I I t 6. 11.1 

-----------------------------------l---------- l----------l---------- l----------1----------1----------1·---------I-----------
PERSotlS WITH HO COHPLAIHTS I 57 I 60 I 611 f §9 I 59 I 59 I I 56 

I , ,s . or.1 I nao.o;o I 1100.0:1.1 I 1 9&. 1z1 I , n . 1:1.1 I 1 .a. 1:1.1 I I c n . 17.1 

-----------------------------------1----------l----------l----------l----------l----------l----------1----·----- I-----------
PER!OtlS WITH NO DATA I O I D I O I O I O I O I I D 

I C 0.01.1 I I 0.07.1 I I ,.or., I I t .O:'. I I C 0 . 07.1 I I o.or.1 I I I o .o:o 

·-

0 
0 
~ 
,:,, 
OD 



STUOY t 11813 
TIIEATl1ENT : 
DOSE I 5 HCS 

Table 3 

PATIENT COUNT ClINICAl COttPlAIHTS 
RtCOttBINANT HEPATITIS 8 YACCJtl( 

PATIENT CLASS: HEALTH CARE PERSONH£l 

I lOlAl VACCJNEES C 121 PATilHTS) - DOSE 1 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCJHATIOH I NUMBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COl1PUINTS I O I 1 I Z I 3 I 4 I 5 I ICot1PLAINT9 

•••a••••••••••••••••••••••••••••••• ••••••••••• l••••••••••••••••••••• l•••••••••• •••••••••••r••••••••••• •••••••••• I•••••••••• 
I I I I I I I I 

RUCTION, LOCAL IINJECT. SITl! I I 22 I lt I 4 I 1 I o I o I I 27 
I I 111.2x1 I C ,.,xi I I S.3?.I I I 0.11;0 I I o.or., I I o , o;n I I I 22 . ]XI 

-----------------------------------1---------- ---------- ---------- ---------- ---------- ---------- ---------- -----------
INFLAnt1ATION I 1 1 D o o o I 

I I 0.11?.I I O.IIXI I O.OY.I ( o.o;o C o.or., I o.ox, I O. IIXI 
I 

PU N- I 2 I O o o o 2 
I I 1.7)0 C O.IIXI I o.o:o ( o . o:o I 0.1%) I o . o:n I 1 .7?.I 
I 

!IOIIIENUS I 1'4 II 3 l I O 17 
I I U.6l(I ( 6.6l0 I z.SXI I O.IIXI I o.or.1 I o . o:o I l<t.OXI 
I 

TEHIIERNESS I 6 3 0 0 0 O 7 
I ( . s.o:o C z.Sl(J I o.ox, I O.OXI ( o.ox, I o.oi , I 5.IIXI 
I 

STlFFHUS/TIGHTNESS I O 1 0 0 0 0 l . 
I I o . or. 1 C • • ,;,; , I 0.0)0 I a.ox, ( O. OXI I I O.OXI I o.e:o 
I I I 

PIIURITIS UTCHlNGI I 1 l l O O I O I 2 
I C D.IIXI C , .ex, I O,IIX I C o.ox, C o.ar., I I o.o,o I I 1.7)(1 
I I I I 

ECCHYHOSIS I O l l 1 I a I O I 1 
I I o.a;i1 c 1.ex1 I I o .e:o I c o.11r.1 I I a.ax, I , o. o;o I I o.er. 1 

-----------------------------------1----------1----------I---------- I----------I----------I---------- I----------I-----------
SYSTEHI C I 14 I 9 I 6 I 4 I 4 I 3 I I 20 

I I Jl.67.1 I I 7.4l0 I I 5.0XI I I 3.3XI I C 3 . 3:o I I z.s:o I I I 16.SY.I 

-----------------------------------------------------------------------------------------------. ----------------------------I I I I I I I I 
MHDLE IIOOY/GEHIEAAL I 9 I 4 I 4 I J I 3 I J I I 13 

I r 7 . <tlO I I J.3l0 I C 3.3?.I I I t.s;,:1 I 1 2 . 57. 1 I r z.s:o I I I 10 . 71.I 
I I I I I I I I 

FEYER ITEMP . NDT REPDIITEDI I 1 I l I 0 I D I D I 0 I I l 
I I 0.11%1 I C O.IIXI I I o . or. 1 I c O.OY.I I I o.or.1 I , e . oY.I I I t o . er.1 
I I I I I I I I 

SWEAUNG I l I 0 I 0 ' • I 0 I 0 I I l 
I I o.117.1 I I o.o;o I c 0.0.r.1 I C II.DY.I I I 0 , 07.1 I f O.OXI I I I 0.81.1 

0 
0 
vi 
OD 
..0 



STUOY OBll 
TRUTl'IEITT 
DOSE 5 HCG 
PATIENT CLASS HEALTII CARE PERSOHNEL 

Table 3 (cont) 

PATltHT COUHT CLINICAL COttPlAIHTS 
AECOt19JNANT HEPATITIS B VACCINE 

-------------~-------------------------------------------------------- ·-----------------------------------------------------I TOTAL VAt'CJH[ES I 121 PATIEIITS I - DOSE 1 I 
1-------··-------------------------------------------------------------------1 I DAYS POST VACClNATIOfl I M.lt18ER 

CLlHICAl 1----------------------------------------------------------------------------I NITH 
Cot1PlAINTS I 0 I 1 I 2 I 3 I ,. I 5 I ICot1PUIHT9 

•••••••*•••••••••••••••••••••••••••l••••••••••I•--••••••• •••••••••• •••••••••••~••••••••• •••••••••• e•••••••••l••a••••••• 
I I I I 

FLUStl I 1 I 0 I D I D 0 I 1 
D .8)!J I ( 0 .DY.I I 0.1)!1 I o.or.1 I , O.OXI ' a.ox• I I 0.8XI 

I I I 
FATIGUE/WtlkHESS I 6 I z l 2 I z 2 9 

S.07.1 I I 1. 71.1 ( 2.57.1 I l. ?Y.I ( 1. 7Y.I ( l. 7XI ( 7 . 47.J 
I 

t1AUISE 3 I 2 l 0 0 0 ,. 
( 2.SY.I ( 1. 77.1 I 0.87.1 I O.OY.I ( I.DY.I ( 0.0)!1 I J.:s:n 

HEADACHE 2 l 1 l l 1 4 
( 1. 77.1 ( o.s::o I o.e:1.1 I D.BiO ( t.87.1 I I O.BY.I I l.J:r.l 

UGHTHUOEO l D • D 0 0 1 
( 0.8i0 I D. 07.J ( 0.07.1 ( 0.01.I ( 1.07.1 ( o.o:o I 0.117.J 

RlSPIRATOIIY 3 5 1 z 2 l 5 
I 2.57.1 I 2.s::o C a.BY.I I 1. 7Y.) I 1.77.1 ( 0.8)0 I ,. _ 17.J 

PffAAYHGITts I SOl!E TIIIIOAT I l t l z l l ] 
( 0.87.) ( 1.r,o ( 0.87.1 I l. 77.1 C ,.ex, ( 0.(11.1 I 2.s:o 

I 
UPPER RESPIRATORY INFECT., NOS I 2 t l l l 0 2 

. I I 1. 77.1 I 1.7:0 ( 0.(17.) I D,8Y.I ( O.IIY.1 ( a.07.I ( l. 77.1 
I 

WHEEZES I 1 0 0 0 0 0 l 
I I 0 .111.1 I 0.0::t.l I o.o:o I o.o:o C 1.0:'.I ( 0.07.1 I 0.87.1 
I 

11USCU LOSIC El[T Al I t J 1 0 0 a ] 
I I 1. 77.) ( i!.57.1 ( o.e:r.1 I 
I 

0 . 0Y.I I 1.0:f.l I O.OY.I I 2.57.1 

ARTHSUTIS, 11CNOAIITICUUR I l 1 l 0 0 0 l 

I ' o.e:o I 1 o.v., ( o.a:o I D,01.1 C t.OiO ( 0.07.1 ( 0.87.1 I I 
ARTIIRAlGIA, HONOARTICULAR I l I 1 l D 0 0 l 

t.87.J I I 1.e:r.1 ( 0.87.1 I 0.07.1 C 11.07.1 ( 0.07.I I 0.8:1.1 
I 

AR"Tlll!ALGIA COTHERI I l I l 0 0 D a l 
C o.ex1 I 1 o.ox·1 I 0.07.J I II.DY.I I 11.07.1 ' O.OY.I I o.e:o 

0 
0 
~ 

-0 
0 



STUDY Ollll 
TREATMENT 
DOSE 5 tlCG 

Table 3 (cont) 

PATIENT COUNT CLINICAL COMPLAINTS 
REC0r181NANT HEPATITIS B VACCIUE 

PATIENT CLASS HEALTH CAIIIE PERSOW!t!L 

I TOTAL VACCIHEES I lZl PATIEMTSI - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NIJHBER 

CLINICAL 1----------------------------------------------------------------------------I UITH COl1PUINTS I O I 1 I 2 I 3 I ~ I 5 I IC011PLAINT5 
•a••••••••••••••••••••••••a••••••••••••••••••••••••••••••l•••••••••••••••••••-•l••••••••••••••••u•••••••••••••••••••n•••••• 

I I I I I I I I 
BACI< PAIN I O I l I O I o I o I o I I 1 

11 . 0:1.1 I 1 1.11:0 I I o.o:o I I o.o:o I r o.o:o I 1 11.0:0 I I 1 0.117.1 
I I I I I I I 

OTHER I 1 I 1 I o· I o I o I o I I 1 
0.11:0 I I o.aio I , 0 . 01.1 I I o.o:o I I e.o:o I , o.o:o I I , o.ar.1 

I I I I I I I 
DIGESTIVE SYSTEt'I I Z I O I t I D I O I O I I 2 

1.nl I c o.ox1 I I 0.01.1 I I o.o:o I 1 0.0;!1 I I e.o;o I I 1 1.n, 

' NAU!IEA l I 0 I 0 I 0 I 0 I 0 I I 1 
o . ar.1 I I o.o;o I 1 0.01.1 I I o.o:o I r 0.01.1 I I a.or., I I I 0 . 8 1. ) 

I I I I I I I 
ABDot'IEH DISTENDED 1 I 0 I 0 I 0 I 0 I 0 I I 1 

D.IIY.I I I O.Ol() I ( o.o;o I 1 0.0;!1 I I o.o:o I I 0.01.1 I I t O,IIY.1 
I I I I I I I 

NERVOUS SYSTEt'I 0 I 1 I 1 I 0 I 0 I 0 I I 1 
0 . 01.1 I ( 0.117.l I I 0.117.1 I I o.o:o I I o. o:o I I o.o:o I I c o.a:o 

I I I I I I I 
VERTIGO/DIZZINESS 0 I 1 I 1 I 0 I 0 I • I I l 

I O.OY.I I I D.81.) I t 0.11:0 I I o.o;o I 1 O. OY.I I I ,.or., I I ' O.IIY.I 

PSYCHIATRIC/l!EHAVIORAL I O I O I l I 1 I l I 1 I I 1 
1.or.1 I , 1.01.1 I c o.e:o I 1 0.11:0 I I o.11r.1 I 1 •.ar.1 I I , o . 11r.1 

I I I I I I I 
IRR IT A81LIT"f I O I O I 1 I I I l I 1 I I l 

I I ,.or., I I o.o;o I I o.a:o I I 0.117.1 I I o.e:o I I O.lli(I I I I 0.IIY.1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I------- ----
PERSOHS MITH COt'IPLAlHTS I 34 I 20 I 9 I 5 I II I 3 I I 41 

I I H.17.) I I 16.SiO I I 7.11:0 I I tt.1:0 I I 3.3:O I I t.s:,o I I I l.J. 9;!1 
--·--------------------------------1----------I----------I----------I----------I----------I----------I----------I----------· 
PEl!SOtlS NlTH HO COl1PLAINTS I 117 I 101 I 112 I 116 I 117 I 118 I I 80 

I I 71.'IY.I I I 83.5:o I I 9t.6Y.J I I 95.9Y.I I I 96.7iO I I 97.5;!1 I I I t.6.lZI 
-----------------------------------1· ---------l---------- l---------·1---------- l----------l----·-----I----------I-----------
PERSOHS MITH HO DATA I I I I I D I o I O I O I I O 

I I I.DY.I I I 0.0:() I C 0.0?.I I I o.o:o I I o. o;o I I 11.0;0 I I I 0.0Y.) 
0 
c:, 
u-1 
,0 -



STUDT 0811 
Tl!EATNElfT 
DOSE 5 nc:G 

Table 3 (cont) 
PATIENT COUlfT CLINICAL C0!1PLAIHTS 

RECot18INAHT H£PATITl9 B VACCINE 

PATIENT CLASS HEALTH CARE PEASOHHEL 

- --------- ---------------------·--------------------------------------------·-------------------------------------------I TOTAL VACCINEES I 120 PATIENTSJ - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACClllATIOM I lrut18ER 

CLINICAL 1--------------------------------------------------·---·---------------------I WITH 
CotlPU.lNTS I O I l I Z I J I 4 I 5 I ltot1PUJHT5 

••••••m•e••••••••••••••••• .. ••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••f•••••••••al•••~•••••••••a••••M•• 
I I I I I I I I 

REACTION, LOCAL (INJECT. SITEI I 11 I 5 I l I l I l I l I I U 
I I 9.2)0 I I ,.z::o I I l.!5:t.) I I 0.87.) I I 0.8)(1 I I 0.87.1 I I I 10.9)0 

-----------------------------------1---------· ----------1----------1---------- ----------1----------1----------1-----------PAIH I 1 O I o I o o I o I I 1 
o.e:t.1 1 o.o;o I • 0.0:t.1 I c o.o:o • o.o;o I 1 0.0:1.1 I I 1 11.e:1.1 

I I I I I 
SIJIUNESS I 8 , I J I O 0 I II I I 11 

6. T/.t < 1 • .-.,0 I t 2.s:o I , a.oz, , o.o:o I 1 0.01.1 1 I , ,. 1;0 
I I I I I 

TENDERHESS I 2 0 I 0 I 1 l I 1 I I J 
1. n1 I 0.07.J I I 1.07.1 I t 0,87.1 I o.8)(1 I ( o.ez1 I I I z.s:o 

I I I I I 
l&IEAL/WIIUL AND PURE I O l I O I o O I II I I 1 

I , 0.0:t.1 1 0.11:t.1 I « ,.o:o I I o.o;o c o.o::o I c o.or.1 I I 1 11.11r.1 

-----------------------------------1----------l----------t----------l----------l----------l----------l----------l-----------
snnKit I :S I II I 7 I , I 3 I :S I I 15 

I I z.s:o I I 6.7)(1 I I S.9:0 I I J.4)(1 I I 2.5?.I I I 2.s::o I I I 12.6::0 

I 
WHOLE BODY/GENERAL I 2 , l 1 I z 2 I 9 

I I 1. 7:t.l I t.57.1 ( 0.8i0 I o.e:o I 1 1.7)() I 1.1;0 I I 7.6:1.1 
I I I 

FEVER CTENP. NOT REPOl!TEDI I II 0 0 1 I 1 l I l 
I c o.o;o I 0.07.) I 0,01.I ( O.IIY.I I I o.e;o C O.IIY.J I I a.e:o 
I I 

FLUSH I Cl 0 0 0 1 0 I 1 
I c 0.111.J ( 0.01.1 ( O.OY.I I 0.07.1 ' o.~, ( o.11Y.1 I I o.ax 1 
t I 

SENSATION OF WARNTH, «;€HERAL I 0 1 0 0 l 0 I z 
I c o. 01.J I 1.8)0 I O.OY.I I 0.07.1 ( 0.11)0 I o.oY.1 I ( 1. 7)0 

I I 
FATIGU£/WEAkHESS I 1 l 0 I 1 2 I 4 

I c 0.117.1 ( 0.8)() C 0.01.1 ' O.&lO I o.e:o I 1.11.1 I I J.4i0 
I I 

HALAISE I 0 0 0 0 0 I I 1 
I c O.OXJ I 0.0)0 I o.o:o I ,.or.1 ( o.oz' I o.a:t.1 I I o.e:o 

,., 

0 
0 
\>I 
,0 
N . 



STUl>T G8ll 
Tl!EATt1£NT 
DOSE S l'ICG 

Table 3 (cont) 
PATIEHT COUNT CLINICAL CONPUIHTS 

RECOMIIIHANT HEPATITIS 8 VlCC111£ 

PATl£NT CLASS HEALTM CME PERSOtlN(l 

----- -- ---- ---------------------------------------------~----------------------------------------------------------I TOTAL VlCCIN[[S f lZO PATIEHTSI - DOSE Z I 
l----------------------------------------------------------------------------1 I DAYS POST VlCCllfATION I N'Utll!ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COt1PLAINTS I O I 1 I 2 I J I 4 I !I I IC011PlAIHTS 

~•~•••••a••••••••••••••••••••••••••l•••••••••••*••w••••••I•••••••••• ••••••••••I•••••••••• •••••••••••••••••••••f~••bvww••~ 
I I I I I 

HEADACHE 

ll[SPlRATOR'I' 

PHARYNGITIS (SORE TffROATI 

UPPER IIESPIIIATORY INFECT., NOS 

OTHER 

Ht"IC AND LYttPIIATIC 

LYHPHADENOPATHY, CENEIIAL 

lYttPHADENOPAYHY, CERVICAL 

OIGESTIVE !IY!ITEN 

IIIAlmHEA 

NAUSEA 

I 11 11 1 al o 01 
I I 0.8%1 I I 0.811 I I 0,811 I D.0ZI I I O.OXI I a.Oil I 
I I I I I 

OI JI 4 11 D 11 
f o.o:;o I ( 1.5)0 I I J.411 I l.8XI I ( O.OZI I 0.8:t.1 f 

0 
O.OY.I 

0 
a.0Y.I 

0 
I D.0Y.I 

1 
D.8ZI 

1 
D.8)O 

a 
o.o:o 

0 
, o.o;o 

2 
1. 7Y.I 

2 
l.710 

1 
, o.e:o 

I I 
3 o I o 1 I 

Z.5ZI l a.ax, I l a.ox, I 0.8ZI I 
I I 

z o I o o I 
1.7ZI I 0.0ZI l I O.OXI l O,OZI I 

1 
I O.IIY.I 

I I 
l I o I I 

o.ez, I I o.ox, I 8.t:t.l I 
I 

11 21 Z t ll 
o.8:o I , 1.1:1.1 I 1 1.1:0 , 1.1:0 1 o.eY.1 I 

1 
o,9;0 

0 
I 0.011 

2 
I 1.T/.1 

J 
0.8)0 

1 
I t.8i0 

0 
t.OY.I 

I 
l 2 l I 

D.8XI f 1. 7Y.I I 11.tZI I 
I 

1 o II I 
0.811 , o.o;o 1 ,.o.r.1 I 

I 
a o o I 

o.oz1 , o.o;o , 0.01.1 I 
I 

al 11 ol O o OI 
, ,.oi:1 I , O.a;(J I « o.o;o I , 0.0;:1 , o.oi:1 , 1.01.1 I 

I I I I 

] 

I !.5%1 

5 
I 4.2%1 

,. 
].411 

2 
l. 7i!I 

I 0.11:t.> 

3 
I 2 .SY.I 

! 
1. 7Y. I 

l 
0 .11:1.1 

2 
1.7i!I 

l 
I O.IIY.) 

•I ti tit o ol I z 
( o.o:o I I l.7Y.I I l o.tY.I I ( 0.0%1 ( o.0Y.I I t.0Y.I I I I l.7iO 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WltH CCfflllAINTS I n I U I 9 I 4 1 J I 3 I I Z4 

I I 10.'>XI I I 10.111 I I 7.6:CI I I J.4%1 I I 2.5%1 I l z.s;o I I I 20.2%1 
-----------------------------------1----------1----------I----------I----------I----------I----------I----------I-----------
PEIISOHS WUM HO Cet1PUJHT5 I 106 I 1117 I llD I US I 116 I 116 I I 9S 

I I 99.llO I I 89.97.1 I I t2.u:1 I I 96.r.;o I I '7.S%1 I I 97.SY.I I I I 7'1.lllO 

• 

0 
0 
V, 
..0 
1,1 



STUDY Ollll 
ffl EATt1EHT 
DOSE S l'ICG 

Table 3 (cont) 
PATIENT COUNT CLINICAL COl1PLAJNTS 

RECOH81NAHT HEPATITIS B VACCINE 

PATI ENT CLASS: HEALTII CARE PlRSOHNE L 

I TOTAL VACCJNEES I 120 PATIEHTS I - DOSE 2 • 

•---------------------------------------------------------------------------- 1 • DA'tS POST VACCINATI0N I MUl18tR 
CLINICAL •------------------------------------------------------- -------------- ------ -• WITH 
COffl'LAIHTS I O I 1 • 2 • J I " I S I I COHPLAINTS 

~••••••••••••••••••••• .. •••••••••••••••••••••• l••••••••••l••••••••••••••••••••••••••••••••l ••••••••••••••••••••• l•••n•••••• 
-·---------------------------------l----------l---------- l----------•----------l----------l----------l----------1-----------
P£RSOIIS WITH NO OATA I 0 I 0 • 0 I 0 • o • 0 • I o 

• C o.o;o I I 0.0)0 I I o.o:o I ( 0.0)0 I I O.OY.I I C 0 .0:!I • I I o.o;o 

0 
0 ..... 
,0 
~ 



STUDY 01113 
TREAffltHT 
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Table J (cont) 

PATIENT COUNT CLINICAL COt1PLAIN15 
R[Cot1BJNAHT HEPATITIS B VACCINE 

PATIENT CLASS HEALTH CARE PERSONNEL 

I TOTAL VACCINEES I 115 PATIENTS! - DOSE l I 
1----------------------------------------------------------------------------I I DATS POST VACCINIITlON I NUNBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COHPLAJNT!J I O I 1 I t I 3 I 4 I 5 I ICONPLAIHTS 

•a~•••••••••••••••u•••••••••~e•• .. ••••••••••••l••••••••••l••••••••••••••••••••~l••••••••••l•••••••••••••••••••••I••••"••••• 
I I I I I I I I 

IIUCTIOtl, lOCll IINJECT. SITl:I I II I J I l I l I II I o I I 'I 
I I 10.3?.I I I J.11:O I I 1.J?.I I I 1.37.1 I ( O.D?.I I I 0.0)0 I I I 11,57.J 

-----------------------------------1----------1----------l----------t----------1----------l----------l----------l-----------
s011tHESS I 2 I 1 I O I o I o I o I I z 

I I 2.61.1 I I 1.3)() I I 0 . D:'.I I I o.o:o I I 0.0?.I I I 0.0?.I I I I :!.6Y.I 
I I I I I I I I 

lENDEIINESS I S I 1 I l I 1 I O I O I I 6 
I I 6.4)(1 I I l.])() I C 1.31.1 I I 1.37.1 I ( o.,;o I C 0.07.1 I I I 7.71.1 
I I I I I I I I 

PRUIIITIS I JTCHINGI t 1 I 1 I 0 I 0 I 0 I 0 I I 1 
I t 1,31.1 I I 1.:SXI I I 0.0Y.I I C 0.0Y.I I C 0.0Y.I I I 0.0Y.I I I C l.lY.I 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------sysnttic I z I 1 I o I o I e I o I I 5 
I I Z.6Y.I I I ].II)() I I D.07.J I I a.oz, I I 0.tXI f I 0.07.1 I I C 6.4XI 

~OLE BODY/GENERAL I 1 ] 0 0 II 0 I " I 1. 3:!I ( J.IIXI I 0.0Y.J C 0.07.1 ( 11.0Y.I I o.o,., I ( 5.lXI 
I 

FATIGllE/WEAKNESS I 0 z 0 0 e 0 I z. 
0.0:!I ( 2 .6Y.I ( o.o:o ( o.o,., ( ... ,., ' 0.0Y.I ( Z.6XI 

NAUISE I 0 1 0 D • 0 1 
O.0XI ( l .:SY.I ' o.o:o C 0.0:!I C •• ,1.1 ( 0.0Y.I ( 1 .3?.I 

HEADACHE I 1 2 0 0 • 0 l 

I ' 1.31.1 C l!.6)(1 C o.o:o ( O.0ZI ( 0.0)0 I 0.0)(1 I 3.11?.I 
I 

ACIUHESS I 0 1 0 0 0 0 l 
I I O.0Y.I I l.JXI ( 0.OY.I ' o.o;o ( o.o;o I o.or., I I. JXI 
I 

H[HJC lltlll LYHl'HATJC I l 0 I 0 • D 0 1 
I I 1.])(I C 0.0Y.t I I 0.0Y.I C o.o;o C o.o;o I o.o:o I n.1;0 
I I 

LYHPHADl:NOPATHY, GUll:RAL I 1 0 I 0 • • 0 l 
I I 1.JY.I ( I.DY.I I I o.o:o ( 0.01.1 ( o.oin I o.o;o I ll..lY.I 

-

0 
0 
IA 
0 ,.,, 



STVDT 01113 
Tl!EATH£NT 
DOS£ 5 t1CG 

Table 3 (cont) 

PATIEHT COUNT CLINlCAL COMPLAIHTS 
IUC0t18INAHT HEPATITIS II YACCJtlE 

PATIENT CLASS Ht AlTl4 C~I PIRSctMl 

I TOTAL VACCIHf:ES C 115 PATifNTSI - DOS£ l I 
1----------------------------------------------------------------------------I I DAYS POST VACttNATION I N\Jl18ER 

CLINl CAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I o I 1 I 2 I 3 I 4 I 5 I ICDNPLAJNTS 

"••••••••••••••••••••••••••••--•••• l•••••-•••• 1•••••••••• •••••~•••••1••••••••••1•••••••••• 1-••••••••• l•••••••••• l•~o••••••• 
-----------------------------------1----------I----------I----------I----------I----------I---------- I----------I-----------
PUSOHS WITH COMPLAIHTS I 9 I 6 I l I l I O I O I I 13 

I I 11,57.1 I I 7.7Y.I I I 1.3%1 I I l.lY.1 I I o . o:o I c o .o:o I I c 16.7XI 

-----------------------------------l---------- l----------l----------t----------1----------1----------1----------I-----------
PUSONS MITH NO COt1PLAIHTS • I 69 I 72 I 77 I 77 I 78 I 711 I f 65 

I C 88.s;o I C 92.]Y.I I I '18.7½1 I I 911.77.1 I U00 . 0%1 I flOD.o;o I I C ll] . ]:11 

-----------------------------------1---------- l----------l----------l ----------l ----------1---------- I----------I-----------
PEIISOH!I Wint NO DATA I O I O I O I O I O I O I I 0 

I I O. OXI I I O.OY.I I I 0.07.1 I C O.OY.I I I o .o:o I I O.OY.I I I I 0 .0:11 

-

Q 
0 

"" -0 
0-



STUOJ 0111] 
TRUTlttNT 
DOSE 10 ltCG 

Table 4 

PATIENT COUNT CLINICAL COf1PlAIHTS 
RECOttlllHANT HEPATITIS B VACCIHC 

PAlIEHT CLASS HEALTH CARE PERSONNEL 

--------------·-------------------------------------------------------------------------------------------------------------I TOTAL VACCIN££S I 1)2 PATIEHTSI - DOSE l I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCitlATJOH I NU11BER 

CLINICAL 1----------------------------------------------------------------------------I YITH 
t0t1PLAIHTS I O I 1 I Z • 3 I 4 • 5 I •cot1PUINTS 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••I•••••••••• 
t I • I I I I I 

RtACTiffi, LOCAL CINJECT. SITE I I 27 I 17 I ID I 3 I t I 2 I I 311 
I 1 20.<11.1 I , u.2::1 I , 1.11;0 • , 2.J1.1 I 1 1.6,0 I 1 1.ii!1 I I I n.s?.1 

-----------------------------------1----------l----------1-··--------1----------l----------•----------•----------I-----------
PAIN I t I l I 1 I o I o I o I I :S 

f I 1.6)0 I I 0.11)0 I I tl.lli!I • I O.Oi!I • I o.o;o I I 0.01.1 I I I t.li!l 

• I I • I I • I 
SORENESS I n I 7 I 4 • 2 I l • l I I 18 

I ( U.lXI I I S.ft)(l f I 3.llO I I l.6l0 I I 0.111.1 f I ,.e;o I I I l't.li!I 

TENDERNESS I 11 I 7 I 4 I 0 I 0 • 0 I I 15 
I I 11.Si!I I I S.'ti!I I I 1.1::'.I I I 0.01.1 I I 0.0::'.I I I o.o:o I f I U.61.I 
I I I I I • • I 

ERYTHEMA IREDHtSSI I l I 0 I 0 I 0 I 0 I 0 I • 1 
I t 0.117.1 I I O.OXI I I 0.0,:1 I I 0.0,:1 I I o.o;n I 1 0.0:1.1 • I I 0.11:0 
I I I I I I I I 

!CCHJMOSIS I 0 I l I 0 I 0 I 0 I 0 I I 1 
O.OXI I I o.a:o I , o.e,:1 • c o.o;o • I 0.0,:1 I c 0.01.1 I • I 0.111.1 

RASH, NOS I l I l I t I l I 1 I l • I 1 
I I O.IIXI I I 0.117.J I I 0.8?.I I I 0.11:0 I I 0.111.I I I 0.111.I I I I O.lliO 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
sysrErtlC I 10 I 11 I II I 6 I 3 I 3 I I 20 

I I 7.117.) I f e.SX) I I 6.ZY.I I I ... 77.1 I ( t.JiO I I Z.lY.) I I ( 1s.s;1.1 

----------------------------------------------------------------------------------------·-----------------------------------I I 
WHOLE BODY/GENERAL I !; l t I 1 I l I I 8 

]. 91.1 ( 2.ll!I I 1.61.1 ' o.e:o ( O.IIXI f I 0.11:0 I I' f>.ZXI 
I I I 

FEVER C TEl'tP. NOT REPOIITED I I 0 2 D 0 • I 0 I I z 
O.OlO C 1.6)0 I 0.01.1 ' 0.07.1 f o.ox1 I c O.D1.1 I I I l.6Y.I 

I I I 
FATIGUE/NEAKNESS I 3 1 0 0 1 I 1 I I 4 

2,31.1 I O.IIXI I O.GlO ( O.JY.I ( 1.11:0 I 1 O.IIXI I I I l,li!I 
I I I 

11AlAISf I l • 1 • 0 I 0 I I z o.a,o t I.OY.I C 0.8)() C 0.07.1 I o.o:o I I O.OlO I I I l.6ll 

0 
0 

"' .a .... 



ST\JOY I oen 
TREATMENT : 
DOSE 10 t1CG 
PATIENT CLASS• HEALTH CARE PERSOHH[l 

Table 4 (cont) 
PATIENT COUNT CllNtCll Cot1PUitlTS 

RECOt19INANT HEPAT1Tl9 8 VACCINE 

--------------------------------------------------------------------------------------------------------------------I TOTAL YACCINEES I llt PATIENTS! - DOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I tl\Jt113ER 

Cllt«CAL 1----------------------------------------------------------------------------I WITH 
Cot1Pll INTS I 0 I l I 2 I J I ~ I 5 I ICotlPUINTS 

ua•••••••••N•w•••••••••••••••••••••I•••••••••• ••••••••••l•••••••••• ••••••••••I•••••••••• ••••••••••fa•••••o•••I•••••••••• 
I I I I I 

HEADACHE I 1 0 I l 1 I 0 D I I 2 
8.81.1 • D.Ol!l I I 0.8Y.l ' o.e;o I c o.o:o ' D.D:!I I I' 1,6)(1 

I I I I 
IN1ECTIOIJS SYHOROl1E9 I 0 1 I l 0 I 0 II I I l 

0.81.l ( o.az1 I c 0.8Y.I I I.DY.I I I D.OXI ' o.o:o I I c o.8:!I 
I I I I 

INFLUENZA, HOS 0 l I 1 0 I 0 II I I l 

' o.o:o • o.eio I c o.9r.1 I o.o;o I c O.OY.l ( o. oz, I I I D.1!7.1 

INTE;Ul1EHTART SYSTEn l t l l 0 D J 
( o.e;o • 1.6%1 ( o.ez, I o.9z1 t O.Oi'!I I o.o:o ' 2 .]1.1 

UIITICARI&lfflVES 0 1 1 1 0 D 1 
t D.117.1 ' o.&Y.1 ' 0.8%1 ' 0.8%1 ' O.OXI ( I.Dl!I ( 0.1!7.I 

I 
l'RlmlTIS/JTCHIN& II l 0 0 0 I D 1 

( O.Ol!I ' 0.8Y.I t O.OY.I ( 0 .OXI t o.or.1 I , 0.07.1 ( 0 .Iii() 
I 

PASH, HOS l 0 0 II 0 0 l 
I 0.8)(1 I O.DY.I I O.Ol!I ' o.o:o ' o.o:o ( 0.0;(1 ' 0 . 87.1 

RESPIRATORY I 1 2 2 2 2 2 !I 
I I 0.87.1 ( 1.6;() I l.61.1 ' 1.1.:1.1 ' 1.67.) ' l.6;(1 ( ] . '97.1 
I 

IIHIHITIS I D 0 l 1 1 0 2 

I ' 
o.o;n I o.o;o I 0.87.) ( 0.117.1 • 0.87.l ( O.OY.I l l.67.1 

I 
PHARYHGITIS I SOf!E THROAT I I 0 l 2 1 t 1 ] 

0.07.1 ( 0.117.) I 1.67.I I 
I 

o.e:f.l I 1.67.1 I 0.117.1 ( t. 37.1 

UPPER RESPIIIATOIIY INFECT., HOS I l I l 0 0 0 1 J 
11.8)(1 I I 11.11)0 ' 0.07.1 I 0.07.1 ' 11.117.1 ' O.l!Y.I I 2 . 37.1 

I 
ttEnit AND lYlfflHlTIC I 0 I 0 0 l 0 0 1 

O.OY.I I I o.o:o ( 0 . 0)0 ( o.er.1 ' II.DY.I ' 0.07.1 ' o,9;0 
I 

lYl1PIIADENOPATffY, CERVICAL I 0 I 0 0 l II 0 I 1 
o. 07.1 I 1 0.07.) ( 1.e:r.1 I 0.11:0 ' O.DY.I I O.DY.I I ' D. eY.J 

6 

0 
0 .,. 
"' (lD 



Slut)Y 0813 
TREAT11ENT 
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Table 4 (cont) 
PATIENT COIJIT CLJHICAL COMPLAINTS 

RECONeIIUNT HEPATITIS B VACCIIIE 

PATIENT CLASS HEALTH CARE PERSON11£L 

I TOTAL VACCINEES I 132 PATIENTS) - DOSE 1 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I 

CLINICAL 1----------------------------------------------------------------------------I 
tll.JHBER 

WllH 
COIIPlA IHfll I 0 I 1 I 2 I 3 I " I 5 I ICOMPLAJHTS 

•~a••Dauaa••••••••~u••••••••••••••• •••••••••• •••••••••• •••••••••••~•••••••••••a•••••••••••••••• ••••a••~••l••~••••••o 
111.JSCULO!IK ElET AL l l 0 0 0 0 1 

I 0.111.1 I o.a:o I 0.07.1 I o.o::o ( o.o:o ( 0.0)(I ( 0.11)() 

NECK STIFFNESS 1 l 0 0 0 0 l 
( 0.87.l ( e.11:O ( 0.0)() ( 0.07.I I o.o;o I 0.0)() I 0.8)() 

DIGESTIVE SYSTEN J 2 1 D 0 0 5 

' 2.37.1 ( l.6l0 I 0.111.t I o.o:o I o.o:o ' o . o;o ( J.9)(1 

ABDOl1IHAL PAINS/CRAtlPS 0 J 0 D 0 0 l 
0.0)0 ( 0.87.1 I o.o:o I 0. 07.l I 0.0iO I 0.0)(1 I 0.8Y.I 

DIARRHEA I 1 1 l 0 0 0 2 
o.e:o I o.a:o ( 0.87.1 ( 0 .01.1 I 0.07.1 I I 0.0)0 I 1.67.1 

I 
NAUSEA I 2 0 0 0 0 I 0 2 

1 .67.1 I 0.07.1 ( 0.0Y.l ( 0.DXI I o.o::o I t o.o::o I 1.67.1 
I ' VOl1ITING I 0 1 D 0 0 0 l 

o.o:o I 0.87.1 ( o.o;o C 0.07.1 I 0.DiO C O.Oi'.I I D.117.l 

OTH[II 0 1 1 D 0 0 l 
( o.o;o ( 0.81.J ( o.a;o I O.Oi!I I o.o;o I O.OiO I 0.8i0 

UROGENITAL SYSTEn 0 l 1 1 1 1 2 

' D.0::0 ' 0.87.) ( 0.8)0 I D.8:o I 0.87.1 ' 8.87.1 ( 1.67.I 

UIIJHAIH TRACT JNflECTION 0 • D l D 0 l 
I 0.0Y.l I o.o:o I 0.07.) I 0.8)(1 I 0.07.) I 0.0:r.1 ( o.a:o 

DYSURIA 0 J 1 0 0 0 l 
I 0.07.1 I 0.8)!) ( o.a;o I 0,DiO I ,.ox, I 0.01.l ( 0.11:r.1 

OTHIER 0 0 0 0 1 l l 
0.07.1 I I 0.07.l I 0.0:r.1 r 0.0lO I t.8)0 I 0,IIY.I C t.87.t 

I 
Ol!GANS OF SJ'ECIAL SENSE I l I 0 0 0 0 0 1 

0.117.1 I I o.or.1 I 0.DXI ( 0.0:r.1 • ,.ox, ( 0.07.I ( o.11r.1 

--

0 
0 
\,a 
.a 
,0 



STUDT aeu 
TIIEATl1£NT 
OOSE 10 t1CG 

Table 4 (cont) 
PATIENT coun CLINICAL Cot1PLA1NTS 

AECot181NAHT HEPATITIS II VACCIIIE 

PATIENT CLASS HEALTH CARE 1'£RSOMfEl 

I TOTAL VACCINEES C lU PATIENTS I - DOSE l I 
l---------~------------------------------------------------------------------1 
I DAYS POST VACCIHATIOH I NUMIIEA 

CLINICAL 1·------------·--·-··------------------------··----------------·-------------I WITH 
COMPUIHTS I o I I I 2 I J I 4 I 5 I IC011PlA1HTS 

dM•••••••••••••••••••••••••••••••••&••••••••••l•••••••-••l•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••o••••• 
I I I I I I I I 

l!LURl!ED VISION I l I O I o I o I O I O I I 1 
f I D.117.1 I ( 11.0i(I I I 0.01.1 I I 0.0:1.1 I I o.o:o I I 0.07.I I I C 0.!17.1 

-----------------------------------l----------l----------l----------l----------l----------1----------I----------I-----------
P£RSONS MITH COttPlAlNTS I lt I Z6 I 17 I 9 I '5 I S I I 49 I C 24.11%) I I 21.tr.l I I 13.t?.I I I 7.o:o I I J.9Y.I I I ].9Y.I I I C 311.0)0 

-----------------------------------1--------··1···-----·-1·------··-l----------l---···-·--1----------I----------I-----------
PER!OMS MITH HO COMPUINTS I 97 I 103 I llZ I 120 I 124 I lZct I I 110 

I I 1s.2r.1 I I 79.e:o I I 86.81.1 I I 9J.0iO I I 96.lY.I I I 96.liO I I I 6:Z.07.1 
-----------------------------------1----------l···-------1-··-····-·1----------1--·-------l----------l----------1-----------
PERSON!I WITH HO DATA I O I O I II I O I O I D I I 0 

I C o.o;o I I o.or.1 I I 0.01.1 I I I.DY.I I I 0.01.1 I I o.o;o I I I 0.0Y.I 

., 

0 
0 
t:: 
0 
0 



STUDT 0613 
TIIEATMENl 
DOSE 10 ttCG 

Table 4 (cont) 

PATIENT COUNT CllNlCAl COHPlAlHlS 
11£Cot1BINAHT HEPAlITIS 8 VACCIIIE 

PATIENT ClASS HlALlH CAR£ P£11SDNHEL 

---------·------------------------------------------------------------------------------------------------------------------I TOTAL YACCIHEES I 125 PATIEHTSI - DOS£ t I 
1----------------------------------------------------------------------------I I OAlS POST VACC1NAT100 I NUf13EII 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COltPLAINT!I I o I 1 I 2 I 3 I 4 I S I ltOttPLAlNTS 

a•••••••••~••a•••••••••••••••••••••l••••••••••••••••••••••••••••••••l••••••••••••••~•••••••••••••••••I•••••~•••••••••••••~• 
I I I I I I I I 

REACTION, LOCAL I INJ!CT. SITE I I 13 I 10 I 7 I 2 I 1 I 1 I I 'lll 
I I 10,9)(1 I I 8.4lO I I 5,9)(1 I I l. 7?.I I I o.ex, I I 0,87.) I I I IS.l?.I 

-----------------------------------1---------- ----------l----------1----------1----------1---------- ---------- -----------
PAIN I 1 2 I l I l I o I o 3 

o.a:o I l.7:11 I I 0,8)(1 I I 0.8%1 I I 0.07.1 I I 0,0lO I t.s;o 
I I I I 

S011£HE5!1 I 5 • I 3 I l I l I 1 6 
4.t?.I 1 3.4?.I I 1 2 . sx1 I I o.a?.1 I I t.87.1 I , o.ax, , s.o;o 

I I I I 
TEtllJEIINESS I 7 • I J I o I o I o 9 

5.9¼1 I 3.4:11 I I 2.SY.I I I 0.0Y.I I l 0.Oi!I I ( o.0?.I I 7.6lO 
I I I I 

STIPFNESS/TIGHTNESS I 2 l I 0 I 0 I 0 I 0 2 
I I l. 7X I I 0. 8%) I t 0. 07. J I I O. o:o I I O. OX I I I O, 07.1 I I. 7i( I 

-----------------------------------l----------t----------l----------l----------t----------l----------l----------l-----------s,sun1c I 5 I , I 7 I 5 I 6 I r, I I n 
I I 4.2Y.I I I 7,6)() I I 5,97.1 I I 4.27.1 I I 5,0iO I I 5.07.1 I I C J0,97.1 

W'HOL£ BODY '6ENEAAL I 3 s 3 I t 2 t 8 
2.57.1 I •.t?.I I 2.5)(1 I l. 7?. I I 1.7?.I C I. 77.1 ' ,.no 

FATIGUE/WEAKNESS I 3 2 1 2 2 2 5 
I t.5?.I I 1.7;(1 I D.87.1 C l.77.1 I l. 77.1 C I. n:, ( •.ZY.I 

t1AlAlSE 0 I 1 I 1 I 3 
I 0.0)0 I 0.8)0 I 0.8:1!) I o.e:o ' o.8XI I l,8lO I 2.57.) 

HEADACHE 0 z I 0 0 0 t 
I 0.0)() ' 1.7)0 I 0.8?.I C O.OiO I o.o:o I o.o:;o I I. 7Y.) 

I 
lNTEGUnEHTART STSTEH 0 I 1 z 2 l 1 2 

I 0.D7.I I I 0.8)0 I 1. 7%1 ( 1. 77.1 ( 0.8:1!1 I 0.87.1 I 1.7)0 
I 

URTICARIA/HIVES 0 I 1 l I 0 0 1 
I 0.0,:1 I I 0.8)() I 0.87.) C 0.87.1 ' o.o:o I D.0X) ( 0.117.l 

• 

0 
0 
&: 
0 .... 



-------

STUDY 0813 
lREAlHEHT 
DOSE I 10 l'ICG 

Table 4 (cont) 
PATIENT COtR-IT CLINICAL COHPLAJNTS 

RECOttBINANT HEPATITIS l'l VACCJIIE 

PATIENT CLASS: KEALTH CARE P£ASOte!El 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIIIEES I HS PA TilHTS l - DOSE 2 l 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUMBEA 

CllNICAl 1----------------------------------------------··----·---------·-------------I MITH 
CONPLAINfS I O I l I 2 I :S I It I 5 I IC011PLAINTS 

•e••••••••-••••••••••••••••••"•••••l•••••~••••l•••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••l••a••••••• 
I I I I I I I I 

PAUIIITIS/JTCNUIC I a I a I 1 I 1 I 1 I 1 I I 1 
a.oz, I C O.OY.J I I 0.8Y.I I I 0.11:0 I I 0.11%1 I I 0.11:0 I I I 0.87.1 

IIE!IPIIIATORY l t l t " I " 5 
I 0.87.1 I l. T/.1 I 0,8)(1 C l.7i!I I 3 ... Y.l I C 'J.4Y.I I 4.27.1 

I 
PIIARYNGITIS ISORE THAOATI l t 1 l 2 I 2 3 

( 0.81.l ( 1. ?XI I 0 .1'1)0 I 0.8)(1 I l. Tl.I I C 1.7?.I I 2.5%1 
I 

LARYNGITIS 0 0 a a l I l l 
I O.OiO I o.o~n I 0,DiO I O.DY.l I O.IIXI I C o.e:o I 0,87.l 

I 
UPPER RESPIRATORY INFECT., HOS 0 0 D 0 l I l 1 

I o.a:o I o.o:o ' 0.07.1 C 11.0XI f o.ei(I I f 0.8Y.I I 11 .8% 1 
I 

BROHCHITI!I, H09 0 0 0 D l 1 1 
I O.D7.I C O.Oi(I I O. OXI ' O.OXI I o.a:o I o.ex, I 11.l'li() 

COUGH I 0 0 0 I 1 a 0 l 
I I 0.07.) C O.OY.I I 0,0?.I I I 0.8i0 ' O.DlO I O.lllO C 0.117.1 
I I 

NEHIC AND LYHPHATIC •• a 0 1 I 0 0 0 l 
I I 0.0?.t ' o.o:o I o . ei(t I r 0.07.1 ' O.Oi(I I 11.or.1 I 11.87.1 
I I 

l'r11PICADEHOPATHY • GENERAL I 0 a 1 I • 0 0 l 
I I 0.07.t C 0.07.1 ' 0.8?.) f 
I 

,.ox, C o.oxt I 11.07.1 ( 0.87.1 

LYNPICAOEt«>PllllY, CERVICAL I D G l II I II 0 l 
Ir 0.0lO C 0.0?.I I 0.87.I ( 0.07.I I C O.Ol!I I 11.0XI ' 0.87.1 
I ,- I 

NUSCULOSKELETAL I 0 I l 0 0 I D • 1 
IC o.ox1 I « a.ext I 0.07.J ( I.DY.I I I O.Oi(I ' 1.07.1 ' 0.8)() 
I I I I 

HYALGIA I 0 I l 0 0 I 0 I 0 l 
o.a,o I , 0.1'1?.I C 0.07.1 ( O.OXI I l 0.01.1 I , 0.07.1 C 11.87.1 

I I I 
OI;£STIY£ SYSTE" I l I 0 0 a I 0 I II 1 

0.87.1 I c 0.07.1 C 0.07.1 ' I. OY. I I I 0.07.1 I I O.OY.I I 0 . 87.1 

·-

c:> 
Q 
b 
c:, 
ru 



STUDY 0813 
TR£ All1EHT 
DOSE 10 HCG 

· Table 4 (cont) 

PATIENT COIJHT CllHICl l tOl1PLAIHTS 
REC0111UH&Hf HEPlflTI!I & vaccme 

PATIENT CLAS, HEALTH CAIi! PlA!ONNEl 

I TOTAL VACCIHEES I US PATIEHTSI - DOSE Z I 
l----------------------------------------------------------------------------1 I DAYS POST YACCIHl TIOO I NUt18EII 

CLINIC AL 1---------------------------·-··-·-·-------------------·---------------------I WITH 
Cotff'll lHTS I O I I I 2 I 3 I <t I 5 I ICOtlPLAIHlS 

• 0 •a•••••~••••••••••••••••••••••••• l•••••••••• l••••••••••••••••••••• l•••••••••• •••••••••••l •••••••••• l••••••••••I•••••••••• 
I I I I I I I I 

A8DOl1JNAL PAINYCRA11PS I 1 I O I o I o I O I o I I l 
I ( o.e;o I I O.DZI I I o.o;n I I 0.0:1.1 I I O.OZI I I O. OZI I I I o.e;n 
I I I I I I I I 

DIARRHEA I l I O I O I O I o I o I I I 
I I o.ez1 I ( o.OZI I I O.OZI I ( O.OZI I I ,.oz, I I O.OZI I I I O.IIZI 

-----------------------------------1·---------l---------- l-··-------l----------1----------l·----------1----------I-----------
PERSOHS WITH COttPlllHTS I 16 I 16 I 14 I 7 I 7 I 7 I I 27 

I I n.4Zl I I 13.47.1 I I 11.e;o I I 5.91.I I I 5 . 9)0 I I 5.9Zl I I I u . 77.1 

-----------------------------------1-···------l----------l--------·-1----------l----------l----------l---------- l---·--------
PERSONS WITH HO COltPUIHTS I l Ol I 103 I 105 I 112 I 112 I J U I I 92 

I t 116.67. 1 I I 116.621 I I ee.2z1 I I '14. 11.l I I 94 . lZI I I 94.llO I I I 77 . ]Z) 
-----------------------------------l------·-·-1···-·-····1----------l----------1----------1----------1----------I-. ---------
PERSOMS WITH NO DATA I I I O I O I o I O I I I I 0 

I ' 0.0ZI I I o.o:;o I I o.o;n I I O.OZI I I 0 . DlO I I O. 0ZI I I I o.oz, 

_.., 

-::, 
0 
C 
0 
u,I 



STUOY HU 
TR£ATN£NT 
DOSE 10 HCG 

Table 4 (cont) 
PATIENT CO\MT tlIHICAL COMPlllHTS 

REC0111!INANT HEPATITIS B VACCINE 

PATIENT CLASS HEALTH CARE PERSONNEL 

I TOTAL YACCIHUS I 1119 PATUNTS I - DOSE J I 

1----------------------------------------------------------------------------I I DA1S POST YACCINATIOH I NU118ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COl1PlAttns I O I 1 I :t I J I 41 I 5 I ICOl'IPUIHTS 

••••••••••••••••••••••• .. ••••••••••••~••••••••l••••••••••l••••••••••••••••••••••••••••••~•l••••••••••l••••••••••••••Q•••••• 
I I I I I I I I 

IIIEACTIOH, LOCAL IIHJECT. SITE> I 11 I 10 I 6 I 6 I 5 I s I I U 
I C 14.JY.I f" I 13.0lO I C 7.e;o I I 7.e;:1 I I 6.57.1 I I 6.S:o I I I 16.9%1 

-----------------------------------1----------l----------l----------l----------l----------l----------1----------I-----------
PAlH I l I 1 I 1 I o I o I e I I I 

I.Jr.I I I 1.JXI I C l,JY.I I I O.OXI I I 0.0;:1 I I 0,07.1 I I I 1.37.1 
I I I I I I I 

!IOl!EHESS I e I 6 I J I l I :t I t I I 9 
10.4;:1 I c 1.e;:1 I C J.97.l I I J.9;:J I I :t.6i0 I C t.6%1 I I I ll.7XI 

I I I I I I I 
TEHDEl!HESS I 2 I t I l I l I l I 1 I I l 

[RYTHENA CR[DNESSl 

t.6Y.I I I :t.67.I I C 1.JXI I I l.lXI I C 1.J7.J I I 1.3;:J I I I J.9%1 

l 
I 1.37.1 

1 
l,JlO 

l 
1. 3%1 

1 
1.liO 

o I o 
o.ox1 I I o.ox, 

t 
2.6%1 

INIJURATION I O I 1 I l I l I l I 1 I I l 
c o. ox I I I 1. 37.1 I I 1. JiO I I l. Ji! I I I l. 3i0 I I 1. 37. I I I I 1, l7. I 

I I I I I I I 
PAPULU s I I O I 1 I l I 1 I l I l I I 1 

O.OlO I I 1.17.l I I l.l%t I C 1.Ji!I I C l.J%1 I I 1,3%1 I I I l.JiO 
I I I I I I I 

STIFFNESS/TIGHTNESS I l I l I l I 1 I l I 1 I I 1 
I C 1.31.1 I C 1.37.1 I C l.37.1 I I 1.1;:1 I C 1.JXI I I 1.31.1 I I I 1.]%1 

-----------------------------------l----------l----------l----------l----------l----------l----------l---------l-----------srsnn1c I l I t I t I l I l I o I I 1t 
I I_ 1.37.I I C t.f>7.I I C t.f>i'-1 I l l.UI I C l.JXI I I O,OiO I I t 5.2%1 

I I I I I I I I 
WHOLE BODY/GENERAL I l I t ' 2 I l I l I 0 I ' 4 

I ' J. 3?.I I C Z.6?.t I I Z.6%1 I I 1.37.1 I I 1.37.1 I I O.OXI I f I 5.;!XI 
I I ' I I I I I 

NALAI5E I 0 I 1 I 0 I 0 I • I 0 I I l 
I I a. ox1 I c 1.JXI I I 0.0%) I I o.o:o I I 0.0;:1 I I 0,0;,:1 I I I l. ]%1 
I I I I I I I I 

HEADACHE I 0 I 1 I 2 I 1 I 1 I a I I 2 
I C 0.0;:1 I 1 l.J;:J I C t.6i0 I I 1.3%1 I C 1.l)O I I 0.0?.I I I c t.61.t 

.... 

0 
0 
b 
0 
.t: 



STUOY 081] 
TRUTl1EHT I 

DOSE 10 MCG 

Table 4 (cont) 

PATIENT COUCT CLJNJCAL COMPLAINTS 
l![COHBitlAllT HEPATITIS B VACCINE 

PATIENT CLASS: HE ALTH CARE PERSOtNL 

I TOU L VACCINEES I 109 PATIENTS I - OOSE l I 
I ------ .. · · --------- ... · --· ·--------- -·--· --· ·· ··-· · ---·····---------····----·-I 
I DAYS POST VACCIHATIOO I H\JttBER 

CLINICAL 1-----------------------------------------------------------------------·----f MITH 
COl1PLAINT9 I o I l I t I 3 I c; I s I ICOHP\AlHTS 

a•••••••••••••••••••••••••••••••••• t•••••••••• l•••••••••• l••••••••••••••••••••• ••••••••••• l•••••••••• l•••••••••• I••••••••~~ 
I I I I I I I I 

ACHINESS I l I D I D I o I o I 0 I I l 
I I 1.JXI I I O.DXI I C o.ox, I I o.o;o I C o.o;o I I o.o:o I I I 1.37.1 

-----------------------------------1--------·-1----------1----------1·---------l-------·--1----------l----------1-·------·--
PHSONS MITH COHPUINTS I 1t I U I 1 I ft I 6 I s I I 15 

I I 15.f,7.) I I 15.6X I I I 9.17.1 I I 7.8Y.I I I 7.e:o I C ,.s:o I I I n .sr., 

--------------------------·--------1--···-----l-·---·-···1-------·--1----------l----------l--------·-1----------I-----------
PERSOM9 MITH tl0 COttPLAIH'l'S I ftS I r,5 I 70 I 71 I 71 I 72 I I 62 

I I e,.1tr.1 I c M.47.1 I c 911 . 9XJ I 1 92.2:r.1 I , u.2:i1 I c 9J.57.I I I I eo.sr., 

-----------------------------------l----------l----------l----------l---------- l----------1--·--··-··1----------l----·------
PfRsOl1s MITH HO IIATA I O I O I O I O I O I I I I 0 

I I o.o;o I I 0.0,0 I C ,.or., I I O.OXI I I O.D,O I I 0.07.) I I I O. Ol!I 

0 
0 
C 
0 
\II 



STUDT 081] 
lR£All1f.HT 
bOSE ZO 11CG 

Table 5 
PATIENT COl.l'IT CLINICAL COl1PLAJN1S 

RECOHBINA>fl HEPATITIS B VACCINE 

PATIENT CLASS HEALTH CARE PERSONH£L 

I lOTAL VACCU1£ES l 7 PATIEIITSI - DOSE 1 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I N\1118£11 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COHPLAINTS I D I 1 I t I J I 4 I 5 I ICOHPLAIHTS 

•••a•••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••~••••••••••••••••••I••••••••~••••••••••••••••~•••••• 
-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
sTSTEHtC I 1 I o I o I D I o I o I I 1 

I ( 16.7)0 I I I.DY.I I I 0.0)(1 I ( O.Ol!I I I O.OY.I I I o.o;o I I t Ut.7ll 

-------------------------------------------------------------------1 I I I I I 
WHOLE BOOl/GENERAL I l I D I O I O I o I O I I 1 

J6.r,o I I o.ox1 I I o.or.1 I , o.oio I , o.or.1 I , o.oio I I t J6.n1 
I I I I I I I 

SENSATION OF WAAltTH. CDIEAAL I 1 I O I O I O I o I a I I 1 
I ( 16.7?.J I I O.OlO I I O.OiO I I o.o:o I I O.Ol!I I I D.Olll I I I U.7ll 

----·------------------------------1----------l----------1----------I----------I----------I----------I----------I-----------
PERSONs lfllff COMPLAINTS I 1 I O I O I o I O I O I I 1 

I ( 16. 7?.I I I O.OY.I I I O.OZI I I O.OY.I I I O.OY.I I I O.Olll I I f 16.7?.I 
-----------------------------------1----------l----------1----------I----------I----------I----------I----------I-----------
PERSOHs MITH HO COMPLAINTS I S I 6 I 6 I 6 I 6 I 6 I I S 

I C 8J.3)0 I 1100.0Y.J I 1100.0Y.I I 1100.0Y.I I 1100.0iO I ClOO.OY.I I I I 19J.])(J 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PH~s MUM HO DATA I o I o I o I o I O I O I I O 

I , o.ox, I , o.an I 1 0.0,:1 I , a.ox, I , a.a;,o I , a.ox, I I I o.ox, 

-

0 
0 
~ 

0 
c,, 



STUDY I 0013 
Tl!EATtt[HT 
DOSE 20 11CG 

Table 5 (cont) 

PATIENT COUNT CLINICAL COHPLAIHTS 
l!ECOt18IMANT HEPATITIS 8 VACCIUE 

PATIEHT CLASS• HEALTH CARE PEIISOH!fEl 

I TOTAL VACCIMEES l 4 PATIEHTSI - DOSE 2 I 
1----------------------------------------------------------------------------I I DAYS POST VACCIHATIOH I MJN!IER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
Cot1PLAJtlT!I I D I l I 2 I l I 4 I 5 I ICotlPlAIHTS 

••e••••~•••••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••l•••••••••••••••••••••••••••••••••••a••••••• 
-----------------------------------1----------1----------1----------l----------1----------l----------l----------l-----------
svsnHIC I O I I I 1 I 1 I 1 I 1 I I l 

WHOLE BOOYIGEHEIIAL 

SEHSATIOH OF NAIIHTII, GENERAL 

fATIGUE/MlAKHESS 

IIESPIRATOAY 

PHAIIYNGUIS I SOIIE THROAT I 

Of!GANS Of SPECIAL SENSE 

I ( o.o:o I l so.o;o · ' I !iD.OiO I I so.0;1.1 I I so.o;o I I SD.0%1 I I I 50.07.1 

I 0 1 0 
I < o.o;o I 50.07.I ( o.o:o 
I 
I 0 1 0 

( o.o:o ( 50.07.1 ( o.o,o 

I 0 l 0 
0.07.1 ( 50.0%1 I 0.07.1 

I 0 l 1 
•• 07.1 ( ,o.o:o I 50,07.1 

I 0 1 l 
0.07.1 C 50.07.1 ( 50.07.1 

I 0 0 0 
( o.o;n ( 0.07.I ' 0.07.1 

I 

0 I 0 
I 0.01.1 I I o·.01.1 

I 
0 I 0 

' 0.07.I I I o.o:o 
I 

0 I 0 
I 0.0%1 I I 0.0%1 

I 
I I l 

l SD.07.J I I 50.07.1 
I 

l I 1 
I 50.0%1 I I 50.0%1 

I 
1 I 1 

I 50.07.1 I I SD.0?.I 

0 

' 0.07.1 

0 
I 0.0%1 

0 
I o.o;o 

1 
( S0.0%1 

l 
( so.oz, 

l 
I 50 . 07.1 

1 
so.ox, 

1 
I SO.DY.I 

1 
50.0%1 

1 
so.ox, 

1 
so.o:o 

1 
I 50.07.I 

EARACHE I O I O I o I l I 1 I l I I 1 
I l 0.01.1 I I 0.07.1 I I 0.01.1 I < 50.07.1 I < so.01.1 I I so.o;o I I c so.or.I 

-----------------------------------l----------t----------1----------l----------1----------1----------1----------1-----------PERSOHS llllH COHPUIHTS I O I 1 I 1 I 1 I 1 I l I I 1 
I c 0.01.1 I , so.01.1 I c so.o;o I , so.ox, I I so.o;o I I so.ox, I I c so.ox, 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WITH HO COl"IPLAIHTS I 2 I l I l I 1 I 1 I l I I 1 

I 1100.0:r.1 I l so.o;o I C so.ox, I I so.or., I I so.ox, I I 50.0)(1 I I I 50.0%1 

-----------------------------------l----------1-·--------1----------l----------l----------1----------1----------1-----------
PERSOHS WITH HO DATA I O I O I O I O I O I O I I O 

I , o.ox1 I c o.oxt I , o.ox, I , o.or.1 I , o.or.1 I , o.ol!I I I I o.or.1 

• 

0 
0 
.c:: 
0 ..... 



STUDY 1 01113 
TREATnEHT 
DOSE 2 .5 ltC6 

Table b 
PATIENT COUNT MAXIMUl1 TEMPERATURES 

RECOt1BlHAHT HEPATITIS 8 VACCitlE 

PATIENT CLASS! HEALTH CARE PfRSOffll£l 

I TOTAL VACCIHEES I 61 PATIEHTSI - DOSE I I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCJNATJON I 11-\JNIIER 

MAX TEMPERATURE 1------------------------------------------------•--------------------------------------I MITH 
I DEG F, CRALi I t I 1 I 2 I l I " I 5 I I I MAX TEMP 

••••••••••••••••••••••••••••••••••• l•••••••••• l•••••••••• ••••••••••• ••••••••••• l•••••••••• l•••••••••• l•••••••••• I••§••••••• 
I I I I I I I I 

HOIINAL I 60 I 59 I 60 I 60 I 60 I 59 f I 59 
I ( 'J8 •• l0 I I 96 . 7Xt I I 911.47.t I I 98. 47.t I I 911 . 47.1 I I 911 . lZl I I I 96. 77.I 
I I I I I I I I 

< 99 I 1 I l I l I l I l I l I I l 
I f l.6XI I I 1. 6Y.I I I l . 6XI I I 1. 6Xt I I 1.6%1 I I 1.77.t I I I 1 . 67. t 
I I I I I I I I 

99 - n.9 I o I l I o I D I o I D I I l 
I I , .or., I f 1.67.) I I 0.0%1 I I 0.0)0 I I 0.0)0 I I a.o:o I I I 1 . 67.) 

------------------------l----------l----------l----------l---------- l----------l----------1---------------------1-----------
n:tff'ERATURt T AKEN I 61 1 n t n I u I 61 I 60 I I n 

I ,100.or.1 I 1100 . or.1 I 1100.ox, I 1100.ox, I c100.ox1 I, 99 . 47.1 I I 1100 . oz , 
------------------------l----------l----------l----------l----------l----------l----------l---------------------1-----------
nlftRAT\JRt HOT TAKEN I a I o I • I o I o I 1 I I a 

I I , .or., I C o.ax, I I •• ,x, I I o.oz, I I D.OXI I I 1.67.1 I I I I. oz , 

,... 

0 
0 
~ 
0 
CJ) 



STUDY I 0813 
TREATHENT 
DDSt t.S 11CB 

Table 6 (cont) 
PlTIEHT COUNT t1AXll'llt1 TEMPERATURES 

RECOttBINANT HEPATITIS B YACCltlE 

PATIENT CLASS! HEALTH CARE PEASOHHEL 

I TOTAL VACCINEES I 61 PATIENTSI - DOSE t I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATiotl I NUteER 

NAM TEMPfRATUIIE 1--------------------------------------------------------------------------•--------•---I WITH 
IOEGf,ORAll Io I 1 I 2 I 3 I 4 I 5 I I INA>CTEt1P 

••••••••••••••••••••••••l••••••••••••••••••••••••••••••••l•••••••••••••••••••••l•••••Q•••••••••••••••••a•••••••••••••~••••• 
I I I I I I I I 

HOIIMAl I .o I 61 I 60 I 61 I 61 I 61 I I 59 
I c 98.47.1 I uoo.o;o I , 9&.47.1 I naa . 0%1 I uoa.07.1 I uoo.0%1 I I , 96.7Y.> 
I I I I I I I I 

<•'9 I 1 I o I o I o I o I • I I 1 
I l 1.6)0 I c 0.01.1 I 1 0.01.1 I , o.07.1 I l o.or.1 I 1 1.0:1.1 I I , 1.6:I.J 
I I I I I I I I 

99 - 99. 9 I o I o I 1 I o I o I o I I 
I l O.OY.I I I O.OY.l I C 1.67.1 I f D.07.1 I l 0.0:1.1 I I o.OY.I I I I 1.6%1 

------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
Tu1PERATURE TAKEN I 61 I 61 I 61 I 61 I 61 I 61 I I 61 

I ll00.07.1 I 1100.or.1 I ClOO.OY.J I UOD.OY.I I llOO.OZJ I UOO.OY.I I I llOO.Oll 

------------------------1----------1----------l----------l----------1----------l----------l---------------------l-----------
nnPERATVRE HOT TAKEN I I I I I O I O I O I O I I 0 

I , o.o,o I , 0.01.1 I c 1.oY.1 I c 0.0:1.1 I , o.o;o I 1 0.0:1.1 I I I o.o;o 

0 
0 
.c, 
0 
-0 



STUDT I 0&13 
TREA111£NT 
OOSE· Z.5 MCG 

Table 6 (cont) 

PATifNT CDUff MAXJtllM TEMPERATURES 
RECOHBINANT HEPATITIS B VACCINE 

PATIENT ClASSI H[AlTH CARE PERSONNEL 

I TOTAL VACCJHfES I 60 PATJENTSI •DOSE] I 
1···--------------------···-··----------··------------------·------··-··-·---·--···-----1 
I DAYS POST VACCIIIAT1014 I HUl18ER 

nAX TEnPERATUI!( 1-·---···-·-···---·-·-·------------··--···---···--··-·--···-·-········-··········-····-·1 WITH 
I DEG F, ORAL I I O I l I 2 I 3 I 4 I 5 I I I MAX TEMP 

••••••••a•••••••••••-••• l•••••••••• ••••••••••• l•••••••••• •••••••••••••••••••••• l•••••••••• ••••••••••• ••••-••••••l•Q•••••••• 
I I I I I I I I 

NORHAl I H I 60 I 60 I 60 I 60 I 60 I I 60 
I 1100.01. 1 I 1100.0;0 I noo . o;o I noo.o;o I 1100.0;0 I 1100.0;0 I I noo.or., 

·--··--·-·-······-······1·-········1·······--·1·····-····1··-····-··1··-····-··1·-·--···--1·-····-·--·--···-·-·-1-----·--··-
TEHPU!ATURE TAKEN I 60 I 60 I 60 I 60 I 60 I 60 I I 60 

I 1100.0;:1 I 1100.0;0 I noo.or.1 I 1100.or.1 I 1100.0:0 I 1100.0:0 I I noo.or.1 
-----·--------------·--·l·---·-·-·-1--·--·---·1----------l------·-··1--·--·····1·-····-···1···-····-·······--··-1 ········---
nnP£RATURE NOT TAK EN I o I o I o I o I o I o I I o 

1 c o.o:o I 1 0.11:0 r I e.or.> I I o.or.> I c o.o:o I I o . or.1 I I I o . or.1 

-

C, 

C, 

l::: .... 
0 



STUDY O&ll 
l1UA111UIT 
DOSE 5 t1tG 

Table 7 
PATIENT COUtlT NAXI,._, TEHPE~ATUl!ES 

RtCOl181NANT HEPATITIS 8 YACCIIIE 

PATIENT ClASS HEAllH CARE PERSONHtl 

------~---------------------------------------------------------------------------------------------------------------------I TOTAL YACC1H££S I 121 PATIENTS) - DOSE l I 
l---------------------------------------------------------------------------------------1 I t•t.l S r1;s ·1 '{t,C!:.INUiC·I I NUt18ER 

HAX TEtff'ERAT\ff!E l---------------·--------•--·-·-··--------------·---------------------------------------1 WITH 
I DEG F, ORAL I I D I 1 I 2 I :S I '+ I 5 I I I HAX TENP 

••~••a••••••••••••••••••I•••••••••• •••••••••• ••••••••••l••••••••••l•••N•••••• •••••••••••••••a~~••••••~~•••••••••"~•••••• 
I I I I I 

NOl!t1Al I 11'+ 117 116 I lU I 117 116 I I 109 
I 1 ~.z:o I CJt..1x1 1 '16.7%1 I 1 9s.e;o I c ,e.:s:o I CJS.CJY.I I I 1 ,o.uo 
I I I I I 

<99 I 2 1 1 I o I o l I I 2 
I I 1.n1 I l.8XI C o.a;o I C o.ox, I I o.o:o C 0.&iO I I t 1.77.) 
I I I I I 

99 - 99. 9 I 4 2 2 I 5 I z " I I a 
I C l.lY.l C 1.71.1 I 1.71.l I I '4.tiO I t 1.71.1 C l.lXI I I C ♦.6Y.I 
I I I I I 

100 - 100. 9 I 1 1 l I o I o o I I 2 
I c o.87.) I 1 1.ex1 1 a.e:o I t 0.01.1 t , 0.07.1 , ,.ex, t I 1 1.1:1.1 

------------------------l----------l----------l---- ·-----l----------l----------l----------l---------------------1-----------
n11PuATURE TAKEN I 121 I Ul I 120 I 120 I 119 I 121 I I Ul 

I UOO.OY.I I 1100.07.1 I t 99.ZlO I t 99.21.t I I 98.31.1 I 1100.0XI I I 1100.aY.1 

------------------------l----------t----------l----------l----------l----------l----------1---------------------1-----------TEHPtRATURE HOT TAKEN I O I D I l I 1 I 2 I O I I o 
I I I.DY.I I I I.OXI I t O.IIXI I C O.IIXI I I l.7Y.) I I O.OXI I I I O.OY.I 

0 
c:, 
~ --



STUDY O&lJ 
TREAfflEHT 
DOSE 5 11CG 

Table 7 (cont) 

PATIENT COUNT HAXIi.Jtl TEHP[RATUR[S 
RECot1BINANT HEPATITIS B VACCltlE 

PATIENT CLASS HEALTH CARE PERSONNEL 

I TOTAl VACCINEES I 120 PATIENTS! - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I tufflER 

HAX TEHPERATUR! 1---------------------------------------------------···--··------··------------··--··---1 WITH 
IDEG F, ORAL) I O I l I Z I J I 'I I S I I I NA)( T£HP 

••••••••••••••••••••••••l••••••••••••••••••••••••••••••••l••••••••~•••••••••••••••••••••••••••••~•••••••••••••a•l••ae•••••• 
I I I I I I I I 

NORHAL I 11] I 114 I 114 I 116 I us I 116 I I 110 
I I 95,0)0 I ( 95.8)0 I ( 9S.8Y.I I ( 97.SY.) I I 96.67.) I ( 97.S,O I I I 92.47.1 
I I I I I I I I 

< 99 I ,. I J I ,. I 2 I 2 I z I I s 
I , J.tor.1 I , 2.s:o I , 1.1tx1 I , 1.1x1 I , 1. 1x1 I , 1.n, I I , ,.,2;,;1 
I I I I I I I I 

9' - 99. 9 I 2 I 2 I l I l I z I 1 I I 4 
I I l.7Y.I I ( l.7:f.l I I o.ex, I ( 0.87.) I I 1,T/.1 I I O.BlO I I ( J.ti7.I 

------------------------l----------l----------l----------l----------l------·---l----------1---------------------1-----------
nttPEAATUAE TAKEN I 119 I 119 I 119 I 119 I 119 I 119 I I 119 

I I '9.ZlO I ( 99.2l0 I I 99.2)0 I ( 99.2X) I I 99.2Y.I I f 99.2l0 I I I ,,.vo 
------------------------l----------l·-----·---l----------l----·-·---l----------1----------1---------------------l-----------
nHPERAtURE HOT TAKEN I l I l I l I l I l I l I I I 

1 1 o.et1 I I a.ax, I t o.a;o I t o.aY.1 I I a.BY.I I I a.BY.I I I • o.eY.1 

0 
0 

"" -N 



STI.OY 0813 

Table 7 (cont) 
PATIENT COUNT NAXI'1Ult TENPERATUllES 

REC011BINANT HEPATITIS 8 YACCltlE 

TRUTl'IENT 
DOSE t 5 HCG 
PATIENT ClASS' HEALTH CARE PERSONNl:l 

J TOTAL VACCIHEES I 115 PATIENTSI - DOSE l I 
1---------------------------------------------------------------------------------------I I DAYS POST VACClHATIOfl I NUt18ER 

NAX TEHPERAT~E 1----------------------------------------- ------------------------------------------•---I MITH 
CDEG F, OR AU I O I l I t I J • 4 • 5 • • • l'IAX TEHP 

••••••••••••••••••••••••l••••••••••l••••••••••••••••••••• I••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 
I I I • • • • • 

NORl1Al I 75 I 75 I 75 I 78 • 78 I 78 • I 78 
I 1100.01.1 I 1100.0Y.l I 1100.01.1 I 1100.01.1 I 1100.01.1. 1100.01.1 I • ClOO . OXI 

------------------------l---------- l----------l----------l----------l----------•----------I---------------------I-----------
TEl1PERATURE TAKEN I 78 I 78 I 78 I 78 I 78 I 78 I I 78 

. I c 67.81. 1 • I 67,81.1 I I 67,81.1 I C 67.8l0 I I "7 . 81.1 I c 67.81.1 I • I "7.81.1 
------------------------l---------- l---------- l----------l----------•----------I----------I--------------------- I-----------
Tu1PERAtURE HOT TAKEN • • 3 7 I n • l7 • 37 I 37 I 37 I • 17 

I C l Z.2)0 • I 32 . 21.1 I I JZ.Zl<I I I 32 , Zl<I I I JZ . 21.1 • I 32,21.1 I • I 32.21.l 

_, 

0 
0 
J;:: ... 
v,t 



STUDY oan 
Tl!EATMfHT 
DOSE 10 11CG 

Table 8 
PATIENT COUNT MAXIHUl1 TEMPERATURES 

RECOt1BIHANT HEPATITIS B VACCINE 

PATIENT CLASS HEALTH CAI!! PER50NN(L 

I TOTAL VACCIH[E5 C 13Z PATIENTSI - DOSE 1 I 
1--------------------------------------------------------------------------------------- I I DAYS POST VACCIHA.llON I tM19ER 

ffAX TEMPERATURE 1---------------------------------------------------------------------------------------I WITH 
C DEG F, OIIAL I I O I l I t I l I 4 I 5 I I I ttAX TfHP 

~••••••••••••••••••••••• l•••••••••• I•••••••••• •••••••••• •••••••••• •••••••••• •••••••••••••••••••~•••••••••••••••n••••••• 
I I I 

NORMAL I . 114 I ua 119 119 118 ue I I 111 
89,17.1 I I 9l.S7.I I 9J , 07.I I 9J.07.I I 92.27.1 I 92,27.1 I I I a,.or.1 

I I I 
<99 I 4 I 7 s 2 ti s I I ,. 

J.17.J I I 5.47.1 C J.97.1 C l.6l0 C l.17.1 I J.'IXI I I I l.lXI 
I I I 

99 - 99. 9 I 10 I 4 4 6 6 s I I n 
7.8l0 I I J.17.1 I J.liO C 4.T/.1 I 'o.77. 1 I J.'IXI I I C 10.lXI 

I I 
100 - 100. 9 I o I o o l O o I 

I I O,G1.I I c O.OiO I O.OiO I , .87.1 I 0 . 07.1 I 0.07.1 I I C 0 . 8:/.1 

------------------------ l----------l----------1----------l----------l----------l----------l--------------------- l-----------,u1P1RATURE TAKEN I 128 I u, I 128 I U8 I 1211 I 1211 I I 129 
I c 97.07.1 I 1 97.TI.I I C 97,0iO I I 97.0lO I I 97.07.1 I C 97.07.I I . I I 97.71.1 

------------------------ t----------l----------1----------1----------1----------t----------l---------------------1--··--------
nmotRATlllll! NOT fAl([M I 4 f ] I 4 I 4 I 4 I 4 I I l 

I C J,07.1 I C t.~I I C J.OY.I I I J.07.1 I I J.07.1 I C J.07.I I I I 2.3i0 

-

0 
0 
t --P 



STIJOY t 01113 
TRf:AfflatT 
DOU 10 t1CG 

Table 8 (cont) 

PATIENT COUNT 11AXIt1Ult TENPERATUIIES 
RfCot181HANT HEPATITIS 8 VACCINE 

PATIENT CLASSt HEALTH CARE P!RSOtlNfL 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES I 1Z5 PATIENTS>· 005£ 2 I 
l--------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I tM18£R 

ttAX TEHPERATUII[ 1--------------------------------------------------------------------------------- ·-----1 MITH 
IDEG F • 011ALI I I I 1 I Z I J ( '- I 5 I I I 11Al( TEMP 

"•••••••••••••••••••• .. •••••••••••••••••••••••••••••••••••••••••••• I•••••••••• •••••••••• •••••••••• l•••••••••• •••w••~••• 
I 

HOl!l1AL I 109 I 112 I 112 I lU I 114 111 104 
9Z.4)0 I C 94 . 97.1 I C 94 . 97. J I I '5 . 87.1 I C 96.67.> C 94.17.1 I oe . 1r. , 

I I I I 
<99 I 4 I J I 4 I z I 2 l :s 

J.47.1 I C Z.57.1 I t J.4l!I I I l . 7ZI I C 1. 7ll c 1.97.1 I z . sr.t 
I I I I 

9'1 - "'·" I !5 I l I z I l I z s 10 
lt.21.I I I Z.57.1 I l I. Tl.I I I 2.s;o I ( 1.71.) l lt.t)O I 8 . 5Z) 

I I I I 
100 - 100. 9 I o I o I o I o I o 1 1 

I , e.or.1 I , o.ox, I c o.07. l I , 0.07.t I , 0.01.1 c o.az1 I I o.a:o 
------------------------l---------- l----------l----------l----------l----------l----------l---------------------1-----------
TEl1PIERATUl!E TAl< !H I 118 I 118 I 118 I ua I 118 1 ua I I ua 

I I M.ttio I c 9"·"'" I c 94.4Xt I c .,._ _,.,o I c 94.47.l I c 94 . 47.1 I I 1 9tt.4i0 
------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEffl'El!ATUl!t NOT TAKEN I 7 I 7 I 7 I 7 I 7 I 7 I I 7 

I C 5 .6l'-I I C 5.6)0 I l 5.610 I C 5.6i0 I c 5 ,6Y.I I t 5.67.I I I I S.6XI 

-

0 
0 
.,:, ... 
<JI 



STUDT 081] 
lREATffl:NT 
DOSE 10 NCG 

Table 8 (cont) 

PATlEMT CO\ffl 11lX1'1Jt1 TEHPERAT\JllES 
REC01181NANT HEPATITIS 8 VACCINE 

PATIENT CLASS HEALTH CARE PERSONNEL 

I TOTAL VACCINEES I 109 PATIENTS! - DOSE l I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCIHATIOtf I 

11AX Ttt1PtRA1Ulll l------------------------•--•-----------------------------------------------------------1 
I DEG F, Ol!Al I I O I I I t I J I 4 I s I I I 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••••••••••••••••••••••••l•••••••••••••••••••••I•••••••••• 

NOlll1Al 71 I 71 I n I 72 I 7t I 7t 
92.27.1 I I 93.4)0 I I 93.5?.I I I ~.77.1 I I n.s:o I I 93.57.1 

I I I I I 
< ,, l I 2 I l I t I J I J 

J.9:o I 1 2.6:'.I I I 11.9:t.l I I 2.67.1 I I 11. 9:t.> I I 3.97.) 
I I I I I 

99 • 99.9 2 I l I 2 I 2 I z I t 
Z.61.l I I J.9l0 I C 2.6i!l I C t.67.l I I 2.6)0 I I 2 .t.Y.) 

NUt18ER 
WITH 

MAX TEl1P 
............ 

71 
92.2Y.) 

l 
l.li!) 

4 
5.2;() 

100 - 100. 9 I l I O I o I O I O I II I I l 
I I 1.1:n I I o.or.1 I C o.o.o I C o.o:o I C 0.0iO I C o.o:o I I I l.]7.1 

------------------------1----------1----------1----------1----------1----------1----------1---------------------t-----------
TtHPtU.TUAlt TA!tlN I 77 I 76 I 77 I 76 I 77 I 77 I I 77 

I I 70.6iO I I 69. 77.1 I I 70.67.) I I 6'. 77.) I I 70.6i!) I C 70.t.lO I I I 70.6Y. I 

------------------------1----------1----------l----------l----------l----------l--------·-1---------------------l-----------
nMPEAATimE NOT TAKEN I 3Z I Jl I 32 I ll I l2 I l2 I I 12 

I t u.-.u I 1 110.l½> I I n.":o I 1 111.1;0 I I z, ... z, I 1 2,.4;:1 I I r 29.4?.I 

-

0 
0 
~ -0-
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TIIU Tl1EHT 
DOSE 2D HCG 

Table 9 
PATIENT COUNT t1AXI11Utt TEHPERATURES 

RECOHl!INANT HEPATITIS B VACCIH£ 

PATI[Nf ClASS HEAlTH CM! PERSONMEl 

I TOTAl VlCCIN\ES C 7 PATIENTS) - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NU118ER 

HAX TEHPERAT\JIIE 1---------------•--·•-••--••••••••·•-----------------------------•-····--•--------------I WITH 
I DEG F, OIIAL I I O I 1 I t I J I 4 I 5 I I I t1llC TEHP 

•••a••••••••••••••••••••l••••••••••••••••••••••••••••••••l••••••••••••••••••••••••••••••••l•••••••••al••••••e•~•l•a••G••••• 
I I I I I I I I 

NOAHAL I J I J I J I J I 3 I 3 I I 3 
I I so.o:o I c so .o:o I c so.ox, I c so.o:o I c so.o;o I c so.a;o I I I so.o;o 
I I I I I I I I 

<H I 2 I 3 I 3 I 3 I 2 I J I I l 
I I JJ.Ji'.I I C 5D.07.1 I C so.o;o I I so.o:o I C 33.37.1 I I 50.07.1 I I I 16.77.1 
I I I I I I I I 

99 - 99.9 I 1 I o I o I o I l I o I I 2 
I C 16.7XI I ( 0.D7.1 I C 0.01.1 I C 0.D7.1 I C 16.7)0 I I 0.07.1 I I I J3.3XI 

------------------------l----------l----------l----------1----------l----------1----------1---------------------l-----------
nnPtRATUl!E TAKEN I 6 I 6 I 6 I 6 I 6 I 6 I I " 

I I es.77.1 I I 85.77.1 I I as.n, I C 85.7%1 I ( 85.71.1 I I es.n, I I C 85.71.1 

------------------------l----------l----------l----------l----------l----------l----------l---------------------l-----------
nt1PERATURE HOT TAKEN I l I 1 I l I l I 1 I l I I 1 

I C 14,37.) IC 14.37.1 I I 14.37.1 I I 14.37.1 IC 14.37.1 I I 14.37.) I I I 14.37.1 

0 
0 
.e -..... 
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TREATt1EHT 
OOSE 20 t1CG 

Table 9 (cont) 

PATIENT COUNT HAXIl!ll1 TEHPEAAT'-"ES 
AECOHll!NANT HEPATITIS 8 VACCINE 

PATIENT CLASS HEAllff CARE PERSONNEL 

-~--------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES ( 't PATIENTS) - DOSE Z I 
l--------------------------- ------------------------------------------------------------1 I DAYS POST VACCINATION I NU!18ER 

HAX TEHP£AATlmE 1-------------------------------------•-----•------------------------·-··-··--·--·------I NITH 
I DEG F, Ol!AU I O I 1 I 2 I 3 I 't I 5 I I I t1AX TEMP 

eaae•Dn•••••••••••••••e•l•••••••••al••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••~••••••••e••• 
I I I I I I I I 

<'19 I l I 2 I Z I 1 I 1 I 1 I I o 
I ( 50.llO I 1100.0;0 I UOO.OlO I I 50.0l!I I ( so.o;o I I 50,0XI I I I O.Ol!I 
I I I I I I I I 

99 • 99. 9 I 1 I o I o I o I o I o I I 1 
I c so.07., I c a.ox, I , 11.01., I I o.o:o I I o.o:o I I o.ox, I I I so.o:o 
I I I I I I I I 

100 - 100. 9 I o I o I o I 1 I 1 I 1 I I 1 
I ( 0.07.) I I o.o:,o I ( o.or., I ( so.o;o I ( 50.07.1 I I 50.07.1 I I ( 50.0l!I 

------------------------l----------l----------l----------l----------l----------l----------l-----·-·--···-·------I-----------
TEMPERATUR£ TAKEN I Z I 2 I 2 I Z I 2 I 2 I I t 

I I 50.07.1 I t 50,0lO I ( so.or., I ( 50.0iO I ( SO.OZ) I I so.oz, I I I SO.Ol!l 

--··-----------····-----l----------l----------l-------·--1----------I----------I----------I---------------------I-----------TEIIP£RATURE NOT TAKtH I Z I t I Z I 2 I 2 I 2 I I 2 
I t !IO.o:o I I so.0:-.1 I c so.o;o I t so.ox, I , so.ox, I c so.07.1 I I , so.oz, 

-
0 
0 
~ -a, 
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tu::COMBINANT YEAST H'EPATITIS B VACCINE: SIDE EFFECTS AWD 
IHMUNOGENICITY COMPARED WITH PLASMA-DERIVED HEPATITIS 8 VACCl~E. 

Morton Davidson and Saul Krugman 
NYU Medical Center, New York, N.Y. 

A yeast recombinant hepatitis B vaccine (Merck Lot no. 972/C
K444) was evaluated in 197 seronegative health professionals, 21-
30 years of age. The clinical and antibody responses were 
compared with the results of a previous &imilar study using a 
plasma-derived hepatitis B vaccine (Herek Lot no. 751). 

~he vaccine was administered ate, land 6 months to the 
following three groups: l) 51 adults who received a li mcg dose 
of recombinant vaccine;-2) 56 adults who received a S mcg dose -of 
recombinant vaccine, and 3) 47 adults who received a 20 mcg dose 
of plasma-derived vaccine. The three groups included medical 
students, house staff, and nurses who were of comparable age and 
sex. 

Results 

Side effects were ne9ligible in all three groups. They 
consisted of transient, local soreness at the site of the 
inoculation in about 25\ of the vaccinees in each group. No 
systemic reactions wer~ observed. 

The seroconversion rates and geometric mean titers are 
summarized in the Table. The results re essentially the same for 
all three groups. Under -the conditions of this study the S mcg 
and 10 mcg doses of recomblnant hepatitis B vaccine were, just as 
im.~unogenic as a 28 mcg dose of plasma-derived hepatitis B 
vaccine. 

Comment 

A recent report by Jilg et al (Lancet 1984; 2:1174-75) 
described a similar study in 36 seronegative medical students and 
laboratory-workers whose age and sex were comparable to those in 
our groups. They stated that "the immune response in the 
recombinant vaccine group was less pronounced during the first 
months than in the plasm~ vaccine group, as shown by lower 
seroconversion rates and lower ~ean anti-HBs levels." Our results 
in 107 similar.recipients of the recombinant hepatitis B vaccine 
do not support this conclusion. . . 

It is obvious that valid conclusions cannot be drawn from 
studies involving either 30 or lie vaccinees, M&-re extensive 
studies ~ill be required to determine anti-HBs response and its 
persistence in recipients of recombinant hepatitis B vaccines. 

D1vidion Krue n s. ft c 1n•nt y st h pmtit1$ D v ccin~: Sidi ffects 
~nd 10Yno9 n1c1ty t~ijrod ~1th · pl s -der1v d hep11tit1s B vacc1ne. 
Subfii1tt~d for pub11c t1on to Hepmt1t1i Sc1ent1~1c @r1nd1. 
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TABLE 

Seroconversion Rates and Geometric Mean Titers of Seronegative 
Adults Who Received Recombinant Yeast Hepatitis B vaccine (Herek 
Lot No. 972/C-K444) or Plasma-Derived Hepatitis B Vaccine (Herek 
Lot No. 751). 

T imE Recombinant Hepatitis B Vaccine 
Interval 19 ll\CCI dose 5 mc0 dose 

anti-Has mlU/ml S/N Ratio 
(Months) reseonse GMT GMT 

0 - - -
1 22/51 (43%) 42 19 
2 48/51 (94%) 88 37 
l S0/51 (98%) 145 52 
6 49/50 (98%) 321 63 
8 45/46 (0~%"1 1CH1 t ,;1.i 

Vaccine given ate, 1 and 6 months. 
Age Range: 21 - 30 years 

ant:i-HBs mlU/ml 
res2onse GMT 

- -
21/56 (37%) ss 
51/56 (9.,l%) 69 

52/56 (93%) 128 

53/56 (95%) 184 
49/50 (98%"1 839 

Time Plasma-Oer1ved Hepat1tis B Vaccine 
Interval 29 mccr dose 

anti-HBs 
{Honths! res0onse 

0 -
1 18/47 (38%) 

2 34/47 (79%) 

3 45/47· (96%) 

6 44/47 (94%) 

7 46/47 (98%) 

Vaccine given at s, land 6 months. 
~ge rsng~: 21 - 30 y rs 

S/N Ratio 
GMT 

-
20 

37 

79 

94 

141 

~/N Ratio 
GMT 

-
25 
38 

51 

42 
1 ?I, 

L 
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HEALTH CARE PERSONNEL 
/HEALTHY ADULTS (CONTD) 





PROGRA'4: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 815 

To compare antibody and clinical responses to yeast 
recombinant and plasma-derived hepatitis B vaccine 
among: 

Mentally retarded individuals who are negative for 
hepatitis B virus serologic markers. 

2. Health care personnel who are negative for 
hepatitis B virus serologic markers. 

1. Yeast Recombinant Hepatitis B Vaccine 
Lot 993/C-K937 (20 mcg/HBsAg/ml) 

2. Plasma-Derived Hepatitis B Vaccine 
Lot 2277K (20 mcg HBsAg/ml 

Solko W. Schalm, M.D. 
Department of Internal Medicine and Gastroenterology 
University Hospital D1jkzigt 
Rotterdam, The Netherlands 

Dr. Rudolf A. Heijtink 
Department of Virology 
Erasmus University · 
Rotterdam, The Netherlands 

Dr. Maria Alida van de Velde 
Dr. ~r. Willem van den Bergh - Stichting 
Noordwijk, The Netherlands 

Dr. Mr. Willem van den Bergh-Stichting 
Noordwijk, The Netherlands 

University Hospital D1jkzigt 
Rotterdam, The Netherlands 

OATE STUDY INITIATED: December, 1985 

DATE STUDY CO~PLETED: In progress 

32341/1 
1/21/86 

00'&22 



STUDY POPULATION: 

STUDY PROCEDURE: 

RESULTS: 

32341/2 
1 /21 /86 

Study 815 

The study population consists of approximately 90 
mentally retarded individuals. and ~O health care 
personnel, who are negative for HBsAg, anti-HBc, 
anti-HBs. have a normal ALT and have not previously 
received any hepatitis B vaccjne. 

~entally retarded individuals and health care 
personnel are randomly assigned to receive either 
yeast recombinant or plasma-derived hepatitis B 
vaccine, stratified by sex and age. 

Mentally retarded individuals and health care 
personnel receive a 0.5 ml (10 mcg HBsAg) or a 1.0 ml 
(20 mcg · HBsAg) intramuscular injection of yeast 
recombinant vaccine or a 1.0 ml (20 mcg HBsAg) 
intramuscular injection of plasma-der1 ved vaccine at 
o, 1, and 6 months. 

The temperature of each vaccine recipient and any 
local or systemic complaints are recorded for five 
days after each injection of vaccine. 

A blood sample is obtained from each study participant 
approximately three weeks before the first injection 
of vaccine. Post-vaccination blood samples are 
obtained from mentally retarded individuals at 3, 7, 
and 12 months and from health care personnel at 1, 2, 
3, 6, 7, 9 and 12 months. Blood samples are obtained 
at 24 months from those participants who have 
seroconverted. 

All serum samples are assayed for HBsAg, anti-HBc, 
anti-HBs and ALT. Samples may be assayed for yeast 
antibody. In addition, samples with an anti-HBs titer 
~ 25 mlU/ml may be tested for anti-! and anti-t 
subtype specificity. 

Clinical follow-up data and serologic results are not 
yet available. The study continues in progress. 
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PROGRA~: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

STUDY LOCATION: 

25381/1 
l/21/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B - Vaccine, 
Study 816 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among: 

1. adult dialysis patients negative for hepatitis B 
serologic markers. 

2. health care personnel negative for hepatitis B 
serologic markers. 

3. adult dialysis patients negative for hepatitis B 
serologic markers, who previously received plasma
derived hepatitis B vaccine and were nonresponders 
(anti-HBs negative). 

Yeast Recombinant Hepatitis B Vaccine 
Lot 974/C-K446 (20 mcg HBsAg/ml) 
Lot 986/C-K733 (20 mcg HBsAg/ml) 

Stanley Plotkin, M.0./Stuart Starr, ~.D. 
Division of Preventive Medicine 
Joseph Stokes, Jr. Research Institute 
Children's Hospital of Philadelphia 
34 Street and Civic Center Boulevard 
Philadelphia, Pennsylvania 19104 

Biomedical Applications of Lehigh Valley 
2015 Hamilton Avenue 
Allentown, Pennsylvania 18104 

Dialysis, Inc. 
1230 Burmont Road 
Drexel Hill, Pennsylvania 

The Kidney Center of Delaware Count 
15th Street and Upland Avenue 
Chester, Pennsylvania 19013 

The Kidney Center of Chester County 
960 East Lincoln Highway 
Oownington, Pennsylvania 19335 
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Study 816 

DATE STUDY INITIATED: ~ay 14, 1984 

DATE STUDY CO~PLETEO: In progress 

STUDY POPULATION: The study population consists of 40-50 adult 
dialysis patients (including previous nonresponders 
to plasma-derived vaccine), and 20-25 health care 
personnel, of either sex (excluding pregnant women), 
who are negative for HBsAg, anti-HBc and antt-HBs, 
and have a nonnal ALT level. Dialysis patients 
(excluding non responders to plasma-derived vaccine) 
and health care personnel have not previously 
received any hepatitis 8 vacctne. 

STUDY PROCEDURE: Dialysis patients are assigned to one of two groups, 
stratified by sex and age, to assure that patients 
in the two groups are similar. Health care 
personnel constitute a third group. 

RESULTS: 

25381/2 
l /21 /86 

Dialysis patients receive 1.0 ml' (20 mcg HBsAg) or 2 
x 1.0 ml (40 mcg HBsAg) intramuscular injections of 
vaccine at 0, l, and 6 months. Health care 
personnel receive 0. 5 ml (10 mcg HBsAg) 
intramuscular 1nject1ons of vaccine according to the 
same regimen. Vaccine recipients record their 
temperature and any local or systemic complaints for 
five days after each injection of vaccine. 

A blood sample is obtained from each study 
participant approximately two weeks before the first 
injection of vaccine. Post-vaccination blood 
samples are obtained at 1, 3, 6, 8, 12 and 24 
months. 

All serum samples are assayed for HBsAg, ant1-HBs, 
ant1-HBc, and ALT. Samples may be tested for yeast 
antibody. In addition, samples with an anti-HBs 
t;ter > 25 mIU/ml may be tested to determine anti-a 
and anti-& subtype specificity. -

HEALTH CARE PERSONNEL 

10 mcg Lot 974/C-~446 at 0, 1, and 6 months 

00"25 



RESULTS: (Contd) 

25381/3 
1/21/86 

Study 8H, 

l. Number Vaccinated: 

Injection No. 
_1_ _L ...L 

8 B 6 

2. Serologic Results: 

Serologic data at 7/8 months are available for 5 
health care personnel. At 7/8 months, 80% (4/5) 
of health care personnel seroconverted (S/M 
~2.1) and developed protective levels of 
ant1-HBs (mIU/ml ?,10). The G"1T for all 
vaccinees was 37.9 mIU/ml at that time. Among 
responders with a .titer of S/N ~2 .1 and 
mlU/ml ~10 the GMT was 127.2 mIU/ml. 

By 12 months, 60% (3/5) of health care personnel 
retained an anti-HBs titer of 111[U/ml >10. The 
GMT for all vacc1nees was H,.4 mIU/ml- lit that 
time. 

Ant 1-HBs responses at l through 12 months are 
included in Table l. 

3. Clinical Results: 

Clinical follow-up data are available for 8 
health care personnel following the first two 
injections and for 6 health care personnel 
following the third injection of vaccine. 
Clinical complaints and maximum temperatures 
reported following each injection are provided 
in Tables 2 and J. In sumnary: 

Clinical 
Complaint 

% Frequency by Iniection No. 
__ l_ 2 3 

Injection Site 25 (2/8} 25 (2/8) 17 (1/6) 

Systemic 38 (3/8) 25 (2/8) 17 (1/6) 

00£12b 



RESULTS: (Contd) 

25381/4 
l /21/86 

Study 816 

Ho serious or alarming adverse reactions 
attributable to vaccination have been reported. 
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Table 1 

ANTIBOOY RESPONSES FOllOWIHG VACCINATION WITH RECOt18INANT HEPATITIS B VACCI NE 

STUDY 11816 
POPULATION 
DOSE 

I HEALTH CARE PERSONNEL 
10 t1CG 

LOT CKft46 
REGI'1EN 0, 1, ANO 6 HOHTHS 

NEGATIVE INITIAL SEROLOGY: 

I 7. WITH ANTI-HBS I Gffl' (11IU/11U I 
l---------------------------------------1-----------------------------------------------------I I I I RESPOHDERS I 

TIME l---------------------------------------l-----------------1-----------------------------------I 
(tlOHTHS ) I SIN >s t.1 I 11IU/t'IL >= 1 0 I All VACClHEES I 9/H >= t.1 I 111U/11l >= 10 I ................... ............................................................................................... 

I I I I I I 
1 HONTM I 25Y. ( t/81 I 13,: (1/8) I 1.2 I 13.Z I 86.5 I 

I I I I I I 
:s ii,oNTHS I "or. (t/51 I 1tor. lt/51 I 7.1 I 355.S I 355. S I 

I I I I I I 
6 110HTltS I 7SY. 13/41 I !IOZ U/4) I 6.6 I 18.. f 30 . 6 I 

I I I I I I 
7/8 110NllfS I BOY. (41!1) I &OY. ("15) I 37.9 I 127.Z I 127.t I 

I I I I I I 
12 HOHTHs I eor. (4/!11 I 6or. n1s I I 16 .4 I -.-.. 7 I .e a. 9 I 

I I I I I I ................................................................................................................... 

0 
0 

"' N 
0, 



STUDY 
TREATHEHT 

t 0816 

LOT HUHDEII 
DOSE : 

CK446 
10 t1CG 

Table 2 

PATJENT COUNT CLINICAL CottPLAINTS 
RECOH&JNANT HEPATITIS 8 VACCINE 

PATIENT CLAS9l HEALTH CARE PERSONNEL 

I TOTAL VACCIHEES ( 8 PATUNTS t - DOSE 1 I 
l----------------------------------------------------------------------------1 
I DAY9 POST VACCINATIOH I NUt1BER 

CllHICAL l----------------------------------------------------------------------------1 WITH 
COHPLAIHT9 I O I l I 2 I 3 • 4 I 5 • ICOt1PUIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••o••l•••••••••••••••••••••l••••••••••••••••••a••I••••••••••••••••••••• 
I I I I I I • I 

RUCTIOH, LOCAL IINJECT. SlTU I 2 I O I O I O I O I O I I 2 
. I f t!J.OlO I I O.DlO I ( 0.0)0 I ( 0.0)0 I ( O.OY.I I ( 0.01.1 • I I U.OY.J 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------1-----------
PAtH I 1 I O I O • 0 I O I 0 I I l 

I , 12.57.1 I t 0.0;:1 I t 0.01.1 I t D.oi:, I 1 0.01.1 I I o.o:o I I 1 12.s:o 
I I I I I I I I 

SORENESS I 1 I O I O I O I O I II • I 1 
I I 12.57.J I I D.07.I I I D.DlO I I D,CIY.J I I O.OY.I I ( O.OlO I I I lZ.57.1 

-----------------------------------1----------l----------l----------l----------l----------1----------l----------l-----------
snTENIC I 1 I 1 I 1 I 3 I z I z I I 3 

I I U.57.J I I lZ.5)0 I ( 12.51.) I I 37.s:o I I Z!S.0)0 I I Z!UJY.I I I C iJ7.5Y.t 

WHOLE 800T/1iEHERAl I 0 0 0 
0.07.J ' o.o;o ( o.o:o 

HEADACHE I 0 0 0 
0.0:X) ' 0.07.1 ' 0. 07.) 

RESPIRATORY I 1 l l 
12.57.) I lZ.57.J ' 1Z.5Y.) 

UPPER RESPIRATORT ltlfECT., HOS I 1 1 1 
12.57.t ( 1Z.5Y.) ( lZ.SY.J 

t1U5CULOSKt:LETAL I 0 0 0 
o. 07.J ( •• 07.J I 0. Cl?.J 

14RIST PAIN I 0 0 0 
0.0)0 ( 0.01., f O.OY.I 

HIP PAIN l 0 0 0 
D.OY.J ( ,.ox, I 0. Ill! I 

DIGESTIVE SYSTEN I 0 0 0 
•• 01.) f 0.01.1 I o. 07.1 

z I l 
I 25.D7.J I ( lZ.57.1 

I 
z ' 1 

I ZS.07.I I lZ.5Y.l 

1 1 
, 12.s::o I lZ.57.1 

1 1 
I lZ.57.1 I 1Z.5Y.I 

0 0 
I 0.01.1 ( 0.0)0 

0 0 
I 0.07.1 ( 0.0)(1 

0 D 
I O.OY. I ( ll.OY.I 

1 1 
f 12.57.1 ( lt.5)() 

1 
I U.57.1 

1 
I lZ.SlO 

0 
( o.o:o 

0 

' o.o:o 

1 
( 12.57.1 

1 
I U.!>iO 

1 
I U.SY.I 

0 
( 0.0)(1 

l 
25,0)() 

2 
I 25.0)0 

1 
r 12.s;o 

l 
( 12.5¼1 

1 
U.57.) 

l 
12.57.) 

1 
lZ.57.) 

1 
u.s:o 

0 
0 
~ 

IV 
,0 



STUUY 
TRtATNENT 
LOT NUtfflER 
bOSE 

0816 

I Cl<446 
10 NCG 

Table 2 (cont.) 

PATIENT C0UNT CLIHICAL COttPLAINTS 
RECOltBIHANT ffEPATIT~S B VACCINE 

PATUNT CLASS: HEALTH CARE PERSONNtl 

-------------------~---------------------------------------------------------------------------------------------- ---------I TOTAL VAtCtH£U I 8 PATt£HTS J - DOSE 1 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION • .«Jt18ER 

CLIMtt l l l---------•------------------------------------------------------------------1 MITH 
t011PU INT9 I O I 1 • 2 I 3 I lt I 5 I ltOHPLAIHTS 

•""•••••••••• .. •••••••••••••-•••••l•••••••-• l•••••••••••••••••••••l •••••••••• l••••••••""I•••••••••••••••••••••••••••••••• I I I I I I I I 
HAUSl:A I O I O I O I 1 I 1 I O I I 1 

I ( 0.07.1 l ( o.ou I ( o.oY.1 l , 12.s:o I , 12.sY. 1 I 1 0.0:1.1 I I 1 12.s;o 
-----------------------------------1----------I----------I----------I----------I---------I----------I---------- I-----------
PERSOtlS WITH COHPU tNTS I 3 I l I 1 I l I Z I 2 • I 4 

I ( 11.57.> • 1 12.57. > I 1 12.sr.1 I , 11.sr., I , zs.o;o I I zs.o:o I I , so.oz, 
-----------------------------------l----------1----------1----------l----------1---·------1----------I----------I-----------
PERSOHS MITH MO COtfflUINTS I 5 I 7 I 7 I 5 I 6 I 6 I I 4 I I 61'!.57.) I I 8 7.57. ) I I 87.57.1 I I 62.s;o I I 75.0lO I ( 75.o:o I I I SD.OZ) 
-----------------------------------1----------I----------I----- .----l----------1----------1----------1---------- I-----------
PERSONS MITH NO DATA I O I O I O I O I O I O l l 0 I , • .or., I , o. 01. 1 I , o. ox , I , o. ox, I , o. o;o I , o. o;o I I , o. oz , 

0 
0 
~ 
~ 
0 



!ITU>Y 
TIIEATt1EMT 

0816 

Ck44b 
10 t1CG 

Table 2 (cont.) 

PATIENT COUNT CLINICAL CONPlAINTS 
RECOlfllINAHT HEPATIT~!I 8 VACCINE 

lOT H\Jt19£R 
DOSE I 

PATIENT CLAss: HEALTH CARE PERSONNEL 

I TOTAL VACCINEES ( II PATIENTS) - DOSE t I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I NlfflER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
CONPLAIHTS I O I 1 I Z I 3 I ,. I 5 I I COMPLAINTS 

•••••••••••••••••••••••••••••••11111••1••••••••••1••••••••••••••••••••••••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
I • I I I I I I 

REACTION, LOCAL UHJECT. SITE I I 2 • 1 • 0 • 0 • 0 I O I I 2 
I ( zs.oio I ( 12.s:o I f o.o:o • 1 o.o:o I f o.or., I f o.o:o 1 1 1 zs.o:o 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------!IORtNtss I 2 I 1 I o I o I o I o I I 2 · 
I ( ts.ox, I I 12.sr.1 I ( 11.0:0 I I 0.0)(1 I I o.or., I C o.or.t I I I 25.07.) 

-----------------------------------l----------l----------l----------•----------l----------l----------l----------l-----------
svsnt1Ic I 1 I o I 2 I 1 I o I o I I 2 

I I 12,57.) I ( 0.07.) I ( 25.07.) I I 12.s:o I I o.o;o I I 0.07.) I I I zs.o:o 

----------------------------------------------------------------------------------------------------------------------------I I 
MflOLE 80DY/GENERAL I 0 0 2 0 0 0 I ' ( 0.07.) ( 0.07.) t 25.07.) I 0. 07.) I O,OY.) I o.o:o I ZS.DY.I 

rATIGUE/W!AKHE!IS I 0 0 1 0 0 Cl 1 
0.07.) ( 0.07.) I 12 .5)0 I o.o:o I o.o;o I 0.07.1 I 12 .SiO 

HEADADfl! I 0 0 l 0 0 0 1 
0.07.1 ( o.o:o C 12,57.) ' o.o;o ( 0.07.1 I o.o;o ( 12.SY.) 

NUSCULO!IKELl!:TAL I 0 0 1 • 0 0 1 
O.0Y.) I 0.0)0 ( lt.57.1 ( 0,07.1 I 0.07.) I 0,0Y.I I 12 .5Y.t 

NtCK PAIN I 0 0 1 0 0 0 1 
o.o:o ( o. 07.1 1 12.s;o I 0.0)0 I 0.0)0 ' a.ox, I 12.57.) 

CtGE!ITlVE !IYSTEn I 0 0 1 1 I 0 0 1 
0.0:1.1 I O,OY.I 1 12.s;o I 12.57.1 I I 0.0)0 ' O.Ol() ( 12.SiO 

I 
HAU!IU I 0 0 l 1 I 0 0 l 

o. 07.) I o.or., I 12.5?.I I 12.57.1 I I o.oz, I O.OY.I C 12.5:.!I 
I 

'HERV1lUS SYSTEn I 1 0 • 0 I 0 0 ~ 1 
12.57.) ' C,,07.1 I c,.o:o I o.o:o I I o.o;o ' O.OY.I I c 12.Sr.J 

I I 
V!RTIGO/IIIZZINESS I 1 0 0 0 I 0 0 I 1 

12.sz, I 0. 07.J I 0,0?.I I 0.0?.I I C O.OY.I I O. OY.I I c U.5%1 
0 
0 
~ 
~ -



STUDY 
TREATHEHT 
LOT NUtfflER 
DOSI: 
PATIENT CU!l!I 

0816 

Ck4"6 
JD HCG 

Table 2 (oont. l 
PATIENT CIJlffl CLINICAL Cotff'LAINTS 

RECOt18INAHT HEPATITIS 8 VACCINE 

HE ALTH CARE PERSONNf:l 

I TOTAL YACClNEE! C 8 PATil!'NJS J - DOSE t I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUMBER 

CLINICAL 1------------------------------------------------------------------------•---I MITH 
COHPLAINT9 I O I l I 2 I :, I • I 5 I I COMPLAINT!! 

•••••••••••••••••••••••-••--•••••• l•••••••••• l••••••••-1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
-----------------------------------1----------l----------1---------- I----------I----------I----------I----------I-----------
PERsONs WITH COMPLAINTS I ! I 1 I 2 I l I o I o I I 2 

I r 2s.o;:1 I c u.s,o I c ts.o:o I , u.s;:1 I , o.o;:, I 1 0.11;:1 I I I n.o;o 
-----------------------------------1----------I----------I----------I----------I---------- I----------I----------I-----------
PERSONs HITH HO COffl'U INTS I 6 I 7 I 6 I 7 I 8 I 8 I I 6 

I I 75.0?.J I c 87.Si:J I C 75 . 0lO I c 87.5%1 I 1100.0;0 I llOO.D?.t I I C 75.0?.I 

-----------------------------------1----------I----------I---------- I----------I----------I----------I----------I-----------
PtAsoos 1,11m HO ou.1 I o I o I o I o I o I D I I o 

I I 0.0;:1 I I 0.07.J I C O.OY.I I I O.Oi:J I I 1'-D?.t I I D.D?.I I I ( O.OlO 

0 
0 
l:: 
IN 
N 



STUDY 0816 
TREATtt[NT 
LOT NlfflB[R CK446 
DOSE 10 ttcG 

Table 2 (cont.) 

PATI ENT COUNT CLINICAL COMPLAINTS 
REC0t18IHANT HEPATITIS B VACCINE 

PATIEHT CLASS: HEALTH CARE PERS~ f l 

I TOTAL Vl CCINEES I 6 PATIENTS) - DOSE J I 
1---------------------------------------------------------------------------- I 
• OAlS POST VACCINATIOH I NUmlER 

CLINICAL l----------------------•-----------------------------------------------------1 WITH 
Cot1P LA INTS • 0 • I I 2 I 1 I 4 I S I • COHPLAJNTS .............................................. , .........• , .......... , .......... , .......... , ..•.......•..........•.......... 

• • I I I I I • 
REACTION . LOCAL ! I NJECT. SITE> • 1 • 0 I O I O I o I O I I 1 

• I 16 , 7i0 I C O.OY.> I I O.OY.> I C 0.0:1.1 I I o.o,o I I o.o:o I I I 16 .1;0 

-----------------------------------1----------l----------l----------1----------•----------t----------•---------- t-----------SORENEss I 1 I o I o I o I o I o I I 1 
I I 16. 77. > I C O. 0% I I I O. OY. > I C O. DY. I I C D. o:r. t I C o. o:o I I c 16 . 7Y. l 

----------------------------------l----------l----------l---------l----------1----------1----------1---------- l-----------
srsn ttIC l 1 I 1 I 1 l 1 I 1 I 1 I I 1 

I C 16.7Y.l I ( 16.7%) I I 16.7?.) IC l6.7i0 I I 16.T/. ) I I 16.7:cl I I I 16.7Y.l 

---------------------------------------------------------------------------------------------------------------------------1 I I I 1 I I I 
OI6ESTIVE SYST[l1 I l I 1 I 1 I 1 I 1 I 1 I I 1 

I ( 16.77.) IC 16.T/. ) I I 16.7)0 If 16.T/.I I I 16.77. J I I 16.77. J I I I 16.7Xl 
I I I I I I I I 

NAUSEA I J I 1 I 1 I 1 I 1 I 1 I I l 
I C 16 , 77.J I I 16.T/.J IC 16.7?.l . f 16.7Y.I I I 16 . T/.l IC 16.77.I I I c 16.7i0 

----------------------------------- l----------l----------l----------l----------1----------l----------l---------- t-----------
n Rs011s WITH COMPLA INTS I 2 I 1 • 1 I 1 I 1 I l I I t I I 11 .31. J I ( 16.T/.l I I 16.71.l • I 16.T/.l I I U.7:1.) I C U.77.) I I I 33.37. 1 

-----------------------------------l----------l---------- l----------1----------1----------1----------I---------- I-----------
PERSONS Wlnt HO Cotfl'U lNTS I 4 I 5 I 5 • 5 I 5 I 5 I I 4 

I 1 66.7Y.I I I n,:,;o I c 8'3 . '37.l I t 1'13.37.1 t c aJ.J;o I c aJ.37.1 I I t 66.77.1 

-----------------------------------l----------l----------l----------l----------l----------1----------I ----------I-----------
PUs01~s Wint NO DATA I o I o I o I o I o I o I I o 

f I 0.D7. J I C 0. 0)0 I I 0.D7. ) I I 0 .0%) I ( 0.07.1 I ( 0 .07. ) I I I D.07.) 

0 
0 
~ 

"" ~ 



STUDY 
TRUTIIENT 
LOT NUMBER 
DOSE I 
PATIENT CLASS: 

0816 

CK446 
10 11C6 

Table 3 

PATIENT COU4T NAXIt1Ul1 TENPERATURES 
RECOl1BINANT HEPATITI~ B VACCINE 

HEALTH CARE PERSDM«L 

I TOTAL YACCINEES ( 8 PATIENTS! - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST YACCIMATION I NIJttBER 

NAX TEMPERATURE 1---------------------------------------------------------------------------------------I NlTH tDEGF,ORAU IO I 1 I 2 I J I 4 I 5 I I l t1AXTENP ........................ , .......... , .......... , .......... , .......... , ..........•.......... , ...•...... , ........... , ......... . 
I I I I I I I I 

<99 • 7 I a I a I a I 1 I a I I 7 
I l 87.s:o I U00.0)0 I noo.o;o I UOO.OY.J I ( 87.SiO I (lOO.liO I I I 87.SY. I 
I I I I I I I I 

99 - '19. 9 I l I t I o I o • l I e • I l 
I , 12.sY.1 I , o.o:o I , o.o;o I , 0.0;,.1 I ( u.sz, I 1 0.1;,.1 I I , 12.sr.1 

------------------------1----------1----------I---------- I----------I----------I----------I--------------------I-----------
TEMPERAlUIIE TAKEN I 8 I 8 I 8 I 8 I 8 I 8 I I 8 

I uoo.oio I uoo.o;o I uoo.ox , I UOO.OiO I noo.or. , I 1100.or.1 I I n oo.or.1 
------------------------ l---------- l----------l----------l----------l----------l----------l---------------------l-----------
n:11PER&TU1u: NOT TAKEN I o I o I o I o I o t • I I · o 

1. ( 0 .0)0 I I O.OY.) I ( O.OY.J I ( o . OY.I • ( O.OY.J I C O.OY.J I I C o.o;o 

0 
0 
.I:: 

"" .I:: 



STUDT 
TREATI1ENT 
LOT HUt11!ER 
DOSE 
PATIENT CLA!JSt 

0816 

CK446 
111 t1C6 

Table 3 (cont. ) 

PATIENT COUNT NAXIHUN TENPERAT\JIIES 
REC0t18INANT HEPATITIS 8 VACCINE 

HEALTH CARE PERSOHHE L 

I TOTAL VACCIHEES f 8 PATIENTS)· DOSE 2 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCIHATIOH I NUMBER 

NAX TEHPERATURE 1---------------------------------------------------------------------------------------I WITH 
IDEGF,ORALI I O I 1 I 2 I J I • I 5 I I I HAXTEt1P ••...................... , .......... , ..................... , .......... , ..................... , ..........•.......... , ......... . 

I I • I I I I I 
HO!!HAL I J I J I J I J • 3 • S I I S 

I I l7.5l0 I I 37.5:0 I I 37.51.) I I '37.5Y.I I I 37.SY.I I I 37.SY.J I I ( 37.s;o 
I I I I I I I I 

< 99 I 5 I s I s I 5 I s I s I I s 
I I 62.SlO I I u.s;o I I 62.5l0 • ( 6Z.5i'.I • C 6t.5Y.I I l 6Z.5i0 • I I 62.SiO 

--------- ·--------------t----------l---------- l---------l----------l----------l----------1---------------------1-----------TEH!'tRAnJRE TAKEN I 8 I 8 I 8 I 8 I 8 I 8 I I 8 
I 1100.0:0 I 1100.01.1 I 1100.0Y.) I 1100.0lO I 1100.0Y.J I UOO.OiO I • 1100.0;0 

------------------------t----------l---------l----------l---------- l----------l----------1---------------------1-----------TEHPERATURE HOT TAKEN I I I O I O I . 0 I D I I I I I 
I I o.oY.1 I I o.ox1 I < o.o;o I , o.o;o I I o.o;o I I o.ox, I I 1 ' o.o;o 

0 
0 
.r::: 
~ 
I.II 



STUOY 
TRUTH£NT 
LOT NtlmEII 
DOSE 
PATIENT CLASS 

01116 

CK446 
10 t1C& 

Table 3 (cont.) 

PATIENT COUNT HAXIHUH TENPERAT\JRES 
IIEC0118INANT HEPATIT~S B VACCINE 

HEAlllt CARE ptRS~El 

I TOTAL YACCINEES f 6 PATIEHTSI - DOSE 3 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUNBEII 

NAX TEHPEIIATUIIE 1---------------------------------------------------------------------------------------I Wlllt 
10EG F, M ALI I O I 1 • 2 I 3 I 4 I 5 • • I NAX TENP 

······················••l••-····••l••···-···•···················••l••······••l••······••l••·················••IP••······· I I • I I I I I 
NOl!l1AL I z I z • I! • I! I I! • 2 I I 2 

I I 33.31.1 I I JJ . 3:'-1 I t 33.31.1 I I 33.31. 1 I I 33.37.1 I l 33.3?.l I I l 33.3i0 
I I I I • I • I 

<99 I "I 4 • "I 4 I 4 I 4 I I 4 
I l 66. 77.1 I f 66. 7i0 • f 66. T.I. I I f 66, 77. I I I 66 . 7;0 I ( 66. 7i0 I I ( 66. 7X I 

------------------------l----------l----------•---------- l----------t----------1----------1---------------------l------·----TH'IPEIIATUIIE TAKEN I 6 I 6 • 6 I 6 I 6 I 6 I I 6 
I noa.07.1 I 1100.01., • U00.07.) I 1100 . 0;:1 I 1100.0;0 I 1100.01.1 I I 1100 . 0:0 

------------------------l---------- l----------l----------l----------l----------1----------1---------------------l-----------n MPEIIATUIIE NOT TAKEN I O I O • O • O • O I O I I O 
I l 0,01.) I I o .o;o I l o.or., I I 1.01.1 I ( 0.01.1 I f 0.07.1 • I I 0,07.l 

0 
0 
&: 
1H 
0-
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PROGRAM: Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 834 

00437 

PURPOSE: To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among health care 
personnel who are negative for hepatitis B virus 
serologic markers. 

VACCINE: Yeast RecOfllbinant Hepatitis 8 vaccine 
Lot 979/C-K564 (10 mcg HBsAg/ml) 

PRINCIPAL Mario Rizzetto, M.D. 
INVESTIGATOR: Oivision of Gastroenterology 

Molinette Hospital 
Turin, ITALY 

SECONDARY Caterina Canavese, ~.D. 
INVESTIGATORS: P1ero Stratta, M.O. 

Ferruccio Bonino, M.D. 
Molinette Hospital 
Turin, ITALY 

STUDY LOCATION: Molinette Hospital 
Turin' ITALY 

DATE STUDY INITIATED: August, 1985 

DATE STUDY COMPLETED: In progress. 

STUDY POPULATION: The study population consists of 25-30 health care 
personnel of either sex (excluding pregnant women), 
who are negative for HBsAg, anti-HBc and anti-HBs, 
have a normal ALT level and have not previously 
received any hepatitis B vaccine. 

STUDY PROCEDURE: Eligible study participants receive a 1.0 ml (10 mcg 
HBsAg) intramuscular injection of vaccine at 0, 1, and 
6 months. Vaccine recipients record their temperature 
and any local or systemic co11plaints for five days 
after each injection of vaccine. 

30461/1 
1 /15/86 



STUDY PROCEDURE: 
{Cont.) 

RESULTS: 

30461/2 
1 /15/86 

-2-

A blood sample is obtained from each study part1c1pant 
approximately two weeks before the first injection of 
vaccine. Post-vaccination blood samples are obtained 
at 1, 2, 3, 6, 8, 12 and 24 months. 

All serum samples are assayed for HBsAg . anti-HBc, 
anti-HBs, and ALT. Samples may be tested for yeast 
antibody. In addition, samples with an anti-HBs titer 
~25 mIU/ml may be tested to determine anti-! and 
anti-& subtype specificity. 

HEALTH CARE PERSONNEL 

10 mcg lot 979/C-K564 at 0, 1, and 6 months 

1. Number Vaccinated: 

Injection No. 
_1_ L ...1... 

25 0 0 

2. Serologic Results: 

Serologic data are not presently available. 

3. Clinical Results: 

Clinical follow-up data are not yet available. 
No serious or alarming adverse experiences 
attributable to vaccine have been reported. 

REACTION POSSIBLY RELATED TO VACCINE 

A 40 year-old female developed a •few ecchymotic flat 
lesions on the lateral aspect of her breasts, 
bi laterally• four days after the first injection of 
vaccine. Over the following two days, the lesions 
increased, the next day vomiting occurred. All 
symptoms disappeared over the next 36 hours and the 
subject has remained wel 1. There was no fever. WBC, 
hemoglobin, platelets, and coagulation profile were 
nonnal. The patient has no history of allergies to 
exogenous substances. No .further vacc 1 ne was 
administered to this patient. 

0(1438 



STUDY 835 



00438-A 

PROGRAM: Alum-Adsorbed Yeast Recombinant Hepat1t1s B Vaccine , 
Study 835 

PURPOSE: To evaluate antibody and cl1n1cal responses to yeast 
recombinant hepat1t1s B vaccine among health care 
personnel who are negative for hepatitis B virus 
serolog1c markers. 

VACCINE: Yeast Recombinant Hepatitis B Vaccine 
Lot 979/C-K564 

PRIMARY Stanley J.1 . Lemon , 14 .D. 
INVESTIGATOR: Division of Infectious Disease 

Department of Medicine 
547 Burnett-WorAack Clinical Sciences Bldg. 229H 
University of North Carolina School of Medicine 
Chapel Hill, North Carolina 2751 4 

SECONDARY Jack T. Stapleton, M.D. 
INVESTIGATOR: Division of Infectious Diseases 

Department of Medicine 
547 Burnett-Womack Clinical Sciences Bldg. 229H 
University of North Carolina School of Medicine 
Chapel Hill, North Carolina 27514 

STUDY LOCATION: The University of North Carolina School of Medicine 
North Carolina Memorial Hospital 
Chapel Hill, North Carolina 27514 

DATE STUDY INITIATED: October 26, 1984 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of 25- 30 health care 
personnel of either sex (excluding pregnant women) , 
who are negative for HBsAg , anti-HBc and ant1-HBs, 
have a norrAal ALT level and have not previously 
received any hepat1t1s B vaccine. 

24761/1 
1/15/86 



STUDY PROCEDURE: 

RESULTS: 

24761/2 
l /15/86 

Study 835 

Eligible study participants receive a 1 .0 ml (10 mcg 
HBsAg) intramuscular injection of vaccine at 0, 1 
and 6 ruonths. Vaccine rec1pients record their 
temperatures and any local or systemic complaints 
for five days after each injection of vaccine. 

A blood sample 1s obtained from each study 
participant approximately two weeks before and on 
the day of the first injection of vaccine. 
Post-vaccination blood samples are obtained at 1, 2, 
3, 6, 8, 12 and 24 110nths. 

All serum samples are assayed for HBsAg, anti-HBc, 
ant1-HBs, and ALT. Samples may be tested for yeast 
antibody. In addition, samples with an anti-HBs 
titer > 25 mIU/ml may be tested to determine anti-a 
and anti-~ type specificity. -

HEALTH CARE PERSONNEL 

10 mcg Lot 979/C-K564 at 0, l, and 6 months 

1. Number Vaccinated: 

Injection No. 
_l _ __2_ __3_ 

29 29 23 

Two persons initially anti-HBs positive received 
vaccine. One subject displayed a marked boost 
in titer after one injection of vaccine. The 
other subject developed a protective level of 
antibody (~10 mIU/ml) by 10 months 
post-vaccination. 

2. Serolo9ic Results: 

Serologic data at 7-9 months are available for 
19 study participants. At 7-9 months, 100% 
(19/19) of vaccine recipients seroconverted 
(S/N ~2.1) and developed protective levels of 
anti-HBs (mlU/ml ~10). The GMT for all 
vaccinees and responders (S/N ~2 .1 and 
>10 mIU/ml) was 560.9 mIU/ml at that time. 
Anti-HBs responses at 1 through 7-9 months are 
included in Table 1. 



RESULTS: (Cont.) 

24761/3 
1 /15/86 

Study 835 

3. Clinical Results: 

Clinical follow-up data are available for 26 
study participants following the first 
injection, 25 participants following the second, 
and for 23 participants following the third 
injection of vaccine. Clinical complaints and 
maxi11um temperatures are provided in Tables 2 
and 3. In sunnary: · 

Clinical 
"omnlaint 

Injection Site 
Systemic 

% Frequency by Injection No. 
-~1- 2 3 

27(7/26) 28(7/25) 30(7/23) 
23(6/26) 16(4/25) 13(3/23) 

Ho serious or alanning adverse reactions 
attributable to vaccination have been reported. 



STUDY 
POPULATION 
DOSE 
LOT 
REGIMEN 
INITIAL SEROlOGY: 

Tlttt: 
IMOIITHSI 

Table 1 

AHTIBOO'f' RESPOHSES FOLLOWING VACCINATION WITH RECOIIBIHAHT HEPATITIS B VACCitlE 

0835 
HEALTH CARI: PERSOHllEL 
10 tlCG 
CK564 
O, l, AHO 6 MONTHS 
NEGATIVE 

I ;: MITH AHTI-HBS I GMT I 11IU/11LI I 
l---------------------------------------1--·--------------------------------------------------I 
I I I RESPOtlOERS I 
l---------------------------------------l-----------------1-----------------------------------I I SIN >= 2. l I tllU/HL >= 10 I All 1/ACCIUEES I S/H >= 2 . 1 I NIU/NL >= 10 I 

·--·····················•***••····-·············-····················································~---·········~ I 
1 MOttTH I 30X 18/271 I lSX (4/271 I 0.9 I 13 . 9 I 77 . 2 

I I I I I 
2 MOUTHS I 73X 119/261 I 42X I 11/261 I 7 . 2 I 23.2 I 89 . l 

I I I I I 
3 MOIITHS I 83;1, 15/&I I 67X (4/1,1 I 25.3 I 61.5 I 103 . 6 

I I I I I 
6 MONTHS I 951. (18/191 I 89% 117/191 I 38.4 I 50.2 I 57 . 1 

I I I I I 
7/9 tlOlfTHS I 100;: 119/191 I 100% 119/191 I 560 . 9 I 560.9 I 560 . 9 

I 

**•••*••······················································································· ··················· 

-

0 
0 
l:> 
&it -



STUDY 
TIU ATl1ENT 
LOT NUMBER 
DOSE 

0835 

C1<564 
10 11CG 

Table 2 

PATIENT COUff CLINICAL COl1PLAIHTS 
RECON81HAHT HEPATITIS B VACCIHE 

PATIENT CLASS HEALTH CARE PERSONNEL 

I TOTH VACCINEES I 29 PATIEHTSI - DOSE 1 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUMBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
conPLAINTS I o I 1 I 2 I 3 I 4 I s • l t0t1PLAIHTS 

•••••••••••••••-••••••••••••••••••l••••••••••l••••••••••l•••••••••• l••••••••••l •••••••••••••••••••••••••••••••• I•••••••••• I I • I I I I I 
RE ACTION, LOCAL (INJECT. SITEI I 6 I l I 3 I l I O I O I I 7 

I I Zl.1%1 I I 11.5%1 I I 11,5%1 I I 3.8?.I I I 0 . 01.1 I I 0 . 01.1 I I I Z6 . 9%1 

-----------------------------------1----------l----------l----------l----------l----------l----------l---------- l-----------
soRENEss I s I l I l I 1 I o I o I I 1 

I 1 1,.21.1 I 1 11.sY.1 I 1 11.sr.1 I c 1.er.1 I I o.or.1 I t 0.01.1 I I ·1 Z6 . 9%J 
I I I I I I I I 

mn!BHESS I l I o I o I O I o I o I I 1 
I , 3.er.1 I 1 0.0;1,1 • 1 o.or.1 I c o.or.1 I I o.or.1 I I o.ox1 • • 1 3.8%1 

-----------------------------------•----------l----------l----------l----------l ----------•---------- l----------l-----------
sYsTE11rc I 3 I l I 1 I 1 I 2 I 2 I • 6 

I I U.5%1 I I 3 , 8%1 I I 3.87.1 I I 3.87.l I I 7,7Y.I I I 7.7½1 I I I 23.lY.I 

------------------------------------------------------------------------------- --------------------- ----------------------
I I 

WHOLE BOUY/GENERAL I l l I 0 l l 1 I 4 
( 3.8Y.I I 1.8:0 I , 0.0%1 I 3.8%) I 1.er.1 I 3.81.I I 1 15 . 4%1 

I I 
CHILLS I 1 0 I 0 0 0 0 I l 

3,8%1 ( 0 .0%1 I I 0.07.J I 0 . 0iO ( o.or., I o.or., I I 3. 8%) 
I I 

HEADACHE I 0 l 0 l 1 1 I l 
o.o,:, ( 3.8½1 I 0.0% I ( 3 . 8)0 I 3.e;o ( J.&r.J I I 11.SY. J 

I 
RESPI RATORY I 0 0 0 0 1 1 I l 

0 . 0%) I o. or., I 0.0%1 I 0 . 01.J I l . 8XI ( :s.er. , I I 3 . 87.I 

RHINITIS • 0 0 0 I 0 I 0 I 1 I I l 
o.o;o C 0. 01.) I 0.0iO I ( o.o;o I 1 o.o;o I 1 3.8ZJ I I I J .8Y.I 

I I I I I 
PHARYHGITIS ISORE TIIROAT J I 0 0 0 I 0 I 1 I 0 I I l 

0.0)0 I 0.0% I I o.o;o I 1 0.0iO I I ,.e:o I 1 o.or.1 I I I 3. 8%1 
I I I I I 

UPPER RESPIRATORY INFECT., NOS I 0 0 0 I 0 I 0 I 1 I I l 
I 0.0% ) I 0 . 0%) I C.0%1 I I O.OiO I f o.or., I 1 3.er. , I I I J. 8%1 

I I I I I 
11USCULOSl<ELETAL I 2 0 0 I 1 I 0 I 0 I I z 

( 7. 7Y. l ( 0.0%) I o.or., I , 3.e:o I 1 O.O¼J I I 0 .07. I I I I 7.7%1 

., 

0 
0 
C 
C 
N 



STUDY 
TRE.lTt1f.NT 
LOT IIUl1BEA 
DOSE 
PATIENT CUSS 

0835 

CK564 
10 t1CG 
HEALTH CARE PERSONNEL 

Table 2 (cont.) 

PATIENT COUNT CLUIIC.lL COMPUIIITS 
RECOtBINANT HEPATITIS B VACCIUE 

--- - - --------------------------------------------------------------------------------------------------------
I TOTAL VACCitlEES ' l9 PUIEtrrs I - DOSE l I 
l------------------------------ ·---------------------------------------------1 
I DAYS POST VACCINATION I tlUlfflER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COt1PUINTS I O I 1 I 2 I l I It I 5 I ICCltfPUINTS 

•••••••••••••••••••••••••••••••••••!•••••••••• •••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• •••••••••• •••••••••• 
I I I 

ARTliRALGI.l, t10tlOARTlCULAR I l O O O I O I O l 
3.e;o I 0.0%1 I 0.0%1 I 0.0%1 I I 0.0Y.I I I O.OY.I I 3.8%1 

I I 
11YALGIA I l o O 1 I o I o l 

l.8%1 I 0.0%1 I 0.0%1 f 3.8%1 I I 0.0%1 t 0.0%1 I 3.11%1 
I 

NECK P.lIH I l O O O I O O l 
3.81!1 I O.Oll ( 0.0%) I 0.0%1 I I 0.0%1 I 0.07.J I 3 . 87.1 

I 
ORG.lHS Of SPECI.ll SUfSE I O l O O I O O 1 

0.0%1 I 3.87.1 I 0.0%1 I D.D7.1 I I 0.07.J I 0.0%1 I l . 8%1 
I 

EARACHE I O l I O D I a o l 
O.O:O I 3.8%1 I ( O.D7.1 I O.D7.1 I I o.o:o I 0.0%1 I l.8%1 

I I 
PSYCHI.lTRICIBEHAVIORAL I O O I l O I O O l 

I 0.0%1 f I 0.0%1 I I l.8%1 I D.07.1 I I O.DY.I I I o.o:o I l.8Y.I 
I I I I 

IRIHTASIUTY I O I O I l a I O I O 1 
I ( o.o:o I I 0.0%1 I I 3.8%) I 0.07.t I I o.o:o I I o.o;o I l.8Y.t 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOtts WITH COHPLAIHTS I 8 I '+ I '+ I 2 I 2 I 2 I I 12 

I , 30.8Y.I I I 15.47.1 I I 15.41!1 I 1 7. 77.1 I I 7. 77.1 I I 7. 7Y.I I I I 46.2%1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PEASOtts WITH HO COt1Pl.lINTS I 18 I 22 I 22 I 24 I 24 I 24 I I 14 

I I 69.2;0 I I 84,6i0 I I 84.6i0 I I 92,37.l I I 92.31.1 I 1 92.37.1 I I I 51.87.J 
-----------------------------------l----------1----------1----------1----------l----------l----------1----------I-----------
PERsotis WITH NO DAT.l I D I D I o I o I o I o I I o 

I I 0.0%1 I I o·.o;:1 I I O.OiO I I 0 . 0%1 I I 0.0%1 I I o.ox, I I I o.o:o 

., 

0 
0 
~ 
b 

""' 



STUDY 
TREATHWT 
LOT NUt1DER 
DOSE 

0815 

CK564 
10 tlCG 

Table 2 (cont.) 

PATIEHT COUNT CLINICAL COMPLAINTS 
REC0118INAHT HEPATITIS 8 VACCIHE 

PATIENT CLASS HEALTH CARE PfRSONHEL 

• TOTAL VACCIHEES I 29 PATIENTS I - DOSE 2 I 
1----------------------------------------------------------------------------I I DA'fS POST VACCIHATION • tM1BER 

CLINICAL 1----------------------------------------------------------------------------I WllH 
COHPUIHTS I O • l I Z I 3 I 4 I 5 I ICOIPLAIHTS 

••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••••••••••••• l•••••••••• I•••••••••••••••••••••••~•••••••• 
• • I I I I I • 

RE ACTION, LOCAL IIHJECT. SITU • 4 I It . • Z • 0 I O I O I • 7 
I I 16 • OY. I I I U,. 07. I I , 8, 07.1 I l O. 11% l I I O. 07.1 I l O. 07. I I I I 28, 07. I 

-----------------------------------1---------- ---------- ---------- ----------1---------- ---------- ---------- -----------PAIN • Z l l O I O O 3 
8.07.1 I llt ,07.1 I 4.07.1 I 0.0%1 I I 0 . 0%1 I o .o;o I 12 . 07.1 

I 
S~EHESS I 2 It l O I O O 5 

8.o;o , 16.0% 1 1 4.07.1 1 0.0%1 I 1 0.0%1 1 0 . 01.1 1 zo.07.1 
I 

TfNOERHESS I l O O O I O O 1 
4.07.J t o.o;o t o.o;o I o.ox1 I 1 0.0%1 1 o,o;o , <t.07.1 

I 
ERYTHrrtA (REDNESS! • 1 O O O I O O l 

4.0%1 I 0.07.1 I 0.07.I I 0.07.1 I I o.o;o I 0 . 07.1 I lt . o;o 
I 

PRURJTIS ( ITCHING I I O Z O O I O O Z 
I 1 0.0%1 I 8.07.1 I l o.07.1 I o.ox1 I I o . or.1 I o . or.1 I • < 8 . 0%1 

-----------------------------------1----------l----------l----------l ----------l----------l----------l----------l-----------
srsTENIC • o I 2 I o • o I 1 I 2 • I ti 

I I 0.07.J I I 8.07.1 I I 0.07. 1 I I 0.0%1 I I 4 . 0XI I I 8 . 07.1 • • I 16.07.1 

--------------------------------·----------------------I • WHOLE BOOT/GENERAL • 0 l 0 0 I 1 1 • 2 
0 .07.1 ( ft . 0%1 I o. 0% I 0 . 0?.I I I 4.0%1 ( 4 . o;o I I !I.Or.I 

I I 
FATIGUEl'WEAl<UESS I 0 1 0 0 I 0 0 • l 

I o.o;o ( 4. OX I ( O. 07.1 O.OY.I • I 0.07.1 ( 0.07.1 I ' -. . o;o 
I • NALAISE I D l 0 0 I 1 1 I 2 

I ' o.o;o I lt . 0%1 I o.or., o.OXI I I 4 . 07.1 ( 4 . 07.1 I C 8.07.1 
I I I 

INfECTIOUS 5TNDROt1ES I 0 a 0 0 . I l 0 I 1 
I c 0.0%1 I 0.0%1 ' 0.07.1 o.or.1 I t 4 . 0il.J I 0.0::1 I ' 4 . 07.) 
I I • VIRAL UlffCTION, HOS I 0 0 0 0 • l 0 • l 

o.o:o ( 0.0%1 I o. Or. I o.OY. I I I lt.0iO ( o.oz, I ' lt . 07.I 

,, 

0 
0 
&> 
&> 
&> 



STUDY 
TREATttEHT 
LOT ~M18ER 
DOSE 

0835 

CK564 
10 t1CG 

Table 2 (cont. ) 

PATIENT COUNT CLINICAL COHPLAINTS 
RECOl191NAtlT HEPATITIS B VACCIHE 

PATIENT CLASS HEALTH CARE PERSONNEL 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES I 29 PATIEHTSI - DOSE 2 I 
1------------------------------------------------· ---------------------------1 I DAYS POST VACCINATION I HUt1BER 

CLINICAL l----------------------------------------------------------------------------1 NITH 
Cot1PLA INTS I 0 I l I 2 I l I 4 I s I ICOMPLAIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••I•••••••••• •••••••••• •••••••••• •••••••••• •••••••••• ••••••••••la•a••••••• 
JHTEGUflENTAIIY SYSTEl'I I 0 l 0 

I 
0 0 0 I l 

O.OY.I ( 4.o::o ( 0.07.1 ( o.o,o ' O.OiO ( O.OY.I I I 4.0Y.I 
I 

RASH, NOS I 0 1 0 0 0 0 I 1 
O.OY.J ( 4.0Y.I ' 0.0%1 ( O.OY.I ' 0.0;:1 ( 0.07.1 I ' 4.0Y.I 

I 
RESPIRATORY I 0 0 0 0 0 1 I l 

0.0;:1 ' O.OY.I ( O.OZI ( 0.0;:1 t o.o::o ' 4.07.1 I I 4.0Y.I 
I 

RHINITIS 0 0 0 0 0 1 I 1 
( 0. 07. I ' O.OY.I ( 0.0%1 ( 0.0;() ' o.o::o ' 4.ox1 I ' 4.07.l 

PHARYNGITIS ISOIIE lllROATI 0 0 0 0 0 1 1 
t 0.07.1 I a.or., I o.o::o ( o.o::o ( 0.07.1 ( ft.DY.I ( 4.07.1 

tflJSCULOSKELETAL 0 0 0 0 1 1 l 

' 0. OY.I I 0.0;:1 t 0.07.1 ' o.o::o t 4.0Y.I ( 4. 07., I 4.07.1 

l'IYALGIA D 0 0 0 1 l 1 
( 0. 07. J ( D.DiO t 0.0%) ( o.o;:, ( 4.07.1 ' 4,07.) ' 4.DiO 

DIGESTIVE SYSTEl'I 0 1 0 0 0 D 1 
( D.OY.I ' 4.0)() C 0.0)() C 0.0%) ( o.o:o t 0.07.1 I 4 . 0Y.J 

AeOOHINAL PAIHS/CRAttPS 0 l 0 D 0 0 l 

' o.o::o ( 4,0)(1 ' 0.07.1 ' 0. OY. I ( 0 .DY.I ' G. OY. I ( 4.0iO 

DIARRHEA 0 1 0 D 0 0 1 
0.0)(1 ( 4.07.1 ( o.o:;o I 0.0;:1 ( 0.0)(1 r o.or.1 ( 4.07.1 

NAUSEA I o I 1 I o I o I o I o I I l 
I f 0.07.1 I I 4.07.I I I o.ox, I I O.OY.I I f 0.0;:1 I I 0.0;() I I I 4.01.1 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsotis MITH COMPLAIHTS I 4 I 6 I 2 I O I 1 I 2 I I 9 

I f 16.o;o I I 24.0Y.l .I I 8.0Y.I I I o.o;o I ( 4.07.I I I fl.OX) I I I 36.0iO 
-----------------------------------I----------I----------I----------I----------I----------I----------I----------I-----------
PERSOt1s MITH uo COMPLAINTS I n I n I ZJ I 25 I z4 I ZJ · I I 16 

I f 8't.OY.I I I 76.0Y.I I t 92.0Y.I I 1100.0?.I I I 96.0?.I I I n.o;n I I I 64.0Y.l 

., 

0 
0 
~ 
~ 

IJ'I 



STUDY 
TREATMENT 
LOT tM'IBER 
IIOSE 
PATIENT cu ss: 

0835 

CKS64 
10 HCG 

Table 2 (cont.) 

PATI EITT COUHf CLIHICAL COHPLAINTS 
RECOt18IHANT HEPATITIS 8 VACCII-IE 

HEALTH CARE PERSOMfE L 

I TOTAL VACCIHEf:S I Z9 PATIENTS) - DOSI! Z I 
•----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUHBER 

CLINICAL 1----------------------------------------------------------------------------• WITH 
COHPLAIHrs • 0 I 1 I 2 I 3 • 4 • 5 • ltot1PLAIHTS 

••••••••••••••••••••••••••••••••-•••••••••••••••••••••••••••••••••• l•••••••••• •••••••••••I••••••••••••••••••••• ••••••••••• 
-----------------------------------•----------1----------• ----------1---------- •----------1----------1----------1-----------
PERSONS WITH HO DATA • l I l I 1 I 1 I l I 1 • I l 

I C 'S . 8i!I I C 3.8i!I I I 3.8i!I I ( 3.8i!I I I 3 , 8i!I I I 3.87.1 • • I 3.8i!I 

,,, 

0 
0 
4:> ,. 
"" 



STUDY l!8l5 
TREATt1ENT 
LOT IMIBER Cl<S64 
DOSE 10 MCC. 

Table 2 (cont. ) 

PATIENT C~T CLINICAL Cot'IPLAIHTS 
RECOt1BINAHT HEPATITIS 8 VACCINE 

PATIENT CLASS HEALTH CARE PERSONNEL 

I TOTAL YACCitlEES I 23 PATIEHTSI - DOSE 3 • 
1----------------------------------------------------------------------------• 
I DAYS POST YACCIIIATIOH I HUMBER 

CLINICAL 1----------------------------------------------------------------------------• WITH 
COtlPUIHTS I O • l I 2 I 3 I 4 I 5 I ICDMPUIHTS ................................... , ..........•.......... , .......... , .......... , .......... , .......... , ......•...•.........• 

• I I I I I I • 
REACTION, LOCAL lltUECT. SITEI I 6 I ft I 2 I 1 I l I o • I 7 

I c 26.UO I l 17.47.1 I l 11. 77.I I c 4. 37.1 I c 4.37.1 I I 0.07.1 I I I 30,47.1 

-----------------------------------,---------- ---------- ---------- ---------- ---------- ---------- ---------- -----------PAIH OH INJECTION I l 0 0 0 0 0 l 
I c 4.37.1 I 0.07.) C 0.07.) C 0,07.) I 0.07. J i 0.07.) I 4. 37. I 
I 

SORENESS I 6 3 2 1 l 0 6 
I C 26.17.) ( 13,0XI ( (1.77.) C 't.37.) C 4.37.1 ( O.OXI C 26.17.1 
I 

ERYTHEl1A CREOtlESSI I 0 1 0 • 0 0 1 
0.0¼1 ( 4.37.1 C 0.07.J C O.D7.I I 0.0%) ' o.o;o ( 4.37.) 

SWELLIHG I 0 l 0 • 0 0 l 
0.07.) ( 4.3i0 ·, O.OXI C O.OiO I o.o;o I o.o;o I 4. lY. I 

l'RURITIS UTCHIHGJ I o I 1 I o I a I o I o I I 1 
I C 0.07.1 I ( 4.3Y.I I C o.ax, I I o.ax, I I O.OXI I I O.OY.I I I I 4.3?.J 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
svsn111c I o • t • a I o I o I 1 I I 3 

I C o. 07. l I l II. 7Y. I I C O. 0% I I I O. OY. I I I O. OY. I I I 4. lY. I I I I 13 . 07. I 

I 
WHOLE BOOY/GEHERAL I a 1 0 0 0 I 0 • I l 

a.ox, I 4.37.) I O. IIY. I I 0. IIY. I I 0.07.) I I O.OiO I I I 4.37.) 
I I I 

CHILLS I a l • 0 0 I 0 I I 1 
0.07.) ' 4.3%) ' 0 .117.) I O.OY.I ' O.OY.I I I o.o;o I I I 4.37.1 

I 
FLUSH I 0 1 • 0 D I 0 I I l 

0.07.J ' 4.3i0 ( 0.07.) I 0.01.) I 0.01.1 I I o.or.1 I • I 4.37.) 
I • I 

RESPIRATORY • 0 0 D 0 a I 1 I I 1 
O.OiO I 0.0%) ( 0.0%) I 0.0)0 I a.ox, I 1 4.1;0 I • I 4.JiO 

I • I 
RHINITIS I 0 0 0 0 0 I l • I l 

I o.o;o I 0 .OY.I C 0 .01.) I 0.0,0 ( o. OY.I I I 4.3%1 I . I I 4.3i0 

, 

0 
0 ,. ,. ..., 



STUDY 
TREATHENT 
LOT NutlBER 
DOSE 

0835 

Ck564 
10 MCG 

Table 2 (cont.) 

PATIENT COUHT CLINICAL COHPLAINTS 
RECONBIIIAtlT HEPATITIS B VACCINE 

PATIENT CLASS HEALTH CARE PERSONNEL 

----------------------------------------------------------------------------------------------------------------------------

CLINICAL 
COtfPUINTS 

I TOTAL VACCINEES I 23 PATIENTS I - DOSE 3 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUMBER 
1----------------------------------------------------------------------------I MITH 
I O I 1 I 2 I 3 I 4 I S I I COMPLAINTS 

•••••••••••••••••••••••••••••••••••l•••••••••• l••••••••••l••••••••••I•••••••••• ••••••••••!•••••••••• ••••••••••!•••••••••• 
I 

UPPER RESPIRATORY INFECT., NOS I 0 I 0 I 0 I 0 0 1 1 
I t O.OY.I I I o.o;o I c O.OY.l I C O.OY.I ( 0-.0Y.J ' 4. 3Y.I ( 4.3:'.I 
I I I I 

DIGESTIVE SYSTE~ I 0 I l I D I 0 0 • l 
I c o.oio I c 4.1;:1 I c O,DY.I I C 0,0¼1 ( I.OY.I I O.OY.I I 4.3Y.I 
I I I I 

DIARRHEA I 0 I l I 0 I 0 0 0 1 
I I O.OY.I I C 4. lY.I I C 0.0%1 I I 0.0%) ( I.DY.I ' 0.0%1 I 4. 3Y. I 
I I I I 

ORGANS OF SPECIAL SENSE I 0 I l I 0 I 0 0 0 l 
O.OY.I I C 4.1;:1 I c 0.0%1 I c O.OY.I ( o.o::o ' 0.0;1.1 ' 4.3Y.I 

EYES, BURHitlG I o I l I o I o I o I o I I 1 
I C 0.0%1 I I 4.3¼1 I I O.OY.l I I O.OY.I I I O.OY.I I I O.OY.I I I I 4.3Y.I 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS MITH Cot1PUIHTS I 6 I 5 I 2 I l I l I l I I 7 

I C 26.lY.I I I 21, 7Y.) I C 8.7:0 I f 4.3)0 I f 4.3Y.I I I 4.3:1.1 I I C J0.4ZI 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I----------
PERSotlS MI TH NO cOt1PLAn1rs I 11 I 1a I n I 22 I 22 I 22 I I 16 

I ( 71,9;0 I I 78.JY.I I C 91.]Zl I C 95.77.1 I I 9!;.7Y.I I ( 95.77.J I I I fo9.6Y.I 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PEASOtlS WITH NO DATA I O I O I O I O I O I O I I 0 

I I O.OY.I I I O,OY.) I C O.OY.) I I o.or.1 I ( O.OY.I I C O.OY.I I I C o.or., 

-
0 
0 
&, 

~ 
(J> 



STUDY D835 

Table 3 

PATIENT COUNT HAXltlJII TEHPERATUAES 
RECOl18INANT HEPATITIS B VACCINE 

TREATNEHT 
LOT Nllt18ER CK564 
DOSE 10 t1CG 
PATI ENT CLASS: HEALTH CARE PERS~ l 

I TOTAL VACCl NEES I 29 PATlEHTSI - DOSE 1 I 
l---------------------------------------------------------------------------------------1 
I DA'rS POST VACClHATiotl I NUM8ER 

NAX Tlt1PERATURE l---------------------------------------------------------------------------------------1 MITH 
(D[G f , tmALI I O I 1 I t I l I 4 I 5 I I I HAX TEHP 

•••••••••••••••••••••••• l•••••••••• l•••••••••• I•••••••••• •••••••••• ••••••••••••••••••••••••••••••I•••••••••• •••••••••• 
HORNAL I t I 2 I 2 2 2 2 2 

e.o;o I c e.0%1 I , a.0%1 c e.o:o , 8. 1?.1 1 8.1?.1 , e.0:1.1 
I I 

< 99 I 19 I ti I u 2D 19 n 1s 
76.0%1 I C 84.0%) I I 80.0%1 C eo.01.1 I 79 . 2%1 I 82.6%) I ,60.0%1 

I I 
99 - 99. 9 I ,. I 2 I 3 1 1 2 s 

16.0lO I C 8.0?.J I I lt . 0%1 C 4.07.1 I <t.2%1 I 8 .7iO I t0.0%1 
I I 

100 - 100. 9 I o I o I o t t o 3 
I I 0.0%1 I C o . OlO I I 0.01.1 I t e.01.1 I e.3?.J I o.oio I I 12 . 0;0 

------------------------l---~------l---------- l----------l----------t----------1----------1---------------------I-----------
TEMPERATI.mE TAKEN I 25 I 25 I 25 I 25 I 24 I 23 I I 25 

I t 86.2%1 I t 86 . 2%1 I t 86.21.1 I t 86.21.1 I t 82.11%1 I t 79.3%1 I I 1 86 . 2%1 

------------------------l---------- l----------l----------t----------l----------l----------1---------------------1-----------
TEMPEHTURE HOT TAKEN I 4 I 4 I 4 I 4 I 5 I 6 I I 4 

I I ll.8lO I I 13,BiO I I 13.87.l I I 13.8Y.I I I 17,2%1 I I 2D.7lO I I I 13.8%1 

C) 

0 
C 
.c 
,0 



STUOY 
TilEATHENT 
LOT NU1BER 
DOSE 
PATIENT CUSS 

0835 

CK564 
10 l'ICG 

Table 3 (amt.) 

PATIENT COUNT HAXIHLN TEHPERATURES 
RECOttBINANT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL YACCINEES I 29 PATIENTS) - DOSE 2 • 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I NUHBER 

HAX TEMPERATURE l---------------------------------------------------------------------------------------1 WITH 
(DEG F, ORAU I O I l I 2 I J I 4 • 5 I I I HAX TEMP 

··········••D••·····························••I••········ .............................. ·····················•~········· 
I • NORMAL • l • l I l l l l • l 

4.o;o I I 4.0)0 I ( 4.3)0 C 4.2¼1 ( 4.2¼1 I 4.3)0 I I 4.0¼1 

• I • < 99 I 2t I 19 I ia 20 n n • 15 
eo.o:o I I 76.0lO • I 78.3)0 C 83.V.I I 87.5¼1 I 82.6)0 I I 60.0¼) 

I I I 
99 - 99. 9 I 4 I 4 I 4 3 2 3 I a 

16, OY. I I I 16. 0?. I I I 17. 47. I I 12. 51.1 I 8. 37. I I 13. ox I I I 32 • 01. I 

• I • 
103 - 103. 9 • O I l I o o o o I l 

I ( 0.0?.I • I 4.0?.) I C 0.07.I I 0.0¼1 I o,o;o t 0.0XI I C 4.0?.I 

------------------------l----------l----------l----------l----------1----------t----------1---------------------1-----------
TEHPERATURE TAKEN I 25 I 25 I 23 I 24 I 24 I 23 I I 25 

I c 86.uo I I e6.2;0 I 1 79.37.1 • c e2.a:o I I e2.ar.1 • c 79,3,.1 I I 1 86.21.1 

------------------------•----------l----------l----------l----------l----------1----------1---------------------I-----------
TEMPERATURE NOT TAKEN I 4 I 4 I 6 • 5 I 5 I 6 I I 4 

• c n.e;o I I n.ax, I 1 20.r/.1 • 1 11.2;0 I c 11.2x1 • 1 211.1;0 I I c n.81.1 

-
0 
0 
.c 
\II 
0 



STUDY 
TREATMENT 
LOT .ufflER 
OOSE 
PATUMT CLASS 

0835 

CK564 
10 tlCG 

Table 3 (cont. ) 

PATIENT Cou-lT NAXIHU't TEHP£RATURES 
RECOttBINAHT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCIN£ES ( 23 PATIENTSI - DOSE 3 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUt18ER 

H•X TENPERATORE l---------------------------------------------------------------------------------------1 WITH 
I DEG F, ORAL I I O I l I 2 I 3 I 4 I 5 I I • NA>< lEHP 

••••••••••••••••••••••••l••-••••••l••••••••••l••••••••ol•••••••••••••••••••••••••••••••••••••••••••l••••••••••I•••••••••• 
• • I I I I I I 

NOIIHAL I 1 I 1 I 1 • l I 1 I l • I l 
I , s.o;o I 1 5.ox, I t 4.8%t • , 5.1%1 I I s.1;O I t s.1x1 • I 1 1t.ex1 
I I I I I I I • 

< 99 I 17 I u, I 17 I 17 I 16 • u. • I 16 I t 85.0%1 I I 90.0%1 I t 81.0%) I t 89.5iO I l 84.2%1 I t 8't.2iO • I t 76.2%1 
I I I I I I • • 

99 - 99. 9 I 2 I 1 I 1 I 1 I 2 I z I • ,. 
I ( 10.0;0 • I 15.0%) I I 14.3%) • I 5.3%1 I ( 10.5%) I I 10.5%1 • I I 19.0%1 

-------------------- ·---l----------l----------l----------l----------1----------1----------l------·--------------I-----------
TEHPERATURE TAKEN I U I 20 I 21 • 19 • 19 I 19 I I 21 

I ( 87.0%1 • I 87.0%) I ( 91.3%) I I 82.6%1 I I 82.6%) I ( 82.6%) • I I 91.3%1 

------------------------l----------l----------l----------•----------l----------l----------1---------------------1-----------
TENPERATURE NOT TAKEN • 3 • 3 • Z I <\ • 4 I <\ I I t I ( 13.0iO I I n.o:o I ( 8.7:0 f ( 17.4%) I I 17.47.) I I 17.47.) I I I 8.7%1 

-
0 
0 
J::: 
I.II ... 





PROGRAl'l: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVEST! GATOR: 

SECONDARY 
INVESTIGATORS: 

24421/1 
1 /3/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 838. 

004'52 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine in the following , 
initially seronegat1ve, adult populations: 

1. Dialysis Patients 
2. Predialysis Patients 
3. Health Care Personnel 

Yeast Recorab1nant Hepatitis B Vaccine 
Lo_t #986/C-K733 ( 20 mcg HBsAg/111) 

Professor Dr. Friedrich Deinhardt 
Director 
Max v. Pettenkofer Institute 
Pettenkoferstr. 9a 
8000 Muenchen 2 
West Gennany 

Dr. Wolfgang J1lg 
Max v. Pettenkofer Institute 
Pettenkoferstr. 9a 
8000 Muenchen 2 
West Gennany 

Professor Dr. Juergen Bon111er 
Med1z1n1sche Un1vers1tatsklinik 
Bergheimer Str. 56 
6900 Heidelberg 1 
West Germany 

Professor Dr. R. Mueller 
Med1z1n1sche Hochschule Hannover 
Abt. f. lnnere Med1z1n 
Karl-Wiechert-Allee 9 
D-3000 Hannover-Kleefeld 
West Germany 

Professor Dr. Horst Braas 
Staedtische Krankenanstalten 
Medizinische Klinik II 
Bremserstr. 79 
D-6700 Ludw1gshafen 
West Genaany 



SECONDARY 
INVESTIGATORS: 
(Cont.) 

STUDY LOCATIONS: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATIONS: 

Study 838 

Dr. Bernhard Weinel 
Staedtische Krankenanstalten 
Med1z1nische K11n1k II 
Bre11serstr. 79 
D-6700 Ludwigshafen 
West 6ermany 

001453 

unich, Heidelberg , Hannover, and Ludwigshafen, 
West Germany 

June 7, 1984 

In progress 

Under the or1 gi na 1 protoco 1 and subsequent addenda, 
the following groups are enrolled in the study. 
Participants may be of either sex, but pregnant WOiien 
are excluded. Prospective vaccine recipients must be 
negative for hep&tith 8 sero1og1c markers, have a 
normal ALT level and may not have received any 
hepatitis B vaccine (except as noted under 
addendum #2). 

Protocol/ 
Addendum , 

Initial 
protocol 

In1t1al 
protocol 

Add. #1 

Add. #1 

Approx. 
Population Number 

Health Care 25 
Personnel 

Dialysis 50 
Patients 

Dialysis 20 
Patients 

Dialysis 20 
Patients 

Regi19en 

10 IIICg (0.5 111) 
at 0, 1, and 6 
110nths 

40 IICg (2 X 1.0 
111) at o. 1 and 
6 111e>nths 

20 lliCg ( 1.0 ml) 
at o. 1, 2, 3, 4, 
and 6 raonths 

40 ntcg (2 x 1.0 ml) 
at 0, 1, 2, 3, 4, 
and 6 months 

\ 



STUDY POPULATIONS: 
(Cont.) 

PROCEDURE: 

24421-3 
1/3/8& 

OOLl54 

Study 838 

Protocol/ Approx. 
Addendum I. Po~ulatton Number Regi!!!in 

Add. #2 Initial 10 ~g (0.5 ml) 
protocol for health care 
subjects who personnel; 40 mcg 
do not form (2 x 1.0 Ml) for 
antt-HBs dialysis patients 
after 3 doses 
of vaccine 

Add. 03 Pred1alys1s 10 40 mcg (2 x 1.0 ml) 
patients at O, 1, and 6 

months 

Participants receive intramuscular 1nject1ons of 
vaccine according to the reginiens outlined above under 
STUDY POPULATIONS. 

Study participants will be asked to record their 
temperature for five days after each injection and to 
note any local or systeniic COllll)laints. 

Serum samples will be obtained prior to and on the day 
of vaccination. Follow-up blood spec1aens will be 
obtained 1, 2, 3, 6, 8, 12 and 24 months post the 
initial injection of vaccine. Nonresponders who 
receive a fourth Injection of vaccine under addendu111 
#2 will have a blood sample taken one rDOnth after this 
injection. Serum saniples w111 be assayed for HBsAg, 
ant1-HBs, antt-HBc and ALT by Dr. De1nhardt's 
laboratory. SalllJ)les may also be assayed at MSDRL for 
yeast antibody. Those th1t are positive for antt-HBs 
with a titer of ~25 raIU/111 lllllY be assayed for anti-! 
and anti-!l_ subtype specificity. 



RESULTS: 

24421---4 

1 /3/86 

Study 838 

HEALTH CARE PERSONNEL: 

10 •cg Lot #986/C-K733 at 0, 1, and 6 months. 

1. Number Vaccinated: 

In1ection No. 

22 19 17 

2. Serolog1c Results: 

00455 

Serolog1c data are ava1 lab le for 17 participants 
at 7/8 months of follow-up. Ninety-four percent 
(16/17) of the subjects seroconverted (S/N ~2.1) 
and developed protective levels of ant1-HBs 
(mIU/ml ~10) at that time. The GMT at 7/8 months 
for all vacc1nees was 284.8 mIU/ml and 437 .1 for 
responders (alU/ml ~10). 

Refer to Table 1 for ant1-HBs responses and GMTs 
through 10 months of follow-up. 

3. Clinical Complaints: 

Clinical follow-up data are available for 22 and 
13 participants after injections 1 and 2, 
respectively. The overall frequencies of 
co111pla1nts are presented below. 

Type of 
C0111pl11nt 

Injection 
Site 

Systemic 

Frequency in% by InJect1on No. ____ ,_ 2 _3_ 

18(4/22) 8(1/13) 

27(6/22) 8(1 /13) 

Refer to Table 2 for listings of specific cl1n1cal 
complaints by inject ton number. Maximum 
temperature data are provided in Table 3. 

There were no serious or alarming adverse 
experiences attributable to vaccine. 



STUDY 
POPULATIOH 
DOSE 
LOT 
REGIMEN 
INITIAL SEROLOGl 

TIME 
( MDHTHSI 

Table 1 

ANTIBODY RESPONSES FOLLOWING VACCINATION WITH RECOMBINANT HEPATITIS B VACCINE 

0838 
HEALTH CARE PERSONl~EL 
10 MCG 
CK733 
0, 1, ANO 6 MONTHS 
NEGATIVE 

I ;( li~,il ANTI-Hr,:; i GMT Ci1JU/11LI I 
1---------------------------------------l-----------------------------------------------------1 I I I RESPOIIDERS I 
l---------------------------------------1-----------------I-----------------------------------I I SIN>= 2.1 I 11IU/11L >; 10 I ALL VACCIHEES I SIN>= 2 . 1 I MIU/ML>= 10 I 

··········································································································•*······· I I . I 
I 1 MONTH I 19)( (4/Zl I 9.SX 12/21 1 I 0 . 6 13.6 43. o 
I I I 
I 2 t10t1THS I S8Z 111/191 47½ 19/191 I 4.1 21 . 0 39.2 
I I I 
I 3 MONTHS I 82Z (14/171 71Z 112/171 I 15. 7 36.5 46.9 
I I I 
I 6 MONTHS I BlY. 110/12 I 8JZ 110/12 I I 26. 9 66 • 2 66. 2 
I I I 
I 7/8 HOHTHS I 94Z 116/171 94Z 116/171 I 284.8 437.l 437.l 
I I I 
I 10 MONTHS I 10oz 19/9) 100:f. 19/91 I 509.4 S09.4 509.4 
I I I I 
•••••*•••••••••tHt•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••*•••••••••••••••••••••••••u••••••• 

-
0 
0 
.c 
\JI 
0-



STUDY 
TRUTl1EHT 
LOT NUMBER 
DOSE 
PATIENT CLASS: 

0838 

CK733 
10 NCG 

Table 2 
PATIENT COltIT CLINICAL COHPLAIHTS 

RECOMBINANT HEPATITIS 8 VACCINE 

HEALTH CARE PERS~l 

I TOTAL VACCIHEtS I 22 PATUHTSI - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I t-AIHBER 

CLINICAL 1----------------------------------------------------------------------------I MITH 
COt1PLAIHTS I O I 1 I 2 I 3 I 4 I S I I COt1PLAIHTS ................................... , ..........•.......... , .......... , .......... , .......... , .......... , ....•..... , ......... . 

I • I I I • I I 
REACTIOM, LOCAL IINJECT. SITEI • " I O I l I O I D • 0 I I It 

• f 18.2%1 I f o.OY.I I f 4.5:o • f 0.0%1 I 1 0.07.1 • I o.o;o I I 1 18.2%1 

-----------------------------------1----------l----------•----------l----------l----------•----------•----------I-----------
PAIH I 1 I o I o I o • o I o I I l 

I f 4.5%) I ( 0.0%1 • f 0.0%1 I I 0.0%1 • I O.OY.I I I O.OY.I • I I It.SY.I 
I • • I I I I I 

SllllfNESS I 3 I o • o I o I o I o I I 3 
• ( 13.6%1 I ( 1.0;0 I ( 0.07.1 I I o.o;o • l O.OY.I I ( 0.07.I I I I 11.6%1 

• I I I I • • I 
SWELLING • o • o • 1 • o I o I o I I 1 

I I 0.0%1 I I 0.0%) I I 4.5%1 I I 0.0%1 I ( O.OY.I I ( 0.0%) I I I 4.5%1 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
svsTEl1It I 2 I 4 • 2 I O I O • 1 • I 6 

• I 9.1:0 I ( 18.2:0 • ( 9.Uo I I 0.07.I I I 0.07.1 I f 4.5%1 I I I 27.3%1 

---------------------- ·-----------------------------------------------------------------------------------------------------
I 

WHOLE BODY/GENERAL I 2 4 Z O O O I I 6 
I 9.1?.I ( 18.2?.I I 9.1%1 I 0.07.1 I a.ox, ( O.OXI I I I 27.3?.I 

I I 
FATIGUE/WEAKNESS I 2 3 l O O O I I 5 

9.liO I ll.6Y.I ( 4.5%1 ( 0.0%1 I a.OX) C 0.0%1 I I I ZZ.7XI 
I I 

HEADACHE I O 1 1 0 O o I I 2 
o.o;o I 4.5:'.I I 4.5%1 ( 0.0%1 f O.OXI I O.OXI I I I 9.lXI 

I I 
DIGESTIVE Sl'STEtf I O O O D D 1 f I l 

o.o:o ( 0.01.1 ( 0.11:0 C o.o;o C O.OY.I ( 4.5?.I I I I Ct.5:0 
I I 

DIARRHEA I O O O O O l I I 1 
I c o.o:o I c o.o:o f o.ox1 I 1 0.0%1 I f o.or.1 I l 4.5%1 I I 1 4.s:o 

-----------------------------------1----------•----------•----------I----------I----------I----------I----------I-----------
PERSONS MITH CONPUIHTS I 6 • 4 • 3 I O I O • I I I 9 

I ( 27.37.) I ( 18.27.) • ( 13.6%1 • f 0.0%) I ( 0.0%) I ( 4.SXI I I I 40.9XI 

-----------------------------------•----------l----------l----------l----------1----------1----------1----------I-----------
Pf:RSONS WITH NO COHPLAINTS • 16 I 18 • 19 I 22 I 22 I 21 I I 13 

• , 12.11., • , 81.8lO • c 8E..1tr.1 I 1100.or.1 I uoo.ox, I f 95.5?.> I • , 59.lY.I 

-

0 
0 
&:, 
\JI 
~ 



STUDY 
TREATt1ENT 
LOT NIJ!18ER 
DOSE 
PATIENT CU SS 

CB'J& 

CK7J3 
10 MCG 

Table 2 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
REC0f1BIHANT HEPATITIS B VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCINEES I 22 PATIEHTS I - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUMBER 

CLIHJCAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O I l I 2 I 3 I It I § I ICOt1PlAIHTS 

••••••••••••••••••••••••••••••••••• l•••••••••• l••••••••••l••••••••••••••••••••• l•••••••••• l•••••••••• I••••••••••••••••••••• 
-----------------------------------1----------l----------1----------1----------1----------I----------I----------I-----------
PERSOHS WITH HO OAT.A I O I O I D I O I e I O I I o I < o.o;o • , o.o;o I I a.oz, I « o.o:o I < o.ox , I c o.oz1 I I , o.o;o 

0 
0 
&: 
VI 
OD 



STUDY 
TREATI1ENT 
LOT NUMBER 
DOSE 
PATIENT CLASS 

08 '58 

Cl<733 
10 t1CG 

Table 2 (cont.) 

PATIENT COUNT CLINICAL COffl'LAINTS 
RECOHB(HANT HEPATITIS B VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCINEES ( 13 PATIENTS) - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUt18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COMPLAINTS I O I 1 I 2 I '3 I 4 I 5 \ ltot1PLAIHTS 

••••••••••••••••••••••••••••••••••• l•••••••••••••••••••••l•••••••••• l•••••••••• l••••••••••l•••••••••• l••••••••••I•••••••••• I I I I I I I I 
REACTION, LOCAL C INJECT. SITE» I l I l I o I O I 0 I 0 I I l 

I t 7. 7i0 I I 7.7i0 I ( o.o,o I t 0.01.1 I C o.or.1 I t o.or.1 I I t 7.71.) 
-----------------------------------1---------- I----------I----------I----------I----------I----------I----------I -----------

PAIN • l • 1 I O I O • 0 I O I \ 1 It 1 . 11.1 11 1.11.1 I< o.o;o I< o.o:o I c o.o;o l·t o.o;o I It 1 . 11., 
-----------------------------------l----------l----------1----------l----------l----------•----------l----------l-----------
srsrE11Ic I O I 1 I O I O I O I O I I l I I 0.01.1 I I 7,7%1 I I O.OZ) I I o . or.1 I t o . or.1 I ( 0. 0%1 I I ( 7. 77.) 

I 
!MOLE BOOY/GEHERAL I O I 1 I O I O I O I I I I l 

0. o:o I I 7. 7% I I ( 0. 0,0 I I O. o:o I C O. or. I I ( 0. o;o I I ( 7. 71.1 
I I I I I I I 

FUIGUE~EAKHESS I 0 I l I o I 0 I 0 I 0 I I l 
I < o.o:o I 1 1.11.1 I c 0.01.1 I c o.o:o I c o.or., It 0.01.1 I I c 7.77.1 

-----------------------------------•----------•----------l----------l----------•----------•----------1----------1-----------
PERSONS WI TH COMPLAINTS I 1 I 2 I O I O I O I O I I 2 

I I 7. 77.1 I I 15.'tX) I ( O.OXI I t o.o;o f t O.OX) I ( 0.0%1 I I ( 15.4%) 
-----------------------------------1----------l----------l----------l----------•----------•----------•----------I -----------
PERSONS WITH HO COMPLAINTS I 12 I 11 I 13 I 13 I 13 • 13 I I 11 

I , 92.31.1 I c &4.61.1 I noo.or., I noo . or.1 I noo.o::o • noo.ox , • I , &4.t,;O 
-----------------------------------1----------l----------•----------l---------- l---------- •----------l----------1-----------
PERSONS WITH t10 DATA • O I O I O I O • 0 I O I I O 

• I O.OXI I I 0.01.1 I ( o.o;o I t O. OXI I t 0.0%1 I I O,OX I I I I o.or. 1 

-
0 
0 
l:: 
IJ1 
,0 



STUDY 
TREATHENT 
LOT NUl'1BER 
DOSE 
PATIENT CUSS 

0838 

Ck73l 
10 ttCG 

Table 3 

PATIENT COUNT NAXItlUtt TEMPERATURES 
REC018INANT HEPATITIS 8 VACCINE 

HEALTH CARE PER~l 

• TOTAL VACCINEES I 22 PATIENTS! - DOSE l I 
l---------------------------------------------------------------------------------------1 • OATS POST VACCINATION I NUH8ER 

NAX TEMPERATURE •---------------------------------------------------------------------------------------1 WITH 
I DEG F • ORA U I O I l I 2 • l I 4 I 5 • • I HA>< TEHP ................................... ............ .... ................. , ..........•..........•..........•.......... •.......... 

I I I I I • I I 
< 99 I 10 I n I 10 I 11 I 9 I 8 I I 9 

I ( 90.9"/.) I ( 91.7)0 I ( 90.9:I.) • U00.0:1.1 I I 90.0:I.I • ( 88.9?.) I I ( 75.D%) 

• I • I I I I I 
99 - 99. 9 I 1 I l I l I O I l • l • I l 

• ( 9.llO I C 8.3?.) • I 9.1%) I I o.o;o I I 10.0:I.) • ( 11. l ?.) • I I 25.0%1 

------------------------l----------l----------l----------•----------1----------l----------•---------------------I-----------
TEt1PERATURE TAKEN I 11 I 12 I 11 I 11 I 10 I 9 I I U 

I I 50.07.1 I I 54.5lO I c 5o.o;o I I 50.o:o I I 45.5:'-l I I 40.97.l I I I 54.5% 1 
------------------------1----------1----------•----------l----------l----------l---------- •---------------------I-----------
TENF'tRATUAE NOT TAKEN I 11 I 10 I 11 I 11 I 12 I U I I 10 

I I 5o.o;o I I 45.5:t.l I c 50.0::0 • I 50.0:t.l I I 54.5:t.l I I 59.l?.l I • I 45 . 5:o 

-
0 
0 
~ 
:.,-
0 



STUDY 
TREATnENT 
LDT NU1BUP 
COSE 

I 08~8 

CK733 
10 t1CG 

Table 3 (cont.) 

PATIENT COUNT HAXItl.11 TEHPERATURES 
RECDl'IBINANT HEPATITIS 8 VACCINE 

PATIENT CUSS: HEALTH CARE PER~l 

I TOTAL Vl CCIHEES I 13 PATIENTSJ - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUMBER 

HAX TEHPERATURE 1---------------------------------------------------------------------------------------I WITH 
IDEI.F,ORALJ I O I 1 • 2 • 3 • 4 I 5 • • . t1AXTEl1P ................................... ........................................ .... , ..........•..........•..........•.......... 

I I I • I I • • 
< 99 • 7 • 7 • 7 • 6 • 6 I 6 • I 7 

I (100.0)0 • 1100.0:0 • noo.o;o • (100.DY.I I llD0.GY.I I Cl0D.0Y.I • • n oo .o;o 
------------------------ •----------1----------1----------•----------l----------l---------- •---------------------I-----------
TEHPERATURE TAKEN I 7 • 7 I 7 I 6 • 6 I 6 • I 7 

I I 53.87.J I I SJ.SY.I I I 53.87.1 • I 46.27.1 • I 46.2%1 I c 46.2%1 • 1 I 53 .9%1 

------------------------1----------•----------l----------•----------•----------l----------•---------------------I-----------
TEHPERATURE HOT TAKEN • 6 I 6 I 6 I 7 I 7 I 7 I • 6 

I I 46.2'0 I t lt6 . 2Y.I • I lt6.2Y.I I I S3 .9l0 I I 53.87.l I I SJ.SY.I • I I 4t..2l0 

0 
0 
.c 
0--



STUDY 841 



PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATORS: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE C0'4PLETED: 

STUDY POPULATION: 

3107 Ill 
12/31/85 

00462 

Alum-Adsorbed Ye.ast Recombinant Hepatitis B Vaccine, 
Study 841. 

To evaluate antibody and clinical responses to the 
vaccine among health care personnel who are negative 
for hepatitis 8 virus serologic markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot #978/C-K 563 (10 mcg HBsAg/ml} 

Arie J. Zuckerman. M.O. 
Professor of Microbiology 
Director, Department of Medical Microbiology 
London School of Hygiene and Tropical Medicine 
Keppel Street 
London WClE 7HT 
United Kingdom 

Iain Murray-Lyon, M.D. 
Consultant Physician 
Charing Cross Hospital 
London W.6. 
United Kingdom 

Dr. John Coleman 
Charing Cross Hospital 
London W.6. 
United Kingdom 

Or. Michael Anderson 
Charing Cross Hospital 
London W.6. 
United Kingdom 

Charing Cross Hospital 
London W.6. 
United Kingdom 

May 1985. 

In progress. 

The study population will 
care personnel of either 
women), who are negative 
anti-HBs, and have not 
hepatitis 8 vaccine. 

consist of 80-100 health 
sex (excluding pregnant 

for HBsAg, anti-HBc and 
previously received any 



PROCEDURE: 

RESULTS: 

31071/2 
12/31 /85 

00ll63 

Study 841 

Eligible participants will receive a 1.0 ml injection 
of vaccine in the deltoid muscle at 0, l, and 6 
months. Study participants will be asked to take and 
record their temperatures for five days after each 
injection of vaccine and to record any local or 
systemic complaints that they may have. They will be 
asked to notify the study physician 1nmed1ately 1f any 
unexpected or serious reaction occurs. 

Blood specimens will be obtained prior to and 1, 2, 3, 
6, 8, 12, and 24 months fo1 low1ng the first 
injection. All samples will be assayed in Dr. 
Zuckennan's laboratory for HBsAg, anti-HBc and 
anti-HBs. Samples may also be assayed for yeast 
antibody and subtype specificity. 

Serologic and clinical follow-up data are not 
presently available. No serious or alarming adverse 
experiences attributable to vaccine have been 
reported. The study continues in progress. 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

30931/1 
12/27 /85 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 859 

This study is designed to evaluate antibody and 
clinical responses to hepatitis B yeast recombinant 
vaccine among health care personnel who are negative 
for hepatitis 8 serolog1c markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot 1978/C-K563 (10 mcg HBsAg) 

Nathan Clumeck, M.D. 
Assistant Department Head 
Section of Infectious Diseases 
Hospital of St. Pierre 
Rue Haute, 322 
Brussels, BELGIUM 

Pierre Reding, M.D. 
Gastroenterology Service 
Hospital St. Pierre 
Rue Haute, 322 
Brussels, BELGIUM 

Hospital of St. Pierre 
Section of Infectious Disease 
Department of Internal Medicine 
Rue Haute. 322 
Brussels, BELGIUM 

March 12, 1985 

In progress. 

The study .population will consist of 30 to 50 health 
care personnel of either sex (excluding pregnant 
women), who are negative for anti-HBc, anti-HBs, 
HBsAg, have a normal ALT level and have not previously 
received any hepat\tis B vaccine. 
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STUDY PROCEDURE: 

RESULTS: 

30931/2 
1/22/86 

Study 859 

Participants receive a 1 .0 ml intramuscular injection 
of vaccine on Day 0, 1, and 6 months. Prior to 
receipt of the vaccine, a serum sample is obtained 
from participants to screen for HBsAg, antl-HBc, yeast 
antibody and ALT levels. The vaccinees are asked to 
record their temperature for five days after each 
injection and note any local or systemic complaints. 
If any unexpected or serious reaction occurs, they are 
asked to notify the study physician innediately. 

Follow-up blood samples will be obtained 1, 2, 3, 6, 
8, 12, and 24 months after the first injection of 
vaccine. The samples will be assayed for HBsAg, 
anti-HBc, anti-HBs, ALT and yeast antibody. Sa~les 
with an anti-HBs titer ~25 mIU/ml will be assayed for 
anti-a and anti-d sub-type specificity. Assays for 
ALT will be done by Or. Clumeck in Belgium. All other 
assays on post-vaccination sera will be performed at 
MSDRL in West Point. 

HEALTH CARE PERSONNEL 

10 mcg lot #978/C-K563 at 0, 1, and 6 months 

1. Number Vaccinated: 

Injection No. 
_1_ __2_ _3_ 

31 31 0 

2. Sero logic Results: 

Sero logic data are avail ab le for 30 participants. 
At three months, 80% (24/30) of the vaccinees 
seroconverted for antl-HBs (S/N >2.1). 
Fifty-three percent (16/30) of the subjects 
developed protective levels of anti-HBs (mIU/ml 
~10) . 

The GMT at three months for all vaccinees was 11.8 
mIU/ml while it was 60.0 mIU/ml for responders 
with a titer of mIU/ml ~10. 

Refer to Table 1 for anti-HBs responses and GHTs 
through three months of follo~-up. 
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RES UL TS (CONT.): 

30931/3 
12/27 /85 

3. 

Study 859 

One subject (case (o) {5) was found to be anti-HBs 
positive on the day ot the first injection. There 
was no rise in antibody level after the first 
injection and a >4-fold r1se in anti-HBs after the 
second injection. 

Clinical Complaints: 

A summary of frequencies of clinical complaints 
are not yet available. However. no serious or 
alarming events attributable to vaccine have been 
reported. Vaccination and follow-up continues in 
progress. 
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STUOY 
POFULATION 
DOSE 
LOT 
REGil1EN 
INITIAL SEROLOGY: 

TINE 
IMOHTHSI 

Table l 
ANTIBOOY RESPOtlSES FOLLOWING VACCIIIATION WITH RECOMBINANT HEPATITIS 8 VACCINE 

085'1 
HEALTH CARE PERSOtlNEl 
10 t1CG 
CK563 
0 , 1, AND 6 l10NTHS 
NEGATIVE 

I % WITH ANTI-HBS I GNT I NIU/NL l I 
l---------------------------------------l-----------------------------------------------------1 I ~ I RESPOUOERS I 
l---------------------------------------l-----------------1-----------------------------------I I SIN>: 2.1 I MIU/NL>: 10 I ALL VACCIHEES I SIN>: 2.1 I NIU/NL>= 10 I 

···· ···· ·····························································•·¥••········································· I 
l MOIITH I 33% 110/30 I I 10¼ 13/30) I 1.1 I 9 . 2 I 31.4 

I I I I I 
2 MOUTHS I 63Y. (19/30) I 53% (16/30) I 8.2 I 38.3 I 58 . l 

I I I I I 
3 MONTHS I SOY. (24/301 I 53;1, C 16/30 I I 11 . 8 I 27 . S I 60.0 

I 

···································· ·····································································•~*••····· 

·-
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0 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

30971/1 
12/27/85 

Alum-Adsorbed Yeast Recombinant Hepatit1 s 8 Vaccine, 
Study 860. 

To evaluate ant1body and clinical responses to yeast 
recombinant hepatitis B vaccine among health care 
personnel who are negative for hepatitis B serologic 
markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot ,f978/C-K563 (10 mcg HBsAg/ml) 

Professor Dr. R. Laufs 
Director, Institute for Medical Microbiology and 

Innunology at the University of Hamburg 
Martinistrasse 52 
2000 Hamburg 20 
WEST GERMANY 

K. Katzner, M.D. 
S. Gaterman, M.O. 
Institute for Medical Microbiology and 

Inmunology at the University of Hamburg 
Martinistrasse 52 
2000 Hamburg 20 
WEST GERMANY 

Institute for Medical Microbiology and 
Inmunology at the University of Hamburg 

Martinistrasse 52 
2000 Hamburg 20 
WEST GERMANY 

December 28, 1984 

In progress 

The study population consists of &O health care 
personnel of either sex (excluding pregnant women), 
who are negative for HBsAg, anti-HBc and anti-HBs, 
have a nonnal ALT level and have not previously 
received any hepatitis B vaccine. 
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PROCEDURE: 

RESULTS: 

30971/2 
12/27/85 

Study 860 

Participants receive a l .0 ml Intramuscular injection 
of vaccine on Day O, l, and 6 months. Prior to 
receipt of the vaccine, a serum sample is obtained 
from participants to screen for HBsAg, anti-HBc, and 
anti-HBc, yeast antibody .and ALT levels. The vaccine 
recipients are asked to record their temperature for 5 
days after each injection and note any local or 
systemic complaints. If any unexpected or serious 
reaction occurs, they are asked to notify the study 
physician immediately. 

Fol low-up blood samples w11 l be obtained 1, 2, 3, 6, 
8, 12, and 24 hours post the first injection of 
vaccine. The saq,les w111 be assayed for HBsAg, 
anti-HBc, anti-HBs, and ALT 1n Or. Laufs' laboratory 
and may be assayed for yeast antibody at MSDRL. In 
addition, an aliquot of serum from participants with 
an anti-HBs titer >25 mIU/ml will be sent to MSDRL to 
be assayed for antl-1.. and anti-g_ sub-type specificity 
of ant1-HBs antibody. 

HEALTH CARE PERSONNEL: 

10 mcg of Lot #978/C-t563 at 0, 1, and 6 months 

l. Number vaccinated: 

Injection No. 
_1 _ __2_ __3_ 

60 59 59 

2. Serolog1c Results: 

Serolog1c data are available for 56 participants 
at 7/8 months. One hundred percent (56/56) of the 
subjects seroconverted (S/N ~2.1) and developed 
protective levels of anti-HBs (mlU/1111 ~10). The 
GMT at 7/8 months was 2421.1 mlU/ml (all vaccinees 
and responders by either cutoff). 

Refer to Table l for GMTs and anti-HBs responses 
for other time intervals. 



RESULTS (COti!T.): 

3097I/3 
12/27/85 

Study 860 

One subject was found to be seropositive for 
anti-HBs on the day of her first injection. At 
one month post the first injection of vaccine, she 
had a >4-fold boost in anti-HBs titer. 

3. Clinical Complaints: 

Clinical follow-up data are available for at least 
47 parttcipants after each injection. The overall 
frequencies of complaints are presented belO\il. 

Type of 
Complaint 

Injection 
Site 

Systemic 

Frequency in% by Injection No. 
1 2 _--=,3 __ 

20(11/55) 28(15/54) 28(13/47) 

20(11/55) 11(6/54) 11(5/47) 

Refer to Table 2 for listings of specific clinical 
complaints by injection number. Maximum 
temperature data are provided 1n Table 3. 

There were no serious or alarming reactions 
attributable to vaccine. 

ALT Elevations 

Four subjects had ALT elevations 1.5 to 3.5 times the 
upper li~it of nonnal day O through 5 months, 3 months 
after the second injection, one month after the second 
injection, and four months after the second injection, 
respectively. In all cases, the elevated ALT level(s) 
have returned to nonnal. None of the subjects was 
positive for HBsAg or anti-HBc. 

. 6,(1\) 
One subject (case I who had an elevated ALT level 
1.5 times the uppe, jfflit of normal prior to the first 
injection of vaccine, continued to have ALT elevations 
at each subsequent bleed (1, 2, 3, 5 and 7 months post 
the first injection). The ALT elevations range frOIII 
2.0 to 3.5 times the upper limit · of normal. The 
subject is HBsAg and anti-H8c negative. Further serum 
samples and laboratory evaluation are pending. 
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STUDY 
POrULATIOll 
DOSE 
LOT 
REGIMEN 
INITIAL SEROLOGY 

TIME 
I MONTHS I 

Table l 

AHTIBOOY IIESPOHSES fOlLOMING VAtCIHATIOH WITH RECOt1BlNANT HEPATITIS B VACCINE 

0860 
HEAL TH CAIIE PERSOtnlEL 
10 MCG 
CK56l 
0, 1, ANO 6 MONTHS 
NEGATIVE 

I % MITH ANTI-HBS I GtlT I t1IU/11ll I 
l---------------------------------------1-----------------------------------------------------I I I I RESPOIIOEJ;IS I 
l---------------------------------------l-----------------1-----------------------------------1 
I 5/H >= 2.1 I t11U/Hl >: 10 I All VACCitlEES I SIN >= 2.1 I MIU/ML >= 10 I 

**~••••••••••••••••••••••••••••••••••••••••••••••••-••••••••••••••~••••••••••••••••••••••••••••••••••v•••••••••••• 
I I 

1 MOUTH I 431. (25/581 I 211. 112/581 I 1.3 I 8 . 6 I 19.4 
I I I I I 

2 t!OUTHS I 901. 152/581 I 831. 1481S81 I 60. 7 I 60 . 7 I 74.8 
I I I I 

3 MONTHS I 961. 154/S61 I 95% ISl/561 I l:!7.1 I 127.1 I 135.0 
I I I I I 

6 MONTHS I 1001. 1581581 I 981. (57/S81 I Zl7 . 0 I 217.0 I 229.7 
I I I I I 

7/6 1'10tlTHS I 1007. 1S6/561 I 1007. 156/5&1 I 2421.l I 2421. 1 I 2421.l 
I I 

········································· ············-··········-·················································· 

~ 
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STUDY 
TREATMENT 
LOT 1-UIBER 
DOSE 

0860 

CK!56l 
10 HCG 

Table 2 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOHBINANT HEPATITIS B VACCINE 

PlTIEHT CLASS HEALTH CARE PERS0HNEL 

• TOTAL VlCCINEES ( 60 PATIENTS) - DOSE 1 I 
•----------------------------------------------------------------------------1 
• DAYS POST VACCIW.,rlON • H\Jt181:R 

CLINICAL •----------------------------------------------------------------------------1 WITH 
COHPUINTS • 0 I 1 • 2 • l I 4 I 5 I I COMPLAINTS 

••••••••••••••••••••••••••-•••••••••••••••••• ••••••••••••••••••••••••••••••••• l•••••••••• l•••••••••• l•••••••••• I•••••••••• I I I • I I I I 
REACTIOlh LOCAL IIHJECT. SITE> I 10 • l • 3 I o I O • 0 I • 11 

• , 1a.2;0 • , s.s;o I c s.sio I r o.oz, • , o.o:o • , o.o;o • • , 20.0?.1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------

PAIN I 9 I l • 3 I o I o I o I I 10 
I ( 16.41.1 I ( 5.5:iO I ( !5.5Y.I I ( 0.07.1 I ( O.OY.I I C o.o:o • • ( 111.27.1 
I I I I I • I I 

TENDERIIESS I l I o • o I o I O I o I I 1 
I I l.8Y.I I C O.OY.I I ( O.OZ> I ( O.OY.I I I 0.01.1 I C O.OZI I I C 1.87.1 
I I I I I I I I 

SWELLING I 1 I o I o I o I o I o I I 1 
I , 1.11Y.1 • , o.o:o I r o.oz, I r o . oY.1 I I o.o;o I c 0.01.1 I I c 1.e;:1 

-----------------------------------1----------1----------l----------1----------l----------l----------l----------l-----------
svsrEMit I •3 I 4 I 5 I 4 I 3 I O I I 11 

• < s.s:o • l 7 . JY.I I c •LtZI I 1 1.1;:1 I I s.sr.1 I c o.o;o I I 1 20.0;0 
----------------------------------------------------------------------------------------------------------------------------
WHOLE IIOOY/GENERAL I ] 

S.SY.I 

FLUSH I 1 
1. 8Y.) 

Fl TIGUE/NEl KNESS I l 
I 1.8Y.) 

HElOl CHE 1 

' 1. BY.I 

RESPIR ATORY 0 

' 0 . OY.I 

RHINITIS 0 

' 0 . OY.) 

MUSCULOSICElETl l 0 
0. O?.I 

I 
2 I 4 I 2 

r 3.6l0 I c 7.:s;o I I 3,61.1 

• I o I o 
o.uo I C O.OZI I C 0.0?.I 

I 
o I 2 I 1 

, o.o?.> I 1 J.6:CI I c 1.e:o 

' 

I 
z I 2 • 2 

] . 6Y.I I C 3.67.1 I C ].6?.) 

0 I 
o.a:o I 1 

I 
0 I 

O.OY.I I I 
I 

z I 
3.6?.I I I 

0 
o.a:o 

0 
O.OY.I 

2 
3 . 61.1 

,, 

1 
1.8?.I 

1 
f 1.sr.1 

0 
C O.OY.I 

2 0 8 
I 3.67.I ( o.o;o C l't . SY.) 

0 0 l 
I D.OY.) ( O.DXI ( 1 . a;:1 

1 0 ,. 
1.8?.) ' O.OY.J ' 7 . Ji:I 

2 0 5 
( 3.67. J ' O. DY.I I 9.17.) 

0 0 l 
II. 117.l ( o.oz, ( 1 . 81.) 

0 0 1 
O, DY. I ( 0.0% 1 ( l.BY.I 

0 D 2 
O.OY.l ( o.o;o ( ] . 67.) 0 

0 
I:, 

" "' 



STUDY 
TREAT"ENT 
LOT NIJHBER 
DOSE 
PATIENT CLASS 

0860 

Cl<S63 
10 HCG 
HEALTH CARE PERSONNEL 

Table 2 (cont) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOt1BtNAHT HEPATITIS 8 VACCIHE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES l 60 PATIENTS) - DOSE 1 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NUNBER 

CLINICAL 1---------------------------------------------------------------------------- I MITH 
Cot1PLAINTS I O I 1 I 2 I l I it I 5 I I CONPUIHTS 

•••••••••••••••••••••••••••••••••••!•••••••••• •••••••••• •••••••••• •••••••••• ••••••••••••••••••••••••••••••I•••••••••• 
I I 

ARTHRALGIA IOTHERI I O 1 1 0 D O I 1 
o.o;o 1 1.ex1 1 1.e:o , o.o:o , o.or.1 1 0.0:1.1 I 1 1.er.1 

I 
SHOULDER PAIN I O 1 1 0 0 O I 1 

O.OiO I I.8i0 I 1.8:0 I o.o;o I o.o;o I 0.07.1 I I 1.er.1 
I 

DIGESTIVE SYSTEl1 I l O O 1 1 0 I 2 
l.8i0 I 0.0XI I D.07.1 I 1.8:1.1 I l.8Y.I I 0.0Y.I I l l.6:1.1 

I 
NAUSEA I l O O O o o I 1 

1.e;o l o.o:o I O.Ol() C 0.0iO I 0.0Y.I I o.o:o I l 1.8i0 
I 

GASTROENTERITIS, HOS I O O I O 1 I 1 0 I 1 
0.0iO C o.o;o I C 0.0l(I C 1.87.1 I I l.8iO t o.0Y.I I I 1.er.1 

I I I 
UROGENITAL SYSTEH I 0 l I 0 0 I o 0 I l 

o.o:o I 1.e:o I I 0.0Y.) C •• 0i'.1 I I 0.0Y.J t 0,07.1 I I 1.e,:1 
I I I 

OTHER I O 1 I O O I o O I l 
I l 0.0:1.1 1 1.a:o I c o.o:o 1 0.0:1.1 I , o.o:o , o.o:o I 1 1.er.1 

-----------------------------------1----------1----------I----------I----------I----------I----------I----------I-----------
PERSOHS WITH COHPLAINTS I 12 I 7 I 8 I ft I l I O I I 17 

I , 21.er.1 I 1 12.1x1 I 1 1r,.s:o I c 7.Jr.1 I , s.s:o I I o.or.1 I I , lD.9:o 

-----------------------------------1----------1----------l----------l----------l----------1----------I----------I-----------
PERSOHS WITH NO COMPLAINTS I 43 I 48 I 47 I 51 I S2 I 55 I I 38 

I I 78.21.1 I ( 87.31.1 I ( 85.57.1 I ( 9~. 71.1 I t 94.5)0 I 1100.0Y.I I I I 69.lY.I 

-----------------------------------1----------l----------1----------I------ ·---1----------1----------1----------I-----------
PERSONS MITH NO DATA I 5 I 5 I S I 5 I 5 I 5 I I 5 

I f 8.37.1 I I 8.3%1 I I 8.JY.I I I 8.JY.I I I 8.J;O I I 8.JXI I I I 8.3XI 

, 

0 
0 
.e .... 
"" 



STUOY 
Tl1EATl1ENT 
LOT HUtl8ER 
DOSE 

0860 

Ck5U 
10 t1tli 

Table 2 (cont) 

PATIENT COUNT CLINICAL Cot1PLAINTS 
RECOt1BINANT HEPATITIS B VACCINE 

PATIENT CLASS HEALTN CARE PERSONNEL 

I TOTAL VACCINEES I 59 PATUNTSI - DOSE Z I 
1----------------------------------------------------------------------------a I DAYS POST VACCINATION I 1-M'eER 

CLINICAL 1----------------------------------------------------------------------------U WJTN 
COMPLUHTS I O I l I 2 I 3 I ti I S I ICOt1PLAIHTS 

•••••••••••••••••••••••••••••••••••l•••••••••• l••••••••••l•••••••••• l••••••••••l•••••••••• l•••••••••• l••••••••••I•••••••••• 
I I I I I I ,I I 

RU CTION, LOCAL IINJECT. SITEI I 13 I 6 I 4 I 2 I l I l I I 15 
I I 24.liO I I 11.liO I I 7 . 4Y.l I I 3.77.l I I 1.97.I I I l.97.1 I I I 27 . &i!I 

-----------------------------------1---------- ---------- __________ , __________ ---------- ---------- ----------0-----------
PAIN I 10 4 2 I l o o 12 

IC 18.SiO I 7.47.1 I 3 . 7i0 C 1.97.1 I D.07.I C D.Di!I I 22 . 27.1 
I 

TENOERHESS I 1 O O 0 0 o l 
I I 1.9"/.I I D.O::O C O.Oi!I C O. o:o I 0.D:O I 0.0:O I 1 .9i!I 
I 

SWELLING I 1 0 0 0 0 O l 
I I 1.9i0 I o . o;o I 0.07.I I O. o:o I 0 . 0:O I 0 . 07.1 I 1 .97.I 
I 

P'llJ!ITIS I ITCHING I I 1 1 l O O O l 
I I 1. 9i0 I l. 97.) I 1 . 9i! I I O. 07. I C 0 . o;o I O. o:o I 1. 97. I 
I 

ECCHYl10SI S I l 1 1 1 1 l l 
I I l.9i0 I 1.97.) I 1.97.l I 1.97.) C l.97.I I I 1.97.1 I I 1.9% 1 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
sysrEnic I 3 I 3 I 3 I 5 I 3 I 3 I I 6 

I I 5.6i0 I I 5.67.l I I S.67.1 I I 9.37.l I I 5.6l0 I c 5.6%1 I I I 11.17.1 

I 
WHOLE BOOY/GEHERAL I l 1 1 l 0 I 0 I I 2 

l.9i0 C 1 . 97. ) I 1.97.1 C 1 . 97.) I •• 07.1 I I o.ox 1 I I I 3 . 7i! I 
I 

HU OACHE I l l 1 1 0 I 0 I I t 
l . 9i(I C 1.9:o ( l.9Y.I I 1.97.1 ' O.Oi!I I C 0.07.1 I I I 3. T/. 1 

I I I 
INFECTIOUS SYNDROMES I l l 1 2 l I 1 I I 2 

( 1.97.1 ( 1 . 9:0 C 1. 97.1 ( 3 . 77.1 C l.'IY.1 , , 1 . 97.1 I I I 3. 7Y.' 
I I I 

ItlFLUENZA, NOS I 1 1 1 2 1 I 1 I I t 
1 . 97.1 C 1.9)0 ( l.9l0 C ]. 77.1 C 1.9%) I I 1 . <ix, I I I 3.7%1 

I . I I 
RESPIRATORY I 1 l 1 2 2 I 2 I I 2 

C l.97.I I 1 .9)0 ( 1. 91.1 ( :s.r.1.1 C J. 77.1 I C 3. 7i! I I I I :s.n, 

... 

0 
0 
I:: ..... 
J:, 



STUDY 
TREATI1£NT 
LOT NltlBER 
DOSE 
PATIENT CLASS 

0860 

CK56 J 
10 1'1CG 

Table 2 (cont) 
PATIENT COUNT CLINICAL CottPUIHTS 

REC01'8ItlANT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

I TOTA L VACCINE ES C 59 PATIENTS I - DOSE t I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUtfflER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COttPLAINTS I O I l I 2 I J I 4 I 5 I I COMPLAINTS 

••••••••••••••••••••••••••••••••••••••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
I I I I I I I I 

RHINITIS I 1 I l I l I t I 2 I 2 I I 2 
I l 1. 9Z I I l 1. 9i0 I t 1. 97. I I c l. 7,0 I c 3. 77. l I I 3. 7l0 I I < 3. 7?. I 
I I I I I I I I 

PH ARYNGITIS I SORE TlfROAT> I a I a I l I 1 I 1 I 1 I I l I C 0.0'l.J I l O. OY.I I I 1.97.) I C 1.97.) I I 1.97.) I I 1.97.) I I l 1.9Y.I 

-----------------------------------1----------1----------l----------l----------1----------I----------I ----------I-----------
PERSONS WITH totlPU INTS I 16 I 9 I 7 I 7 I 4 I 4 I I 20 I l 29 . 67.1 I I U..77. ) I I n.o;o I C ll . 117.1 I I 7.47.) I I 7.4)0 I I I 37 . 0lO 

-----------------------------------1----------l----------l----------l----------l----------l---------- t----------t-----------
PERSOHS WITH NO t0f1PUINTS I 38 I 45 I 47 I 47 I 50 I SO I I 34 

I I 70 . 4Y.I I ( 8J.lY.) I ( 87.07.1 I C 87.0'l.l I I 9Z.6'l.l I I 92.6'l.) I I 1 6'J.Or.) 

-----------------------------------1----------1----------1---------- I----------I----------I----------I---------- I-----------
PERSONS WITH tlO DATA I 5 I S I 5 I 5 I 5 I 5 I I 5 I t &.sz1 I , a.s✓. , I , a.s:o I c a.s:o I , a.s:o I , a.sr.1 I I , a.sr.1 

• 

0 
0 ,,. ..., 
tJl 



STUDY 
TRUTM£HT 
LOT HUNBER 
DOSE 

OMO 

CK56l 
10 HCG 

Table 2 (cont) 
PATIENT Cou-lT CLINICAL COHPLAIHTS 

RECot18INAHT HEPATITIS 8 VACCINE 

PATIENT CLASS HEALTH CARE PERSONHEL 

I TOTAL VACCIHEES C 59 ,PATIEHT51 - DOSE 3 I 
1--------------------------------·······-···--·········-······-······-·······1 
I DAYS POST VACCIHATIOH I IM1BER 

ClIHICAL 1·····-·················-·······-····•·-·•····--··-····--·-•···············•-1 MITH 
COHPLAIHTS I D I 1 I 2 I J I 4 I S I ICOHPLAINTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I . I I I I I I I 

REACTION, LOCAL UHJECT. SITU I 9 I II I l I 2 I 1 I o I I 13 
I c 19.67.1 I I 17.07.1 I c 6.47.1 I I 4.31.1 I c t.17.1 I c 0.07.t I I c 27.77.1 

·············-·········-·······---·I·········· ······-···1·········· ·-····-··· ·-·--·-·-- ····-····-1-··-·-··••I·•-····-·-· 
PAIN I 11 4 I 2 l O O I I 9 

17.47.) I 8.57.1 I C 4.37.1 I 2.17.1 ( 0.07.1 I o.o;o I I I 19.17.I 
I I I 

SORENESS I 0 l I O O 0 D I I l 
O.OY.I I 2.llO I C 0.117.) I O.OiO I t.0%1 I 0.0%1 I I I 2.lY.l 

I I I 
PRURITI9 IITCHINGI I 1 2 I 1 l 1 0 I I 4 

2.27.1 I 4.3%1 I I 2.17.1 I 2.11.1 f 2.1%1 I o.o::o I I I a.s::o 
I I 

HE11ATOHA I O l I O o I O I I l 
I I 0.07.) I 2.lXJ I I o.o:o I o.o;o I 0.07.1 I 0.0%1 I I I 2.1::0 

···-····-········-···-·--···--·----1-··---··-·1·--·---·-·1·---·-·--·1-·--·--···1··--------l---·------1·----·---·1-···-····-· 
SYSTEHIC I 2 I 1 I 2 I 2 I 3 I 1 I I S 

I c 4.37.1 I I 2.1,0 I c 4.JlO I I 4.37.J I c 6.47.t I c 2.lY.t I I c 10.67.J 

._.DLE BODY/GEHERAl I 0 • 1 0 D I 0 I I l 
( o.o::o ( o.o:o I 2.1:0 ( o.o:o I O.OY.J I I u.a;o I I t 2.17.1 

I I I 
HEADACHE 0 0 l 0 0 I II I I 1 

I 0. 07. J I o.o::o C 2 .17.1 I 0.01.) I O.OY.I I I O.OY. I I I t 2.1:t.l 

INFECTIOUS SYNDRONES 0 0 0 0 l I a I I 1 
( 0.0:1.) ( O.OY.l I O.OY.) I o.a;o t 2.lY.1 I I o.ox1 I I c 2, l:1.1 

I I I 
IHFLUEIIZA, NOS 0 0 D D 1 I 0 I I 1 

I 0.0:t.J I o.o:o ' 1.0;0 ( 0.0:t.J ' 2.17.l I I 0.07.l I I t 2, 17.1 
I I I 

RESPIRATORY 1 l l 1 1 I 1 I I 1 
I 2 .27.1 I 2.17.) ( 2 .17.1 ' 2 .17.1 I 2.11.1 I 1 2.11.1 I I t 2.1?. I 

I I I 
RHINITIS 1 l l l 1 I 1 I I l 

2.2:0 ' 2.1::0 ( 2.1:0 ( 2.1x1 I 2.11.1 I t 2.1:0 I I c 2.1?.) 
0 
0 
,::, 
..... 
0-



STUDY 
TRUTt1EHl 
LOT tU1BER 
DOSE 
PATIENT CLASS 

D86D 

Ck5bl 
10 t1CG 
HEALTH CARE PERSOtl-lE L 

Table 2 (cont) 
PATIENT COlMT CLINICAL COHPLAINTS 

RECot18IHAHT HEPATITIS 8 VACCIHE 

---~------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES C 59 PATIENTS I - DOSE 3 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NUttBER 

CLI NICAL 1-----------------------·-·---------------------------------------··---------I MITH 
COffl'LAINTS I O I l I 2 • 3 I 4 I 5 • IC011PLAINTS 

•••••••••••••••••••••••• .. ••••••••••••••••••••!•••••••••• •••••••••••••••••••••••••••••••• ••••••••••••••••••••I•••••••••• 
I I • I • 

DIGESTIVE SYSTEt1 I l I O O • 1 1 I D I 2 
I ( 2.2Y.I I ( O.OY.I I D. 01.l • I 2.lY.I l 2.lY.1 • I O.DY.I I I 4.3i0 
I I I I 

DIARRHEA I l I O O • 0 0 D I l 
I ( 2 . 2i0 I ( O.Oll l D.01.l • C 0 . 021 ( 0.0%1 I D. o:o I I 2 . 17.1 
I I I I 

NAUSEA I l I o o I O o o I 1 
I l 2.27.1 I l O.Oll < O.OiO I l O.Di'!J I 0.07.1 I o.o:o I l 2.1:0 
I I I I 

GASTROENlEAITI9, NOS I O I O O I 1 l o I l 
I ( 0.0%1 I I D.OY.I f o.o:o I l 2.17.1 l 2.liO I O.OY. I I I t.lY. I 
I I I I 

ORGANS OF SPECIAL SENSE I 1 I 1 1 I 1 1 l • 1 
I 1 2.2x1 I l 2.1z1 1 2.un I t 2 . 1i1 1 2.uo c 2 . 1;.1 • t 2.1:1.1 
I I I I 

CONJI.JICTIVITIS I 1 I 1 1 • 1 l l • 1 
I l 2.2;0 I I 2. 17.1 C 2.11.1 I I 2.lY.I I I 2.1,:1 C 2.lY.1 • I 2.liO 

-----------------------------------l----------l----------1----------1----------1---------- ----------1----------1-----------
PERSOtlS WITH COl1PLAINTS I 11 I 9 • 5 I 4 • 4 1 • • 17 

I I 23.9%1 I ( 19.17.1 I f 10.6:1.l • C II.SY.I • l 11.s;o I I 2.lY.l I I I 36.2XI 
-----------------------------------1----------l----------l----------l----------•----------I----------I---------- I-----------
PERsONS MITH NO COMPLAINTS I JS I 311 I 112 • 43 I 43 . I 46 I I 30 

I f 76 . 1%) I l 80.9:0 I I 89.47.l I I 91.SY.) I I 91.SXI I I 97.9X, I I I 63.8:1.I 

--------------------. --------------l----------l----------1----------1----------1----------I----------I----------I-----------
PERSONS WITH NO DATA I 1 I 1 I 1 I l I 1 I 1 I I 1 

I I 2.lY.1 I I 2 . 17.l I I 2.lY.I I I z.1::0 I I 2 . lY.t I I 2.uo I I I 2.uo 

-
0 
0 
C .... .... 



STUOY 
TREAT11EHT 
LOT Hl.lf18ER 
DOSE 
PATIENT CU SS: 

01160 

CKS63 
10 11CG 

Table 3 
PATIENT C~ HlXlfflJl1 lEl1PERll\lR(S 

RECOt1BINANT HEPATITIS B VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCINEES I 60 PATIENTS! - DOSE l I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUHBER 

11AX TEHPERl TtmE l---------------------------------------------------------------------------------------1 WITH 
I DEG f • Ol!AL I I O I l I 2 I 3 I 4 I 5 I I . I HAX TEl1P 

•••••••••••••••••••-•••!••••••--•• •••••••••• •••••••••• •••••••••• •••••••••• •••••••••• l••••••••••l••••••••••I•••••••••• 
I I I 

< ,9 I 15 30 29 25 26 24 I I 12 
I ( 37.Sl!I I 54 . SY.I ( 52.7%1 I lt6.3Y.I I 47.]iO I 45.3)0 I I I 21.a:o 
I I I 

9'1 - 99. 9 I 23 22 25 27 'l7 27 I I 35 
I ( 57.SY.I I 40.0)0 I 45.s:o I so.o:o I 49.llO I 50.9XI f · I I 6].6Y.I 
I I 

100 - 100.9 I 1 2 1 2 2 2 I I 6 
I I 2.SZI I 3.6Y.I I 1.8:0 I 3. Tl.I I 3.6i0 I 3.8ZI I I I U.'IZI 
I I 

101 - 101. 'I I 1 1 o D o o I I 2 
t , 2. s;o 1 1. 8Y. 1 1 o. ox I I I o. oz, I c o. or. 1 , o. oz I t I , J. 6?.1 

------------------------t----------t----------l----------l----------1---------- l----------1---------------------1-----------
TEHPERlTURE TAl< EN I 40 I 55 I 55 I 54 I 55 I 53 I I SS 

I C 66 , Tl. I I C 91. 71. I I C 91. Tl. J I I ,o. oz J I I 91. 7Z I I f 88. 3i! I I I I 91. 7Y. I 

------------------------l---------- l----------t----------l---------- l----------1----------1--------------------- t-----------
TEHPERATURE NOT TAKEN I 20 I 5 I 5 I 6 I S I 7 I I 5 

I I 33.3%1 I I 11.:s:o I I 8.3Y.I I I 10 . or.1 f I 8.3)() I I ll.7i!I I I I 8 . ])() 

.. 
0 
0 
.e: ...., 
0t 
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Table 3 (cont) 
PATIENT COUNT HAXINUtt TEHPERAT~ES 

RECOMBINANT HEPATITIS B VACCitlE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES C 59 PATIENTSI - DOSE 2 I 
1--------------------------------------------------------------------------------------- t • DAYS POST VACCINATION I NUHBER 

" AX TEHP(RATURE l---------------------------------------------------------------------------------------1 MITH 
1 DEG F , m•u • o I 1 I 2 I J I 4 I 5 I I I nAx TEHP 

••••••••••••••••••••••••••••••••••• l•••••••••• l••••••••••l•••••••••• l•••••••••• l••••••••••l••••••••••l••••••••••I•••••••••• 
• I I I I I I I 

< 99 • 11 I 26 I 29 I 25 I n I 21 I I 1s 
I C 39,5;1,1 I C 411.17.l I I SJ.Tl.I • I 47.2:I. I I I so.o:o I I S5 . lZI I I C 21.8?. I 
I I I • I I I I 

n - 9'1. 9 • 25 I 24 I 22 I 27 I 26 I 21 I I 33 
f I 58.11.1 I f lt4.47.I I I 40. Tl.I I f S0.9:1.I I I 48. }l(J I I 42.9)0 I I f 61.17. 1 
I I I I I I I I 

100 - 100. 9 I l I 4 I 3 I l I 1 I 1 I I 6 
I C 2. 31. I I ( 7. 4Z l I I S. 6i0 I I l. 9i0 I I 1 . 97. I I l 2. OJ! I I I I 11. 17. 1 

------------------------•----------1----------l----------l----------1----------1----------1---------------------I -----------
TEHPERATWE TAl<EH I 4 3 I 54 I S4 I SJ • 54 I 49 I I 54 

I 1 12.91.1 I , 91.5l!I I 1 91.sio I c 89.&io I c 91.5:0 I , 83.uo I I , 91.sY.1 
------------------------l----------t----------l----------1----------1----------1 ----------t---------------------l-----------
TENPERATURE HOT TAl<EN I 16 I 5 I 5 I 6 I 5 I 10 I I S 

I I 21.11.1 I I 8.5:I.I I f e.s:o I I 10 . 2:1.1 I C &.s:o I C l6.9Y.I I I C 8.5)0 

--
0 
0 
~ ..., 
..t, 
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Table 3 (cont) 

PATIENT COUNT ttAXIt1Ut'I TEHPERATURES 
RECOl18IHAHT HEPATITIS B VACCINE 

HEALTH CARE P£RSONNfl 

• TOTAL VACClHEES I 59 PATIEHTSl - DOSE 3 I 
•---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I IU19ER 

11AX TENPERATURE 1•--------------------------------------------------------------------------------------1 MITH 
IOEc;F,ORALI IO I 1 I 2 I 3 I 4 Is I I IHAXTEttP 

•••••••••••••••••••••••••••••••-••I•••••••••••••••••••••••••••••••••••••••••••••••••• ••••••••••l•••••--•••I•••••••••• 
I 

< 99 I 15 I 14 19 22 23 24 I u 
37 .s:o I 1 11.1::1. 1 1 1t1. 2::1. > 1 lt7 .8::t.> 1 s1.1:1. 1 1 S4.s:o I , n. 9;0 

I I 
99 - 99.9 I 2t I 28 n n 18 18 8 21 

55.0¼J I I 62.2¼1 I 52.l¼J I lt5.7i0 I 40.0:1.1 I 40.91.1 I I 58.7¼1 
I I 

100 - 100.9 I J I 2 2 3 l 2 I 6 
7.5¼) f I 4.4?.I I 4.5:o I 6.57.1 ( 6.71.1 I 4.Si!) I I U.O¼I 

I I 
102 - 102. 9 I o I 1 o o 1 a I 2 

I I 0.0?.I I I 2.2?.I I I 0.0iO I I o.az, I 2 . 21., I o.a:o I I 4.3¼1 

------------------------l----------l----------l----------l----------l----------1----------1---------------------•-----------
TEHPERATLRE TAKEN I 40 I 45 I 44 I 46 I 45 I 44 I I 46 

I t 67.8,o I t 76.3¼> I 1 74.6Xl I 1 1a.o:1.1 • , 76.liO I , 74.6:1.1 I I 1 ,e.a;o 
------------------------l----------1----------l----------1----------1----------1----------1--------------------- I-----------
TEHPERATURE NOT TAKEN I 19 I 14 I 15 I 13 I 14 I lS I I 13 

• I 32.2l!I I I 23.7¼1 I I 2.5.4i0 I I 22.0i!I I I 23 . 7Y.I I I 25.4?.I I I t 22.0;0 

·-
0 
<:> 
.t, 
OIi 
0 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATORS: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

21111/801/1 
1/2/86 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 869 

To evaluate ifflllunological and clinical responses to 
yeast recombinant hepatitis B vaccine in health care 
personnel who are negative for hepatitis 8 virus 
serologic markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot #81991D/18068/C-L217 

James G. Rankin, MB, BS, FRACP, FRCP(C) 
D1rector, Canadian Liver Foundation 

Epidemiology Unit and Professor 
Faculty of Medicine 
University of Toronto 
12 Queen's Park Crescent west 
Toronto, Ontario M5S 1A8, Canada 

Randall A. Coates, MO, HHSc 
Assistant Professor 
Canadian Liver Foundation 

Epidemiology Unit 
University of Toronto 
12 Queen's Park Crescent West 
Toronto, Ontario M5S 1A8, Canada 

David Stewart, MD, DECH, CCFP 
Medical Director, Department of 

Occupational Health and Safety 
2015 Bayview Avenue 
Sunnybrook Medical Centre 
Toronto, Ontario M4N 3M5, Canada 

Mabel L. Halliday, MO, DPH, MSc 
Assistant Professor 
Canadian Liver Foundation 

Epidemiology Unit 
12 Queen's Park Crescent West 
University of Toronto 
Toronto, Ontario M5S 1A8, Canada 

sunnybrook Medical Centre 
2015 Bayview Avenue 
Toronto, Ontario M4N 3MS, Canada 
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DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

PROCEDURE: 

RESULTS: 

2111 I/801/2 
l /2/86 

Study 869 

May 1985 

In progress. 

The study population will consist of health care 
personnel of either sex (excluding pregnant women) who 
are negative for hepatitis B virus serologic markers, 
have a nonnal ALT level and have not previously · 
received any hepatitis B vaccine. 

The study w111 be conducted in two stages. Stage I 
will include 30 participants and Stage II 120 
participants. Participants will receive a 0.5 ml 
(lO~g HBsAg) intramuscular injection of vaccine at 
O, l and f> months. Study subjects wi 11 be asked to 
record their temperatures and any local or systemic 
complaints for five days after each injection. 

Blood samples will be obtained prior to vaccination, 
on Day 0, and at l, 2, 3, 6, a. 12 and 24 months post 
the initial injection. The pre and two-month sample 
will be tested for ALT. All samples will be assayed 
for HBsAg, anti-HBs and anti-H8c. Pre-vaccination 
tests will be perfonned in Toronto and post 
vaccination tests w111 be completed by MSORL. Assays 
may also be done for yeast antibodies and anti-HBs 
subtype specificity. 

HEALTH CARE PERSONNEL: 

10 mcg lot #81991D/1B068/C-L217 at 0, 1, and 6 months 

1. Number Vaccinated: 

Dose 
Level 

10 mcg 

Injection No. 
_1_ __2_ __3_ 

71 71 0 

00482 



RESULTS: (Cont.) 

2111 I/B0I/3 
1 /2/8£, 

Study 869 

2. Serologic Response: 

Serologic data are available for 68 participants 
who received two injections of vaccine. At one 
month, 32% (22/68) of the participants 
seroconverted for anti-HBs S/N > 2.1. Twelve 
percent (8/&8) developed protective levels of 
anti~HBs (mIU/ml ~ 10). 

The GMT at one month for al 1 vaccinees was 1.2 
mIU/ml and 44.8 mIU/ml for responders with a 
titer of mIU/ml ~10. 

Serologic follow-up continues in progress. 

3. Clinical Complaints: 

Clinical follow-up data are available for 71 
participants after injections one and two. The 
overall frequencies of complaints are presented 
below: 

Type of 
Complaint 

Injection site 

Systemic 

Freauencv in% bv Injection No. 
l 2 

24 (17/71) 

30 (21/71) 

10 (7/71) 

17 ( 12/71) 

Refer to Table 1 for listings of specific 
clinical complaints by injection number. Maximum 
temperature data are provided in Table 2. 

There were no serious or alarming reactions 
attributable to vaccine. 

ooa83 



21111/801/4 

1/2/86 

Study 869 

Reactions Reported to the OoBRR 

One subject, a 46 year-old female health care 
worker, reported the onset of generalized 
prur1t1s 9 hours after administration of 
vaccine. Prur1tis continued during the following 
24 hours accompanied by 1 rritab1l 1ty, nausea and 
parasthesias under the left breast. These 
symptoms resolved on the second and third days 
post vaccination. However, the participant 
reported that her extremities felt stiff and 
heavy. Her past medical history is significant 
for parasthesias which occurred l year prior to 
vaccination when a mass was surg1cally removed 
from her left breast. The investigator felt the 
subjects reaction had an emotional component and 
was probably not related to administration of 
vaccine. 

00484 



STUIJY 
TIIUTl1ENT 
LOT NUtl!ER 
DOSE 

0869 

CL217 
10 t1CG 

Table 1 

PATIENT COIJHT CLINICAL Cot1PlAIHTS 
REC011BIHAHT HEPATITIS B VACCINE 

PATIEITT CLASS HEALTK CARE PERSOHNEL 

I TOTAL VACCINEES ( 71 PATIENTS! - OOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NUl'IBER 

CLINICAL 1----------------------------------------------------------------------------I MITH 
COl1PLAIITTS I O I l I 2 I l I 4 I S I ICOHPLAIHTS 

·································••l••······••l••······••l••······••l••······••l••······••l••······••l••······••I••········ I I I I I I I I 
REACTION, LOCAL !INJECT. SITE! I 14 I 7 I 'J I l I l I 1 I I 17 

I I 19.T/.I I I 9.9%1 I I 4.21.1 I I 1.4%1 I t 1.4%1 I I 1.4%1 I I I 23.9%1 

-----------------------------------1----------I---------- ---------- ---------- ---------- ---------- ---------- -----------
IHFLAt1t1ATIDN I l I O O O o o 1 

I I l.4i0 ) ( 0.0%1 I o.o:o I 0 . 0%) I o.o:o I o.o:o ( 1.4%) 
I 

PAIN I l l O O O O 2 
I ( 1.4%1 I l.4i0 ( 0.01.1 ( O.o:;o I 0,0%1 I 0.0%1 I 2.8%1 
I 

SORENESS I 9 J 2 l l 1 10 
I I 12.T/.I I 4.2%1 I 2.81.1 I 1.4%1 < 1.4%1 I l.4l0 I 1".lY.I 
I 

TENDERNESS I 2 2 1 0 0 0 4 
I 1 2.8:o 1 2.aY.1 1 1.41.1 1 0.01.1 1 0.0%1 c 0.0%1 1 s.6%> 
I I 

Pl!UIIITIS I ITCHING I I l 1 I o O D D 2 
I f 1.4i0 I 1.4)0 I I 0.01.1 I D.0%1 t 0.0%1 I I 0.0%1 I t.8%1 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
sYsTE111c I 12 I 6 I 7 I 6 I 7 I 2 I I 21 

I I U..9i0 I I a.SY.I I c 9.91.l I c 8.5%1 I 1 9.9%1 I I 2.ex1 I I I t9.6i0 

I 
WHOLE BOOT/GENERAL I 7 0 I 2 l 1 I 0 I I 10 

9 . 9%1 ( 0.0%1 I I 2.8%1 ( l.4%1 I 1.4%1 I 1 o. ox1 I I I 14.1%1 
I 

FEVER !TEMP. NOT REPORTED> I 0 0 I l 0 0 I 0 I I l 
o.o:o I 0.0%1 I I 1.4%) ( 0.0%1 I 0.0;:1 I I 0. Oi:I I I r 1.4%) 

I I 
CHilLS I 1 0 I 0 0 0 I 0 I I l 

1.4%) ( 0.01.1 I 1 o.o:o I 0.0%1 ( o .ox, I 1 a.0%1 I I I 1.4i:I 
I I I I 

SWUTitlG I 2 0 I 0 0 0 I 0 I I 2 
2.8%1 ( 0.0%1 I I 0.0%1 I O.OlO ( 0.0%1 I I O.CJY.I I I < 2.8%1 

I I I I 
SENSATION OF WARNTH, GENERAL I 1 0 I 0 0 0 I 0 I I l 

1.4%1 ( 0.01.1 I f 0.0%1 f 0.0%1 f O.CJlO I ( o. 0% I I I I 1 . 41.1 

., 

0 
0 
~ 
CD 
VI 



STUOl 
TREATNEHT 
LOT IIIJl1BER 
DOS[ 
PATIENT CLASS 

0869 

Cl217 
10 tlCG 
HEALTif CARE PERSONNEL 

Table l (cont) 

PATIEHT COUHT CLINICAL COt1PlAJHTS 
RECOHBIHAHT HEPATITIS B VACCJHE 

-- - --- --------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES I 71 PATIENTS)• DOSE l I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I MJl18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COHPUINTS I 0 I 1 I l! I 3 I 4 I 5 I ICDNPLAINTS ................................... , .......... , ...................................•.... , .................... , •......•.. 

I I I I 
FA TIGUE/MEAl<tlESS I 0 I 0 1 0 0 I 0 I l 

I c o.o;o ( 0, Oi'.I ( l.4ZI ( O.Oi'. I I o.aio I c o.o:o I I 1.4:1.1 
I I I 

HALAISE I l 0 0 0 0 I • I 1 
I I l.4ZI I O.Oi'.) I O.OZI ' 0.0%1 I 0.DY.I I I 0.0%1 I I 1.4:I.I 
I I I 

HEADACHE I 2 0 l l l I D I 5 
I c 2.8:1.) I O.O'iO ( l.4Zl I 1.41.1 I 1.410 I I 0.,:1.1 I 7.0l!I 
I 

LIGHTIIEADED I 2 0 a 0 0 • 2 
2.8%) ( o.ax, ( D. OlO I 0 . 01.1 ( O.OY.I ( O.tY.I ( 2.8%1 

ACHINESS I 0 0 0 l 0 • 1 
0.0)0 ( O.Ot I I o.o;o ( 1.4:1.1 I o.o:o ( 0.0:1., I 1.4%) 

HOT ANO COLO FLASHES I 1 0 0 0 0 • l 
I I 1,4:1.J ( O. Ot) I o.o:o I o.o:,o ( O.OY.I ( o.o:o I 1.4:1.1 
I 

RESPIRATORY I 2 2 2 3 4 l s 
I ' 2.8%) ( 2.81.) I 2.8:1.l I 4.2l!I ( 5.6%) ( l.4l!I ( 7.0%1 
I 

RHINITIS I 0 l 0 0 l 0 2 
I I o.o:o ( 1.4::0 I O.Ol!I ( O.Ol!I ( l .4'iel ' O.Ol!l I 2.8l!I 
I 

PHARYNGITIS I SORE THROATI I 2 l 2 3 4 l 5 
2,8)0 ( 1.41.) I l!.8% ) I 4 . 1!)0 I 5.6i0 ' l.ltiO C 7.0r.l 

I 
11USCULOSKHETAL I 2 2 2 l 1 0 s 

2.8)0 ( 2. 8 7.) ( 2.8%1 I 1.4%1 ( l.lt%1 ( o.o,o ( 7.0%) 
I I 

ARTHRALGIA IOTHERI I l 0 0 0 I 0 0 1 
I c 1,4;',I I o.o:o I 0.0lO I O.Ol!I I I O.Ol!) I 0 . 0%1 ( 1.4%1 
I I 

SHOULDER PAIN I 0 0 l 0 I 1 0 2 
o.o:o I o.o;o ( l. 4?.) I 0. Ol!I I I 1.4?.I I 0.0%1 I 2 . 8%) 

I 
NECK STIFFHESS I 0 2 1 1 I 0 0 2 

O.OY.I ( 2.8?.l ( 1.4%1 ( 1.4?.I I I 0. 0?.I r o.o:o I 2.8Zl 

!II 

0 
0 
~ 
CJI 
C7' 
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Table 1 (cont) 

PATIENT COIJHT CLINICAL COHPLAINTS 
RECOt18INAHT HEPATITIS B VACCIIIE 

PATIENT CLASS HEALTH CARE PfRSOHNEL 

CLINICAL 
Cot1PLAIHTS 

••••••••••••••••••••••••••••••••••• 
ARN PAIH 

OTHER 

DIGESTIVE SYSTEH 

DIARRHEA 

NAUSEA 

VOt1ITIIIG 

NERVOUS SY9TEH 

PARES THE SUS 

I TOTAL VACCINEES I 71 PATIENTSJ - DOSE l I 
1·--------------------------·------------------------------------------------1 I DAYS POST VACCINATION I NUtfflER 

1---------------------------------------------------------------------------·1 MITH 
I 0 I l I 2 I 3 I 4 I 5 I I COMPLAINTS 
••••••••••I•••••••••••••••••••• ••••••••••l••••••••••l••••••••••l•••••••••al•••••••••• 

I I 
l 0 0 0 I l 0 l 

1.4:t.J ( o.o:o ( o.o;o ( o.o;o I , 1,4:t.J ( o.o:o ( l.4:t.l 

l • 0 0 0 0 1 
1.4)0 ( 0.0:1., I 0.07.1 I 0.0%) I 0.0%) I 0.0%1 ( 1.4:t.) 

J l l l l 0 5 
4.2?.I I 1.41.1 I l.'t:t.l ( 1.4:t.) ( 1,4:t.l I O.OiO C 7.0:t.l 

0 0 I l 0 0 l 
,.0:1.1 ( 0,0ZI I l.4%1 I l.4i0 C 0.01.J C o.ox, C 1.4%1 

] I l 0 0 0 4 
4 .2%) I 1.4i0 I l ,It% I I o.ox, ( O,OXJ C O.OXI ( 5.6XI 

0 0 l 0 l 0 2 
,.ox, ( 0.0%1 I l.4i0 I o.ox, ( 1,4X) I o.ox, I z.ax, 

1 1 1 1 1 l 3 
1.'t:t.l ( 1.4)0 I 1.4%) ( l.4i0 ( l.4i0 I 1.4?.I I 4.2:t.l 

0 0 1 l l 1 l 
o.ox, I o.o;o ( 1.4%1 I 1.4:t.l ( l.4XJ C 1.4%1 I 1.4Y.I 

TMITCH/LOCAL SPASHS I 1 I l I D I 0 I 0 I 0 I I Z 
I I 1.4:t.) I ( l.41.1 I ( 0.01.1 I t 0.0%) I ( 0.0%) I ( 1.0%1 I I I t.6%) 

------------------·----------------1----------1----------1-----·----l------····1----------1-··--·----I----------I-----------
PERsOHs WITH cot1PLAINTS I 23 I 12 I , I 7 I a I :, I I 12 

I I 32.4%1 I I l6.9i0 I I lt. 710 I I 9,9XI I I Il.3i0 I I 4.2iO I I I 45.lXI 
-----------------------------------1----------l----------l----------l----·-----I----------I----------I----------I-----------
PERSONS WITH NO COttPU.tHTS I 4& I S<J I 62 I 64 I U I 68 I I 39 

I 1 67.6%> I , 113.1,n I , &7.3%1 I , 90.1x1 I , ee.7Y.J I , n.ax, I I 1 54.9:t.J 

-----------------------------------l----------1----------1----------1----------l----------l----------l----------l------·----
PERSONS MITH HO DATA I o I O I O I O I O I o I I o 

I I O.OXI I I O,OZI I I 0.0%1 I I 0.0?.I I I O,D?.J I I O.OY.I I I I O.OZJ 

-
0 
0 
~ 

OD ...., 



STU>Y 
TREATMEHT 
LOT tM1BER 
DOSE 

0669 
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Table 1 (cont) 

PATifNT COUNT CLINICAL Cot1PLAIHTS 
RECOtlBINANT HEPATITIS B VACCINE 

PATIENT CLASS HEALTH CARE PERSOttlEL 

I TOTAL VACCINEES ( 71 PATIENTS) - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUttBER 

CLlHICAl 1---------------------------------------------------------------------------- I WITH 
COMPUIHTS I O I l I 2 I 3 I 4 I S I l cot1PLAINTS 

•••••••••••••••••••••••••••••••••••l•••••••••• l•••••••••• l•••••••••• l•••••••••• l•• .. ••••••••••••••••• l••••••••••I•••••••••• 
I I I I I I I I 

REACTION, LOCAL I INJECT. SITE I I 7 I 3 I 1 I o I O I D I I 7 
I I 9.9l) I I 4.2%1 I I 1.4%1 I I 0 . 0%1 I I 0.07.) I I O.D%) f I ( ,.,x, 

-----------------------------------1----------1----------1---------- ----------1---------- ----------1----------1-----------
SOREHESS I 3 I 2 I o O I o o I I J 

4.2:!I I I 2.11:0 I I O. OiO ( 0.0%) I ( D.07.) I 0.0)0 I I ( 4.2%1 
I I I I I 

TENDERNESS I 2 I 1 I l O I O D I I 2 
2.11:r.1 I 1 1 .47.1 I 1 1.47.I c 0.0:r.1 I t o.o;o , o.ox, I I , 2.ex1 

I I I I I 
STIFFHESS/TJGHlNESS I l I o I O O I o o I I l 

l.47.I I , o.o:o I t o.o:o , 0.0:r.1 I I o .o;o < o.oY.1 I I 1 1.t+z1 
I I I I I 

PRURITIS t ITCHING I I l I o I 0 0 I 0 0 I I l 
1. 1 1.4½) I , o.oz1 I t o.o:o , o.o:o I < o.o;o , o.o:o I I c 1.4:t.1 

-----------------------------------l----------l----------l----------l---------- l----------l----------l----------1-----------
svsn111c I 7 I 6 I S I 3 I 4 I 3 I I H 

I 1 9.97.I I < 11.s:r., I 1 7. o:o I , 4.2:0 I c s.6¼1 I , 4 . zx, I I , H.9Y.J 

I 
MHOLE BOOY/GEHERAL t 5 I 3 3 I 0 I 0 I 0 I I 9 

1.0:r., I 1 "· 2%, ( 4.2:0 I f o.o:o I f o.ox, I < 0.0:r.1 I I I 12.n1 
I I I I I I 

f AlIGUE/WEAl<HESS I 2 I 0 0 I 0 I 0 I 0 I I 2 
2.sx, I < 0.0%) I o.o:o I I 0.0:r.1 I , o.o:o I 1 o.o:o I I ' 2.8:t.l 

I 
NALAISE I 1 I ,. ,. I 0 I 0 I 0 I I 2 

l .4l0 I I 1 .4%1 ' 1.4:o I c o.oio I c o.ox, I 1 o.,:o I I ' 2.8?.I 
I I I I I I 

HEADACHE I J I 2 l I 0 I 0 I • I I s 
( 4.2)0 I I 2 . 8?.) ( l.ttXI I ( 0.0?. I I I o.o:o I , o.e:o I I I 7.0)0 

I I I I I I 
LIGHTHEADED I l I 0 0 I 0 I 0 I - • I I 1 

I l.4%1 I 1 0.07.J ( o . ox, I , o.ox1 I f o. o:o I 1 o. , x, I I I l. 4Y.I 
I I I I I I 

HOT FLASHES I 0 I 0 1 I 0 I 0 I 0 I I 1 
o.ox1 I 1 o .o:o ( l.47.) I I o.ox1 I • o. OY.) I I a.ex, I I I 1. 4?.J 

.,, 

0 
0 

"" a, 
a, 



STU>Y 
TREATMENT 
LOT Hllt18EA 
DOSE 

0869 
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Table l (cont) 

PATIENT COUNT CLINICAL CottPLAIHTS 
AECOl18ltlANT HEPATITIS B VACCIIIE 

PATIENT CLASS HEALTH CARE PERSONNEL 

-- -------------------------------------------------------------------------------------------------------------------------

CLINICAL 
CONPUIHTS 

••••••••••••••••••••••••••••••••••• 

I TOTAL VACCINEES C 71 PATIENTS! - DOSf. 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I HUl18EA 
l----------------------------------------------------------------------------1 MITH 
I D I l I 2 I 3 I 4 I 5 I ICDNPLAIHTS 
•••••••••• ••••••••••1••••••••••1•••••••••• ••••••••••l••••••••••l••••••••••I•••••••••• 

I I 
RESPIRATORY D 1 I 1 D 1 I 1 2 

o.o:o ( 1.47.1 I C 1.4Y.I ( o.o:o ( 1.4;0 I 1 1.4%) ( 2.6%) 
I I 

RHINJTI5 0 l I 1 0 0 I 0 l 
o.o;o ( l.4XI I I l.4Y.I ( 0.07.1 ( 0.0%) ., 0.0)0 ( I.it%) 

I 
PHARYNGITIS I SORE THROAT> D D I D 0 l l 1 

0.OXI ' o. OX) I ( 0.0Y.I C o.o;o ( 1.4%) ' l.ltXI ( l.it%1 
I 

COUGH 0 D I 0 0 1 1 l 
0.OXI C o.o;o I , o . o:o ' 0.07.1 C 1.4)0 ' l.4)O I 1.4%1 

I 
HENIC ANO LYMPHATIC 0 0 I 0 0 l 1 l 

o.o:o C o.o:o I 1 0.0Y.I C 0.0i!I ( l.4XI ' 1.4%1 ' 1.47.1 
I 

LYMPHADENOPATHY, CERVICAL 0 D I D 0 1 1 1 
O.D7.1 ' o.ox1 I 1 0.07.) ' D.Oi!I ( 1.47.1 ( 1.47.1 ( 1.47.1 

,DIGESTIVE SYSTEH 2 l 2 2 2 1 " 2.87.1 ( 4.27.1 ' 2.87.) ( 2.87.1 ( 2.87.1 ' 1 .4i!I { !l.6i0 

DIARRHEA 0 1 1 0 0 0 l 
0.07.1 ( 1.4ZI I 1.47.) C D.0i!I I ,.ox, C o.ox, I 1.47.J 

NAUSEA 2 2 l 1 1 1 l 
2.87.) ( 2.87.1 C l.4ZI ( l.47.1 ( l.4Y.I I 1.4Y.J I 4.27.1 

VOMITING 0 (I D 1 1 1 1 
0.0)0 ( 0 . 0lO C 0.0)0 ( 1.47.) ( 1.4)0 I 1 .4Y.) I 1.47.1 

DIMINISHED APPETITE 0 l l l 0 0 l 
o.ox1 I 1 l.4Y.I I l.47.1 ( 1.47.) C •• 07.) C (1.07.1 I 1.47.1 

I 
OTHER 0 I 0 • 0 1 0 1 

0.0iO I I 0.02) ( 0.0%) ( 0.07.1 I 1.47.I ' (I. Iii! I I l.it%1 
I 

NERVOUS SYSTEN 0 I l 1 l 0 0 1 
11.0:0 I 1 1.4)0 ( 1.4::1.1 ( 1.lt::I.) I 0 .07.1 ( a.11?.1 ( l.4%1 

... 

0 
0 
C: 
lit 
..0 
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Table 1 (cont) 

PATIENT COUHT CLINICAL COMPL~tNTS 
REtotlBltlAITT HEPATITIS B VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCJHEES I 71 PATIENTS-I - OOSE 2 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I HUt1BEI! 

CLINICAL 1---------------------------------------------------------------------------- I WITH 
COMPLAUUS I O I l I 2 I 3 I 4 I 5 I ICOMPLAIHTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••• ••••••••••• l•••••••••• l•••••••••••••••••••••l••••••••••I•••••••••• I I I I I I I I 
PAl!ESTHESU S I O I l I 1 I l I o I a I I 1 

I I o . OXI I I 1.47.1 I I 1 .4XJ I I 1 .47.J I I 0.0%1 I I O.DXJ I I ( 1.47.1 
-----------------------------------1----------1----------I----------I----------I----------I----------I----------I-----------
PEl!SOHS WITH COMPLAINTS I 1l I 9 I 6 I 3 I 4 I J I I 18 I I 18.JXJ I c 12.Tl,J I < 8.57.1 I 1 4 . 27.1 I < 5.67.l I t 4.27.1 I I c 25 . 47.1 
-----------------------------------1----------l----------1----------•----------1----------•----------I ----------I-----------
PERSotlS WITK HO COMPLAINTS I 58 I 62 I 65 I 68 • 67 I 68 I • 53 I c a1.n1 I 1 87. J:t.J I I n.sx, I 1 9s.ax, I , 94.47.1 I , 95.a:o I I , 74.67.1 
-----------------------------------1---------- I----------I----------I----------I----------I----------I ----------I -----------
PERSOIIS Nlllt NO DATA I O I O I O I O I O I O I I 0 

I I 0. 01.1 • I 0.07.) I I O. OXI I I 0 . 07.1 I I 0 . 07.l I I 0.07. 1 I I I 0 . 07.I 

-

0 
0 
&::: 
·O 
0 
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DOSE 
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Table 2 

PATJEHT COUNT NAXINUt TEHPERATURES 
REC0t18IHANT HEPATITIS B VACCINE 

PATIENT cus·s HEALTH CARE PfRSONfEL 

t1AX TENPERATURE 
IDU F, ORAL) 

•••••••••••••••••••••••• 
NOlfflAL 

< 99 

99 - 99.9 

I TOTAL VACCIHEES ( 71 PATIENTS) - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I 
l---------------------------------------------------------------------------------------1 
ID I 1 I 2 I 3 I 4 Is I I I .......... , .......... , .......... , .......... , .......... , ........•. , •......... , ......•.•• 

I I I I I I 
l I 1 I l I l I 1 I 1 

1.U!I I ( l.4Y.I I f 1.s1.1 I , l.4:1.) I ( l.4i0 I ( 1.4l0 
I I I I I 

66 I 66 I 63 I 62 I 64 I 611 
'1't.JY.> I , 94.JY.I I , 92.6:t.l I c 89,9:t.l I , •2.ex, I , ,s.a:o 

I I I I I 
2 I 3 I 4 I 5 I 3 I t 

2.,1.1 I , 4.3Y.I I I S.9l'.I I I 1.2:0 I 1 4,3i0 I I 2.81.) 

NUltBER 
WITH 

HAX TEHP .... ,. ..... . 
1 

l.ltiO 

54 
I 76,liO 

n 
18. 31.1 

100 - 100. 9 I 1 I o I o I 1 I 1 I o I I 3 
I 1 1.1tY.1 I , o.o;o I 1 0.01.1 I , 1.4:o I I l.t+Y.> I , 0.01., I I , 4,2;0 

------------------------1----------l----------1----------l----------l----------l----------1---------------------1-----------
TEHPERATURE TAKEH I 70 I • 70 I 68 I 69 I 69 I 71 I I 71 

I 1 98.61.J I , 98,6:'.I I 1 ,s.e:1.1 I , 97,2Y.I I 1 97.2,0 I noo.01.1 I I 1100.01.1 

------------------------l----------l----------l----------l----------l----------1----------1--------------------- l-----------
nHPuuURE NOT TAICEN I 1 I 1 I 3 I 2 I 2 I o I I o 

I I 1.41.) I I J.4,0 I I 4.2:0 I I 2.81.) I I 2.8Y.) I ( o.o;o I I I O.OY.) 

0 
0 
.s:, 
-0 -



STUOY 
TREATMEHT 
LOT tM1BER 
DOSE 
PATIENT CLASS 

0869 

CLU7 
10 t1CG 

Table 2 (cont) 

PATIENT COUff MAXI ..... TEMPERATURES 
RECOHBINAHT HEPATITIS 8 VACCINE 

HEALTH CARE PERSONNEL 

I TOTAL VACCIHEES I 71 PATIENTS) - DOSE 2 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I N\Jtt8ER 

nAX TEMPERATURE 1---------------------------------------------------------------------------------------I MITH 
COEG F • ORAll I Cl I 1 I 2 I l • 4 I 5 I I I NA>< TEHP 

•••••••••••••••••••••••••••••••••••1•••••••••••••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
• I I 

HOIU1Al I 1 I 1 I 1 I 1 I l I 1 I I l 
1.4:1.J I C 1.4:1.) I I l.5i0 • l 1.s;o I I 1.4%) I I 1.s;o I I C 1.4)() 

I I I I I I I 
< 99 I 61 I 6ft I S& I 61 I 6S I 59 I I 57 

90.0%) f I 92.8%) I I 86.61.) • I 92.6i0 • I 92.9%) I I &9.4:t.l I I C 80.3)() 
I I I I 

99 - 99.9 I 5 I J I 7 I 3 • 3 I s I I 11 
1.11., I 1 4.17.> I 1 10.1+1.1 I 1 4.1t1.1 I r 4.1;0 I 1 7.6::<l t t , 1s.sx1 

I I I I I • I 
100 - 100. 9 I 1 • 1 • 1 I 1 I 1 I 1 I • 2 

I I 1.4:o f I 1.4i0 I C 1.5)() I I 1.5)(1 I I 1.4Y.I I I 1.5)() I • C 2.e;o 

------------------------l---------t----------•----------1----------l----------1----------1---------------------•-----------
TEHPERt.T\IRE TAKEN I 70 I f>9 I 67 I 68 I 70 I 66 • I 71 

I 1 ,e.,;,o I 1 97.27.J I t 94.4Y.J I c 95.&Y.I I 1 98.6Y.t I , ,1.ox1 • • uoo.ox1 
------------------------l----------l----------t----------l----------l----------1----------1---------------------I-----------
TEHPERAT\IRE HOT TAKEN I 1 I I! • 4 I 3 I 1 I s I I o 

I I 1.4?.J • I 2,8:t.J I t 5.6Y.I I I 4.2Y.I I I 1.41.l I I 7.0lO I I c o.o;o 

._ 

0 
0 
I:> 
-4 
N 
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PROGRAM: Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 877 

PURPOSE: To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among healthy adults 
who are negative for hepatitis B virus serologic 
markers. 

VACCI NE: Yeast Recombinant Hepatitis B Vaccine 
Lot 979/C-K.564 (10 mcg HBsAg/ml) 

PRI~ARY Professor Oon Chong Jin 
INVEST[GATOR: University Department of Medicine I 

Singapore General Hospital 
Singapore 0316 
Republic of Singapore 

SECONDARY Dr. Richard Guan 
INVEST[GATOR: University Department of Medicine I 

Singapore General Hospital 
Singapore 03H 
Republic of Singapore 

STUDY LOCATION: Singapore General Hospital 
Singapore 0316 
Republic of Singapore 

DATE STUDY INITIATED : January 26 , 1985 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of 25-30 healthy adults 
of either sex (excluding pregnant women), who are 
negative for HBsAg, anti-HBc and anti-HBs, have a 
nonnal ALT level and have not previously received any 
hepatitis B vaccine . 

23931/851/1 
1 /3/86 



STUDY PROCEDURE: 

RESULTS: 

23931/851 /2 

l /3/86 

Study 877 

Eligible study participants receive a 1.0 ml (10 mcg 
HBsAg) intramuscular injection of vaccine at o. 1. and 
6 months. Vaccine recipients record their temperature 
and any local or systemic complaints for five days 
after each injection of vaccine. 

A blood sample is obtained from each study participant 
approximately two weeks before the first injection of 
vaccine. Post-vaccination blood samples are obtained 
at 1, 2. 3, 6, 8. 12 and 24 months. 

All serum samples are assayed for HBsAg, anti-HBc, 
anti-HBs, and ALT. Samples may be assayed for yeast 
antibody. In addition, samples w1th an anti-HBs titer 
>25 mlU/ml may be tested to determine anti-a and ant1-d 
subtype specificity. - -

HEALTHY ADULTS 

10 mcg Lot 979/C-K564 at 0, 1, and 6 months. 

1. Number Vaccinated: 

Injection No. 
_L_ _2_ J_ 

31 31 31 

2. Serologic Results: 

Sero logic data at 7-8 months are available for 29 
study participants. Inmune responses to vaccine 
were measured using an enzyme-linked immunosorbent 
assay (ELISA) to detect anti-HBs antibody. At 7-8 
months 97% ( 28/29) of vaccine recipients 
seroconverted {mIU/ml ~2.1} and developed 
protective levels of anti-HBs (mIU/ml ~10). The 
GMT for all vaccinees was 508.9 mIU/ml. Among 
responders with a titer of mIU/ml ~10 the GMT was 
663. 7 mIU/ml. Anti-HBs responses at 1 through 7-8 
months are included in Table 1. 



RESULTS: (Contd) 

23931/851 /3 

l /3/86 

Study 877 

3. Clinical Complaints: 

No serious or a laming adverse reactions 
attributable to vaccination have been reported. 

00495 



Study 877 

Table 1 

Antibody Responses* Among Initially Seronegative Healthy Adults 
Following Vaccination with 10 mcg Doses of 

Time 
(Months) 

1 

2 

3 

6 

7-8 

"' ELISA 

23931/851/4 
1 /3/86 

Yeast Recombinant Hepatitis B Vaccine 
Lot 979/C--IC.564 at 0, l, and 6 Months in Study 877 

I with Anti-HBs r.1111 fmlU/ml \ 
All ResDonders 

mlU/ml ~2.1 mIU/ml ~10 Vaccinees mIU/ml ~2. l mlU/ml ~,c 
0 (0/31) 0 (0/31) 0.3 -- --

48 (15/31) 32 ( 10/31) 2. l 16.4 26.9 

71 ( 22/31) 5S (17/31) 6.1 21.0 28.7 

77 (24/31) 65 (20/31) 12. l 35.5 49.4 

97 (28/29) 97 (28/29) 508.9 663.7 663.7 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 880 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among health care 
personnel who are negative for hepatitis 8 virus 
serolog1c markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot 819900/18066/C-l21S (10 mcg HBsAg/.5 ml) 
lot 81766B/18067/C-l216 (10 mcg HBsAg/.5 ml) 
lot 81991D/18068/C-l217 (10 mcg HBsAg/.5 ml) 
lot 81992A/18070/C-l219 (10 mcg HBsAg/.5 ml) 
Lot 819541/18071/C-L220 {10 mcg HBsAg/.5 ml) 

Gary P. Wonnser, M.D. 
Department of Infectious Diseases 
West Chester County Medical Center 
Macy Pavilion 
208 S.E. 
Valhalla, New York 10595 

Katherine Small, M.O. 
Robert L. Yarrish, M.D. 
West Chester County Medical Center 
Macy Pavi 1 ion 
208 S.E. 
Valhalla, New York 10595 

West Chester County Medical Center 
Macy Pavilion 
207 s. E. 
Valhalla, New York 10595 

DATE STUDY INITIATED: April 1, 1985 

DATE STUDY COMPLETED: In progress 

2391 I/1 
1/17/86 
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STUDY POPULATION: 

STUDY PROCEDURE: 

RESULTS: 

23911/2 
l /17/86 

00498 

Study 880 

The study population consists of approximately 250 
health care personnel of either sex (excluding pregnant 
women), who are negative for HBsAg, anti-HBc and 
anti-HBs, have a nonnal ALT level and have not 
previously received any hepatitis 8 vaccine. 

Health care personnel are assigned to one of the five 
lots of vaccine, stratified by sex and age, to assure 
that recipients of each lot are simi1ar. Approximately 
fifty persons are assigned to each lot of vaccine. 

Eligible study participants receive a 0.5 ml (10 mcg 
HBsAg) intramuscular injection of one of the five lots 
of vaccine at O, l and 6 months. Yacc i ne recipients 
record their temperature and any local or systemic 
complaints for five days after each injection of vaccine. 

Blood samples are obtained from each study participant 
approximately two weeks before the first injection of 
vaccine. Post-vaccination blood samp·les are obtained at 
1, 2, 3, ~. 7/8, 12 and 24 months. 

All serum samples are assayed for HBsAg, anti-HBc, and 
ant1-HBs. ALT testing is performed on all 
pre-vaccination and 2 month post-vaccination samples. 
Samples may be tested for yeast antibody. In addition, 
samples with an anti-HBs titer~ 25 mIU/ml may be tested 
for anti-~ and anti-~ subtype specificity. 

HEALTH CARE PERSONNEL 

10 mcg Lot 8l990D/18066/C-L215 at 0, 1, and 6 months 
10 mcg Lot 81766B/l8067/C-L216 at 0, 1, and 6 months 
10 mcg Lot Bl991D/18068/C-L217 at 0, 1, and 6 months 
10 mcg Lot 81992A/18070/C-L219 at 0, 1, and 6 months 
10 mcg Lot 819541/18071/C-L220 at 0, 1, and 6 months 



RESULTS: (Cont.} 
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1. Number Vaccinated: 

Injection No. 
Lot _l ___ 2 _3 

C-L215 
C-L216 
C-L217 
C-L219 
C-L220 

48 
43 
53 
46 
43 

2. Serologic Results: 

48 
43 
53 
46 
43 

40 
24 
26 
25 
38 

Serologic data at 7/8 months are available for 33 
( lot C-L215), 24 (lot C-L216), 23(1ot C-L217), 25 
(lot C-L219) and 34 (lot C-L220) study 
participants. At 7/8 months anti-HBs responses 
are as follows: 

GKT {mIU/111} 
\ Anti-HBs Positive All Resoonders 

Lot SIN ~2.1 mlU/ml ~10 Vaccinees S/N ~2. l 11!U/ml ~10 --
C-L215 100(33/33) 94(31/33) 591.2 591.2 799.3 
C-L216 100(24/24) 100(24/24) 1187.6 1187 .6 1181.6 
C-L217 96(22/23) 91(21/23) 345.8 ,06.4 593.6 
C-L219 92(23/25) 92(23/25) 332 .6 612.0 612.0 
C-l220 100(34/34) 100 (34/34) 1012.0 1012.0 1012.0 

00499 

Anti-HBs responses at 1 through 7/8 months are 
included in Tables 1-5. 
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3. Clinical Results: 

Clinical follow-up data are available for 233, 
221, and 99 study participants following the 
first, second and third injections of vaccine, 
respectively. Cl i ni ca 1 complaints and maximum 
temperatures reported following each injection are 
provided in Tables 6-15. 

Clinical % Frequency By Injection No. 
Como la int lot l 2 3 

Injection C-L215 8(4/48) 13(6/46) 4(1/24) 
Site C-l216 9(4/43) 5(2/43) 9( l /11) 

C-l217 11(6/53) 4(2/53) 0(0/17) 
C-L219 17(8/46) 9(4/46) 6(1/17) 
C-L220 0(0/43) 9(4/43) 7(2/30) 

Systemic C-L215 2(1/48) 2(1/46) 4(1/24) 
C-L216 17(8/43) 2(1/43) 0(0/11) 
C-L217 1317/53) 4(2/53) 0(0/17) 
C-L219 9(4/46) 0(0/46) 6(1/17) 
C-L220 7(3/43) 5(2/43) 3(1/30) 

No serious or alarming adverse reactions 
attributable to vaccination have been reported. 

ALT Elevations 

One subject whose pre-vaccination ALT level was · 
normal had a transient elevated level of this 
enzyme at 2 months post-vaccination. A follow-up 
serum sample obtained l week later showed a 
decreasing ALT. A reason for the ALT elevation 
was not ascertained. The subject has not 
developed anti-HBs after two injections of vaccine 
and has not been reported to show any clinical or 
serolog1c signs (HBsAg or anti-HBc) of hepatitis 8 
through 6 months of follow-up. 
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HBV Markers {Anti-HBc} 

In two subjects . the 6 (C-L219) and 8 (C-L220) 
month post-vaccination serum samples, 
respectively, were borderline positive for 
anti-HBc . All previous serum samples were 
negat i ve for anti-HBc. The t wo subjects developed 
anti-HBs at 1 and 2 months , respectively. Both 
subjects have remained HBsAg negative and there 
has been no report of clinical illness. 

Events Reported to OoBRR 

A 25 year-old female subject recorded a 
temperature of 100.1°F several days after 
administration of a second injection of vaccine 
(lot C-L215). A CBC completed at that time 
revealed a normal WBC with a nonnal differential 
but a platelet count greater than 1 x 106/111113 
was noted. Bone marrow examination revealed 
numerous megakaryocytes. A pre-existing 
myeloproliferative disorder is considered the most 
likely diagnosis. 



Table 1 

Antibody Responses Among In1t1ally Seronegat1ve Health Care Personnel Following 
Vacc1nat1on w1th 10 mcg Doses of Yeast Recombinant Hepatitis 8 Vaccine 

Time 
{Months) 

l Month 

2 Months 

3 Months 

6 Months 

7/8 Months 

23981/8 
1 /28/86 

. Lot 8l990D/1B066/C-L215 at O. 1, and 6 Months 1n Study 880 

,; with Ant1-H8S GMT {mIYfml) 
All Resoonders 

S/N ?:. 2.1 mlU/ml ?:. 10 Vaccinees S/N?:. 2.1 mlU/ml ?:. 10 

24 (l 1 /46) 13 (6/46) 0.9 12.5 33.0 

76 (32/42) 50 (21/42) 11. l 30.0 77.5 

86 (32/37) 73 (27/37) 31.9 58.7 95.4 

86 (31/36) 64 (23/36) 23.0 36.8 71 .8 

100 (33/33) 94 (31/33) 591.2 591.2 799.3 

8 
~ 
N 



Table 2 

Antibody Responses Among Initially Seronegat1ve Health Care Personnel Following 
Vaccination with 10 11cg Doses of Yeast Recombinant Hepatitis 8 Vaccine 

Time 
(Months) 

l Month 

2 Months 

3 Months 

6 Months 

7/8 Months 

23981/9 
1/28/B6 

Lot 817&6B/18067/C-L21& at 0, 1, and 6 Months 1n Study 880 

I with Ant1-H8s GMT (mTU/111 
All Resoonders 

S/N ~ 2 .1 mlU/ml ~ 10 Vacc1nees S/N ~ 2. 1 mlU/ml ~ 10 

20 (8/41) 7 (3/41) 0.7 9.3 39.6 

86 (32/37) 65 (24/37) 14.4 25.2 45.4 

86 (25/29) 76 (22/29) 18.7 34.2 45.7 

100 (22/22) 100 (22/22) 51.5 51.5 51.5 

100 (24/24) 100 (24/24) 1187.6 1187.6 1187.6 

0 
C 

~ w 



Table 3 

Antibody Responses Among Initially Seronegative Health Care Personnel Following 
Vaccination with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine 

Ti me 
(Months) 

l Month 

2 Months 

3 Months 

r, Months 

7/8 Months 

23981/10 
1/28/86 

Lot B1991D/18068/C-L217 at 0, l, and 6 Months in Study 880 

~ with Anti -HBs GHT {mlU/ml) 
All Resoonders 

S/N?:. 2.1 mIU/ml ?:. 10 Vacc1nees 5/N?, 2. 1 mlU/ml ?:. 10 

19 (10/52) 8 (4/52) 0.8 14.5 91. 2 
" 

75 (36/48) 58 (28/48) 12. l 33.6 58.8 

84 (32/38) 68 (26/38) 23.6 48.7 77.4 

87 (26/30) 77 (23/30) 27.5 53.5 69.7 

96 (22/23) 91 (21/23) 345.8 476.4 593.& 

0 
0 

~ 
.a:, 



Table 4 

Antibody Responses Among Initially Seronegat1ve Health Care Personnel Following 
Vacc1nat1on with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine 

Time 
(Months) 

l Month 

2 Months 

3 Months 

6 Months 

7/8 Months 

23981/1 l 
1/28/86 

Lot Bl992A/18010/C-L219 at 0, 1, and 6 Months 1n Study 880 

i with Ant1-HBs GMT (mlU/ml) 
All Resoonders 

S/H ~ 2.1 mlU/ml ~ 10 Vaccinees S/N ~ 2.1 mlU/ml ~ 10 

22 (10/45) 9 (4/45) 0.7 10. 7 36.7 

64 (27/42) 40 (17/42) 6.3 27.2 69. l 

66 (21/32) 59 (19/32) 9.5 51.1 63.9 

90 (27/30) 73 (22/30) 29.7 48.0 77 .2 

92 (23/25) 92 (23/25) 332.6 612 .o 612.0 

0 
0 g 
'-" 



Table 5 

Antibody Responses Among Initially Seronegative Health Care Personnel Following 
Vaccination with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine 

Time 
(Months) 

1 Month 

2 Months 

3 Months 

& Months 

7/B Months 

23981/12 
1/28/8£, 

Lot 819541/1B071/C-L220 at 0, 1, and 6 Months in Study 880 

~ with Ant1-H8s GMT lmIU/ml 
All Resoonders 

S/N ~ 2 .1 mIU/ml ~ 10 Vaccinees S/N ~ 2.1 mIU/ml ~ 10 

40 (17/43) 21 (9/43) 1. 7 14.6 63.8 

84 (36/43) 60 (26/43) l&.6 30.& 60.8 

97 (34/35) 83 (29/36) 50.5 55.6 84.8 

97 ( 31/38) 89 (34/38) 39.S 43.2 53.l 

100 (34/34) 100 (34/34) 1012.0 1012.0 1012.0 

g 
~ a, 



STUOV 
TREATMENT 
LOT NUMBER 
OOSE 

CLINIC AL 

1· 0880 

CL215 
1 10 MCG 

COMPLAINTS 
•• •• •••••••••• ••••••••••••••••••••• 

,ON , LOC AL (INJECT. SITE) 

·.,an NESS 

~ENOERNESS 

I t~I( 

.•, 1t>l,. l BUOY/GENERAL 

FATIGUE/WEAKNESS 

ILLNESS, NOS 

RESPIR ATORY 

I 

I 

I 

I 

Table 6 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPAllTIS B VACCINE 

TOTAL VACCINEES ( 48 PATIENTS) - DOSE I 

----------------------------------------
OAVS POST VACCINATION I NUMBER 

---------------- - - --------- ------------------------------------------------- WITH 
0 I 2 3 4 I 5 COMPLAINTS 

.......... 1 .......... I·········· ......... . ···· ······ 1· ··· ······1······ ···· ...... ... . 
I 3 I I 1 0 I O I I 4 

2.1 ,r. ) ( 6.31' ) ( 2.,,., ( 2., ,. , ( 0.0"- l I ( 0 . 0%) ( B . 3 11. ) 

---------- ---------- ---------- ---------- ----------,---------- ---------- -----------
' 2 o I o o I o 3 

2.1 ,r. ) ( 4.2,. ) ( o . Oll.) I ( o.oll. ) J c o.oll.> c 0 . 0,r.1 I c s.311. J 

o 1 1 I 1 o o I 1 

____ o·:" >_

1

_c __ 2 . : " > __ < __ 2·: • > -1- c __ 2 · : " > __ c __ o·:"> __ < __ o · : " >_, __________ ,_ c __ 2 ·:"> 

o.o,r. J I c 2 . 1,. , c 2., ,., I c 2.1 ,. , c o.oll. J c 0.01' ) I I c 2.,,. , 
0 

I 
1 

o.o,. , ( 2. '"l 
0 1 

0 
o.~,. , I 0 0 1 

0,0,') ( ( 0. 0"-) ( 0.0%) ( 2. , ,. ) 

0 0 0 0 ,. 
o.o,. , ( 2. , ,. , 0.011. ) ( o . o,. , ( 0, 01') ( o.o,. , ( 2. , ,. ) 

0 1 0 0 0 0 1 
o.o,. , ( 2 , , ,. , 

0 0 
0. 0 ,. ) ( 0,0,. ) 

o,o,. , ( 0,0,. ) ( 0 .Oll. ) ( 
0.:,. , I ( 2 . , ,. , 

I I o_g,., I c I l 
2. \ 'A, ) ( 2. , ,. , ( o .o'4 l I I ( 2 . , ,. , 

I I I 
RHINITIS I O I 0 

I < o.o,. , c o.o,. , 
1 1 0 I 0 I l 

2 . 1'- ) ( 2. , ,. ) ' ( o,o,. , I ( o.o,. , I < 2. I!, ) 

-----------------------------------1----------1----------
PERSONS WITH COMPLAINTS I 1 ( 4 

I c 2,1,. , I c a.3,. l 

---------- ---------- ----------1---------- ---------- -----------
2 2 0 0 5 

4.2") ( 4 . 2,. ) ( o. o,o I c 0. O'I ) ( 10 . 4 ll. ) 

-----------------------------------1----------1---------- ---------- ---------- ---------- ---------- ---------- -----------
PERSONS WITH NO COMPLAINTS I 47 I 4 4 -46 46 -48 48 43 

I c 97 . 9 11. J I < 91.1,. , ( 95.8") ( 95.H) (100 . 0ll. ) ( 100 . o,r.) ( 99 . 6 '- ) 

-----------------------------------1----------1----------
PERSONS WITH NO DATA ·1 0 I 0 

c o,o,. > I c o.o,.> 
---------- ---------- ---------- ---------- ------ .---,-(--0.~~,--0 0 0 0 

O.Oll. ) ( 0 . 0,. ) C O.O~ ) I ( D. O~ ) 

0 
0 
I.fl 
0 
--.I 
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Table 6 (cont. ) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOT AL VACCINEES ( 48 PATIENTS) - OOSI: 2 
-------------------------------------- -------- ------------------------------

1 OAVS POST VACCINATION 

"!J NIC AL !-------------~ ----------- -------------------------------------------------
NUMBER 

WITH 
COMPLAINTS ,;,41'l ~ I HTS I O I I I 2 3 4 5 I 

~4 ·• ••••••••••••••••••••••••••••• ••••••••• • •••••••••• : •••••••••• ••••••• • •• •••••••••• •••••••••• ! ••••o••••• I•••••••••• 

:11~ . _LOCAL-(JNJECT._srre> ___ _ _ !_ < __ e.~,., _1_< __ 6 _~,., _!_< __ 4 _~,.> __ < __ 2 .~,.> __ < __ 2 .~,. , __ < __ 0 _g,.>_l----------,-- ---------
6 

13 . 0 ,. ) 

____ 2.~,. , __ < __ 2 . ~,. , _1_ < __ o_g,. ,_1 ____ ______ ,_ 1_,3 _~,.> __ 4 3 I 2 
( 8 , 7,. ) ( 6 ,5,. ) ( 4.3,. ) 

----------------------------1---------- ----------1----------
" NENESS 

,: I I O I D I 
I < 2,2,i ) < o.o,. J I c 0 . 0 ,. 1 t 

0 
0 . 0%) 

0 
0.0%) 

'"': l •RV I 
2. 2%) 

0 
0.0%) 

0 
0,0,C.J o.~,. , I ( 0 

o,o,., 

1 -:, l'ER HESPJ JI ATOAV INFECT. , NOS 1 
2,2,. , 

1· ,,1 :;oNS WITH COMPLAINTS I 5 
( 10.9" ) --------

n n~ uNS WITH NO COMPLAINTS I 41 
( 89. , ,. , 
--------

1-'tH~llNS WI TH NO DAT A I 0 
0. 0 ,. ) 

0 
0.0%) 

3 
6 , 5 ,. ) 

43 
( 93 , 5 ,. ) 

0 
_O , O,_ J 

0 
0. 0%) 

0 . 

0 . 0 " ) 

2 I , 
( 4 . 3,. ) ( 2 . 2%) 

----------1----------
44 I 45 _ c_95_1,., _

1

_<_91 .e,. ,_ 
0 0 

( o,o,., ( 0.0,. ) 

0 
0.01') 

I 
2 . 2%) 

4 5 
( 97.8") 

0 
o. o,i> 

o I I 1 o.o,. > I I c 2. 2,. , 

0 
0 , 0 ,. ) 

0 
0 . 0 " ) 

0 
o.o,. , 

4 6 
( 100. 0 11. ) 

0 
o.o,. , 

1 
2 . 2 ,.. ) 

1 
2 . 2!1.) 

6 
( 13.011. ) 
--------

40 
( 67 . 0 ,. ) 

0 
0 . 0 ,. ) 

0 
0 
1/1 
0 
01> 
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Table 6 (cont.} 

PATIENT COUNT CLINICAL . COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOTAL VACCINEES ( 40 PATIENTS) - DOSE J I 
----------------------------------------------------------------------------1 

OAVS POST VACCINATION I HUMBER 

' NI C lL -----------------------------------------------------------------------------1 WITH 
- 1: •1 AINTS O I 1 I 2 I 3 I • 5 I I COMPLAINTS 

· · •·•• •••••••••••••••••••••••••• •••• ••••• •l • • ••••• ••• t••••••• • • •l ••• • ••• • •• 1••••• •• ••• ••••• •• •• •l• • • • • • • • ••I• ••• • •••• • 

· , 11 •• LOC AL (INJECT. SITE) I O I ' '1 1 I O I O O '1 I ( o.o,. , ( 4,2'Jf. ) ( 4 . 2%) I ( O.O'Jf. ) I ( O.OY. ) ( 0.0Y. ) ( 4.2%) 
·.fll~ ;S--- --------------------1------0--- ------,--- ------ ,---l------0---l------0--- ------0---,---------- ------,----

·----- -------------------!- < __ O.O'Jf. ) - - < __ 4 . 2") - - < __ 4.2%)_,_ < __ 0.0%) __ < __ o.o,. , - - < __ O.O'Jf. ) -1----------1-(-_4.2%) __ 

I ( 4 . : ,. ) ( 0 . g'Jf, ) ( 0. g,. ) I ( 0 . g,.) ( 0. g,.) ( 0 . g") I I ( d . !") 
.JUI.JV / GENER AL 

'-- ~LA l.iE 

••:.R~l.•NS WITH COMPLAINTS 

I •. :,.) I ( 
' . 

•• 2 'Jf. ) 

0 
0.0%) 

0 
0. OY.) 

, I , 
•.2'J!, ) ( 4.2%) 

PERSONS WI TH NO COMPLA INTS I 23 23 
I ( 95.B'Jf. J ( 95.B'Jf. ) 

·----------------------------------1---------- ----------
PERSONS WI TH NO DATA I O 0 

I ( O. O'Jf. ) ( O. O'Jf. ) 

I 
o . I o 

O. O'Jf.) I ( O.O'Jf.) 

o I o 
( 0 . 0%) I ( O.O'Jf.) 

----------,----------' I 0 4 . 21' ) ( 0 . 0,.) 

---------- ----------
23 24 

( 95.8%) (100 . 0'Jf.) 
---------- ----------

0 0 
{ 0. O'Jf, ) ( 0 . 0,. l 

o_g,.> I < o . ~ 'Jf. > I 
o o ,

1 

I 
O . OY. ) ( 0 .OY. ) 

---------- ---------- ----------
0 0 

O.OY. ) ( 0.0%) 

----------1----------24 2-4 
(100.0'Jf. ) (100 . 0'Jf.) 

---------- ----------
0 I < 

0 
( 0 , Q'Jf, ) 0 .O'J!,) 

I 

". 2" ) 

1 
4 . 2 'Jf, ) 

I 
4 . 21') 

23 
( 95 . B 'Jf, ) 

0 
0 .O 'J!, ) 

0 
0 
\II 
0 
.() 
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Table 7 

PATIENT COUNT NAXIHUN TENPERATURES 
llECot191HAHT HEPATITJS 8 VACCINE 

I TOTAL VACCIHEES I 48 PATIEHTSI - DOSE 1 I 
1---------------------------------------------------------------------------------------I 
1 DAYS POST VACtltlATIOH I HUl18ER 

NAX TENPERATUllE 1---------------------------------------------------------------------------------------I WITH 
(DEG F, MAL) I O I I I 2 I 3 I 4 I 5 I I I NAX TEl1P 

a•••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

< 99 I 36 I 38 I 35 I 36 I 37 1 37 I I n I I 80.0:0 I I 8i't.4Y.) I I 79.5:o I I 81.8Y.) I I 88.lY.1 1 I 92.!IY.) I I I 55.6i0 
I I I I I I I I 

99 - 99. 9 I e I 7 I 9 I e I s I 3 I I 19 
I 1 11.e:o I I t5.6Y.> I 1 20.5;0 I 1 111.z;o I 1 11.,1.1 I r 1.s:o I I t 42.u1 
I I I I I I I I 

100 - 100.9 I 1 I o I o I o I o I o I I 1 
I I 2. 2% l I I o. 0% l I t o. OY. l I I o. OY. l I I o. o:o I I O. OY. l I I I Z. ZY. I 

------------------------1----------1----------l----------t----------l----------l----------l---------------------l-----------
TEHPERATURE TAKEN I 45 I 45 I 44 I 44 I 't2 1 40 I I 45 

I r 93.&Y.I I 1 93.er.1 I 1 ,1.1i, It •1.1:0 I 1 111.!l:o 1 1 &3.3Y.l I I 1 '13.e:o 
------------------------l----------l----------l----------t----------l----------1----------1---------------------I-----------
TEHPERATURE NOT TAKEN I 3 I 3 I 4 I 4 I 6 I 8 I I 3 

I 1 6.3%) I I 6.3Y.I It 8.3Y.l I I 8.37.l I I 12.SY.I I I 16.7:t.l 1 I I 6.Jin 

0 
0 

"' -0 
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Table 7 (cont.) 

PATIEHT COUNT MAXIl1Ut'I TEMPERATURES 
RECOMBINANT HEPATIT~S 8 VACClllE 

I TOTAL VACCINEES ( 48 PATIEHTSI - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUmER 

MAX TEMPERATURE l---------------------------------------------------------------------------------------1 WITK 
(DEG F, ~All I D I 1 I 2 I 3 I 4 I 5 I I I MAX TEMP 

••••••••••••••••••••••••l•••••••••••••••••••••l••••••••••t••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

< 99 • 3'+ I 35 • 33 I 3S I 3& I 32 I I 28 
I I 89.57.J I I 9'+.67.J I ( 86.87.1 I ( 94.61.1 I ( 97.JiO I ( 91.41.I I I I 73. T/.l 
• I 1 I I I I I 

99 - 99. 9 • t+ I 2 I s I 2 I l I 3 I I 10 
I t 10.51.J I t S.47.1 I t u.2;0 I , S.4i0 I t 2.11.1 I t 8.61.l I I 1 26.37.1 

------------------------1----------1----------t----------l----------l----------l----------l---------------------l-----------
TEMPERATU!lE TAKEN I 38 I 37 I 38 I 37 I 37 I 35 I I 38 

I , 79. 21.1 I , 77. u, I , n. 21.1 I 1 77 .1;0 I t n .11.1 I , n. 91. I I I < 79. 2x, 
------------------------l----------t----------l----------t----------t----------l----------t---------------------l-----------
TEt1PERATU!lE NOT TAJCEN I 1D I 11 I 10 I 11 I 11 I 13 I I 10 

I ( 20.8i!I I ( 22.97.I I ( 20.81.I I ( ZZ.97.1 I f 22.97.1 I l 27.17.) I I ( 20.8XI 

.::, 
0 
:JI --



ST\JDY 
TRE .&lt1ENT 
LOT NUl'IOER 
DOSE 

0880 

Cl21S 
10 HCG 

Table 7 (cont.) 

PATIENT COUtlT HAXlt1Ur1 TEt1PERATURES 
RECot18IIU NT HEPATITI,S 8 VACCINE 

I TOTAL YACCINEES ( 40 PATJEHTSI - DOSE 3 I 
1--------------------------------------------------------------------------------------- I I DAYS POST VACCIHATIOH I NUMBER 

HAX TEHPERAlU!E 1---------------------------------------------------------------------------------------I MITH 
I DEG F, OllALI I O • 1 • t I 3 I 4 I 5 I I I t1A)( TEIIP 

•••••••••••••••••••••••• l•••••••••••••••••••••l••••••••••l•••••••••• l•••••••••• l•••••••••• l•••••••••• I•••••••••• ••••••••••• 
I I I I I I I • 

< 99 I 11 • U I 13 I 10 I 13 I 11 I I 11 
I t 78. 67.) I t 9t . 97.) I ( 92.9:0 I I 76.9;1,I I I 92.9;1,I I C 91.TI.) I • ( 57.li() 
I I I • I I I I 

99 - 99. 9 I 3 I l I l I 3 I l I l I I 6 
I ( 21.47.) I C 7.17.) I C 7.lin • C 23.1%) I I 7.i;o I I 8.37. J I I ( 42.9i0 

--------------------· ---l----------l----------1----------l----------1----------l----------l---------------------•-----------
TEHPER .&TU!t TAKEN I 1~ I 1~ I 14 I 13 I lit I 12 I I 14 

I 1 35 . 07.I I c 35.07.1 I I ls.oz, I c 32.s;o I 1 35.o:o I , 30. oz, I I 1 35.or., 

------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEMPERAT\JRE NOT TAKEN I 26 I 26 I 26 I 27 I 26 I 211 I • 26 

I I 65 .0Z) I I 65.0Z) I I 65.0Z) I ( 67.SZI I ( 65 . 07.) I 1 70.07. 1 I I I 65 . 0%) 

0 
0 
VI -IV 



:,-r uov 
TRf/lTMENT 
~ ,-,T tlll""B~A 
rF l~1 f. 

0880 

CL216 
10 MCG 

Table 8 

PATIENT COUNT CLINICAL COMPL AINTS 
RECOMBINANT HEPATITIS B VACCINE 

- - --------------------------------------------------------------------------------I TOT AL VACCINEES I 43 PATIENTS) - DOSE 1 

f--------------------------- -------------------------------------------------1 DAYS POST VACCINATION 

!tll(AL 1---------------------------------•--------------------------•---------------
. •.Ii l A J NTS I O I 1 I · 2 I 3 I 4 I 5 

· · ' ' ~••• •••••••••• • ••••••••••• • •• l • •• ••••••• l• •• •••••• •I ••••••• •• • •••••••• ••I•• •••••••• ••••••• ••• •••• 0 •••••• 

I 2 I , l o l · · tnH . LOC AL (INJECT . SITE) 

. r~rss-----------------------1-c--::;: : - -:--::;: : -
1
'1-:--::~:-1-:--::::- -,--,.~, ,-i-,--, .~, ,-•----------

0 1 0 IO Of O 
., ,,Hir.ess 

0 
0 . 0 '!I. ) 

0 
o. 0 '4 ) 

, , . 1 THHIA ( REOHE SS J 

: ;1 lLL I NG 

~YSTE.Mlt 

o.o•o c 2 . J"' l I c o.o"' > c o.o"' > < o.o"' > I I o . o ,r, J 
I 

1 
2. 3 '!1. ) 

I 
2. 3"' ) 

I 2 
I c 4 . 1"'> 

o I 
0 . D'!I.) I 

I 
0 

0.0"' 1 
----------

3 
7 . 0 '!I. ) 

0 
0 . O'!I. ) 

0 
( 0.0'!1. ) 

----------
2 

( 4. 7" ) 

0 
o.°"'> 

0 
0.0'!1. ) 

0 
0 . 0"' ) 

( O.Q,i.J ( 0.0'!1. ) ( 0 . 0 '!1. J o I o I o ---------- ---------- ----------, --- -------
3 I 0 

( 1.0,r, ) I ( 2 . 3'!1. J I < o .o,r. J 

NUMBER 
WITH 

COMPLAINTS 
•••••••••• 

4 
9.J,r. J 

3 
7 . O" l 

1 
( 2 . 3 '!1. ) 

1 
2 . 3,r. ) 

1 
( 2. 3,- J 

8 
( 18 . 6 '!1. ) - --- ---------------------------------------------------------------------------- ----------------------

•JtiOLE BOOV /GENER AL I 1 2 0 1 0 
o . ~ ,. > I I 3 

( 2. 31' ) ( 4.7") ( 0. 0 1' ) ( 2 . 3 1' ) ( 0.0,. ) ( ( 7 . 0 ,. ) 

I I 
~WEATlf-4G 1 0 0 0 0 0 I 1 

C 2. 3,r. ) C O.O'l ) ( 0.0',I,) ( O.O'l ) ( 0. O'l ) ( 
0 . :") I I ( 2 . 3 11, ) 

F ATIGUE/WEAKNESS 0 I 0 0 0 1 
( 0. O'l ) ( 2. 31') ( o . o ,r. ) ( o . o,r.) . ( O. O"' ) ( 0 . 0 '!1. ) ( 2.3,. ) 

HEADACHE 0 ' 0 1 0 I 0 2 
( 0.0,. ) ( 2.3,. J ( 0. O" ) ( 2 . 3 ,. ) r o. o,.> I ( 0 . 0 '!1. ) ( 4 . 7 '11, ) 

I 
RESPIR ATOR'( 0 I I ' 3 0 I 0 3 

( 0.0"' ) ( 2.31' ) I c 2 . 3 ,r, J I c 7.0,. ) ( 0. O'!I. ) I ( 0,0'4) ( 7 . 0 ,. ) 
I I FlHINITJS 0 0 

I ' 
0 I 2 0 I 0 2 

( 0.01' ) ( 0.01' ) 0.H) I ( 4. 7 '!1. ) ( 0 . 0 ,. ) ( D . O'!I. ) ( 4. 711,) 

0 
0 
\11 -V4 



:nuov 
lREATMENT 
LOT NUMBER 
OOSE 

0880 

CL2HI 
10 MCG 

Table 8 (cont. ) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS B VACCINE 

- - - ---- -----------------------------------------------------------------------------------------------------

CLINICAL 
COMPLAINTS 

••••••••••••••••••••••••••••••••••• 
PHARYNGITIS (SORE THROAT) 

UPPER RESPIRATORY INFECT .• NOS 

MUSCUI.OSKELETAL 

ARTHRALGIA (OTHER) 

DIGESTIVE SYSTEM 

DIARRHEA 

NAUSEA 

'IERVOUS SYSTEM 

----------------------------------------------------------------------------I 
TOTAL 1/ACCINEES ( 43 Pl,TJENTS) - DOSE I 

DAYS POST VACCINATION 
----------------------------------------------------------------------------

0 I ' I 2 I 3 I "' I s ....•••.•...••••.........•..••......•..•••.................. , ......... . 
o I 

o. o,i,> I 
I 

o I 
o. o,i,J I 

I 
2.3%) 

I 
I 

2 . :,. ) I ( 
o.o,i,) I < 

o.g,o I c 

0 
O.O'I) ( 

' 2.3,.) ( 

0 
0.011.) 

I 
2 . 3%) 

0 
0.011.) 

0 
0.01') 

2 
4.711.) 

2 
4. 7'4) 

0 
0. 0'4) 

0 
0.0'1) 

0 
0. OY.) 

I 
2.31') 

0 
o. o,i) 

0 
0.0'1O 

2 
4. 7,.) 

2 
4. 7") 

I 
2. 3,.) 

0 
0.0%) 

' 2.311.) 

' 2 . 31') 

0 
o.o,., 

0 
O.OY.) 

I 
2.311.) 

1 
2.31') 

0 
0.01') 

0 
0 .01') 

0 
O.OY.) 

0 
0. 0,.) 

0 
0.0,.) 

0 
0. OY.) 

I 
2 .311.) 

1 
2.31') 

0 
O.Oll.) 

0 
0 . 01') 

0 
0 . 01') 

0 
0.01') 

0 
o. o,i) 

0 
0 . 0,.) 

0 
0.0,.) 

0 
0.0,.) 

0 
0.0,f,) 

0 
O.OT.) 

I 
I 
I 
I 
I 
I 
I 
I 

I 
I 
I 
I 
I 
I 
I 

I 
I 
I 

NUMBER 
WITH 

COMPLAINTS .......... 
I 

2 , J,r.) 

, 
2 .311.) 

I 
2.3,r.) 

I 
2.J'l) 

4 

9.311.) 

4 

9. 3ll) 

' 2.JY.) 

I 
2 . 311.) 

VERTIGO/DIZZINESS I l I 0 
. . . I 

0 I . D O ( 0 I I 1 

H:RSON!,-WITH-COMPLAINTS------------1-(--
2

•:") -!-( __ o.:11.)_ 
I c 9.311.) I c 9 . 311.l 

PERSONS WITH NO COMPLAINTS 39 
( 90. 7Y.) 

l .. :IIS<mS WITH NO DATA 0 
0. 0,.) 

39 
( 90. 7Y.) 

0 
0.01') 

_< __ 0.01') _j_< __ o.011.> __ < __ o.o,.>_j_ < __ o.o,.> -1----------1- < __ 2.311.) __ 

2 I 3 , I o I 9 
c 4.7,.) I c 1.011.1 c 2.3,r,1 < o . o,.> I < 20 . 9'-) 

----------,---------- ---------- ----------1---------- -----------
41 40 · 42 43 34 

C 95.3'lH IC 93.0,.) t 97.71') (100.0'l'.l l 79.1'1) 
----------1---------- ---------- ---------- ----------1-----------

0 o o o I o 
c o.0'41 I c o.o'4> c o . o,i,) c 0.011.> I c o.o,., 

0 
0 
"1 -~ 



Table 8 (cont. ) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

STUOV 
TREATMENT 
LOT NUMBER 
01>~f. 

0800 

CL218 
10 MCG 

-- -----------------------------------------------------------------------------------------------I TOTAL VACCINEES { 43 PATIENTS) - DOSE 2 I 
1----------------------------------------------------------------------------, 

CLINICAL ,----------------------------~~~~-~~~~-~~=~~~~~~~~--------------------------- N~~~~R 
COMPLAINTS O 1 2 I 3 4 5 I COMPLAINTS 

••••••••••••••••••••••••••••••••••• •••••••••• •••••••••• ••••••••••!••••••••••'•••••••••• •••••••••• ••••• 0 ••••1•••••••••• 
I I I 

UEACTION, LOCAL (INJECT. SITE) I 1 0 0 0 I O I I 2 
I ( 2.311) ( 0,011) { 0.0ll) I { 0 . 0ll) I ( 0.011) ( 2,3lll I ( 4 , 7'11.) 

- ---INFLAMr.!ATION-------------------1----2.!,.,- -(--O.g,.,-(c--·o,g,i,)-1-(--o.g11,-i-c--o.g,.)- -(--O.g11.,- ---------- -(--2.}11.)--

1 
SORENESS 0 

( 0. 0"-) 

------------------1----------~~~;~;;c----~---- I c o.~,., 
0 

o.o,i,J o I o 
< o.0'-) I < o . o,r.J 

0 
o.o,r.) 

1 
2 .3,.) 

----------1----------1----------,----------,----------
0 

0.0%) 
o I o 

o.o'll.) I C o.o'll.J 
1 

2.3'4) 
1 

2.3'-) 

I 
I c 2. 3'11.) 

----------1-----------
1 I 
I c 2 ,3'- > 

~ -··-----------------------------------------------------------------------------------------------------------------------
WHOLE BODY/GENERAL 

FATIGUE/WEAMNESS 

Uf::ADACHE. 

,,, 1 l>ATORV 

JJltl tfl TIS 

I 
1 
I 
I 
I 

I 
I 

I 
I 

0 
0 . 0'0 

0 
0.011) 

0 
D.Oll) 

0 
o.o•> 

I o 
I ( 0.0ll) 

--- ------------------------------1----------
l'!'lhONS WITH COMPLAINTS I 1 

I < 2,3,i,J ... -·-----------------------------1----------
, •-r• " ' II!\ WITH NO COMPLAINTS I 42 

I c 97.744) 
-----------------------------,----------

' ., WI TH HO DA TA I·· 0 
I < o . O'- l 

0 I 
0.0'-) 

0 
0. 07.) 

0 
0. 0'4) 

0 
o.o,i,) 

0 
0. 0'4) 

----------
0 

O.O'll) 

----------43 
1100. o,n 

----------
0 

0. 0'4) 

0 
( O.OY,) 

0 
( 0 . 011) 

0 
( 0.011) 

0 
( 0.0'-l 

0 
( 0 , 0,C.) 

----------
0 

( O,Oll) 

----------
43 

(100.0'1,) 
----------

0 
( D.OYt) 

0 0 
0.0%) ( O. MJ 

0 0 
0.011) ( 0.011.) 

0 0 
o,o,i,J I ( 0.0!0 

0 t I 
O. 0'4) 2.3,., I 

( 

( 

( 

1 
2. 37,) 

1 
2. 3,i,) 

I 
2. 3%) 

0 
0.0%) 

( 

( 

( 

1 
2, 3"-) 

1 
2. 3,i,) 

t 
2. 3"-l 

t 
2.3%) 

_ < __ o·:"> -1- < __ 2.~•>_,_ < __ o·~"'-1---------- _c __ 2·:•> __ 
_ < __ o . o,i.i _j_ c __ 2 . J,c.1 _,_< __ 2.J,c.>_l---------- _ c __ ◄ . 1'-> __ 

43 I ,n t 42 I ,s1 

_c,oo.o,., -1- C_91 .111>_l_c_91 _1,.1_1
1 
__________ j_<_9s.J'lJ __ 

0 I O I O I O 
C o. o-..J C o. 0ll>) I < o. o,r.J I I c o. o'll.J 

0 
0 
IJ\ .... 
I.II 



S i" IJ [)V 

Tl<t:A nlEHT 
LOT NUMBER 
lHlSE 

0880 

CL216 
10 MCG 

Table 8 ll.!Ollt.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOTAL VACCINEES ( 18 PATIENTS) - DOSE 3 I 
1----------------------------------------------------------------------------
I DAYS POST VACCINATION 

CLINICAL 1-------------------------------- ---- ---- ------------------------------------
NUMBER 

WITH 
COMPLAINTS C:OMP LA I NT S I O ) 1 2 ) 3 I 4 ) S ) 

i••······························••1••······••1••········ ········••1••······••1••·······•1••······••1••·•• 0 ••••1••········ I I I I I I 
Wt AL TI OH. LOCAL (INJECT . SITE) I o I o 1 I o I o I o I 1 

c o.O%l I < 0.0%) c 9. 1~> I c o.0%) I c o.o%l I c o. o%l I c 9.1 %l 

:',0RENESS 

''"'""'-.,,_-co•"•'"''------------;_ 
1 
--•·:" -1- 1 

--•·:" -1- 1 
--•· :" -1- 1 

--•-~l -1- 1 
__ o . ~l -1-1 

--• ·:" J _________ -1 
--•· :., --

. ·- -------------------------------1- < __ o.o%J -1- c __ o.o~,_,_c __ 9.1%J -1-< __ o.o~>_I_ c __ o.o%>_1_c __ o.o~J -1----------1-c __ 9.1%J __ 
L•f.~~;ONS WITH NO COMPLAINTS ) 11 ) 11 I 10 I 11 ( 11 ( 11 ) ) 10 

I c100.0%J I <100 .0~1 t < 9□ . 9%l I c100.0%> t c100.0%l t c100.0%l I I c 90.9~> 
-------------------------------1----------1----------1----------1----------1----------1------- --- 1----- -----1-----------

nR•;,)NS WITH NO DATA I o t o I o t o I o t o t I o 
I < o.o~J I c o. O%l I c o . O%J I I o.o~> I c o. o%J I c 0. 0%) I I c 0.0%) 

0 
0 
111 -0-



STUDY 
TREATIIENT 
LOT NUHeEI! 
OOSE 

oeeo 

CL216 
10 HCG 

Table 9 

PATIENT COUNT HAXI~ TEHPERATURES 
RECOt18lHANT HEPATIT,IS B VACCitlE 

I TOTAL VACCitlEES I 43 PATIENTSI - DOSE 1 I 
1---------------------------------------------------------------------------------------• I DAYS POST VACCINATION I NUffl3ER 

HAX T(H~ERATURE 1---------------------------------------------------------------------------------------• WITH IDEG f, MALI I O I 1 I 2 I 3 I 4 I 5 I I I HAX TEtlP 
••••••••••••••••••••••••••••••••••••••••••••••l•••••••••• I••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 

I • I I • I I • 
< 99 I 33 • 33 I 33 I 30 I 33 I 30 I I n 

I I 94.3?.I I I 94.3?.I I I 97.1)0 I C 93.81.1 I (100.0?.) I 1100 . 0;0 I I I 82.'1?.I 
I I I I I I I I 

99 - 99. 9 I 2 I z I 1 I 2 I o I o I I 6 I , s.1r.1 I , s.T/.1 I I z.91.1 I c 6.31.1 I , o . oz1 I , o.o;o I I , 11.1:0 
------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TENPERAT\JIIE Tll<.EH I 35 I 35 I 3ft I 32 I 33 I 30 I I 35 

I I 81.41.1 I 1 81.4,0 I c 79.lr.l I c 74.41.1 I c 76.71.1 I r 69.e,o I I c 81.41.1 

------------------------•----------l---------- l----------l----------l----------l----------1---------------------1-----------
TEHPERATURE HOT TAKEH I 8 I 8 I 9 I 11 I 10 I 13 I I 8 

I I 18.6?.I I C 18.6?.J I I Z0.91.J I I Z5.6i0 I c 23.31.J I C 30.2:0 I I I 18.67-1 

0 
0 
\II -..., 



STUJY 
TREATHEHT 
LOT I-M18ER 
DOSE 

0880 

Cl:?16 
10 HCG 

Table 9 (cont. ) 

PATIENT COUNT HAXIt1Ut1 TEffl'ERATURES 
RECOM8IHAMT HEPATITI~ B VACCim 

I TOTAL VACCINEES C 43 PATIEtlTS I. - DOSE t I 
l---------------------------------------------------------------------------------------1 
I DATS POST VACCINATION I HUtl!!ER 

HAX TEHPERATURE l----------------------------------•----------------------------------------------------1 WJTH 
I DEG F, ORAL I I D I 1 I 2 I 3 I 4 I 5 I I I t1AX TEHP 

•••••••••••••••••••••••• l••••••••••••••••••••••••••••••••••••••••••• l••••••••••••••••••••• ••••••••••• l•••••••••• I•••••••••• 
I I I I I I I I 

< 99 I n I u I 22 I 21 I 21 I 19 I I 20 
I ( ,2.0;0 f uoo.o;o I C 91. 7-:1 I I 95 . 5%1 I C 95.5% 1 I I 90.5% ) I I I 80.o;o 
I I I I I I I I 

99 - 99. 9 I 2 I o I 2 I 1 I 1 I 2 I I s 
I t a.01.t • t t . or.1 I c 8.3%1 I c 4.51.1 I I 4 . S1.1 I I 9.51.I I I t 20 . 0;0 

------------------------l----------l----------l----------l----------l----------l----------1---------------------1-----------
TEMPERAT\JRE TAKEN I u I tz I 24 I 22 I 22 I 21 I I 2s 

I , J &.11.1 I r s1.21.1 I r ss.ar.1 I , s1.2;0 I • s1.27.1 I r 4& . a;o I I 1 58.1:0 
------------------------I---------- I----------I----------I----------I---------- I----------I--------------------- I-----------
TE11PERATURE NOT TAKEN I 18 I 21 I 19 I 21 I Zl I 22 I I 18 

I t 41 . 91.t rt tta.a;o I c 44.2%1 I I ftB.117.1 I c 48.8l0 I c s1.21. 1 I I I 41.9i0 

0 
0 
11' ... 
CD 



511.IDY 
TREATMENT 
LOT tl\Jl18ER 
DOSI: 

0880 

Cl216 
10 MCG 

Table 9 (cont.) 

PATIENT COUHT MAXIt1Ult TEMPERATURES 
RECOMBINANT HEPATIT)S B VACCINE 

I TOTAL VACCINEES I 18 PATIENTS)• DOSE 3 • 

1-----------------------------------------------------------. ---------------------------• 
I DAYS POST VACCIHATIOH • Nl.lt1SER 

MAX TEMPERATUAI: 1---------------------------------------------------------------------------------------• WIT1l IDEG F • lmAll I O • l I 2 I 3 • It • 5 I I • MAX TEMP 
•••••••••••••••••••••••• l••••••••••••••••••••• l•••••••••• l•••••••••••••••••••••l•••••••••• I•••••••••••••••••••••••••••••••• 

I I I I I I I • 
< 99 I s I s I 6 I 6 I 6 I s I I s 

I I 83.3¼1 I I 8J.3i0 I 1100.0lO I 1100.0%1 I noo.o:;o I (100.0¼t I I ( 83.31/.1 
I I I I I I I I 

'19 - 99. 9 I 1 I 1 I o I o I o I o I I 1 
I I 16.77.1 I I 16.T/. I I I 0.0%1 I I 0 . 07.1 I I O.Oll I I O.Oll I I I 16.71/.1 

------------------------1----------l----------1----------l----------l----------1----------1---------------------1-----------
TEffl'ERATURE TAKEN I 6 I 6 I 6 I 6 I 6 I 5 • I 6 

I I 33.3% 1 I I 33 .3,0 I I 33.37.l I I 33. 37.1 I I 33.llO I I 27.8%1 I I I 33. 31/.1 

------------------------l----------l----------l----------1----------1----------1----------l---------------------1-----------
TEtfPERATURE NOT TAKEN I 12 I 12 I 12 I 12 I 12 I 13 I I 12 

I I 66.7,0 I c 66.71.1 I l 66.7ZI I c 66.7ZI I I 66.7% 1 • C 72.2l0 I I I 66.77.1 

0 
0 
In ... 
.0 



'>""llOV 
TRE,..TMENT 
t.UT NU~BER 
OOSE 

0880 

CL2t7 
10 MCG 

Table 10 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

- --------------------------------------------------------------------------------------------------

CLINICAL 
t:OMPUIINTS 

TOTAL VACCINEES ( 53 PATIENTS) - DOSE 1 I 
----------------------------------------------------------------------------1 

OAVS POST VACCINATION I NUMBER 
----------------------------------------------------------------------------1 WITH 

O I 1 2 I 3 I 4 5 COMPLAINTS •••••••••••• • • • ••••••••••••••••••••l•••••••••• •••••••••• •••••••••• •••••••••• •••••••••• •••••••••• ••••••••••I•••••••••• 
RE~CTION, LOCAL (INJECT. SITE) "' I 1 o I o 1 o. 6 

( 7 • 5,r, > I c 1. 9,r, > c o. O'll. > I c o. O'I.) c , . 9'11. > ( o . o,r, > c , , . 3,r, > 
·--------------------------------1----------1---------- ----------,---------- ---------- ----------1---------- -----------

PAIN O O O I O 1 0 I 1 
( 0. 0,.) I ( 0, 0,.) I ( 0. 0,.) I ( 0. 0'1,) ( 1 • 9'1.) ( 0. O'I.) I I ( 1 • 9,r,) 

·- ---------------------------------,-• __ ,.:,,_!_, __ ,.:.,_,_, __ •. ::.,_[_, __ •. :., -1- , __ •. :., __ , __ •. :.,_, __________ 1_, __ ,.: .• __ 
I 3 I 3 I 1 I 1 I 2 · o I I 1 

c,ORENESS 

~;v !~ T£::MI C 

I < 5 . 7'1.l I < s.7'1.J I c 1.9'1.J I < 1,9,r,J I < 3.e~> < o.o,r,J I I < 13_2,., 

- . --------------·----------------------------------------------------------------------------------------------------------1 
Ml~Lf BODY/GENERAL I 

I 
--ilUUE/WEAKNESS I 

,, ~111.C:HE I 
1,1 1. 1 I IOUS SYNDROMES I 

,,U1PES LABJALIS, RECURRENT 
( 

,.10RV 
I ( 

. , .. RvNGITJS (SORE THROAT) I 
I ( 

I 
, .lS~.ELETAL ·I 

I ( 

0 
0,0ll,) 

o_g,.) I 
0 I 

O.Ollo) I 
0 

0,0'1,) 

0 
0. 0'1.) 

I 

' I 
I. 9'1.) 

I 
1 • 9'J.) 

2 
3.H) I 

( 

( 

( 

( 

( 

I 

( 

1 
1.91) 

, · :") I 
1 .9llo) 

1 
I. 9'1,) 

I 
1. 9'1.) 

0 
0.0'1,) 

0 
O. O'llo) 

0 
o.nJ 

( 

( 

( 

( 

( 

( 

( 

1 
I. 9ll,) 

,.~,.) I ( 
0 

O.Ollo) ( 

0 
o,o,., ( 

0 
o .o,., I ( 

0 I 
o .o ... , I c 

0 
0.01') ( 

0 
O.O'llo) ( 

1 
1.9%) 

1 
1 • 9'-) 

0 
o. 0'1.) 

0 
0.0'1.) 

0 
0. O'llo). 

0 
0.0'1,) 

0 
O.O'J.) 

0 

I 
I 
I 
I 
I 

I 
o.o,i,J I 

( 

( 

( 

( 

( 

( 

( 

I 
1. 9'llo) 

0. g,.) I ( 
1 I 

1 .9'1.) ( 

0 
0.0'1,) ( 

0 
0 . 0'1.) ( 

0 
0.011.) ( 

0 I 
0.0'1,) I ( 

0 
O.Oll,) I < 

0 
0,0,.) 

0 
0. O'llo) 

0 
I 
I 

o.o,r,J I 
I 

0 
0. Oll,) 

0 
0.0'1,) 

I 
0 I 0. 011,) 

I 
0 I 

0. O'llo) I 

0 I 
o.o,i,) I 

I 
( 

I ( 

I 
I 
I ( 

I 

( 

( 

I 
I < 

I 
I ( 

3 
s. 7") 

2 
3.811,) 

2 
3. B'l,J 

1 
1 . 9%) 

1 
1 . 9") 

1 
I . 9") 

1 
I. 9'1.) 

2 
3.8'1.) 

0 
0 
1.11 
N 
0 
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Table 10 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS B VACCINE 

I TOTAL VACCINEES I 53 PATIENTS) - DOSE 1 
1---------------------------------------------------------I DAYS POST VACCINATION 

CLINICAL 1----------------------------------------------------------------------------
COMPLA tNTS I O 1 2 I 3 I 4 I 5 

·································••1••········ .......... ········••1••········ .......... ··············•~••··· 
NECK PAIN I 1 0 0 I O I O I 0 

I c 1,91') c o.o'ilt> < o .o"> I < o.o,.> < o.o"> c o.o'ilt> 

~RM PAIN 

G!U~~TIVE SVSTEM 

ABDOMINAL PAINS/CRAMPS 

I 
I 
I 
I 
I 
I 
I 
I 

I 

' I , .91') I 
I 

o I 
o.o'ilt> I 

I 
o I 

o. Olio) I 
I 

0 
0 . 0%) 

1 
1, 9ll,) 

1 
1.H) 

0 
0.0llo) 

0 
0.01') 

0 
O.Ollo) 

0 
0.0llo) 

0 
o. o,i, > 

0 
0,0ll,) 

0 
0.0%) 

, 
1,91') 

0 
0.0%) 

0 
0. 0%) 

0 
0.0%) 

0 
0. Olio) 

NUMBER 
WITH 

COMPLAINTS 
•••••••••• 

I 
1 , 9'K,) 

1 
' . 9'11,) 

2 
3.8'K,) 

1 

'.9%) 

1lt.USEA o I o I o 
< o.o1') I c o.o,., I < o,o,., 

----------1----------1----------
0 I I O I I 1 

0,0%) ( 1. 91') ( 0. O'-) ( 1. 9%) 

---------- ---------- ---------- ---------- -----------
· . .- .:· ttS WITH COMPLAINTS 6 I 4 I 1 1 3 0 12 

c 11.J'ilt> < 1.s,., I < 1.91') ' . 9") ( 5.71') ( O.Ol') ( 22 . 6'W.J 

---------- ----------1---------- ---------- ---------- ---------- ---------- -----------
, , 1, , 11!> WITH NO COMPLAINTS 47 49 I 52 

( 88.7~) ( 92.5~) ( 98.1%) 
---------- ---------- ----------

52 50 53 41 
( 98.I~) ( 94.3~) ( 100.0'lC.) ( 77. 4'W.) 

---------- ---------- ---------- ---------- -----------
1·1:1< ,,111:, WI TH NO OATA 0 o I o 0 0 0 0 

I ( 0.0%) ( O,Ollo) I ( O.Ollo) 0.01') ( 0. 01') ( O.O'K,) ( O.OY.) 

0 
0 

"' IV -
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Table 10 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS B VACCINE 

--- - ---------------------------------------------------------------------------------------------

CLINIC AL 
COMPLAINTS 

••••••• ••••••••••••••••••••••• ••••• 
qE ACTION , LOCAL (INJECT , SITE) 

PAIN ON INJECTION 

SORENESS 

SVSTfMIC 

TOTAL VACCINEES ( 53 PATIENTS) - DOSE 2 I 
----------------------------------------------------------------------------1 

OAVS POST VACCINATION I NUMeER 
----------------------------------------------------------------------------1 WITH 

0 I I I 2 I 3 41 I 5 I COMPLAINTS 
......... . ······ · ··· ········ ···1 ····· ····· ... ................ . ··· ·······1·········· 

2 o I o I o o 1 I 2 

____ 3.e,c, 1 __ <_ . 0.0,c,1 -1- c __ o . o,c,1 _,_< __ 0.0,c,1 __ < __ o . o,c,> __ < __ 1 . 9 ,c, >_ ----------1-c __ 3 . e ,. , __ 

0 0 I O IO O 1 I 1 
0. o,c, ) ( 0. 0,C,) ( 0. o,c, I I ( 0 . o,c,) ( 0. 011. ) ( I • 9 ,C, ) I ( 1 . 9'1, ) 

I I I 
2 o I o I o o o I 2 

3 , e ,c, 1 < o.o,c, ) I < 0 . 0,c,1 I c 0 . 0,c,1 c 0.011. J < 0 . 0%) I < J.e,c,1 
---------- ----------1----------1---------- ---------- ---------- ----------1----- --- ---

1 I I 1 I 2 0 0 I 2 
1,9,c, 1 < 1,9,c, ) I < 1,9,c,J I < 3.e,c,) I c o.o,c,J < o . o,c,> I I 1 3.B~ > 

-------------------------------------------- --------------------------------------------------------------------------------
WHOLE BOOV/GENERAL I 1 I 1 I 0 0 I 

I 
I 

I. 9 ,c, ) ( I. 9,C,) ( I . 9 Y. ) ( I . 11,C,) ( 0.0,C, ) ( 0 . 0,C, ) ( 1.9,.) 
I 

FATIGUE/WEAKNESS I I 0 0 0 0 0 I 
I.HJ ( 0 . 0,C,) ( 0 . 0,C,) ( 0.0,C,) ( 0 . 0%) ( 0 , 0 ,C, ) ( 1 . 9 '1, ) 

I 
MAL AISE I 0 I 0 I 0 0 0 1 

o.O'll. l I ( 1.H) ( o.o,r. ) I ( 0.0,C, ) ( 0.0,r.1 ( 0 . 0,C,) ( I . 9Y.) 

I I 
HEADACHE I 0 I 1 I 1 0 0 I 

0.01!.) I ( I. 9 '11 ) ( , .9,C, ) I ( 

I 
1 . 9,C,) ( o.~J ( 0,0,C, ) ( 1 . 9 ,C, ) 

MUSCULOSKELETAL I 0 0 I I I 0 0 2 
0.0,C, ) ( 0.0,C, ) ( I .9" l I ( '.9,C, ), ( 0.011.) ( 0 . 0") ( 3 . 8,C, ) 

I 
NECK STIFF NESS I 0 0 I I I I D 0 2 

0.0" ) ( 0 . 011. > I ( 1 . 9"J I ( 1 . g" I ( 0 . 01!.) ( 0 , 0,C,) ( 3,8,.) 

-----------------------------------,---------- ---------- ----------,---------- ---------- ---------- ---------- -----------PERSONS WITH COMPLAI NTS 2 I 1 I 2 0 1 I 2 
3.8"') ( I.HI ( I .9,C, ) I ( 3 . B"l ( 0 . 011.) ( I . 9" J I ( 3 . BY. I --- --------------------------------1---------- ---------- --- -------,---------- ---------- ---------- ----------1-----------PERSONS WITH NO COMPLAINTS ' 51 52 52 I 51 53 s2 I 5, 

( 96 . 2%) ( 98.l ,C, ) < 9e.1"1 I c 96.2"1 (100 . 0,C, ) ( 99 . 1" ) ( 96 . 2Y. J 

0 
0 
~ 
rv 
N 
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, . ,11 :141 

1,u;..1uER 
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COMPLAINTS 
••••••••••••••••••••••••••••••••••• 
PERSONS WITH NO DATA 

Table 10 (cont.) 

PATIENl COUNl CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

!--------------____ TOTAL_VACC::::sP:ST5:A:::::::::---DOSE_2 __________________ 1 NUMBER 

1----------------------------------------------------------------------------I WllH 
0 I I 2 I 3 4 I 5 I COMP LA I NT S 

•••••••••• ••••·••••••l••••••••••I•••••••••• ••••••••••J•••••••••• ••• 0 ••••••f•••••••••• 
---------- ----------1----------1---------- ----------1---------- ----------1-----------

0 o I o I o o I o o 
o.o~l < 0.0~1 I < 0.0~1 I < 0.0~1 C 0.0~1 I < o.o~> I < 0.0~1 

~ 
0 
\JI 
N 

"" 
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Table 10 tcont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOTAL VACCINEl!:S ( 26 PAT! ENTS) - DOSE 3 I 
l------------ -- --------------------------------------------------------------1 
I DAVS POST VACCINATION I NUMBER 

CLINICAL 1-------------------------------- ---------------•---------------------------\ WITH 
COMPLAINTS I O \ 1 I 2 3 I <I I 5 COMPLAINTS 

•••••••••••••••••••••••••••••••••••t••••••••••I••••••••••!•••••••••• ••••••••••l••••••••••I•••••••••• •••• 0 ••••• •••••••••• 

-- ------------------·--------------1----------1----------1---------- ----------1----------1---------- ---------- -----------
PERSONS WITH COMPLAINTS I O I O I O O I O I O 0 

----------------------------1- c __ o.0%) -1- < __ 0 . 0%) -1-< __ o. □%> __ c __ o.0%>_!_< __ 0.0%> _1
1
_ < __ o . □%> ___________ 1_ 1 __ 0 . 0%> __ 

PERSONS WITH NO COMPLAINTS ( 17 17 \ 17 17 ( 17 17 ( \7 
I 1100 . 0%} <100.0%> I c100.0%l 1100.0%> I c100.0%) I <100.0%> I c100.0%> 

-----------------------------------1---------- ----------1---------- ----------1----------1---------- ----------1 -----------
l•ERSONS WITH NO DATA I O O I O O I O I O I 0 

I c 0.0%) < o.O%l I c 0 . 0%) < o. □%l I < 0.0%) I < 0.0%> I I < o . □%> 

0 
0 
VI 
1\1 

"' 
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Table 11 

PATIENT COi.MT Hl XIt1Ult TEHPERATUIIES 
RECOMBINANT HEPATITis B VACCINE 

I TOTAL VACCINEES I 53 PATIENTS! - DOSE l I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCIHATJOH I tUHMR 

Hl X TEMPERATURE l---------------------------------------------------------------------------------------1 WITH 
IO!G f , ORlll I O • 1 • 2 • 3 • IJ • S • • • HlX TEHP 

•••••••••••••••••••••••• •••••••••••••••••••••••••••••••••••••••••••••••••••••••!••••••••••••••••••••••••••••••••••••••••••• 
I • I • I • • • 

< '" I 31J • 38 • 33 I 35 I 35 I 33 • I 29 
I I 89.5:o • UD0.0iO • I 86.81.J • I 92.17.1 • C 91J.6%1 • I 94.37.1 • • I 76.31.1 

• • • • • I • • '19 - 99. 'ii I " I o • it • 3 I 2 I 2 • I e 
I ( 10.s;o • ( O.0iO • I 10 . 51.1 • ( 7.97.I I ( 5.4%1 I I s.n, • I ( 21.lY.I 
I I • • I I I I 

100 - · 10D.'il • O • o • l I o • D I 0 • • l 
• C o.or., • ( 0.01.1 • ( 2.67.) • ( 0.07.1 • ( D.07.1 I ( D.07.1 • • I 2.67.l 

------------------------•----------•----------•----------•----------1----------1----------•---------------------•-----------TEMPERATURE TAKEN I 38 • 38 • 38 • 38 I 37 • 35 • • 38 
• ( 71.TI.I . C 71.77.1 . C 71 . 7iO. ( 71.7lO. ( 69.87.J I ( 66 . 07.1. • I 71.7:!l 

------------------------•----------1----------1----------•----------•----------•----------•---------------------•-----------TEMPERATURE HOT TAKEN • 15 • 15 I 15 • 15 • 16 • 18 • • 15 
• I 28.3?.> • I 28 . JiO • I 28.3iO • C 28 . 37.1 • I 30.2?.l I I 34.D7.l • I I 28.3?.l 

0 
~ 

\II 

"' \11 
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Table 11 (cont. ) 

PATIENT COUNT HAXIHUH TEHPERATURES 
RECOt1BINANT HEPAT1r1s 8 VACCitl'E 

I TOTAL VACCINEES C Sl PATIENTSI - OOSE 2 I 
1---------------------------------------------------------------------------------------• • OAYS POST VACCINATION I NUl18ER 

HAX TEHPERATURE 1---------------------------------------------------------------------------------------• WITH 
(OEGF,OAALI I O I 1 • 2 I 3 I It I 5 • I .11AX TEHP 

•••••••••••••••••••••••••••••••••••l•••••••••• ••••••••••••••••••••••• ••••••••••I•••••••••• •••••••••••••••••••••• ••••••••••• 
• I • I I • I • 

< 99 • 28 I 27 • 28 • n I 25 • 23 • I U 
I I 87.5:0 I I e1 . 1:o • I 96.67.) I ( 96.lo7.I I I 1!9.37.1 I C 81!.SlO I I I · 71.97.I 

• I I • • • I I 
99 - 99. 9 I 4 I 1t I 1 I 1 I 3 I t I • 8 

• t u . 57.1 I I 12.97.1 I t 3.47.1 • t 3.67.1 I C 10. 1:0 I c 7. 77.) I • C 25.0lO 

I I • • I I I • 
102 - 102. 9 I o I o • a • o I o I 1 • I 1 

I t 11,07.1 I I 0.07.1 I C 0.07.1 • I 0 . 07.1 I I 0.0iO • I 3.&Xl I I c 3.17.1 

------------------------l----------l----------l----------t----------l----------l----------1---------------------1-----------
tEHPERATURE t Al(EN I 12 I n I n I za I 2a I 26 I • 32 

I I 60.47.1 I I 51!.57.l I c 54. no • I 52.&lO I I 52.87.1 I c 49 , lY.I • I t 60.ft,O 

------------------------1----------1----------l----------l----------l--------·-1-·--------l---------------------l-----------
tEHPERATURE HOT TAKEN I U I 22 I 24 I 25 • 25 I 27 • I 21 

I C :59.67.1 I I 41.5XI I C ft5,l7.1 I t lt7.27.I I C lt7.2l0 I C 50.97.I I I t 39.f>XJ 

0 
0 
lJ'I 
N 
0-
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Table 11 (cont.) 

PATIENT COUNT NAXIHU!t TEttPEAATURES 
RECOtlBINAHT HEPATIT~S B VACCINE 

I TOTAL VACCINEES C 26 PATIENTS) - DOSE 3 I 
1---------------------------------------------------------------------------------------I 
I DAYS POST VACCINATJON I NUt15U 

NAX TENPERAnJRE 1---------------------------------------------------------------------------------------I WITH 
(DEG F, . DRAlJ I O I 1 I 2 I 3 I 4 I 5 I I I NAX l[t1P 

••••••••••••••••••••••••l••••••••-1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••~1•••••••••• 
I I I I I I I I 

< 99 I s I s I s I s I s I s I I s 
I 1100.DX) I 1100.0X) I (100.0IJ I (100.0Z) I 1100.0XI I 1100.0X) I I 1100.07.1 

------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEttPERATURE TAKEN I 5 I 5 I s I s I 5 I 5 I I 5 

I c 19.2lO I I 19.ZiO I I 19,211 I I 19.2;0 I I 19.2;0 I I 19.2;0 I I t 19.27.1 
------------------------l----------l----------l----------l----------l----------1----------1---------------------1-----------
TEttPERATUl!E NOT TAKEN I n I u I u I 21 I 21 I 21 I I 21 

I I 80.81) I I eo.&lO I I 80.611 I I 80.81) I C 80.811 I I eo.e;n I I I 80.87.) 

0 
0 
1.11 
N 
-.! 
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Table 12 

PATIENT COUHT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

-- ------------------------------------------------------------------------------------------
TOTAL VACCIHEES ( 46 PATIENTS} - DOSE I 

----------------------------------------------------------------------------
CLINICAL _ 1---------------------------------•------------------------------------------

••••~~~:~:~~!!•••••••••••••••••••••1••••~•••••1••••!•••••1••••!•••••1••••~••••• •••• : ••••• ····~·-·••1••···••0•• 

DAYS POST VACCINATION 

REACTION. LOCAL (INJECT. SITE} I 8 2 I O I O O 0 

----.. ,.--- -- ----------------------1-:-·::;::-1-:--::;::-1-:--::~:-1-:--::;::- -:--::~:-1-:--::;::-•----------
I s ~llRENESS 10.9"} 

I I "- ~H. NOS 2.2%) 

2 I 
4. 3,.> I 

I 

0 
0.0,.} 

0 
0.0%) 

0 
0.0") 

o I o I o I o 
c o.o,.> I < o.o,.> I c o.o,., I < o.o"> 

0 
0 . 0%) 

0 
0 . 0,.) 

I 

I 

NUMBER 
WITH 

COMPLAINTS 
•••••••••• 

B 
( 17. 4Y.) 

2 
4. 3,.) 

5 
10. 9'11.) 

I < 2. 2,., 
I I ~;~~,c 2.2"> 

------,---1------2---1------2·--1------,--
( 2.2,.J I < 4.3,.> I < 4.3,.l I c 2.2%> 

------0---,----------1------4----
0.0"} I I < e.1%> 

.. ---- ------------------------------------------------------------------------------------
·:. • : 1 !, l:lODV /GENERAL I 1 0 I 

o. :,.} I 0 

o.:,.) I 0 1 
2. 2") ( o.o,.J I ( ( 0.0,.) ( ( o.o,.> ( 2. 2,i,) 

I I 
--.wE.l TING 1 0 0 0 1 

2.211,) ( o. 0'11) ( o. o'II > I ( 0.0%) ( O.O,r,) I < 0.0lO ( 2. 2,i,J 

I I 
: ,,; • J RATORV 0 0 2 I 2 I D z 

0.0%) ( 0.0'11) ( "· 3,.} I 4. 3,.) ( 2. 2'11) ( 0.0%} ( 4. 3'11.) 
I 

•:INUSITIS I 0 0 0 ' 0 0 1 
I ( 0.0%) ( 0.0,.) ( 0.0%} ( 2.2"). ( o. me.) ( 0 . 0'k) ( 2.2%) 
I 

PH~RVNGITIS (SORE THROAT) I 0 0 I 0 0 0 I 
I ( o.o,.> I ( 0.0,.) ( 2. 2,.) ( 0.0%) ( 0.0'11) ( 0.0%} ( 2. 2,i,} 
I I 

t•i•PER RESPIRATORY INFECT'' NOS I 0 I 0 ". ;,. , I ' 1 0 2 
( o. o" > I ( 0.0,.) ( ( 2. 2") ( 2. 2") ( 0 . 0,.) ( 4.3,.) 

I I I I 1,11; ,; ~TIVE SYSTEM .. , 1 I 1 0 I 0 I 
o.~,.1 I ( 0 I I 2 

I ( 2 . 2,r,) I ( 2.2%) ( 0.0,.) I ( 0.01') I ( o. o,., I I ( 4. 31'} 

0 
0 
\JI 
rv 
OIi 
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COMPLAINTS 
••••••••••••••••••••••••••••••••••• 

DIIIRRHEA 

NAUSEA 

!i:~11 TING 

·, ·,,;·1 s rll TH COMPLAINTS 

1 ·, ·,11$ ~J ITH NO COMPLAINTS 

, . •~ IN!> WI TH NO DATA 

0 

Table 12 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

TOTAL VACCINEES ( 46 PATIENTS) - DOSE 1 

---------------------
DAYS POST VACCINATION 

I 2 3 4 5 

NUMBER 
WITH 

COMPLAINTS 
• ••••••• •• )•••••••••• l•••••••••• l •••••••••• l••••• ••••• l •••••••••• t•••o•••••• I•••••••• •• 

o I , 
o.o,c, ) I 2 . 2% ) 

0 
0.0%) 

0 
0. 0 ,C, ) 

0 
0.0%) 

0 
0, O,C, ) 

I 
2 , ZlC. ) 

1 IO O I O O O I 1 2. 2% ) ( 0 • o,c, J ( O. o,c,) I ( 0 . OY. J ( 0 . OY. J ( 0 . OY.) C 2 . 2'- l 

o , o Io o o , 
0.0,c, 1 c 2.2,c,) < o.oY. J I < o.oY. J < o.o,c, J < o. o'- > c 2. 2,c, 1 

---------- ---------- ----------1------ ---- ---------- ---------- ---------- -----------
9 3 '2 2 I O 10 

( 17 . 4%) ( 8,SY. ) ( 4.3%) ( 4. 3%) ( 2. 2%) ( 0.0%) ( 21 . 7 ,C, J 

---------- ---------- ---------- ---------- ---------- ---------- ---------- -----------
38 43 44 44 45 46 36 

_<_82.:,C, J -1-(-93,:,C, ) - _<_95 , : Y. ) -1-(-95.:Y. ) - _<_97.:,.) -!-(100 . : ,C, )_ - - - - - - ----,-(-78 . : %) --

1 c 0. 0,c, 1 < o.o,c, ) I C o.o,. J I C o.o,. J I C o.o,. J I c o.oY. ) I I C o . o,c,J 

0 
0 
V, 

"' -0 
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··································· 

Table 12 (cont. ) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

TOTAL VACCINEES ( 46 PATIENTS) - DOSE 2 
---------------------
DAYS POST VACCINATION 

0 I I I 2 I 3 I 4 I 5 

········••1••······••1••········ .......... ··········1·········· 
~E-~TJOH,_LOCAL-(IHJECT._s,TE) _____ j_ < __ &.~'I.) _1_c __ 2.!,., _j_< __ o_g,.) _j_c __ o,g,., - _< __ o_g,.,_,_< __ o_g,., -

; l,FlAMMATION 

. .- I•:' 5S 

··:s ~ITH COMPLAINTS 

- :, , ,; \ofl7M NO COMPLAINTS 

.:m:; WITH HO DATA 

31 o I o I o o I o 
6.5%) ( 0.0'1.) ( 0.0'1,) I ( 0,0'1.) I ( 0.0'1.) I ( 0.0%) I 

____ o_g,.> _I_ < __ 2.~"' __ c __ o_g,., _1_ < __ o_g,.,_1_ < __ o_g,., _l_< __ o.g,., _1 

3 
6,5'1,) 

1 
2.2'") 

----------1----------43 45 
( 93.5'1,) ( 97.8") 

o I o 
0,0'1,) ( 0.0'1,) 

---------- ----------
46 46 

( 100. O'I.) ( 100.0'1,) 

0 
0.0'1.) 

----------
46 

( 100.0") 

----------1---------- ---------- ---------- ----------
0 0 0 0 0 

( 0,0'1.) ( 0.0'1.) ( 0.0'1.) ( 0,0'1.) ( 0 , 0") 

0 
0 .0'1.) 

----------
46 

(100.0") 

----------
0 

C O. O"-l 

•••••••••• 

I 
I 
I 
I 

NUMBER 
WITH 

COMPLAINTS 
•••••••••• 

4 
8.7'1.) 

3 
6. 5'11,) 

I c 2. 2"1 
----------1-----------1 4 

I c e . 11,J 

----------1-----------42 
I ( 9 l • 3'1.) 

----------1-----------
1 < o_g,., 

0 
0 

"' ...., 
0 
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Table 12 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

TOTAL VACCINEES ( 21 PATIENTS) - DOSE 3 

CLINICAL 
CO!olPLAINTS 0 2 

---------------------
OAVS POST VACCINATION 

3 4 5 

NUl\l8ER 
WITH 

COMPLAINTS 
•••~•••••••••••••••••••••••••••••••l••••••••••l••• ••••••• l••••••••••l••••••••••l••••••••••l••••••••••l••••••••• • I•••••••••• 

r,~r.TlON, LOCAL (INJECT. SITE) I O I I 
0,0,.) ( 5.9") 

0 o,o,., a I o 
( 0.0%) ( 0.0%) 

----------1----------
. .. Ill I 0 

1 o.o,., I c 5.9"> 
0 o,o,., 0 I o ( o.o,., ( o.o,., 

·· -w1c -------------------------,------,---1------,---
I ( 5.9") I ( S . 9") 

I 
5.9,.) 

----------1----------
1 I I 

~,' ' !:K[1V/GENERAL 

11(:;.t••CHE 

I 
s.~,., I 

I 

I 
5.H) 

I 
5.9,.) 

5,9,.l I < s.9,.l 

1 
5.9,.) 

1 
5 .9,.) 

I 1 I 1 
( 5.9,.l I ( S.9") ( 5.9%) ( 5.9") I ( 5.9%) 

·- -- ---------------------------1---------- ---------- ---------- ---------- ----------
•·· 1:-1")NS WITH COMPLAINTS I 1 2 1 1 I 1 

( 5.9") ( 11.8") ( 5.9,.) ( 5.9") ( 5.9") 
·· ·------------------------------1---------- ---------- ---------- ---------- ----------.;.-.. •us wtTH NO COMPLAINTS I 16 15 16 I 16 1& 

I 94_1,., I c ee.2"> 1 94.,,., I c 94.1"1 I 94.1,., 
-- - · - -----------------------------

1 ----------1----------1----------1---------- ----------
••r 1: .-,. •II~ WITH NO DATA 0 I O I O I D 0 

0.0") I ( O.OT.) I ( o.o,., I ( 0.0") ( o . o,., 

0 
o.o,., I 

I I 5. 9,.l 
----------1----------1-----------

0 I I , 
< o.o,., I I c 5 . 9,.l 

----------,----------1-----------
1 I I 

< 5.9,.l I I c 5.9Y.J 

, 
5 . 91') 

, 
5.9,.) 

, 
5. 9%) 

16 
( 94,1") 

0 o,o,., 

1 
5.9,.) 

I 
5.9Y.) 

2 
( I I . 8,.) 

---·------1-----------1 15 
I c ee. 2,. > 

----------1 ------0----
1 ( 0.01') 

,:, 
0 

"" ...., ... 
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Table 13 

PATIENT COUNT NAXIHUl1 TEHPERATURES 
RECONSIHANT KEPATI~lS 8 VACCINE 

I TOTAL VACCINEES I 46 PATIENTS) - DOSE l I 
1---------------------------------------------------------------------------------------I I DA'YS POST VACCINATION • IM18ER 

HAX TEHPERATURE 1---------------------------------------------------------------------------------------I WITH 
IDEG F, ORAll I O I 1 • 2 I 3 • 4 I 5 • • • MAX TEMP 

••••••••••••••••••••••••••••••••••• l••••••••••••••••••••••••••••••••••••••••••• I•••••••••••••••••••••••••••••••• ••••••••••• 
I I I I I • I • 

< 99 I n I 35 I 34 I 31 I 54 I 33 I I 26 
I 1 86.87.1 I 1 94.6lO I I n.,r.1 I 1 86 . tr.1 I t n.,r., I 1 '7 . 1r., I • 1 68.4r., 
I I I I I I I I 

99 - 99.9 I s I 2 I 3 I s I 3 I l I I 12 
I I n.2x1 I I s.47.J I 1 8.1r.1 I t 13.9"/.I I t 8.1x1 I c z.,r., I I 1 31.6?.> 

------------------------1----------1----------I----------I---------- I----------I----------I---------------------I-----------
TEHPERATURE TAKEN I 38 • 37 I 37 I 36 I 31 I 34 I I 38 

I I 82.67.1 I I 80.4l0 I < 80.47.1 I t 78.~I I I 80.47.1 1 t 73.91.1 I I 1 82.6i0 

------------------------1----------1----------l----------l----------l----------l---------- l---------------------•-----------
TENPERATURE NOT TAKEH I 8 I 9 I 9 I 10 I 9 I 12 I I 8 

I t 17. 47.1 I t 1'1,6:1.1 I I 19.67.1 I t 21.77.1 I 1 19.6?.I I c 26 . 1:0 I I 1 17.47.I 

0 
0 
\11 

""' 1\/ 
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Table 13 (cont.) 

PATIENT COUNT HAXIH\Jt1 TENPEl!ATIJRES 
,u:cotmINlNT HEPATITIS 8 VACCUIE 

I TOTAL VACCIHEES ( 46 PATIEHTSI - OOSE 2 I 
l---------------------------------------------------------------------------------------1 I OAYS POST VACCINATION I NUMBER 

HAX TEHPEl!ATUl!E l---------------------------------------------------------------------------------------1 WITH 
IOEG F, OOAll I O I 1 I 2 I 3 I It I 5 I I I NAX TEHP 

••••••••••••••••••••••••l••••••••••l••••••••••l•••••••-•l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• I I I I I I I I 
< 99 I a I 24 I u I tS I n I to I I 11 

I c es.s:o I c u.3Y.I I c eo.ex, I c 96.ZY.I I I n.1x1 I c s1.oio I I 1 6S.4:o 
I I I I I I I I 

99 - 99. 9 I 3 I 2 I s I 1 I 7 I 3 I I 9 
I I 11.SY.I I I 7.7Y.I I I 19.2,O I I l.87.l I I 26.97.1 I I ll.0lO I I I 34.67.l 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEltPEIIATURE TAKEN I 26 I 26 I 26 I 26 I 26 I Zl I I Z6 

I I 56 • .5Y.I I I S6.5Y.l I I 56.SY.I I I 56.57.1 I I 56.57.1 I I S0.0Y.l I I I 56.51.J 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TErtPEIIATURE HOT TAKEN I 20 I 20 I 20 I 20 I U I 23 I I zo 

I c 43.s:o I c u.sr., I c 1tJ.s:1.1 I I ttJ.s1.1 I c 4l.sx, I t so.ox, I I 1 43 .sio 

c:, 
0 
Ill 

""' ""' 
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Table 13 (cont. ) 

PATIEHT COUNT HAXIt1Ul1 TEHPERATURES 
RECOt18INANT HEPATITIS 8 VACCINE 

• TOTAL VACCINEES I 21 PATIEHTSl • DOSE 3 I 
l---------------------------------------------------------------------------------------1 
• DAYS POST VACCIHATIOH I HUMBER 

11AX TEMPERATURE •-------•---•••·------------------------------------------------------------------------1 WITH 
«DEG r, ORAU I o I 1 I 2 I 3 I 4 I s I I • 11•x TEMP ........................ ........... , .......... , ..........•.......... , .......... , ..........•..........•.......... •.......... 

• • I • I I • • < 99 I 10 I e I 9 I 10 I ci I , I I 7 
• 1 e3.3;0 I , 12.no • 1 e1.ex, I I cio.9;0 I , e1 . ex1 I , e1.er., I • , ss . 3;0 
• I I I I I I I 

99 - 99. 9 • 2 • J • 2 I l I 2 • 2 I • s 
• I 16.1lil I l 27.JiO • t 1e.2;0 I r 9.17.1 I t 1e . 2x1 I t 1e . 2;0 I I l 41.71/.l 

------------------------ •----------•----------I ----------I----------I----------I----------I---------------------I-----------
TEt1PERATIJRE TAKEN I 12 I 11 • 11 I 11 I 11 I 11 I I 12 

I l 57.lXJ I ( 52.4XI • l s2 . 1t:o • I 52.ltX) f I 52.4:1.1 I I 52 . 4XJ • • I 57.liO 

------------------------•----------•----------•----------•----------1----------1----------•---------------------•-----------TEHPERATURE NOT TAl< EH • 9 I 10 • 10 I 10 I 10 I 10 I I 9 
• I 42.9:1.1 I l lt7.6:t.l I I 4 7 . 6Y.I I I 47.61.l I I 47.6l0 I I 47.67.1 • I I 42.97.l 

0 
0 
u, 
~ 
.co 
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· ·1 ~IC 

~ Fl'. .'0~ iuEHERAL 

• ·. , ,,;ue,wEAKNESS 

11t. 'lJACHE 

Table 14 

PATIEHT COUNT CLIHICAL COMPLAINTS 
RECOMBINANT HEPATITIS B VACCINE 

I TOTAL VACCINEES ( 43 PATIEHTS) - OOSE I 

1
----------------------------------------------------------------------------0AVS POST VACCINATION 
----------------------------------------------------------------------------

0 I 2 3 A 5 
·········· ........................................ ··········1·········· 

0 3 0 0 0 0 
0 . 0'1) ( 7.0'1) ( 0.0%) ( 0.0'1) ( 0.0'1) ( 0.0'1) 

0 3 0 0 0 I 
0. 01') 7,0'1) ( 0. 01') ( 0.0'1) ( o _g,,,, I ( 0 . 0,r,1 I 

0 
O . O'll,) 

I ( o.~,., 

2 
4,7'1) ( 

I 
2. 3'1) ( 

0 0 
0.0%) ( O.O'll,) 

0 0 
o. 0'1) ( o.o,i.J 

0 0 
( 0.01') ( 0. 0'I) 

0 0 
( 0.01') ( 0 . 0'1) 

---- -------------------------1---------- ---------- ---------- ---------- ---------- ---------- ----------
. NS WITH COMPLAINTS I 0 

( 0 . O'll, ) 

., ... r,s WI TH NO COMPLAINTS 43 

3 0 0 0 0 
1.0'1) ( 0.0%) ( 0. O'I) ( 0.0'1) ( 0.0'1) 

---------- ---------- ---------- ---------- ---------- ----------
40 43 43 43 43 

I 
(100.010 

;·,11•, WITH NO DATA 0 
( 0.01') 

( 93.o•> <100.o,c.> I (100.0 ... , (100.0'll ) ( 100 . 0• > 

---------- ----------1---------- ---------- ----------,----------
0 0 I 0 0 

o.~ .. , I ( o.o,., ( o.o,c.> I < 0.0'11,) ( 0.0'11,) ( 

NUMIIER 
WITH 

COMPLAINTS 
•••••••••• 

( 

( 

( 

3 
7.0'1) 

3 
7,011) 

2 
4 . 7Y,) 

1 
2, 3,.) 

-----------
3 

( 7.0'4) 

-----------
◄ O 

( 93.0'1) 
-----------

0 
( 0.0'4) 

0 
0 
\JI 
1.,1 

"' 
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Table 14 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS B VACCINE 

TOTAL VACCIHEES ( 43 PATIENTS) - DOSE 2 

OAVS POST VACCINATION I HU~OEP 
, t l~ICAL ---------------------------------------------------------------------------- WITH 
• . m-'U'1NTS O I 2 3 4 S COMPLAINTS 

' •·•••••••••••••••••••••••••••••• •••••••••• •••••••••• •••••••••• •••••••••• ••••••••••'••••••••••'••o••••••• •••••••••• 
I 

• . ION, LOCAL (INJECT. SITE) 4 3 1 , o I o I " ( 9.3'1) l 1,011,) ( 2 .3Y.) _< __ 2,3'1) __ < __ D.OY.) __ < __ O.O'I) _ ( 9. 3,t,) 

V~IH---------------•----••-•---,-----•,--- ---------- ---------- ---------- -----------
I I 

I O I 0 
1 

2,3'1) ( 2.3'1) ( 2. 3'1) ( 2.3'1) I ( 0.0'1) l 0.0'1) ( 2. 3'1) 

SORENESS I '2 1 0 o o I o 2 
4.7l" ( 2.3'1) ( o. 01') ( 0.0S) ( 0.0Y.) I ( 0.0SJ ( 4.7'1) 

IN0URATI0N ' 0 0 0 0 I 0 ' ( 2. 3'1) ( 0. 0Y.) l 0.0Y.l ( 0.0S) ( 0. 0,C,) ( 0.011,) ( 2. 31') 

HEMAT0MA 0 I 0 0 0 0 ' ( 0.011,) ( 2.3'1) ( 0.0Y.) ( 0.011,J ( 0.0'11.) ( 0. DY.) ( 2.3'1) 
·---------------------------------- ---------- ---------- ---------- ---------- ---------- ---------- ---------- -----------
5VSTEMIC 0 2 2 '2 0 0 2 

0. 011,) ( 4. 7") ( 4,711,) ( 4.7'1) ( 0.0Y.J ( 0. 0Y.) ( 4. 711,) 

•·,••:>, f eoov /GENERAL I 0 I I 
, 1 0 I 

o.g,., I 1 
0. 011,) ( 2,311,) ( 2. 311,) { 2 ,311,) ( 0.011,) I ( ( 2. 311,) 

I 
•:lA0ACHE I 0 I I 1 1 0 0 ' 0.0'11,) l 

2 ·:,., I , 2. 311,) ( 2 .3'11.) ( 
0.(111,, I { 0. 011,) ( 2,311,) 

· I .1·1,lAT0RV I 0 ' 2 .~'II.) . I , o.~11,) 
0 ' 0. 011,) ( 2,3'1) ( 2. 3'1) ( ( 0. 011,) ( 2.311,) 

uPrER AESPJAAT0AV INFECT •• NOS I o 
I ( 0,0'IJ 

1 1 I 1 I 0 0 I c ' 2. 3'1) ( 2. 3Y.) ( 2. 3Y.) I ( 0.011,) ( 0. UY.) 2. 3SJ 
-----------------------------------1----------rEAS0HS WITH COMPLAINTS 4 

I c o. 311,1 

---------- ---------- ---------- --------·- ---------- ----------1-(-14.~11,)--5 3 3 0 0 
( I I .6'1) ( 7.011,) ( 7.0'1) ( 0.011,) ( 0 .011,) 

-----------------------------------1---------- ---------- ---------- ---------- ---------- ---------- ---------~,-----------
PEAS0NS WITH HO COMPLAINTS ,I 39 

I < 90. 7Y.l 
38 40 40 43 43 I 37 

Bll .4'1) ( 03.011,) ( 93.0'1) ( 100.010 (100.011,) ( 116.011,) 

0 
0 
1.11 
VI 
0-
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Me ALf l UN. LOC AL (INJECT. SITE) 

SORENESS 

Table 14 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOT AL VACCINEES ( 38 PATIENTS) - DOSE 3 I 
---------------------------------------------------------------- ------ ------

OAVS POST VACCINATION 
1----------------------------------------------------------------------------

o I 1 I 2 I 3 I ~ I 5 I •••••••••• •••••••••• •••••••••• •••••••••• ••• ••••••• l•••••• •••• I•••••••••• 
0 

O.O'll. ) 
2 

6.71, ) 
2 

6. 7'll. ) 
0 

O.O'll ) 
0 

0. O'll, ) 
0 

O. O'll. J 

NUMBER 
WITH 

COMPLAINTS 
•••••••••• 

2 
6. 7'11,) 

o 2 2 o o o I 2 
O. O'll l ( 8 . 7'll. ) ( 6.7'll. ) ( O. O'll. ) ( O.O'll. ) ( O.O'll. J I ( 6 , 7'll. l 

--···-----------------------------1---------- ---------- ---------- ---------- ---------- ---------- ----------1-----------
.,, , lEMIC I 0 0 0 0 0 I I 

3.3'll. ) ( O.O'll. ) ( O.O'll.) ( O.O'll. ) ( D.O'll. ) ( O. O'll. ) ( 3.JY. ) 

·--------------------------------------------------------------------------------------------------- ----- -- -- ---------
, ;•tlll. E BODV /GENERAL 

'1o\LA I SE 

11', r,/ ITH COMPLAINTS 

u ·, WITH NO COMPLAINTS 

••· ·· 111 JH NO DATA 

I . 
. ( 

I 
3 . 31, J 

I 
3 . J 'll. ) 

I 
3 . 3'll. J 

0 I O I O I 
< 0.01, J I < o . o,r,J < 0.0,r.1 I < 

_< __ o_g,. l_,_< __ o.g,.,_ll_< __ o.~,., -l-< __ o_g,. ,_ 
2 2 0 0 

( 8.7,r. ) . ( e . 11, ) < o.o,r. J I ( 0.01, ) 

o_g,., I 

30 
29 I 21 I 28 I 30 _,_vs.1• 1_

1

_<_v3.3,. l __ <_93 . 3" > __ (100.os J _ 

o o o I o 
l o.o• > ( o.o• > I < o . os i I < o . o• > 

( 100.0,r. ) 

0 
0.01. ) 

o I 
o.o ... , I 
o_g,., I 

0 
o.o,. , 

30 
(IOO.o,r. ) 

0 
0 . 0 '1 } 

1 1 
J. 3 ,. ) 

1 
3. 3") 

3 
( 10.0'll.) 
--------

27 
( 90 . 0,r.) 

0 
0 . OY. ) 

0 
0 
\It 
ul 
0, 
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DOSE 10 tlCG 

Table 15 

PATIENT COUNT HAXI111J11 TEMPERATURES 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOTAL YACCIHEES C 43 PATIEHTS) - DOSE 1 I 
1---------------------------------------------------------------------------------------I 
I DAYS POST VACCINATION I HUMBER 

MAX TEMPERATURE 1---------------------------------------------------------------------------------------I WITH 
I DEG F, ORAL I I O I 1 I Z I 3 I 4 I 5 I I I MAX TEHP 

••••••••••••••••••••••••l••••••••••l •••••••••• l•••••••••• l•••••••••••••••••••••l••••••••••l•••••••••• l•••••••••u l•••••••••• I I I I I I I I 
< 99 I 36 I 40 I 39 I 39 I 36 I 32 I I 31 

I c es.r.1., I c 9s.2x1 I c 95.ox, I c 9s.o:o I 1 94.n, I noo.ox, I I c n.e:o 
I I I I I I I I 

99 - 9-,. 9 I 6 I 2 I 2 I z I z I o t I u 
I C 14.3%1 I I 4.9i0 I C s.o;o I C 5.0iO I I 5.3r.l I C 0.0iO I I C 26.2%1 

------------------------l----------l----------l----------l---------- l----------1----------1---------------------I-----------
TEMPERATUl!E TAKEN I 42 I 42 I 40 I 40 • 38 I 32 I I 42 IC 97.T/.) IC 97.7%1 IC 93.0%) IC ,,.or., I C e&.4i0 IC 74.4%) I IC ,1.n, 
------------------------1----------1----------I----------I---------- I----------I----------I---------------------I ------ -----
TEHPERATUl!E NOT TAKEN I 1 I l I 3 I 3 I 5 I 11 I I l 

I I 2.3X I I I 2.3i0 I C 7.o:o I I 7.DiO I I ll .6Y.I I C 25.6Y.J I I I 2.31/.l 

0 
0 
Vt 
va 
,0 
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Table 15 (cont.) 

PATIENT coum lhx::t11JM TElfPEl!ATURES 
RECOl1BIHANT HEPATITIS 8 VACCINE 

• TOTAL VACCINEES ( 43 PATIENTS! - DOSE 2 I 
1---------------------------------------------------------------------------------------• • DAYS POST VACCllfATIDH • t«Jt18ER 

11AX TEMPERATURE •---------------------------------------------------------------------------------------• WITH 
I DEG F • Ol!AU • 0 • l I 2 • 3 • 4 • 5 I • • MAX TElfP ........................•.......... , ........... , ..........•..........•.......... , .•........ , ..........•..........•.......... 

• I I • • • I • 
< 99 • 37 I 36 I 37 I le • '37 I 33 • I :n 

• I 92. 51.) • ( 90. Ol I I ( 94. 9'/. I • I 97. 4l I • I 94. 9iO • ( 94. 31.1 I I ( 77. 57.1 
• I I I I I I I 

99 - 99. 9 • l I 4 I 2 I l • 2 I 2 I • 9 
• I 7.s;o • ( 10.0;0 I I S.17.1 • C 2.67.) • I 5.llO • I 5.77.1 I • I 22.57.1 

------------------------•----------•----------l----------•----------•----------•----------•---------------------t-----------TEt1PERATUlE TAKEN I 40 • 40 I 39 I 39 • 39 • 35 I • 40 
• I 93.0lO. I 93.07.1 I I 90.77.1 I I 90.77.1. ( 90.7iO I ( 81.47.1 I • C 93 . o;o 

------------------------•----------•----------l----------l----------•----------•----------l---------------------•-----------TEl1PERATURE NOT TAKEN • l • l .I 4 I 4 • 4 • 8 • I 3 
• I 7. 01. J • 1 7. 07.1 I 1 9. 3;0 I 1 9. 37. I I I 9. lY. 1 • I 1a. 67.1 I I 1 7. r • 

0 
0 
I.II 
.c:, 
0 



STUDY 
TREATMENT 
LOT NIJl1BEII 
DOSE 

OMO 

Cl220 
10 HCG 

Table 15 (cont.) 

PATIENT COUHT MAXll1UH TEMPERATURES 
REC0118INAHT HEPATITIS 8 VACCIIIE 

I TOTAL VACClNEES ( 38 PATIENTS! - DOSE 3 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATI<»f I NU118ER 

MAX TEMPERATURE 1--------------------------------------------------------------------------------------- I WITH 
(D[GP',DRALJ IO I l I 2 I l I 4 I 5 I I IMAXTEHP 

•••••••••••••••••••••••• l•••••••••• l••••••••••l••••••••••l•••••••••• l••••••••••l••••••••••l•••••••••• l••••••••••I•••••••••• 
I I I I I I I I 

< 99 I 17 I 19 I 1a I 19 I 18 I 16 I I 16 
I I es .or., I 1 95.07.J I ( 9o.o;o I ( 95.0in I 1 94.7XJ I 1 ~.i;o I I I eo.0%1 
I I I I I I I I 

99 - 99 . 9 I 3 I 1 I z I 1 I 1 I 1 I I 4 
I I 15.0)0 I I 5.o;o I ( 10.0;0 I ( 5.0%) I ( 5.3)0 I ( 5 . 9%l I I ( 20.0;0 

------------------------1----------1. --------- I----------I----------I----------I----------I---------------------I-----------
TEl1PERATURE TAKEN I 20 I 20 I zo I 20 I 19 I 17 I I 20 

I I 52.6%1 I I 52.6:1.l I l 52 . 6%) I ( 52.6%l I I 50.0%) I ( IJ4. 7)(1 I I I 52.6%1 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-----------
TEl1PERATURE NOT TAkEK I 18 I 18 I 18 I 18 I 19 I 21 I I 18 

I I 47,4;0 I I 47.4:1.l I l tt7.";o I l tt7.4XI I I 50.0XJ I I 55.37.J I I I 47 . 4%1 

..,,. 

0 
0 
VI 
b -



STUDY 882 



PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

STUDY PROCEDURE: 

23961/861/1 
1/19/86 

Alum-Adsorbed Recombinant Hepatitis 8 Vaccine. 
Study 882 

To evaluate antibody and clinical responses to 10 mcg 
doses of recombinant hepatitis B vaccine 1 n healthy 
adult male volunteers. 

Recombinant Hepatitis B Vaccine - Alum Adsorbed: 
Lot #81990D/18066/C-L215 

Shiro Iino. M.D. 
First Department of Internal Medicine 
Faculty of Nedicine 
University of Tokyo 
Hongo. Bunlcyo-ku. Tokyo 
Tokyo. Japan 

Tokyo and Osaka. Japan 

February 26, 1985 

In progress 

The population consists of 40 healthy adults (20 to 59 
years of age) who are negative for hepatitis B virus 
serologtc markers. have normal liver function tests 
and have not previously received any hepatitis B 
vaccine. 

Each participant receives a 10 mcg intramuscular 
injection of vaccine on day 0, 1 and 6 months. Study 
subjects are asked to record their temperatures and 
any local or systemk complaints for five days after 
each injection. 

Serum samples are obtained prior to vaccination, and 
at 1, 2, 3, 4, 5, 6, 7, 9 and 12 months post initial 
injection. All specimens are assayed for HBsAg, 
ant i-HBs, ant i-HBc 11nd severa 1 other laboratory 
examinations by the bffij SantDles may 
also be assayed at (b) (4) for 
yeast antibody. 

00542 



RESULTS: 

23961/861/2 
l/19/86 

Study 882 

INITIALLY SERONEGATIVE HEALTHY ADULTS 

10 mcg lot #819900/l8066/C-L2l5 at 0, l, and 6 months 

1. Number Vaccinated: 

Injection Number 
Dose Level _l_ .J_ _3_ 

10 mcg 40 40 40 

2. Serologic Results: 

00543 

When the cutoff was S/N >2. 1 , the ant i-HBs 
seroconversion rate was 33%- (13/40) one month 
after the first injection, and l0OS (40/40) at 7 
1110nths. Table l lists antibody responses for up 
to nine 1110nths of follow-up. 

3. Clinical Coroplaints: 

Clinical follow-up data are available for 40 
participants following each injection. 

Type of Dose F ·------ in \ bY Inil!ction No. 
CGID1•int ~ 1 2 3 

Injection 10 ,neg 10 (4140) 13 (5/40) 10 (4/40) 
Site 

Systan\c 10 n::g 8 (3/40) 3 (1/40) 5 (2/40) 

There have been serious or alarming adverse reactions 
attributable to vaccine reported. 



RIA 
Cut-Off 

Index 

<2.1 

Study 882 

Table 1 

Antibody Responses Among Healthy Male Adults Following 
Vaccination with 10 mcg Doses of Recombinant Vaccine 

Lot C-L215 at 0, 1, and 6 Months 

Anti-HBs Res2onse 
Before 1 Mo. 2 Mos. 3 Mos. 4 Mos. 5 Mos. 6 Mos, 7 Mos. 

40 27 12 8 4 4 4 

9 Mos. 

- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - ------
2. 1-21 
21-103 

105-208 
210-

Seroconversion % 

23961/861/3 
1/3/86 

12 
1 

32.5 

23 24 24 
5 8 9 

3 

70.0 80.0 90.0 

18 20 5 5 
13 13 3 3 

4 3 24 19 
1 8 12 

90.0 90.0 100 100 
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STUDY 883 



PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

OOSQS 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 883 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among health care 
personnel II/ho are negative for hepatitis B virus 
serologic markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot 81954I/1807l/C-L220 (10 mcg HBsAg/ml) 

Stanley Plotkin, ~.D./Stuart Starr, M.D. 
Division of Preventive Medicine 
Joseph Stokes, Jr. Research Institute 
Children's Hospital of Philadelphia 
Philadelphia, Pennsylvania 19104 

Vernon Brightman, DMD, DOS 
Univ. of Pennsylvania 
School of Dental Medicine 
Philadelphia, Pennsylvania 19104 

University of Pennsylvania 
School of Dental Medicine 
4001 Spruce Street 
Philadelphia, Pennsylvania 19104 

DATE STUDY INITIATED: November 13, 1984 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of approximately 50 
healthy dental students of either sex (excluding 
pregnant women), who are negative for HBsAg, anti-HBc 
and ant 1-HBs, have a nonna 1 ALT 1 eve l and have not 
previously received any hepatitis B vaccine. 

23981/1 
l /16/86 



STUDY PROCEDURE: 

RESULTS: 

23981/2 
l /16/86 

Study 883 

Eligible study participants receive a 0.25 ml (5 mcg 
HBsAg) or 0.5 ml (10 mcg HBsAg) intramuscular 
injection of vaccine at 0, 1, and 6 months. Vaccine 
recipients record their temperature and any local or 
systemic complaints for five days after each injection 
of vaccine. 

A blood sample 1s obtained approximately two weeks 
before the first injection of vaccine. Post
vaccination blood samples are obtained at 2 weeks, l, 
2, 3, 6, 8, 12 and 24 months. 

A 11 serum samples are assayed for HBsAg, ant 1-HBc, 
anti-HBs, and ALT. Samples may be tested for yeast 
antibody. In addition. samples with an anti-HBs titer 
> 25 mIU/ml may be tested for anti-a and anti-d 
subtype spec1f1city. - -

HEALTH CARE PERSONNEL 

5 mcg Lot Bl9541/18071/C-L220 at 0, 1, and 6 months 
10 mcg Lot 819541/18071/C-L220 at 0, l, and 6 months 

1. Number Vaccinated: 

Injection No. 
Dose (mcg) _l_ __2_ 

5 
10 

25 
28 

2. Seroloq1c Results: 

25 
28 

24 
27 

Serolog1c data at 7-8 months are available for 20 
study participants who received a 5 mcg dose and 
24 participants who received a 10 mcg dose of 
vaccine. 

OOSQb 



RESULTS: (Cont.) 

23981/3 
1 /16/86 

OOSQ7 

Study 883 

At 7-B months, ant1-H8s responses are as follows: 

!. Anti-His PosHlve Gl'1T C11IU/111) 
Dose All Responders 
(lllCg) S/11 ?:2- 1 mIU/111 ?:10 Vaccinees S/t:l ?2. I IIIU/al ~10 

5 100(20/20) 95(19/20) 215 .3 
10 100(24/24) 96(23/24) 81li3.2 

3. C11n1cal Results: 

215,3 
863 .2 

259.0 
1084.9 

Clinical follow-up data are available for 25 (5 mcg 
dose) and 28 (10 mcg . dose) study participants 
following the first two injections and for 23 (5 
mcg dose) and 27 (10 mcg dose) participants 
following the third injection of vaccine. Clinical 
complaints and maximum temperatures reported 
following each injection are provided in Tables 
2-5. In sunmary: 

Clinical Dose I Freguenc~ b~ Injection No. 
Complaint .tmw. l 2 3 

Injection 5 4(1 /25) 0(0/2S) 4(1/23) 
S1te 10 7(2/28) 4(1/28) 4(1/27) 

System1c 5 28(7/25) 4(1/25) 13(3/23) 
10 29(8/28) 18( 5/28) 15(4/27) 

No serious or alarming adverse reactions 
attributable to vaccination have been reported. 

ALT E 1 evati ons 

Alanine a11inotransferase levels were normal in all 
vaccine recipients except for elevations at 8 
months in two participants. Case Nos. bJ (6 
had ALT levels of 116 and 122, respectivel'-y~,--a-t•-
8 months. However, the serum sample obtained from 
Case No. (b) (6) was hemolyzed. Subsequent serum 
samples have not been obtained from this individual. 



23981/4 
1/16/86 

. Study 883 

ALT Elevations (Contd) 

Case No J b) (G) had a noma 1 ALT 1 eve 1 at 12 months. 
Neither individual has sho"1TI any clinical or 
serologic signs (HBsAg or anti-HBc) of hepatitis B. 

HBV ~arkers (HBsAg) 

One 1n1tially seronegative vaccine recipient (5 
mcg dose) had a 6~nth post-vaccination serum 
sample marginally positive for HBsAg (SIN"' 2.4). 
The same serum sample was reported negative on 
retest (S/N ~2.1). All other post-vaccination 
samples, including the sample obtained · at 8 
months, were negative for HBsAg. All serum 
samples were negative for ant1-HBc. Alanine 
aminotransferase levels were nonnal. The subject 
developed anti-HBs at 3 months . 

Events Reported to OoBRR 

A ) 6 developed persistent cough and 
t 1 redness. He was seen by a phys 1c 1an 
approximately 4 months after his second injection 
(10 mcg dose) of vaccine and was tentatively 
diagnosed as having chronic lymphatic leukemia. 
The illness is felt not to be related to the 
vaccine. 

oosqa 



Till!!! 
(Rlmths) 

2 e,ee!cs 

2 

3 

6 

118 

23981/5 
l/16/8ti 

Table 1 

Antibody Responses MOng lnilia11y Seronegative HNllh Care Personnel Follcwlng 
Vaccination with 5 or 10 111:9 Doses of Yeast Recalt>inant Hepatitis B vaccine 

lot 819541/18011/C-l220 at 0, 1, and 6 flonths in Study 883 

5g 10 mcg 
'& vith Anti49s CIIT i■IU/111) \ with Anti-Mis 

All ~rs All 
SIN~ 2. 1 111lU/■l ~ 10 Vacclnees SIN~ 2.1 11lU/111l ~ 10 SIN~ 2.1 mIU/ml ~ 10 Vaccinees 

-
13 (3/24) 4 ( 1/24) o.s 5. 4 10.4 4 (1/28) 4(1/28) 0.4 

12 (3/25) 8 (2/25) 0.6 12.4 16.1 14 (4/28) 1 (2/28) 0.6 

59 (13/22) 41 (9/22) 5.3 23.5 40.2 65 (11/26) 31 (8/26) 4.3 

79 (19124) 54 (13/24) 10.1 21.1 40.3 86 (24/28) 64 (18/28) 11.9 

81 (11/21) 51 (12/21) 10.8 20. 4 36.0 85 (22126) 85 (22/26) 30.3 

100 (20/20) 95 (19/20) 215.l 215.3 259.0 100 (24/24) 96 (23/24) 863.2 

<Ill i■IU/111} 
Aesoonders 

SIN~ 2.1 111IU/ml ~ 10 

22.2 22.2 

15.5 50.9 

12.2 31.8 

21.9 34.3 

46.7 54.4 

863.2 1084.9 

0 
0 
Ill 
b 
,0 



STUOT 
TREATttEHT 
LOT NIJttBElf 
DOSE 

I 088J 

Cl220 
5 ttcG 

Table 2 

PATIENT COUNT CltHICAl COt,PlAtNTS 
RECot1BIHAHT HEPATITIS 9 VACCINE 

PATIENT CLASS: ffEAlTlf CARE PERSONNEL 

• TOTAL VACCIHEES I 25 PATUHTS I - DOSE l • 

1----------------------------------------------------------------------------I I DAYS POST VACCINATION Q Hlltffl£R 

CLINICAL •----------------------------------------------------------------------------1 MITH COMPLAINTS • 0 • l • 2 • :S • 4 • 5 • .COHPLAINTS 
••••••••••••••••••••••••••••••••••••••••••••••••••••-••••••••••tttt••••••••••••••••••••••••••••••••••••••••••••••I•••••••••• 

• • • • • I • I REACTION, LOCAL UHJl!CT. SITEI • 1 • 0 • 0 • 0 • 0 • 0 • I 1 
• ( 4.0Y.I • I O.OY.I • I 0.0"/.J • I 0.07.1. I 0.07.J. I 0.07.1. I I 4.0Y.J 

-----------------------------------•----------•----------1----------1----------•----------l----------•----------•-----------
sOffENEss I 1 I o • o • o • o • o • I 1 

I 1 4.o;o • 1 0.0;:1 • t 0.0;:1 • 1 o.or.1 • t o.or.1 I t o.o,o I I t 4.0;:1 

-----------------------------------•----------1----------•----------•----------•----------•----------•----------1-----------SYSTl:ttIC • 6 I 4 I 3 • 3 • 3 I 2 • • 7 
I C 24.0Y.I I I 16.07.l • C 12.0:0 • t 12.0Y.I • t 12.0Y.I • C 8.07.1 I • I £8.0Y.I 

----------------------------------------------------------------------------------------------------------------------------I 
WHOLE BODY/GENERAL I 3 I 2 1 2 2 l u 3 

c 12.0;:1 I c 8.0Y.I • 4. Cir. I ( 8.07.) I 8.0)0 I 4.07.1 I , n.o;:1 
I 

CfflllS I 0 0 0 1 0 0 l 
O.OY.J ( 0.07.1 ( o.or., ( 4.0Y.I ( 0.07.) 1 o.o:o ( 4.07.J 

SMUTIHa I 0 0 0 1 0 0 l 
o. or. I ( 0.07.1 ( O.GiO ( 4.or., ( o. 07.) ' 0.07.1 I 4.07.) 

fATtGUE/lill!A~HtSS • 3 2 l 2 2 l 3 
12.0)0 ( &.DY.I ' 4.0Y.J I 8.0Y.I I 11.07.J I 4.07.) I 12,07.1 

lIG!fTHUOEO • 0 0 0 l 0 D 1 
0.07.J ( O.DY.J I O.OY.I t 4.07.1 I o.o;o ( 8.07. J I 4.DY.I 

ACHtNE'5 I l I 0 0 0 ' 0 0 l 
I c 4.0lO • ( O.OiO ( o.ox, ( O.OiO I I o.o;o I 0.01.1 ( 4.D7.J 

• I I 
IHTEGUHEHTART SYSTEN I 1 • 0 l 0 I 0 0 2 . ( 4.07.) • ( o.o;o ( 4,07.J ( 0.07.J • ( 0.07.J I 0.0)0 1. "· 07.J 

• I • PRURITIS,ITCHIHG I 1 • 0 0 D I 0 0 l 
I I 4.07.J • ( 0.07.) ( t.07.J ( 0.07.1 • I o.o;o I o.o;o ( ,. 07.J 
I • I 

PIMPLE I a • 0 1 0 • 0 0 l 
0.07.) • t o.o:r., ( ,.or., ( 0.07.1 • I o.o:o ' o.o:o I II. 07.1 

0 
0 
U'I 
U'I 
0 



sruor 
lRUT"EHT 
LOT HIJtllEI! 
DOSE 

011113 

cuzo 
5 t1CG 

Table 2 (cont . ) 

PATIENT COlMT CLINICAL Cml'lAINTS 
RECot181NANT HEPATITIS 8 VACCINE 

PATIENT CLASS: HEALTH CARE PERSONNEL 

I TOTAL VACCINEES l 25 PATl(NTSI - 005E 1 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION • t1Ut18ER 

CLINICAL l ------------------------------------------------- - - ------------------------- 1 MITH 
COttPLAINTS • 0 • 1 I Z • J • 4 I 5 I IC011PLAIHTS 

......... ..... ................. .... . .......... . . . ..... . . . l••····· ·•• l••······ •• l••· · · · · ·•• l••······•• l••······••I••········ 
I I I I 

RUPIRATOl!Y I Z I 2 • l I l I l I l I I 3 
a.ox, I , a.o::o I 1 4 .07.J I , 4.ox, I 1 4,01.1 I 1 4.ox, I I l u.o;o 

I I I • I I I 
llllflNITl!I I l I o • o I O I o I O I • l 

4.0X) I I 0 ,07. J I I 0.07.) I l o .o,o I ( 0,01.1 I I 0.07.1 I I I 4 .o;o 

I • • • I I I UPPU RESPIRATORY t H,ECT •• HOS I Z I 1 I l I l I l I 1 I I Z 
· a.o:o I t 4 .o:o I l 4 .o:o I , 4 .D7.I I c 4.o;o I l 4 .o:o I I , a.ox, 

COUGH 0 l o I 0 0 1 
1 .0:0 ' 4.o:o I • • 07.) ' 0,17.1 ( 0,07.1 I 0,0'/.I ' 4 .07.1 

DIGESTIV! STSTEt1 l 0 0 l l 0 z 
4,07.1 ' 0.07.J l o.o;o ' •• , x, ' 4.07.1 I o.or.1 ( 8.07. ) 

DIARRHEA 0 0 0 0 1 0 1 
D.07.J ' a.or., ( 0.07.1 ( 0. 07.1 ' 4.0Y.I I o.o:o ( 4.07.) 

NAUSEA 1 0 0 1 0 0 2 
4,0iO l 0,07.1 l o. or.1 ( 4.G7. I C 0,07.l l 0.07. l ( 8 . 01.) 

DININISHED APPETITE 0 D 0 l 0 0 l 
I 1 .0;0 ( G.o:o I 0.07.1 ( 4.0r. t l 0.0lO I 0.07. 1 ( 4 . 07.I 

NERVOUS SYSTtt'I 0 0 Cl l l 0 1 
D .OY.) ' o. or. t I 0.07.) ( 4.0Y.I ' 4 .07.1 ' o.o:o ' 4 .0XJ 

vtRTlGOIDI ZZIM£99 I D I D I D I 1 I 1 I O I I l 
I c 1 .0:0 I c o.or., I I o.ox, I , •.o:o I , • . o:o • , o.o:o I I c 4 .or., 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1---. -------
PERSONS MITH CDNPLA INTS I 7 I 4 I 3 I 3 I 3 I 2 I I a 

I I za.o;o I I 16.o:o I I 12.07.) I l U,07.) I f U.07.) I I 8,0iO I I C 32.07.) 

-----------------------------------t----------1----------1----------1----------1----------1----------1----------1-----------
PERSOtlS WITH NO C011PUINTS I 18 I Zl I zz I ZZ I zz I Z3 I I 17 

I , 12.0:0 I c &t+.or.t • l M.oxt I , 8a.ox, I , 8&.0Y.I • c ,2 . 0:0 I I , 6&.or. 1 
------------------------------- ---- 1---------- l----------•-- --------I----------I----------I----------I---------- I-----------
PERSOHS WITH tlO DATA I O I D I O I O I O I O I I 0 

• l a.or., I c o.or.1 f , o.,x, I , o . ox, I , o.ox, I c o . o;o f I I o.o;o 

O · 
0 
\II 
IJ1 ... 



STUIJY 
TRUTl1Uff 
LOT NUM8ER 
DOSE 
PATIENT CUS!II 

088] 

Cl2to 
5 HCG 

Table 2 (cont.) 

PATI(NT Cotm CLINICAL CDHPLAINTS 
R£Cot1BINANT HEPATITIS B VACCINE 

H£ALnt CARE PERSONNEL 

I TOTAL VACCINl:ES C 25 PATlENTSI - DOSE t I 
1----------------------------------------------------------------------------8 I DAYS POST VACClHATIOH I H\JlfflER 

CLINICAL 1----------------------------------------------------------------------------I NITH Cot1PlAINT9 I O I 1 I I! I l I ,. • 5 I ICONPUIHTS 
••••••••••••••••••••••••••• .. •••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••l•••••-•••l••••••••••I•••••••••• 
-----------------------------------1----------l----------1----------l----------l----------l----------l----------l-----------
sYsTE111c I 1 I O I t I O I O I O I I 1 

I c ,.,2Y.1 I c o.oY.1 I I o.o;o I , o.o:o I I o.o;o • 1 o.ox, • I , ,..ox, 

------------------------------------1 
WHOLE BODY/GENERAL I 1 I II I II I o I o I o I I 1 

I ( o\.l!Y.I I ( 0.0Y.) I I 0.0;() I ( 0,07.1 I ( O.OlO I ( o.o;o I I I 4.0;() 
I I I I I I I I 

HUDACME I 1 I O I O I O I O I O I I l 
I C o\.2:0 I I o.o;o I C 0.0iO I C 0.0:r.1 I C 0.0Y.I I C 0.0%1 I I I •.ox, 

-----------------------------------l----------1----------1----------1---------I----------I----------I----------I-----------
PERSONS MITH CDfflllAINTS I 1 I II I II I O I O I O I I 1 

I C 4.2)0 I I 0,0Y.) I C o.o;o I ( 0,07.1 I C 0.0Y.l I C 0.0Y.I I I C 4.0XI 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsDNs MITH NO CONPLAINT!I I 23 I to\ I Z5 I 25 I 25 • 25 I I Zit 

I I n.a;o I uoo.o:o • 1100.01.1 I noo.ox1 • c100.ox1 I 1100.0;0 I • , 96.or., 
-----------------------------------1----------I----------I----------I----------I----------I----------I---------- I-----------
PERSDffS WITH HO DATA I O I O I O I O I O I D I I 0 

I c o.o:o I c o.or., I 1 0.02, I c a.ox> I I o.o:o I , o.o;o I I c o.or.1 

0 
0 
\JI 
VI 

"' 



STUDY 
TREATt1ENT 
LOT NUHBER 
DOSE 

08113 

I Cl220 
5 t1CG 

Table 2 (cont.) 

PATIENT COUNT CLINICAL COHPlAINTS 
RECON9INANT HEPATIT~S 8 VACCINE 

PATIENT ClA!I!: HEALTH CARE PERSOtHl 

I TOTAL YACCINEE9 I 2ft PATIENTS I - DOSE J I 
1---------------------------------------------------------------------------I 
I DAYS POST VACCINATJOH I NUHBER 

CLINICAL 1------------------------------------------••-------------------------------I NJTH 
COHPlltNTS I O • 1 I 2 I J I 4 I 5 I ICOHPUINTS 

•••••••••••••••••••••••••••••••••••l•••••••••••••••••••-l•••••••••••••••••••••l••••••••••l••o••••••l••••••••••I•••••••••• 
I I I I • I I I 

REACTION, LOCAL UNJECT. SITU I l I O I O I O I e I O I I l 
I f 4.:s:o I t o.o:u I t o.ox, I I o.o;n I t o.ox1 I t o.o;o I I t 4,37.1 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
SOREHESS I 1 I o I O I o I o I o I I 1 

I t 4.JXJ I ( 0.0,CI I f 0.0?.J I I ,.0Y.J I I 0.0Y.I I t o.o;o I I I 4.3?.I 
---------· -------------------------1----------1----------l----------l----------l----------l----------l----------•-----------
sYsn:HIC I J I o I • I 1 I o • o I I J 

I t 13.0XI I t 0.0,0 I I 0.0XI I ( 4.3¼1 I t 0.07.1 I t O.0XI I I t 13,0Y.J 

NHOLE BODY/GENERAL I l 0 0 0 I • 0 I l 
4,37.1 ( 0,0lO I 0.07.I I O,0Y.J I I o.o;o ( 0.0?.I I I "· 37.) 

I 
HEADACHE I l 0 0 0 0 0 I 1 

I C 4.3XI ( 0.0?.J I 0,0)0 I 0. 0Y.J t 0.07.) ( 0.0)0 I I 4.J:o 
I I 

IIESPIRATDRY I l • 0 0 0 • I l 
4.3)0 ( o.o:u I 0. 0Y.J I 0.0?.I ( 0.0)0 ( O.0Y.I I t 4,37.) 

I 
UPPER RESPIRATORY INFECT.• NOS I l 0 0 0 0 0 I l 

4.37.J ( o.o,o ( o.o;o ( 0 .0?.I ( 0.0)!1 I 0.07.I I I 4. ]Y.J 
I 

DIGESTIVE SYSTEN I l 0 0 l 0 0 I 1 
4.37. l ( 0.0)0 ( O. 0Y. J ( 4.:SY.I I o.or.1 I 0.0?.I I c 4.3)0 

NAUSEA I 1• OI OI 11 DI DI I l 
I I 4,37.J I ( 0.07.J I I 0.07.J I ( 4,3iO I l o.or., I l o.or.1 I I f 4,:,;o 

-----------------------------------•----------1----------1----------1----------•----------1----------1---- · -----•-----------
PERSONS NITff COHPUIHTS I 4 • 0 I O I l • 0 I O I I 4 

I t 17.4Y.I I ( 0.0iO I t 0.0?.J I t 4.]Y.J • I o.o;o I I 0.0?.I I I t ,17.4:0 
-----------------------------------1----------l----------l----------l----------•----------I----------I----------I-----------
PERsONS Wint NO CONPLAINTS I 19 • l!3 I l!3 I 22 I 2l I 23 • I 19 

I I 82.67.J • uoo.oi:1 I 1100.0;0 I t 95.7Xl • uoo.01.1 I 1100.0:0 I I I 82,67.J 
-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
PERSONS WITH NO DATA I O • 0 I O I O I O I O I I 0 

I I O.0Y.J I t I.0i(I I ( 0.0;() I ( 0.0?.I I I O.0XI I ( 0.0?.I I I t 0.07.1 

..... 

0 
0 

"' 11'1 

"' 
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Table 3 

PATIDff COlm HA><lHUN TEHPERA~E9 
RECot18INANT HEPATIT~S 8 VACCINE 

PATIENT ClA!IS: HEALTH CARE PERSONNEL 

I TOTAL VACCINtES I 25 PATIENTS) - DOSE 1 ' • 
1---------------------------------------------------------------------------------------• I OATS POST VACCINATION I NUH8ER 

nax TEltPERATUIIE 1---------------------------------------------------------------------------------------• · NITff 
t DEt; F, OtlALI • 0 I 1 I ! • J • 4' • 5 • • • nAX TEMP 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••I••••••••••••••••••••• 
I • • I I I • • 

< 99 • 22 I to • 22 • u • 24 • 24' • • 11 
I • 1111.0%1 • • eo.o;r.I I « ae.o:o I , ea.ox, I • "6.ox, • • 96.o;o • I • 69.0Y.I 
I I I • • I I I 

•• - tJ9.9 I J • 4 I 3 I 3 • 1 I 1 • • 7 
• I 12.0:0 I I 16.o:o I I 12.ox, I I 12.DXI • I 4'.DXI • I 41.0)0 I • ( ze.OY.I 
• I I I I I • I 

100 - 100. 9 I D • 1 • D I O • I • 0 • • 1 
• • 0.01., I • ♦ .ox, I 1 0.01.1 I I o.o:o • , 0.01.> • 1 a.o;o I I • ♦.010 

------------------------•----------•----------•----------l----------l----------l----------•---------------------•-----------TE11PEAATURE TAKEN • 25 I 25 • 25 I 25 I 25 • rs I • U 
• 1100.ox, I 1101.01., • 1100.01., I 1100.ax, • 1100.01.1 I 1100.01.1 I I 1100.01., 

------------------------l---------l----------l----------•----------•----------l----------•---------------------I-----------
TE11PEAATURE NOT TAKEN I O I O I O I 0 I I I 0 • I 0 

I I o. ox J I I o. o:o I I O. OX I I I I. ox l I I O. 11.1 I I o. ox I I I I o. OY. J 

0 
0 
\11 
Ill 
,:. 
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Table 3 (cont. ) 

PATIENT COUNT NAXIt'Ult TEHPERAT\IRES 
IIECDMBINANT NEPATI.TIS B VACCINE 

LOT NUMBER 
DOSE I 

PATIENT CLASS: HEALnt CARE PERSOHNEL 

• TOTAL YACCINEES ( Z5 PATIEHTSI - DOSE t I 
1---------------------------------------------------------------------------------------• I DAYS POST VACCINATIOH I NUtff!ER 

NAX TENPERATURE l---------------------------------------------------------------------------------------1 MITH 
IDE6F10RAU I O I l I 2 I 3 • 4 • 5 • · I INAXTENP 

··········· ·········-··•··· ················••l••······•• l• .. •·•• .. ··········••l••······••l••······•• l••·····••RI••········ • I I I • I I I 
< 9'P I 19 I ZZ I U I 24 I Z3 I 2l I I 18 

I I 82 , 67.1 I c 95, 7,0 • C 95,e:o I UDD,D7.1 I C 95.87. I I 1100.o;r.1 I I I 75 .oio 
I I I I I I I I 

99 - '9.9 I 4 I I I l • o • 1 I o • I 6 
I I 17,47.1 • C 4.3i0 I C 4 .2XJ I C 0.07.l I C 4 ,t7.J • I 0.07.J I I I 25 . 01.I 

------------------------•----------•----------1----------•----------1----------•----------•---------------------1-----------TENPERATURE TAKEN I n I n I 24 I 21t I 24 • 23 • I 24 
I t 92.07.1 I C 92.01. J I c 96,07.J I I 96.07.J I c 9ft,07.I I I 92,07.l I I I 96.01.1 

------------------------l---------- l----------l----------l----------l----------•---------- I---------------------I-----------
TE11PERAruRE NOT TAKEN I 2 I t I l I l I 1 I Z I I l 

I t 8.07. 1 I C 8.01.1 I C 4 .07.1 I C lt .07.1 I I 4,01.J I I e.01.1 I I I 4.0iO 

0 
0 
~ 
U'I . 
U'I 
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Table 3 (cont.) 

PATIENT COUNT NAX1t1Utt TEHPERA1\JRE9 
AECOt181HAHT HEPATJT~S B VACCINE 

HEALTH CARE Pt AS~L 

I TOTAL VACCIH!ES C 24 PATIENTS) - OOSE J I 
1-------------------------------------------------------------------------------------- I I OATS POST VACCDIATIOH I HU119ER 

HAX TEHPERAT\.IRE l---------------------------------------------------------------------------------------1 WITH 
(DEG F, ORAll I O I 1 I 2 I J • 4 I 9 I • I NAX TEl1P 

.. •••••••••••••••••••••••••••••••••!•••••••••• •••••--••• ••--•••••• ••••••••••!•••••••••• •••••••••• l•••-••-• l••••••••-
1 

NORHAl I 21 2 2 t ti t I 2 
a.1)0 It s .n:, c s.r1. , c a.1;0 c s.r1., I c e.nn t , a. 1r. , 

I I I 
< n I 19 I 20 u 21 1 9 I n I 1a 

82.6)0 I ( 87.0?.) ( 91.3?.I ( 91.J)O ( 81!.61.I I ( 91 ,JlO I I 78 .JiO 
I I I 

99 - 99. 9 I 1 I 1 o o 2 I II I 2 
4 .3)0 I ( 4 .37.t ( 11 .0,0 ( ,.or. , C a.no I I O.DXt I C 8 ,7Y. ) 

I I I 
101 - 101 , 9 I 1 I e o o o I II I 1 

I ( 4. J)'.) I ( ,.111.t C D.01.t ( o.or., C I .OY.t I C 11.11:0 I I C 4.J)() 

------------------------1----------1----------1----------1----------•----------•----------1---------------------1-----------
TI:HPERAl\JIIE TAKEN I n I n I n I n • n I n I I n 

• I '15.8Y.) • C 95.87.J • C 95,87.) • t 9S.8i0 • I 95.8Y.) I C '5,87.I I I C 95.8i0 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-----------
TEl1PERATURE NOT TAKEN I 1 I 1 • l I l I 1 I 1 I I 1 

I I 4 , 2l0 I t 4.t?.J I C 4 .21.t I I 4 .tr.1 I C 4.UO I t 4.27.1 I I C 4 .2i0 

O , 
0 

I.II ' 
Ill ' 
0-
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Table 4 

PATIENT CC!l»IT CLINICAL COttPLAINT!I 
REC0t1BINANT HEPATITIS 8 VACCIM£ 

PATIENT CLASS! HEALTH CARE l'ER!K»l«L 

I TOTAL YACCIN£ES C te PATIENTS I - DOSI! 1 I 
l----------------------------------------------------------------------------1 I OATS POST YACCINATIOH I ~EA 

CLINICAL •----------------------------------------------------------------------------1 MITH COl1PLAINT!I I O I 1 I t I :, I 4 I 5 I ICDMPLAIHT!I 
•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l•••••••••••••••••••••l•••••-•••l••••••••••la••••••••• 

I I I I I I I I 
REACTION, LOCAL !INJECT. !IITU I t I 1 I O I O I 0 I O I I t 
. I ( 7,1)0 I l l.6)O I ( 0.0Y.I I f D.0Y.J I I 0.07.) I I 0.0):) I I I 7.lY.1 
-----------------------------------I----------I----------I----------I----------I----------I----------I----------I-----------

SOREN£S!I I t I 1 I o I o I o I o I I 2 
I ( 7.1)() I ( l.61.J I ( o.o:o I ( 0.0Y.J I ( 0.01.1 I I 0,07.) I I I 7.17.1 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------STSTEHIC I 7 I Z I l I D I l I O I I 8 
I f H.01.1 I f 7.liO I l 10.7XI I t o. ■7.J I I 3.6;o I t o.o:o I I 1 28.67.I 

NHOLE BODY/GEtlEAAL I 7 1 · z 
25.07. I ( l.61.J ( 7 .11.1 

FEVER (TEMP, HOT REPCRTl!DJ I 1 0 0 
l.6:i!J ( O. 0Y. I ( o.o,o 

SM£ATING I 1 0 1 
( J.6iO ( D. D7. I ( J.6?.I 

!ll!HSATION Of' NARtn11, 6EN!RAL I t D 0 
7.1?.J • o.o;o I o.or.1 

PATIGUEl'Nl!A~tlE!IS I l 1 1 
t 10.7)0 • J. 1,Y,J • ].6i!J 

tlAlAISE I l D 0 
l.61.J ( 0. DY. J ( 0,07.J 

HEADACHE I • I) 0 
0.01.1 ( o. 07.J ( 0.07.I 

lll!!IPlRATORY I 1 D 0 
:S.6)O ' 0. 0Y.J l o.or., 

UPPER RESPIRATORY IHl'ECT., NOS I 1 D • J.6)(1 I o.o;o I 0.0?.J 

0 
( 0.DY.I ( 

• ( o,o:r., I 

0 
( 0.0Y.I l 

• ( 0.07.1 I 

0 
( 0.0iO ( 

0 I 
I 0.01.1 I I 

I 
0 I 

' 0,07.1 I • 
I 

D I 
l 0.0?.I I I 

I 
0 I 

( o.o?.J I C 

1 I 
3.67.J I • 

I 
0 

0.0:r.1 I 

0 
0.0,:1 ( 

0 
o.o:r., I 

• 0.01.1 ' 
0 

0.0)0 ( 

1 
l, 67. J I 

• 0.0)0 l 

0 
o. 01. I ( 

0 
o.o;o 

D 
I.OY.I 

0 
0.0)0 

0 
o.o;o 

0 
0.0:r.1 

0 
0.01.J 

0 
0.07.J 

0 
O.OY.I 

0 
o.o;o 

7 
zs.o;n 

l 
l.6Y.J 

1 
3.61.J 

t 
7.UO 

l 
10. T/.J 

1 
3.61.J 

1 
3.67.) 

1 
3.6'0 

1 
3.67.J 0 

0 
UI 

"' ~ 




