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Table 4 (cont.) 

PATIENT COUfT ClINICll COl1PLAINTS 
RECot181NlNT HEPlTITJS B VACCINE 

PATIENT CLASS: HEll Tit ClllE P!RSOHHtl 

ClINICAl 
COffl'U IHT9 

I TOTAL VlCCIHEES ( 28 PATIEHTSI - OOSE 1 I 
1------------------------------------------------------------------------·-··1 I OATS POST VACCIHATIOH I NJl18ER 

1----------------------------------------------------------------------------I MITH 
I O I 1 I 2 I 3 I • I 5 I IC011PlAIHTS 

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

CARDIOVASCULAR I 1 0 0 0 0 0 l 
I I 3.6Y.J I o.or., I 0.0)0 ( O.OY.I ( O.OY.J ( O.OiO I l.61. I 
I 

HYPOTEHSION I l 0 0 0 0 0 l 
I c J.6Y.) ( O.OY.J I 0.0)0 ( O.OiO ( 0.0:r.1 ' O.OiO I 3.67.1 
I 

DIGESTIVE STSTE~ I 0 1 1 0 0 0 l 

' O.OY.) I 3.6)() ( 3.67.l I 0.07.) I O.OY.) I O.OY.) I 3.6Y.l 

NAUSEA 0 l 1 0 0 0 l 

' O.OY.J ( J.6l0 ( 3.67.l ( 0.07.l ( 0 .OY.l ( 0 .07.) I 3.6Y.l 

OIHIHISHED APPETITE 0 1 0 0 0 0 I l 

' O.OY.I ( 3.6Y.J ( O.OiO C 0.07.1 ( 0. OY.J I O.OiO I I I 3.6)0 
I. I 

H[RVOUS SYST£H 3 l 0 0 0 0 I I l 
I 10.7Y.J ' 3.67.1 ( o.o;o I 0.01.1 ( 0.0)() ( O.OY.I I I 1 10.1:r.1 

I I 
VERTI60/0IZZINESS 1 • 0 0 0 0 I I l 

3.6)(1 ( O.DiO ( D.OlO ( o.o::o ( o.o;o ( o.or., I I I 3.6)(1 

TffOUGMT It1Pllf!M[HT I l I O I O I 0 I O I 0 I I l 
I 3.6)0 I I O.OY.I I I 0.07.1 I I o.o;o I f O.OlO I f O.OY.I I I I 3.6Y.I 

I I I I I I I 
TREHOR l 1 I l I o I o I o I I I I l 

, J.6r.> I , J.6:r.1 I c o.oY.1 I , o.o;o I , o.or.1 I , o.or., I I I J.6iO 
I 

ffll6AHS OF SPECIAL SENSE I O I O I l I o I O I O I I l 
11.or.1 I I o.o,n I ( J.6Y.I I C o.o;o I ( O.OY.I I I O.OY.I I I I l.6Y.J 

I I I I I I I 
COHJUHCTIVITIS I O I O I 1 I O I O I D I I l 

I ( o.or., I I O.OT.I I I J.6Y.l I I 0.07.) I I o.or.J I I O.OY.I I I I J.6Y.I 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSotts NITit COMPLAINTS I 7 I 2 I 3 I O I 1 I O I I 8 

I c rs.ox, I c 1.11.1 I , 10.1r.1 I I o.o;o I c 3.67.I I , o.ar.1 I I , t8.6lO 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSotr.1 MITH HO COMPLAINTS I 21 I Z6 I 25 I 28 I 27 I 28 I I 20 

I C 75.0)(1 I I 92,9)(1 I I 89.JY.I I 1100.or.1 I I 96 •• ;o I noo.or., I I I 71.41.J 

0 
0 
I.Tl 
\II 
0, 
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Table 4 (cont.) 

PATIENT COlffl CLINICAL C0NPLAINTS 
RECot1BIHAHT HEPATt~IS B VACCINE 

PATIENT CLA!l!I : HEALTH CAR! PER!IOHMEL 

------------------------------· ---------------------------------------------------------------------------------------------• TOTAL VACCrHEU ( t8 PATIENTS) - DOSE 1 I 
•----------------------------------------------------------------------------1 I DAYS POST VACCINATJOH I HUltBER 

CLINICAL •---------------------------------------------------------------------------1 Mint 
CDHPU INTS I O I l I t • l • - • 5 I . COMPLAIHJS 

•••••••••••••••••••••••••••••••••••••••••••••• l•••••••••••••••••--•••••••••••••••••••••••••••••••••••l••••••••••I•••••••••• 
-----------------------------------•----------l----------l----------•----------•----------1----------1----------1-----------
PERSONS WITH NO DATA • O I O I O I o • 0 I O I I 0 

• I o.o;o I I O.Ol(J I I o.o:o I I , .o;o I I 0.07.) • C O.Ol() I 8 I 0.07. ) 

0 
0 
I.II 
\II 
~ 



STtJDY 
TREATtff:NT 
LOT ~ER 
DO!!! 

111183 

Cl220 
10 t1CG 

Table 4 (cont. ) 

PATIENT COUNT CLINICAL COIIPLAIHTS 
RECOHBINANT HEPATIT~S I VACCINE 

PATIENT CUSS: HEALTH CARE PERSONNtl 

I TOTAL VACCINIE!S I 29 PATIENTS) - DO!! t I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION • flUl19ER 

CLINICAL •----------------------------------------------------------------------------• MITH tor1PLA1HTS I 0 I 1 I Z I 3 I ~ I S I ltotff'UINTS 
•••••••••••••••••••••••••••••••••••l•••••••••••-••-••••l••••••••••l••••••••••l••••••••••l••••••••••l•••--••••o••••••••• 

I I I I I I I I 
REACTION, LOCAL UN.JECT. SITE) I 1 I O I O I O I O I O I I 1 

I c J.6Y.) I c 0.01.1 I c o.o:o I c o.o:o I c 0.01., I c o.o:o I I c J.6Y.I 
-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------

!IORENESS I 1 I O I o I o • o • e I I l 
I c J.6'O I c 0.01.1 I c o.o;o I c o.o:o I c 1.0;0 I I o.o;o I I c J.67.) 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
srsTENIC I 2 I t I 1 I 2 I 1 I 1 I I 5 

NKDLE SOOT/GENERAL 

SWEATING 

FATIG\1£/WEAKNESS 

ttAlAISE 

HUDACH! 

HOT ANO COlD FLASHES 

HOT FLASHIE5 

RESPIRATORY 

PHARfflGITIS I SORE mROAT I 

I l 7,lY.) I C 7.11.J I I J.67.1 I I 7.liO I C J.T,O I I 3.7iO I I I 17.97.1 

I t 1 1 
I c 7.1)0 ' J.6)O ' 3.67.1 ' I 
I 1 1 0 

J.6)O ' 3.67.) C o.o:o ' 
I 1 0 0 

J.67.1 C o.o;n I 0.07.) I 

I • 0 0 
0.0Y.I C o.o:o ( o.o:o ' 

I 0 0 0 
o.or., C O.0Y.I ' 0.OY.) ( 

I 0 0 1 
D.01O ( O.DY. I C J.61.I I 

I 0 l 0 
0.0l'-1 ' 3.6l'-I I I 0.Ol'-1 ' I 

I 0 l I 0 
D.OiO I J.6Y.I I I 0.0iO ' I 

I o · D I 0 
o. or., I o.o:o I c 0.0iO ( 

l! 1 
7.liO ' 3. T/.) 

0 0 
o.o;o ' 0.07.) 

t 1 
7.liO C J. T/.) 

1 1 
3.67.1 C 3. T/.) 

1 0 
3.6?.I ' o.or.1 

0 0 
0,DiO ' ,.or.1 

D 0 
0.0iO ' o.or., 

0 0 
o.o:o ' t.OY.I 

0 0 
0,0iO ( a.or., 

1 
I 3. T/.1 

0 

' 0.07.1 

1 
I 3.77.) 

0 
( 0.0)0 

0 
I 0.0)0 

0 

' O.OiO 

0 

' 0 .DY. I 

1 
I J.T/.) 

1 

' J.T/.1 

~ 
l n.JiO 

l 
J.67.J 

' 1~.JiO 

1 
J.67.) 

1 
J.67.I 

1 
J.61.) 

1 
I . 3.6?.) 

t 
7 .lY.I 

1 
J.67.) 0 

0 
VI 
0-
0 
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Table 4 (cont. ) 

PATIENr COUNT CLINICAL Cot1PLAINTS 
REC~DIANT HEPATI TIS B VACCINE 

PATIENT CU S!I HEALTlf CARE PERso.Ml 

--------------------------------------------------------------------------------------------------------· -------------------

CLINICAL 
COt1PLAINT9 

I TOTAL VACCINEES { 28 PATialTSI - DOSE t I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NU118ER 
1---------------------------------------------------------------------------- I WITH I O I 1 I t I J I 4 I !I I ICOHPLAIHTS ................................... , .........• , .......... , .......... , .......... , ..................... ........... .......... . 

UPPER RESPIRATORY I NFECT. • NOS I 0 I 1 I D I 0 I 0 I • I I 1 
I c o.o:o I c J.67.1 I I o.o:o I c e. o;o I c o .o:o I c o.o::o I I I ll .67. I 
I I I I I I I I 

CARDIOVASCULAR I 1 I 0 I D I 0 I 0 I 0 I I 1 
3.67.1 I c 0.07.1 I c o.0%1 I c t .0%1 I I o.o:u I c 0 .07.1 I I I J ,67. ) 

I I I I I I I 
PALLOR I 1 I 0 I D I 0 I 0 I 0 I I 1 

3.67.) I I o.o:o I 1 o . o;o I , 0.0%) I I o.o;o I 1 0 .07.I I I c 3 .6)0 
I I I I I I I 

DI GESTI VE SYSTE" I 0 I 1 I l I 1 I 0 I 0 I I t 
o.07.1 I c J,6XI I c J.6%1 I t 3.6l0 I C O.OXI I I O.OiO I I c 7 . 17.1 

NAUSEA IO I 11 11 11 DI t i I 2 
I c o.o;o I c J . 6XI I t J.6Y.I I t 3.6Y.J I t 0.07.1 I I o .o;n I I c 7 .17.J 

-----------------------------------1----------l----------l----------1----------I----------I---------- I---------- I-----------
PERsONS NITH COHPLA INTS I J I t I 1 I 2 I 1 I 1 I I s 

I C 10.710 I C 7. 110 I I 3.6%) I I 7,17.) I ( 3,no I C 3 .7%) I I I 17.9i0 
------------ . ----------------------1----------1---------- l----------l----------l---------- l---------- l----------l-----------
nRsDNS MITH HO CONPLAIHTS I 2s I t6 I 21 I u I 26 I 26 I I u 

I I 09.:s::o I I 92.9%) I I 96. , :o I t 92.9%) I I 96.31.1 I I 96.3%1 I I I 82. 1%) 
---------------------------------- ·1----------1---------- 1----------I---------- I----------I----------I----------I-----------
PERSOHS NITH HO DATA I O I O I O I O I O I I I I 0 

I I o.0%1 I C 0.0%) I I 0.07.J I t 0.07.J I I o.a;o I I 0.0%1 I I I 0 .07. J 

0 
0 
VI 
C1" -
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Table 4 (cont.) 

PATIENr COUNT CLINICAL COtff'UINTS 
RECON8INAHT MEPATITJS 8 VACCINE 

PATIENT CLASS: MULllt C~ PPISOfH-l 

I TOTAL VACCINEES ( 27 PATIENTS) - DOSE 3 I 
1---------------------------------------------------------------------------- t I DAYS POST VACCINATIOH I ffl.lt1BER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COl1PUINTS I O I 1 I Z I 3 I 4 I 5 I lt0t1PUINTS 

•••••••••••••••••••••••-••-•••••1••••••••••1••••••••••1••••••••••1••••••••••1•• .. ••••••l••••••••••l••••••••••I•••••••••• 
I I I I I I I I 

REACTIOtft LOCAL CINJECT, SITU I 1 I 1 I O I 1 I O I O I I 1 
I I 3,T/.) I ( 'J.T/.) I I o.o;o I ( 3,7?.) I ( 0.0?.) I I 0.0?.I I I f 3.71.) 

-----------------------------------1----------l----- ----- l----------l----------l---------l----------l----------l-----------
sMENEss I 1 I 1 I 0 I 1 I 0 I 0 I I 1 

I I 3.7lO I ( 'J.T.I.) I I 0.01.) I ( 3.T.1.1 I ( O.0iO I ( 0.0)0 I I I 3.7:1.1 
--------- ·-------------------------1----------1----------I----------I----------I----------I----------I----------I---------- . 
sysnnrc I " I o I o I o I o I 1 I I " 

I I 14.81.1 I I 0.01.1 I I 0.01.1 I I o,o,o I I o.o;o I I 3. T.1.1 I I I 14,111.1 

I 
MfOlE BODY/GENERAL I " 0 I 0 I 0 0 0 " 14.111.) ( 0.OY.) I ( o.ox, I c 0,0lO ' 0.0Y.I I 0.0Y.1 I 14.81.1 

I I 
FEVER ITEMP. HOT REPORTED) I 1 • I 0 I 0 . a 0 1 

3.7'0 ' 0.0?.) I I o.o?.t I I 0.0Y.I I o. 07.) I 0.07.1 I 3.T,O 
I I 

FATIGUE"'4EAKNESS I 3 0 I 0 I 0 0 0 3 
11.11., ( t,07.1 I I 0.0Y.I I I o.o,o I O,0iO I 0,07.I I 11.lY.I 

I I 
ACHINESS I 1 0 I • I 0 0 0 1 

3.7lO ( o.o;o I , O.0Y.I I f 0.07.1 I O.0lO I o.or., I 3.71.1 
I I 

CARDIOVASCULAR I 1 II I II I 0 0 0 1 
3.7XI ( O,0XI I I 0.0iO I I 0.07.1 I o.o:o I o.or.1 I J.T.f.l 

I I 
PALLOR I 1 0 I 0 I 0 0 0 1 

3,7'0 C 0.01.1 I I 0.01.1 I C o. 07.1 I 0.01.) ( o.o:o ( J. 77. J 

CIGESTIVe SYSTEM I O I 0 I 0 I 0 I O I 1 I I 1 
o.ox, I I 0.01.1 I I 0.0Y.) I ( 0.07.I I I 0.0:r.1 I I l.7Y.I I I I 3.7Y.I 

I I I I I I I 
NAUSEA I O I o I O I o I o I 1 I I 1 IC 0.01.1 I c 0.01.1 I l o.o:t.J If 0.0?.I I I 0.01.1 I l 3.71.1 I It 3.7i!I 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
,t11s01n Wint CONPLAIHTS I 4 I 1 I o I 1 I o I 1 I I " 

I I 14.8:0 I I l.7:r.l It 0.D:t.1 If 3.71.1 I I 0.01.1 It l,7Y.I I I I 14.8?.I 0 
0 
\II 
(1-
1\J 
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Table 4 (cont_.) 

PATIENT COUNT CLIHICAL COMPUINT9 
RECotl&INANT HEPATIJIS 9 VACCltlE 

PATIENT CU!IS: HEALTH CARE PERsotHL 

I TOTAL VACCINEES I 27 PATIENTS! - DOSE 3 I 
1----------------------------------------------------------------------------I 
I OATS POST VACCINATION I NUH9ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COl1PLAIHT9 I O • 1 I ~ • 3 I 4 • S • IC011PUINTS 

••••••••••••••••••••••••••••--•-1•••••••••••••••••••••1•••••••••••••••••••••1••••••••••••••••••••••••••••••••1•••••••••• 
-----------------------------------1----------l----------•----------1----------l----------•----------1----------•-----------

. PERSONS MITH NO CotfPUINTS I D I 26 • U • 26 I 27 • H • I 23 
I ( 85.27.l I ( '6.3?.l I UGO.DY.I I I 96.llO I tlOO.Ol!I I I "6.3i0 I I I 85.2l0 

-----------------------------------1--------- . 1----------1----------1----------I----------I----------I----------I-----------
PEIISDNS IIITH NO DATA I O I O I O I I I O I O I I 0 

I ( o.o;o I I t.OY.J I I O.OY.I • I 0.0?.I I l O.OY.I I I O.OY.J I I I O.OY.I 

0 
0 
\J'I 
0-
1.,t 



STUDY : 0883 
TRU TNENT 
LOT Nllt1BER I Cl 220 
DOS£ 10 t1CG 

Table 5 

PATJENT Cotffl NAXIHUH TEl1PERATUIIES 
RECOMBJHI NT HEPATITJS B VACCINE 

PATIENT CLASS: HEALTH CARE P£RSONNEL 

---------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHtES t 28 PATIENTSt - DOSE 1 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST YACCIHATIOH I Nllt1BER 

NIX TEl1PERATUIIE 1--------------------------------------------------------------------------------------l MITH 
tOEC F, OR&Lt I O I 1 I 2 I 3 I 4 I 5 I I I NAX TEHP 

••••••••••••••••••••to11••l••••••••••l••••••••••l•---••••l••••••••••l••••••••••l••••••••••l••-•••••• l•••••••••• I•••••••••• 
I I I I I I I I 

< 99 I 11 I 21 I 24 I 26 I 24 I 22 I I 15 
I t 60.71. t I t 96.4Xt I t as.1,0 I c 96.liO I c 118.9i0 I t 111.51.J I I c 53,610 
I I I I I I I I 

• • - 99 . 9 I 11 I 1 I 4 I 1 I J I s I I n 
I ( 39.JlO I t J.6%1 I t 14.JlO I C 3.T~I I t 11.uo I ( 18.51.1 I I C ... 6.4i0 

------------------------l----------l---------- l----------l---------- l----------l----------1---------------------1-----------
TEl'IPERATURE TAKEN I 211 I 28 I 211 I 27 I 27 I 27 I I 28 

I noo. 01. 1 I noa.o:o I n oo.01.1 I , 96.41.1 I 1 96.41.t I , 96 ... ,o I I noo.01.1 
------------------------ l----------l---------- l---------- l----------l----------l----------1---------------------1-----------
n;HPHATVRE HOT TAKEN I O I o I O I 1 I 1 I 1 I I o 

I t O. OiO I ( 0 .01.J I t 0 .01.1 I ( J,61.1 I I l.61.) I ( 3.61.1 I I ( O.OlO 

0 
0 
Ill 
c,. 
~ 
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Table 5 (cont.) 

PATIENT' COUNT NlX~ TEttPERATUSIES 
RECDt1BlNl NT HEPATITIS B VACCINE 

HE ALTH CARE Pt RSOHNEl 

I TOTAL VACCINEES ( 28 PATIENTS) - DOSE 2 I 
1---------------------------------------------------------------------------------------I 
I OAYS POST VACCINATIOH I NUt18ER 

HAX TtHPtRATURE 1--------------------------------------------------------------------------------------I MITH 
COE& , . ORl lt I O I 1 I 2 I J I " I 5 I I f Nl X TEHP 

••••••••••••••••••••••••l••••••••-1•••••••••• ••-••••••••••••• .. ••••••••••••••l•••••••••••••-•••••• l••••••••••I•••••••••• 
I I I I I I • I 

< 99 I t" • 21 • 21 • 26 I 26 I ts I I n 
I I es.r.c, I I '6.4i0 • ( '6 ... ,o • I ,2.,,0 • I 96.JY.I I C 92 . 6)0 I I C 75.0Y. I 

I I I • • • I I 
99 - 99 , 9 I " I 1 I l • 2 I l I 2 I I 7 

I r 14.JY. 1 I r J.6Y.1 • r J.6Y.J I r 1.uo I , J.no I , 1. , r.1 I I , :s.o;o 
------------------------1----------1----------•---------•----------1----------•----------1---------------------1-----------TEt1PERATUIE TAKEN I 28 I 28 I 28 I 28 I 27 I 27 I I 28 

I 1100.07.1 I 1100.07.1 I 1100.0Y.I I U00.0)(1 I I 96.,x, I I 96.,x, I I ( 110.0iO 

------------------------•---------- l----------•----------•---------- l----------•----------1---------------------1-----------
n HPERATURE HOT TAICEff I O I O • O • O • 1 • 1 I I O 

• C 0.0)0 I C a.or. , • C 0.0;:1 I ( O.OXI I I J.67.) • I J.6Y.I I I ( a.or., 

c:, 
0 
\It 
CJ' 

"' 



STUIY 
TRUTHENT 
LOT NUt1BER 
DOSE 

1 oes3 

I Cl2H 
10 t1CG 

Table 5 (cx,nt.) 

PATIENT Cotm HAXINUH TEtfflERAT\JIIES 
RECOteINANT HEPATITIS 8 VACCINE 

PATIENT ct.us: HEALTH CARE PERSa-lM!l 

I TOTAL VACClNEES C 27 PATIENTS! - DOSE J I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION . I NU'18ER 

HAX TlHPERAT\JRE l---------------------------------------------------------------------------------------1 MITH 
CDIESF,DRAU IO I l • t I J I" • 5 I I IHAXTEHP ........................ , .......... , .......... , .......... , ................................ , .......... , .......... , ......... . 

I I • I • I I I 
< 99 I 19 I U I ts I 26 • 25 • 24 I I 18 

I c 76.0XI I c es.2;0 I l '2,61.J I C 96.3,O I c ,2.6,0 I l 88.9'0 I I I 66.no 
I I I I I I I I 

99 - 99. 9 I 6 I " I t I 1 • t I J I I , 
I I t4.0lO I I 1,.11io I I 7.4,O I t J.7XI I c 7.4r.l I l 11.uo I I I JJ.3,O 

------------------------1----------1----------•----------•----------•----------•----------I---------------------I-----------
TEHPERATURE TAICEH I t5 • 21 I 27 I 27 I t1 I l1 I I 27 

I C 92.67.I I 1100.0;0 I ClCI0.07.) I ClOD.01.) I UIID.0lO I UGI.DY.I I I 1100.0Y.I 

------------------------l----------1----------1----------1----------l----------l----------l---------------------1-----------
TEffl'ERATUl!E NOT TAICEH I t I D I O I O I O I O I I 0 

I I 7.4Y.I I C 0.01.) I C 0.07.) I I 0.0Y.I I l 0.0Y.I I l O.0Y.I I I I 0.0Y.I 

0 
0 

"' a-
0-
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTlSATOR: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

32271/1 
1/20/86 

00567 

Yeast Recombinant Hepatitis 8 Vacc1ne, Study 885 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among healthy adults 
who are negative for hepatftfs 8 virus serologic 
markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot 81990D/18066/C-L215 
817668/18061/C-L216 
819910/18068/C-L211 
81992A/18070/C-L219 
81954I/18071/C-L220 

Alan I. Leibowitz, M.D. 
Associate Professor of Medicine 
University of South Florida 
School of Medicine 
Tampa, Florida 33612 

John T. Sinnott, M.D. 
Ben 6. Yango, M.O. 
University of South Florida 
School of Medicine 
Tampa, Florida, 33612 

University of South Florida Medical Center 
Tarapa, Florida 33612 

Affiliated hospitals and other area health facilities. 

July, 1985 

In progress. 

The study population will consist of approximately 250 
healthy adults of either sex (excluding pregnant 
women), who are negative for hepatitis B virus 
serologic markers, have normal liver function tests 
and have not prebiously received any hepatitis 8 
vaccine. 



PROCEDURE: 

RESULTS: 

32271/2 
l /20/86 

00568 

Study 885 

Participants are assigned to one of five lots of 
vaccine. stratified by sex and age (50 persons per 
lot). All study subjects receive a 10 mcg dose 
intramuscular injection of vaccine at o. 1 and & 
110nths. Participants are asked to record their 
tellll)eratures and any local or syste111ic c~laints for 
ftve days after each injection. 

Blood samples are obtained prior to vaccination and at 
l, 2. 3, 6. B, 12 and 24 months post initial 
injection. All specimens are assayed for HBsAg, 
ant i-KBs, and anti -HBc by MSDRL. ALT 1 eve ls wi 11 be 
tested pre-vaccination and at two and eight 1110nths 
post initial injection at the University of South 
Florida. Samples with an ant1-HBs titer >25 mlU/ml 
may be tested for anti-A and anti-g_ activity~ Samples 
may also be assayed for yeast antibody at MSDRL. 

HEALTHY ADULTS 

10 mcg Lot 81990D/18066/C-L215 at o. 1. and 6 months 
10 mcg Lot 817668/18067/C-L216 at o. 1. and 6 months 
10 mcg Lot Bl991D/18068/C-L217 at o. 1, and 6 months 
10 mcg Lot 81992A/18070/C-L219 at o. 1. and 6 months 
10 mcg Lot 819541/18071/C-l220 at 0, 1, and 6 months 

l. Number Vaccinated: 

Injection No . 
Lot _1_ ....L ...L 

819900/18066/C-L215 0 0 0 
817668/18067/C-L216 0 0 0 
81991D/18068/C-L217 50 0 0 
81992A/18070/C-L219 50 50 0 
81954l/18071/C-L220 50 50 0 

2. Serologic Results: 

Ho serologic results are currently available. 

3. Clinical Compla1nts: 

There have been no serious or alarmtng adverse 
reactions attributable to vaccine. 
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PROGRA~: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 889 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among: 

l. Mentally retarded individuals who are negative 
for hepatitis B virus serologic markers. 

2. Health care personnel who are negative for 
hepatitis 8 virus serologic markers. 

Yeast Recombinant Hepat1t1s B vaccine 
Lot 993/C-K937 (20 racg/HBsAg/ml) 

Robert P. Perrillo, M.D. 
Director, Gastroenterology 
Veterans Administration Medical Center 
St. Louis, Missouri 63125 

Oliver H. Lowry, M.O. 
Department of Phanaacology 
Washington Univ. School of Medicine 
St. Louis, Missouri 63110 

Beverly Fams Foundation 
Godfrey, Illinois 62035 

Veterans Administration Medical Center 
St. Louis, Missouri 63125 

DATE STUDY INITIATED: June 19, 1985 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of approximately 250 
mentally retarded individuals, above 5 years of age, 
and 50 health care personnel, who are negative for 
HBsAg, anti-HBc, anti-HBs, have a normal ALT and have 
not previously received any hepatitis B vaccine. 

23941/1 
1/3/86 



STUDY PROCEDURE: 

RESULTS: 

23941/2 
l /3/86 

Study 889 

Mentally retarded indiv1duals are randomly assigned to 
one of two groups, stratified by sex and age. Health 
care personnel constitute a third group. 

Mentally retarded individuals receive a 0.5 ml (10 mcg 
HBsAg) or a 1.0 ml (20 11eg HBsAg) intramuscular 
injection of vaccine at 0, 1, and 6 months. Health 
care personnel receive a 0.5 ml (10 mcg HBsAg) 
intramuscular injection of vaccine according to the 
same regimen. 

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 two weeks before the first injection of 
vaccine. Post-vaccination blood samples are obtained 
at 1, 3, 6, 10 and 24 months. 

All serum samples are assayed for HBsAg, anti-HBc and 
anti-Hes. The pre-vaccination and 3 month post
vaccination samples are also tested for ALT. Samples 
may be assayed for yeast antibody. In addition, 
samples w1th an ant1-HBs titer ~ 25 mIU/ml may be 
tested for anti-! and anti-1t subtype specificity. 

HEALTH CARE PERSONNEL 

10 mcg Lot 993/C-K937 at 0, 1, and 6 months 

1. Number Vaccinated: 

: Injection No. l_.l_ _l_ _L 
I 

! 88 82 74 

One person with an initial ALT level approxi
mately 1.5 times nonDal (69) received vaccine. A 
post-vaccination ALT level is not yet available. 
Three month post-vaccination samples will be 
tested for ALT. 

00570 



RESULTS: (Contd) 

2394[/3 
1/3/86 

Study 889 

2. Serologic Results: 

Serologic data at 1 month are available for 82 
health care personnel. 

00571 

At l month 17% (14/82) of vaccine recipients 
seroconverted (S/N ~2. l) and 6S ( 5/82) developed 
protective levels of antibody (mIU/ml ~10). The 
GMT for all vacc1nees was 0.5 mIU/ml at that · 
time. Among responders with a titer of S/N ~2.1, 
the GMT at 1 1110nth was 6.3 mIU/1111. while for 
responders with a titer of mIU/ml ~10 the GMT was 
25 mIU/ml. 

3. Clinical Results: 

Clinical follow-up data are available for 82 
health care personnel following two injections of 
vaccine. Clinical c011plaints and raaxi~um 
temperatures reported following each injection 
are provided in Tables 1 and 2. In sunnary: 

I Freauencv bv [niection No. 
Clinical Comolaint 1 2 -.:.3---1 

Injection Site 
Systemic 

1 (1 /82) 
5 (4/82) 

0 {0/82) 
6 (5/82) 

NA 
NA 

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

Events Reported to OoBRR 

A 37 year-old female noted facial wamth and 
flushing 14 hours after receiving the first 
injection of vaccine. Within the next 3 hours 
she developed facial urticaria. She was treated 
with cold packs. All sympt011s subsided within 12 
hours. The subject was treated with 8enadry1 
prior to the second and third injections, and had 
no post-vaccination reactions. 
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Table 1 

PATIENT cotMT CLINICAL CtlttPLAtNTS 
RECONBINANT HEPATITIS B VACCINE 

PATIENT CLASS~ HEALTH CARE PERSOt&IEL 

I TOTAL VACCINEES C &2 PATUHTSI - DOS[ l I 
1----------------------------------------------------------------------------I I DAYS POST VACCIHATICH I HUffllER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O • 1 I t • J • 4 I 5 • ICOflPLAIHTS ................................... , .......... , .......•.. , .......•.. , .......... , .......... , ..........•.......... , ..••.•.... 

I • I I • I I I 
REACTION, LOCAL UNJECT. SITU I O I l I O • O I O I O I I 1 

I C o.o,o I C 1,tiO • C 0.01.1 • I 0.0;:1 I t 0.0;:1 I C o.or.1 I I t l.ZiO 

-----------------------------------l----------l----------l----------l----------l----------l----------•----------l-----------
so1ums!I • o • 1 I o • o • o • o I I 1 

• 1 0.0;:1 • t 1.2;:1 I r o.o:o I I 0.0;:1 • r 0.0,:1 • c 0.01.1 I I 1 1.2;:1 

-----------------------------------1----------•----------1----------•----------1----------•----------•----------1-----------SYSTEHIC I l • t I I! I O I O I O I I 4 
I 1 1.21.1 I c t.11r.1 I l 2,4;:1 I c 0.01.1 I l 0.0;:1 I c 0.01.1 I I I 4,9;:1 

MHOLE BODY/GENERAL • 0 t 0 0 • 0 2 
I r o. 01.I ' t.41.1 C 0.01.1 C o.or., ' o.o;:, ( 0.01.1 ( 2.'IY.I 

• FLUSH I 0 1 0 0 • 0 1 
I c o.or., I 1.2Y.J C 0 .01.J ( o.or., ' o.or., ' 0.01.J C 1.2%1 
I 

HEADACHE I 0 1 0 0 D D l 
o. or., ( 1.21.1 ' o.or.1 ( 0,0)0 ' 0.01.J ' 0 .01.) I 1,2iO 

ITCHING, FACIAL I 0 1 0 0 D 0 l 
I I 0.0%) ( 1.21.1 I o.o:n ( 0.01.1 ( D. DY. I ( 0.01.J I 1.21.1 
I 

URTICARIA, FACIAL I 0 l 0 0 • 0 1 
0.01.1 ( 1.21.1 ' 0.01.1 ( O.OlO I o.o;o I o.o:o ' 1.21.1 

I 
DIGESTIVE SYSTEM I 1 1 1 0 D D I t 

1.tlO ( 1.21.) I 1.2;!) ( 1.01.J ( D. 0% I ( •• 01.1 I I 2.41.I 
I I 

NAUSEA I l I 1 1 0 0 • I 2 
1.21.1 I t l.tXI I l.ZY.I ( D.01.I ' 0.07.J I 0.0;:1 I I 2,'11.1 

I I 
VOf'IITING I 0 I I 0 0 0 • I 1 

0.01.1 I c 1,27.I ' o .ar.1 ( 0.0;:1 ' o.o:o ( a.or., I I 1.27. I 
I I 

N£RVOUS SYSTEM I 0 I 0 l 0 0 D I 1 
O.DiO I t 0.0%1 I 1.2r.1 I 0.0;:1 ' 0.0;:1 ' 0.01.1 I c 1.2:r.1 

0 
0 
VI 
....a 
N 
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Table 1 (cont.) 

PATIENT COUNT CLINICAL COttPLAINTS 
RECOMBINANT HEPATIT~S 8 VACCINE 

HEALTH CARE PERSOt!NEL 

I TOTAL VACCIN£ES I 82 PATIENTS J • DOSE 1 I 
1········-·······-··----···········-···--·············--···-··-···--·--------1 
I DAYS POST VACCINATION I HU'18ER 

CLINICAL 1•-··········-··-···-····-··•····•··•·•·····-····•·•·-········--·-·----··-·-·1 MITH 
COlfPU INTS I O I 1 I t I 3 I " I 5 I !COMP LA INTS ................................... , .......... , ........... , .......... , .......... , .......... , .......... , .......... , ......... . 

I I I I I I I I 
PARESTHESIAS I O I O I 1 I O I O I O t t l 

I I 0.01.) I I o.or., I I 1.2l0 I I o.o:o I C o.o;o I I o.o;o I I C 1. 27.) 
·--··--···-·---·----···---··-·---··1···-------1·------···1-··-······1-·-··-·-·-1--········ 1····--···-1··-···--··1··········· 
PERSOHS MITH COT1PUIHTS I 1 I 3 I I? I O I O I O I I 5 

I c 1 .27.J I c 3,77.J I I z • ._r., I I o.ox, I t o.ox1 I I 0.01.1 I I 1 6 . 11.1 
·····-··· ······--··-·········-·····1··········1··········1··········1·-·-··-···1··········1·····-···-1··········1-···--····· 
PERSONS wnM HO c0t1Pu1ms I 81 I 79 I eo I az I 82 I 82 I I 11 

I I 98,&iO I I 96.37.J I c .,7.61.1 I noo.OY.J I 1100.07.1 I 1100.0;0 I I t 'lll.97. 1 
--···-······-·-·-··--····-·········1···-··-··-1----······1-·······-·1·-·---····1----------1--·----···1-···-·---·1-·---···-·-
Pl!RSOHS WITH HO DATA I O I O I O I O I O I O I I 0 

I I 0 .07.) I C 0.07. J I I o.o;o I I 0.07.J I I 0,07.) I I o .or.1 I I I 0 . 0?. J 

0 
0 
!JI ..., 
"" 
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Table 1 (cont.) 

PATIENT COUHT CLINICAL COttPlAINTS 
RECOl1BINANT HEPATIJIS 8 VACCINE 

PATUNT CUSS: HEALTH CARE PER~L 

I TOTAL YACCINEU I ez PATIENTS) - DOSI!'. t ' 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I .tlUNaER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COHPLAINTS I O I 1 I Z I l I 'I I 5 I IC011PLAINfS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
snn111c I o I z I 2 I 1 I Z I 1 I I 5 

I c 0.01.1 I c z."1.t I c 2.1.1.1 I 1 1.zx1 I c 2.1tY.1 I c 1.zxt I I 1 6;1;0 

NHOLE BOOT/GENERAL I 0 1 1 I D I D 1 t 
0 .OY. I I 1.2)0 I 1.2:0 I < O.OY.I I o.o;o ( 1.27.1 I 2.--7.1 

I 
Hl!:ADACHIE I 0 1 1 I 0 0 l z 

( O.OY.l ( 1.2'0 I 1. 27. l I I 0.01.1 t 0,07.l I 1.27.1 I 2.'17.l 

lNTEGUt1ENTARY STSTEN I 0 0 • 0 1 0 1 
o.o,o I 0.07.1 ( o.o;o ( O.OY. I I 1.27.J I 0.07.1 ( 1.21.1 

l'IPURITIS/ITCHING I 0 • 0 0 1 0 1 
,.oio ( O.OY.I I 0. 07. l I o.o:o I 1.2Y.I I t.07.J ( 1.2)0 

RESPIRATORY I 0 0 0 0 1 0 1 
O.OY.I ( o. 07.1 ( O.OY. l I O.OY.I ( 1.2:0 ( 0.07.l I l.tY.J 

TONSILLITIS I 0 0 0 0 1 0 1 
I 0.01.) ( 0.01.1 I O.OY. I I o. 01.) ( l.!1.l ( o.o:o ( 1.27.l 

OIGESTIVE SYSTEH I 0 1 l 1 0 0 l 
I 0.01.1 ( 1 .ZY. I I 1.27.1 ( l.ZY.I ( 0.01.) ( 0.07.) ( 1. 21.) 

NAUSEA I 0 1 1 1 0 0 1 
o.o:o ( 1.uo I 1. Zi:1 ' l ,ZY.1 I O.DY.I ( D,DiO I l,2Y.I 

YOl1ITIHG I I I 1 I 1 I l I o I o I I 1 
I ( 1.01.1 I ( 1.2)0 I I l,ZY.l I I 1.21.1 I I 0,0)0 I f 0.07.I I I ( 1.ZY.I 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WITH Cottl'UINTS I I I Z I 2 I l I Z I 1 I I S 

I I 0.01.1 I C 2.'ilO I I t.41.1 I t 1.27.l I I Z.4Y.I I I 1,ZY.l I I c 6.lr.t 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSCNS WITH NO COl1PUINTS I ez I 80 I eo I &l I eo I 81 I I 71 

I Cl00.0)0 I I 97.61.1 I I 97.6Y.I I I '>8.81.1 I ( '>7.61.l I I ,e.er.1 I I I 9:S.9i0 0 
0 
11'1 
-,a 
b 
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Table 1 (cont.) 

PATIENT COUNT CLINICAL COffllUINTS 
RECot1BINANT HEPATITIS B VACCINE 

HEALTH CARE PIR!IONNEL 

I TOTAL VACCINE ES ( ez PATIENTS, - DOS£ z I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I HUNIIER 

CLINICAL l----------------------------------------------------------------------------1 NITff 
COl1PLAINTS I O • l • Z I 3 I 4 I 5 I ICOt1PlAINTS 

•••••••••••••••••••••••••••••••••••l•••-••••••• .. ••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
-----------------------------------1----------l----------l----------1----------•----------I----------I----------I-----------
PERSONS NITH NO DATA I O I O I 0 I I I O I O I I 0 

I , o.o:o I c o.o:o I r o.oio I c o.oY.J I c o.oY., I , o.oio I I c 0.01., 

0 
0 
\J1 ..... 
"' 
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Table 2 

PATIENT COUNT HAXIt1Utt TENPERATUIIES 
RECOl181NlNT ffEPlT~Tl!I S VACCINE 

LOT tUIBtw 
DOSE I 
PATIENT tlAS!ll ffEALTif CARE PEl!SOHN£L 

NAX TENPERAT\JRE 
(DEC F, CRALi 

I TOTAL VACCIHEE!I f 82 PATIENTSI - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VlCCIHATIOt4 I tl\Jlffl[R 

l---------------------------------------------------------------------------------------1 NJTH I O I 1 I Z I 3 I 4 I 5 I • I NA)( tt:MP 
•••••••••••••••••••••••••••••••••••••--••••-1•••••••••••••••••••••••••••••••••••••••••-l•••••-••••••••••••••t•••••••••• 

< 99 • 70 I 67 I 60 I 68 I 6& I 69 • I 50 
87,5:o I c 84,111.1 I < ao.01.1 I f 88.3?.l I f 89.5?.I I C 89,6%1 I I t 61. 71.1 

I I I I I I I 
99 - 99.9 I 7 I 11 I 12 I 9 I 7 I 8 I I 25 

8,T/.1 I ( 13.9)0 I ( 16.07.J I C 11.TI.I I l 9,27.1 I c 10.4?.J I I t 30,97.1 
I I I I I I I 

100 - 100,9 I t I 1 I 3 I 0 I 1 I 0 I I 5 
Z,5Y.I I ( 1,31,1 I < 4,0Y.I I ( o.or.1 I , 1,3;.1 I , 0.0?.I • I I 6.21.) 

101 - 101. 9 I l I o I o I o I o I o I I 1 
I 1 1.21.1 I I o.o:o I I o.oY.1 I , ,.or., I 1 0.0,:1 I l 0.01., I I 1 1.r;o 

------------------------t----------1----------1----------1----------t----------t----------t---------------------l-----------
TENPERATURE TAKEN I 80 I 79 I 75 I 77 I 76 I 77 I I 81 

I C 97.61.I I I 96.]?.J I I 91.57.1 I l '3,9?.I I C ,z. n:, I ( 93,9%1 I I I 98.87.) 

------------------------l----------l----------l----------l----------l----------l----------1---------------------1-----------
Ttffl'ERATUIIE HOT TAKEN I I! • l I 7 I 5 I 6 I 5 I I l 

• C l!,4:0 • I 3.TI.I I ( a.s:o I I 6.17.I • C 7,]?.I I C 6.11.; I I I 1.21.1 

0 
0 
I.II 
....i 
0' 
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Table 2 (cont.) 

PATIENT COUNT HAXJHUl1 TEHPERATURES 
RECOt18INlNT HEPATIT~5 8 VACCINE 

HEALTH CARE PER!IONMEL 

• TOTAL YACCINEES ( 82 PATIENTS) - OOSE t • 

•---------------------------------------------------------------------------------------• • DAYS POST YACCJNATIOH I HUl18ER 
ttAX TE"PERATURE •---------------------------------------------------------------------------------------1 NITll 

I DEG F , OR AU • 0 • 1 I Z • 3 • 4 • 5 • • I t1AX TEtff' .............................................. , ................................ , ................................ , ......... . 
I I • I • • • I 

< 99 • 69 • 10 • 76 • 76 I 73 • 76 • • 61 
• ( eq.i,o • I es.q7,J • I 92. 7:0 I C 92. T,O • ( 90.llO I C 92, T/.J I I I 71't.q?,J 

• • • I • • • • 
99 - 99.9 I 12 • 9 • 4 • 4 • e I 6 • I 17 

• c 14,67.I I I 11,07.J • c 4.t?.J IC .ri.9;0 I I 9.97.1 I I 7,37.J I I c 20.T/.J 

• • • • I • • I 
100 - 100. 9 • 1 I 3 • t I t • o I o • • 4 

• C l,ZY.I • ( J.T,'-1 • C Z.47.1 • C Z.41.1 • ( 0.0?.) I C 0.0?.I • • C 4.9;0 

------------------------1----------t----------l----------t----------t----------l----------t--------------------t-----------
TEHPERATURE TAKEN f ez I 82 I et • 82 I 81 • 82 I f ez 

I noo.ox, I uoe.oiu • 1100.11.1 I uoo.or.1 • c 98.87.1 I 1100.01.1 I I uoo.o?.J 
------------------------1----------•----------•----------t----------1----------1----------1---------------------1-----------
TEHPERATURE NOT TAKEN I O I O I O I O • 1 • O • I 0 

I C 0,0)0 I I O.D1.) • ( o.e:o I C 0.07.) • ( 1.vo I C 0.0?.) I f C 0.0?.) 

0 
0 
U1 ..., ..., 





PROGRAM: 

PURPOSE: 

VACCINES: 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 891 

To compare the antibody and clinical responses to 
recombinant hepatitis B vaccine and plasma-derived 
hepatitis B vaccine a[llong healthy adults and children 
who are negative for hepatitis B virus serologic 
markers. 

l. Yeast Recomb1nant Hepatitis 8 Vaccine 
Lot 979/C-K564 (10 mcg HBsAg/ml) 

2. Plasma-Derived Hepatitis B Vaccine 
Lot 0027L (20 ~cg HBsAg/ml) 

PRIMARY Dr. Hu Zong-Han 
INVESTIGATOR: Department of Biological Products Inspection 

Bureau of Pharmaceutical and 81o1og1cal Inspection 
Ministry of Health 
Temple of Heaven, West Gate 
Beijing, People's Republic of China 

SECONDARY Dr. Sh1 Guiyong 
INVESTIGATOR: Director of Epidemic Department 

Chinese Medical University 
Shen Yang, People's Republic of China 

STUDY LOCATION: Shen Yang Municipal Anti-Epidemic Station 
Shen Yang, People's Republic of China 

DATE STUDY INITIATED: December, 1985 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of 200 healthy adults 
and 200 healthy children of either sex (exluding 
pregnant women), who are negative for HBsAg, anti-HBc 
and HBs, have a normal ALT level and have not 
previously received any hepatitis B vaccine. 

32121/1 
1 /17/86 

00578 



STUDY PROCEDURE: 

32121/2 
l /17/86 

Study 891 

Participants are grouped by age and randomly assigned to 
rece1ve the yeast recombinant or plasma-derived 
hepatitis B vaccine as follows: 

2 

3 

Population Vaccine Dose Nll!ber R \ffll!n 

Adllts Recorbinant 10 111Cg SO 1.0 1111 intr111111scular 
injection of vacc\ 
at 0, l, and 6 IIIOllth 

(~30 years) 

Adllts 
( 18-29 years) 

Olildren 
(5-10 years) 

10 n:g SO 

5 IIIC9 100 

1.0 1111 intrMUscular 
Injection of vacci 
at 0, 1, and 6 month 

0.5 1111 intraruscular 
injection of vacd 
at 0, 1, and 6 months 

4 Adults Plasina 20 mcg SO 1.0 ml intranLtscular 
\njection of vacc\ 
at 0, 1, and 6 IIDR 

s 

6 

(?30 ye.rs) 

Adults 
(18~ ye.rs) 

Olildren 
(5-10 years) 

20 mcg SO 

10 mcg 100 

1.0 ml intrilllllseular 
injection of vacci 
at 0, 1, and 6 111011ths 

0.5 1111 intrn,scular 
injectlon of vaccin& 
at 0, 1, and 6 lll)l'lths 

Study participants or the participant 1s parent or 
guardian record their temperature or that of their 
child, 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 to three weeks before the first 
injection of vaccine. Post-vaccination blood samples 
are obtained at 1. 3, 6, 7, 8, 9, 12, and 24 months. 
All serum samples are assayed for HBsAg, ant1-HBc, 
anti-HBs, and ALT. 



RESULTS: (Contd) 

32121/3 
1/17/86 

Study 891 

To date 100 adults and children have received one 
injection of yeast recombinant or plasma-derived 
hepatitis B vaccine. No serious or alaming reactions 
attributable to vaccination have been reported. 
Clinical follow-up data and serolog1c results are not 
yet available. The study continues in progress. 
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PROGRAFII: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

32161/1 
1/17/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 894 

To compare in111unologic responses to yeast recombinant 
versus plasma hepatitis B vaccine in homosexual niales 
and to compare differences, if any. in adverse 
reactions to the two vaccines. 

Yeast Recombinant Hepatitis B Vaccine 
Lot 978/C-K.563 

Plasma-Derived Hepatitis 8 Vaccine (HEPTAVAX) 
Lot 1014/C-'4252 

B. Frank Polk, ~.o. 
Director, Infectious Disease Epidemiology Program 
Johns Hopkins Univ. School of Hygiene & Public Health 
Baltimore, MD 

Lois Eldred, P.A. 
Robin Fox, M.S. 
Edward Fuchs, P.A. 
Richard Kaslow, M.D. 
Nancy Odaka, M.H.S. 
Rachel Solomon, ~.H.S. 

The Johns Hopkins Hospital 
Baltimore, MD 

Apr11, 1985 

In progress. 

The study population consists of 300-350 homosexua 1 
males who are negative for all hepatitis B 111arkers and 
have not received any hepatitis B vaccine. The 11en 
are concurrently enrol led in a study to help the AIDS 
research effort (SHARE) at the Johns Hopkins 
University Hospital. 
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PROCEDURE: 

RESULTS: 

32161/2 
1 /17/86 

Study 894 

Eligible participants are randomized to receive an 
injection of either 20 mcg plasma or 10 mcg 
recombinant vaccine at 0, 1 and 6 months. 
Part it ipants are asked to record the1 r temperatures 
for S days after each injectipn and to note any local 
or systemic complaints. 

Bloof specimens are obtained prior to vaccination and 
at 1, 6, 9 and 12 months post 1n1tial injection. 
After the first year of follow-up, serum samples are 
collected every 6 months for another two years. 
Baseline serum samples ire assayed for HBsAg, anti-HBs 
and ALT. Follow-up serum samples are tested for 
development of ant1-HBs antibodies. 

HOMOSEXUAL MALES: 

10 mcg Lot 978/C-K563 yeast recombinant at 0, 1 and 6 
months 
20 mcg Lot 1014/C-f!l252 plasma at 0, 1 and 6 months 

1. Number Vaccinated: 

Vaccine 

Yeast Recombinant 

Plasma 

2. Sero1og1c Results: 

n ect on No . 
..L _2_ ..L 

81 

88 

()3 

70 0 

No serological results are presently available. 
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RESULTS: (Contd) 

32161/3 
1 /17/86 

Study 894 

3. Clinical complaints: 

Clinical follow-up data are available for 83, 60, 
and 1 participants following injections one, two, 
and three of yeast recombinant vaccine, and for 88 
and 67 participants following injections one and 
two of plasma vaccine. SpecH1c complaints and 
maximum temperatures reported during the 5 days 
following each injection are provided in Tables 1 
through 4. 

There have been no serious or alarming adverse 
reactions attributable to either vaccine to date. 

Frecuen~ ;n i blf In,i!S:tion No. 
Type Vaccine 1 2 _3_ 

Injection Recantbinant 30(25/83) 35(21/60) 0(0/l} 
Siu Plasaa C2(37/88) 36(24/67) 

15ystaic Aecalbinant 29(24/83) 18( 11/60) 0(0/1) 
PlaSllll 35(3\/88) 25(11/67) 
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STUDY 
mumENT 
LOT IOIBER 
DOSE 

08'14 

CK563 

10 M:.'G 

Table 1 

PATI[NT COUNT CLINICAL COl1PLAIHTS 

• TOTAL VACCIHEES I 87 PATIEHTSI - OOSE 1 • 
•----------------------------------------------------------------------------1 
• OATS POST VACCIHATIOH I N1Jt111ER 

CLINICAL •----------------------------------------------------------------------------• WITH 
COHPUIHTS • 0 • 1 I I! I 3 I 4 • 5 I I COMPLAINTS ........................................................... , .......... , .......... , .......... , ..........•..........•.......... 

I I I I I I • I 
REACTION, LOCAL I INJECT. SITE> • 15 I 14 I 8 I 4 I 2 I 0 I I ts 

I , 1e.s:o I c 16.97.J I c ,.67.I I 1 4.97.1 I c 2.sr.1 I , o.or.1 t • , 30.17.J 

-----------------------------------1----------•----------1----------1----------1----------1----------1----------1-----------
SOREHESS I 14 • 1ft I & I 4 I 1 I o I • 23 

I I 17,37.l I I 16,97.l I I 9.6?.I I I 4,97.1 I I 1,27.l • I 0,07.1 • I I 27.71.l 
I I I I I I I I 

STIFFNESS/TIGHTNESS • 0 I D I O I O I 1 I O I • 1 
I I D.07.) I I O.D7.) I I O.OY.I I I 0.07.1 I I 1,27.J I I 0.0;,;1 I I I 1.2:r., 
I I I I I I I I 

HEt1ATOHA I 1 I o I O I O I O I O • I l 
I ( 1.27.) I I 0.07.1 I I O.OY.J I I 0.0?.J I I o.o;o I I 0.07.1 I I I 1.27.1 

-----------------------------------1----------1----------1----------1----------1----------t----------1----------t-----------
SYSTEl1JC I 9 I 11 I 13 I 11 I 3 I 4 I • 24 

• I 11. 17. I I I 13. 3?. I • I 15 • 7X l I C 13. 41. I I I 3. T/. l • I 4. 97. I I I I 28. 91. I 

WHOLE BODY/GENERAL I 2 5 I 4 2 1 2 10 
2 .57.J I 6.0:r.1 I I 4,87.l t 2.41.1 ( 1.2,0 ( Z.SY.l I lZ.07.1 

I 
ctfILLS I 0 0 I I 0 0 0 1 

0. 01.) ( 0.01.1 I 1 l,2Y. I ( 0.0Y.I ' 0.0Y.) I 0.0iO ( l. 27. I 
I 

FATIGUE/NEAKHESS I 0 5 I 2 1 1 1 6 
o.o;o ( 6.0:r.1 I 1 2.47.1 ( 1.2:r.1 ' 1.27.1 ( 1.2;0 ( 7 ,27.I 

HEADACHE I 0 0 1 1 a 1 2 
o. 07.1 ( a. o:r.1 ( 1.2;0 ( 1.27.1 ( 0,07.l ( 1.27.1 ( 2.47.J 

CHEST PAIN I 0 0 1 0 0 0 1 
I c o. 07.1 ( 0. 07. I ( 1.2:r.1 ( 0.0:r.1 C 0.0)0 ( o.ox1 I ( 1.2:0 
I I I 

lIGfffflEAOED I 2 0 0 I 0 I 0 0 I 2 
I c 2.5)0 I o. 07.1 ( a.ox I I , o.o;o I 1 0.0iO ( o.o:o I ( 2.liiO 
I I I I 

INTEGUl1EHTARY SYSTEH I 0 0 l I l I 0 0 I 2 
0.07.1 I 0,0)0 ( 1.27.1 I I 1.2,0 I c 0.07.1 C 0.0;.1 I ( 2.4¼1 

0 
0 
VI 
0,, 
g:: 
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Table 1 (cont.) 

PATIENT COUNT CLINICAL CONPLAINTS 

--------------------------------------------------------------------------------------------------------------------' -------I TOTAL VACCINEES I 87 PATIENTS) - DOSE 1 I 
1----------------------------------------------------------------------------I I DAYS POST VACCitfATION I tl\Jl18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COMPLAINTS I 0 I 1 I 2 I 3 I 4 I 5 I ICOHPLAIHTS ****•••~•••••••••••••••••--••--••••I•••••••••• ••••••••••I•••••••••••••••••••• ••••••••••l•••--•••••1••••••••••1•••••••••• 

I I 
RASH, NOS I 0 D I 0 1 0 I 0 l o.o:o ( o.o;o I 1 o.o;o ( 1,27.) ( O.DY. I I I 0 .OY.I ( 1.2:0 I I 
OTHER I 0 D I l 0 0 I 0 l 

o.o:o ( 0,07.1 I C l.2Y.I ( o.o:o f O.OY.I I C O.OY.t ( 1.z:o 
I I 

RESPIRATORY I l 1 I 1 2 1 I 1 2 
1,27.1 I l,2Y.> I C 1,27.) ( 2Jtl0 ( 1.21.1 I I 1,2Y.t ( 2.47.) 

I I 
PHARYNGITIS fS!mE TltROATI I 0 0 0 l 0 I 0 l I I 0,07.1 ( o.o;o ( 0.01.) ( 1.2)0 ( o.o;o ( O.OY.t f 1.£7.1 

I 
UPPER RESPIRATORY INFECT., NOS I 1 1 l 1 1 1 1 

1,ZlO ( 1,£)0 f 1,27.) ( 1.27.1 f 1.21.1 ( 1,27.1 f 1.27.1 
I 

HEHIC AHO LYMPHATIC I 1 1 1 1 1 l 1 
1.27.1 ( 1.27.) f 1.2i0 ( 1.2:iO ' 1.tlO ( 1.!7.) ( 1.27.1 

LYl1PtfADEHOPATHY, GENERAL 1 1 l l 1 l l 
( 1.27.1 ( 1.2:1.1 ( 1.£7.1 ' 1.2;:1 I 1.21.1 I 1.2)0 I l.Zi!I 

HUSctJLOSKELETAl 4 I 3 6 4 l 0 II 
( 4.9)0 t 3.67.) ' 7.21.) ' 4.9i!) ' l,t7.t I o.o;n ( 9.67.I 

ARTHRAlGIA, t10HOARTICUlAA 1 0 0 0 0 0 l 
( 1.tY. I t 0,0)0 ' 0,07.J ' o.o;o ( O,OY.I t o.or., ( 1.zr.1 

ARTHRAlGIA IOTHERJ t t 4 l 1 0 5 
( t,SY.I I 2.4Y.I ( 4,8;'.) ' 1,27.1 ( l ,2T.I ( D .DY. I I 6,07.) 

11Y05ITIS l 1 l l 0 0 l 
1.2)'!) I l, tY.I f l,2i!) ( 1.27.J ( o.or.1 ( D. 07. J I , l.ZY.l 

I 
nTALGIA I 1 1 1 1 0 0 l 

1.21.) ( 1.21.1 ' 1.::r., ' i.zr., ( 0.01.I ( 0.0:1.) ( l,ZlO 
I 

ttuSClE STIFFNESS I a a 0 1 D 0 l 
0,07.I I o.o;o ( O.OY.) ( 1,2)() ( 0.07.) ( 0 .OY.) ( l.Z?.I 

0 
0 .,, 
0, 
111 
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Table 1 (cont.) 

PATIENT COUNT CLINICAL COHPLAINTS 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCitlEES I 87 PATIENTS) - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUMBER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COMPLAINTS I O I 1 I I! I l I 4 I 5 I ICOt1PLAIHTS 

••••••••••••••••••••••••••••••••••••••••••••••I•••••••••••••••••••••••••••••• ••••••••••I•••••••••• ••••e•••••I•••••••••• 
I I I 

SORE CHEST I 0 I 0 1 1 D I D I 1 
0.o;o I ( 0.0lO C 1.27.1 ( l.2Y.I C 0.07.1 I f 0.07.1 I I 1.27.1 

I I 
DIGESTIVE SYSTE" I 1 I 2 2 l O O I 6 

1.27.1 I I 2.47.I C 2.t•Y.I I 1.27.I I 0.07.1 f 0.07.1 I I 7.2;0 
I 

DIARRHEA I O O l O D O I 1 
D.07.I ( O.o:o C 1.2:0 C 0.07.1 C 0.07.1 C 0.07.1 I I 1.27.1 

I 
NAUSEA I 1 2 0 l Cl D I 4 

1.27.1 C 2.41.1 I O.o;o I l.2%1 I D.07.1 I 0.07.1 I C 4.87.1 
I 

VONITING I O 1 o o O O I 1 
o.o:o ( 1.2)0 ( 0.07.) ( 0.0%1 C o.o::o C 0.0%) I f 1.2%1 

I 0THU I O O l o I O I l 
0.0)0 C 0.OlO ( 1.2%1 I O.0Y.I C 0.07.t f 1.07.1 I ( 1.2%1 

I 
Ul!OGENITU SYST£t1 I O O l l D O I l 

o.o;o C 0.0%) I 1.2%1 I 1.2:1.1 ( D.OlO ( 0.0Y.) I I 1.2:0 
I 

KIDNEY PAIN I O O l l 0 0 I l 
I f O.o;o f 0.07.1 C l.2lO I 1.2:1.1 C 0.0?.I I 0.0%1 I I l.2iO 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsONs WITH COMPLAINTS I 21 I 2l I 19 I ll I s I 4 I I 42 

I c 25.910 I c 27.Jl!I I c 22.97.1 I I 15.97.I I c 6.2;0 I I "·9;0 I I I 30.6?.I 

-----------------------------------1----------t----------l----------l----------l----------1----------I----------I-----------
PERSON! MITH NO cot1PLAIHTS I 60 ( 60 I 6ft I 69 I 76 ( 77 ( I ftl 

I C 74.UO ( C 72.37.1 I C 77.llO I C 84.llO ( ( 9l.81.) I I 95.1)0 ( I f 49.4i0 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WITH NO DATA I 5 I ft I 4 I 5 I 5 I 5 I I 4 

I C 5.8;() I C 4.67.) I ( ft.6~1 I I s. 7Y.I I C 5.8%1 I f s.eY.I I I I 4.6?.) 

-
C) 

0 
\JI 
OD 
0-
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Table 1 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 

------------------------------------------------------ ·---------------------------------------------------------------------I TOTAL YACCIHEU I 63 PATIENTS I - DOSE Z f 
•----------------------------------------------------------------------------1 
• DAYS POST VACCINATION I HUtll!ER 

CLINICAL 1----------------------------------------------------------------------------f WITH 
COHPUINTS • 0 I 1 • Z • 3 • °' • 5 • I COMPLAINTS ................................... , ..........•.........••.......... , ..................... , ..........•.......... , ......... . 

I I I I • • • • 
REACTION, LOCAL !INJECT, SITU I 16 • 11 • 5 I O • 0 • 0 • I 21 

• I 26,7XI • ( 18.11.1 f ( 8,5:o • I 0.01.1 f I 0.0iO • ( 0.0Y.I • I I 35.0Y.I 

-----------------------------------1----------•----------•----------1----------1----------t----------t----------1-----------
SOREHESS I 16 • 11 I 5 • O • 0 I O • • Zl 

I C 26. 7?. I I ( 18. li!I I ( 8, 57.1 • I O, o;: I • I O, o;: I • ( 0. o;: I I • I 35. 0lO 

-----------------------------------1----------l----------l----------l----------l----------l----------•----------•-----------
srsnHic • 5 I • I 6 I 6 I 5 • 3 I • 11 

• C 8.31.1 • ( 6.71.) I C 10.z;:, I C 10.z;:1 I I 8.3?.I I I 5.1%) • • I 18.1%) 

NtOLE !ODY/GENERAL I z 3 3 " 2 1 5 
3. 37.) ( 5.01.I ( 5.17.1 I 6.87.l I 3.3)0 ( 1,TI.I I 8.3%) 

FATIGUE/WEAKtlESS I 1 t z 3 z 1 3 
l. 77.1 ( 3.3:t.l ( 3.4:t.l ( 5,1:t.l ( 3.3%) ( 1.7)0 ( 5.07.) 

CHEST f'AIH I 0 • 0 1 0 0 1 
0. 0?.) ( 0.07.1 ( 0.07.1 I l. 77.1 ( 0.0Y.I ( 0.0%) ( l, 71. I 

LIGHTHEAOEO I 1 l 1 0 0 0 l 
1. 71.J ( 1.7)0 ( 1,7)0 I 0.0?. I I 0.07.1 ( o.or.1 ( 1. 77.J 

IHTEGUMEHTARY SYSTEN ,. 0 l 1 • 0 0 0 l 
0.07.J ( 1, Tl.I ( l.7iO I I 0, 0?.J ( 0.0JO ( 0.0?.I . ( 1. 77.1 

I I 
OTlfER I 0 1 1 • 0 0 0 I 1 

I I O,0lO ( l. 77.1 I 1. 7?.I I I 0.0?.I I 0.0Y.I ( O.0iO . ( 1,77.I 
I 

RESPIRATORY • 0 0 1 I 1 • 0 • 0 I I 1 
• I 0. 07.t ( 0.07.t ( 1. 7Y.I I C l, 77.1 • I o. 0?.I I I 0.07.1 I I I 1.7)0 

• I • I • I 
UPPER RESPIRATORY INFECT., HOS I 0 0 1 • 1 • 0 • 0 I • 1 

• I 0. 07. I ( 0.01.1 I 1.7:t.l I I 1.TI.I • I 0.0XI • I 0.07.I I . ( 1. 77.J 
I I • I • • lf.JSCULOSI\ELET AL I l l 1 I 1 I 2 I 1 I I l 

l. 77.1 ( 1. 77. I I 1.71.1 • ( l. T/.1 I I 3. 3Y.t • C 1. 77.1 I I I 5.0JO 

0 
0 
~ 
a, 
-..a 
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Table 1 (cont.) 

PATIENT COUNT CLINICAL COMPLAINTS 

I TOTAL VACCINEES C 63 PATIENTS! - DOSE 2 I 
1----------------------------------------------------------------------------1 I DAYS POST VACCIHATION I NUt18ER 

CLINICAL 1----------------------------------------------------------------------------I WITH COIIPlAINTS I O I l I 2 I 3 I 4 I 5 I ICOt1PUINTS 
•••••••••••••••••••••••••••--•-•••I•••••••••••••••••••••••••••••• ••--••-*• l•••••••••• l•••••••••• f•••••••••• ••••••w•••• 

I I I 
ARTHRALGIA, 110HOARTICULAR I l O o O I O I O I I l 

1,7)0 C o.o:o ( o.o;o ( 11.0Y.l I I O.OY. I If O. OY.I I I f l.7X I 
I I I I 

ARTHl!AlGIA IOTHER) I II l l 1 I 2 I l I I 2 
0. DY. I ( 1. 7Y. l C l. 7Y. I C l. T/.1 I I 3. llO I f 1. 71. I I I I 3. 37. J 

I I I I 
DIGESTIVE SYSTEM I 2 II 1 2 I 2 I l I I 4 

3.3Y.J C O.OY.J C 1 .71.1 I 3.4Y.I I I 3.3Y.I 11 1.71.J I 11 6.1;0 
I I I I 

DIARRHE A I 2 O I 1 I 1 I 1 I I 3 
I 3,3;0 I e.01., I o . o;o C 1.T/.1 I I 1.?Y.J 11 1 .7X) I I ( 5.0Y.I 

NAUSEA I 1 II 1 1 l l 2 
1 . 71.l I G.O?.J I 1. 7?.l C 1. T/.1 ( 1. 7Y.J I 1 . 7?. I I 3. lY. l 

VOMITING I l 0 1 1 1 l 2 
1. T✓. I ( 0 .O?.I ( 1. 71.1 I l . T✓. l I 1.7;(1 I 1 . 7)0 I 3.lY. I 

ABDONEH DISTENDED I D D D 1 1 0 1 
O. IIY.l ( 0. O?. l ( 0 .07.1 ( 1.77.1 I 1.71.l I o.o:n I 1 . 7Y.l 

U!OGEHITAL SYSTEN I 0 0 0 1 1 0 1 
0. DY. I ( O.OXI C o.o:o I l.T/.1 I 1. T/.1 I o.or.1 I 1. 77.1 

KIDNEY PAIN I 0 II 0 l 1 0 l 
D.OY.J ( 0.0)0 ( 0. 01.1 ( 1.1r.1 I 1.TI.I ( O.OY.J ( 1. 71.) 

PSYCHIATII I C/8EHAYIORAL I 1 1 1 0 0 0 1 
1. 71.J C 1, Tl.I ( 1, 71.J I O. DY. I I O.OiO I D.DY. I I 1.7i0 

DRU MS, BI ZARRE , Ut«ISUAL I l I 1 I 1 I O I O I O I I l 
I I 1.7i0 I I 1.T/.) I I 1 .7Y.I I I O.OY.I I I O.OY.l I ( o.or.1 I I I , 1.7)(1 

-----------------------------------l----------l----------1----------I----------I----------I----------I----------I-----------
PERSONS WITH COMPLAINTS I 20 I 1' I 11 I 6 I 5 I 3 I I 28 

I I 33.lY.l I ( 25.0Y.) I I 18.6Y.J I I 10.ZY.I I I 8.3?.) I I 5 . 17. l I I I 46.7;(1 
-----------------------------------1----------t---------- l----------l----------l----------l----------l----------l-----------
PERSOHS WUH HO COl1PLAIHTS I 40 I 45 I 40 I 53 · I 55 I 56 I I 32 

I I 66.77.1 I C 75.0XI I ( 81.4Y.I I I 89.87.I I I 91.71.l I ( '4.9Y. I I I I 5:S.l:t.l 
0 
0 .,, 
;JD 
OD 
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Table 1 (cont.) 

PATIEIIT CO\JHT CLINICAL COHPLAINTS 

I TOTAL VACCltlEES ( 63 PATIEHTSl - DOSE 2 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATlotl I NUtlBEI! 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COHPUINTS I a I I I Z I 'S I 4 I !I I I COMPLAINTS 

••••••••••••••••••••••••••••••••••• l••••••••••l•••••••••• l••••••••••• ••••••••••l••••••••••l••••••••••l•••••••••• l••Q••••••• 
-----------------------------------1---------- I----------I----------I----------I----------I----------I----------I-----------
PERsONS WITH NO DATA I Z I Z I Z I Z I Z I Z I I Z I ( 3 . ZY.I I C J , Z,O I C 3.3Y.J I ( 3. 3)0 I ( 3.ZY.I I ( 3, 37. I I I ( 3.z;o 

0 
0 
\II 
OD 
,() 
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Table 1 (cont.) 

PATIENT COUNT CLINICAL COHPU IHTS 

I TOTAL VACCINEES I 1 PATIENTS I - DOSE 3 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I NUl18ER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
Cot1PU IHTS I O I 1 I t I l I ti I 5 I ICot1PUINTS 

•••••••••••••••••••••• .. ••••••••••• l••••••••••l•••••••••• l•• .. •••••• l•••••••••• l••••••••••l•••••••••• l•••••••••• l••a•~••••• 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSDllS MITH CotlPLAINTS I O I O I O I O I O I O I I 0 

I C 0.07.1 I C 0.0)() I C O.OlO I ( O.OlO I ( a.oz, I C o.o::o I I I a.oz , 
------------ .----------------------I---------- I----------I----------I----------I----------I----------I----------I-----------
PERS0t1S MITH t!O COt1PUIHTS I 1 I 1 I 1 I 1 I 1 I 1 I I 1 I (100.0ZI I (100.0)() I (100 . 0)() I 1100.0XI I (100.0ZI I (100.0)() I I 1100.0XI 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS MITH NO DATA I a I O I o I o. I O I O I I o 

I C o.o;o I C a.ox, I C o.o;o I ( o.o:o I ( o.o:o I ( a.o:o I I I a.oz, 

0 
0 
~ 
.Q 
0 
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Table 2 

PATIENT COUNT " AXIH\Jt1 TEHPERATURES 

• TOTAL VlCCINEES C 87 PATIENTS! - DOSE 1 I 
•---------------------------------------------------------------------------------------1 • DAYS POST VACCINATION I NU'18ER 

" AX TEHPERATURE 1---------------------------------------------------------------------------------------• WITH 
CDEG F • ORALI • 0 • 1 • 2 • 3 I 4 I S • • • " AX TEMP 

.. •••••••••••••••••••'"'••••••••••••••••••••••• l•••••••••••••••••-•• l••••••••••I••••••••-••••••••••••••••••••••• •••••••••• 
• • • L I 21 1 1 11 1 1 1 1 11 I 2 2 • 1 I 1 I 1 I 1 I l 

99 - 99,9 

100 - 100.9 

!.67. J • ( 1. 27. J I C 1.27.J • ( 1.2;0 I I 1,Zl!I • C 1 ,37.) 2 , 4;0 
I • • I I 

64 • 73 • 76 • ~ I ~ I n I I " 7S I 7lf I 7111 
- . - 73.57.J C· 83. l XJ • C 91.27.J I C 92. 7l0 I C 93.87.1 I I 92.Sl!I I I 90.97.) 

• I • 11 • 4 I 4 • 14,37.J • C S.07.J I C 4.97.J I c 

• I I 
0 I l I 1 • 0.07.J • C 1.27.J • C 1.27.1 • l 

• 4 I 
S.07.l I C 

• 0 • a, 07.J • I 

I 
It I 

S.1117.I • C 
I 

1 I 
1,2)!1 • I 

s 
6.57.J 

1 
1 .3)!) 

16 
ll.9,37.1 

3 
3.67.) 

101 - 101 ., I o I 1 I o I o • o I o I I 1 
I c o.oz, • c 1.27.J • c o.o;o • c o.o;o I I o.ol'-1 • c o.oz , • • c 1.2z1 

------------ ·-----------l----------l----------•----------l----------l----------l----------1---------------------•-----------
TEl1PERATUl!E TAKEN I 77 I 80 • 82 I 80 I 80 I 77 • • 83 

I f 88.57.1 • f 91!,07.) I C 94.37.) I f 92,0iO I C 9Z.0)0 • C aa.s:o • • I 95 . 47.) 
------------------------•----------l----------l----------•---------- l----------1----------1---------------------I-----------
TEHPERATUl!E NOT TAKEN • 10 I 7 • S • 7 I 7 • 10 I • 4 

I C 11.57.J I I 8.0)0 I f 5,77.) • C 8.07.J I I C,.07.I I C 11.57.1 • • C 4,67.J 

-
0 
0 
\II 
,4) -
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Table 2 (cont. ) 

PATIENT COUNT HlXIl1Ut1 lEHPERATURES 

I TOTAL VACCINEES I 63 PATIENTS) - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUHBER 

HAX TEHPERAT\JRE 1---------------------------------------------------------------------------------------I MITH 
(DEGF,ORALI I II I 1 I 2 I 3 I 4 IS I I IHAXTE11P 

••••••••••••••••••••••••I••••••••••••••••••••--•••••••• •••••••••••••••••••••••••••••• ••••.,.~••• l••••••••••I••~••••••• 
NORt'IAL I 3 3 3 l 3 3 I l 

5. llO C 5.3:f. I ( 5.4:f.) C 5 . 4)0 I 5 . 47.l I 5.57.l I I 5 . 3:'. I 
I 

< 99 I 44 49 49 44 45 46 I 35 
77.2)0 ( 86.0lO ( 87.5)0 ( 78.67.) I 80.4Y.) I 83.6)0 I l 61.4)() 

I 
99 - 99. 9 I 9 4 2 6 a s I 15 

1s. e;o C 7.11:f.l ( 3,6)0 C 10.7:f.l ( 14.]iO I 9.1:0 I C 26 . ])(I 
I 

100 - 100.9 I 1 1 2 J o 1 I 4 
I ( 1 .8)0 I ( 1 .e;o ( 3.67.) I 5,4;0 I 0 , 0Y.) I C 1 .11:0 I I 7 . 0)0 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEHPERATVRE TAKEN I 57 I 57 I 56 I Sfa I Sfa I 55 I I 57 

1 • ,o . s:o , , ,o.57.) 1 , e11 • .,,o , , e11 . ,Y.1 , , e11 . 9Y.1 1 , e,.:s:o 1 , , n.s:1., 
------------------------ l------- .--1---------- I----------I----------I----------I---------- I---------------------I-----------
TEHP£RATURE HOT TAKEN I 6 I 6 I 7 I 7 I 7 I 8 I I 6 

I ( ,.s;o I C ,.s;o I ( 11 .liO I I n .uo I ( 11.lY.) I ( 12.77. 1 I I I 9.57. ) 

0 
0 

"' -0 
I\J 
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Table 2 (cont.) 

PATIENT COUNT HAXIHUH TEHPERAT\IRES 

I TOTAL VACCIHEES I l PAT IENTS) - DOSE 3 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCI NATION I NUHBER 

HAX TEMPERATURE 1----------•-----•-·-·--------·-··-------------·-•--·-------------------------•--------I WITH 
(DEG F, ORALI I 0 I l I Z I 3 I 4 I 5 I I I HAX TEHP 

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

NORMAL IOI ol l l 11 11 11 Io 
I I 0.07. J I I o.o:o I uoo.o:o I noo.o;o I uoo.o;o I U00.0lO I I I o.o;o 
I I I I I I I I 

<99 I o I l I o I D I o I o I I l 
I I o.o:o I 1100 . 0lO I I o.o;o I I o.o:o I I o.o;o I I 0.0lO I I uoo.o:o 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-----------
TEt1PERATURE TAKEN I O I l I 1 I l I l I l I I l 

( I o.oz, I (100.0X) I 1100.ox, I (100,07.) • 1100.ox, I (100.07.) I I 1100.07. ) 
------------------------l----------•-------·-·1----------1----------1----------1----------•---------------------l-----------
nHPERATIJRE NOT TAKEN I 1 I o I o I o I o • o • I o 

I 1100.07.) I ( o.ox, I I 0.07.) I ( a.ox, I I o.o;o I ( 0.07.) I I I o.or.1 

0 
0 
II\ 
.c, 
~ 
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Table 3 

PATIENT COU.T CLINICAL COHPLAINTS 

I TOTAL VACCINEES I 88 PAlIENTSI - 005£ 1 I 
l----------------------------------------------------------------------------1 I OATS POST YACCIHATI~ I ~ER 

CLINICAL . l----------------------------------------------------------------------------1 WITH 
COMPLAINTS I O • 1 I Z I J • 4 • S I ICOHPLAIHTS 

•••••••••••••••••••••••••••••••••••1••••••••••1•••••••••••••••••••••1••••••••••1••••••• .. •••••••••••••••••••••••••••••••••• 
I I • I I I I • 

REACTION, LOCAL UHJECT. SITEI I 2l I 17 I -, I 4 I 1 I l I I '37 
I 1 27.47.1 I c 1,. 3l!I I c 10.3l!l • c 4.n!J I c 1.1:1.1 I c 1.27.1 • I c r.2.ol!1 

-----------------------------------1----------•----------l----------1----------l----------•----------1----------l-----------
soRrnEss I 23 • 17 • 9 I 4 I 1 • 1 I • 37 

I I 27.4:t.l I c 19. 3l!I I c 10.37.1 I f 4. 77.J I c 1.1::0 • c 1.27.J • I l 42.07.l 

-----------------------------------t----------•----------l----------1----------•----------1----------1----------1-----------srsrentt I 12 I 22 I 15 I , I 7 I 7 I I 31 
I I 14.37.1 I { 25.07.I I { 17.27.) I I 10.s::o I I e.o::o I I e.1:0 I I C 35.27.l 

----------------------------------------------------------------------------------------------------------------------------I 
MIIOLE OODY~GENERAL I 9 15 7 7 6 4 I I 24 

10. T.1.1 I 17.0iO { 8.0Y.1 I e.i:o I 6.9)0 I 4.7::o I I c 27.ll!I 
I I 

Ct/ILLS I 0 1 0 0 0 0 I I 1 
0.0%) ( 1.17.1 ( 0.0Y.I { 0. 07.) I 0.07.) ( o.o:o I I ' 1.17.1 

I I 
SENSATION OF MAR1111t, GENERAL I 0 2 1 0 0 0 I I 2 

I 0.0Y.J ( 2.JY,J ' 1.llO I 0 .OY.l ( 0.07.) ( o.o;o I I c Z.37.l 
I • FATIGIJE/WEAkN£SS I 7 10 5 5 4 J I 16 

e. v.1 I 11.47.I ( 5,7;0 I 5.87.) ( 4.6)0 ( :s. s:o I C 18.27.l 

HEADACHE I 3 4 2 2 2 l 9 
J.67.J ( 4.57.J ( 2 . 37.1 I 2.37.I ' 2.3)0 f 1.27.1 I 10.2::0 

UGHTlfEAOUI I 1 I 0 a 0 0 0 l 
1.27.1 I I o.o:o ' o.or., I o.o:n ' o.o;o ( o.o;o ( 1.UO 

I 
PAIN I 0 I 1 0 0 . 0 D 1 

0.0Y.I I I 1.1:1.1 ( o.o:o ' 0. 07. I ( 0. Cl¼ I ( o. 07.1 ( 1. lY. I 
I 

INFECTIOUS SYHDROf1[S I 0 I 0 l 0 0 0 l 
0. 07. I I C 0.0)0 C l,lY.I C o.o:o C 0.07.) I o.ox, C 1.17.1 

I 
HERPES LAftIALIS, R~CURREHT I 0 I 0 l 0 0 0 1 

' 0.DY. I I C 0.0Y.) ( l .lY.I ( 0.07.1 C 0.0X I ( 0. 07.1 C 1.lXI 

0 
0 
'-" 
.0 
~ 



STUDY 
TREATMENT 
lOT IM1t!ER 
DOSE 

I 0894 

Ct12St 

20.r,o; 

Table 3 (oont.) 

PATIEHT COlffl CLINICAL COt1PllIHTS 

- --------------------------------------------------------------------------------------------------------------

CLIHICll 
COIIPllIHTS 

I TOTAL VlCClHEES ( 88 PATIENTS) - DOSE l I 
•----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUNSER 
l----------------------------------------------------------------------------1 MITH 
I O I 1 I ' t I 3 I 4 I 5 • ICOttPLAJIITS ..............................••...•..........•..........•.......... , ....................... , ..........•.......... , ......... . 

IHTEGUMENTARY SYSTEM 

RASH, HOS 

11\JSCULOSKELHAL 

lRTHRllGIA !OTHER) 

MYOSITIS 

DIGESTIVE SYSTEH 

ASOOMINAl PllH!J/CRAMPS 

DIARRHEA 

NAUSEA 

VOHITING 

omER 

PSYCHIATI!IC/BEHlVI°"Al 

EMOTiotlAl llBILITY 

0 
o.o:o 

0 
O.OiO 

2 
2.41.) 

l 
1.27.) 

l 
1.21.) 

l 
1.21.) 

0 
o.o:o 

0 
0.01.J 

1 
1, 27. J 

0 
0.07.J 

0 
0. 07.) 

t 
t .47.) 

1 
1.21.) 

0 
0.07.) 

0 
o.o;o 

6 
6.87.) 

5 
5.7¼1 

1 
l,llO 

5 
s.1;0 

1 
1.17.) 

3 
3.47.) 

z 
2,37.J 

1 
1.17.1 

0 
0 .07.J 

1 
1.17.1 

l 
1.17.) 

0 
0.0iO 

0 
o.o;o 

4 
4.6if.J 

3 
3.41.1 

~ 
l.UO 

6 
6.9if.l 

0 
0.0:r.1 

t 
t.3if.l 

3 
3.4if.) 

z 
2.3%) 

0 
0. OY. J 

0 
0. O?. I 

4 
4,7)0 

3 
3.5?.I 

l 
l. t?. J 

z 
Z. 37.) 

0 
o.o:o 

0 
o.o:o 

2 
2. 37.) 

1 
1. ZZ I 

1 I o 
1.1x1 I 1 0.0:r.1 

l 
l.17.1 

l 
l.lif.l 

l 
1.27.) 

l 
1.27.) 

0 
0.07.) 

0 
o.o;o 

t 
Z.37.1 

l 
1.17.) 

1 
1.17. I 

0 
o.o:o 

0 
0 . 07.1 

0 
0.07.1 

a 
0.0)0 

0 
0.07.1 

0 
o. 07.) 

0 
o.o;o 

0 
0.07.1 

l 
1.27.1 

l 
1.2)0 

3 
3.5if.) 

2 
2. 37.1 

1 
1. 27.1 

1 
1.27.) 

0 
0.07.l 

0 
0.07. J 

1 
1,2Y.l 

0 
0.07.) 

0 
0 .07. J 

0 
0.07.) 

0 
0 .07. J 

l 
l.lY.I 

l 
1.lY.l 

9 
10.21.) 

8 
9.17.1 

1 
1.lY.I 

10 
ll.4if.J 

1 
l.lY.I 

3 
3.4)0 

6 
6.8i0 

2 
2. 31.t 

1 
I _ 1.17.1 

z 
2.3i0 

l 
1.17.) 

0 
0 
\II 
-0 

111 
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Table 3 (cont.) 

PATIENT COUHT CLINICAL CONPLAIHTS 

I TOTAL VACCINEES I && PATIENTSJ - DOSE 1 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I NU118ER 

CLINICAL 1----------------------------------------------•-----------------------------• MITH COMPLAINTIJ I 0 I 1 • 2 • :S I 4 I 5 I I COMPLAINTS 
••••••••••••••••••••••••••••••••••• l••••••••••l••••••••••l••••••••••••••••••••••••••••••••l••••••••••l••••••••••I •••••••••• I I I I I I I I 

Il!IHTABILITY I 1 • 0 I 0 I O • 0 I O I I l 
I I 1.21.1 I I 0.01.1 I c 0.01.1 I I 0.01.1 • I 0.01.1 I I 1.01.1 I I , 1.17.1 

-----------------------------------1----------l-------·-·1·····-----l----------t---·--·---t----------l ----------l-----------
PERSON!I MITH COttPUIHTS . I 31 I 33 I ti I U I II I II I I 54 

I I l6.9i0 I I 37,57.J I I 24,17.J I I l't.0XI I I 9.21.l I I 9.JXI I I I 61.41.1 
-----------------------------------1----------t----------l----------l----------l----------l----------l----------l-----------
PERSONs WITH NO c011PLAINTS I 5:S I 55 I 66 I 74 I 79 I 111 I I 34 I I n.11.1 I 1 62 . s1.1 I 1 75.97.1 I t et>.01.J I , 90.117.J I 1 91. 7;0 I I 1 311.67.J 
----------------·--···-------------l----------1··-····-··1-····-·---t-------•--l----------l-·--------1----------1·····------
PERscHS MJTH HO DATA I 1 I O I 1 I 1 I 1 I Z I I 0 I I 1.21.1 • C 0.0X) I C 1.11.1 I C 1.uo I I 1.17.) I I t.3)0 I I I a.ax, 

-
0 
0 
Ill 

"' (I'-
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Table 3 (cont.) 

PATIENT COUNT CLINICAL CotfPLAINTS 

I TOTAL VACCIHEES I 70 PATIENTS I - DOSE 2 I 
1----------------------------------------------------------------------------I 
I DAYS POST VlCCINATlON I tM18ER 

CLINICAL l----------------------------------------------------------------------------1 NITH 
COMPLAINTS I D I l I 2 I 3 I 4 I 5 • I COMPLAINTS 

••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••I••~••••••• I I I I I I I I 
REACTION, LOCAL UHJECT. SITEI I 20 I 13 I 3 I 2 I l I o I I 24 

I , 30.31.1 I , 19.41.1 I c 4.5%1 I , 1.01.1 I , 1.57.1 I I 0.01.1 I I ( 35.lliO 

-----------------------------------1----------1----------1----------•----------1----------1----------1----------•-----------SORENESS I 2D I 13 I 3 I 2 I o I o I I 23 
I , 10. 3Y. I I , 19. 47.1 I , ,. . s1., • , 1. 01. 1 I c a. ar.1 • , o. 01.1 • I , 34. 11., 
• I I I • I I I 

HEMATCl1A I 1 I O • 0 I O • l • O • • 2 
I l 1.57.) I l 0.0%) I l 0.07.1 • l 0.0Y.) • ( 1.57.) I l 0.07.1 • • I 3.0Y.I 

-----------------------------------l----------l----------l----------1·---------1----------l----------•----------•-----------
sYsn:t11c I 7 I 10 I 6 I 7 I 6 I 6 • I 17 

I C 10.67.1 I I lto.97.I I I 9.llO • l 10.4%1 I I 9.llO I l 9.17.1 I • I 25.<tiO 

----------------------------------------------------------------------------------------------------------------------------I • NHOLE BODY/GENERAL I 3 I 5 5 I 5 I ,. 4 I • 10 
4.57.J I 1 7 .57.) ( 7.67.> I 1 7.5lO I C 6.17.1 ( 6.llO I C 14.9%1 

I I I • FATIGU£/WEAkN£SS I 2 I 5 5 I 5 I 4 4 • 9 
3.0Y.I I l 7.57.) ( 7.67.J I l 7.5%) • l 6.UO ' 6.17.1 I C 13.4% > 

• I • I 
H!ADAOtE I 1 I a 0 I a I a 0 I 1 

1.s;o I , o.o;o C 0.01.1 I , o.o;o I , 0.07.) ( 0.01.1 I ( 1.5?.I 
I I I I 

IHrECTIOUS SYtlDROMES I 0 1 a • 0 I 0 0 • l 
0.0%1 ( 1.sr.1 ( 0.0lO • I 0.0iO I C o. or., ' o.ox, I ( 1.5?.I 

I • • HERPES GEHITALIS, RECURRENT I a 1 0 I 0 I a 0 I 1 

' O.OiO I 1.5lO ( 0.0:10 • 1 o.ox, I c a.or., ( 0.01.1 I ' 1.5?.I 

• I 
IHTEGtl1ENTARY SYSTEN I 0 0 0 I 0 I 1 ( 1 I I 1 

' 0.0%) ' o.o:o ' o.oio I l o. 01.1 I 1 1.s:o • , 1.s:r.1 I I I 1.5iO 
I I I I • RASH, HOS I 0 0 0 I 0 I 1 I 1 

• 
I l 

( 0.07.1 ' 0.07.1 ( o.a:o • 1 0.01.1 I I 1.SiO • l I.SY.I I I I 1.5)0 

• • • • • RESPIRATORY 
• 

0 a 1 • 1 I 0 I 0 • I l 

' O.OiO ' 0.0%1 ( l.5%1 • I 1.57.I I l 0.01.1 I l 0.07.I • I I I.SY.I 

0 
0 
U1 
-0 ..... 
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Table 3 (cont.) 

PATIENT COUNT CLINICAL COttPllINTS 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCIHEES I 70 PATIENTS I • DOSE 2 I 
1----------------------------------------------------------------------------t I DAYS POST VACCINATION I Nl,'19ER 

CLINICAL l----------------------·•••--------------------------------------------------1 WITH 
COMPLAINTS I O I 1 I 2 I 3 I 4 I 5 I ICot1PUINTS 

---••~•••••I•••••••••• - ------- ---------- - -------- -- ------ i •••••••••• i ••••• .. •••• i ••••••••••I•• ........................ a I ••11•••a• .. •l•••o•••w1HI 
PHARYNGITIS I SORE THROAT> 0 0 1 1 0 0 l 

o.o:o ( o.o;n 1.s:o ( 1.s:o ( 0.0;1.1 ( 0.0?.I ( 1.s:o 

l'IUSCULOSKELETAL 2 2 0 1 0 0 ~ 
3.o:o ( 'J.DXJ 0 .07.1 ( 1.51.l ( 0.01.1 ( 0.0?.I ( 6.0)0 

ARTHRALGIA, t10HOARTICULAR l l 0 0 0 0 l 
1.s:o ( 1 .57.1 ,.o:o ( 0. 07.J ( o.o:o ( o.o;o ( l.SY.l 

ARTHRALGIA !OTHER) l l 0 0 0 0 2 
1.SXI ( 1.SXI 11.07.) ( 0. 07.) ( o.o;o ( 0.0?.I ( 3.0Y.) 

tlYALGIA 0 0 0 1 0 0 I 1 
o.o:o ( II.DY.I 0.0?.I ( l. 57.l ( o.ox, ( 0.07.) I c l.SY.l 

DIGESTIVE SYSTEM I t I l O O O O 3 
:S.0i() I I 1.s:o I 0.07.) I 0.07.) ( 0.07.1 I o.o;o C 4.SY.J 

NAUSEA I 2 0 O O 0 0 2 
l.0Y.J ( 0.0XI C 0.0?.I I D.0lO ( 0.07.l I 0.0:1.1 I 3 . 0Y.I 

LOOSE STOOL I O 1 D O o O l 
O.0Y.J ( I.SY.I ( 0.0:t.l I 0.07.l ( 0.07.J I o.o;o I l.SX) 

PS'f'CHUTRIC/BEHAVIORAL I 1 l l l l I l 
1.5.r.1 c 1.51.J c 1.5:0 1 1.57.J c 1.57.1 1 1.s:1.1 , 1.si1 

INS~IA/OISTUR6EO SLEEP I 1 l l l l l l 
I C l.Sll I 1.51.1 C 1.5?.I C 1.S?.I ( I.SY.I ( 1.5Y.I ( l.SiO 

-----------------------------------t----------l----------l----------1----------1----------1----------I----------I-----------PERSOHS WITH COl1PLA1NTS I n I U I '> I 9 I 7 I 6 I I 34 
I c ltt.e:o I c 31.31.1 I C lJ.6:1.1 I I l'J.4Y.I I I 10.67.I I I ,.17.l I I I 50. 7%1 

-----------------------------------t----------t----------l----------l----------1----------1----------1----------I-- . _______ _ 
PERSOHS WIT1' NO COMPLAINTS I '+3 I ~6 I 57 I 511 I 5'> I 60 I I 33 

I C 65.21:1 I < 66.7lO I c 66.4:t.l I c 6&.6Y.I I t 69.47.1 I 1 90.9%1 I I 1 49.3%1 

-----------------------------------1----------l----------l----------t----------l----------l----------l----------l-----------
PERsoNS WJTil NO DATA I l I l I l I 1 I l I l I I l 

I ( 1.5%1 I C 1.5%) I ( 1.5%1 I C 1.5iO I ( l.5)O I f l.5iO I I I 1.5%1 0 
0 
\II 
-4 
OIi 
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Table 4 

PATIENT COUNT "AXIHUN 'TIEHPERA~ES 

I TOTAL VACCIHEES I M PATJEHTSI - DOSE 1 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCJHATIOH I HU'19ER 

HAX TEHPERATVR, 1---------------------------------------------------------------------------------------I WITH I DEG F, OIULI I O I 1 I Z I l I 4 I 5 I I I HA)( TEHP 
••••••••••••••••••••••-•••••••••••••••••••••••••••••••••l••••••••••••••••••••••••••••••••l•••••--•••l••••••••••I•••••••••• 

NORHAL I 1 I l I 3 I 4 I 4 I " I • 2 
I I 1. 1r. t I c l.6r.1 I , 3.T/.1 I ( 5.or.t I 1 4.97.J I I 5.0lO I I I 2.4iO 
I I I I I I I I 

< 99 I 62 I 70 I 67 I 66 I 70 I 70 I I 56 
80.5)() I I 84.37.1 I I &1.7Y.I I I ez.s;o I ( 86.4)0 I I 87.SlO I I I 66. 7Y. I 

I I I I I I I 
99 - 99.9 I 14 I 10 I 11 I 9 I 6 I 4 I I 24 

1e.2r.1 I c lZ.07.l I I 13.47.1 I I 11.27.J I C 7.47.l I 1 s.o;o I I c 28.6)0 

lOD - 100.9 I o I o I l • 1 I 1 I 2 I I z 
I I o,or., I c o.or., I 1 1.2;0 I 1 1.2r.1 I c 1,2;0 I 1 2.s,o I I c 2,4;0 

------------------------1----------l----------l----------l----------l----------l----------l---------------------1-----------
TE11PERATURE TAKEH I 11 I n I ez I eo I e1 I eo I I M 

I 1 &7,57.J I 1 ,,.,37.J I , ,1.2;0 I c ,o.97.1 I 1 ,2.0:0 I c ,o.,;o I I 1 ,s.sr., 
------------------------l----------1----------1----------I----------I----------I----------I---------------------I-----------
TEt1PERATURE HOT TAKEN I 11 I s I 6 I e I 1 I e I I " 

I I 12.SiO I I 5.71.1 I l 6.0Y.I I C •• 17.J I ( &.07.) I I ,.un I I C 't.5i:J 

0 
0 
\II 
-c 
-0 



STUDY 
TREAfflENT 
LOT NU1BER 
DOSE 

0894 

CM:!52 

20 MXi 
·-------

Table 4 (cont.) 

PATIENT COIJtT NAXIl'1Ul1 TEHPERATURES 

' TOTAL VACCINEES I 70 PATIENTS! - DOSE 2 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION • NU1111ER 

HAX TEHPERATUR! •----------------- ---- ------------------------------------------------------------- -----• WITH (DEG F , OR AL I I O I l I 2 • J • 4 • 5 I • • Nl X UHP 
•••••••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••••••••••••• l••••••••••••••••••••• l•••••••••• I•••••••••• 

I I I I I • • • 
NORHAL • J I 4 I 3 I 4 • la • la I • 2 

• ( 4.8i0 I ( 6 . 2:0 • I 4.6)() I ( 6 . 3)(1 • I 6.llO • ( 6.lZI • • I l. OY. I 

I • • • I • • • < 9 9 • Sit I 57 I 57 • 56 I 56 • 55 • • 52 
• 1 a1.1z, I 1 &1.11.1 • , e1.n, I I e1.5:o I I e1.sz1 • 1 es.,,o I • 1 77 . 6Y.I 
I I I • I I I I 

99 - n. 9 • s I 4 I s I 4 I tt I s I • n 
I I 8.1)( ) I I 6.2Y.I I ( 7.7;1,) I I 6 . 3;1,I I ( 6.JlO I ( 7 . 87.1 I • C l9.4Y.I 

------------------------•----------l---------- l----------l----------l----------•----------l---------------------1-----------
TE11PERA1URE TAKEN • 62 I 65 I 65 I M I 6ft • M • • 67 

• 1 ae.6:o I 1 92.91. I I 1 ,2.•io I I n.4i> I r n.•i> • , •1.tii1 • • c ,s.n, 
------------------------•----------l---------- l----------l---------- l----------1----------1---------------------l-----------
n:HPERATURE NOT TAKEN • e I s • s I , I , I • I I 1 

I I 11.lt)O • I 7 . UO I I 7.llO I ( 8.6X) I I 8 .6l0 • I 8 .6:t.l I I I 4.3)0 

0 
0 
0-
0 
0 
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PROTOCOL: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY 
LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

30011/1 
12/31 /85 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 898. 

00601 

To evaluate antibody and clinical responses of 
1nitially seronegative healthy adults to 10 and 20 mcg 
injections of yeast recombinant hepatitis B vaccine. 

Yeast Recombinant Hepatitis 8 Vaccine 
Lot #85860/22123/C-M125 (20 mcg HBsAg/ml) 
Lot #85861/22124/C-Ml26 (10 mcg HBsAg/ml) 

Robert Bishop, M.D. 
Health Services 
WPJB-4 
Merck Sharp and Oohme 
West Point, PA 19486 

E. P. Avencena, M.D. 
Health Services 
WP38-4 
Merck Sharp and Oohme 
West Point, PA 19486 

Merck Sharp and Dohme 
West Po1nt, PA 19486 

November 18, 1985 

In progress 

The study population will consist of approximately 40 
employees of Merck & Co., Inc. of e1ther sex 
(excluding pregnant women) who are 40 years of age or 
older, are negative for HBsAg, ant1-HBt, and ant1-H8s, 
have a normal ALT level and have not previously 
received any hepatitis 8 vaccine. 



STUOY PROCEDURE 

RESULTS: 

30011-2 
12/31 /85 

00602 

-2-

Eligible participants receive a 1.0 111 (10 mcg or 20 
mcg HBsAg) intramuscular injection of vaccine in the 
deltoid muscle on day 0, and at l and 6 months. 
Vaccine recipients are ask~ to record their 
temperature daily for f1ve days after each injection 
of the vaccine and also to record any local or 
systemic complaints that they may have during this 
period. 

A blood specimen (10-15 ml) is obtained from each 
participant 1-2 weeks before the first injection of 
vaccine is given. Post-vaccination blood samples are 
taken at 1, 2, 3, 6, and 8 months following the first 
injectiQn from all vaccine recipients and at 12 and 24 
months from those who deve 1 op ant 1 body by 8 months. 
All samples will be tested for HBsAg, anti-HBc, and 
anti-Hes. The prevaccination santple and the two month 
post-vaccination sample will also be tested for ALT. 

Subjects who fail to develop antibody following three 
injections of vaccine and those who have a trans tent 
ant 1 body response that becomes negative by 12 months 
after the first injection may receive a fourth 
injection of vaccine. An additional blood sample will 
be taken one 110nth after the fourth injection of 
vaccine. 

One person has received a single 10 11eg injection of 
vaccine, while two persons have received single 20 mcg 
injections of vaccine. None had any complaints. 
Post-vaccination serologic results are not yet 
available. 





PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATORS: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

31061/1 
12/31 /85 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 900. 

00b03 

To evaluate antibody and clinical responses to the 
vaccine among healthy male homosexuals who are 
negative for hepatitis B virus serologic markers . 

Yeast Recombinant Hepatitis 8 Vaccine 
lot #858&1/22124/CM126 (10 mcg HBsAg/ml) 

Arie J. Zuckerman, M.O. 
Professor of Microbiology 
Director, Department of ~edical Microbiology 
London School of Hygiene and Tropical Medicine 
Keppel Street 
London WCl[ 7HT 
United Kfogdo111 

lain Murray-Lyon, M.D. 
Consultant Physician 
Charing Cross Hospital 
London W.6. 
United Kingdom 

Or. 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 

August 1985. 

In progress. 

The study population will consist of approximately 200 
healthy male homosexuals who are negative for HBsAg, 
anti-HBc and anti-HBs, and have not previously 
received any hepatitis B vaccine. 



PROCEDURE: 

RESULTS: 

3106 I/2 
12/31 /85 

00604 

Study 900 

Prior to enrollment in the study, all prospective 
participants w111 receive a full medical examination . 
Any evidence of possible immune deficiency wi 11 
eliminate a candidate from receiving vaccine. A blood 
sample wil 1 also be obtained prior to vaccination and 
assayed for hepatitis 8 serolog1c markers and for 
antibodies to HTLV III. 

Eligible participants will receive a 1.0 ml injection 
of vaccine in the deltoid muscle at 0, 1, and 6 
fuonths. 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 co11plaints that they may have. They wi 11 be 
asked to notify the study physician inmediately if any 
unexpected or serious reaction occurs. 

follow-up blood samples will be obtained at 1, 2, 3, 
6, 8, 12, and 24 months following the first injection 
of vaccine. All samples will be assayed for HBsAg, 
anti-HBc and anti-HBs. The 12 and 24 month samples 
will also be tested for antibodies to HTLV III. 
Assays will be performed 1n Dr. zuckernian's 
laboratory. In addition, samples may be assayed for 
yeast antibodies and anti-HBs subtype specificity by 
MSORL. 

Subjects who fail to develop anti-HBs following three 
doses of vaccine (nonresponders) and those who have a 
transient antibody response (transient responders) 
that becomes negative by 12 months after the first 
dose, may receive a fourth injection of vaccine. An 
additional blood sa~ple will be taken one month after 
the fourth dose. 

A complete physical examination will be repeated at&, 
12, and 24 months. 

Serologic and clinical follow-up data are not 
currently available. No serious or alarming adverse 
experiences attributable to vaccine have been 
reported. The study continues in progress. 



STUDY 904 



PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

31161-1 
1/2/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B vaccine, 
Study 904 

To evaluate clinical and antibody responses among 
initially seronegat1ve healthy adults 20 years of age 
or older to - 10 mcg doses of yeast recombinant 
hepatitis 8 vaccine 

Yeast Recombinant Hepatitis 8 Vaccine 
Lot #89426/22930/C-14178 (10 mcg HBsAg/0.5 ml) 
Lot #81991D/18068/C-L217 (10 mcg HBsAg/0.5 ml) 

Harold A. Kessler, M.D. 
Assistant · Professor of Medicine and 
Inmunology/Microbiology 
Section of Infectious Diseases 
Department of Medicine 
Rush-Presbyterian-St. Luke's Medical Center 
1753 west Congress Parkway 
Chicago, IL 60612 

Constance Ann Benson. M.O. 
Rush-Presbyterian-St. Luke's Medical Center 
Section of Infectious Diseases 
1753 West Congress Parkway 
Chicago, IL 60612 

Alan A. Harris. M.D. 
Rush-Presbyterian-St. Luke's Medical Center 
Section of Infectious Diseases 
1753 West Congress Parkway 
Chicago, IL 60612 

Rush-Presbyterian-St. Luke's Medical Center 
1753 West Congress Parkway 
Chicago, IL 60612 

October, 1985 

In progress. 

OObOS 



STUDY POPULATION: 

PROCEOURE: 

31161-2 

1/2/86 

00&06 

Study 904 

The study population will consist of approximately 
100 healthy adults of either sex (excluding pregnant 
women) who are 20 years of age or older, are negative 
for HBsAg, anti-HBc and ant1-HBs , have a normal ALT 
level, and have not previously received any hepatitis 
B vaccine. 

Participants will be assigned to one of two groups as 
defined below: 

Number of 
Group Pa rt i c1 pants ___ va ... c"""c __ i __ ne"'-"L=o.;:;.t __ 

Dose Volume 
CHBsAg) 

l 
2 

50 
50 

89426/22930/C-~718 0.5 ml (10 mcg) 
81991D/18068/C-L217 0.5 ml (10 mcg) 

Participation in either group l or 2 wi 11 be 
determined by a randomization schedule provided by 
Merck Sharp & Oohme. 

Eligible participants receive a 0.5 ml injection of 
vaccine in the deltoid muscle at 0, 1, and 6 months. 
Study subjects are asked to take and record their 
temperatures for five days after each injection of 
vaccine and to record any local or systemic complaints. 

A blood sample will be obtained at 1-2 weeks prior to 
the f1 rst injection of vaccine. Post-vaccination 
blood samples (10-15 1111) will be obtained at 1, 2, 3, 
6, and 8 months following the first dose of vaccine 
from all vacc1nees and at 12 and 24 months from those 
who have developed antibody by 8 months. All samples 
will be tested for HBsAg, anti-HBc, and antf-HBs. The 
sample taken 2 months after the first dose of vaccine 
will also be tested for ALT. 

Subjects who fail to develop antibody following three 
doses of vaccine (nonresponders) and those who have a 
transient antibody response (transient responders) 
that becomes negative by 12 months after the first 
dose , may receive a fourth dose of vaccine. An 
additional blood sample will be taken one month after 
the fourth dose. 

Sera may also be assayed for yeast antibodies and 
anti-HBs subtype specificity. 

All assays will be done at Rush-Presbyterian
St. Luke 1 s Medical Center. 



RESULTS: 

31161-3 
1 /2/86 

Study 904 

HEALTHY AOUL TS: 

10 mcg Lot #89426/22930/C-M178 at 0, 1, and 6 months 
10 mcg Lot 81991D/18068/C-L217 at 0, l, and 6 months 

1. Number Vacci nated: 

Injection No. 
___L_ ......L. -L 

Lot C-Ml 78 
Lot C-L217 

2. Serolog1c Results: 

50 
50 

50 
50 

Serologic data are not yet available. 

3. Clinical Complaints: 

0 
0 

Clinical follow-up data are not yet available. 
No serious or alanning advierse experiences have 
been reported. 

The study continues in progress. 

00607 





PROGRAJ:l: 

PURPOSE: 

VACCil\lE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

31131-1 

l /17/86 

Yeast Recombinant Hepatitis 8 Vaccine, Study 907 

To evaluate antibody and clinical responses to 10 mcg 
doses of yeast recombinant hepatitis 8 vaccine 
follo~1ng intramuscular or subcutaneous administration. 

Yeast Recombinant Hepatitis B Vaccine Lot C-L215 
(10 mcg HBsAg/0.5 ml) 

Shiro Iino, ~.D. 
First Department of Internal Medicine 
Faculty of Nedicine, University of Tokyo 
Hongo, Bunkyo-ku, Tokyo 
Japan 

Tetsuo Kuroki, M.D. 
Third Department of Internal Medicine 
Medical School, Osaka City University 
Asahi-cho, Abeno-ku, Osaka 
Japan 

Takeyuki Monna, M.D. 
Professor 
Department of Public Health 
Medical School, Osaka City Univen+ty 

Hiroko Oka, ".D. 
Third Department of Internal Medicine 
Medical School, Osaka City University 
Japan 

Tokyo and Osaka 
Japan 

May 7, 1985 

In progress. 

Number of 
Subjects Regimen Population 

Healthy adults 124 10 mcg (0.5 ml) at 
0, 1, and 6 months 
I.M. or S.C. 

00608 



PROC£DURE: 

RESULTS: 

31131-2 
1 /17/86 

Study 907 

Parttctpants received intramuscular o r subcutaneous 
injections of vaccine according to the regi111en 
outl tned above under STUDY POPULATION. Participants 
were asked to record their temperature daily for three 
days after each injection and to note any local or 
systemic complaints. 

Serum sa,ap les were obtained before vaccination. 
Follow- up blood specimens have been or will be 
obtained 1, 2, 4, 6 , 7, 9 and 12 rROnths after the 
initial dose of vaccine. Serum samples have been or 
will be assayed for HBsAg, anti-HBs , anti-HBc and 
c: a u,111> ,-2) l\i·h-r hh')ratory exami- nations by the 

/h \{/b..1.}\ {
4

} Samples may also be assayed at 
the ------.c--= for yeast antibody. 

1. Number Vaccinated: 

Injection No. 
1 -1... ...L 

ffi 124 121 

2. Serologic Results: 

The ant1-HBs seroconversion proportions were 28% 
(16/57) and 281 (17/61) at one month after the 
first dose, 93% (52/5&) and 87% (53/61) at 6 
months and 98% (54/55) and 97% (56/58) at 7 months 
with intramuscular and subcutaneous injections. 
respectively. 

3. Clinical Complaints: 

Route of Type of 
Iniectiqn Colplaints 

I. Fl . Injection 
Site 

Syst• k 

s.c. Injection 
Site 

Systellic 

Frequency in \ by Injection tto. 
_J_ _l_ _3_ 

19.4' 11. 31, * 
(12/62) (7/62) 

9.1' 14 .5' 
(6/62) (9/62) 

16.11' 11.3' * 
(10/62) (7162) 

16. 1, 8. lf, ... 
(10/62) (5/62) 

There were no serious or alarming reactions 
attributed to vaccination. 

* not yet analyzed 

00609 



RESULTS: (Contd) 

RIA 
Cut-Off 
Index 

<2. 1 

2 .1- 21 
21-103 

105-208 
100-

Study 907 

TABLE 1 

Antibody Responses Among Healthy Adults 
Following Vaccination w1th 10 mcg Doses of 

Recombinant Vaccine Lot C-L215 at O. 11 and 6 ~onths 

5 7 61 41 44 13 18 6 10 4 8 2 ------
14 

2 
16 31 

1 12 
1 

38 24 30 25 
5 . 26 20 25 

1 1 2 

36 
16 
1 

0 1 
6 12 

31 32 
17 5 

00610 

Seroconvers1on % 28.1 27.9 77.2 70.1 89.5 83.6 92.9 86.9 98.2 96.6 

31131-3 
1/17/86 



STUDY 912 



PROGRAf.1: 

PURPOSE: 

VACCDIE: 

PRIMARY 
INVESTIGATORS: 

31141-1 
1/17/86 

Yeast Recombinant Hepatitis B Vaccine, Study 912 

To evaluate antibody and clinical responses to 10 mcg 
doses of yeast recombinant hepatitis B vaccine 
following intramuscular or subcutaneous administration. 

Yeast Recombinant Hepatitis B Vaccine Lot C-L220 
(10 mcg HBsAg/0.5 ml) 

Tatsuo Shimizu, M.O. 
Director 
Division of Internal Medicine 
Osaka Red Cross Hospital 
Fudegasaki-machi, Tennoji-ku, Osaka 
Japan 

Masahiro Nakao, M.D. 
Director 
Division of Internal Medicine 
Shirokita Municipal Hospital 
Takadono, Asahi-ku, Osaka 
Japan 

Toshiaki Marumo, M.D. 
Director 
Division of Internal Medicine 
sum1yosh1 Mun1c1pal Hospital 
Higash1-Kagaya, Suminoe-ku, Osaka 
Japan 

Yuriko Tsubakio, M.D. 
Division of Pediatrics 
Osaka Municipal Mothers' and Children's Hospital 
tneminami, Nishinari-ku, Osaka 

. Japan 

Yuichi Kobayashi, M.O. 
Director 
Division of Internal Medicine 
Domyoji Municipal Hospital 
Oomyoj i, Fuj iidera 
Japan 

Tomohiro Kurahori, M.O. 
01 rector 
Ashiya Municipal Hospital 
Asahigaoka-machi, Ashiya 
Japan 

0061 l 



PRIMARY 
INVESTIGATORS: 
(Contd) 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULA TIO 

31141-2 
1 /17/86 

Study 912 

Akio Todo, Pll.D. 
Director 
Division of Internal Medicine 
Kobe Central Municipal Hospital 
inatojima-machi, Chuo-ku, Kobe 

Japan 

Seigo Takamatsu, M.D. 
Division of Internal Medicine 
Osaka Red Cross Hospital 

Masayoshi Fujisawa, M.D. 
Division of Internal Medicine 
Sumiyoshi Municipal Hospital 

Fumiaki Ohnishi, M.D. 
Division of Internal Medicine 
Domyoj1 Municipal Hospital 

Dr. Tetsuzo Koda, M.D. 
Division of Internal Medicine 
Ash1ya Municipal Hospital 

Or. Eiji Komori, M.D. 
Division of Internal Medicine 
Kobe Central Municipal Hospital 

Osaka, Domyoji, Ash1ya and Kobe 
Japan 

September 2, 1985 

In progress. 

Population 

Healthy health 
care personne 1 

Number of 
Subjects 

175 

Regimen 

10 mcg {0.5 ml) at 
0, 1, and 6 months 
I.t4. or S.C. 

00612 



PROCEDURE: 

RESULTS: 

31141-3 
1 /17/86 

00&13 

Study 912 

Participants received intramuscular or subcutaneous 
injections of vaccine according to the regimen outlined 
above under STUDY POPULATION. Participants were asked to 
record their 'temperature daily for three days after each 
injection and to note any local or systemic complaints. 

Serum samples were obtained before vaccination. Follow
up blood specimens have been or will be obtained 1, 2, 4, 
6, 7, 9 and 12 months after the initial dose of vaccine. 
Serum samples have been or will be assayed for HBsAg, 
antt-HBs , anti-HBc a_nd several other laboratory exami
nations by the (b) (4) Samples may also be 
assayed at the ..___.:-.... --------for yeast antibody. 

1. Number Vaccinated: 

In1ection Number 
1 2 3 

124 124 -;r 

* not yet vaccinated 

2. Serologic Results: 

3. 

The anti-HBs seroconversion proportions were 45% 
(38/84) and 22% (19/85) at one month after the first 
dose and 75% ( 56/75) and 59% ( 43/83) at one month 
after the second dose with intramuscular and 
subcutaneous injections, respectively. 

Clinical Co!!!2laints: 

Route of Type of Freguencll in % bi Injection No. 
Injection Com'1laints 1 2 3 

l.M. Injection 3.41 0 % 
Site (3/87) (0/85) 

Systemic 23.0I 10.6% 
( 20/87) (9/85) 

s.c. Injection 6.81 9. 1% 
Site (6/88) ( 9/88) 

Systemic 27.3% 12. 5% 
(24/88) ( 11 /88) 

There were no serious or alarming reactions 
attributed to vaccination. 



RESULTS: (Contd) 

3114!-4 
l /17/86 

Study 912 

TABLE T 

Antibody Responses Among Healthy Adults 
Following Vaccination with 10 mcg Doses of 

Recombinant Vaccine Lot C-l220 at O and 1 Month 

RIA 
Cut-Off 
Index 

<2.1 

2. 1- 21 
21-103 

105-208 
100-

Anti-HBs Resoonse tS/Nl 
Before l mo. 2 mos. 

1.M. S.C. I.JII. S.C. I. rs'! . ~ 

84 85 46 

39 
g 

r,r, 

18 
l 

19 

36 
19 

l 

30 

32 
11 

Seroconversion % 45.2 22.4 74.7 58.9 

00614 



STUDY 914 



PROGRAM: 

PURPOSE: 

VACCINE: 

PRUIIARY 
INVESTIGATORS: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: · 

PROCEDURE: 

31151-1 

1/2/86 

00b15 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 914 

To evaluate antibody and clinical responses to the 
vaccine among health care personnel who are negative 
for hepatitis B virus serolog1c markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot #85861/22124/C-Ml26 (10 mcg HBsAg/ml) 

Alain Burette, M.D. 
venue l' Echev1nage 
19-1180 Bruxelles 
Belgiu, 

Michel Deltenre, M.D. 
rue des Hippocampes 
20-1080 Bruxelles 
Belgium 

Hospital Brugman 
Bruxelles 
Belgium 

November 21, 1985 

In progress. 

The study population will consist of approximately 20 
health care personnel of either sex (excluding 
pregnant women) who are negative for HBsAg, ant1-HBc 
and ant 1-H8s. have a nonna 1 ALT level and have not 
previously received any hepatitis B vaccine. 

Eligible participants receive a 1.0 ml (10 mcg HBsAg) 
injection of vaccine into the deltoid muscle at o. 1, 
and 6 months. Study participants are asked to take 
and record their temperatures for five days after each 
injection of vaccine and to record any local or 
systemic complaints. They are also asked to notify 
the study physician irnnediately if any unexpected or 
serious reaction occurs. 



PROCEOURE: (Contd) 

RESULTS: 

31151-2 
1/2/8& 

Study 914 

A blood sample (10-15 ml) will be obtained from each 
participant approximately 2 weeks prior to the first 
injection of vaccine. Follow-up blood samples will be 
obtained at 1 , 2, 3, 6, and 8 months following the 
first injection of vaccine from al 1 vaccinees and at 
12 and 24 months from those who have developed 
antibody by 8 months. All serum samples will be 
tested for HBsAg , Ant 1-HBc and ant i-HBs . The 2 month 
post-vaccination sample will also be tested for ALT. 
If any subject experiences clinical symptoms 
compatible with hepatitis, blood samples drawn at that 
time will also be tested for ALT. 

Subjects who fai 1 to develop antibody fol lowing three 
doses of vaccine and those who have only a transient 
antibody response that becomes negative by 12 months 
after the first dose may rece1 ve a fourth dose of 
vaccine. An additional blood sample will be taken one 
month after the fourth dose. 

Assays for HBsAg, anti-HBs and ant1-H8c on the 
pre-vaccination serum samples and all ALT assays will 
be perfomed 1n Belgium. The Me rck Sharp & Oohme 
Research Laboratories in West Point, Pennsylvania wi 11 
perform post-vaccination assays for HBsAg, anti-HBc, 
and anti-HBs. Assays also 111ay be done for yeast 
antibodies and ant1-HBs subtype specificity. 

HEALTH CARE PERSONNEL: 

10 mcg Lot #85861/22124/C~126 at 0, 1, and 6 months 

1. Number Vaccinated: 

Injection No. 
Dose Level _,_ _l_ _3_ 

10 mcg 20 20 0 

2. Serologic Results: 

Serologic data are not yet available. 

3. Clinical Complaints: 

Clinical follow-up data are not yet available. 
However, the study investigator states that no 
local or general sign of intolerance has been 
observed. The study continues in pr ogress. 

00616 



HEALTHY TEENAGERS 



00617 

SUMMARY - HEALTHY TEENAGERS 

To date, 165 healthy male teenagers, 15-20 years old, have been inmunized with 
yeast recombinant hepatitis B vaccine. Antibody and clinical responses to 10, 5 
and 2.5 mcg doses of the vaccine administered at 0, 1 and 6 months in the 
deltoid muscle were evaluated in armed forces recruits who were negative for 
hepatitis B markers. Fifty-five recruits received each dose level. The vaccine 
was highly irm1unogenic and well tolerated in this population. Clinical 
complaints were mild and transient. Protective levels of antibody (mIU/ml >10) 
were induced 1n greater than 94% of vaccine recipients after 3 injectTons 
regardless of dose level administered. Ninety-eight to lOOt of vaccine recipi
ents developed protective levels of antibody after 2 inj~ctions of either 5 or 
10 mcg doses of vaccine. 

I11111unogenicity 

Antibody to hepatitis B surface antigen was measured at 1, 3, 6, 7 and 12 months 
postvaccination. At 7 months serologic data were available for 52, 54 and 53 
vaccfnees who received 10. 5 and 2.5 mcg doses, respectively.The seroconversion 
rate at 7 months was 100% for all dose levels when the cutoff was S/N >2.1. 
When the cutoff was mIU/ml >10, the seroconversion rates were 100% for 5 and 10 
mcg and 94% for 2.5 mcg. ~t 12 months, 100% of those who received 5 or 10 mcg 
doses of vaccine continue to have protective levels of antibody, while 91% 
(48/53) of those who received 2.5 mcg doses continue to have protective levels 
of anti-BHs. Table 1 shows seroconversion rates for up to 12 months of 
follow-up. A significant effect of log dose level on seroconversion rates was 
seen at 3 months (p s 0.006) and 6 months (p = 0.030) when the cutoff was S/N 
>2.1, although the minimum seroconversfon rates at these times were 91% and 94%, 
respectively (see Appendix 1 for methods used in statistical analysis). When 
the cutoff was mlU/ml >10 a significant effect was seen at 3 (p <0.001), 6 (p 
<0.001) and 7 months (ps 0.033}. Seroconversion rates increased with log dose 
level. 

Statistical analysis showed that log titers increased significantly with dose 
level at all time points ( p <0.01). Figure 1 illustrates this dose-response 
relationship at 7 months. Geometric mean titers for all vaccinees at 7 months 
were 3056.9 mIU/ml, 2553.4 mIU/ml and 846.3 mlU/ml for 10, 5 and 2.5 mcg doses, 
respectively (Table 1). Figure 1 gives confidence intervals on the predicted 
GMT at 7 months by dose in hea 1 thy teenagers. At 12 months geometric mean 
titers for all vaccinees ·were 583.1 mIU/ml, 498.1 mlU/ml and 324.7 mIU/ml for 
10, 5 and 2.5 mcg doses respectively. 

Safety 

Clinical data fol lowing the first two injections of vaccine in 165 vaccinees 
were available for statistical analysis. Clinical data following the third 
injection in 164 vaccinees was sunmarized but not analyzed (Table 2). The 
incidences of local {injection site) complaints, of systemic complaints, of 
either local or systemic complaints, and of fever {oral temperature of l00°F or 
more) were analyzed. The incidence following the first, second, or third 
injection respectively, was defined as the number of subjects with the complaint 
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at any time during the 5 day period following vaccination divided by the number 
reporting while the total incidence was the sum of complaints over the three 
injections divided by the number with follow-up. In general, the vaccine was 
well tolerated in this population . Clinical complaints were mild and transient. 
The incidences of local complaints, of systemic complaints, of either injection 
site or systemic complaint, and of fever were evaluated as a function of log 
dose level. No significant trend was found after the first or second injection. 
Almost no fever was reported after either injection or at any dose level. The 
only local complaint reported was soreness (13%) and the only systemic 
complaints were malaise (6%) and headache (2%). The incidence of each complaint 
tended to be lower after the second injection, Clinical complaints following 
the third injection were minimal. The only complaint reported was injection 
site soreness (2-6%). 
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Table 1 

#lntlbody Responses Aimng Initially Seroneptive HNlthy Teenagers Following Vaccination with 10, 5, or 2.5 lll!C:9 Doses of 
Yeast Aec:CJllbtnant Hepatitis Vaccine I lot 979/C-lt564 or lot 985/C-IC732 •t o. 1 and 6 ftanths in Study e1g 

. - -- -- - .. . - -· 
10 IIIC!IJ (Lot C-«564J 

with Anti~s I CIIT CalUflll 2 
l I 

,nm I S/r.1?. 
2.1 

I 1 I 61(35/54) 

i 3 '100(53153) 
I 

!' 100(53153) 

i 7 1100(52/~) 

'12 ' 100(54154) 

24771/S 
12/31185 

IIIIU/lill I All I SIN > I alU/111 I 
~10 YKclnees 2.1 ~ 10 

39(21/54) 10. J 32.8 116.6 

95(51/53) 213.3 213.3 245.8 

99(52/53) 199.0 199.0 211.0 

100(52/52) , 3056. 9 3056.9, 3056.9 
' I 

100(W54) ; 583. 1 I 

' 
583.1 ; 583.1 

5 ll!Cll {Lot t--1(732 
I vi tll Anti-49s I CIIT U/111 

I 
:!1_ 

SIN?. 
1 

ldU/ .. 1 I All I SIN > lldU/111 SIN?, mllJ/ml All 
2.1 ::,10 VaccinteS 2. 1 10 2.1 ::, 10 Vaccinees 

59(32154) 19(10/54) I 4.0 

I 10.S I 58.S I S9(32/54) I 26(1~S4) I 4.3 

94(51/54) I 100(54154) 101.9 107.9 127.4 91(49/54) 67(36/S4) 23.J 

IG0(54154) 100(5415') I IOU 101.S t01.S 94('9/SI) 1113'/SI) ! 2'.1 

100(54/54) . 100(54154) 2553.3 2553.3 53.3 100(53153) 94(50/53) ~.3 
I I 
I 

100(54/54) 100(54154) ~ 498.1 _.).__ 498.1 _,_.4'9.1 __ 1_ 92(49/53) _ 91(48/53) __ }24. J ... 

Re~rs 
s~ ~U/ml 
2.1- !~ 10 

9 . 901 
' 

31.8 

31.3 

· 846.3 

4!19.8 

24.5 

63.3 

59.4 

1131.8 

547. 1 

0 
0 
0---0 

. 
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Table 2 

Percent (Proportion) of Healthy Teenagers (Ages 15-20) with 
Clinical Complaints During a 5-Day Period Following Vaccination 

With Yeast Recombinant Hepatitis B Vaccine 

Ttee of Comelaint 

Local ( Injection Site) 
Systemic 
Any Local or Systemic 
Fever l,100° F (Oral) 

Local (Injection Site} 
Systemic 
Any Local or Systemic 
Fever 1100° . F (Oral) 

Local (Injection Site} 
Systemic 
Any Local or Systemic 
Fever 1 l00°F (Oral) 

Study 819 

First Second 
Injection InJection 

2.5 mcg of Vaccine 

12.7 (7/55) J.8 o,ssl 
5.5 (3/55) 0 (0/55 

12.7 {7/55) 1.8 (1/55 
0 (0/55) 0 {0/55) 

5 mcg of Vaccine 

5.5 {3/55) 
3.6 (2/55) 
9.1 (5/55) 
1.8 ( 1/55) 

9.1 (5/55) 
3.6 (2/55) 
9.1 (5/55) 
0 {0/55} 

10 mcg of Vaccine 

9.1 (5/55) 
5.5 (3/55) 

12.7 (7/55) 
0 (0/55) 

5.5 (3/55} 
0 {0/55) 
5.5 (3/55) 
0 (0/55) 

Third 
Injection 

1.9 (1/54) 
0 (0/54~ 
1. 9 (l/54 
0 (0/54) 

5.5 (3/55) 
0 (0/55) 
5.5 (3/55) 
0 (0/55) 

0 
0 
0 
0 

(0/55) 
(0/55) 
(0/55) 
(0/55) 

Total 

4.8 I 8/164~ 
1.8 3/164 
4.8 ( 8/164) 
{O) { 0/164) 

4.8 ( 8/165) 
2.4 ( 4/165) 
6.1 ( 10/165) 
0.6 ( 1/165) 

4.8 ( 8/165) 
1.8 ( 3/165) 
6.1 (10/165) 
0 ( 0/165) 
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All tests of significance 1,1ere two-sided at 0.05 s;gnificance level. 

A. Clinical Complaints 

1. The incidence of the various clinical complaints in dialysis 
patients on the three dose regimen, healthy teenagers and healthy 
children were evaluated as a function of log dose level using the 
~antel-Haenszel Testl for trend . 

2. All other differences in the incidences of the various clinfcal 
complaints 1n dialysis patients due to don level or regimen and 
in health care personnel rece;ving vaccine from consistency lots 
were assessed by the Likelihood Ratio Chi-Square. 

8. Seroconversion Rates 

1. The effect of dose level on seroconversion rates in healthy 
adults, healthy teenagers and healthy children was analyzed over 
studies using the Mantel Haenszel Testl for trend. 

2. D1fferences in seroconversion rates in healthy adults due to age 
or sex were evaluated over studies us;ng the Mantel Haenszel 
Testl for heterogeneity. 

3. Differences 1n seroconvers;on rates due to age in healthy 
children, dose level in dialys1s patients, and vaccine lot in 
health care personnel were assessed by the Likelihood Ratio 
Chi-Square. 

C. Level of Response (Titers) 

The effect of age, sex, lot (consistency lots only in Study 880), or 
dose level (all other studies) in health care_ personnel and other 
healthy adults, of dose level in healthy teenagers, of dose level and 
age 1n healthy children, and of dose level and regimen in dialysis 
patients were analyzed by fitting these variables to a regression 
model. Subjects who were negative for antibody to hepatitis B surface 
antigen were assigned a titer of 0.3 mIU/ml in the analysis. 

REFERENCE 

1. Tarone RE, ware J: On Distribution-Free Tests for Equality of 
Survival Distributions. Biometrika 64: 156-160, 1977. 
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PROGRA~: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
I NVESTI GA TOR: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION; 

24771/1 
l /15/86 

Yeast Recombinant Hepatitis B Vaccine, Study B19 

To compare antibody and clinical responses to 5 and 10 
mcg doses of the vaccine among teenegers who are 
negative for hepatitis B virus serologic markers. 

Yeast Recombinant Hepatitis 8 Vaccine 
Lot #979/C-K564 - 10 mcg HBsAg/~1 
Lot #985/C-K732 - 5 mcg HBsAg/ml 

George Papaevangelou, M.D. 
Professor of Epidemiology & Medical Statistics 
National Center for Viral Hepatitis 
Athens School of Hygiene 
P.O. Box 14085 
Athens 11522, Greece 

Charalambos Vissoulis, M.D. 
Associate Professor of Medicine 
University of Athens Medical School 
47 Skoufa Street 
Athens 10672, Greece 

Greek Naval Base 
Poros, Greece 

Hay 12, 1984 

In progress 

The study population consists of 165 teenagers (15 -
20 years of age) who are armed forces recruits, who 
are negative for HBsAg, anti-HBc and anti-HBs, have a 
normal ALT level and have not previously recehed any 
hepatitis B vaccine. 



PROCEDURE: 

RESULTS: 

24771/2 
1 /15/86 

Study 819 

Eligible participants are allocated by means of a 
prearranged balanced randomization list with code 
numbers to receive a 1.0 ml (10 mcg or 5 mcg) 
intramuscular injection of vaccine at o. 1 and 6 
months. Fifty-five receive 10 mcg doses and 55 
receive 5 mcg doses. 

As per an addendu111 to this study. 55 recruits receive 
a 0.5 ml (2.5 mcg) injection of vaccine at o. l and 6 
months. 

Vaccinees are asked to record their temperature daily 
for 5 days after each injection and also to record any 
local or systemic complaints they may have during this 
period. 

A blood specimen (10 - 15 ml) is obtained from each 
part I cipant approximately two weeks before the first 
vaccination. Post-vaccination blood samples are 
obtained at 1. 3, 6, 7, 12 and 24 1n0nths. The samples 
are assayed for HBsAg, anti-HBc. anti-HBs and ALT. 
These assays are completed by Dr. Papaevangelou. 

HEALTHY TEENAGERS: 

10 mcg Lot 979/C-K564 at 0, land 6 months 
5 mcg Lot 985/C-K732 at o. 1 and 6 months 

2.5 mcg Lot 985/C-K732 at 0, 1 and 6 months 

1. Number Vaccinated: 

InJection Number 
Dose Level ...L ..L ..L 

10 mcg 
5 mcg 

2. 5 mcg 

55 
55 
55 

55 
55 
55 

55 
55 
54 

Three individuals, one from each group, were 
seropositive at the time of immunization and are 
excluded from the serologic analysis. 

00&25 



RESULTS: (CONT'D) 

Thne 
(ltlnths) 

7 
12 

1 
12 

1 
12 

24771/3 
1/15/8& 

00b2b 

Study 819 

2. Serologic Results: 

3. 

At 7 months serologic data are available for 52, 
54, and 53 study participants who received 10, 5, 
and 2. 5 mcg doses, respect he ly. The 
seroconversion rates at 7 nronths were lOOl for all 
dose levels when the cutoff was S/N >2.1. When 
the cutoff was mIU/ml ~10. The rates- were 100% 
for 5 and 10 mcg and 94% for 2.5 mcg. ~t 1 and 12 
months the fo 11 owing ant f-HBs responses were 
noted. Table 1 shows seroconversion rates and 
GMT's through 12 110nths of follow-up. 

- · --- CIIT (IIIU/1111) - · --- ·--
Dose •- \ with Anti-HBs - All -- -- Responders -- -
Level S/11 ~ 2.1 IIIIU/1111 ::_ 10 V1cclnees SIN~ 2.1 mIU/ial::. 10 

10 IIIC:9 100(52152) 100(52/52) 3056.9 3056.9 3056.9 
10 mc:g 100(54/S4) 100(54/54) 583.1 583.1 583.1 

5 IIC9 100(54/54) 100(54/54) 2553.3 2553.3 2553.3 
5 IIIC9 100(54/S4) 100(54/54) 498.1 a.1 498.1 

2.5 mcg 100(53153) M(50/S3) 846.3 846.3 1131.8 
2.5 mcg 92(49/53) 91(.a/53) 324.7 8.8 S.7.1 

Clinical Ce!!l!laints 

Clinical follow-up data are available for 55, 55, 
and 54 participants following each injection of 
10, 5 and 2.5 mcg doses, respectively. Data 
following the third injection has not yet been 
entered into the data base. Specific c~laints 
and maxi11um temperatures reported during the five 
days following the First two injections are 
provided in Tables 2 through 7. 

Type of Dose Frequency in \ by Injection No. 
CCM>laint bevel 1 _2 _ _ 3_ 

Inject.ion 10 IIC9 9(5/55) 6(3/55) 0(0/55) 
Site S IIIC9 6[3/55) 9(5/55) 6(3/55) 

2.5 IIC:9 13(7/55) 2(1/55) 2(1/54) 

Syst1111ic 10 IIICII 6(3/55) 0(0155) 0(0155) 
5 IIICII 4(2/S5) 4(2/55) 0(0/5S) 
2.5 mcg 6(3/55) 0(0/55) 0(0/~) 



RESULTS (CONT'D): 

PUBLICATIONS: 

24771/4 
1 /15/86 

Study 819 

The vaccine was well tolerated. All complaints 
were mild and transient. There were no serious or 
alaming adverse reactions attr ibutable to vaccine. 

(b)~ 
One recipient (Case of 5 mcg doses became 
borderline positive tor HBsAg at 3 months 
(S/N=2.11). His ALT level at this tirae was within 
normal limits and he was negative for anti-HBc. 
His pre-bleed and 1, 6 and 7 and 12 month 
bleedings were negative for HBsAg and anti-HBc. 
There is no evidence to suggest that this 
individual has become infected. It appears likely 
that the low positive test for HBsAg was spurious. 

Dandolos E, Roumeltotou-Karayannts A, Richardson SC, 
Papaevaneglou G. Safety and inmunogentctty of a 
recombinant hepatitis B vaccine. Accepted for 
publication in J Med Virology 1985. 

Papaevangelou G, Oandolos E, Rounieltotou-Karayannis A, 
Richardson SC. Inmunogentcity of recombinant 
hepatitis B vaccine. Lancet 1985; 1:455-6. 
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~ 

Antibody Responses lfflong Initially Seronegative Healthy Teenagers Following Vaccination with 10, 5, or 2.5 rncg Oases of 
Yeast Recarblnant Hepatitis Vaccine B Lot 979/C-K564 or Lot 985/C-K732 at 0, 1 and 6 l'lonths In Study 819 

10 mc:g ~lot C-K564l 5 mcg {lot t-K1322 2.5 mcg tLot C-K732l 
\ wl th Anti-!iBs _ . _ GfiT {mIU/ml l 1. with Anti-HBs GHT {mIU/mll \ with Anti-HBs GHT {mIU/ml) 

Time SIN:!:. 
110s. 2. l 

61(36/54) 

3 100(53/53) 

6 100(53/53) 

1 100(52/52) 

12 100(54/54) 

24771/5 
12/31/85 

mlU/ml All 
:!:,10 Vacclnees 

39(21/54) 10. 7 

95(51/!>3) 213.3 

98(52/53) 199.0 

100(52/52) 3056.9 

100(54/54) 583.1 

ResQ!!!:!ders 
S/N :!:. mIU/ml SIN:!:. mIU/ml 

2.1 :!:. 10 2. l ~10 

32.8 116.6 59(32/54) 19(10/S4) 

213.3 245.8 100(54/54) 94(51/54) 

199,0 211.0 100(54/54) 100(54/54) 

3056.9 3056.9 100(54/54) 100(54/54) 

583.1 583.1 100(54/54) 100(54/54) 

ResE!Qnders 
All S/N :!:. 111IU/rnl S/N ~ 

vaccinees 2.1 10 2.1 

4.0 10.s 58.5 59(32/54) 

107.9 107.9 127,4 91(49/54) 

107.5 107.5 107 .5 94(48/51) 

2553.3 2553.3 2553.3 100(53/53) 

498. 1 498.1 498.1 92(49/53) 

mIU/ml All 
:!:. 10 Vaccinees 

26(14~54) 4.3 

67(36/54) 23.7 

71(36/51) 24.7 

94(50/53) .846.3 

91 (48/53) 324.7 

Reseonders 
S/N :!:. mIU/ml 
2. 1 

9.90 

31.8 

31.3 

846.3 

498.8 

:!:. 10 

24.5 

63.3 

59.4 

1131.8 

547. 1 • 

0 
0 
O
N 
QD 
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Cl<564 
10 MCG 
HEALTHY TEENAGERS 

Table 2 

PATIENT COUNT CLINICAL COHPLAINTS 
RECOMBINANT HEPATITIS B VACCINf: 

• TOTAL VACCINE ES I S5 PATIENTS I - DOSE 1 I 

•----------------------------------------------------------------------------1 • DAYS POST VACCINATION I NIJt18ER 

CLINICAL •----------------------------------------------------------------------------1 MITH 
COMPUIHTS • 0 • l • 2 • J • 4 • S I ICONPLAINTS 

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

REACTION. LOCAL IIHJECT. SITU I o • 0 • 5 I 0 I e I o I I s 
• ( O.0Y.I • I 0.0Y.) • I 9.1%) • I 0.0)0 • I 0.0%) I t o.o;o I I t 9.17.) 

-----------------------------------•----------l----------•----------•----------•----------1----------1----------1-----------
sOREHESS I o I o I s I o I I I o I I 5 

• I o.o:o • ( 0.0iO • C 9.1%) • I 0.0?.) J I 0.0)0 I t 0.0%) I • I 9.UO 

-----------------------------------•----------•----------•----------•----------1----------1----------1----------•-----------
SYSTEMIC • 0 I l • 2 • 0 • 0 I O I • 3 

I I 0.0)() I I 1.87.) • I 1.6%) • t 0.0?.I • ( 0.0%) • I a.ox, I • ( 5.57.) 

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

WHOLE BODY/GENERAL I o I l I 2 I O • 0 I a I I 3 
O.0Y.I I c l.87.1 • I J.6%1 I I o.0?.I • I 0.0iO I I 0.0?.I I I I 5,5?.I 

I • I • I 
MALAISE I o I o • 2 I I I o I o I I r 

o.a:o • c o.or.1 I • J.6?.I I c 0.07.1 I c o.ox1 I c o.or.1 I • c J . 67.l 
I I I I I I I 

HEADACHE I O I 1 • 1 • O I O I O I I 2 
I c o.o::o • , 1.e:o I c 1.e:o • , o.or.1 • c o.ox, I , o.o;o r I , 3.6ln 

-----------------------------------1----------l----------l----------1----------l----------l----------l----------•-----------
PERSOHS MITH Cot1PLAINTS I O I 1 • 6 I o • 0 I O • • 7 

I , 0.07.1 I , 1.ez, I , 10.97.) • , o.ox1 I c o.oz1 I t o.oz, I • c 12.1-:1 

-----------------------------------1----------•----------•----------•----------•----------I----------I----------I-----------
PERSONS MITH HO COMPLAIHTS I O I Sit • 49 I 55 I O I O • • 48 I r 0.07.1 I I 911.2:f.l I 1 89.1:f.J I 1100.or.1 • 1 o.ox1 I I o.oz, I I r 87.3?.I 

-----------------------------------1----------l----------•----------•----------l----------l----------l----------•-----------
PERSONS WITH HO DATA I O I O I O I O I O I O • I 0 

I r 0. O?. I I ( 0. 07.) I I I • 07.1 I t 0 • 0?. I I C O. ox I I l 0. 07. I I I I 0 • 07. I 

~-
Q 
0 
O
rv 
-0 
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10 MCG 
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Table 2 (cont. ) 

PATIENT COUNT CLINICAL CONPLAINTS 
l!ECOl18INANT HEPATITIS B VACCINE 

I TOTAL VACCINEES C 55 PATIENTS) - DOSE Z • 

1----------------------------------------------------------------------------• I OAYS POST VACCitt.l.TIOH • HU118ER 
CLINICAL •----------------------------------------------------------------------------1 WITif 
COt1PlllNTS • 0 I 1 I Z • 3 I 4 • 5 • .COMPLAINTS 

•••••••••••••••••••••••••••••••••••••••••••••• l••••••••••••••••••••••••••••••••••••••••••• ••••••••••• I••••••••••••••••••••• 
• I • • • • • • REACTION, LOCAL IINJECT. SITEI I 2 • 3 • 0 • o I O • 0 I I 3 
I , 3.67.1 I ., 5.57.1 • 1 o.ox1 • , o.o;n I , o.or.1 • , o . o,., I • , s.sr., 

-----------------------------------•----------•----------•----------•----------•----------•----------1----------•-----------SORENESS • 2 • J • 0 • O I O I O I • 3 
I ( 3.67.1 I ( 5.5:t.l I ( o.o:o I ( o.o;o I ( o .o:o I ( o.o;o • I I s.s:o 

-----------------------------------1----------l----------t----------l----------•----------•---------- l----------•-----------
PERSONS WITH COt1PllINT!l I 2 I 3 I O I O • 0 • 0 I f J 

I 1 3.67.l I t s.57.1 I I o.o:o I I o.or.1 • t 0 . 0;.:1 I t o . OY.I • I 1 5.!IXl 

-----------------------------------•----------1----------•----------•----------•---------- •----------•---------- •-----------
PERSOHS WITH HO COtlPLAINTS • 53 I 5Z • 55 • 0 • 0 • 0 • • 52 

• , <H>.47.l I c ,~.57.1 I noo.o;o • c o.o;o • , o.ox1 • , o.o;o • I 1 ,~.57.1 

-----------------------------------•----------1----------1----------1----------l----------l----------•----------I-----------PERsOHs WITH NO DATA • 0 I O • 0 • 0 I O • 0 I • 0 
• C 0.07.1 I C 0 . 07.1 • ( 0.07.) I ( o.o;o • ( 0.07.) • l 0.07.1 I I I o.o;o 

--
Q 
0 
a
u,, 
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CKS64 
10 t1CG 
HEALTHY TEENA6£RS 

Table 3 
PATIENT COUHT MAXI~ TEMPERATURES 

RECOM8INANT HEPATITIS B VACCitlE 

---------------------------------------------------------------------------------------------------------------- ----- -f TOTAL VACCIH£ES t 55 PATIENTS! - DOSE l I 
t--------------------- ·-----------------------------------------------------------------1 I DAYS POST VACCINATION I .u18ER 

11.lX TEHPERATURE l---------------------------------------------------------------------------------------1 MITH 
C DEG F, ORAL I I a I l I 2 I 3 I ft I s • I I NA>< TEHP 

••••••••••••••••••••1111••••••••••-•l•••••••••••••••••••••••••••••••••••••••••••l••••••••••••••••••••••••••••••••I•••••••••• 
• I • • I I • I 

< 9'J I O I Sit I 50 • 55 I O I D • I 49 
I c a.o,o I c 9e.z;o I c 90.97.1 I 1100.0;0 I 1 0.0:1.1 I I o.o::o I I t a9.1;0 
I I I I I I • I 

99 - 99. 9 I o I 1 I 5 I a I o I a I I 6 
I < o.07.1 I c 1 .87.I • 1 ,.uo • c o.o,n I I a.oY.1 I I o.aio 1· • 1 10.9lO 

------------------------l----------l----------l----------l----------1----------1----------I---------------------I-----------
TE11PERATURE TAKEN I 0 I 55 I 55 I 55 I D I D • I 55 

I ( O.OiO I naa.D7.J I UOO.D7.J I uoa.a;o I I 0.07.1 I ( 0.07.) I I noo.a;o 

------------------------l---------l----------l----------l----------1----------I----------I---------------------I-----------
TEl1PERlTIJRE HOT TAKEN I 55 I O I O • o I 55 I 55 I I o 

I UOD.07.1 I l 0.07.1 I l 0.07.1 I ( o.a;o I (100.0i!I I noo.o;.1 • I ( 0.01.I 

'9 

0 
0 
~ 
u,I -



STOOY 
TRUTt1£HT 
LOT HUM8[R 
DOSE 
PAlIEHT CUSS 

0919 

CK564 
10 t1CG 

Table 3 ( con_t. ) 

PATIENT COUNT NAXIN\i1 TEMPERATURES 
RECOl181HANT HEPATITIS 8 VACCINE 

HEALTHT TEENAGERS 

I TOTAL VACCINEES ( 55 PATIENTS) - DOSE 2 I 
1----------------------------------------------------------------------------------·---- I I DAYS POST VACCIHATIOH I NU118ER 

HAX TEMPER ATURE l--------------------------------------------------------------------------------------1 MITH 
I DEG f, ORAL I I II I l I 2 I 3 I 4 I 5 I I I HAX TEt1P ........................ , .......... , .......... , .......... , .......... , .......... , .......... , .......... , .......... , .•......•• 

I I I I I I I I 
< n I 55 I 53 I 55 I o I o I o I I n 

I noo.o:-o I , 96.41.t I uoo.o7.t I I a.07.1 I 1 0.07.t I , 1 .or.1 I I 1 96 .47.t 
I I I I I I I I 

99 - 99. 9 I o I 2 I o I o I a I o I I 2 
I 1 0.01.1 I 1 3.67. t I I o.07. 1 I I a.07.1 I I a. o7.t I I o.D7.I I I I J .67.t 

------------------------l---------- l----------1----------1----------1---------- I----------I--------------------- I-----------
TEttPERATURE TAKEN I 55 I 55 I 55 I a I O I O I I 55 

I noo.or., I noa .or., I 1100.a:o I I o.a:o I 1 0.07.1 I t ,.ox, I I 1100 . 0:0 

------------------------l----------l----------l----------l----------l---------- l----------1---------------------1-----------
TENPERATURE NOT TAKEN I O I o I a I 55 I 55 I 55 I I o 

I ( 0 . 0l!I I ( 0.0l!) I ( 0.0l!I I llDCl.07.) I 1100.07.) I (lOD.0)O I I I o.o;;o 

·" 

0 
0 
0-

"" "' 



STUDT 
TREATMENT 
LOT NUM8ER 
DOSE 
PATIENT CUSS 

0819 

CK732 
5 MCG 
HE ALTHY TEENAGERS 

Table 4 

PATIENT COUNT CLINICAL COl1PLAINTS 
RECOMeINANT HEPATITIS 8 VACCINE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES I 55 PATIENTS I - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NU11BER 

CLINIC AL 1-----------------------------------------------~----------------------------I WITH 
COttPLAINTS I O • l . 2 I 3 • 4 . 5 . •cOHPLAINTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••• ••••••••••• l•••••••••• l••••••••••l•••••••••• ••••••••••• I•••••••••• 
I • I I • • • • REACTION. LOCAL UNJECT. SITEI • O • 0 • 3 I O I O I o • • 3 
• I O.OlO I I O.OXI • C 5.SXI I I 0.0XI • I O. OXI • I O. Ol!I • • I 5.SY.l 

-----------------------------------1----------•----------•---------- •----------•----------1----------•---------- I-----------SORENEss I O • 0 • 3 I O • 0 • 0 • I 3 
I I 0.01.1 I I O.OXI • I 5.SXI I I 0.01.1 • I O.OX) • I O.OXI • • I 5.SY.) 

----------------------------------- •----------l----------•----------1----------•----------•----------•---------- •-----------srsnMic • 0 I O • 2 I O • 0 • 0 I I 2 
I I o.o;o I I O. OXI I I 3.6XI I I O.OiO • I o.o:o • I O. OX) • • I 3.6)0 

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

WHOLE BODY /GENERAL • 0 I O • 2 • O I o I 0 I • 2 
o.o;o I t o.o;o I t 3.6Z> I 1 0.0:1.1 I I o.ox1 • c o . o:o I I 1 3.,x1 

• • I I • I • 
MALAISE • o • 0 • 2 I D I o I o I • 2 

0.01.1 • I 0.01.) • I 3.6Y.J I I O.OX) • I O.OXJ I C O. OXI • I I 3.6¼1 
I I I I I I I 

HEADACHE I O • 0 • l I D I O • D I I 1 
I I 0 . 01.1 I t O.OXI I I l.8Y. I I I 0.01.1 I I 0.07.1 I I O.OY.I I • I 1 ,8)(1 

-----------------------------------1----------l----------l----------1----------l----------l----------•----------1-----------
PERSOHS WITH COHPU IHTS I O • 0 I 5 I O I O • O I I 5 

• I 0.0?.I • C o.o;o • I 9 ,1)( ) • I 0.01.1 I I 0.07.J • I o.o;o I • I 9.lY.I 

-----------------------------------1----------•----------•----------•----------•----------•----------•----------•-----------PERSOHS WI TH HO COMPLAINTS • 0 • 55 • 50 I 55 I O • O I • 50 
• I o.o:o I 1100.07.1 • I 'J0 . 97.1 f 1100.01.1 • I 0 . 0%) • I 0.0)(1 I I I 90,9¼) 

----------------· ------------------1----------1----------•---------- •----------l----------•----------1----------•-----------PERSONS WITH HO OATA I O I O • 0 I O I O I D I I D 
• I o.o:o I I o.ozJ I I o.ox, I r o.ox1 • 1 o.o:o I , o . o:o I I I o.o;o 

-
0 
0 
0-

"" "" 



STUOl 
TRUTHENT 
LOT HUt!BU 
DOSE 
PATIENT CUSS 

01119 

CK732 
S tfCG 
HEALTHY TEENAGERS 

Table 4 (cont. ) 

PATIENT CotMT CLINlCll Cot1Pll 1HTS 
RECO!IBINANT HEPATITIS B VACCINE 

I TOTAL VACCIUEES ( 55 PATlENTS I - DOSE 2 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NIJl'8ER 

ClIHICAt l----------------------------------------------------------------------------1 WITH 
C011PlAINTS I IJ I l I 2 I 3 I 4 I 5 I lt011PLAIHTS . 

••••••••••••••••••••••••••••••••••• l•••••••••• l•••••••••• l••••••••••l••••••••••l••••••••••l•••••••- •I••••••••••••••••••••• I I I I I I I I 
RUCTION, LOC AL IINJECT. SITE> I 5 I 5 I o I o I o I o I I 5 

I 1 9.lY.I I , 9.lY.t I c o.o;o I c 0.07.1 I , o.oio I c o.o:o I I c ,.uo 
-----------------------------------l----------l----------l----------l----------1----------l----------l----------l-----------

sOREN£ss I 5 I 5 I O I O I O I O I I 5 
I 1 9.1;.1 I 1 9.1x, I c o.ox1 I c 0.01.1 I c o.ox1 I c o.ox1 I I c ,.1;.1 

-----------------------------------l----------l----------l----------l----------t----------t----------l----------l-----------
srsn111c I 2 I 2 I o I o I o I o I I ' 2 I I 3.6)0 I ( 3.6:o I C o.o;o I C 0.0)!1 I ( 0.07.I I C 0.0¼1 I I ( 3.67.1 

------------------------------------------------------------------------------------
1 I I I I I I 

wttOLE BODY/GENERAL I 2 I 2 I o I o I o I o I I 2 
3.67.l I I 3.6XJ I c 0.01.1 I c 0.01.1 I c o.ox1 I c 0.07.1 I I c 3.67.1 

I I I I I I I 
HAlAISE I z I 2 I o I o I o I o I I 2 

3.6X) I I 3.6Y.I I C 0.07.) I C 0.07.1 I ( 0.OX) I ( 0.D7.1 I I I ].6Y.I 
I I I I I I • 

HEADACHE I o I 1 I o I o I a I ·o I I 1 I ( a.ox, I C 1.87.) I C 0 . 07.) I C 0.07.1 I I 0.07.I I ( D.07.1 I I I 1.87.I 

-----------------------------------1----------I--- .------l----a·----1----------1----------1 ·---------1----------1-----------
PERSONS WITH t0t1PUUITS I 5 I 5 I D I O I O I D I I 5 I c 9.1:1.1 I c 9.17.1 I c a.ox , I c 0.0;.1 I c 0.0:1.1 I I o.o;o I I 1 9.11.1 
-----------------------------------1----------I----------I----------I----------I ----------I----------I----------I-----------
PERSOIIS WITH NO CONPLAIHTS I 50 I 50 I 55 I O I 0 I D I I 50 I I 90.97.1 I ( 9D.9:1.) I noo.ox, I ( 0.07.1 I ( a.ox, I ( 0.0:1.1 I I C 90 . 97.1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WITH NO DATA I o I o I o I a I o I a I I o I c o.07.l I c a.ox, I c a . ox, I I a.ox, I c 0.0;.1 I c o.ox1 I I r 0.0;.1 

0 
0 
a.... 
b 



STUDT 
TREATMEHT 
LOT NUl18ER 
DOSE 

0819 

I CK73Z 
5 MCG 

Table 5 

PATIENT COUNT HAXIMUM TEMPERATU!ES 
RECOl'181NAHT HEPATITIS 8 VACCINE 

PAlUHT CUSS: HEAllHT TEENAGERS 

I TOTAL VACCINEES I 55 PATIEHTSI - DOSE l I 
•---------------------------------------------------------------------------------------1 I DAlS POST VACCIHAllOH I NUl18ER 

"AX TEt1P[RAl\JRE l---------------------------------------------------------------------------------------1 WITH 
IOU F, ORAll • 0 I 1 I Z • 3 • It • 5 • • I ttAX TEHP ................................... , ..........•..........•.......... , ...•...... , ..........•..........•..........•.......... 

I I I • I • I I 
< 99 I o • S<t I Sl I 55 I o • o I I so 

I I O. 07. t I C 98. ZY. J I C 92 • 77. t • 1100. OY. I I I O. OY. I • I O. OY. l I • I 90. 97.1 
I I I I I I • I 

99 - 99.9 I o I 1 I 3 I o I o • o I I 4 
I I O.OiO I C 1.8l0 • C s.s;o I I O.OY.l I I O.OY.I • I O.OiO • I I 7.3%) 
I • I I I I • i 

100 - 100. 9 • o I o I 1 I o I o I o I I 1 
I I o.ox, • c 0.01.1 I r 1.a;o I 1 0.01.1 I I o.or., I t o.o;o I I • 1.8:11 

------------------------l----------•----------1----------1----------1----------l----------•---------------------I-----------
TEHPERATURE TAKEN I O I 55 I 55 I 55 I O • 0 I • 55 

I ( O.OY.I • UOO.O?.I I (100.0Y.I I 1100.0Y.I I ( 0.07.1 • I 0.0)0 • I 1100 . 0)() 

------------------------l----------•----------l----------l----------•----------•----------1---------------------0-----------
TEtlPERATURE NOT TAKEN I 55 I O I O • 0 I 55 • 55 I I O 

I 1100.0;0 J I 0.07.J • C 0.0%) I I o.OY.l I 1100.07.1 I 1100.07.1 I I I o.o;o 

-
0 
0 
17' 

"" ~ 



STUOY 
lREI. Tt1Etn 
LOT tUIBER 
DOSE 

0819 

I CK7'J2 
5 11CG 

Table 5 (cont.) 

PATIENT COUHT HAXIl1Ut1 TEHPERATURES 
RECottBINAHT HEPATITIS 8 VACCitlE 

PATUNT CLASS: HEALTHY t£EHA6ERS 

• TOTAL VACCIHEES I 55 PATIENTSI - DOSE 2 I 
•---------------------------------------------------------------------------------------1 
• OAYS POST VACCINATION • HU11BER 

MAX TEMPERATURE 1--------------------------------------------------------------------------------------- • WITH IOE& f, Ol!ALI • 0 • l • 2 • 3 • ft • 5 • • I HAXTEl1P 
························•··········•··········• .......... , ..........•.......... •.......... •..........•..........•.......... 

I I • • • I I I 
< ,, I 53 I 51 • 55 • o • o I o I I s1 

• I 96.lfY.I I ( 96.ltir.l • U00.0Y.I • I 0.07.1 I I 0.0Y.I • I o.o;r. 1 • I ( 96.ltiO 

• • I • I • • I 
99 - 99. 9 I z I z I o • o I o • o I I 2 

• ( 3.6X I • ( 3.6)0 I I a.ox, • I O.OXI I I O.OXI • I 0.0)0 • I t 3.6%1 

------------------------l---------- t----------l----------l----------l----------l----------1---------------------1-----------
TEHPERATURE TAKEH • 55 • 55 I 55 I O • 0 I O I • 55 

I U00.07.1 I (100 . 0)0 I uoo.ox, I I 0.07.1 I I 0.07.) I I o.o;o I I uoo.o::o 

------------------------l----------•----------•----------l----------•----------1----------1--------------------- •-----------TEMPERATURE HOT TAl<EH I O I O • 0 • 55 I 55 I 55 I I 0 
. • I 0.07. ) • I 0.0?.I • t o . o;o • 1100.07.1 • 1100.0iO • U00.11?.I I • I o.o:o 

-
0 
0 
a-
""' a-



STUDT 
TRUTl1ENT 
LOT NUM8ER 
DOSE 
PATIENT CUSS 

0819 

CK7:U 
t.5 ttCG 
HEALTHY TEENAGERS 

Table 6 

PATIENT COUNT CLIHlCAL COMPLAINTS 
RlCDt1BIHANT HEPATITIS 8 VACCINE 

--------------·-------------------------------------------------------------------------------------------------------------
• TOTAL VACCINEES f 55 PATIENTSI - DOSE 1 I 
l----------------------------------------------------------------------------1 
I OATS POST VACCINATION I HUt19ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS • 0 I l I 2 I 3 I 4 I 5 I IC0t1PLAINTS 

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

REACllOH, LOCAL flHJECT. SITE I I 7 I 7 I t I o I O I o I I 7 
I f It. 77.1 I f 12. 7i0 I f l.6i0 I f o.o;o I t o.o;o I 4 o.o:o I I f 12. 7XI 

-----------------------------------1----------l----------l----------l----------1----------l----------l----------l-----------
soRENESS I 7 I 7 I 2 I O I O I O I I 7 

I f 12.7Y.I I f 12.7Y.I I f l.61.1 I I 0.01.1 I c 0.01.1 I I 0.01.1 I I c 12.71.1 

-----------------------------------1----------l----------•----------1--------- ·1----------I----------I----------I-----------
SYSTEMIC I J I J I o I fl I o I 0 I I 3 

I f 5.51.1 I f 5.51.1 I f 0.01.1 I I 0.01.1 I I o.07.J I f o.o:o I I I 5.57.1 

----------------
' I MHOLE l!IOIJT/GEHERAL I J I l I O I 0 I o I 0 I I 3 

S.5)0 I f s.s;o I f O.OiO I I 0.01.1 I f o.o:o I f 0.01., I I l 5.5)() 
I I I I I I I 

MALAISE I J I l I a I o I 0 I o I I 3 
I f S.SiO I f 5.57.1 I f O.OiO I I O.fl)(I I f O.O)(J I f 0.0)(1 I I f 5.S7.1 

-----------------------------------l----------1----------1----------1----------1----------l----------l----- ·----I-----------
PERSOHS MITH COMPLAINTS I 7 I 7 I 2 I o I o I o I I 7 If 12.7Y.I If 12.7l!I If 3.61.1 I I o.oY.I If o.o:o If 1.01., I If 12.n1 

-----------------------------------1----------l----------l----------l----------l----------•----------I----------I-----------
PERSOHS MITH NO COMPLAINTS I 48 I 48 I 51 I o I o I o I I 48 

I f 87.31.J I f 87.31.1 I f 96.41.1 I I 0.0)0 I I 0.01.J I f O.OiO I I f 87.37.1 

-----------------------------------1----------l----------l----------1----------I----------I----------I----------I-----------
PERSONS WITH HO DATA I o I o I a I o I o I o I I o 

I f o. o;o I I o. OY. I I f O. 01.1 I I o. OY. I I I o. 01.1 I f o. 07., I I f o. 07. i 

..... 

0 
0 
a
~ 
--..! 



sruor oe19 
TREATttt:HT 
lOT HU111'lER CK73t 
DOSE 2.5 t1CG 
PATIENT CLASS HEALTHT TEENAGERS 

Table 6 (cont. ) 

PATIENT COUNT ClJHJCAl COMPLAINTS 
RECOMBIH.-HT HEPATITIS B VACCJIIE 

• TOTAL VACCIHEES C 55 PATIENTS) - DOSE 2 I 
l----------------------------------------------------------------------------1 
I OATS POST VACCitlATIDH I 1-U1BER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COMPLAINTS • 0 • l • 2 I 3 I <t I 5 I ltot1PlAIHTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••-••••••••••••••••••••••••••••••••••l••••••••••l••••••••••I•••••••••• • I I I I I • I 
REACTION, LOCAL UNJECT. SITEI I l I O I O I O • 0 I O I I l 

I 1 1.e;o I 1 0.01.1 I 1 0.0:t.1 I c o.oz1 I , o.a;o I , o,o,., I I c 1.8XI 
-----------------------------------1----------l----------l----------l----------t----------1----------l----------1-----------

sOREHESS I 1 • o I o I o I o I o I I 1 
I I l.8i0 I I O.OiO I ( 0.0)(1 I I O.CJZI I I 0.07.) I I 0.07.1 I I C 1.87.) 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS Wiffl CottPLAIHTS I l I O I II I D I D I O I I l 

I I l,87.) I ( 0.07.) I I 0.07.) I ( 0.07.) I I 0.07.1 I I O,CJZI I I I 1.ex, 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsOHS WITH HO cOMPUIHrs I 54 I 55 I · 55 I o I o I o I· I S<t 

I I 98.27.J • 1100.07.J I uao.o:;o I C D.07.) I I 0.07.I I ( o.o;o I I C 98.27.I 
-----------------------------------1----------I----------I---------I----------I----------I----------I----------I-----------
PERSONs WITH HO DATA • 0 I D I O I O I O I O I I O 

I I O. 07.1 I I O. O?.) • ( 0. 07.1 I I D. ax I I I O. 07. I I C O. oz I I I ( D. oz l 

--
0 
0 
0-
1.,d 
(Ill 



STUDY 
lREATt1EtfT 
LOT HUN8ER 
DOSE 
PATIENT CLASS 

0819 

CK732 
2.5 MCG 

Table 7 

PATIENT COUNT "AXI11UN TEMPERATURES 
AECot'8IHAMT HEPATITIS 8 VACCINE 

HEALTHY TEENAGERS 

• TOTAL VACCIHEES ( 55 PATIENTSI - OOSE 1 I 
•---------------------------------------------------------------------------------------• I DAYS POST VACCIHATION I HU118ER 

MAX TEMPERATURE •------------------------------------------------------------------------------------- --• WITH 
( DEG F, ORALI • 0 • 1 • t • 3 I It I 5 I • I HAX TEt1P 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••l•••••••••••••••••••••I•••••••••••••••••••••••••••••••• 
• • • • • • I • < 99 I ss I 53 I 55 • o I o I o • • 53 
I (100.0Y.I I ( 96.47.) • (100.0)0 • I 0.07.1 • I 0.0)0 • I 0.0)0 • I I 96.ltiO 

• • • • • • • • 99 - 99. 9 I o • 2 • o • o I o I o I I 2 
I ( 0.07.1 I ( 3.t.7.) I t O.OY.I I I 0.0:,:1 I C o.o:o • C o.o:o • I I 3.6Y.l 

------------------------•----------1----------•---------- l----------•----------l----------l---------------------l-----------uHPEAATlll1E TAKEN I SS • 55 • 55 I O • 0 I O • • !l!I 
• noo.o:o • ,100.ox, I 1100.0:0 I I o.o:o I I o.ox, • 1 o.ox, • I 1100.ox, 

------------------------•----------•----------•----------1----------1----------•----------•---------------------•-----------TEHPERATURE NOT TAKEN I 0 • II • 0 I 55 I 55 • 55 • • II 
• C O.IIY.) • t O.O:o • C O.o;o • 1'100.0lO I UOO.OlO • 1100.0Y.I I • I O.OXI 

-
0 
0 
O' 

"" -D 



STUDf 
TREUHEHT 
LOT HU113ER 
DOSE 
PATJEMT CLASS: 

0819 

CK732 
2 , 5 ttCG 

Table 7 (cont.) 

PATIENT CO\MT "AXI,-,n TEHPERATURES 
AECOl'18IHAHT HEPATITIS B VACCitlE 

HEALTHT TEEHASEAS 

I TOTAL VACCINEES ( 55 PATIENTS) - DOSE 2 I 
•----------------- .-------------------------------- ·------------------------------------1 • DAYS POST VACCINATION I Nlll1BER 

HAX TEMPERATURE •--------------------------------------------------------------------------------------1 WITH 
IDEG F, ORALI I O I 1 • 2 I J • 4 I 5 I I I NAX TEHP 

•••••••••••••••••••••••••• .. ••••• .. l•••••••••••••••••••••••••••••••• ••••••••••• l•••••••••• l••••••"•• l•••••••••• I•••••••••• 
• • • I I I I I 

< 99 • 55 • 55 • 55 • o • o I o I I 55 
I (100.0ll • llOO.OX). 1100.0X). ( O.DXl. I O.OXI I I O.OXI I I 1100.0XI 

------------------------l----------•----------l----------•----------•----------1----------1---------------------t-----------TEnPEAATURE TAt<EH • 55 I 55 I 55 • 0 • o I o I I 55 
I 1100 . 0XJ . 1100.0Xl . 1100.0XJ I I O.OXI. ( O.OXl I I D.OXI I I 1100.0X) 

------------------------1----------1----------•----------•----------•----------l----------t---------------------l-~---------
TENPEAATURE NOT TAKEN I D • 0 I 0 • 55 • 55 I 55 I • o 

I t o.oz, I t 11.0:0 I t o.o;o • uoo.ox1 • uoo.o;o I 1100.0:0 I I « o.ox 1 

-
:::, 
0 
O' 
~ 
0 





Journal or Medical VirolO&Y 17:!7'.-'2 (1915) 

Safety and lmmunogenlcity of a 
Recombinant Hepatitis B Vaccine 
E. D1ndolo11, A. Roumellotou-K.arayennhl, S.C. Richardson, and 
G. Papaevangelou 

National Centre for Viral Hepatitis, Athens School of Hygiene, Athens, Grwce 

A hepatitis 8 vaccine produced in yeast by recombinant DNA technology was 
evaluared uing s.,., and 10-,.g doses in a rudomized lria1 lastinJ 7 monllis in 
110 male armed force, recruits aged 17-19 years. Results were compared fO dl0Se 

· • of an idelllic:al trial of a plasma«rived vaccine, No aller,;c reactions 111ere 
observal, and die me of mild side effec:tS was similar to lhe pluma-deriYed 
nccine. Seroconversion raies in lhe fim monlh were 60~ (33/SS) and 671' (371 
5.5) with the s-,.g and 10-lolg doses of the recombinant vaccine, respectively. All 
panicipants scroc:onvened by 3 months, and none loa antibody. These results are 
very iimilar to dl05C for plasma«rived vaccine. Comparison of tiua of antibody 
to hepatitis B surface anti,en (anti•HBs) showed a slightly hiper level with lhe 
IO-,., lhan with the .5.,., dose of lhe recombinant vaccine . Geometric mean titTeS 
of anti-HBs after ·lhe booster dole were similar in the 5-,ig and 10-,ag dose 
recombinant vaccine lfOUps (2,620 and 2.748 IU/l, respectively) and in the 5•µ1 
plasma-derived vaccine sroup (3,591 IUfl) but sipuficantly higher (9,227 nJ/1) 
with the I0-111 dose of lhe pluma~erived vaccine:. These raults confirm the 
safery and immunoaenicity of the recombinant vaccine, alchouJh funher SCUdy is 
needed on the duration of immunity. 

Key wonts: active lmln-prophyluis, bepatills B, plas,u-deriftd hepatitis B wacdm, rKOIIIM
aaat bepatitis I vacdae 

INTRODUCTION 

The safety and i1M1unogcnicity of plasma-derived hepatitis B vaccines have 
been amply dcmonstnucd by clinical trials in various high-risk groups in different 
pans of the world [Szmuneu Cl al, 1980; Maupas ct al, 1981; Beasley et al, 1983). 
However, the high cost and limited availability have prevented widespread use of 
these vaccines, especially in the less developed areas where lhey arc needed most. 
Vaccination programmes are at prcsem &cncrally limited to groups a1 high rislc or 
infection, such as hospital personnel. Within mese programmes, acceptance may have 
been affected by unfounded loss of confidence in the ufety of the vaccine, following 

AccCpled for publication April I, 1915. 

Addnss n!pnnt nq&MSU to Pref. G. Papoevangclou. Nalionlll Cenw for Viral Hepetitis, Adlefts School 
of Hraicne. P.O. Bot. 14015. Alhena 115 21. Greece. 

© 1915 Alan R. Ura, lite. 
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isons at each time point. All analyses were carried out after logarilhmic tramforma
tion of anti-HBs titres. 

RESULTS 

The trial was completed in all but two rec:ruiis, both the losses being from the 
group receiving the 10-µ.g dose. One was lost from the :nudy after rec:civing the 
second dose and the other after the booster dose. No participant developed either 
clinical or asymptomatic viral hepatitis, and neither anaphylactoid nor other allergic 
reactions were observed. Mild side effects were reported, but no case of fever above 
37.S°C was noced, and no local discomfort or pain lasting for more lhaJl 1 day. Toe 
overall frequency of side effedS was very similar to that reported for the plasma
derived vaccine in the earlier study (Table [). 

The two groups receiving recombinant vaccine showed a similar and rapid 
immu~ response (Table m. Both of the recruits who did not complccc follow-up had 
already seroconvcncd in the first month. All participantS had seroconvcned by 3 
months, and none lost antibody. These rates arc very similar to those recorded in the 
trial of the plasma-derived vaccine. Differences in seroconvenion rates at 1 month 
between the four groups in Table II are not significant (xi '""5.26; P • 0.15). 

Geometric mean titres (GMn of anti-HBs are shown in Table m. Multivariate 
comparison between the two recombinant vaccine groups shows that they do not 
differ in rates of increase of anti-HBs (F3,104 = 1.99; P > 0.1). The 10-,ag ,roup had 
significantly higher GMT of antibody overall than the 5-,.cg group (tio& • 2.08; P < 
0.05)_, although lhe difference appears to be small after the booster dose. 

Multivariate comparisons of the anti-HBs profiles in the 5-pg and 10-p.g recom
binant vaccine groups against the corresponding plasma-derived vaccine groups show 

TABLE I. f'requeKJ of Side Effect.I by Type of 
VKCille (SulnnNd Ovel' AdmlaisU'atiofts o( Va«iae) 

.Recombinant Pluma-derived 
Side ~ffect vaccine(~) vaccine ( " ) 

Local paia 6.0 9.0 
Fever <37.5•C 16.3 11.1 
Ocher 2.3 2.l 

Tow 2• .6 22., 

TABLE U. Number (1') Gt Serocollftftftl (uti-HBs > 2.1 ltJ/1) bv Mooch IDd Type or Vacdne 

RCCOlrlbinaM VMXUIC 

'.Ill 
Mondi (N • 55) 

I 33 (e0) 

3 55 (100) 
6 55 (100) 
7 55 (1001 

"One penon lolt IO fo&w-up . 
.,._ pcnons lost. 

10 ... 
CN • 55) 

37 (67) 
So& (100)" 
54 (100,. 
53 uoo,• 

Plasllla-derivcd vaccine 
.5 ,.. 10,-.1 

(N • 50) IN• 50) 

40 CIO) 32 (64) 
49 (91) •9 (91) 
49 (91) 49 (91) 
49 C91) 50(100) 
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population, with all panicipants in both the trials of recombinant and plasma-derived 
vaccines being males of similar age living under exactly similar conditions. 

Comparison of the 5-µg and 10-µg doses of recombinant vaccine shows a small 
advantage to the I0-1,1g dose oYerall in terms of GMT anti-HBs, although any final 
difference is slight. Davidson and Krugman {1985), with older vaccinees of both 
sexes, reported a final (8 months) GMT anti-HBs in the 10-pg group more than 
double that in the 5-µg group, although the statistical significance is not staled. 
Irrespective of dose. all participants in our trial reached the 10 IUfl generally regarded 
as protective. Only five (4.6~; two from the 5-µg group and three from the 10-µg 
group) had titru lower than 100 IU/1. 

Our results confinn reports of the safety and immunogenicity of the Merck; 
Sharp and Dohmc recombinant yeast hepatitis B vaccine [Jilg et al, 1984b; Davidson 
and Krugman, 1985). The minor differences observed in the immune response stress 
the need for more extensive studies in various population groups under consideration 
for vaccination, before the appropriate dose and vaccination scheme arc decided. 
Similarly, further follow-up is required to establish the duration of protective levels 
of antibody [Jilg ct al, 1984a; David.Son and Krugman, 1985). Finally, in assessing 
the efficacy of the vaccine, infonnation concerning the quality of the anti-HBs induced 
should complement the data on lhe anti-HBs levels achieved [Brown el al, 1984). 
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SUMMARY - HEALTHY CHILDREN 

To date, a t otal of 258 healthy infants and children, 3 months to 11 years of 
age who were negative for hepatitis B markers, have been vaccinated with 
hepatitis B recombinant vaccine. Clinical data for all 3 injections are 
available on 100 infants and children. Seven to 8 month serology data are 
available on 97 infants and children. Antibody and clinical responses to 5, 2.5 
and 1.25 mcg doses of the vaccine administered at o. 1 and 6 months were 
evaluated. The vaccine was very irrmunogenic and well tolerated in this 
population. Clinical complaints were minimal and transient. In general, 
children 3 months to 11 years show an earlier response and develop higher titers 
of antibody than do adults. Seroconversion (S/N >2.1) exceeded 94% after 2 
doses regardless of dose level. Protective levels of antibody (mIU/ml >10) were 
induced in 100% of vaccine recipients, one month after the third injection, 
regardless of dose level administered. At 12 months, all children surveyed 
still had titers of mIU/ml >10. 

Immunogen1c1ty 

Anti body to hepatitis 8 surface antigen was measured at 1, 2, 3, 6, 7/8 and 12 
months post vaccination. Data from study 809 involving 80 children who received 
either 5, 2.5 or 1.25 mcg doses were statistically analyzed. No significant 
effect of log dose level on seroconversion rates was found using either a cutoff 
of $/N >2.1 or mIU/ml >10 (see Appendix I for statistical methods used}. 
Seroconversion for all three dose levels and either cutoff was greater than 82% 
at 3 months, 91% at 6 months and 100% at 7/8 months (Table 1). 

When each dose level was analyzed for the effect of age on seroconversion rates. 
younger children (under 4 years vs 5-12 years) who received the 2.5 mcg dose 
showed a significantly higher rate at 1 month for a cutoff of S/N >2.1 (p = 
0.028) and at 3 months when the cutoff was mIU/ml >10 (p = 0.022) [Table 2). 
However, seroconversion was excellent for both age groups by 6 months. 

log titers increased significantly with log dose level at 6 (p = 0.03) and 7/8 
months (p <0.01) (Table 3). Geometric mean titers for all vaccinees at 7 months 
were 15965.5 mIU/ml, 6230.2 mIU/ml and 2181.l mIU/ml for 5, 2.5 and 1.25 mcg 
doses, respectively. Geometric mean titers at 12 months were 3481.6 mIU/ml, 
3051.5 mIU/ml and 819.2 mIU/ml for 5, 2.5 and 1.25 mcg doses, respectively. 
Figure 1 presents confidence limits on the mean predicted titer at each dose 
level for a one year old and a 9 year old. 

Serologic data from children vaccinated with 5 mcg doses in study 865 were 
sumarized but not included in the statistical analysis. Twenty-one of these 
children received three injections at O and 1 and 6 months, while ninety-six 
received two injections given at O and 1 month. Table 1 illustrates that 
seroconversion rates at 6 months were 98% and 85% for a cutoff of S/N >2.1 and 
m!U/ml >10. respectively. For those children who received a third injection at 
6 months. seroconversion rates increased to 100% regardless of cutoff. A large 
boost in titer was seen among those children who received the third injection 
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(Table 3). Geometric mean titers at 8 months were 1894.81 mIU/ml and 84.50 
m!U/ml for those in the three and two inmunization groups, respectively. 

Safety 

Clinical complaints among children following 231 injections given in study 809 
were available for analysis (Tables 4-6). The incidence of local ( injection 
site) complaints, of systemic complaints, of either local or systemic complaints 
and of fever (oral temperature of 100°F or more ) were analyzed. The incidence 
at each dose was defined as the number of subjects with the comp 1 a int at any 
time during the 5 day period following vaccination divided by the number 
reporting; while the total was the sum over the three injections divided by the 
number of injections with follow-up (Table 4). The frequency of systemic 
complaints is shown in Tables 5 and 6. All compla ints were minimal and 
transient. The statistical methods used in this analysis are shown in Appendix 
1. 

None of the incidences of complaints were found to be a function of log dose 
level. Children who received 2.5 mcg of vaccine tended to report fewer 
complaints with each dose level. However, the incidences of local and systemic 
complaints were highest after the second injection in children who received 5 
mcg of vaccine. Over all doses and dose level s, fever (oral temperature of 
100°F or greater) occurred after 12.7% (24/189) of injections with follow-up. 
Injection site complaints (15/229, 2.2%) reported were soreness, tenderness, or 
ecchymosis, while systemic complaints most often were respiratory (18/229 
injections, 3.5% ) or fatigue (7/ 229 injections, 3.1%). 

Clinical data f rom children fol lowing 282 injections of 5 mcg doses in study 865 
were sunmarized but not included in the statistical analysis (Tables 4 and 7). 
Fever was reported after 10 .3% (29/282) of injections with follow-up. The only 
injection site complaint was soreness (1.8%), while systemic complaints were 
mainly digestive (2.5%) or respiratory (1.4%). 

The vaccine has been well tolerated in this population. No serious react ions 
have been reported. 

In surrmary, the vaccine has been well tolerated by infants and children. 
Although seroconversion rates were excellent with all dosages of vaccine 
utilized, the highest antibody titers were obtained with the 5 mcg dose of 
vaccine. 
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Ft GURE I 

Confidence Intervals on lhe Predicted Mean at '1/8 Months 
By Age and Dose in Hedthy Children 

Who Received Yeast Recombinant Hepatitis 8 Vaccine 

162755 
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22026 

8103 

2981 

1097 

403 
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Prepared by the (b) ( 4) Method 
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AGE 1 9 1 9 1 9 

1.25 Meg 2.5 Meg 5 Meg 
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0-
0 ..., 



Study 
No. Dose 

609 1. 25 

809 2.50 

809 s.o 
865 5.0 

Table I 

Percent Seroconversion (Proportion) by Dose in Healthy Chi ldren Who 
Received Yeast Recombinant Hepatftf~ 8 Vaccine 

Month 1 Honth 3 Month 6 Month 7/8 

S/N >2. I mlU/■1 > 10 S/N l2. I 11IU/11lllO S/l l2 . t 1111U/ml llO S/N ~2. 1 

40.0 (10/25) 8.0 ( 2/25 ) 100 ,0 ( 1/1 ) 85.7 ( 6/7 ) 100.0 (21/21) 90 .5 (19/21) 100.0 ( 17/17) 

44. 4 ( 12/27 ) 22.2 ( 6/27) 100.0 ( 17/17 ) 82.4 ( 14/17 ) 96.4 (27/28) 92.9 (26/28) 100. 0 (21/21) 

47. 0 ( 9/19 ) 16.0 ( 3/19) 100,0 ( 10/10 ) 100. 0 ( 10/10 ) 100.0 (19/19) 100.0 (26/28) 100. 0 ( 14/14) 

36.6 (52/142) 13.4 119/142) 94 .0 ( 110/11 7) BJ. 2 (95/ ll 7) 97.9 (94/96) 85.4 (82/96) 100.0 (21/21)* 
95.8 (23/24)** 

• Received 1 3rd inject ion 1 t 6 1110nths. 

•• Otd not receive• third Injection at 6 -,nths . 

a JU/ml >10 

100.0 (17/17) 

100.0 (21/21 ) 

100 .0 (14/14) 

100.0 (Zl/21)* 
87.5 (Zl/24) .. 

Month I 2 

S/N l2.1 111IU/ml >10 

100.0 ( 9/9 ) 100.0 { 9/9) 

100.0 (19/19) 100.0 ( 19/ 19) 

100,0 (13/13) 100.0 (13/ 13) 

- -

0 
0 
0-
l:: 
0:, 



Dose 
(HCG) 

I. 25 
l. 25 

2.50 
2.50 

5.0 
5.00 

Age Group 
(Years) 

(z4 
!i • lZ 

<•4 
5 • 12 

<•4 
5 - 12 

Tablt 2 

Percent Seroconvers1on (Proportion) By Dose and Age Group in ttealthy Children 
Who Received Yeast RecOll'bl~ant Hepat1t1s 8 Vaccine (Study 809) 

Month I Month 3 Month 6 

S/N 12.1 ■ IU/1111 110 S/N 12.1 11IU/11l )10 S/N 12.1 ■IU/111 1.10 

41.7 (5/12) 
38.S (S/13) 

8.3 (1/12~ 
7 .7 (l/13 

100. 0 l3/3~ 
100,0 4/4 

100.0 (3/3) 
7f>.O (3/4) 

100.0 ( 8/8 l 
100.0 (13/13) 

100.0 ( 8/8 ) 
84.6 (11/13) 

64 .3 f9/14l 35.7 15114 l 100.019/9J 100.0 f9/9! 100.0 f 15/151 93. 3 p411sl 
2~. l 3/13 7.7 1/13 100.0 8/8 62 . 5 5/8 92.3 12/13 92.3 12/13 

54 .5 i6/lll 18.2 (2/11) 100.0 (6/6) 100.0 (6/6) 100.0 (11/11) 100.0 (11/111 
37 .5 3/8 12.5 (1/8 ) 100.0 (4/4) 100.0 (4/4) 100.0 ( 8/8 ) 100.0 ( 8/8 

• Month 7/8 included 9 month dat• when 7 or 8 111011th was not av•tlable . 

Month 719• 

S/N 12,1 11IU/ ml 110 

100.0 ( 111 l 100.0 ( 7/7) 
100.0 ( 10/10) 100.0 ( 10/10) 

100.0 p21121 
100.0 9/9 

100. 0 p2112) 
100.0 9/9 ) 

100.0 ( 8/8) 
100.0 ( 6/6 l 

100.0 ( 8/8 ) 
100.0 ( 6/ 6 ) 

0 
0 
0-
c 
,Q 



Study 
I 

809 

809 

809 

665 

Month l 

GMT (111U/11l) 

Tab le J 

Geonetric Mean Titers py Dose in Heal thy Children Who 
Received Yeas t R@conbinant Hepat i t i s B Vaccine 

Month 3 Month 6 Month 7/8 

GIil (mlU/111) &NT (111U/11l) 00 (11IU/•l) 

Responders Responders Responders Responders 

All S/N 11JU/111l Al I S/N 11IU/•l All S/N 11IU/11I All S/ N 11 1U/11l 
Dose N Yacc . >2. I >10 " Yacc. >2.1 >10 N Vacc. >2. 1 ) 10 N Yacc . >2.1 >10 - -
1.25 25 1.2 7.4 69.7 7 SZ.7 52.7 77 . 5 Zl 75.9 75.9 100.7 14 2181. I 2181. I 2181 . 1 

2.50 27 1.9 11.4 28.9 17 86 .9 86 .9 144 .7 28 125.2 156.5 175. 7 21 6230. 2 6230.2 6230. 2 

5. 0 19 2.0 11. 7 63 .9 10 189 . J 189.3 189 . 3 19 308.4 308.4 308. 4 14 15965 . 5 15965 . 5 15965. 5 

5.0 142 0.9 8.8 26. l 117 44.7 63.5 81. 2 96 59.4 74.7 98.6 21 1894 ,8* 1894 .8* 1894 .8* 
24 84 .5 .. 107 .9 .. 144.9** 

• Received a th i rd Injection at 6 110nths . 

.. Did not recehe • third Injection at 6 110nths. 

N 

9 

19 

13 

Month 12 

GMT ( .. IU/ 1111) 

Responders 

All S/N ,nJU/ nl 
Vacc . >2 . I >IO 

819. 2 819. 2 819. 2 

3051. 5 ~051.5 JO!il .5 

3481.6 3481 . 6 3481 . 6 

0 
0 
fT' ,.,, 
0 
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Table 4 

Percent (Proportion) of Healthy Children (Ages 1·12) with 
Clinical Complaints During a 5-Day Period Following Vaccination 

With Yeast Recombinant Hepatitis B Vaccine 

Txee of Com~laint 

Local (Injection Site) 
Systemic 
Any Local or Systemic 
Fever ~100° F (Oral) 

local (Injection Site) 
Systemic 
Any Local or Systemic 
Fever 2_100° F (Oral) 

local (Injection Site) 
Systemic 
Any Local or Systemic 
Fever~ 100°F (Oral) 

Type of Complaint 

Local (Injection Site) 
Systemic 
Any Local or Systemic 
Fever 2_ 100°F {Ora 1) 

Study 809 

First Second 
Inj ection Injection 

1.25 mcg of Vaccine 

0 (0/26) 0 (0/26) 
19.2 (5/26) 11.5 (3/26) 
19 .2 ( 5/26) 11.5 (3/26) 
20.0 (4/20) 11. l (2/18) 

2.5 mcg of Vaccine 

6.3 (2/32) 3.2 ( 1/31) 
18.8 (6/32) 12.6 (4/31) 
21.9 (7/32) 16.l (5/31) 
13.3 (4/30) ll.5 (3/26) 

5 mcg of Vaccine 

0 (0/21) 5.6 ( 1/18) 
14.3 (3/21) 22.2 (4/18) 
14.3 (3/21) 27.8 (5/18) 
19.1 (4/21) 6.3 (1/16) 

Study 865 

First 
Injection 

Second 
Injection 

5 mcg of Vaccine 

2.1 ( 3/141) 1.7 ( 2/116) 
5.7 ( 8/141) 4.3 ( 5/116) 
7.8 (11/141) 5.0 ( 7/116) 
9.9 (14/141) 12.l ( 14/ 116) 

Third 
Injection 

4.0 (1/25) 
12.0 (3/25) 
16.0 (4/25) 
7.1 (1/14) 

0 (0/30) 
6.7 ( 2/30) 
6.7 (2/30) 

11. 5 (3/26) 

0 (0/20) 
5.0 (1/20~ 
5.0 (1/20 

11.1 ( 2/18) 

Third 
Injection 

0 (0/25) 
4.0 (1/25) 
4.0 (1/25) 
4. 0 (1/25) 

All 
Injections 

1.3 ( 1/77) 
14 .3 ( 11/77) 
15.6 ( 12/77) 
13.5 ( 7/52) 

3.2 ( 3/93) 
12.9 (12/93) 
15.1 (14/93) 
12.2 (10/82) 

1.7 ( 1/59} 
13.6 (8/59) 
15.3 (9/59) 
12. 7 ( 7 I 55) 

All 
Injections 

1.8 ( 5/282) 
5.j (14/282) 
6. ( 19/282) 

10.3 (29/282) 



Table 5 

Frequency of Systemic Complaints by Body System Occurring 
Within 5 Days Among Healthy Children Following 231 Injections of 

Yeast Recombinant Hepatitis B Vaccine 

Study: 809 
Number of Vaccine Recipients: 80 

Frequency as% 
BodX sxstem/Comelaint (Number) 

Whole Body/General 5 (12~ 
Fatigue/Weakness 3 (7) 
Headache 0.8 (2) 
Sweating 0.4 (1) 
Bruise from venipuncture 0.4 (1) 
Illness, NOS 0.4 (1) 

Digestive 4 (10) 

Diarrhea 2 (5) 
Vomiting 1.3 (3) 
Diminished Appetite 0.4 (1~ Loose Stool 0.4 (1 
Nausea 0.4 (1) 
Teething 0.4 (1) 

Respiratory 4 (9) 

Upper Respiratory Infection, NOS 2.6 ( 6) 
Pharyngitis 0.8 (2) 
Rhinitis 0.8 (2) 
Cough 0.4 ( 1) 
Croup 0.4 ( 1) 

Psychiatric/Behavioral 2 (5) 

Irritability 1. 7 (4) 
Insomnia/Disturbed Sleep 0.4 (1) 

Infectious Syndromes 2 (4~ 
Viral Infection 1.7 (4) 

In tegumen ta ry 1 (3) 

Papul ar rash 0.8 (2) 
Rash, NOS 0.4 (1) 
Urt i ca ri a/Hives 0.4 (1) 

Organs of Special Sense 0.4 ( 1) 

Otitis Media 0.4 ( 1) 

006r;2 



Table 6 

Percentage (Number) of Healthy Chi ldren with Speci fic 
Systemic Complaints During a 5 Day Period Following 

231 Injections of Yeast Recombinant Hepatitis B Vaccine 

Study: 809 
Number of Vaccine Recipients: 80 

Complaint Frequency 1 - 3% 

Fatigue/Weakness 
Upper Respiratory Infection NOS 
Diarrhea 
Vomiting 
Irritability 
Viral Infection 

Complaint Frequency 0.5 - 0.97% 

Headache 
Pharyngitis 
Rhinitis 
Papular Rash 

Complaint Frequency 0.1 - 0.49% 

Sweating 
Bruise from venipuncture 
I 11 ness, NOS 
Diminished Appetite 
Loose Stool 
Nausea 
Teething 
Cough 
Croup 
Insomnia/Disturbed Sleep 
Rash, NOS 
Urticaria/Hives 
Otitis Media 

3 ( 7) 
2.6 (6) 
2 (5) 
1.3 (3) 
1.7 (4) 
1.7 (4) 

0.8 (2) 
0.8 (2) 
0.8 (2) 
0.8 (2) 

0.4 ( 1) 
0.4 (1) 
0.4 (1) 
0.4 (1) 
0.4 (1) 
0.4 (1) 
0.4 ( 1) 
0.4 (1) 
0.4 { 1) 
0.4 (1) 
0.4 (1) 
0.4 (1) 
0.4 (l ) 
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Table 7 

Frequency of Systemic Complaints by Body System Occurring 
Within 5 Days Among Healthy Chi l dren Following 282 Injections of 

Recombinant Hepatitis B Vaccine 

Study: 865 
Number of Vaccine Recipients: 141 

Body System # Complaints 
Frequency 

as% 

Digestive 7 2.5 

Respiratory 4 1.4 

Whole Body 3 1.1 

0065Q 
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All tests of significance were two-sided at 0.05 significance level . 

A. Clinical Comp la ints 

1. The incidence of the vari ous c l inical complaints in dialysis 
patients on the t hree dose regimen, healthy teenagers and healthy 
children were evaluated as a function of log dose level using the 
Mantel-Haenszel Test1 for trend. 

2. All other differences in the inc idences of the various clinica l 
complaints In dialysis patients due to dose level or regimen and 
in health care personnel receiving vaccine from consistency lots 
were assessed by the Likelihood Ratio Chi-Square . 

8. Seroconversion Rates 

1. The effect of dose level on seroconversion rates in healthy 
adults, healthy teenagers and health~ children was analyzed over 
studies using the Mantel Haenszel Test for trend. 

2. Differences in seroconversion rates in healthy adults due to age 
or sex were eval uated over studies using the Mantel Haenszel 
Testl for heterogeneity. 

3. Differences in seroconversion rates due to age in healthy 
children, dose level in dialysis patients, and vaccine lot in 
health care personnel were assessed by the Likelihood Ratio 
Chi-Square. 

C. Level of Response (Titers) 

The effect of age, sex 1 1ot (cons istency lots only in Study 880) , or 
dose 1eve1 (al l other studies) in health care personnel and other 
healthy adults, of dose level in healthy teenagers, of dose level and 
age in hea l thy children, and of dose level and regimen in dialysis 
patients were analyzed by fitting these variables to a regression 
model . Subjects who were negative for antibody to hepatitis B surface 
antigen were assigned a titer of 0 .3 mIU/ml in the analysis. 

REFERENCE 

1. Tarone RE, Ware J: On Distribution-Free Tests for Equality of 
Survival Distributions. B1ometrika 64: 156-160, 1977. 
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HEA LTHY CHILDREN 

Study 809 - Philadelphia. PA - Dr. S. Plotkin and Dr. S. Starr 

Healthy adults and children (1-11 years of age), who are seronegative for 
hepatitis 8 virus markers, are enrolled in Study 809. Healthy children 
receive either 1.25 mcg or 2.5 mcg injections of vaccine lot C-K723 or 2.5 mcg 
or 5 mcg injections of lot C-K444. All injections are administered at 0, 1, 
and 6 months. 

Twenty-six children have received two 1.25 mcg inject ions of vaccine and 25 of 
these have received the third injection. At 7/8 months, 100% (14/14) of the 
subjects seroconverted (SIN ~2.1) and deve loped protective levels of anti-HBs 
(mIU/ml ~10). The GPIT for all vaccinees was 2181.1 mIU/ml. 

Thirty- two children have received two 2.5 mcg injections of vaccine and 30 of 
these have received the third injection. At 7/8 months, 100% (21/21) of the 
vaccinees seroconverted (S/N ~2.1) and developed protective levels of anti-HBs 
(mIU/ml ~10). The GMT for all vaccinees was 6230.2 mIU/ml . 

In the 5 mcg dose regimen, 22 children have received two injections of vaccine 
and 21 of these have received the third injection . At 7/8 months, 100% 
(14/14) of the children seroconverted (S/N ~2.1) and developed protective 
levels of anti-HBs (mIU/ml ~10). The GMT for all vaccinees was 15965.5 mIU/ml. 

Anti-HBs titers were higher in the children who received 5 111eg injections than 
in the children who received 1 . 25 mcg or 2.5 mcg injections of vaccine. 

No serious or alarming adverse experiences related to vaccine have been 
reported. The study continues in progress. 

Study 865 - Hone Kong - Dr. E. K. Yeoh 

Healthy infants and children, ages 3 months through 1 1 years, who are negative 
for hepatitis 8 serolog1c markers are enrolled in Study 865. The children are 
assigned to receive 5 mcg injections of vaccine lot C-IC732 at O and l months 
or at 0, l, and 6 months. 

Ninety children, in the two injection regimen, have received one 5 mcg 
injection of vaccine and 70 of these have received the second injection. At 6 
months, 98% (49/50) of the children seroconverted (S/N ~2.1) for anti-HBs and 
94% (47/50) developed protective levels of antibody (mIU/ml ~10). The GMT for 
a 11 vaccinees at that time was 81. 6 mlU/ml and 102. 5 for responders (mIU/ml 
>10) . At 8 months, 87.5% (21/24) of the vaccinees were positive for anti-HBs 
(mlU/ml ~10) wi th a GMT of 145.0 mIU/ml. 

Eighty-eight children, in the three injection reg imen, have received the first 
5 mcg injection of vaccine. Seventy-two and 46 subjects have been 
administered the second and third injections, respectively. At 8 months, 100% 

31581/1 
l /21 /86 
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Study 865 - Hone Kong - Or. E. K. Yeoh (Cont.) 

(21/21) seroconverted (S/N ~2.1) and developed protective levels of anti-HBs 
(mIU/ml ~10). The GMT for all vaccinees as 1894 . 8 mI U/ml . 

No serious or alarming adverse reactions attribut able to vaccine have been 
reported . Vaccination and follow-up continue in progress. 

Study 891 - China - Or . Z. H. Hu 

The study population consists of healthy adults and healthy children who are 
negative for hepatitis B serologic markers . Healthy adults receive either 10 
mcg injections of yeast recombinant vaccine or 20 rncg injections of 
plasma-derived vaccine. Healthy children received either 5 racg injections of 
yeast recombinant vaccine or 10 mcg injections of plasma-derived vaccine. All 
injections are administered at O. 1, and 6 months . Yeast recombinant vaccine 
lot C-K564 and plasma-derived vaccine lot 0027L are being utilized . 

Twenty -fi ve children have received the f i rst injection of yeast recombinant 
vaccine and 25 have received t he first injection of plasma-derived vaccine. 
None have received second or third injections of vaccine. Serology data are 
not presently available. No serious or alarming adverse events attributable 
to vacci ne have been reported. vaccination and follow-up continues in 
progress . 

31581/2 
1 /21 /86 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

STUDY LOCATIONS: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

25281/1 
12/31 /85 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 
Vaccine. Study 809 

To evaluate ant ibody and clinical responses to 
various doses of vaccine in the following 
initially serone_gative populations: 

1. Healthy Children (l-11 years of age) 
2. Healthy Adults 

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

985/C-K732 ( 5 mcg HBsAg/ml) 

Ors . Stanley Plotkin and Stuart Starr 
Division of Prevent1ve Medicine 
Joseph Stokes, Jr. Research Institute 
Children's Hospital of Philadelphia 
34th Street -and Civic Center Blvd. 
Phi"ladelph ia, PA 19104 

The Pediatric Medical Associates 
420 Townsh ip Line Road 
Havertown. PA 19083 

George A. Starkweather, M.O. 
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 
normal ALT level and have not previously received 
any hepatitis B vaccine. 

OObSQ 



PROCEDURE: 

RESULTS: 

25281/2 
12/31 /85 

Study 809 

Children in the study receive a 0.5 ml (5 mcg HBsAg) or 
a 0.25 ml (2.5 mcg HBsAg) intramuscular inject ion of lot 
# 972/C-l<444 vaccine at 0, l and 6 months .QL 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 same ti(!le 
schedule. Adults receive a 1 .0 ml (10 mcg HBsAg) 
intramuscular injection of lot I 972/C-1<444 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 daily 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 
obtained 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 1, 2, 3, 6, 8, 12 and 24 months. 
The samples are assayed for H6sAg, ant1-H8c, ant1-HBs, 
and ALT. Samples may also be tested for yeast antibody 
and those with an ant i-HBs titer ~ 25 mIU/ml may be 
tested for the proportions of anti-i and anti-d act ivity. 

HEALTHY CHILDREN: 

1.25 mcg Lot I 985/C-K732 at 0, 1, and 6 months 
2.5 mcg Lot I 985/C-K732 at 0, 1, and 6 months 
2.5 mcg Lot I 972/C-K444 at 0, 1, and 6 months 
5 mcg lot I 912/C-K444 at o. 1, and 6 months 

1. Number Vaccinated: 

Dose Level 

1.25mcg 
2.5 mcg 
5 mcg 

Injection No. 
_1_ __2_ __3_ 

26 26 25 
32 32 30 
22 22 21. 

00&60 



RESULTS : (Cont.) 

25281 / 3 
12/ 31 / 85 

0 0 661 

Study 809 

2. Serolo9ic Results: 

Serologic data are available for 14, 22, and · 14 
participants at 7/8 months, who received 1.25 mcg. 
2 . 5 mcg and 5 mcg i nj ecti ons of vaccine. 
respectively. One hundred percent of the subjects 
(all dose levels) seroconverted (S/N ~2 . 1) and 
developed protective levels of anti-H8s (mIU/ml 
~10) at that time . Anti-HBs responses and GMTs 
for 7/8 month data are sunrnarized in the following 
table. 

--- - Giff (111IU/ m1} ---
Dose 
Level 

- \ vith Anti-4es -
SIN'::: 2. 1 mlU/11I ~ 10 

l . 25 mcg 100(14/14) 
2 . 5 mcg 100(21121) 
5 mcg 100(14/14) 

100 (14/ 14) 
100 (21/ 21) 
100 ( 14/ 14) 

All - -- Responders - -
Vacci~s S/N '::: 2. l mlU/ml ~ 10 

2181. 1 
6230.2 

15965 .5 

2181. 1 
6230.2 

15965.5 

2181. l 
6230.2 
15965.S 

Among participants with serology data at 12 
months, 100% (9/ 9), 95% ( 18/ 19) and 100% (13/13) 
were positive for anti-HBs {mIU/ ml ~10) from dose 
level 1.25 mcg, 2.5 mcg and 5 . 0 mcg, 
respectively. The GMTs for all vaccinees f rom 
these dose levels were 819. 2, 3051.5, and 3481 . 6 
mlU/ ml, respectively. 

Refer to Table l for anti -HBs responses and GMTs 
for other time intervals . 

3. Clinical Complaints: 

Clinical fol low- up data are ava i lable for at least 
25, 30, and 18 participants, after each injection, 
in the 1.25 mcg, 2.5 mcg, and 5 mcg dose level , 
respectively . The overa 11 frequenc ies of 
complaints follow . 



RESULTS 

25281/4 
12/31 /85 

(CONT . ): 

00662 

Study 809 

Type of Dose Freouencv in I bv Iniection No. 
Complaint Level 1 2 3 

Injection 1.25 mcg 0(0/26) 0(0/26) 4(1/25) 
Site 2.5 mcg 6(2/32) 3(1/31) 0(0/30) 

5.0 mcg 0(0/21) 6(1/18) 0(0/20) 

Systemic l. 25 mcg 19(5/26) 12(3/2£>) 12(3/25) 
2.5 mcg 19(6/32) 13(4/31) 7(2/30) 
5 .0 mcg 14(3/21) 22(4/18) 5( 1/20) 

Refer to Tables 2 through 4 for listings of 
specific complaints by injection number and dose 
level. Maximum temperature data are provided 1n 
Tables 5 through 7. 

There have been no serious or alarming reactions 
attributabl e to vaccine. 



\ with Anti--HBs 

Ti111e 
(MM. ) 

2 

3 

118 

12 

25281/S 
12/31/ 8S 

S~2. 1 

40 
(10/25) 

92 
(11/12) 

100 
(1/1) 

100 
(21/21) 

100 
(14/14) 

100 
(9/9) 

11IUl•l 
~ 10 

8 
(2/25) 

58 
(1/12) 

86 
(6/7) 

90 
(19/21) 

100 
(14/14) 

100 
(9/9) 

1 .25 IIIC!J 

Table I 

Antibody Respoo~ llnlong Healthy Children fol1011ing Vaccination with 
1.25, 2 .S, or S incg Injections of Ye.st Recait>lnant Hepatit is B Vaccine 

lot I 972/C-Kffl and 985/C-1<732 at O, 1, and 6 flonths 

2.S mc:9 
QIT {111IU/■l l \ with Anti--tBs GMT ~•IU/11tl 2 \ with Ant i--HBs 

Resoonders Resoonders 
All IBIU/1111 11IU/111l All ■IIJ/lnl •IU/111 

Vaccinees S/~2. 1 ~ 10 S~2. 1 ~ 10 Vaccinees S/~2. 1 ~ 10 S/~2 . 1 ~ 10 

1.2 7.4 69. 7 44 22 1.9 11.4 28.9 47 16 
(12/27) (6/21) (9/19) (3/19) 

26 .2 36.0 129.2 88 63 37.8 75 .S 236.4 100 61 
(118) (S/8) (6/6) (4/6) 

52 . 7 52.1 17 .5 100 82 86.9 86.9 144. 7 100 100 
(11/11) (14/11) (10/10) (10/10) 

75 . 9 75.9 100. 7 96 93 125.2 156. S 175. 7 100 100 
(21/28) (26/28) (19/19) (19/19) 

2181. 1 2181. I 2181. l 100 100 6230.2 6230. 2 6230. 2 100 100 
(21/21) (21/21) (14/14) (14/14) 

819.2 819.Z 8 19 . 2 100 95 3051.5 3051 . 5 4M. 1 100 100 
(19/19) (18/19) (13/13) (13/13) 

S mcg 
GMT (mIU/111 l 

Resoonders 
All •IUl•l 

Vaccinees S/~2. 1 > 10 

2 .0 11 . 7 63 .9 

23. 7 23 . 7 43 . S 

189. 3 189.3 189 . 3 

300.4 308.4 300. 4 

15965. 5 15965.5 15965. S 

3481.6 3481.ti 3481.6 



STUOY 
TRE.ATt1ENT 
LOT HUMBER 
DOSE 
PATIENT CL.Ass : 

0 609 

Cl<73t 
1.25 t1CG 
HEALTHY CHILDREN 

Tab le 2 
PATIENT COUNT CLINICAL CClf1PLAINT5 

AECOt18INAHT HEPUITJS 8 VACCIIIE 

----------------------------------------------------------------------------------------------------------------------------
I TOTAL VACCIIIEES ( 26 PATIENTS) - DOSE 1 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I N\.tlBER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COt1PLUNT5 I O I 1 I Z I l I 4' I 5 I I COMPLAINTS 

·································••l••····· ·••l••······•·l••······••l••······••l••······••l••····••N• l••·······•l ••••NNNINI 
-----------------------------------l----------l----------l----------l ----------l----------l----------l----------l-----------
s r snt11c I l I Z I l I 3 I 3 I Z I I 5 

f I 3 . 6 ;: ) I I 7 , 7;0 I I 3 . CliO I I 11.sr. , I I u .sr. , I I 7 . 7r. ) I I I 19.ZXI 

----------------------------------- --------------------- ------------------------------------------------------------------
MHOLE BOOY/GEHER.AL l 0 0 0 0 0 l 

J . 8 i0 o . o :o 0.0% I o. or. 1 0 . 0½ 1 o . o :o 3. 6% 1 

FATIGUE/WEAKNESS 1 0 0 0 0 0 1 
3, OY. I o . or. , O. OXI 0 . 0 %1 0. 0% 1 O. OXI 3. CIXI 

INFECTIOUS SYNDR01ES 0 0 0 0 1 0 l 
I O. OY. I O. OiO O. OX I O. OXI 3 , 8½ 1 O . OiO 3 . 8½1 

VIRAL I NFECTIOH, NOS 0 0 • 0 l 0 1 
0 . 01. I 0.01.1 O. OX I 0.0%) 3 .8½ 1 0 . 0 %) 3 . 8Z I 

INTEGUNEHTARY SYSTEn 0 0 I 0 1 1 l 
0. 01. I 0.01. 1 0. OX I 0 . OZ I 3 . 8½ I 3 .8 XI 3 .8X I 

PAPULAR A.ASH 0 0 0 0 l 1 l 
0 . OY. I 0 . 0½) O.OZ I 0.0%) J . 8%1 3 .81/. 1 3.8X I 

RESPIRATOIIY 0 0 0 1 l l l 
O. OX I I 0 . 0½) 0 . 0%) l . 8 :0 l . e:o 3.8%) 3 . 8 1/. I 

UPPER RESPI RATORT INFECT., NOS 0 0 0 1 1 1 1 
O. 0% I 0 . 0%1 0 . 0% I l. 8% 1 3 .8½ I 3 .8 7.1 3 . 8 ?. I 

COUGH 0 0 0 1 0 0 1 
( 0 . 0% I 0 . 0%1 0 . 0%) 3 . CIY- 1 0. OY. I I 0.0%1 J . 6 X I 

DI GESTIVE SYSTEN 0 l l 1 l 0 1 
O. OX I 3 . 8iU 3 . 8 XI 3.8XI 3 . 8½ I 0 . 0 ½1 3.8% I 

DIARRHEA 0 1 0 0 • 0 1 
0.0%) 3.8%) 0 . OXI O. OXI O. OX I 0 . 0 ½1 3.6X I 

• 

0 
0 
0-
0-
~ 



STUDY 0609 
TREATHENT 
LOT NUt1BER C~73~ 
DOSE 1 .25 11CG 
PATIENT CLASS: HEALTHY OIILDREH 

CLINICAL 
C011PUINTS 

DIMINISHED APPETITE 

MGANS OF SPECIAL SENSE 

OTITIS t1EDIA 

PSYCHIATRIC/ BEHAVIORAL 

Table 2 (cont) 
PATIENT COUNT CLIHlCAL COMPLAINTS 

IUCOll8IIIAHT HEPATITIS D VACCINE 

f TOTAL VACCitlEES ( 26 PATIENTS) - 00S£ l I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I tMeER 
l----------------------------------------------------------------------------1 WITH I O I l I 2 I l I 4 I 5 I I COMPLAINTS 
•••••••••• •••••••••• •••••••••• • ••••••••• •••••••••• •••••••••• •••••••••• •••••••••• 

0 l l l l 0 l 
0.0X) 3.8XI 3.8XI J.8iO 3.8i0 0.0XI J.8iO 

0 0 0 1 0 0 1 
o. ox) 0 . 01.1 0. 0XJ J.8X I o. ox' 0.01. 1 3. 81.) 

0 0 0 1 0 0 1 
I 0 . 0Y. I I 0 . 0Y. I ( 0 . 0Y. I ( l .8 Y. I ( 0 . 0%1 ( o.o;o ( 3. 8i! I 

0 l l 1 0 0 2 
O. 01. I 3.81/. 1 3,8i! I 3.81. 1 0. OX I 0.01. 1 7. 71. I 

l 
IRRITABILITY O I O l l O 0 1 

0.07. J f I 0.07.) 3,87. J J.87.J I 0.07. J 0.07. 1 3.8iO 
I 

INSOttlU/OISTURBED SLEEP O I l O O O O 1 
I 0.01.) I I 3.81/.I I o.o;o ( O.0iO I 0.0%) ( o.o:o I ( J . 8i( ) 

-----------------------------------1----------I----------I----------I----------I ---------- ----------1----------1-----------
PERSONS WITH COHPUINTS I 1 I Z I l I 3 I J Z I I S 

I I J.87. J I I 7.71. l I I 3. 8XJ I ( 11.s1. 1 I I 11,5%1 I 7.71. I I I ( 19.2%1 
-----------------------------------1---------- I----------I---------- I---------- I---------- I----------I----------I-----------
PERSONS MITH NO Cot1PLAIHTS I 25 I 24 I 25 I 23 I 23 I 24 I I 21 

I I 96.2XJ I I 92.JX I I I 96.21.J I I 88. 51. J I I 88.SXJ I I 92 .JXI I I I 80.8Xl 
-----------------------------------1----------l----------l----------l----------l----------l----------l----------1 -----------
PERSONs MITH HO DATA I o I o I o I o I o I o I I o 

I I 0 . 0Y.I I I 0 . 01/.I I I 0 . 0 i! I I t O. 0Y. I I I 0 . 01/. 1 I I 0 .01/.1 I I C 0.0i! ) 



STUDY 
TREAlMEHT 
LOT H.IMeER 
OOSE 
PAJIEHT CLASS: 

0609 

CK73Z 
1.25 MC6 
HEALTHY CHILDREN 

Table 2 (cont) 
PATIENT. COUNT CLINICAL COMPLAINTS 

RECot'BIHANT HEPATITIS B VACCINE 

I TOTAL VACCIHEES C 26 PATIENTS) - OOSE 2 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NUt18ER 

CLINICAL l----------------------------·-----------------------------------------------1 WITH 
COMPLAINTS I O I l I 2 I l I 4 I 5 I ICONPLAIHTS 

•••••••••••••••••••••••••••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
-----------------------------------l ---------- l----------t------·---l----------l----------l----------l----------l-----------sysnt11c I z I z I t I 1 I z I 2 I I l 

I c 1.n, I 1 7.no I c 7.no I c 3.ex, I t 1 . 1x1 I c 7. 7?.1 I I c 11.sx, 

WHOLE BODY/GENERAL 0 0 0 D 1 0 1 
0. ox) O.Ol.l 0. Ol. ) O. Ol. ) l.8l.l O.OXI 3 . 8 i0 

SWEATING 0 0 0 0 1 0 l 
0. ox ) 0 . 01/.I 0 . 01/. ) 0 . 01/. ) 3 .81/.) 0.01/. I 3 . 8 i0 

FATIGUE/WEAKtlESS 0 0 0 0 l 0 l 
0 . 01/. ) 0 . OX I 0. 01/.) 0 .ox I ] .8X I ( 0 . 01/. I ( ] . 81/.) 

RESPlRATOR T 1 1 l 1 1 l 1 
3.8l0 3 .8%1 3 . &X I 3.8%) ( 3 .8%) ( 3.8%1 ( 3.81/. ) 

RHINITIS 0 0 0 1 1 0 1 
0 . 0%) 0 .0%1 0 . t%) 3.8%) 3 .8X I 0.0%1 3 . 8 %) 

PHARYNGITIS (SORE THROAT) l 1 • 1 0 0 1 
:S . 8%) 1 . ex 1 o. ,x) 3 ,8% ) 0.0%) 0 . 0 %1 3 .81/.1 

UPPER RESPIRATORY INFECT., HOS 0 0 0 0 l 1 
o. o;o 0 .0% I 1.a;o 0 .0% ) ( 0.0%1 3 .8%1 3.81/. ) 

DIGESTIVE SYSTEM 1 1 l 0 0 l 1 
:s. 8 l. ) 3 .8l.) 3.8i0 0 . Ol. ) a.ox, 3.8Y. I 3 . Bl. ) 

DIARRHEA 1 1 l 0 0 1 l 
:s . 8 l. , 3.8X l 3 .el. I 0 . ox l 0 . Ol. I 3 .8Xl 3 .8l. ) 

PSYCHIATRIC/8EHAVIORAL l 1 l 0 0 0 1 
:S . 8%) 3. 81. 1 1.ex , 0.01. ) 0 . 01.1 0 . 01.1 3 . 8 %) 

IIIRITABillTY 1 1 l 0 0 0 1 
3 . 8X J 3 .81/. I 3.81. I O. Ol. I 0 .Ol. I O.OXI 3 . 81/. ) 0 

0 
c,,. 
C1'-
C1'-



ST\JOY 
TREATl1ENT 
LOT HUNeER 
DOSE 
PATIENT CLASS: 
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CK732 
1.25 HCG 
HEALTHY CHILDREN 

'fable 2 (cont) 
PATIENT COUNT CLINICAL COMPLAINTS 
RECOl'SINAHT HEPATITIS B VACCINE 

-------------------•----•------••---------------------------------L---------------------------------------------------------
I TOTAL VACCINEES C 26 PATIEIITSI - DOSE 2 I 
t----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I HUHBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COttPUINTS I I> I l I Z I l I <t I 5 I ICOMPLAJITTS ................................... , .......... , .......... , .......... , .......... , .......... , .......... , .......... , .........• 

-----------------------------------1----------I---------- I---------- I---------- I----------I---------- I---------- I-----------
PERSONS WITtt COIIPLAIHTS I 2 I 2 I 2 I l I 2 I 2 I I 3 

I 1 1.1r.1 I 1 7.n> I 1 1 .1r. 1 I 1 :s . e ;,: 1 I t 7.7%> I 1 1.1x , I I I i1.sx , 
-----------------------------------1----------l---------- t---------- l---------- l---------- l---------- l----------l-----------
PERSONS WITH NO COl1PLAIHTS I 24 I 24 I 24 I 25 I 24 I 24 I I 23 

f I 9 2. 37. I I C 'IZ • 3% l f I 92. 3;,:) I I 91> . z;,: ) I I 92 . 3;,: I I I 92. 3;,: ) I I C 68. sr. ) 
-----------------------------------1----------I----------I----- ·----l----------1----------1----------1----------I-----------
PERSDHS WITH HO DUA I O I O I O I O I 9 I O I I 0 

I l o. oz I I c o. 0:1.1 I l o. o:o I l o. o:o I I o. 0:1. I I c o. 0:1. 1 I I c · o. or. I 



STUDY 
TREATMENT 
LOT tlllt18EIP 
OOSE 
PATIENT CLAS'5: 

0809 

CK732 
1.25 MC& 
HEALTHY CHILDREN 

Ta ble 2 (cont) 
PATIENT COlMT CLINICAL COHPlAI HTS 
RECOMBINANT HEPATITIS 8 VACCINE 

-------------------------------------------------------------------------------------------------------------------·--------
J TOTAL VACCIHEES C Z5 PATIENTS I - DOSE 3 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCIHATIOH I NUMBER 

CLINICAL J----------------------------------------------------------------------------1 MITH 
COt1PUINTS I O I 1 J 2 I 3 I 4 I S I ICOHPLAIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l ••••••••••l••••••••••I•••••••••• I I I I I I I I 
REACTION, LOCAL IINJECT. SITE> I 1 I O I O I O I O I O I I 1 

I ( 4 . 0XI I I D. OX I I l O. DX I I C O.OXI J C D. OXI I I 0 . 0XI I I C 4 . 0X I 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l--- ------
s ~EN£SS I l I O I O I O I o I o I I l 

I ( 4 . 0X) I ( 0 . 07. ) I ( O.OY. ) I ( O.OY. I I ( 0 , 07. 1 I ( O. OXI I I ( 4 . ox , 

-----------------------------------l----------l----------l----------l----------l----------l----------l ----------l-----------
s r sTEt1Ic I 0 I 0 I l I 2 I 3 I 0 I I 3 

I c o . ox , I c o . ox , I c 4 , ox 1 I c e .o x , I c 12.ox , I , , . ox , I I 1 12 . o x1 

---------------------------------------------- ------------------------------------------- ---------- ----------------------
lolfOLE BOOY/GENERAL 0 0 l 0 1 0 2 

o . ox ) 0 . 07. I ( 4 . 07. ) 0 ,0 7.) ( 4 . 07. J C 0 . 0)0 ( ll . OY. I 

FATIGUE/WEAKNESS 0 0 l 0 0 0 1 
( O. OXI C 0 . 0%) 4 , 0% I 0 . 0%) t o . ox ) I o.ox ) " . ox, 

ILLNESS, NOS 0 0 D 0 l 0 1 
o.o;o 0.01/. ) 0 . 01/. ) 0 . 0 1/. ) tt . o;o 8 . 0 7. I lt.07. 1 

DIGESTIVE SYSTEM 0 0 0 2 2 0 2 
0 . 07. ) 0 . 07. I 0 . 07. I 8 . 01/.) 8 . 07. ) O. OXI e . o x , 

VOHITING 0 0 0 1 1 0 1 
o . o r. , 0 . 01/. 1 0 .01/. 1 4 .07. ) 4 . 0i( ) 0 . ox I 4.0i() 

LOOSE STOOL O O O 1 1 0 1 
I O.OY. ) I 0 . 01/. 1 I 0 . 0½) I 4 . 07.1 ( 4 . 0½) I O. OiO ( 4 . 0ZI 

-----------------------------------1----------I---------- I---------- ---------- t---------- 1----------1----------1-----------
PEASONS WITH COMPLAINl S I 1 I O I 1 . 2 I 3 I O I I 4 

I t 4 . 0 7. ) I C O. OX I I C 4 . 0Z I ( 8 . 0 X I I I 12 . 0XI J I O. Ol. l I I ( 16.0XI 

-----------------------------------1----------I----------I---------- ---------- 1----------1----------1---------- I-----------
PERSONS WITH NO COMPLAINTS I 24 I 25 I 2ft 23 I 22 I ZS I I 21 

I c 96, 0JO I 1100 . ox 1 I c 96. o;o , ,2 . o x 1 I , ee. oY.1 I uoo . oio I I c e1t.ox 1 

-----------------------------------1----------l----------l---------- l----------l----------l----------1----------1-----------
PERSONS WITH NO DATA I o I o I o I O I o I O I I O 

I I 0 . 07. ) I I 0 . 07. 1 I I o . or. 1 It O.OXI I C 0 . 0%) I C O. Ol. ) I I I 0 . 0%) 



STUDY 0809 
TREATMENT 
DO SE 2.5 MCG 
PA TIENT CLASS: HEALTHY CHILDREN 

CLINICAL 
COMPLA INTS 

•••••••••••• ••••••••••••••••••••••• 
REACTION, LOCAL {INJECT. SilE) 

SORENESS 

TENDERN ESS 

SYSTEMI C 

WHOLE BODY/GE NERAL 

HEADACHE 

I NFECTIOUS SY NDROMES 

VIRAL INFECTION, NOS 

RE SPIRATORY 

UPPER RESPIRATORY INFECT . , NOS 

CROUP 

DI GESTIVE SYSTEM 

Table 3 
PATI ENT COUNT CL I~I CAL COMPLAINTS 

RECOMBINANT HEPATI TI S 8 VACCINE 

TOTAL VACC INEES ( 32 PATIENTS ) - DOSE 1 

DAYS POST VACC INATI ON NUMBER 
WITH 

o I 2 I 3 I " 
··········1·········· ··········1·········· ...... ... . 

2 I 1 o I o o 
c 6 . 3,,, ) I ( 3 _1,c,) ( o.o,c,> I c o . o,c,> < 0 . 0 %) 

------~---1------~--- ------~---1------~---,------~---
3 . , ,,, J I J . 1,c,) I c o . o,,, > I < o . o,c. ) I < o . me.> 

I I I I 
I o I o I o I o 

( 3, 1'!1,) I ( 0 .0%) I ( 0.0%) I ( 0.0%) I ( O. O'!f.) 
----- ----- 1----------1 -- - -- - --- - 1------ ---- 1------ ----

1 I 2 I I I 0 I 2 
3 . '") I ( 6 . 3%) I ( 3 . I% ) I ( 0 . 0% ) I ( 6. 3'4) 

0 1 0 0 0 
o . o,i,) 3 . 1,C,) 0.0%) 0.0%) 0 . 0%) 

0 1 0 0 0 
0 , 0,,,) 3. 1%) 0 ,0,C, ) 0.0%) 0.0%) 

0 0 1 0 2 
0 , 0,,,) 0. Q,C,) 3. 1%) 0 .0%) 6 . 3 ,C,) 

0 0 I 0 2 
0 , 0,,,) 0.0%) 3. I'll,) 0. 0,C.) 6 . 3Y.) 

1 I 0 0 0 
3 . l'1,) 3. 1"1, ) 0. 0"1, ) 0. 0"1,) 0 . 0'4) 

1 1 0 0 0 
3 , 110 3. 1%) 0.0%) 0 .0%} 0 . 0'1,) 

0 0 0 0 0 
0 , 0,,.) 0.0%) 0 . 0%) 0 .0%) 0 . 0% ) 

0 I 0 0 0 
0. O'JI) 3. 1%) 0.0%) 0 . 0%) 0.0%) 

S COMPLAI NTS 
• ••••••••••••••••••••••••••••• 

0 2 
0 , 0,,,) 6.3%) 

0 I 

o . o,,, > I 3 • ' "' > 
I 

o I 
0 , 0 " ) I ( 3 , 1 ,c. ) 

---------- ---------- 1-----------
3 I 6 

9 , 4,,, l I < 1B. 8% l 

I I 
3 I ,i_) 3 .1 %) 

1 I 
3 , 1%) 3. I ,C, ) 

1 3 
3 . 1'11) 9 . 4'11 ) 

1 3 
3 , ,,, ) 9 . 4'lC.) 

1 2 
3 . I%) 5. J"1,) 

0 I 
0 , 0,,,) 3. 1%) 

1 I 
3 . 1%) 3. 1'1, ) 

0 I 
O. O'JI) 3. 1%) 



STUDY 0009 
TREATMENT 
DOSE 2. 5 MCG 
PATIENT CLASS: HEALTHY CHI LDREN 

CLINI CAL 
COMPLAIN fS . ...•.. .. .. . .•........... .. ........ 
NAUSEA 

PERSONS WITH COMPLAI NTS 

PERSONS WITH NO COMPLAI NTS 

PERSONS WITH NO OATA 

Tabl e 3 (con t) 

PAT IENT COUNT CLINI CAL COMPLAI NTS 
RECOMBI NANT HEPATI TI S B VACC INE 

TOTA L VACCI NEES ( 32 PAT I ENTS) - DOSE 1 I 
------------------------------------------------------- ------------ --------- 1 

DAYS POST VACC INA T ION I NUMBER 

o I 2 J 4 
---------- ------- -- --1 WI TH 

5 I ! COMP LAINT S 

· ··· ····•• 1•• ·· ·· ··· · . ..••. ..•.•. ..•.••........•... ······ ··•·1••·· ·· ··••1 ••····· ·· · I 
o I 0 0 0 

I I 
o I I 

C 0.01' ) I < 3 , 11') 

---------- 1----------
0 . 01') 0. 0 1') 0 . 0 %) ( 0. 0% ) I I ( 3 . I %) 

---------- 1----------1-----------
3 I 3 1 0 2 3 I I 1 

C 9 . 41'> I < 9 . 41' J 3 . 11') 0. 0 %) 6 . 3%) 9 . 4% ) I I c 21 . 9%) 
---------- 1---------- - ----- -- 1------- -- 1-----------

29 I 29 31 32 30 29 I I 2s 
c 9 0.61') I c 90 . 6 1' ) { 96 . 9'1, } ( 100.0%) ( 93. 8% ) < 90 . 6%) I I < 78 . 1%) 

----------1------ ----
0 I o 

-- -------·· 1----------
c I o 

----------1----------1-----------
0 I I o 

o .01' ) I c 0 . 01' ) <. -~_. o;. J I c o.O%J 0. 0% ) I I l 0.0%) 

0 
0 
a-

"' 0 



STUDY 0809 
TREATMENT 
DOSE 2 . 5 MCG 
PAT IENT CLASS: HEALTHY CHILDREN 

CLINICAL 
COMPLAINTS 

••••••••••••••••••••••••••••••••••• 
RE ACTION, LOCAL (INJECT . SITE) 

SORENESS 

SYSTEMIC 

WHOLE BODY /GENERAL 

FATIGUE/WEAKNESS 

INTEGUMENTARY SYSTEM 

URTICARIA /H IVE S 

RESPIRATORY 

UPPER RESPIRATORY INFECT., NOS 

DI GEST I VE SYSTEM 

DIARRHEA 

-----------------------------------
PERSONS WI TH COMPLAINTS 

Table 3 (cont ) 
PATIENT COUNT CL INI CAL COMPLA INTS 

RECOMBINANT HEPATITIS B VACC INE 

TOTAL VACCINEES ( 32 PA T IENTS) - OOSE 2 I 
------------ ----------------------------------------------------------------1 

DAYS POST VACCINATION I NUMBER 
---------- ---------- --------------------- --------------------- ----------! WI TH 

0 Z I 3 4 I 5 I COMPLAINTS 

.................... ········•• 1••········ ·· ······••1••··· ····· ········••1••········ 
I 

3,21.) ' 3. 21, ) 

I I I 

( 0.01.) I ( 0.0%} ( O.O'A,) I ( 0 . 0%) ( 3.2%) 
O I O O I O I 

---------- ---------- ----------,---------- ----------,---------- ---------- 1-----------
' 3 . 27.) ' 3.2'1C, ) 

0 I o o I o I 
( 0.01.) I ( 0. 0%) ( O. O'A,) I ( 0 . 0%) I ( 3.2%) 

---------- ---------- ----------,---------- ----------1---------- ----------1----- ------

( 

1 

3 . 21,) 

I 
3 .2%) 

' 3. 2"-) 

0 
0.0%) 

0 
0 . 0%) 

0 
0 . 0%) 

0 
0 . Olio) 

0 
0 . 0%) 

0 
O.Ollo) 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

I 
I 

I 
I 
I 
I ( 

2 
6 . 5"-) 

0 
0 . O'A, ) 

0 
0.0"- J 

1 
3.2%) 

' 3 . 2%) 

0 
0 . 0 %) 

D 
O.Ollo ) 

1 
3.2% ) 

3 . 2llo ) 
----------1----------

2 I 3 
6.51,) I ( 9. 7% ) 

1 I o , I o I 'l 

3.21.> I < o.o,r,J 3.2,i,J I c 0.01.1 I c 12 .s,r,J 

I I 
0 0 I 0 I 0 ' 0 . O"-) 0. 0"-} I 0.0"-) I 0 .0%) 3.2%) 

I I 
0 0 I 0 I 0 I 

( 0. O"-) 0 . 0"-) I 0,01,) I 0 . 0%) 3.2%) 
I I 

0 0 1 0 I 0 I 
0.0%) 0.0%) I 0,0,. ) I 0 . 0%) 3.2%) 

I I 
0 0 I 0 I 0 ' 0 . 0%) 0.0%} I 0,0,.) I 0 . 0%} 3 . 2%) 

I I 0 0 I ' 0 1 
0 . 0%) 0.0"-) I 3 . 2,.) I 0 . 07.) 3 . 2%) 

I I 0 0 I 1 0 1 
0 . Olio) 0, O'A,) I 3. 2')1.) I a.Olio) 3. 2%) 

I I I O· I 0 0 2 
3. 2%) 0.0%) I O.O'lo) I 0.0%) 6 .5%) 

I I 
0 I 0 I 0 2 

( 3.2%) ( 0. Olio) I ( o . 0,-.1 I ( 0 . 07.) 6 . 5%) 
------ ----1----------1----------1---------- ----- -- --- ------ -- ---

l I O f 1 I 0 5 
3. 2,i,) I ( 0.0%) I ( 3. 2,-.) I ( 0.0%) ( 16 . 1%) 

0 
0 
O"' 
~ -



STUOV 0809 
TREATMENT 
DOSE 2 .5 MCG 
PA TIENT CLASS: HEA LTHV CHILDREN 

CLINICAL 
COMPLAINTS ........•......•................•.• 

PERSONS WITH NO COMPLAI NTS 

PERSONS WITH NO DATA 

Table 3 (cont) 
PATIENT COUNT CLINI CAL COMPLAINT S 

RECOMBINANT HEPATITIS B VACC INE 

TOTAL VACCI NEE S ( 32 PAT IENTS ) - DOSE 2 I 
----------------------- ------------------------- ------ --------------------~-I 

DAVS POST VACCINATI ON I NUMBER 
----------------------------------------- ------------------- --------- -------1 WITH 

0 I . 1 I 2 I 3 I 4 I 5 I I COMP LA I NT S 
········••1••······••1••··· ·· ·•• 1••······••1••·······•1••·······•1••······•• 1••········ ----------1----------1----------1---------- 1----------1----------1--- -------1-----------

29 I 2e I 30 I 3 1 I JO I 3 1 I I 26 
< 93.s,r,) I < 90 . 3%) I c 96.8%) I (100.0~> I < 96.a,r,) I (100.0,r,J I I c 83 . 9,r,J 

------~---1------~---1------~---1------~--- 1------~---1------~--- 1---------- 1--- ---~----
( :i.1,r,) I c 3 , 1,r, J I c ::i. 1,r, ) I< ::i. ,~> I c ::i . 1,r, J I c ::i . ,,r,J I I c :i . 1,r,J 

0 
0 
0-.... 
'" 



STUDY 0809 
TREATMENT 
DOSE 2.5 MCG 
PATIENT CLASS : HEALTHY CHILDREN 

Table 3 (cont) 

PATIENT COUNT CLINICAL COMPLAI NTS 
RECOMBINANT HEPATITIS 8 VACC INE 

I TOTAL VACCINEES ( 30 PATIENTS) - OOSE 3 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACC INATI ON I NUMBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COMPLAINTS I O . I I I 2 · I 3 I 4 I 5 I !COMPLAINTS 

················ ··········· ······••1••······••1••······••1••······••1••······••1••·······•1••······•• 1• •······••1••········ ------------- ----------------------1---- ------ 1---------- 1-- ------ - -1 ----------1---------- 1----------1--------- - 1-----------
SVSTEMIC I I I O I I I I I O I O I I 2 

I c 3.3%) I < 0.0%) I < 3 . 3%) I c 3 . 3~ l I C o.O% l I < o .o%l I I < 6.7~l 
---------------------------------------------- --------------------- ---------- ---------- ---------------------------------
WHOLE BODY/GENERAL 

HEADACHE 

RESPIRATORY 

UPPER RESP! RA TORY INFECT., NOS 

DIGESTIVE SYSTEM 

VOMITI NG 

PERSONS WITH COMPLA INTS 

PERSONS WITH NO COMPLAINTS 

PERSONS WITH NO DA TA 

l 
3.3%1 

1 

3.3%) 

l 

3 . 3%) 

1 
3 . 3%) 

0 
0.0%) 

0 
0 . O'Jl.l 

I 
o I 

o. o,o I 
I 

o I 
o .o'JI.J I 

I 
o I 

o.o'JI.) I 
I 

D.~%) I 
I 

0 
0 . 0%) 

0 
0.0%) 

0 
0.0%) 

0 
0. 0%. J 

0 I l 
o.o"J I < 3.311. l 

I 
o I 

c o. o%l I , 3.311. l 

0 
0. 0%) 

0 
0 . 0%) 

0 
U . O'lO 

0 
0 . 0%) 

I 
3 . 3%) 

I 
3 . 3'l) 

---------- ----------,---------- ----------
l 

3.3%) 
0 I 

C o. o'!I.J I ( J . Jr. J 
I 

3 . 3'!t) 
---------- ----------1---------- ----------

29 Jo I 29 29 
c 96 . 7%) c100.0%l I ( 96 . 7%J c 96 . 7'!1.l 

----------1 -- -------- 1----------1----------
o I O I O I 0 

o . O'Jl.l I c 0. 0%) I ( o.o'JI. J C o . O'!I.J 

0 
0.0%) 

0 
0.0%) 

0 
0 . 0%) 

0 
0. 0%) 

0 
0 .0%) 

0 
0 .0%) 

0 
0 . 0% ) 

30 
( 100 . 0% ) 

0 
0 .0%) 

I 
o I 

o .O"-l I 
I 

o I 
a.a ... , I 

o I 
u. □%I I 

I 

o_g""> I 
I 

o I 
o.0'4l I 

0 I 

1 

3 .J'lf.J 

I 
3. 3'lf.) 

I 
3 .3%,) 

1 
3 . 3%) 

1 

3.3%) 

c o .O'!I.J I I c 3 . 3<r.J 
------0---,----------,------2----

( o .o"-> I I c s . 7'lf.J 

-----;~---1----------1-----;~----
-~~~~~~~~-1----------1-~-~~~~~~ --

o I I o 
O.O'Y.l I I ( 0 . 0%) 
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0809 

CK444 
S t1CG 
HEALTHY otILDREH 

Table 4 
PATIENT COUNT CLINICAL COMPLAINTS 
RECOt'BINANT HEPATITIS B VACCitlE 

I TOTAL VACCIHEES ( 22 PATIEHTSI - DOSE l I 
1-------------------· --------------------------------------------------------1 
I DAYS POST VACCINATION I lfJHBER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
Cot1PUINTS I G • 1 • t I 3 • 4 • S • •c0t1PUINTS 

•••••••••••••••••••••••••••••••••••l•••••••••••••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••I•••••••••• 
-----------------------------------l----------l----------l----------l----------l----------l---------- l----------l-----------
srsut11c I 1 I l I 2 I 3 I 3 I o I I 3 

f C 4 . 8 i0 I I 4.8X) IC 9 . 5 XI IC 14 . J X). C 14. 37. ). C 0.07. ). IC l't . J XI 

I 
NIOU BOOT/GENERAL I 0 0 U t l O Z 

I o. ox1 o . o;o , 0.0:1.1 , 9.s:1.1 9.s :o t o.o;o 9.s:1. 1 
I 

FATIGUE/WEAKNESS I O O O 1 l 0 l 
I C O. 07. I O. OX I C O. ox I 4 . e x I t 't. 87. I t O. 07. I t 4 . 8 Y. I 
I 

HEADACHE I O O O 1 l O l 
I C 0 . 07. 1 I 0 . 0:I.I C 0 . 0:I.I C 4 . 8%1 C 4.87. I C O.OXI C ~ .8 XI 
I 

IHTEGU'1f:HTARY SYSTEM I 1 1 1 1 l 0 1 
I 4 . 8iO 4 .81/.1 4' . 81/. l 4 .81/.1 4 . 87.1 0. 07. 1 4 .81. l 
I 

PAPUUR RASH I 0 0 0 l 1 0 1 
I o.o:o o.or.1 o.ox1 4 .8 iO 4.87. 1 o.ox , 4 . e x , 
I 

RASH, NOS I 1 l 1 0 0 O 1 
I 4 . 8 1. I 4.87. 1 4.97. 1 0 . 07. t O. OXI 0 . 01. 1 4 . 8 7. 1 
I 

RESPIRATOl!Y I O O 1 1 0 0 l 
It 0 . 01. 1 C 0.0:I. I 4 .8:I. I 4 .8 7.1 O.OXJ 0.01. J 4 . 8 Y. I 
I 

RHINITIS I O O 1 1 O O l 
I t o . o;o I c 0.0:1. 1 c 4.e:1. 1 , 4 . e ;o , o. ox1 I c o.ox, I c 4.ex 1 

-----------------------------------1----------I----------I---------- ----------1----------1----------1----------I-----------
PERSONS WITH COUPLAIHTS I 1 I l I 2 3 I '3 I O I I 3 

I c 4 . a x , I c 4.ex , I c 9.sx ·1 c 14 . l XI • c 14 . 3:1. I • c o . o;o I I c 14.3%1 

-----------------------------------1----------I---------- I---------- ----------1----------•---------- l---------- •----~------
PERSONS WITH HO COt1PUIHTS I 20 I 20 I 19 18 I 18 I 21 I I 18 

· II 95.ZXI. I 95 .2i0 I 1 90 . 57.1 I 85 . 77.1 It 85.77.1. 1100.0XI I I 1 85 .77.1 
-----------------------------------t----------l----------1----------1----------1----------l----------l---------- t-----------
PERSONS MITH HO DUA I l I l I 1 I 1 I l I l I I 1 

I I 4 . 5 1. 1 I I 4.57.1 I I 4.57. 1 I ( 4 .5 7.1 I ( 4 . 5 7. 1 I ( 4 .51. 1 I I I 4 . 5 7. 1 

·-
0 
0 
0-...., 
~ 
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TREATMENT 
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DOSE 
PATIENT CLASS: 

0809 

CK444 
5 t1CG 
HEALTHY CHILDREN 

Table 4 (cont) 
PATIENT COUHT CLINICAL Cot1PLAINT5 
RECOttHtlANf HEPATITIS 8 VACCINE 

I TOrAl VACCINEES ( 2t PATIENTS! - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I tM1BER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COl1PUINTS I t I 1 I I: I 3 I °' I 5 • ICOt1PUINT5 ................................... , .......... , .......... , .......... , .......... , ..........•.......... , .......... , ......... . 

I I I I I I I I 
REACTION, LOCAL llNJECT. SITE I I O I 1 I O I O I O I O I I 1 

I c t . o;o I ( 5 .6iO I c 0.0x1 I c o.0x1 I c o.o:o I I o. o:o • I 1 5 .6½1 
-----------------------------------1----------t----------l---------- t----------l----------l----------l---------- l-----------

ECCHYttOSIS · I O I 1 I O I o I O I o I I 1 
I c t.Oi: I I ( 5.67. 1 I c o . 07.l I c 0 . 07. 1 I 1 0 .ox 1 I I o . ox 1 I I 1 5.67. 1 

-----------------------------------l----------l----------l----------l----------l----------•---------- l----------l-----------
sysnt11c I 2 I 2 I 1 I 2 I o I 1 I I 4 

I I 11.17.1 I ( 11 .17. 1 • I 5.67.l I I 11 . 17.1 I ( O.OZ I I c 5 . 67. I I I c 22 . 27. 1 
---------------------------------------------- ---------- ------------------------------------------- ----------------------
..iOLE llODT/GEHERAL 1 1 0 0 0 1 3 

( 5 . 6 i: I 5 . 67. I ( 0 . 07. I ( 0 . 07. I ( O. 07. I ( 5.67. 1 ( 16. 77. I 

FATIGUE/WEAKNESS 1 0 0 0 0 1 2 
5 . 6 i0 O.OZ I O.OZ I 0 , 07.) 0.07. I 5 . 67. 1 11,17. 1 

BRUISE FROlt VENIP\MCTURf 0 1 0 0 0 0 1 
0 . 07. ) 5.67.) 0 . 07.) 0 . 07.) 0 . OZ I 0. oz I 5.6i0 

RESPIRATORY 0 0 1 1 0 0 l 
0 . 07. ) o.oz, 5 . 67.) 5 . 61. I o. oz ' o . oz ' 5 .6 7. 1 

PHARYHGITI$ CS~E lltROAT I 0 0 1 1 0 0 l 
( 0 . 07. I I 0 . 01. I 5 . 6 7.1 S . 6 7. 1 ( 0 . 07.1 I o . oz ) I 5 .67. 1 

DIGESTIVE SYSTEM 0 1 0 1 0 0 2 
( 0 . 07. ) 5 .67. I 0 . 0¼ f 5 . 6%) o.o:o 0.0::! I ( 11 . 17. 1 

TEETHING 0 1 0 0 0 0 l 
( 0.07. 1 ( 5 . 6½ I ( 0 . 07. l 0 . 0½1 ( 0 - Qi( ) ( 0 . 0½) ( 5 .6½ ) 

I 
DIARRHEA I 0 0 0 1 0 0 1 

I ( O.Oi: I ( 0 . 07. I ( 0 . 07. l S . 67.1 0 . oz I ( o . 07. I ( 5 .67. I 
I 

VOltITING I 0 0 0 1 0 0 1 
I O.OZ I o.ox, O. OXl S . 6 i0 0 . oz I O. OZ 1 5 .6 7. 1 

• 

0 
0 
0-..._, 
I.It 



STUOY 
TREATMENT 

I 0809 

LOT NUtl3Ell 
DOSE 
PATIENT CLASS : 

Cl<444 
5 MCG 
HEALTHY CHILOREM 

Table 4 (cont) 
PATIENT COUNT CLINICAL COHPLAINTS 

RECOtl3111ANT HEPATITIS B VACCINE 

I TOTAL VACCINEES C Zt PATIENTS I - DO:IE Z I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCUIATION I tu18ER 

CLINICAL l----------------------------------------------------------------------------1 WJTH 
C0f1PUINTS I O I 1 I 2 I 3 I 4 I 5 I ICOHPUIHTS 

•••••*•••••••••••••••••••••••••••••I•••••••••• •••••••*••I•*•••••*•• ••••••••••l•••••••••*l••••••••••l••••••••••I•••••••••• 
I I I I I I 

PSYCHIATRIC/BEHAVIORAL I l l I O O I O I O I I Z 
I I § . 6 %1 I 5 .621 I I O.OX) l 0 . 0ZI I ( O. OZ I I ( O. OZ I I I l 11.lZI 
I I I I I I 

IRRITABILITY I l l I O O I O I O I I 2 
I I S. 6% I I 5. 6X I I C O. OZ l C O. OZ I I C O. OX I I C O. OZ I I I I 11. l Z I 

-----------------------------------1---------- ----------1---------- ----------1----------1----------1----------I-----------
PERSOHS WITH COl1PUJNTS I 2 3 I 1 2 I O I l I I 5 

I I 11.lZI I l6 .7X I I I 5.6%1 I 11 . lZI I I O. OZI I C 5. 6ZI I IC 27.8XI 
-----------------------------------1---------- ----------1---------- ---------- l----------1----------1----------1-----------
PERSONs WITH HO COMPLAINTS I 16 15 I 17 16 I 18 I 17 I I 13 

I I 88. 9ZI I 83 . 3%1 IC 94.4%1 C 88 , 9%1 I (100.0XI IC 94.4XI I I I 72.2%1 
-----------------------------------1----------I---------- I---------- ---------- l----------1----------1----------1-----------
PERSONS WITH HO DATA I 4 I 4 I 4 4 I 4 I 4 I I 4 

I I 18.2Xl I I 18.2%1 I I 18.2%) I 18,2% 1 I I 18.2XI I I 18.2Xl I If 18.2Xl 



STUDY 
TRUTI1ENT 
LOT NI.Jt18ER 
DOSE 
PATIENT CLAS~P 

CK444 
5 MCG 
HEAL THY CtlILDREH 

Table 4 (cont) 
PATIENT COIMT CLINICAL COMPLAINTS 
REC0t18INANT HEPHITIS 8 VACClNE 

I TOTAL VACCINEES C 2l PATIENTS I - DOSE 3 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCmATIOH I tuffllER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
Cot1PLAIHTS I O I l I Z I 3 I 'I • 5 . .COMPLAINTS ...................................•..........•..........•..........•.......... , .......... , ..........•..........•.......... 

-----------------------------------l----------l----------l---------- l---------- l----------l----------l----------l-----------
srs1en1c • 1 • 1 • 1 • 1 I 1 I 1 I I 1 

• I 5.0X> I I 5.0XI I I S . OXI • I 5.0%1 I I 5 . 07. 1 I t S . OX I I • ( S . OXI 

I I I I I I 
RESPIRATORY I 1 1 I 1 I 1 I 1 I l I l 

I 5.01.) 5.01. I I C 5 . 0%1 I I 5 . 0%1 I I S . OY. I • I S . OY. I I C 5 . 0 %) 
I I I I I I 

UPPER RESPIRATORY INFECT. , HOS I 1 I l • 1 • 1 I 1 I 1 I 1 
I C s . 01. 1 I c 5 . 0%1 I c s . 01.1 I c s.0%1 I I s.01. 1 I I s . 01. 1 I I c s . 0%1 

-----------------------------------1----------I---------- I----------I----------I----------I---------- I----------I -----------
PERSONS WlTH CotfPLAIHTS I 1 I l I 1 I 1 I 1 I 1 I I 1 

I c s.01.1 I < s.o;o • 1 s.01.1 I c s .01.1 I t s . or. , • 1 s . o:o I I I s.ox, 
-----------------------------------1----------1----------1---------- l----------l----------l----------l----------1-----------
PERSOHS WlTH NO COMPLAINTS I 19 I 19 I 19 I 19 I 19 I 19 I I 19 

I ( 95. 0% I I I 95. ox I I C 95 . o;o I C 95. 0% I I I 95 . 0% I I C 95 . o:o I I I 95 . 0% I 
-----------------------------------•----------1----------1----------1----------l----------•----------l---------- l--- ·-------
PERSOHS WlTH NO DA TA I 1 I l I 1 • 1 I 1 • I I • 1 

I I 4.8%1 I I 4.81.1 I I 4,81/.1 I I 4.81/. 1 I I 4 . 8%1 I I 4 . 81/. ) I I I 4 .8%) 

,, 



STUDY 
lREATt1EHT 
lOT NU1BER 
DOSE 

0609 

I CK7J2 
1.25 HCG 

Table 5 
PATIENT COUNT NAXIt1Ul1 TENPERATURES 

REC0118INAHT HEPATIJIS 8 VACCWE 

PATIENT CLASS: HEALTHY CHILDREN 

I TOTAL lfACCil-tEES I 26 PATIENTS I - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NtmBER 

n,x TEMPERATURE 1---------------------------------------------------------------------------------------I WITH 
lDEG F, ORALI I 0 I 1 I 2 I l I 4 I 5 I I I HA)( TEMP 

•••••••••••••••••••••••• •••••••••• •••••••••• • ••••••••• •••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• •••••••••• 
HMl1AL l l 2 z 2 t l 

S.JlO S .liO 10 . 0 iO I 10 . 0lO I 10. 0 1/.1 ( 10 . 01/. 1 S. OZ I 

< 99 u ll ll H 14 11 8 
52 .6Y. I 68. 4 Y. I 65 . 0 Y. I 60.~Y.I 70 . 0 1/.1 65. OY. I I 40. OY. I 

99 - 99. 9 6 4 J s 4 4 7 
31.6Y. I 21 . 1 ;0 15.01/. ) 25.01/. I 20.01/.1 20.0iO Js .o:o 

100 - 100 . 9 • 0 0 l 0 1 l 
0 . OY. I 0 . 0 %) 0 . 0%) S . 0% I 0 . 0%) 5.0%) 5. 0% J 

101 - 101.9 t 0 l 0 0 0 l 
10.s;o 0 . 0 %) 5.0%) 0.07. I 0 . 0%) 0.0% I 5 . 01/. I 

1oz - l0Z,9 • 0 l 0 0 0 1 
0 . OY. I I 0 . 0 1/.) 5.0Y. ) O.OY.I O.OY.I ( 0 . OY. I ( 5 . 0)0 

103 - 103.9 I 1 0 0 D D 1 
I 0. OY. I I 5. 3% l I O. OiO l 0. 07. I I 0 , 0 1/. I I O, 07. I I 5. 01/. I 

------------------------I----------I---------- I----------I---------- I----------I----------I--------------------- I-----------
TEt1PERATURE TAKEN I 19 I 19 I 20 I 20 I 20 I 20 I I 20 

I I 73. lY. I I C 73 .17.1 I C 76. 9i0 I I 76. 9% I I C 76 . 9%) I C 76. 9i0 I I C 76. 9% I 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-----------
TE~PERATURE NOT TAKEN I 7 I 7 I 6 I o I 6 I 6 I I 6 

I I 26.97.1 I c 26.9%1 I I 23.1%1 I I 23 .1%1 IC 23. 17. I I c 23.1%1 I I I 23.li!I 

0 
0 
O" .... 
01 



STUDY 
TREATMENT 
LOT HUHBER 
DOSE 

0809 

CK732 
1 . 25 11C6 

Table 5 (cont) 
PATIENT CO\JHT MAXIHUN TEMPERATURES 

RECOHBINANT HEPATITIS 8 VACCINE 

PATIENT CLASS: HEALTHl CHILDREN 

NA)( 1El1PEAATURE 
(DEG F, ClRAL) 

•••••••••••••••••••••••• 
NORMAL 

< 99 

99 - 99.9 

100 - 100.9 

I TOTAL VACCINEES I 26 PATIEHTSI - DOSE 2 I 
1---------------------------------------- .----------------------------------------------1 I DAYS POST VACCINATION I HUt18EA 
1---------------------------------------------------------------------------------------I WITH 
I t I 1 I 2 I 3 I it I 5 I I I MAX TEMP 
•••••••••• •••••••••• •••••••••••••••••••• 

1 l 1 1 
S.6%1 5.1>% I 5 . 9%) ( 5.6Y. I 

9 10 9 7 
5t.0%1 55 . 6%1 52,9%1 38. , r. I 

e 7 6 9 

"" .4)0 38. 97.1 35 . l iO 50, OZ I 

0 0 1 0 
o.o;o 0 . 07. I S , 97.1 o.or. 1 

•••••••••• 
1 

( 5 . 9%) 

9 
52 . 9% I 

6 
35. 3;0 

1 
5.9iO 

• ••••••••• 
1 

( 6 .3%1 

9 
56 . 3%1 

6 
J7 . 57.1 

0 
0 . 0%1 

········••1••········ • ••••••••• 
l 

5 . 1>%) 

6 
I 33. 5%1 

9 
50.0iO 

l 
5 . 6%1 

101 - 101.9 0 0 0 l O O l 
I O. 0% I I I O. o;o I O. 0% I I 5 . 6r. I I O. 0% I I O. 0% I I I 5 . 6% I 

------------------------1----------1---------- ----------1----------1----------1----------1---------------------1-----------
TEHPERAT'-"E TAKEN I 18 I 18 17 I 10 I 17 I 16 I I 10 

I I 69. 27.1 I I 69.2% 1 C 65 .47.1 I I 69.2XI I I 65 .47.1 I I 61.5%1 I I I 69.vn 
------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEMPERAlUlE HOT TAKEH I 8 I 8 I 9 I 6 I 9 I 10 I I 8 

I 1 30 . ex• I 1 30 . 8% 1 I c 3.4 . 6%, I , 30 . er. , I c 34 . 6%, I c 38 .sx I I I c 30. sr. 1 



STUOY 
TREATMENT 
LOT HU18£R 
DOSE 

I 0809 

CK7l2 
1 . 25 ttCG 

Table 5 (cone ) 
PATIENT CCMMT "AXIHUH TEHPERATURES 

RECOt1BINAHT HEPATITIS B VACCINE 

PATlEHT CUSS: HEALTHY CltllDREN 

MAX TEMPERATURE 
IDEC F, OOALI 

NORMAL 

< 99 

99 - 99. 9 

I TOTAL VACCINE ES I 25 PATIENTS I - DOSE 3 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I 
1---------------------------------------------------------------------------------------I 
It I 1 I 2 I 3 I" Is I I I 

tlUHBER 
WITH 

HAX TEHP 
•••••••••• •••••••••• ........... •••••••••• ........... •••••••••• ••••••••••I•••••••••••••••••••• 

0 • 1 0 0 0 0 
I 1 . 0:n 0 . 8% I 7 . 1%1 ( 0 . 0%1 O. OY. I 0 .0% I I O. Ol! I 

10 1t e 9 10 11 (, 

71.4iO 71.liiO S7,1%) 64 . 37.1 71.4iO 78.67.1 4~. 9)0 

4 " 4 5 4 3 7 
I 28.6iO 28.67.1 28 . 67.1 35.7XI 28.67. I 21.47.1 50.0iO 

102 - 102. 9 0 I 1 0 0 0 l 
I o.o:n ( 0.17.I I 7 . 17.1 I 0 . 0iO I (1.07.1 I 0.07.1 I 7 . 17. 1 

------------------------1----------1---------- ----------1----------1----------1---------- ---------------------1-----------
TEHPERAT\JRE TAKEH I 14 I 14 14 I 14 I 14 I 14 I 14 

I I 56 . 0iO I < SC..07.I I 56.07. 1 I I 56 . 07.1 I c 56.0iO I I SC. . 07.1 I C S6.o;o 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-----------
UHPEAATURE NOT TAKEN I 11 I 11 I 11 I 11 I 11 I 11 I I 11 

I ( 44.0XI I I 44 . 07.) I I 44.07.) I I 44 . 07.1 IC 44.0XI I I 44.07.1 I I I 44. 07. I 

-

0 
0 
(l
oo 
0 



STUDY 0809 
TREATMENT 
DOS E 2.5 MCG 

Table 6 
PATIENT COU NT MAXIMUM TEMPERATURES 

RECOMBI NANT HEPATITI S 8 VACC INE 

PATIENT CLASS: HEALTHY CHILDR EN 

I TOTAL VACCI NEE S ( 32 PATI ENTS) - DOSE 1 I 
,---------------- ------------------------------------------------------ ----- ------- ---- -1 
I DAYS POS T VACC INAT I ON I 

MAX TEMPERATURE 1---------- -------------------------------- ---------- --------------------------------
NUMBER 

WITH 
MA X TEMP ( DEG F , ORA L) I O I Z I 3 4 5 I I 

•••• • • • ••••••• ••••• • • • ••I •••• • ••• • • •• • • ••• •• • 1• ••• •• • • •• 1• ••••• • •• • •••••• • ••• •• •••• • ••• f•• • •• • • • •• I••••• • • •• • •• • ••••• • • 

NORMAL I 3 3 I 3 I 3 3 3 I 3 

< 99 I 10 ::") ' \:" ) I 10;:"' ) 1\ :" ) 10::"' ) 10;:"' ) ! 
10 

33. 3%) 

99 - 99 . 9 

100 - 100 . 9 

10 1 - 10 1 . 9 

4 6. 7% ) es.O"K l I 53. 3%) 66.7%) 58 . 6%) 60 . 0% ) I 

,1 s I a s 7 , I 
36.7%) 11.2%) I 26 . 7%) 1s . 1%> 24 . 1%) 2J.3%J I 

0 0 l 1 2 I 2 I 
o . 0%) o .O"Kl I 3.3%) 6.7%) 3 . 4'111 s . 7% l I 

I I 

13 
43.3%1 

1 
3 . 3%1 

2 
6.7%) 

I 2 0 I O I I 3 
c 3. 4% l I < 6.7%) o.O%l 3. 4% J < o.O%l I I < , o.o%l 

------------------------ ---------- ----------1---------- ---------- ---------- ----------1--------------------- ,-----------
TEMPERATURE TAKEN 3 0 29 I 30 30 29 30 I I 30 

( 93 . 8% ) c 90.6"Kl I < 93.6"K l c 9 3 .B" l < 9 0 . 6%) I < 9 3 .8%) I I c 9 3 .8%1 
--- --------------------- ----- ----- ----------1---------- ---------- ----------1----------1---------------------1----------· 

3 I 2 2 3 1 z I I 2 
9. 4% ) I c 6.3%) 6.3"> 9 . 4"K l c 6.3%) I I < s.3"Kl 

TEMPERATURE NOT TAKEN 2 
6 . 3 %) 

0 
0 
~ 
()> -



STUDY 
TREATMENT 
DOSE 

0809 

2 . 5 MCG 

Table 6 (cont) 
PATIENT COUN T MAXIMUM TEMPERATURES 

RECOMBINANT HEPATITIS B VACCINE 

PATIENT CLASS: HEALTHY CHILDREN 

MAX TEMPERATURE 
(OEG F , ORAL) 

••••••••••••••••••• ••• •• 
NORMA L 

< 99 

99 - 99.9 

100 - 100.9 

TEMPERATURE TAKEN 

TEMPERATURE NOT TAKEN 

TOTAL VACCINEES ( 32 PATIENTS) - DOSE 2 

DAVS POST VACCINATION 

0 I I I 2 I 3 
•••••••• • • l •••••••••• t• • •• •••••• I••• • •• ••• • 

5 
20.01,) 

10 
40 . 01,) 

7 
28.0,.) 

I I 
s I s I 

20 . e-,.J I 20 . e-,.J I 
I I 

10 I 13 I 
41 . 7%) I 54. 2%) I 

I I 

5 
20.0%) 

14 
56.0%) 

a I 6 I s 
33.3%) I 25.0%) I 24.0%) 

3 I I O I 0 

---~~:~~~- -~--~:~~~-1-~--~:~~~-1-~--~:~~~-
25 24 I 24 I 2s 

( 78 . 1,r.) < 75 . 0%) I < 1s. o'I.) I C 78 . 1%) 
---------- -- -------- 1----------1 --------- -

7 8 I e I 1 
( 2 1. 9%) c 2s.O%l I C 25.0'J.l I C 21.9%) 

4 I s I 
··· ·····•• 1••·· ·· ···· ········• •1 ••··· ···· · I 

5 5 
20.8%) 20 . 8%) 

14 13 
58.3%) 54.2%) 

4 5 
16.7%) 20.8%) 

I 
I I 

4 .2'1.) c 4 .2%) I 
---------- ---------- 1---------- -----------

24 24 I 
< 75 . 0'l.l < 75.0%1 I 

---------- ----------1 ----------- ----------
8 e I 

< 2s.O%l < 2s.0%J I 

NUMBER 
WITH 

MAX TEMP 
•••••••••• 

5 
19. 2% ) 

13 
30 . 8% ) 

10 
38 .5%) 

3 
11 .5%) 

26 
( 81 . 3%) 

6 
( 18.8%) 

0 
0 
a
a, 
rv 



STUOV , 0800 
TREATMENT 
DOSE : 2.5 MCG 

Table 6 (cont) 
PATIENT COUNT MAXI MUM fEMPERATURES 

RECOMBINANT HEPATITIS B VACCINE 

PATIENT CLASS: HEALTHY CHILDREN 

MAX TEMPERATURE 
(DEG f, ORAL) 

TOTAL VACCJNEES ( 30 PATIENTS) - DOSE 3 

OAVS POST VAC CINATION 

o I 1 · I 2 I 3 I 4 s I I 

NUMBER 
WITH 

MAX TEMP 
•••••••••••••••••••••••• •••••••••• i••••••••••l••••••••••J••••••••••t•••••••••• ••••••••••l••••••••••I•••••••••• •••••••••• 

NORMAL 

< 99 

99 - 99.9 

100 - 100. 9 

I I I I I 
s I s I 6 I s I s s I 

19.2,r,J I 19.2,r,) I 23.1"> I 19 .2,r, J I 19.2~> 19 . 2%) I 
I I I I I 

9 I 14 I 13 I 13 I 16 16 I 
34.6%) I 53.8"') I 50.0"l I so.o%J I 61.s,r,) 61 . 5%) I 

I I I I I 
II I 7 I 6 I 7 I 4 5 I 

4-1 . 3%) I 26 . 9,r,) 23 , 1") I 26 . 9%) I is . 4,r,) 19 _;1,.) I 
I I I I I 

5 
19.2%) 

4 
15.4%) 

14 
53.8%) 

I I o I I I o I 3 
I < 3.8,r,J I < o.o,r,J I c 3 . 8"> I c 3.a,r, J I < 3.8%> c o . o,r,> I I < 11.s,r,J 

------------------------1----------1----------1----------1---------- 1---------- ----------1- --------------------1-----------
TEMPERATURE TAKEN I 26 I 26 I 26 I 26 I 26 · 26 I I 26 

I c 86 . 7"') I c 0s .1,r,) I c 86 . 7"> I c 86.7% ) I c as .1,r,1 ! 86 . 7"') I I < 86.7%) 
------------------------1----------1----------1----------1----------1---------- ----------1---------------------1-----------
TEMPERATURE NOT TAK EN I 4 I 4 I 4 I 4 I 4 4 I I 4 

I c 13,3,r,J I < 13 . 3%) I < 13 .3") I c 13 . 3%) I < 13 , 3,r,J < 13 _3,.J I I < 13 ,3,r, J 



STUDY 
TRUTNEHT 
LOT IU18EA 
DOSE 

I 0809 

CK444 
5 t1C6 

Table 7 

PATIENT COUNT HAXI~ TEl1PERA~ES 
RECOl18INAHT HEPATITIS 8 VACCINE 

PATIENT CUSS: HEALTHY CMILDREN 

I TOTAL VACCIHEES C 2Z PATIEHTSI - DOSE 1 I 
1---------------------------------------------------------------------------------------I 
I DArs POST YACCIHATIOH I HUNBER 

~AX TEl1PERATURE l----------------------•----------------------------------------------------------------1 MITH 
(DEG r, MAU I O I l I 2 I l I 4 I S I I I HA)( TEl1P 

•••••••••••••••••••••••• •••••••••• •••••••••• •••••••••• •••••••••• •••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• 
HORNAL 1 l l l l l l 

tt.a:o S.OZl 4 . 8Z I s.o:o 5. oz I 5 . oz I 4 . 87. 1 

< '19 9 11 11 11 12 10 5 
42. 97.1 55 . 0Zl S2 , 4Z I 55,07.) ( 60.0:0 50 . 07. I 23.87.1 

99 - 99. 9 a 7 7 8 6 8 11 
le,17. ) 35 . 07.) 33. 37. ) 40,07. ) 30 . 07. I 40,07.1 52.4i0 

100 • 100. 9 l 1 2 0 1 l 4 
I 14 . J iO C S . OZl C 9 , SXI C O.o:o C 5 . 0)0 C S.o;o I 19. 07. I 

------------------------1----------1---------- I---------- I----------I---------- ---------- I--------------------- I-----------
TEt1PERATUA£ TAKEN I 21 I 20 I Z1 I 20 I 20 20 I I 21 

I I 95. s:o I C 90 . 97.) I C 9S. sx I I C 90, 97. I I l 90. 97. I C 90. 97. I I I C 95 . 57. I 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-----------
TEHPEIIAT~( t«>T TAKEN I 1 I 2 I l I 2 I 2 I 2 I I l 

I I 4.57.1 I C 9.lXl I l 4.SXI I C 9.17.1 I l 9.17.1 I I 9.liO I I I 4.57. 1 

-



STUDY 
TRUTl1fNT 
LOT .utl!ER 
DOSE 

0809 

CK444 
5 tlCG 

Table 7 (cont) 

PATlEHT COUNT nAXll'1U'1 TEnPERAl~ES 
RECot1BlllANT HEPATITIS 8 VACCINE 

PATIENT CUSS: HEALTHY CHILDREN 

HlX TEHPERATURE 
I DEG F, (IIULI 

I TOTAL VACCINEES I 22 PlTIENtS l - DOSE 2 I 
1---------------------------------------------------------------------------------------I 
I OATS POST VACCIHATIOH I 
1---------------------------------------- •----------------------------------------------I Io I 1 I 2 I 3 I 4 Is I I I 

NU'IBER 
WITH 

HAX TEHP 
••••••••••••••••••••••••••••••••••I•••••••••••••••••••••••••••••••••••••••••••••••••• ••••••••••I•••••••••••••••••••• 

NORHll 

< 99 

99 - 99.9 

100 - 100.9 

101 - 101.9 

I 
3 I 

1a.a;o I 
I 

3 
ie.a:o 

7 I o 
43.8:1.1 I so . Ol l 

I 
s I 4 

31 , 3:1.1 I 25,0,n 
I 

o I 
0 . 0:1.1 I 

I 

0 
0. OY. I 

0 
S3. 3:1. ) 

] 

20.0;0 

l 
6.7:1.) 

3 
18.8:I. ) 

9 
S6 . J :I. I 

3 
18 ,8%'. l 

l 
6 . 3:1. l 

3 
18.8Y. ) 

9 
S6. 3 l l 

3 
10. 8 i0 

l 
6. Ji! ) 

3 
21.ltXI 

0 
S7. lY. I 

] 

21.4:1.1 

0 
0.OX I 

] 

18.8i0 

5 
I .31. 3:1. I 

0 
0.0:1. I 

l I l O O O O l 
I 6 . 3;0 I I 6. 3i0 I O. o;o I O. OY. I ( 0. OiO I O. 01.1 I 6. 31. I 

------------------------l----------l----------l----------l----------l----------1----------1---------------------l-----------
n:nPuATURE TAKEN I 16 I 16 I u I 16 I 16 I 14 I I 16 

I f 72 . 7Y.) I f 72 . 7l I I ( 68. 2:0 I I 72 . 7;'.) I f 72. n, I I 63 . 6%'. I I I I 72. 7:1.) 
------------------------I----------I----------I----------I ---------- I----------I----------I ---------------------I-----------
T£11PERAT\JlE HOT TAKEN I 6 I 6 I 7 I 6 I 6 I a I I 6 

I I t7.3XI I I 27.3XI I I 31.0XI I I 27,3XI I I 27.3ll I I 36.4XI I I I 27.3XI 

0 
0 
0-
c» 
~ 



STUDY 
TREATHEHT 
LOT tu18ER 
DOSE 

0809 

1 CK444 
S t1CG 

Table 7 (cont) 
PATIENT Cou-fT NAXIHUH TEHPERAT\JRES 

RECOl18IHAHT HEPATITIS 8 VACCINE 

PATIEHT CLASS: HEALTHY CttILDREH 

I TOTAL VACCIHEES I Zl PATIEHTSJ - 0OSE 3 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I . HUM8ER 

NAX TEHPERAT\JRE l---•-----------------------------------------------------------------------------------1 WITH 
(OfG I', ORALJ I O I l I Z I 3 I 4 I 5 I I I HAX TEHP 

•••••••••••••••••••••••• •••••••••• •••••••••• •••••••••• •••••••••• ••••••••••••••••••••••••••••••I•••••••••••••••••••• 
HORHAL " 4 4 4 4 4 " 22.2Y.I 22.2:0 ( tt.ZY.I ( 22.z:o C 22.ZY. I C 22 . 2:0 22 . 2% I 

< 99 " 9 11 10 11 11 2 
22 .ZY. I 50. 01. J 61. l Y. J 55.6%) 61 . 1%) 61 . u : I 11.1% 1 

99 - 99.9 e 4 3 4 l l 10 
44.4:1.1 22.27. 1 1'>. 7%1 22 . 2;0 16.7%1 16. 71. 1 55.67. 1 

100 - 100. 9 1 1 0 0 0 0 1 
5 . 6:1.1 5 . 67.1 O. OY.I 0 . 0%1 0 . 0:1.I I 0.01. 1 5.61. 1 

I 
101 - 101. 9 1 o o o o I o 1 

1 5 . 6:1.1 « o . oz 1 , o.o;o I , 0 . 01. 1 t 0 . 01. 1 I , o.o;n • 5 . 61. I 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1-- ·--------
TEl1PERATURE TAKEN I 18 I 18 I 18 I 18 I 18 I 18 I I 18 

I I 85.7:1.1 I« 85.7i!I I I es.71.1 I« 85. 7:1.I I ( 85. 71. 1 IC &5. 7i0 I I I 85.71. 1 
------------------------l----------l----------l----------l----------l----------l----------l---------------------l-----------
rEt1PERATURE HOT TAKEN I 3 I 3 I 3 I 3 I l I 3 I I 3 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRIHAKY 
INVESTIGATOR : 

SECOHDARY 
INVESTIGATOR: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

23921/00851/1 
1/18/86 

Yeast Recombinant Hepatitis B Vaccine, Study 865 

To evaluate antibody and clinical responses to two or 
three 5 mcg doses of vaccine among healthy infants and 
children, ages 3 months through 11 years, who are 
seronegat1ve for hepatitis B markers. 

Yeast Recombinant Hepatitis B Vaccine 
Lot# 985/C-K732 (5 mcg/ml ) 

Prof. E. K. Yeoh, M.D. 
Consultant Physician 
Medical A Unit 
Queen Elizabeth Hospital 
Wylie Road 
Kow1oon, Hong Kong 

W. K. Chang, M. P., B.S., F.R.C. Path. 
Consultant Microbiologist 
Queen Mary Hospital 
Pokfulam Road 
Hong Kong 

Ching Lung Lai, M.B., M. R. C.P . . F.R.C. P. 
Consultant Physician 
Queen Mary Hospital 
Pokfulam Road 
Hong Kong 

Queen Elizabeth Hospital 
Wyl ie Road 
Kowloon, Hong Kong 

Queen Mary Hospital 
Pokfulam Road 
Hong Kong 

2/1/85 

In progress 

The study population will consist of 100-200 infants 
and chi ldren, ages 3 months through 11 years, who are 
negat i ve for hepatitis B serolog1c markers and have 
not previously received any hepatitis B vaccine . 

00687 



PROCEDURE: 

RESULTS: 

23921/2 
1/18/86 

Study 865 

Participants are randomly assigned to one of 2 groups 
with 50-100 chi ldren or i nfants in each group. Group 
one receives intramuscular injections of vacc i ne at 0 
and 1 month (5 mcg doses) . Participants in group 2 
rece i ve their injections at 0, 1 and 6 months . The 
parent or guardian is asked to record the child I s 
temperature for 5 days after each injection and note 
any local or systemic complaints . 

Blood samples are obtained prior to vaccination and at 
l, 3, 6, 8, 12 and 24 months post initial injection. 
All samples are assayed for HBsAg, anti-HBs, anti-HBc 
and ALT by Or. Yeoh. Some samples may be tested for 
yeast antibody at MSDRL. Samples with an anti-HBs 
ti Ler > 25 mIU/ml may be tested to determine anti-a 
and anti-!!. activity. -

HEALTHY INFANTS ANO CHILDREN: 

5 mcg Lot #985/C-K732 at O and l month 
5 mcg Lot #985/C-K732 at 0, l, and 6 months 

1. Number Vaccinated : 

2. 

Injection No. 
Grou(! I. Dose level _ l_ 2 _3 _ 

l 5 mcg 90 70 

2 5 mcg 88 12 46 

~erologic Results : 

Sero logic data at 6 months are available for 24 
participants in the two injection regimen. At 
that time 98% (49/50) of the children 
seroconverted (S/N ~2.1) for ant1-HBs and 94% 
(47/50) developed protective levels of antibody 
(mIU/ml ::_10). Among the 21 participants for whom 
8 month serologic data are available in the three 
injecl ion regimen, 100% (21/21) seroconverted and 
developed protective levels of antibody (mIU/ml 
~10). 

A large boost in titer was seen among those 
children who received the third injection. 
Geometric mean titers at 8 months were 1894.8 
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Study 865 

RESULTS (CONT.) mIU/ml and 84.50 mIU/ml for those in the three and 
t wo injection groups, respectively. Tabl e 1 lists 
seroconversion rates and GMTs for one to three 
months of follow-up. 

23921/3 
1 /18/86 

3. Clinical Complaints: 

Clinical follow-up data are available for 142, 117 
and 25 participants following injections one. two 
and three. respectively. 

T:,pe of ca.plaint 

Systanic 

Frequency in\ by Injection 

2 (3/141 ) 2 (2/116) 0 (0/25) 

{> (B/141 ) 4 (5/116) 4 {1/ZS) 

There have been no serious or a lami ng adverse 
experiences attributable to the vaccine. 



Time 
Olonths) 

l 

3 

6 

8 

23921/3 
l/18/86 

Table I 

Alltibody Responses ~ Healthy Children and Infants following Vaccination vith 
5 11eg Injections of Yeast Rec<Jllbinant Hepatitis B Vaccine 

lot 1985/C- K732 at 0, I, and 6 bths or 0 and l fl':>nth in Study 865 

Gl"CX4) 1 Group 2 
0 and I fl':>nth o 1 and 6 bths -

GIIJ '•IU/1111 '11T (IIIIU/nll 
\ vith Anti..ffls All , vith Anti-415s All 

S/N ~ 2.I 111IU/111 ~ 10 Yaccinees Sf:N ~ 2.1 1111U/11I ?'., 10 S/N?'.,2. 1 11IlVinl ?'., 10 Vaccinees SIN ~ 2. 1 

33(23/70) 11(8/10) 0.8 8 .6 21.9 40(29/12) 15( 11/72) I. 1 9 . 1 

91(57/59) 83(49/59) 52.9 63.5 93. J 91(53/58) 19(46/58) 31.1 63 . -1 

98(49/50) 94(-11/50 81.6 91.5 102. 5 98(45/46) 76(35/46) -12. 1 58.9 

96(23/24) 88(21/24) 84.5 107 .9 14". 9 100(21/21) 100(21/21) 1894.8 1894.8 

mlU/ml ~ 10 

29.1 

88.6 

93.7 

189-1.8 

0 
0 
0-
<> 
0 



PROGRAM: 

PURPOSE: 

VACCINES: 

Alum-Adsorbed Yeast Reco111b'\nant Hepatitis 8 Vaccine, 
Study 891 

To compare the antibody and clinical responses to 
recombinant hepatitis B vaccine and plasma-derived 
hepatitis· B vaccine among healthy adults and children 
who are negative for hepatitis B virus serologic 
markers. 

1. Yeast Recombinant Hepatitis B Vaccine 
Lot 979/C-KS64 {10 mcg HBsAg/ml} 

2. Plasma-Derived Hepatitis B Vaccine 
Lot 0027L (20 mcg HBsAg/ml) 

PRIMARY Dr. Hu Zong-Han 
INVESTIGATOR: Department of B1ologica1 Products Inspection 

Bureau of Pharmaceutical and B1olog1cal Inspection 
M1n1stry of Health 
Temple of Heaven, West Gate 
Beijing, People's Republic of China 

SECONDARY .Dr. Shi Gu1yong 
INVESTIGATOR: Director of Epidemic Department 

Chinese Medical University 
Shen Yang, People's Republic of China 

STUDY .LOCATION: Shen Yang Municipal Anti-Epidemic Station 
Shen Yang, People's Republic of China 

DATE STUDY INITIATED: December, 1985 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of 200 healthy adults 
and 200 healthy children of either sex (exlud1ng 
pregnant women), who are negative for HBsAg, anti-HBc 
and HBs, have a normal ALT level and have not 
previously received any hepatitis 8 vaccine. 

32121/1 
1/17/86 



STUDY PROCEDURE: 

32121/2 
1 /17/86 

Study 891 

Participants are grouped by age and randomly assigned to 
receive the yeast recombinant or plasma-derived 
hepatitis 8 vaccine as follows: 

Popul&tion Ve1ccine l)oSQ ~ illltfl 

Adults Recald>inant 10 .u:g 50 1.0 1111 lntr1111.1scular 
(?;30 years) injection of vaccine 

at o. 1, and 6 months 

2 Adults 10 mcg 50 1. o 1111 intr-..scular 
( 18-29 yHrS) inject ion of vaccinel 

n o, 1. and 6 month 1 

3 Children 5 nicg 100 0.5 ■1 intrn,scular 
(S-10 yHrs) injection · of vaccl 

at o. 1, and 6 months 

4 Adulb PlaSN 20 IIC9 so 1.0 111 intr-..scular 
(?:30 yHrs) injection of v.icci 

at O, 1 • and 6 mnths 

5 Adults 20 IIICg so 1.0 •1 intrn,scular 
( 18-29 yHrs) injection of vaccfoe 

at 0, 1, and 6 1110nths 

6 Children 10 .cg 100 ~ intr1111.1scu1.,-
(5-10 yurs) injection of vaccine 

at 0, 1, Ud 6 lll)llths 

Study participants or the part1c1pant I s parent or 
guardian record their temperature or that of their 
child, and any local or systemic complaints for five 
days after each injection of vaccine. 

A blood sample 1s obtained from each study participant 
approximetely two to three weeks before the first 
injection of vaccine. Post-vaccination blood samples 
are obtained at 1, 3, 6, 7, 8, 9, 12, and 24 months. 
All serum samples are assayed for HBsAg, ant1-H8c, 
ant1-HBs, and ALT. 



RESULTS: (Contd) 

32121/3 
1 /17/86 

Study 891 

To date 100 adults and children have received one 
injection of yeast recOllbinant or plas111a-derived 
hepatitis B vaccine. No serious or alann1ng reactions 
attributable to vaccination have been reported. 
Clinical follow-up data and serolog1c results are not 
yet available. The study continues in progress. 
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SUMMARY - DIALYSIS ANO PREOIALYSIS PATIENTS 

To date, 288 patients with chronic renal insuffidency, including 210 
patients who are receiving dialysis treatments (dialysis patients) and 78 
patients w~o are not yet receiving such treatments (predialys1s patients), 
have received one or more injections of the yeast recombinant vaccine. 

Predialysis patients receive an injection of the yeast recombinant 
hepatitis B vaccine (10, 20, or 40 mcg dose) at 0, 1, and 6 months. Dialysis 
patients receive an injection of the vaccine (20, 40, or 100 mcg dose) either 
at 0, 1, and 6 months or according to a more intensified regimen (20 or 40 mc9 
dose) at 0, 1, 2, 3, 4 and 5 months. In four of the studies, patients 
received the vaccine as an intrarauscular injection in the deltoid. However, 
in one study (Study 838), vaccine was adrainistered in the buttock. 

Post-vaccination clinical data are available on 135 dialysis and 49 
predialysis patients following the third injection of vaccine, and for 33 
dialysis patients following a sixth injection. Serologic data following the 
last injection of vaccine are available for 50 pred1alysis patients and 84 
dialysis patients who received three injections of vaccine and 32 dialysis 
patients on the six injection regi11en. 

IMMUNOGENICITY 

Predialysis Patients 

Deltoid Injection: At 7-8 months 15% (10 mcg dose), 68% (20 mcg dose) and 67% 
(40 mcg dose) of predialysis patients who received three injections of vaccine 
in the deltoid had an ant i-HBs t 1 ter of S/N >2. 1 . Protective 1 eve ls of 
antibody (S/N or mIU/ml ~10) were induced in 15%-(10 mcg dose), 58% (20 mcg 
dose), and 61% (40 111cg dose) of vaccine recipients. Among patients with a 
mini11um titer of S/N ~2.1, and for whom titers are currently available in 
units of mIU/ml, the geometric niean titers were 67.7 111IU/ml (10 mcg dose), 
213.7 mlU/ml (20 mcg dose), and 120.9 mIU/ml (40 mcg dose) at this time. For 
responders with titers of at least 10 mIU/111, the geometric mean titers were 
67.1 mIU/111 (10 mcg dose), 120.9 mlU/ml (20 1119 dose) and 186.4 mIU/ml (40 mcg 
dose). By 12 months titers had declined with 0% (10 mcg dose), 50% (20 mcg 
dose), and 40% (40 mcg dose) still retaining titers of S/N or mlU/ml >10 
(Table 1). -

Buttock Injection: One month after the first injection of vaccine, 13% of 
pred1alys1s patients receiving a 10 mcg dose in the buttock have detectable 
antibody (S/N ~2 .1) with a geometric mean titer a1110ng responders of 4.6 
mIU/ml. None had achieved a titer of mlU/ml ~10 (Table 1). 

Dialysis Patients 

Deltoid Injection: At 7/8 months, among dialysis patients who had completed 
the standard three injection regimen in the deltoid, 59% (20 mcg dose) and 94% 

31431/1 
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(40 mcg dose) had an anti-HBs titer of S/N ~2.1, while 48% (20 mcg dose) and 
88% (40 mcg dose) achieved protective levels of antibody (mlU/ml ?,10). The 
geometric mean titers at 7-8 months for patients with anti-HBs 2:,2 .1 S/N was 
69.1 mIU/ml {20 mcg dose) and 331.8 mIU/ml (40 mcg dose), while for responders 
with a titer of mlU/ml ~10 the GMTs were 118.6 mIU/ml (20 mcg dose) and 445.5 
mIU/ml (40 mcg dose) (Table 2). Forty mcg doses of vaccine produced 
significantly higher seroconversion rates {S/N ~2.1 and mIU/ml ~10) and levels 
of response {GMT of all vaccinees) at 3, 6, and 7-8 months (See Appendix 1 for 
statistical methods). By 12 months antibody levels had declined with 41% (20 
mcg dose) and 71% (40 mcg dose) still retaining titers of mIU/ml >10. 
Geometric mean titers of responders with protective levels of antibody 
decreased to 79.9 mlU/ml (20 m~g ~ose) and 165.6 mlU/ml (40 mcg dose). 

At 3 months (2 months after the second injection) 68% of dialysis 
patients receiving 100 mcg doses of vaccine in the deltoid seroconverted (S/N 
~2.1), with 25% developing protective levels of antibody (mIU/ml ~10). The 
GMT of responders with antibody levels of S/N ~2.1 was 8.4 mIU/ml at this 
time, while among responders with titers of mIU/ml ~10 the GMT was 33.3 mIU/ml 
(Table 2). This study is still in progress and serolog1c results are not yet 
available after the third dose of vaccine. 

Buttock Injection: At 7-8 months 64% of dialysis patients who received 40 mcg 
doses of vaccine in the buttock at 0, 1, and 6 months had an anti-HBs titer of 
S/N ~2.1, while 58% achieved a protective titer of mIU/ml ~10. By 10 months, 
65% still retained titers of S/H ~2.1, although the proportion with titers of 
mlU/ml ~10 had declined slightly to 54%. At 7/8 months the geometric mean 
titers of responders with titers of S/N ~2.1 was 90.2 mIU/ml, while responders 
with titers of mIU/ml ~10 had a GMT of 115.5 mIU/ml. The GMT of responders 
with protective levels of antibody remained fairly constant through 10 months 
(Table J). 

Among dialysis patients administered vaccine in the buttock at 0, 1, 2, 
3, 4, and 5 months, 56% (20 mcg dose) and &9% (40 mcg dose) seroconverted {S/H 
>2.1) at 6 months, with 44% (20 mcg dose) and 69% (40 mcg dose) ach1ev1ng a 

.protective titer of mIU/ml 2:,10 (Table 3). There were no significant 
differences found in these seroconversion rates by dose level at either 
cutoff. At 10 months, 50% (20 mcg dose) and 67% (40 mcg dose) retained an 
anti-HBs titer of S/N ~2.1, while 44% (20 mcg dose} and 50% still retained 
titers of mlU/ml ~10. Responders with S/H ~2.1 had a geometric mean titer of 
87.3 mIU/ml (20 mcg dose) and 189.8 mlU/ml (40 mcg dose) at 6 months. 
Responders with mIU/ml ~10 had GMTs of 190 mlU/ml for both the 20 and 40 mcg 
doses at this time. Through six months, levels of response (all vaccinees) 
were not shown to increase significantly with log dose level. By 10 months 
the geometric mean titers among patients with protective levels of antibody 
declined to 55 mIU/ml (20 mcg) and 27.7 mIU/ml (40 mcg). 

When seroconversion rates and titers among dialysis patients who received 
three 40 mcg doses of vaccine in the buttock are compared to those who 
received six 40 mcg doses of vaccine in the buttock, the two regimens were not 
shown to be significantly different one month after the last injection of 
vaccine. (The statistical analysis included two subjects with 9 month data 
instead of 7/8 month data in add1t1on to those subjects su11111ar1zed above at 
7/8 months). 

31431/2 
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SAFETY 

The vaccine has been very well tolerated in predialysis and dialysis 
patients. No serious reactions attributable to vaccination have been 
reported. Most importantly none has occurred to ·date among individuals who 
have received at least two 100 mcg doses or as many as six 40 mcg doses of 
vaccine. 

Predialysis Patients 

Among predialysis patients, mild transient injection site reactions and 
systemic complaints were reported following injection of vaccine at 
frequencies of 6% and 8%, respectively (Table 4). The frequency of coqplaints 
after the first injection was higher than after the second or th1rd 
injections. The 110st frequent injection site reaction was soreness (6%) 
(Table 7). The most frequent specific systemic complaints were nausea (3%), 
symptoms of upper respiratory infection (2%), chills (1%), and headache (1%) 
(Table 8). A temperature ~100°F oral was reported following 8% of all 
injections (Table 4). 

Dialysis Patients 

The incidences of local (injection site) complaints, of systemic 
complaints, of e1ther local or systemic complaints, and of fever (oral 
temperature of 10o•F or more) were analyzed statistically to evaluate the 
safety of the vaccine in dialysis patients (See Appendix 1 for statistical 
methods). The incidence at each injection was defined as the number of 
subjects with the complaint at any time during the five-day period following 
vaccination divided by the number reporting. while the total was the sum of 
complaints following the three or six injections divided by the number of 
injections with follow-up. 

Mild transient injection site reactions and systemic complaints were 
reported in dialysis patients following injection of vaccine at frequencies of 
3~ and 7%, respectively (Tables 5, &). 

Among those dialysis patients who received three injections of 20, 40, or 
100 mcg administered in the deltoid or the buttock (Studies 816, 825, 838), 
loca 1 complaints increased significantly with log dose level at the second 
injection while systemic complaints decreased with dose level at the first 
injection. The most frequent injection site reaction was soreness (3%) 
(Tables 9, 11), and the most conrnon systemic complaint was fatigue (2%) 
(Tables 10, 11). A temperature of ~100°F (oral) was reported following 4% of 
all injections (Table 5). The rate of complaints appeared to be highest after 
the first injection and lowest after the second injection. 

Among dialysis patients who received six injections of 20 or 40 111cg of 
vaccine administered in the buttock, complaints were not shown to be a 
function of log dose level . Very few complaints were reported at either dose 
level. No trend was found in incidence of complaints over the six injections 
for either dose level. A single individual reported an injection site 
reaction (prur1t1s} (Table 12), while systemic complaints occurring at 
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frequencies ~1% included fatigue/weakness (5%), nausea (2%), headache (1%) and 
arthralgia (1%) (Table 13). A temperature of ~100°F (oral) was reported 
following 4% of all injections (Table 8). 

The three and six injection regimens in dialysis patients who rece1ved 20 
or 40 mcg doses of vaccine in the deltoi~ or buttock were compared at each of 
.the first three injections to determine if monthly injections caused greater 
or fewer complaints than those spaced further apart. The only significant 
difference found was in the incidence of systemic complaints after the second 
injection in dialysis patients who received 40 mcg doses of vaccine. Ten 
percent (2/20) of dialysis patients on the _six injection re.gimen had a 
systemic complaint versus 0% (0/83) on the three injection regimen. 

Although significant differences in complaint frequencies were found over 
dose levels, they were not of clinical consequence. The incidence of any 
clinical complaint was low. • 

SUMMARY 

Predialysis and dialysis patients did not respond to the vaccine as _well 
as healthy adults. The response rate and level of anti-HBs attained after 
three injections of vaccine does \ncrease with dose level, and it would appear 
that responses are better 1f vaccine is administered in the deltoid rather 
than the buttock. Preliminary data suggest that 100 mcg doses of vaccine may 
induce antibody earlier than lower doses. Patients vaccinated under an 
1ntens1fied six injection regimen did not respond better than those receiving 
three injections of vaccine. 
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fable 2 

Antibody Responses lmong Initially seronegatlve Dlalxsis Patients 
lh> Received Yeast Realfflb\nant ltepatltls B Vaccine ln the Oltltoid (Three Inject\on Regimen) 

Studies: 816, 82S 

3 ,c 20 11ea 3X40111CG 3 X 100 IIICQ 
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3 

6 
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12 
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Table 3 

Antibody Responses~ Initially Seronegatlve Dlal YSIS Patients Who Received 
Yeast Aeca!t,inant Hepatitis 8 Vaccine I n The lluttoclr 

3 X 40 .:a 6 ,c 40 n:a 6 X 20 fflCG 

I seroconversion GIil ■1tl/1111ltt I Seroconverston GftT (ffllU/• 1l tt I seroconverslon Gffl (ffllU/1111l tt . rs Resoonders rs 
111lU/11l Al l ■IU/111I 111lU/■l All 111IU/11l 111IU/ml AH 111U/lnl 

S/~2. 1 ~ 10 Vacctnees S~2.1 ~ 10 S/~2.1 ~ 10 Yaccinees S~2.1 ~ 10 5/~2.1 ~ 10 Vacclnees S/~2. 1 ~ 10 

0 0 0.3 -- -- 0 0 0 .3 -- --- 0 0 0.3 --- ---
(0/48) (0/48) (0/20) (0/20) (0/20) (0/20) 

35 22 1.3 16.5 31.0 35 20 1.2 11.4 33.5 32 26 1.2 23.6 31.4 
(16/46) ( 10/46) (7/20) (4/20) (6/19) (5119) 

34 29 1.4 26.1 33.8 69 69 32.2 189.8 189.8 56 44 9.1 81.3 190.0 
(12/35) (10/35) (11/16) ( 11/16) (9/16) (1/16) 

64 58 12.3 90.2 115.5 
(23/36) (21/36) 

6S 54 12.8 13.8 117.6 61 60 6.1 24.S 21. 7 so 44 4.J ~5.0 55.0 
(24/37) (20/37) ( 10/15) (9/15) (9/18) (8/18) 

0 
0 ...., 
0 
0 



Table 4 

Percent of Predialysis Patients With Clinical Complaints* 
During a Five-Day Period Following Vaccination With 

00701 

Yeast Recombinant Hepatitis B Vaccine (Three Injection Regimen) 

Studies: 789, 811 
10 mcg Dose - Deltoid Injection 

T~Re of Co!!!l!laint Dose 1 Dose 2 Dose 3 A 11 

Injection Site 0 (0/14) 0 (0/14) 0 (0/12) 0 (0/40) 
Systemic 0 (0/14) 0 (0/14) 8 (1/12) 3 (l/40) 
Any Local or Systemic Complaint 0 (0/14) 0 (0/14) 8 (1/12) 3 ( l /40) 
Temperature ~lOO•F Oral 7 (0/14) 0 (0/13) 0 (0/11) 3 (l /38) 

20 mcg Dose - Deltoid Injection 

T~2e of Com2laint . Dose 1 Dose 2 Dose 3 All 

Injection Site 18 (5/28) 11 (3/28) 5 (1 /20) 12 (9/76) 
Systemic 18 (5/28) 14 (4/28) 10 (2/20) 15 (11/76) 
Any Local or Systemic Co~plaint 29 ( 8/28) 21 (6/28) 15 (3/20) 22 ( 17/76) 
Temperature ~1oo•F Oral 7 (2/27) 12 (3/26) 10 (2/20) 10 (7/73) 

40 mcg Dose - Deltoid Injection 

T:1t2e of Com2laint Dose 1 Dose 2 Dose 3 All 

Injection Site 7 (2/27) 4 (1/26) 0 (0/17) 4 ( 3/70) 
Systemic 4 ( 1 /27) e (2/26) 6 (1 /17) 6 ( 4/70) 
Any Local or Systemic Complaint 11 (3/27) 8 (2/26) 6 (l /17) 9 ( 6/70) 
Temperature ~1oo•F Oral 7 (2/27) 8 (2/26) 18 (3/17) 10 (7/70) 

40 mcg Dose - Buttock Injection 

Ty2e of Co~laint Dose 1 Dose 2 Dose 3 All 

Injection Site 0 (0/8) Data Data 0 (0/8) 
Systemic 0 (0/8) not not 0 (0/8) 
Any Local or Systemic Complaint 0 (0/8) available available 0 (0/8) 
Temperature ~100•F Oral 0 (0/8) 0 (0/8) 

*A complaint 1s recorded here if it occurred during any fraction of the 
five-day period following vaccination. 

31091/2 
1/10/86 
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Table 5 

Percent of Dialysis Patients with Clinical Complaints* 
During a Five-Day Period Fo1101d1ng Vaccination With 

Yeast Recombinant Hepatitis B Vaccine In The Deltoid 
(Three Injection Regimen) 

Studies: 816, 825 
20 111eg Dose 

TYRe of ComRla1nt Dose 1 Doie 2 Dose 3 All 

Injection Site 8 (3/38) 0 (0/34) 0 (0/33) 3 ( 3/105) 
Systemic - 24 (9/38) 3 (1/34) 12 (4/33) 13 (14/105) 
Any Local or Systemic Complaint 29 (11/38) 3 (1 /34) 12 (4/33) 15 (16/105) 
Temperature ~lOO•f Oral 5 (2/37) 0 (0/34) 9 (3/32) 5 (5/103) 

40 mcg Dose 

TYRe of Co!!!Rlaint Q2s~] DQ~e 2 Dose 3 All 

Injection Site 11 (4/36) 3 ( l /34) 0 (0/24) 5 (5/94) 
Systemic 22 (8/36) 0 (0/34) 8 (2/24) 11 ( 10/94) 
Any Local or Systemic Complaint 25 (9/36) 3 (1 /34) 8 (2/24) 13 (12/94) 
Temperature ~1oo•F Oral 11 (4/36) 3 (l /33) 0 (0/24) 5 (S/94) 

100 11eg Dose 

TYRe of C2J!!Rlaint Dose l Dose 2 Dose 3 All 

Injection Site 9 (4/44) 8 (3/39) Data 8 (7/83) 
Systemic 7 (3/44) 0 (0/39) Not 4 (3/83) 
Any Local or Systemic Complaint 16 ( 7/44) 8 (3/39) Available 12 (10/83) 
Temperature ~1oo•F Oral 7 (3/43) 3 ( 1 /39) 5 ( 4/B2) 

* A complaint 1s recorded here if it occurred during any fraction of the five-day 
period following vaccination. 

31101/1 
1 /2/86 



Ta~,e 6 

Percent of Dialysis Patients with Clinical Complaints* 
During a Five-Day Period Following Vaccination 

with Yeast Recoflbinant Hepatitis 8 Vaccine 1n The Buttock 

Study 838 
3 x~~Q mcg Dose 

l~Re of C2!JmliiDt Dose 1 Dose z Do~e 3 

Injection Site 0 (0/51) 0 (0/49) 0 (0/38) 
Syste111c 8 (4/51) 0 (0/49) 3 (l/38) 
Any local or Systeaic Complaint 8 ( 4/51) 0 (0/49) 3 (1/38) 
temperature ~1oo•F Oral 4 (2/51) 0 (0/48) 3 (1/38) 

6 x 40 111tg Dose 

lYRe of tglaint Dose 1 Dose 2 Dose 3 Dose 4 Dose 5 

Inj ection Site 0 (0/20) 0 (0/20) 0 (0/20) 0 (0/19) 0 (0/19) 
Systemic 15 (3/20) 10 (2/20) 15 (3/20) 16 (3/19) 0 (0/19) 
Any Local or Systeaic C0111pl1int 15 (3/20) 10 (2/20) 15 (3/20) 16 (3/19) 0 (0/19) 
temperature~ 1oo•F Oral** 10 (2/20) 5 ( 1/19) 5 (1/19) 0 (0/18) 6 (l/18) 

fl x 20 flcg Dose 

type of C0111plaint Dose 1 Dose 2 Dose 3 Dose 4 Dose 5 

Injection Site 0 (0/20) 0 (0/20) 5 (1/20) 0 (0/20) 0 (0/20) 
Syste1111c 5 (1/20) 10 (2/20) 5 ( 1/20) 5 (1/20) 0 (0/20) , 
Any local or Syste~1c Complaint 5 (1/20) 10 (2/20) 10 (2/20) 5 (1/20) 0 (0/20) 
Temperature ~1oo•F Oral 6 (1 /18) 0 (0/19) 0 (0/20) 5 (1/20) 0 (0/20) 

All 

0 (0/138) 
4 (5/138) 
4 (5/138) 
2 (3/137) 

Dose 6 ALL 

0 (0/16) 0 (0/114) 
0 (0/16) 10 ( 11 /114) 
0 (0/16) 10 ( 1 l /114) 
7 ( 1 /15) f, ( f,/109) 

Dose 6 AU 

0 (0/17) 0. 9 ( 1/117) 
0 (0/17) 4 (5/117) 
0 (0/17) 5 ( 6/117) 
0 (0/16) 2 (2/113) 

*A complaint is recorded here 1f it occurred during any fraction of the five-day period following. vaccination. 
**Fever was reported in one vaccine recipient (temperature not recorded) 

31111/1 
1/8/86 
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Table 7 

Frequency of Local and Systemic Complaints 
Among Predialysis Patients During a 

Five-Day Period Following 186 Deltoid Injections of 
Yeast Recombinant Hepatitis B Vaccine 

(Three Injection Regimen) 

Studies: 789, 811 

Nunt>er of Vaccine Recipients: 69 

Body System/ S Frequency Body System/ 
Conplaint (Number) C011pla1nt 

Local/Injection Site 6 (-11) Musculoskeletal 

Soreness 6 (11) Arthralgia, Other 
Stiffness/Tightness 2 (3) Shoulder Pain 
Ecchymosis 0.5 ( 1) Knee Pain 
Pain 0.5 (l) 
Swelling 0.5 ( 1 ) 

Whole Body/General ~ (5) Psychiatric/Behavioral 

Chi 11 s l (2) Depression 
Headache 1 (2) 
Fatigue/Weakness 0.5 (l) 
Sensation of Warmth 0.5 ( 1) Nervous System 

General 
I 11 ness, Nos 0.5 ( l) Somnolence 

Digestive 3 (5} 

Nausea 3 ( 5) 
Vomiting 0.5 (1) 
Abdominal Tenderness 0.5 ( 1) 

Resp1 ratory 2 (4) 

Upper Respiratory 2 ( 3) 
Infection, Nos. 

Pharyng1 tis 0.5 (1) 

wva/31511/9 
1/9/86 

00704 

% Frequency 
(Number) 

1 (2) 

0.5 ( l) 
0.5 (,) 
0.5 ( 1 ) 

1 (2) 

1 (2) 

0.5 (1) 

0.5 (1) 



Table 8 

Percent (Number) of Predialysis Patients With 
Specific Systemic Complaints During a Five-Day Period Following 
18& Deltoid Injections of Yeast Recombinant Hepatitis B Vaccine 

(Three Injection Regimen) 

Studies: 789, 811 

Number of Vaccine Recipients: &9 

wva/31621/5 
1 /10/86 

Complaint Frequency 1-3% 

Nausea 
Upper Respiratory Infection, Nos 
Chills 
Depression 
Headache 

Cogpla1nt Frequency <11 

Abdominal Tenderness 
I 11 ness, Nos 
Knee Pain 
Pharyng1t1s (Sore Throat) 
Shoulder Pain 
S011nolence 
Fatigue/Weakness 
Arthralgia 
Sensation of Wan11th, General 
Vomiting 

3 (5) 
2 (3) 
1 (2) 
1 (2) 
1 ( 2) 

0.5 (1) 
0.5 (1) 
0.5 (1) 
0.5 (1) 
0.5 (1) 
0.5 (l) 
0.5 (1) 
0.5 (1) 
0.5 (lf 
0.5 (1) 

00705 



Table 9 

Frequency of Local and Systemic Complaints 
Among D1alys1s Patients During a Five-Day Period Following 

341 Injections (Deltoid or Buttock) of Yeast Recombinant Hepatitis B Vaccine 
(Three Injection Regimen) 

Studies: 816 , 838 

Number of Vaccine Recipients: 127 

00700 

Body System/ 
Complaint 

,: Frequency 
(Nulllber) 

Body System/ 
Complaint 

% Frequency 
(Nulllber) 

Local/Injection Site 

Soreness 
Ecchymosis 
Pain 
Stiffness/Tightness 

Whole Body/General 

Fatigue/Weakness 
Headache 
Chills 
Sensation of warmth. 

General 
Lightheaded 
Illness, Nos 
Malaise 

Digestive 

Nausea 
Vomiting 
Increased Appetite 
Diarrhea 

Respiratory 

Pharyngitis 
Upper Respiratory 

lnfect1on, Nos 
Bronch1t1s, Nos 

31511/7 
1 /21 /86 

3 (10} 

2 (7) 
0.5 (2) 
0. 5 (2) 
o. 5 (2) 

s c 11 l 

2 (6) 
1 (5) 
1 ( 4) 
o. 5 (2) 

0.5 (2) 
0.2 (1) 
0.2 (1) 

Llll 

0.8 (3) 
0. 5 (2) 
0.2 (1) 
0.2 (1) 

0.8 (3) 

0.2 (l) 
0.2 (1) 

0.2 (1) 

Musculoskeletal 

Arthralgia, Other 
Arthralgia, 

Mono-articular 
Arthritis 
Ann Pain 
Hand Cramps 
Muscle Cramps 

Nervous System 

Dizziness 
Tremor 

Infections Syndromes 

Influenza, Nos 

Psychfatric/Behavforal 

Insomnia/Disturbed 

Cardiovascular 

Hypertension 
Other 

Llil 

0.2 (1) 
0.2 (1) 

0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 

0.8 (3) 

0.5 (2) 
0.2 (1) 

0.2 (1} 

0.2 (1) 

0.2 (1) 

0.2 (l) 

0.5 (2) 

0.2 (1) 
0.2 (1) 



Table 10 

Percent (Number) of Dialysis Patients With 
Specific Systemic Complaints During a Five-Oay Period Following 

341 Injections (Deltoid or Buttock) of Yeast Recombinant Hepatitis B Vaccine 
(Three Injection Regimen) 

Studies: 816, 838 

Number of Vaccine Recipients: 127 

wva/31621/6 
1/10/86 

c011pla1nt Frequency 1-21 

Fatigue/Weakness 
Headache 
Ch1lls 

Complaint Frequency <1% (Number) 

Nausea 
Lightheaded 
Sensation of Warmth, General 
Dizziness 
Vomiting 
Appetite Increased 
Arm Pain 
Arthralg1a, Other 
Arthralgia, Monoarticular 
.Arthritis, Other 
Bronchi.tis 
Diarrhea 
Hand Cramps 
Hypertension 
Illness, Nos 
Influenza, Nos 
Insomnia/Disturbed Sleep 
Malaise 
Muscle cramps 
Pharyngitis (Sore Throat) 
Tremor 
Upper Respiratory Infection, Nos 
Other 

2 (6) 
1 ( 5) 
1 (4) 

0.8 (3) 
0.5 (2) 
0.5 (2) 
0.5 (2) 
0.5 (2) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (l) 
0.2 (1) 
0.2 (1) 
0.2 (l) 
0.2 (1) 
0.2 (l) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 
0.2 (1) 

00707 



Table 11 

Frequency of Local and Systemic Complaints 
Among Dialysis Patients During a Five-Day Period 

Following 83 Deltoid Injections of Yeast Recombinant Hepatitis 8 Vaccine 
Containing 100 11tg HBsAg (Three Injection Regimen} 

Study 825 

Nuraber of Vaccine Recipients: 44 

31511/8 
l /12/86 

Body System/Complaint 

Local/Injection Site 

Soreness 
Erythema 
Inflannation 
Prurit1s 
Stiffness/Tightness 

Whole Body/General 

Fatigue/Weakness 
Other 

Respiratory 

Pharyng1th 
Cough 

Musculoskeletal 

Arthralgia, Other 

% Frequency (Number) 

.!Lill 
7 ( 6) 
1 (1) 
1 ( l) 
1 ( 1) 
1 (2) 

Lill 
l ( l) 
l ( l) 

Lill 

l ( 1) 
1 ( l) 

Lill 
1 (1) 

00708 



Table 12 

Frequency of Local and Systemic Complaints Among Dialysis Patients 
During a Five-Day Period Foll01,1ing 231 Buttock Injections of 

Yeast Recombinant Hepatitis B Vaccine 
{Six Injection Regimen) 

Study 838 

Number of Vaccine Recipients: 40 

Body Systera/ 
C2!!1!laint 

Local/Injection Site 

Pruritis 

Whole Body/General 

Fatigue/Weakness 
Headache 
Illness, Nos 
Lightheaded 
Chills 

Digestive 

Nausea 
Diarrhea 
Abdominal Pains/ 

Cramps 
Diminished Appetite 

Respiratory 

Cough 

31621 
1/10/86 

% Frequency 
(Number} 

0.4 '1} 

0.4 (1) 

r, (15} 

5 (11) 
1 (3) 
0.4 ( 1 ) 
0.4 ( 1) 
0.4 (1) 

3 ,01 

2 (4) 
0.8 (2) 
0.4 (1) 

0.4 ( l) 

0.4 ,11 

0.4 (1) 

Body System/ 
Coraplaint 

Musculoslc.eletal 

Arthralg1a, Other 

Psychiatric/Behavioral 

Depression 

Cardiovascular 

Hypotens1on 
Other 

% Frequency 
{Number} 
1 ( 3} 

1 (3) 

0.4 Pl 

0.4 (1) 

0.8 (2} 

0.4 (1) 
0.4 (1) 





3124I/11 
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A P P E N D I X 1 

S T A T I S T I C A L M E T H O D S 
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All tests of significance were two-sided at 0.05 significance level. 

A. Clinical Compliints 

1. The incidence of the various clinical complaints in dialysis 
patients . on the three dose regimen. healthy teenagers and healthy 
children were evaluated as a function of log dose level using the 
ll-1antel-Haenszel Testl for trend. 

2. All other differences in the incidences of the various clinical 
complaints in dialysis patients due to dose level or regimen and 
in health care personnel receiving vaccine from consistency lots 
were assessed by the Likelihood Ratio Chi-Square. 

8. Seroconversion Rates 

1. The effect of dose level on seroconversion rates in healthy 
adults. healthy teenagers and health~ children wu analyzed over 
studies using the Mantel Haenszel Test for trend. 

2. Differences 1n seroconversion rates in healthy adults due to age 
or sex were evaluated over studies using the Mantel Haenszel 
Testl for heterogeneity. 

3. Differences in seroconversion rates due to age in healthy 
children, dose level in dialysB patients, and vaccine lot in 
health care personnel were assessed by the Likelihood Ratio 
Chi-Square. 

C. level of Response (Titers) 

The effect of age, sex, lot (consistency lots only 1n Study 880). or 
dose level (all other studies) in health care personnel and other 
healthy adults, of dose level in healthy teenagers, of dose level and 
age in healthy children, and of dose level and regimen in dialysis 
patients were analyzed by fitting these variables to a regression 
model. Subjects who were negative for antibody to hepatitis B surface 
antigen were assigned a titer of 0.3 mIU/~l ·in the analysis. 

REFERENCE 

1. Tarone RE, Ware J: On Distribution-Free Tests for Equality of 
Survival Distributions. Biometrika 64: 156-160, 1977. 

31241/12 
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Dialysis and Predialysis Patients 

Study 789 - Durham. NC - Dr. G. Hamilton 

The study population consists of adults with. chronic renal insufficiency 
(pre-dialysis) who are negative for hepatitis B serologic markers. 
Participants receive either 20 mcg or 40 mcg injections of yeast recombinant 
vaccine lot C-k446 or 40 mcg injections of plasma-derived vaccine lot 2449H or 
1885K. All injections are administered at 0, 1, and 6 months. 

Fifteen participants have received two 40 mcg injections of yeast recombinant 
vaccine and seven of these have received the third injection. At 7/8 months , 
71 % (5/7) of these vaccinees seroconverted for anti-HBs (S/N ~2.1). 
Fifty-seven percent (4/7) developed protective levels of anti-HBs (S/N ~10) . 
The GMT for all vaccinees at that ttme was 12.7 S/N and 60.2 for responders 
(S/N ~10). 

Fourteen subjects have received two 20 mcg injections of yeast recombinant 
vaccine and seven of these have received the third injection. Eighty-six 
percent of the vaccinees seroconverted for anti-HBs (SIN ~2.1) at 7/8 months. 
Fifty-seven percent (4/7) developed protective levels of anti-HBs (S/N ~10). 
The GMT for all vaccinees at that time was 25.3 S/N and 130.0 for responders 
(S/N ~10). 

Sixteen predialysis patients have received two 40 mcg injections of plasma 
derived vaccine. S1x of these have been administered the third injection. At 
7/8 months, 67% (4/6) of the subjects seroconverted (S/N ~2.1) and developed 
protective levels of anti-HBs (S/N ~10). The GMT for all vaccinees at that 
time was 27.7 S/N and 168.6 for responders (S/N ~10). 

No serious or alarming adverse experiences attributable to either vaccine have 
been reported. The study continues in progress. 

~tudy 811 - Switzerland - Dr. P. Grob 

Predialysis patients and health care personnel are enrolled fn Study 811. 
Predfalysis patients are assigned to one of five groups and receive yeast 
recombinant vaccine lot C-K446 or plasma-derived vaccine (Heptavax) lot 
1510J. Group 1, 2, and 3 participants receive 10 mcg, 20 11eg, and 40 mcg 
injections of yeast recombinant vaccine, respectively. Group 4 and 5 
participants receive 20 mcg and 40 mcg injections of plas11a-der1ved vaccine, 
respectively. The vaccine 1s administered at 0, 1, and 6 months for all 
groups. 

Fourteen predialysis patients (group l) have received two 10 mcg injections of 
yeast recombinant vaccine and 13 of these have received the third Injection. 
At 7/8 months, 15% (2/13) of the subjects seroconverted (S/N ~2. 1) and 
developed protective levels of anti-HBs (mIU/ml ~10). The GMT for all 

31511/1 
1/10/86 
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Study 811 - Switzerland - Or. P. Grob CCont . l 

vaccinees was 7 .0 mIU/ml and 67. 7 for responders (mIU/111 ~10). No patient 
tested. seroconverted before 7/8 months. 

Fourteen predialysis patients (group 2) have received two 20 mcg injections of 
yeast recombinant vaccine and 13 of these have received the third injection. 

· At 7/8 months, 58% (7/12) of the subjects seroconverted (S/N ~2.1} and 
developed protective levels of anti-H8s (mIU/ml ~10). The GMT for all 
vaccinees was 13.8 mIU/ml and 213.7 for all responders (mIU/ml ~10). 

In group 3. thirteen pred1alys1s patients have received two 40 mcg injections 
of yeast recombinant vaccine. Twelve of these have been administered the 
third injection. Sixty-four percent (7/11) seroconverted (S/N ~2.1) for 
anti-HBs at 7/8 months. Fifty-four percent (6/11) developed protective levels 
of anti-HBs (mIU/1111 ~10). The GMT for all vaccinees at that time was 13.6 
mIU/ml and 186.4 for responders (mIU/ml ~10). 

Eleven predialys1s pathnts (group 4) have received two 20 mcg injections of 
plasma-derived vaccine and 10 of these have received the third injection. At 
7/8 months, 25% (2/8) of the subjects seroconverted (S/N ~2.1) and developed 
protective levels of ant1-HBs {mIU/ml ~10) . The GMT for all vaccinees was 1.3 
mIU/ml and 101.2 for responders (mIU/ml ~10). 

In group s. 11 predialys1s patients received two 40 l'IIC9 injections of 
plasma-derived vaccine and 10 of these have received the third injection. 
Fifty percent {4/8) of the patients seroconverted for anti-HBs (SIN ~2.1) at 
7/8 months. Thirty-eight percent (3/8) developed protective levels of 
anti-HBs (mIU/ml ~10). The GMT for all vaccinees at 7/8 months was 8.7 mIU/ml 
and 791.5 for responders (mIU/ml ~10). 

There have been no serious or alarming reactions attributable to vaccine. The 
study continues in progress. Refer to the sunmary on health care 
personnel/healthy adults for data regarding other subjects vaccinated in this 
study. 

Study 816 - Ph11adelph1a, PA - Dr. S. Plotkin and Dr. S. Starr 

The study population cons~sts of health care personnel and adult hemodialysis 
patients (including hemodialysis patients who were previous non-responders to 
plasma-derived vaccine). Health care personnel received 10 mcg injections of 
yeast recombinant vaccine lot C-K446. · Dialaysis patients received either 
20 mcg injections (group 1) or 40 mcg injections (group 2) of yeast 
recombinant vaccine lot C-K446. All vaccine is administered at O, 1, and 6 
months. 

Thirty-nine hemod1alysis patients (group 1) have received one 20 mcg injection 
of vaccine. · Thirty-four of these have received the second injection and 32 
the third injection. At 7/8 months. 571 (16/28) of the patients seroconverted 

31511/2 
1/10/86 
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Study 816 - Philadelphia, PA - Dr. S. Plotkin and Dr. S. Starr (Cont.) 

for anti-H8s (SIN ~2.1). Forty-six percent (13/28) developed protective 
levels of anti-HBs (mIU/ml ~10). The GMT for all vaccinees at 7/8 months was 
7.5 mIU/ml and 132.4 for responders (mIU/~1 ~10). 

In group 2, 36 dialysis patients have received one 40 mcg injection of vaccine 
and 34 of these have received the second injection. The third · injec"tion has 
been administered to 24 patients. Eighty percent (16/20) of these patients 
seroconverted for anti-HBs (S/N ~2.1) at 7/8 months. Seventy-five percent 
(15/20) developed protective levels of anti-HBs (mIU/ml ~10). The GMT for all 
vaccinees was 81.8 mIU/ml and 418.4 for responders (mIU/m1 ~10). 

No serious or alarming reactions attributable to vaccine have been reported. 
The study continues in progress. Refer to the sunmary on health care 
personnel/healthy adults for data regarding other subject vaccinated in this 
study. 

Study 825 - Bethesda, MD - Dr. H. Alter 

The study population consists of adult hemodialysis patients who are negative 
for hepatitis B serologic markers. Dialysis patients who were nonresponders 
to previously administered -plasma-derived vaccine may also be included in the 
study population. Participants receive a 100 mcg injection of vaccine lot 
C-L915 at 0, 1. and 6 months. 

Forty-four hemod1alysts patients have received one 100 mcg injection of 
vaccine and forty-one of these have received the second injection. No subject 
has yet received the third injection of vaccine. Serology data are available 
through 3 months of follow-up. Sixty-eight percent (19/28) of the patients 
seroconverted for anti-HBs (S/N ~2.1) at 3 months. Twenty-five percent (7/28) 
developed protective levels of anti-HBs (mIU/ml ~10). The GMT for all 
vaccinees at 3 months was 4.4 S/N and 33.3 for responders (S/N ~10). 

No serious or alaming reactions attributable to vaccine have been reported. 
The study cont,nues in progress. 

Study 838 - West GennanY - Or. F. Deinhardt 

The population of STudy 83B consists of adult hemodialys1s patients, 
pred1alys1s patients and health care personnel. Yeast recOllbtnant hepatitis e 
vaccine lot C-K733 1s being utilized. Dialysis patients may receive 40 mcg 
injections at 0, 1, and 6 months, or 20 or 40 mcg injections of vaccine at o. 
1, 2, 3, 4, and 6 months. Predialysis patients receive either 10 mcg or 40 
mcg 1nject1ons of vaccine at 0, l, and 6 months. All injections were 
administered in the buttock. 

Fifty-one dialysis patients have been enrolled in the three 40 mcg injection 
regimen. All 51 patients have received two 40 mcg injections and 48 of these 
have received the third injection. At 7/8 months, 64% (23/36) of the patients 
seroconverted for anti-HBs (S/N ?2.1). Fifty-eight percent (21/36) developed 
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Study 838 - West Germany - Or. F. Deinhardt (Cont.} 

protective levels of anti-Hes (mIU/ml ~10). The GMT at that time for all 
vaccinees was 12.3 mlU/ml and 115.5 for responders (mIU/ml ~10). 

Twenty dialysis patients have been enrolled in the six 40 IICg injection 
regimen. All 20 subjects have received the first three injections and 19 of 
these have received the fourth and fifth injections. Seventeen patients have 
been administered all six 40 mcg injections of vaccine. At 10 months. 67% 
(10/15) of the patients seroconverted for anti-HBs (S/N ::2.1). Sixty percent 
(9/15) developed protective levels of anti-HBs (mIU/ml >10). The GMT at 10 
months for all vacc1nees was 6.7 mIU/ml and 27.7 for responders (fflIU/ml ~10). 

Twenty dialysis patients in the six 20 mcg injection regimen have all received 
five injections of vaccine. Seventeen of these have received the sixth 
injection. Fifty percent (9/18) of the patients seroconverted for anti-HBs 
(S/N ::2.1) at 10 months. Forty-four percent (8/18) developed protective 
levels of anti-HBs (mIU/ml ~10) at that ti111e. The GMT for all vaccinees was 
4.7 mIU/ml and 55.0 for responders (mlU/ml ~10). 

Eight predialysis patients have been enrolled in the three 40 mcg injection 
regimen. All eight patients ha~e received the first two injections of 
vaccine. None has yet received the third injection. Serology data are 
available through one month of follow-up. Thirteen percent ( 1/8) of the 
subjects .seroconverted for anti-HBs (S/N ~2.1). The GMT for all vaccinees was 
0.7 mIU/ml and 4.6 mIU/ml for responders (S/N ~2.1). None of the participants 
developed protective levels of anti-HBs (mIU/ml ~10) at one month. 

No serious or alarming adverse experiences attributable to vaccine have been 
reported. The study continues in progress. Refer to the sunmary of health 
care personnel/healthy adults for data regarding other subject vaccinated in 
thh study. 

3151 I/4 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
UIVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY PROCEDURE: 

24051/1 
l /19/86 

Yeast Recombinant Hepatitis B Vaccine, Study 789 

To compare. antibody and cl 1n1cal responses to plasma 
and yeast recombinant vaccines at 2 dose levels among 
uremic patients not yet undergoing dialysis who are 
negative for HBV -markers. 

Yeast Recombinant Hepatitis B Vaccine Lot #974/C-K446 
(20 mcg HBsAg/ml) 
HEPTAVAX Plasma-Derived Hepatitis B Vaccine 
Lot 2449H (20 mcg HBsAg/ml) 
Lot 1885K (20 mcg HBsAg/ml) 

John Hamilton, M.D. 
VA Medical Center 
Durham, NC 27705 

Joan Drucker, H.D. 
Division of Infectious Diseases 
Duke University Medical Center 
Durham, NC 27710 

Robert Gut111an, M.D. 
Division of Nephrology 
·Duke University Medical Center 
Durham, NC 27710 

Duke University Medical Center 
Durham, NC 27710 

Veteran's Administration Medical Center 
508 Fulton Street 
Durham, NC 27705 

May 23, 1984 

In progress. 

The study population consists of 
sex, aged 16-60 years, who 
insufficiency not severe enough 
(creat1n1ne levels of 2.0 mgm/dl 
negative for HBsAg, ant1-HBc and 
normal ALT level. 

45 adu 1 ts of et ther 
have chronic rena 1 
to requ1 re d1a l ys 1s 
or greater), who are 
anti-HBs, and have a 
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STUDV PROCEDURE 
(CONT.): 

RESULTS: 

24051/2 
1 /19/86 

Study 789 

To assure that patients in the treat111ent groups 
are similar, assign111ent to vaccine and dosage is 
stratified by sex, age and creatinine level. 
Participants are randomly assigned to one of the 
following groups. 

~ vaccine ~ ~ Raaillllfl 

Lot 974 14 20 IIC9 1 - 1.D ■1 intr..,scular 
injection on dly o, 1 110. 
ind 6 .:,S, 

2 Lot 974 15 40 111e9 2 - 1.0 ■1 intr11111Uscular 
injections on dly o, 1 110. 

and' al)$. 

3 1£PTAYAK 16 40 IIICg 2 - 1.0 •1 lntr-.scular 
Lot 2U9H injections on day O, 1 110. 

or and 6 .-s. 
Lot 1&3SIC 

Vaccinees are asked to record their temperature daily 
for 5 days after each injection a·nd also to record any 
local or systemic complaints they may have during this 
period. 

A blood specimen (10-15 ml) is obtained from each 
participant approximately 2 weeks before the first 
vaccination. Post-vaccination blood samples are 
obtained at 1, 3, 6, 7, 9 and 12 1110nths. The samples 
are assayed for HBsAg, anti-HBc, anti-HBs, ALT, and 
creatinine. Samples with ant1-HBs titers >25 ■IU/ml 
may be tested for the proportions of anti-! and anti-g_ 
activity. Samples may be tested for yeast antibody at 
MSDRL. 

Pre-Dialysis Patients: 

2D 11eg Lot #974/C-K446 at 0, 1, and 6 110nths 
40 mcg Lot #974/C-K446 at 0, l, and 6 110nths 
40 mcg HEPTAVAX Lot #2449H at 0, 1, and 6 months 
40 mcg HEPTAVAX Lot #1885K at 0, 1, and 6 months 
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RESULTS (CONT.) : 

24501/3 
1/23/86 

Study 789 

1. Number vaccinated: 

Dow Level 

40 i;;cg Recoim i l'WI t 
20 111:g ReCIJllbiMnt 
40 cg PIHIIII 

2. Serolog1c Results: 

--Injection ~r---
_1_ -· _2_ __3_ 

IS 
14 
16 

IS 
14 
16 

7 
7 
6 

Serologic data at 7/8 months are 
available for 7, 7, and 6 recipients of 
40 mcg recollbinant, 20 mcg recombinant, 
and 40 mcg doses of plasma-derived 
vaccine, respectively. The following 
antt-HBs responses were observed at that 
ti111e. Table 1 shows seroconvers1on 
rates and GMTs for up to one year of 
follow-up. 

I with Anti-'lls GNT {SIN) 

00718 

Dose Level S/N ~2- 1 SIN ~10 Viccineas SIN ~2.1 SIN ~10 

40 IIICQ Aecaltlin&nt 
20 incg Rec:alDinant 
40 IIICg Pl •SIIII 

71 (5/7) 
86 (6/7) 
67 (416) 

3. Clinical Complaints 

57 (4/7) 
57 (4/7) 
67 (4/6) 

12. 7 
25.3 
21.1 

35.4 
43 .. 4 

168.6 

60.2 
130.0 
168.6 

Clinical follow-up data are available for 15, 15, 
and 7 participants following the first, second, 
and third injections of 40 11eg recombinant 
vaccine; 14, 14, and 7 participants who received 
20 mcg recombinant vaccine; and for 16, 16, and 6 
who received 40 mc-g of plas111a vaccine. 



RESULTS (CONT.): 

24051/4 
1 /23/86 

Study 789 

Clinical complaints and maximum temperatures 
reported follok11ng each injection are provided 1n 
Tables 2-7. 

Type of F~cy in \ by Injection No. 
<;aiplaint Dose L~I 1 2 3 

Injection .0 q Aecalibhiant 13 (2/1S) 7 C 1/1S) 0 (0/7) 
Site 20 IIC!I Aecallbinant 36 (S/14) 14 (2/14) 14 (1/7) 

.0 IIIC!I Pl aaaa 6 (1/16) 6 (1/16) 17 (1/6) 

Systanic .O 11e11 Aecaa>inant 7 (1/15) 13 (2/15) 14 (1/7) 
20 111eg Aeca!Dinant 29 (4114) 29 (4/14) 29 (2/7) 
.0 IICII P1&9111 6 (1/16) 13 (2/16) 17 (1/6) 

ALT Elevations 

Vaccine recipients included one person in the 20 nacg 
recombinant group who had a pre-vaccination ALT level 
2-3 times the upper limit of normal. His ALT level 
reniained elevated through 9 110nths of follow-up but 
had dropped to normal at his one year bleeding. He 
re111ained negative for HBsAg and has shown no signs of 
infection. There was also one person in the 40 mcg 
plasma group and one in the 40 racg recOlllbinant group 
with normal pre-vaccination ALT levels who had 
transient elevated ALT levels approximately 1.5 - 2 
times the upper limit of normal 2 months after the 
first dose of vaccine. All subsequent ALTs were 
normal. These subjects have not shown any clinical or 
serologic signs (HBsAg or anti-HBc) of hepatitis B. 

Adverse Reactions Reported to OoBRR 

Case t5 ID a 30-year old male, died on (6) (6) fr011 
he110rrhage of esophageal varices and subsequent 
complications. He had received two 40 11eg 
i11111unizations of plasma-derived vaccine Lot 2449H, on 
{I>) rnr- and on (b B) The patient had a history of 
polycyst1c kidney ana 11ver disease, as we11 as 
previous episodes of variceal bleeding. The death 1s 
not believed to be vaccine related. 

Case b 6~ a 58-year old male, had a history of 
hypertension and chronic . renal failure (predialysis). 

007tq 
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(flos.) 

3 

6 

1 

9 

12 

hb1e 1 

Antibody Responses llmng Pre-Dialysis Patients Following Vaccination vith 40 or 20 l'llC9 
Doses of Recait,lnant Hepatitis 8 Vaccine Lot 1914/C...«446 or 40 11eg Dose$ 

of P1aSlllil Vaccine lot 2449H or lot 1885l at o. 1, and 6 ttonlhs 
in Study 189 

40 IIIC!I Rec:onC, i Mnl 20 g Rec:a,b\nant 40 .:g P1aSIIIII 
1, with Anti_.s _ _ ~ Giff (SIN) \ with Anti_.s GIIT (SIN) \ 1tl th Anti-h9s GIIT (SIN) 

Resoonders Re~Mler-s Re~Mlers 
SIN ,m SIN SIN All SIN sm AH SIN 

S/~2.1 ::, 10 Vac:c lnees S/~2.1 ~ 10 S/~2.1 ~ 10 VaccilM!es S~2.1 ~ 10 5~2.1 ~ 10 v~ccint!es 5~2.1 ~ 10 

1 0 1.0 5.1 -- 0 0 0.8 - --- 13 0 1. 1 4.1 
(1115) (0/15) (0/14) (0/14) (2/16) (0/16) 

43 21 3.4 12.4 29.3 38 8 2.3 1.8 26. J 61 40 5.9 14.1 30.2 
(6/14) (3/14) (5113) (1/13) (10/15) (6/15) 

43 0 1.1 4.1 -- 57 29 3.0 1.4 21.4 60 60 6.9 31.8 31.8 
(311) (0/7) (4/7) (211) (3/5) (3/5) 

71 51 12.7 35.4 60.2 86 51 25.3 43.3 130.0 61 61 21.1 168.6 168.6 
(511) (411) (6/7) (411) (416) (416) 

100 100 12.6 12.6 12.6 100 33 '14.9 14.9 141.2 100 100 73.8 73.8 73.8 
(1/1) (111) (313) (1/3) (2/2) (2/2) 

100 25 6.0 6.0 33.3 
(4/4) (1/4) 

0 
0 ..... 
"' 0 



STUDY 0789 
TREAlNENT 
DOSE 20 MCG 

Table 2 

PATIENT COUHT CLINICAL CotlPLAlNTS 
RECOl18INANT HEPATITIS 8 VACCINE 

LOT ICK446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCIHEES I 14 PATIENTS) - DOSE 1 I 
1----------------------------------------------------------------------------I I DAYS POST VACCitlATION • HUl18EA 

CLINICAL •----------------------------------------------------------------------------• MITH 
COMPLAIHTS I O • l I 2 I 3 • 4 I 5 • .COflPlAIHTS ......................................................... , ...•......•.......... , .......... , .......... , ..........•.......... 

• I I • I I I I 
REACTIOH, LOCAL (INJECT. SITEI I S I 1 I O I O I O I O I I 5 

I l 35.7l0 • I 7.llO I I 0.0¼1 I I O.OZ) I ( O.OZI • ( o.o:o I I I 35.7i0 

-----------------------------------1----------l----------1----------l----------l----------l----------•----------l-----------
sORENESS I 5 I l I O I o I O I o I I 5 

I, u.no I, 1.uo I, o.or.1 I, o.o;o I, o.o:o 1·, o.oz1 I I, 35,7;0 
I I I I • I I I 

SMELLING • l • 0 I O I O I O I O • • 1 
• I 7.lZl • ( D.OZI I I o.o;o I I o.o:o I I 0.0¼1 I l o.DiO I I I 7.Un 
I I I I I I I I 

STIFFNESS/TIGHTNESS I 1 I O I O I O I O • O • I 1 
I I 7.1¼1 I ( O.O¼l • I 0,01.I I ( O.OZl • I 0.01.I I I O.OZI • • ( 7.lZI 

-----------------------------------•----------•----------•----------1----------l----------l----------l----------l-----------
svsnr11c • 1 I 1 • l I 1 • t I 1 I I 4 

I l 7,lZI I ( 7.UO I I 7.lZI I ( 7.lZ) I I 14,3ZI I I 7.UO • • l 1!8.6i0 

RESPIRATORY I 0 0 0 I 0 • l I 0 l 
( O.OXI ( O.OZI ( o.or.1 I 1 O.OZ) I ' 7.liO I l O.OY.I I 7.lZI 

I I • UPPER RESPIRATORY INFECT., HOS. 0 0 0 I 0 I l I 0 l 
( I.OZ) ( O.OZI ( O.OZI I l o.oz, • ' 7.liO I l O.OY.I I 7.liO 

I I I 
KJSCULOSl<ELETAL I l 0 l I l I l • 1 t 

( 7. lZ) ( O.OZI ( 7.lZI I I 7.IZJ I I 1.1:0 I < 7.lY.J I 14.3%1 
I I • ARTHRALGIA IOTHERI I 0 0 1 I 0 I 0 I 0 1 

I < O.DZI ( o.o:o ( 7.lZI I I 0.0¼1 • I O.OiO I I O.OZI I 7.1%1 
I I I I 

SHOULDER PAIN • 1 0 0 I 0 I 0 I 0 1 
I 7.lZI ( o.o:o ( o.D%1 I I o.o:o I I O.OY.I I I 0.01.1 I 7.1%1 

I • I 
l<N£E PAIN I 0 0 0 I 1 • 1 I 1 l 

I ' 
O.OiO ( O.OiO ( o.or.1 I I 7.17.J I I 7,liO I I 7 . lY.J ' 7.lZI 

I I I I I 
NERVOUS SYSTEH I a I 1 0 I 0 I 0 I 0 1 

0.07.) • ( 7.lr.l ( Cl .OY. I • ( 0.01.1 I I o,o;o I < O.OY.I I. 7.lZI 

..., 

0 
0 
..... 
"' -



STUDY 0789 
TREATt1£HT 
DOSE 20 t1CG 

Table 2 (cont.) 

PATIENT CDl»IT CLINICAL COl1PLAIHTS 
RECOHBINAHT HEPATITIS B VACCltlE 

LOT I CK446 

PATIENT CLAss: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINEES I 1ft PATIENTS I - OOSE l I 
t----------------------------------------------------------------------------1 I DAYS POST VACCitlATJOU I NUMBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COl1PLA1NTS I O I 1 I 2 I 3 I if I 5 I ICOtlPUINTS ......................•............ , .......... , .......... , .......... , .......... , .......... , .......... , .......... , ...•...... 

I I I . I I I I I 
SOl'IHOLENCE I O I l I O I O I O I O I I l 

I I 0. 01.1 I I 7.1%1 I I 0.0%1 I I 0.01.1 I I 0.01. 1 I c 0 . 01.1 I I I · 1.11.1 
-----------------------------------1----------1----------I----------I----------I----------I---------- I----------I-----------
PERSOHS WITH COHPU IHTS I 6 I 2 I l · I l I 2 I l I I 7 

I I 42,9)(1 I I 14 . 3i0 I I 1 . 1;0 I C 7 . 11.1 I C llf . 31.1 I ( 7 . liO I I ( so.o;o 
-----------------------------------t----------1----------1----------1----------I----------I----------I----------I-----------
PERSONS WITH HO CONPUINTS I a I 12 I u I n I 12 I n I I 7 

11 57.liO IC 85 . 7)(1 IC 92.9%),. '12.9i0 11 85.77.1 IC 92 . 91.I I I C so .o;o 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WI TH NO DATA I o I I I O I O I O I O I I D 

I c 0.0%) I I 0.01.1 I I 0 . 01., I I 0.01.1 I I 0.01.t I I 0.01.1 I I 1 · 0 . 01.1 

-
0 
0 .... 
rv 
"' 



STUOY 0789 
TREATHEHT 
DOSE 20 ntG 

Table 2 (cont.) 

PATIENT CotMT CLIHICo\L COMPLAUITS 
RECOtt81NAHT HEPATITIS B VACCJHE 

LOT I CK446 

PATIENT CLASS! PRE-DIALYSIS PATIENTS 

I TOTAL VACCIHEES t lt+ PATIEHTSJ. - DOSE 2 I 
1-------------------------------------------------------- ·-------------------1 I Do\YS POST VACCINATION I t,\JMBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COt1PU INTS I O I 1 I 2 I 3 I 4 I 5 I ICOt1PUIHTS 

•••••••••••••••••••••••••••••••••••l•••••'°'••• l•••••••••• l••••••••••l•••••••••• l•••••••••• l•••••••••• l•••••••••• l•n•••••••• 
I I I I I I I I 

REACTION , LOCAL I UIJECT. SITEI I 2 I O I O I O I o I O I I Z 
I I 14 . lr.) I I O.Or.) I I O.Or.) I t O. Or.) I I 0.01.) I I O. OY.) I I I 14.3%1 

-----------------------------------1----------I----------I----------I----------I----------I---------- I----------I-----------
SORENESS I 2 I o I o I o I o I o I I 2 

I l 14.lr.1 I I O.OY.) I I O.OY.J I I 0.0Y. I I I o.o;o I I 0 . 01.) I I I 14 . 3%1 
I I I I I I I I 

STIFFH£SS/TIGHTNESS I l I o I O I O I O I O I I l 
I I 7.lr.1 I I 0.01.l I I O.Or.l I t 0.01.1 I I 0.01.1 I I 0 . 01/.1 I I I 7 . 1%1 

-----------------------------------l----------l----------l---------- l----------l----------l----------l----------l-----------
sysrn11c I l I 2 I 1 I 1 I l I l I I ft 

I t 7.lr.l I I l't.31.1 I t 7. 1%1 I I 7.lr.l I I 7.llO I I 7.lY.l I I I 28.61.1 

I 
loMOLE 80DY /GENERAL I 1 O I 1 1 I 1 I l I 3 

7.UO ( 0.01.I I I 7. l r.1 t 7.liO I l 7,11.1 I I 7.lZI I I 21.47.1 
I I 

CHILLS I 1 O o O O I O I 1 
7 . 1)0 I o.o:o I 0 . 0%1 I 0.0r.l I o.or. , I ( 0.01.1 I I 7.17.l 

I I 
SENSATION OF NAiMTH , GENERAL I O O a 1 1 I l I 1 

o.o:o I 0.0)0 I o.o:o I 7. 17. l I 7.11.l I I 7.11.1 I I 7.1)0 
I I 

ILLNESS, NOS I O O 1 0 0 I O I l 
o . o:o ( 0.0)0 I 7 . 1%1 I 0.0%1 I 0 . 0%1 I I a . o:o I I 7 . lr.1 

I I 
RESPIRATORY I o 2 0 0 0 I O I 2 

o.o;o I 14.37.I I O. o:o I 0.07.t I 0.01.t I ( 0 . 01.1 I I lt+.3:0 
I I 

PHARYNGITIS I SORE THROAT I I O 1 a O o I O I 1 
1 o.o;o c · 1.1:0 , 0.01.1 c 0.01.1 c o.o;o I , a.ox, I I 1 1.1x1 

I I I 
UPPER RESPIRATORY INFECT., HOS I o 2 O 0 0 I 0 I I 2 

I I o.o:o I 14.3)0 I I 0 . 07.1 I O.OY.I I I 0.0%1 I I O. OXI I I I 14.3%1 

-----------------------------------1----------l----------1----------l---------- l----------1----------I----------I-----------
PEASONS WITH Cot1PUIHTS I ll I 2 I l I 1 I 1 I 1 I I 5 

I I 21.47.1 I I 14.lr.1 I I 7 . lr.1 I I 7. 17.1 I I 7.11.1 I I 7.11.1 I I I 35 . 7%1 

-
0 
0 

"" "' ..,., 



ST\JOY 0789 
TREATMENT 
DOSE 20 11CG 

Table 2 (cont.) 

PATIENT courr CLINICAL C0t1PLAINTS 
RECOM8INAHT HEPATITIS 8 VACCIHE 

LOT ICK446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINEES ( 14 PATIENTS) - DOSE Z I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I NUMBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O . I 1 I 2 I J I 4 I 5 I ICOMPUINT$ 

••••••••••••••••••••••-••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••l•••••••••••••••••••••I•••••••••• 
-----------------------------------1----------1----------1----------•----------I----------I----------I----------I-----------
PERSCJIS WITH HO C011PLAINTS I 11 • 12 I 13 I 11 I 13 I 13 I I 9 

I< 78.6X>. < es.no I I 92.97.) I I 92.97.1 I I 92.97.> I c 92.91.) I . I 1 6<t.l7.I 
-----------------------------------1----------l----------l----------l----------l----------l----------l---------·I-----------
PEAsOHs WITH HO DATA I O I O I O I O I O I O I I 0 

I I 0.07.1 I I 0.07.1 I C 0.07.1 I C 0.07.1 I I 0.07.1 I C o.or., I • I 0.07.I 

·-
0 
-::, ...., 
I\J 
.E: 



STUDY 078? 
TREATNENT 
DOSE : 20 t1CG 

Table 2 {cont.) 

PATIENT CD~T CLINICAL COl1PLAIHTS 
REC011BINANT HEPATITIS B VACCitlE 

LOT I CK446 

PATIEHT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINEES ( 7 PATIENTS> - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I Nl.ltl8ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COtlPLAIHTS I O I l I 2 I l I 4 I S I ICOtlPLAINTS 

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

REACTION, LOCAL I INJECT. SITE I I 1 I 1 I O I O I O I O I I 1 
I « 14.37.1 I I 14.31.1 I I 0.07.1 I I 0 . 0%1 I I 0.0;:1 I I 0.07.l I I I 14 . lY.l 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
soREtlESS I 1 I o I o I o I o I o I I 1 

I « 14 . 31.I I I 0.0;:1 I ( o.or.1 I ( o.or.1 I I 0.0;:1 I I o.07.1 I I 1 14.3%1 
I I I I I I I I 

STIFFHESS/TIGHMSS I l I 0 I 0 I O I o I 0 I I l 
I « 14.31.1 I I o.or.1 I I o.O½I I ( o.0%1 I ( 0 . 0;:1 I I 0.07.J I I 1 14,3%1 
I I I I I I I I 

ECCHYMOSIS I o I 1 I O I o I o I o I I 1 
I ( O.Oi:I I ( 14.3%1 I I O. O½l I ( O.OY.I I ( O.OY.I I « O. OY.I I I ( 14 . 3%1 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l -----------
srsTENIC I 2 I 1 I 1 I z I z I 1 I 1 2 

I ( Z8.6i0 I l 14.3?.l I I 14.3½l I « 28.67.I I ( 28 . 61.l I ( 14.li:l I I 1 28.6Y.l 

----------------
1 I 

lollOLE BODY/GENERAL I l I O I 0 I 1 I l 0 l 
( 14 . liO f ( 0.0%1 I I O.O½l I ( l<t.lY.l ( 14 , 37.1 ( 0 . 07.l I 14 . liO 

I I I 
CHILLS I 1 I O I O I 1 1 O 1 

I 14.li:I I ( O.OY.l I I O. Oi:J I C 14.li:I ( 14.17.1 ( 0.07.I I 14.17.1 
I I I 

DIG£STIVE SYSTEtt I 1 I l I l I 2 2 1 2 
I 14.31.J I C 14 . lY.I I I 14.31.1 I ( 28.6½1 « 28 . 67.1 ( 14.37.1 I 28.67.I 

I I I 
NAUSE A I 1 I 1 f l I Z 2 l 2 

U.li:J I ( 14.37. 1 I ( 14.liO I ( 28.67.1 < 28.67.J ( 14.37.1 ( 28.6i:I 
I I I 

VOHITIHG I 1 I 1 I 1 I 1 1 1 1 
I I 14 . l?.I I ( 14.3%1 I I 14.31.1 I I 14.37.l I 14.37.1 I 14.37.1 I 14 . 37.l 

-----------------------------------1----------I----------I----------I----------I---------- I----------I----------I-----------
PERSONS WITH COMPLAINTS I 3 f 2 I l I 2 I 2 I 1 I I 3 

. I « 42.91.1 I I 28.6i0 I I 14.37.1 I I 28.6½1 I I 28.61.1 I « 14.3%1 I I I 42.91.l 
-----------------------------------1----------t---------- l----------l----------l----------1----------l----------l-- ·--------
PERsONs WITH NO CONPUINTS I 4 I 5 I 6 I 5 I s I 6 I I 4 

I I 57.UO I ( 71.'t%1 I I 85. 7½1 I I ?l.41!1 .I I 71.4i0 I I 85. 77.J I I I 57 . lY.l 

.. 
0 
0 
-...e 
N 
V1 



STUDY 0789 
TREATMENT 
DOSE 20 t1CG 

Table 2 (cont.) 

PATIENT COUNT CLINICAL COlff'LlIHTS 
RECOM8IHAHT HEPo\TITJS 8 VlCCitlE 

LOT ICK446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINE£$ f 7 PATIENTSI - DOSE 3 I 
l----------------------------------------------------------------------------1 
I OATS POST VACCINATION I HUl1BER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
CONPLAINTS I O I 1 I Z I 3 I 4 I 5 I ICOMPUINTS 

.. •••••••••••••••••••••••••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••-•••••••••••l••••••••••I•••••••••• 
-----------------------------------1----------1----------1----------1----------1----------•----------1----------t-----------
PERSOtlS MITH NO DATA I o I o I o I o I o I o I I o 

I ( 0.01.1 I l 0.01.1 I ( 0.07.1 I I 0.07.1 I I 0.07.1 I I 0.07.I I I I O.Or.l 

--
0 
0 

"" IV 
0-



STUDY : 0789 
TREATHEHT 
DOSE: 20 NCG 

Table 3 

PAT IENT COlMT HAXl11UH TEHPERATURES 
RECOl1B1NAHT HEPATITIS 6 VACCINE 

LOT 1Cll446 

PATIENT CLASS: PRE-OULYSIS PATIEIITS 

I TOTAL VACCIHEES I 14 PATIENTS) - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATIOH I tM18ER 

HAX TEMPERATURE 1---------------------------------------------------------------------------------------I WITH 
(DEG F , ORAL I I O I l I 2 I 3 I 4 I 5 I I I HA>< TEHP ........................ , .......... , .......... , . .........•.......... •.......... , .......... , .......... , ................... . 

I I 
NORMAL I 2 2 2 2 2 I 2 I 2 

llt.37.J I 14.37.I t 14.3)0 I 14.37.I ( 14.lY.I I ( 14.3:f. l I I llt.l:f.l 
I I 

< 99 I 9 10 11 10 9 I 11 I 6 
6lt.37.I ( 71.4:0 ( 78.67.1 I 71.4:f.l I 64.lY.I I I 78.6:f.l I I 42.97.1 

I I 
419 - 99. 9 I 2 1 l 1 l I 1 I 4 

14.liO ( 7.lY.I I 7.17.1 I 7 . 17.1 I 21.47.1 I C 7.lXI I I 28,67.I 
I I 

101 - 101. 9 I o o o 1 o 1 · o I 1 
1. 07. 1 ( 0.07.) I 0.0XI I 7.17.1 C o.o;o I I 0.07.I I I 7.1)0 

I I 
102 - 102. 9 I 1 1 o o o I o I l 

I f 7.UO I I 7.llO ( 0.07.1 I 0.07.1 c O.0Y.I I ( O.0Y.I I f 7.lY.I 

------------------------l----------•----------1----------l---------- l----------1----------1--------------------- I-----------
TENPERATURE TAKEN I 14 I l it I 14 I lit I l it I 14 I I 14 

I noo.o;o I uoo.o::o I noo.o;o I noo.ox, I noo. or.1 I uoo.ox1 I I 1100 . or.1 

------------------------1----------1----------1----------I----------I----------I----------I---------------------I-----------
TEt1PERATURE NOT TAKEN I O I O I O I O I O I 0 f I 0 

I I D. 07.1 I I O. 07. I I I O. Di! I I I O. Ol! I I I O, 0)! I I l O, o;o I I I O . 0)0 

., 

0 
0 

'"" N 
...a 



Sl\JOY . 0789 
TAEATNEHT 
DOSE 20 t1CG 

Table 3 (a::mt.) 

PATIENT CDUtlT NAXlfflJ'I TEl1PEAAllJRE5 
AEC0t18IHANT HEPATITIS B VACCIUE 

LOT ICl(.446 

PATIENT CLASS PAE-DIALYSIS PATIENTS 

I · TOTAL VACCINEES ( 14 PATIENTSI - DOSE 2 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I NUM6EA 

NAX TENPEAATURE l---------------------------------------------------------------------------------------1 ~ITH 
I DEC F • ORAL I I O • l I 2 I 3 • 4 • S I I I NAX TENP 

••••••••••••••••••••••-1••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••1••••••••••1•••••••••• 
NOllttAL I l • l I 1 I ·1 1 • 1 I I l 

7.T/.l I l 7.11.) I I 7.17.l I I 7.llO I 1.11.1 I 1 7.liO I I I 7.11.) 
I I I I I I 

< 99 I 11 I 9 I 9 I 11 12 I 12 I ' 6 
I I 84.61.) I I 64.3)0 I I 64.3)0 I I 78.67.·) I as. T/.) I I 85. 71.) I I 1 42.9"/.l 
I I I ' • I I 

'19 - 99.9 I 0 I 2 I 3 I 1 l I 0 I I 4 
0.07.I I I 14.JlO I I 21.47.l I I 7 .17. I I 1.1z1 I « o.o;o I I I 28.67.l 

• I I I I I 
100 - 100.9 I 0 • 2 I 1 I 1 0 • 0 I I 1 

o.o:c1 • I 14.3lO I I 7 .17. I • I 7 .17.I ( o.o;o I , 0.01.1 I I I 7 .17.1 

102 - 102. 9 I 1 I o I o • o I o • l I I 2 
I I 7. 77.1 I I o.oio I I o.o:c1 I I 0.01.1 • I 0.01.1 I I 7.llO I I I 14.llO 

------------------------l----------l----------t----------1----------1----------1----------I---------------------I-----------
TENPERATUAE TAKEN I 13 I 14 I 14 • 14 I 14 • 14 I I 14 

I I 92.9iO • 1100.oio • 1100.0tl I 1100.07.1 • U00.07.l • U00.07.1 • I 1100.0;0 

------------------------1----------1----------l----------•----------•----------l----------•---------------------I-----------
TENPERATUIE NOT TAKEN I 1 I o I o I o I o I o I I a 

I I 7.17.) I I 0.01.) I I 0.01.) I I 0.07.I I ( 0.0)0 I ( O.OiO I I I O.OiO 

• 

0 
0 
--.f 
IV 
a, 



STUDY 0789 
TRUTNENT 
DOSE 20 NCG 

Table 3 (cont.) 

PATIENT COUNT NAXItlU'I TEffllEAAT\JlES 
AECOttBINANT HEPATITIS 8 VACCINE 

LOT I CK446 

PATIENT CLASS PAE-DIALYSIS PATIENTS 

I TOTAL VACCIN£f.S C 7 PATIENTS I ._ DOSE 3 I 
1------------------------------------------------------------. --------------------------1 • DAYS POST VACCINATION I NJMBER 

NAX TEHPERATURE l---------------------------------------------------------------------------------------1 WITH 
I DEG F, M ALI I O I l I 2 I 3 I 4 I 5 I I • NAX -TENP ......................................................... , .............................. , ..........•..........•.......... 

I I 
NOA11Al • l 2• 21 2 2 Z\ 1 

C 14.31.1 I 28.61.1 I C 28.61.1 I C 28 .6:t.t C 28 . 61.1 ( 28.6)(1 • C 14 . 31.1 

I • • < 99 • 1 4 I 4 I 3 2 4 I z 
I 42.91.I C 57.11.1 I ( $7.llO I C 42.97.1 C 28 . 6%1 C 57. 1)( 1 I C 211 . 6:iO 

I I I 
99 - 99. 9 • 3 o I O I l l l I 2 

I 42 . 9"/.I C 0.0%1 I C O.0Y.I ( C 14.3% 1 C 14.3% 1 C l4 . 3Y.I I f 211.6%1 

I • I 
no - 100 . 9 I 0 1 I l I O l 0 I 0 

o.o::o C 14 . 3%1 I C 14.31.l I C 0.o:o I 14 . lY.I C 0.07.1 I C O.OiO 
I I I 

101 - 101 . 9 I o o I o I 1 o o I l 
0.01.1 C 0.01.) I ( 0.01.1 I C 14.3Y.) I o.o:o ( O.0l!I I C 14.])() 

I I I 
104 - 104 . 9 I o c, I o I o 1 I o I 1 

I ( 0.OY. I I C 0.0)0 I I 0.01.1 I I 0.0)() I 14.]XI I ( 0.0:i() I I I lit . ])() 

------------------------•----------•----------l----------t----------•----------l----------1---------------------1-----------TENPHATURE TAKEN I 7 I 7 I 7 I 7 • 7 • 7 I I 7 
• noo . o;o • 1100.o;o I 1100.0;0 I 1100.0::0 I uoo.o;o I noo.01.1 I I 1100.01., 

------------------------ •----------1----------•----------l----------•----------1----------1--------------------- I-----------TEHPEAATUlE NOT TAKEN • 0 I I I D I O I O I O I • D 
• ( 0.0)() I I 0. 11.1 I ( 0.01.I • ( 0.01.) I I 0.01. , I I a.au I I ( D.D1.1 

• 

0 
0 
-'8 
N 
-0 



STUDY 0789 
TREATMENT 
DOSE 40 t1CG 

Table 4 

PATIENT COUNT CLINICAL COHPLAttrrs 
REC01'18IHANT HEPATITIS 8 VACCIIIE 

LOT ICK446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINEES I 15 PATIENTS I - DOSE l I 
t----------------------------------------------------------------------------1 
I DAYS POST VACCIIIATIOH I NlltlBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
C011PLAINTS I O I 1 I 2 I '3 I 4 I 5 I I COttPLAIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• I I I I I I I I 
REACTION, LOCAL IIHJECT. SITE I I O I 2 I O I O I O I O I I Z 

I I o.0ll I I 1'3.3%1 I I 0.0%1 I I 0.0%1 I I 0.0%1 I < 0.0%1 I I I 13.31/.1 
-----------------------------------1----------t----------l----------l----------l----------l----------1----------1-----------

soRENEss I O I t I O I O I O I O I I Z 
I I O.OY.J I ( 1'3.1%1 I C 0.0%1 I I 0.0%1 I I 0,01.I I ( 0.0%) I I I 13.]%1 

-----------------------------------t----------l----------l----------l----------l----------l----------l----------l-----------
sysu111c I 0 I 1 I 1 I l I 0 I 0 I I l 

I I o.07.l I c 6.77.1 I c 6.7%1 I I 6.7%1 I I 0.0%1 I I o.or.1 I I I 6.7%1 

-------------------------------------------
' I I DIGESTIVE SYSTEM I 0 I l I 0 0 I 0 I 0 I I l 

0.07.1 I c 6.77.1 I c 0.0%1 I o.ox1 I I 0.0%1 I I 0.0%1 I I I 6.7%> 
I I I I I I 

NAUSEA I O I l I O O I o I o I I l 
O.OY.I I I 6.77.) I I O.OY.I I O.OXI I I 0.07.) I I o.o;o I I I 6.7½) 

I I I I I I 
PSYCHIATIUC/BEHAVIORAL I O I O I l 1 I O I O I I . l 

o.o;o I 1 1.01.1 I c 6.7%1 1 ,.r1.1 I , o.o:o I I o.ox1 I I I t. .n, 
I I I I I 

DEPRESSION I 0 I O I l l I 0 I 0 I I l 
I ( 0.07.1 I I 0.0%) I I 6. 7%1 I 6. 7%1 I ( 0.07.) I ( O.OX) I I I 6. 7%1 

-----------------------------------1----------l----------1----------I----------I----------I----------I----------I-----------
PERSONS WITH CONPUINTS I O I J I 1 I 1 I O I O I I 3 

I I D.OY.l I f 20.0%1 I I 6.7%1 I I 6.7%1 I I 0.07.) I I 0.01.1 I I I Z0.0%1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PEIISON!I WITH NO COt1PLAINTS I 15 I 12 I 14 I 14 I 15 I 15 I I 12 

I 1100.01.1 I , eo.or., t 1 93.31.J I 1 91.11.1 t 1100.ox, I ,100.ox1 I I I eo.01.1 
-----------------------------------1----------1----------l----------1----------I----------I----------I----------I-----------
PEIISDNS WITH NO DATA I O I o I o I O I O I o I I o 

I I 0.0%1 I I 0.0%) I I 0.0%) I I 0.0%) I I 0.0%1 I I 0.0%) I I I 0.01.) 

0 
0 

""" uf 
0 



STUDY 0789 
TREATM£ITT 
DOSE 40 NCG 

Table 4 (cont.) 

PATIENT COUNT CLlNICAl COMPLAINTS 
RECot1BIHANT HEPATITIS 8 YACCUlE 

LOT •cK446 

PATIENT CLASS: PRE-DIALYSIS PATIEITTS 

I TOTAL VACCINEES ( 15 PATIENTS I - DOSE Z • 

•----------------------------------------------------------------------------1 I DAYS POST YACCIHATIOH • llUl18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH COflPLAINTS • 0 I l • Z • 3 • 4 • 5 I • CotlPLAIHTS 

·································••l••····························•·l••····························••l••·······•·R·•······· • • I I 1 I I I . 
REACTIOH, LOCAL UNJECT. SITE> I l I O • o I O I o I O I • 1 

I I "6,77.1 I I 0.07.I I I 0.0:t.l • I O.OXI I I 0.07.1 I I o.OZI I • I 6.7%1 

-----------------------------------•----------•----------1----------1----------1----------•----------I----------I-----------
SORENESS I 1 I o I o I o • o I o I • 1 

I I 6 • 7%) • I O • O:t.) I I O. O:t. I I I O. 0% I I I O. 0% I • · I O . oz I • I ( 6 . 7:t. I 

-----------------------------------1----------l----------•----------t----------l----------•----------l----------•-----------srsTENIC I O I 1 I 1 I O • 0 • 1 I I 2 
I ( 0.0%1 I ( 6.7%1 I I 6.7%1 I I 0,0%1 I I O.OZI I I 6.7ZI I • ( 13.3%1 

------------------------------------
' RESPIRATORY I O O l I O O O 1 
• ( 0. 0% I ( 0. 0% I ( 6. 7:t. I I I O. 0% I I O. 07. I I O. 07.1 I 6. 7% I 
I I 

UPPER RESPIRATORY INFECT., NOS • 0 0 1 I O O O 1 
• I O. 07. I I O. 07. I ( 6. 7:t. I I < 0. 0% I ( 0. 0% I C O. 0% I C 6 . 7% I 
I I 

DIGESTIVE SYSTEN I O O O I O O l 1 
• ( 0. 0% I ( 0 • 07. I I O • 0% I I ( 0 • 0% I C O. 0% I I 6 • 7:t. I I 6 • 7% I 

• I NAUSEA • 0 0 0 I O O 1 1 
• I O.OY.I I 0.0:t.l I O.OiO. I O.OY.I I 0.0:t.l C 6.7i0 I 6.7%1 

• • PS'YCHIATIIIC/BEHAVIORAl I O l O I O O O l 
• I 0,0%1 C 6.T/.1 C 0.0%1 I I O.O:t.l C 0.0%1 C 0.07.1 I 6. 7%1 

• I 
DEPRESSION I O 1 0 • 0 0 0 l 

I c o. 0:1.1 • , , • 7% 1 c o. ox I I , o. o:o I c o. ox 1 • 1 o. o:o , 6. 1;n 

-----------------------------------•----------•----------•----------1----------1----------•----------•----------•--- ·-------
PERSOHS WITH Cot1PLA1KTS I 1 I 1 I 1 I o I O • 1 • • 2 

• , 6.77.1 • , 6.77.1 • , 6.1:t.1 • 1 0.0:t.1 • 1 0.0:t.1 • 1 6.77.1 I I , 13.lXI 
-----------------------------------1----------•----------•----------1----------I----------I----------I----------I-----------
PERSOHS wrm HO Cotfl'UINTS • 14 I 14 I 14 I 15 I 15 I 14 I I l l 

I ( 93.3:t.l I ( 93.3:t.l I I 93.37.1. 1100.0%1. U00.07.1. I 93.37.1 I I I 86.7%1 

-- ·---- ·---------------------------l----------•----------l----------•----------l----------1----------1----------1-----------
PERSONS WlTff HO DATA I O • O • o • 0 I 0 • o I • 0 

I I 0.0%1 • c 0.0%1 I I 0.0:1.1 I I o.or.1 I I 0.0:t.1 I c o.or.1 • • c o.oz1 

-
0 
0 
--.! 
1.,,1 -



STUDY 0789 
TRUTMEHT 
DOSE 40 MCG 

Table 4 (cont.) 

PATIENT COUNT CUHICAL COtlPLAlllTS 
REC0t18IHAHT HEPATITIS B VACCillE 

LOT ICK446 

PATIEHT CUSS: l'RE-DULYSlS PATIENTS 

I TOTAL VACCINE ES ( 7 PATIENTS I - DOSE 3 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCmATION I HU1BEI! 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O I 1 I ' 2 I 3 1 4 I S • !COMPLAINTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l••••••••••I•••••~•••• 
-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
sysnt1It I o I o I o I o I o I · 1 I I 1 

I I 0.0)0 I I o.o:o I I 0.07.I I I G.07.I I I 0.0:1.1 I I 14.3:~, I I I 14.31/.I 

--------------- ------------------------------------------
1 I I 

~OLE BODY/GENERAL I 0 0 0 I 0 D I 1 I l 
0.07.1 ( 0.07.I I G.07.l I I 0.07.I I 0.07.1 I I 14.37.1 I I 14.37.l 

I I I 
FATIGUE/lolEAktlESS I O O O I O O I 1 I l 

o.o:o l 0.07.I l 0.01.l I l 0.07.1 I 0.01.1 I I 14.3%1 I I 14.JY.I 
I I I 

DIGESTIVE SYSTEH I O O O I O O I 1 I l 
0.07.I C 0.07.1 C o.o:o I I 0.0)0 I 0.01.1 I I 14.37.1 I I 14.37.I 

I I I 
HAUSEA I o o o I o • t 1 I 1 

0.07.) I 0.07.1 I 0.0¼1 I I O.O¼I I 0.07.I I I 14.3%1 I r 14.31/.I 
I -1 I 

ABO<l1INAL TENDERNESS I 0 0 0 I 0 0 I l I 1 
I I 0.0)0 I 0.0)0 ( 0.07.I I ( 0.0)0 I 0.0)(1 I I 14.37.1 I I 14.37.1 

-----------------------------------I----------I----------I----------I----------I----------I----------I----------I-----------
P£1!SONS WITH COtlPLAINTS I 0 I O I O I 0 I O I 1 I I 1 

I I O.OY.I I I O.OY.I I I o.OY.l I I 0.01/.I I I 0.07.l I t 14.31/.1 I I l 14.Jr.l 

-----------------------------------1----------l----------1----------1----------I----------I----------I----------I-----------
PERSONS WITH NO COHPU.INTS I 6 I 7 I 7 I 7 I 7 I 6 I I 6 

I 1100.oz1 I 1100.01.1 I 1100.01/.1 • 1100.oz> I 1100.01.1 I r es.1x1 I I I aS.71/.J 
-----------------------------------l----------l----------l----------1----------I----------I----------I----------I-----------
PEASON9 WITH NO DATA I o I a I o I o I e I o I I o 

I r o.OY.I I I o.07.l I I 0.01/.l I l D.07.l I c o.o¼t I t o.OY.I I I I a.or.I 

, 

0 
0 ..... 
"' "' 



S1\JDY 0789 
TREATHEHT 
DOSE 40 t1CG 

Table 5 

PATJEHT COUHT 11.lXItt.m TEnPERATURES 
RECOH8IRAHT HEPATITIS 8 VACCIIIE 

LOT ICK446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I · TOTAL VACCINEES ( 15 PATIENTSJ - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I NUffllER 

HAX TEMPERATURE 1---------------------------------------------------------------------------------------I WITH 
(DEG F, OIUU I O I 1 I Z I 3 I ft I 5 I I I tlAX TEl1P 

••••••••••••••••••••••••1••••••1111•• •••••••••• •••••••••• ••••••••••!•••••••••• ••••••••••l••••••••••I•••••••••• •••••••••• 
I I 

HOl!HAl I 1 l l l I 1 1 I 1 
7 .17.) I 7 .17.) I 6. Tl.) I 6. 7i0 I I t.. 77.1 I ·7 .17.1 I I . 6. 7i0 

I I 
< 99 I 10 11 12 12 I 12 11 I a 

71.47.1 C 78.6)0 I 80. o:o ( eo.o:o I f 80 .0)0 I 78.6Y.I I I 53. 3i0 
I I 

99 - 99. 9 I 2 l O 2 I 2 l f 4 
14.3Y.I ( 7.liO I 0.07.1 I 13.3Y.I I I 13.lY.J I 7.lY.J I I 26. 71.1 

I I 
101 - 101. 9 I l 1 2 o I o 1 I 2 

I I 7.17.1 I 7.17.1 I 13.37.1 I 0.07.) I I o.o;o I 7.lY.I I I I ll.3%1 

------------------------l----------l----------1----------1----------1----------I----------I---------------------I-----------
TEttPERATIJRE TAKEN I 14 I 14 I 1!. I 1!. I 15 I 14 I I 15 

I I 93.lY.J I I 93.37.) I (1110.07.) I 1100.07.1 I 1100.0;0 I I 93.37.J I I 1100.0iO 

------------------------l----------l----------l----------1----------1----------1----------I---------------------I-----------
TENPERA~E NOT TAKEN I l I 1 I O I O I O I 1 I I O 

I I 6.7,0 I I 6.77.1 I I o.o;o I I 0.07.) I I 0.07.) I ( 6.77.1 I I I O.OiO 

., 

0 
::, ..., 
"" "" 



STUDY 0789 
TRUTHENT 
DOS£ 40 t1CG 

Table 5 (cont. ) 

PATIENT COUNT HAXIHUt TEHPERA~ES 
RECOt1BINAHT HEPATITIS B VACCINE 

LOT ICK446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINEES I 15 PATIENTSI - DOSE 2 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATIOH I »Jt1BER 

MAX TEtlPERAT\JRE l---------------------------------------------------------------------------------------1 WITH 
CDEG f, ORAll I O I l I 2 I 3 I 4 I S I • I 111~ TEHP 

······················••1••······••1••·················••1••······••1••······••1••·················••1••······••1••········ I I 
NOl!t1ll I I 1 1 1 l I 1 I I l 

7.1?.I I 6. Tl.I I 6. 7:1.1 I 6."7:1.1 I 6.77.1 I I 6.7?.) • I I 6. 7XI 
I 

< 99 I 10 11 10 13 14 I 14 I I 8 
71.4?.I I 7:J.3?.I I 66.77.> I 86.77.1 C 93.37.1 I I 93.liO I I I 53.lY.l 

I I I 
'99 - 99. 9 I l 2 Z l o I o • I 4 

21.4?.I I u.:s:o I n.:s:o I 6.77.) C 0.07.) I I 0.07.1 I I I 26.7i0 

• I I 
uo - 100. 9 I o o 2 o o I o I I I 

a.ox, I 0.0)0 I 13.liO I o.o:o C 0.07.). C D.07.) I I I 6.7)() 
I I I 

101 - 101.9 I o l a a o I o I I 1 
I C O.Oi!I I I 6.7X) I I o.o;o I I o.o:o C 0.0XI I I D. 07.) • I I 6.7iO 

------------------------l----------l----------l----------l----------t----------l----------l---------------------•-----------n11Pu1TURE TAKEN I 14 I 1s I 15 I 1s I 1s I 1s I I 15 
• c 93.3l0 I 1100.0i!I I 1100.0i!I I 1100.0?.I I 1100.07.1 I 1100.07.1 I I 1100.0iO 

------------------------l----------l----------l----------t----------l----------l----------1---------------------1-----------
TEHPIERATURE HOT TAKEN I 1 I O I D I O I O I O I I 0 

I c 6. r1.1 I I o.ox1 I , o.o:u I , o.o:o I , o.oio I c 0.01.1 I • c o.o;o 

• 

0 
c:, 
-., 
w 
.c, 



STUOY 0789 
TRU THENT 
DOSE 40 t1CG 

Table 5 (cont.) 

PATIENT COUNT Hl XItlJN TEHPERATUlES 
RECOtt8IHAHT HEPATITIS 8 VACCINE 

lOT ICl<446 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCINE ES I 7 PATIENTS) - DOSE 3 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I tlUl19ER 

HAX TEHPERATURE 1---------------------------------------------------------------------------------------I WITH 
(D[G F , MALI I O I 1 I 2 I 3 I 4 I 5 I I I H,t.X TENP 

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

HORN.U Ill 1 l 1 1 11 1 l 
16.7Y.I I C 14.37.1 ( 14.37.1 C l ft . 37.I I I 14.3)0 I ( 14 . 37.) I 14,3;0 

I I I 
<99 I J I 5 s 6 I 4 I 4 z 

I S0.07.J I I 71 . 4iO I 71.47.J I 85 . 77.) I I 57.UO I I 57.17.1 I t8.6r.J 
I I I 

99 - 99.9 I 2 I 1 o o I o I l 1 
I U.37.1 I I 14.li!J I O.Oi!I I 0 , 07.1 I I 0.0lO I I l4.3r.l I 14.3:1.1 

I I I 
100 - 100.9 I o I o o o I 2 I o 1 

o.o:o I ( 0 . 0iO ( 0.07.1 I 0.07.) I I 28.6)0 I ( 0.07.1 I 14 . 3)0 
I I I 

101 - 101.9 I o I o 1 o I o I 1 2 
I I 0.0lO I I 0.0i!I C 14 . 3:-!I I 0 . 07.1 I I 0.07.I I I 14 . 37.1 I 28 . 6iO 

------------------------1----------t----------1----------t---------- t----------l----------1---------------------1-----------
TEHPERATIJRE TA~EH I 6 I 7 I 7 I 7 I 7 I 7 I I 7 

I , as.r.< 1 I 11110 . oY. 1 I noo.oz, I noo .o:o I 1100.oz1 I 1100 . oY.1 I I 1100 . 0;0 
------------------------l----------1----------1----------l---------- t----------1----------1---------------------l-----------
n11PERATURE HOT TAKEN I 1 I o I o I o I o I o I I o 

I < 14.37.J I I 0.0i!J I l 0.Oi!I I t 0.07.) I I 0.07.) I I 0.07.1 I I I 0.07.1 

• 

0 
0 

" ~ u, 



STUDY 0789 
TREATHENT 
DOSE 40 t1CG 

Table 6 

PATIENT COUNT CLINICAL COMPLAINTS 
PLAStlA-DERIYEO HEPATITIS B YACCIIIE 

LOT WZ449H 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL YAttmEES ( 16 PATIENTS) - DOSE l I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCIIIATIOH I 1-M18ER 

CLINICAL 1----------------------------------------------------------------------------I ~ITH 
COtlPUINTS I 0 I 1 I 2 I 3 I it I 5 I ICOtll'LAIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••~•••• 
I I I I I I I I 

REACTION, LOCAL CIHJECT. SITEI I 1 I 0 I 0 I 0 I 0 I 0 I I 1 
I 1 6.11.1 I ., o.o;o I I o.or.1 I I o.o;o I 1 0.0:1.1 I 1 0.0:1.1 I I 1 6.3Y.J 

-----------------------------------l----------t----------l----------l----------l----------l----------l----------l-----------
s011ENEss I 1 I O I O I O I O I O I I l 

I r 6.3l0 I I o.o:o I I o.o:o I I O.OY.I I I 0.0:1.1 I ·1 o.o:o I I I 6.3Y.I 

----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
sysnHit I . l I l I O I O I O I O I I l 

I I 6.3Y.I I I 6.3Y.I I I O.OY.I I « O.OY.I I I O.OY.I I I O.OY.I I I I 6.31.1 

----------------------------------------1 I I I 
lol!OLE BOOY/GEHERAL I l I 1 I O . I O I O I O I I l 

6.3Y.I I I 6.31.1 I I 0 . 01.1 I I o.OY.I I I 0.01.1 I I O.OY.I I I I 6.3Y.I 
I I I I I I I 

SENSATION OF WARHTH, GENERAL I 1 I l I 0 I O I 0 I . D I I l 
I I 6.31.I I I 6.3Y.I I I O.OY.I I I O.OY.I I f O.OY.I I I O.OY.I I I I 6.31.1 

-----------------------------------1----------l----------l----------l----------1----------I----------I----------I-----------
PERSOHS WITH COliPLAIHTS I 2 I 1 I o I O I o I O I I 2 I I 12.SY.I I I 6.31.1 I I o.o;o I I 0.0Y.I I I O.OY.I I I O.OY.I I I I · 12.SY.I 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l---·-------
PERSONS WITH HO COHPUIHT!I I lit I 15 I 16 I 16 I 16 I U, I I 14 

I 1 87.SY.t I < n.e:o I 1100.or.1 I 1100.oz, I uoo.o;o I uoo.o;o I I 1 87.SY.J 

-----------------------------------1----------l----------l----------l----------l----------l----------1----------I-----------
PERSONS WITH HO DATA I O I o I O I O I O I O I I o 

I I O.OY.I I < 0.01.1 I I O.OY.I I I O.OY.I I I 0.0%1 I I O.OY.I I I I 0.01.I 

• 

0 
0 ..., 
\,-1 
0-



STUDY 0789 
TREATMENT 
DOSE 40 HCG 

Table 6 (cont. ) 

PATIENT COUIIT CLINICAL COl1PLAltlTS 
PlAStfA-DERIVED HEPATITIS B VACCIIIE 

LOT 112449H 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCitlEES I 16 PATIENTS I - DOSE Z I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCIHATIOM I NUN!IER 

CLINICAL 1----------------------------------------------------------------------------I . MITH 
COHPUIHTS I 0 • 1 I Z I 3 I 4 I 5 I ltOtlPLAIHTS 

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

REACTION, LOCAL UHJECT. SITE I I l I O I O I o I o I o I I 1 
I I 6.3?.I I I O.OY.I I I 0.07.1 I I O.OXI I I D.0%1 I t 0.0%) I I t 6.3r.l 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PAIH I l I o I o I o I o I o I I 1 

I I 6.3?.I I I 0.07.I I I 0.07.1 I t 0.0%1 I I D.0%1 I I 0.07.1 I I I 6.3r.l 
-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
svsTEttIC I O I l I O I 1 I O I O I I 2 

I t O.OY.I I I 6.37.1 I I 0.07.1 I I 6 . 3XI I I o.0%1 I I 0.01/.1 I I t 12.sr.1 ,.. __________ _ 

I 
WHOLE BODY/GENUAL I O I l I O I O I O I o I I l 

t 0.0?.1 I 1 6.3iO I I o.o:o I I o.o;o I t o.o:o I I o.ox1 I 1 6.Jr.1 
I I I I I I 

FATIGUE/WEAKNESS I O I l I o I O I O I o I 1 
0,01.1 I I 6.37.1 I I 0.0)!) I I 0.07.) I t o.o:o I I o.o;o I I 6.JX) 

I I I I I I 
HUSCULOSKELETAL I O I O I O I 1 I O I II I 1 

o.o:o I I o.ox1 I t o.on I , 6.3iO I 1 0.0?.1 I , o.ox1 I t 6.:s:o 
I I I I I I 

ARTIIRALGU I OTHER I I O I O I O I 1 I O I O I l 
I I 0.07.1 I I 0.07.I I I 0.07.I I I 6.3i0 I I' 0,0%1 I I o.o:o I I 6.37.1 

----------- · -----------------------1----------1----------I----------I----------I----------I----------I---------- -----------
PERsoHs WITH c0t1PLAINTS I 1 I 1 I o I 1 I o I o I z 

I I 6.3%) I I 6.37.l I I 0.07.l I I 6.37.1 I I a.ox, I ( 0.0?.I I I 12.5?.I 
-----------------------------------1----------l----------l----------l----------l----------l----------1---------- -----------
PERSONS WITH MO CONPUIHTS I 15 I 15 I 16 I 15 I 16 I 16 I I 14 

I I 93.8)0 I I 93.8%) I 1100.07.1 I ( 93.87.1 I 1100.0?.l I 1100.07.1 I I I 157.51/.1 
-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
PERSoHs wnH HO DATA I o I o I o I o I 11 I o I I o 

I I 0.0;1,I I I o.o;o I ( 0.01.1 I ( 0.0;l,I I I 0.0?.I I t 0.0)0 I I I O.OXI 

__ .., 

0 
c::, ..., 
v' ..., 



STUOY 0789 
TREATI1ENT 
DOSE 40 HCC 

Table 6 (cont.) 

PAlIENT COUNT CLINICAL COMPLAINTS 
PLASMA-DERIVED HEPATITIS 8 VACCINE · 

LOT 1~'+4'1H 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCIHEES I 6 PATlENTSI - DOSE 3 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCIHATIOtl I HUl18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
CotlPLAINTS I 0 I l I 2 I l I 4 I 5 I I COMPLAINTS 

•••••••••••••••••••••••••••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1•••••••••• 
I I I I I I I I 

REACTION. LOCAL IINJECT. SITE I I l I O I O I O I o I o I I l 
I ( lf,,7)O I C o.o;o I ( o.o:o I ( 0,07.) I. ( 0,07.) I I o.o:o I I I 16.77.1 

-----------------------------------1----------l----------1----------I----------I----------I----------I----------I-----------
SORENESS I l I O I O I O I O I II I I l 

I c 16.77.1 I c o.07.1 I c 0,07.1 I 1 0.07.1 I c 0,07.1 I 1 0.07.1 I I 1 16.77.1 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------l-----------
svsTEHIC I l I l I 1 I l I O I O I I l 

I C 16. 77. I I ( 16. 7X I I < 16. 7i0 I f 16. 77. I I C· O. 07.1 I I o. o:o I I I u,. 77. J 

I 
WHOLE BODY /GENERAL I O O O l I O O I l 

o.o:o C o.o;o I D.07.I C 16. 77.1 I I 0.07.1 I 0.07.1 I I 16. 77.1 
I I 

FATJGUE/MEAKNESS I 0 0 O l I 0 0 I l 
0.07.1 C 0.07.1 I 0.07.I C 16.77.1 I C 0.07.1 ( 0.0%1 I I 16. 77.1 

I I 
DIGESTIVE SYSTEH I l l l 0 I 0 0 I 1 

16.JY.I ( 16.7ll I 16.7%1 I 0.07.I 11 0.07.I ( 0.0%1 I I 16.77.1 
I I 

NAUSEA I l 1 l 0 I 0 0 I l 
16. 7)0 C 16. n I ( 16. 7Y. I I 0. 07. I I ( 0. 07. I C O. 0% I I I 16. 77. I 

I I 
VOMITING I O l 1 O I O O I 1 

o.o:o , u.1;:, c 16 . 77.1 1 o.o;o I I o.ox, c o.ox1 I 1 16.77.1 
I I I 

LOOSE STOOL I O D l O I O I O I I 1 
1 1 o.o:o 1 1 o.o;o c 16.?Y.1 c o.oY.1 1 c o.oY.1 I I o.o::o t I , 16 . 1x1 

-----------------------------------I----------I----------I----------I----------I----------I----------I----------I-----------
PERs01is WITH c0t1Pu1trrs I 2 I 1 I 1 I 1 I o I o I I z 

I I 33.3%1 I c 16.77.1 I I 16.71/.1 I c 16.77.1 I I o.07.1 I c 0.117.1 I I 1 33.3%1 

-----------------------------------1----------I----------l----------l----------l----------1----------1----------1-··---------
PERSONS WITH NO COflPLAINTS I 4 I 5 I S I 5 I 6 I 6 I I <+ 

I I 66.7X> I I 83.31/.l I I 83.3½1 I c 83.37.1 I 1100.0:0 I 1100.07.1 I I 1 66.77.1 

-----------------------------------1----------l----------1----------l----------l----------l--·-------l----------l-----------
PERsOHs WITH NO DATA I O I O I O I O I O I D I I 0 

I I 0,0%1 I I 0.07.1 I C O.O½l I I 0.0%1 I I O.0Y.I I I 0.0%) I I I o.O½I 

--
0 
0 

" "" OD 



STUDY 0789 
TREATt1£HT 
DOSE 40 MCG 

Table 7 

PATIENT COUHT MAXlt1U11 TEMPERATURES 
PUSttA-DERIVED HEPATITIS 8 VACCIIIE 

LOT l :.'.44911 

PATIENT CLASS: PRE-DIALYSIS PATIENTS 

I TOTAL VACCIHEES I 16 PATIENTS) - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCIIIATIOtl I NlJ18ER 

MAX TEMPERATU!IE 1---------------------------------------------------------------------------------------I MITH 
IDEG F, ORALI I O I 1 I 2 I 3 I 4 I 5 I I I MAX TEIIP 

•••••••••••••••~••••••••!•••••••••• •••••••••• •••••••••• ••••••••••! •••••••••• •••••••••• ••••••••••••••••••••• ••~••••••• 
I I 

NORMAL I l l 1 1 I l 1 1 
6.7i0 I 6,T/.l I 6.77.l I 6.7i0 I I 6.77.l I 6.7i0 r 6.7i0 

I 
< 99 I 12 12 13 11 I 11 12 10 

ao.0:1.1 I 80 . 0Z l I 86.77.l I 7l.3Zl I I 73.3%) I eo.o;;n I 66 . 7?.l 
I 

99 - 99. 9 I l 2 1 l I 3 t l 
6.7%1 ( 13.3%1 I 6.7,0 I 20.0Zl If 20.DZl f 13.liO f 20,0Z) 

I 
104 - 104 , 9 I l O O O I O O l 

I 1 6. n> 1 o.or.1 1 o.or.1 I I o.o:o I I o.or., c o.or.1 1 6. n, 
------------------------1----------1----------I----------I----------I----------I----------I----------- ----------1-----------
TEttPERATURE TAKEN I 15 I 15 I 15 I 15 I 15 I 15 I I 15 

I I 93.SY.I I f 93,8i0 I I 93.8i0 I I 93.8Xl I I 93.BXI I I 93.BX) I I 1· 93.8X> 

------------------------1----------1----------l----------l----------l----------l---------- l---------------------l-----------
TEMPERATURE NOT TAKEN I l I 1 I l I l I 1 f l I I 1 

I I 6,37.I I I 6 . lY.I I I 6.3?. l I I 6.3%1 I I 6.37.l I I 6.lXI I I I 6.lXI 

... 
0 
0 
....i 

"" -0 



STUDY 0789 
TREATMENT 
DOSE 40 11CG 

Table 7 (cont.) 

PATIENT COUNT MAXI,.._, TEMPERATURES 
PLASMA-DERIVED HEPATITIS B VACCINE 

LDT IZ44911 

PATIENT CLASS: rRE-DIALYSIS PATIENTS 

I TOTAL VACCIIIEES I U, PATIENTS I • DOSE 2 I 
1---------------------------------------------------------------------------------------l 
I DAYS POST VACCitlATION I lrutmER 

MAX TEMPERAT""E l---------------------------------------------------------------------------------------1 WITH 
I DEG F, OIU.L I I O I l I 2 I 3 l It I 5 I I I MAX TEMP 

••••••••w••••••~••••••••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••I••-••••••• I I I I I I I I 
NORMAL I 2 I 2 I 2 l 2 I 2 I 2 I I 2 

I I 13,37.1 I« 13.3%1 I« 13.37.1 I« 13.3%1 If 13.37.1 I I 13.37.1 I I I 12.5%1 
I I I I I I I I 

< 99 I 11 I 12 I u I u I 12 I 12 I l u 
I t 73.37.1 I l 80.0;0 I t 86.7XI I t 86.nl I c ea.ox, I 1 80.07.1 I I f . 68.81/.l 
I I I I I I I I 

99 - 99. 9 I 2 I 1 I o I o. I 1 I 1 I I 3 
I I U. 3% I I c 6. n I I c o. 0% J I I 11. o:o I « 6. 7% I l I 6. 77. l I l « 18. 87. l 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEttPERATURE TAKEN I 15 I 15 I 15 I 15 I 15 I 15 I I H, 

I I 93 . 8%) I ( 93.8%) I I 93.8%) I I 93.e:o I ( 93.8%) l I 93.87.) I I 1100.01/.I 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEMPERA T\JRE NOT TAKEN I 1 I 1 I 1 I 1 I l I I I I 0 

I c 6.3%) I l 6.3%1 I I 6,37.1 I I 6.37.1 I c 6.1;0 I I 6.37.l I I t · o.o;o 

0 
0 
...... 
C 
0 



STUDY 0789 
TPEATt1ENT 
DOSE 40 tlCG 

Table 7 (cont.) 

PATIEHT COUNT t1AXIM\Jt'I TEMPERATURES 
PUSt1A-D£RIVED HEPATITIS B VACCIIIE 

LOT 1244911 

PATIEHT CLASS: rR£-DIALYSIS PATIENTS 

I TOTAL VACCIUEES I 6 PATIEUTS l - DOSE 3 I 
1---------------------------------------------------------------------------------------t I DAYS POST VACCINATJOU I t1Ut113ER 

ttAX TEMPERATURE 1---------------------------------------------------------------------------------------I ~ITH 
I DES F, ORAL l I O I l I Z I J I 4 I 5 I • I MAX TEMP 

•••••••••••••••••••••••• l••••••••••••••••••••• ••••••••••• •••••••••••••••••••••• l•••••••••• l•••••••~•• ••••••••••• I•••••••••• 
I I 

NOOtlAL I 1 1 1 l l 1 I I l 
l6.7l!l I 11>.7;0 I 16.77.l I 16.7i0 ( 16.?Y.I I 16.7%1 I I I 16.71/.1 

I I 
< 99 I 4 4 4 ti s s I I 4 

66.7i0 I 66.T/.I ( 66.7:0 I 66.7i0 l 83.3i0 I 83.37.l t I I 66,77.1 
I I 

99. - 99, 9 • 1 0 D 1 0 0 • • 0 
16.7l!I I o.o;o I O.OZI I 16.77.1 I o . o;o I 0.01.1 I I I 0.0¼1 

I I 
100 - 100. 9 I o l o o o o I I o 

0 , 07.1 l 16 . 77.l I O.OiO C 0.07.l ( o.o:o I 0.07.1 I • l O.O¼l 

I • 
lOZ - lOZ. 9 I O O l D O O I • 1 

• I 0.01.l l O.O¼l I 16 . 7)!) ( 0.01.) ( 0.01.I • ( o.o;o I • I 16. 7X) 

------------------------•----------•----------t----------l----------l----------l----------l---------------------l-----------
TEt1PERATUl!E TAKEN I 6 I 6 I 6 I I, I 6 I 6 l I 6 

I 1100.01.1 I l l 00.01.l I 1100.oz1 I 1100 . 0¼l I 1100.01.1 I llOO.OZl I I 1100.01.1 
------------------------l---------- l----------t----------l----------t----------t----------l---------------------l -----------
TEt1PERATURE NOT TAKEN I O • 0 I O I O I O • 0 I I 0 

I I o . o:o I I O.OZI I I 0.07.J I ( O.OZI I .I 0.07.1 I I 0.07.l I I I O.OXJ 

·-
0 
0 

""" ~ -
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PROGRA~: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

25151-1 
1/22/86 

Alum-Adsorbed Yeast Recombinant Hepatitis 8 Vaccine, 
Study 811. 

To evaluate antibody and clinical responses to several 
dose levels of connerc1al hepatitis B plasma derived 
vaccine (H-8-VAX) and yeast recombinant hepatitis B 
vaccine in the following populations who are initially 
seronegative for hepatitis B virus markers: 

l. Predialys1s Patients 
2. Health Care Personnel 

Yeast Recombinant Hepatitis B Vaccine 
Lot I 974/C-K446 (20 mcg HBsAg/ml) 

Hepatitis B Plasma Vaccine 
Lot# 1510J (20 mcg HBsAg/ml) 

Peter J. Grob, M.D. 
Section of Clinical Innunology 
Department of Medicine 
University Hospital 
Haldeliweg 4 
CH-8O44 Zurich 
Switzerland 

U. 81nswanger, M.D .• Professor 
Department of Medicine 
Nephrology Section 
University Hospital 
Zurich 

C. Descoeudres, M.O. 
Hemodialysis Station 
Inse lspi ta 1 
Berne 

A. Blumberg, M.D .• Professor 
Nephrology 
Kantonspital 
Aarau 

A. Hany, M.0., P.O. 
Hemod1alys1s Unit 
Kantonsspital 
W1nterthur 

00742 



SECONDARY 
INVESTIGATORS: 
(Cont.) 

STUDY LOCATION: 

DATE INITIATED: 

DATE COMPLETED: 

25151-2 
1/13/86 

Study 811 

H. Iselin, M.D. 
Hemodialysis Unit 
Neumunster Sp1tal 
Zurich 

K. Zaruba, M.D., P.O. 
Hemodialysis Station 
City Hospital Waid 
Zurich 

W. Herwig, M.D. 
Hemodialysis Station 
Kantonsspital 
Chur 

H.-J. Gloor, M.D. 
Hemod1alys1s Station 
Kantonsspital 
Schaffhauun 

J. Nadig, M.D. 
Hemodialysis Unit 
Kantonsspital 
Winterthur 

H. I. Joller-Jemelka, M.O. 
Section of Clinical Innunology 
Department of Medicine 
University Hospital 
Zurich 

University Hospital 
Halde11weg 4 
CH - 8044 Zurich 
Switzerland 

April 10, 1984 

In progress 

00743 



STUDY POPULATIO~: 

PROCEDURE: 

25151-3 
1/13/86 

Study 811 

One study population consists of 59 predialysis 
patients who have renal disease with functional 
impairment or end-stage renal disease that will 
shortly require dialysis treatment. The other 
population is comprised of 11 health care pers·onnel. 
Subjects in both populations must be adults of either 
sex (pregnant women excluded). The~ 11Ust be initially 
negative for all hepatitis B serologic markers, have a 
nonnal ALT level, and must not previously have 
received any hepatitis B vaccine. 

Patients are randomly assigned to one of S groups; 
Health care personnel constitute a sixth group. 

Group Vaccine/Dose/Reginien 

; Recombinant vaccine; 0.5 ml (10 mcg) 
at o. 1 and 6 months 

2 Recombinant vaccine; 1.0 ml ( 20 mcg) 
at o. 1 and 6 months 

3 Recombinant vaccine; 2xl.O ml (40 mcg) 
at 0, 1 and 6 months 

4 H-8-VAX; 1.0 ml (20 mcg) 
at o. l and 6 months 

5 H-8-VAX~ 2x1.0 ~1 (40 mcg) 
at 0, 1 and 6 months 

6 Recombinant vaccine: 0.5 ml (10 mcg) 
at 0, 1and61110nths 

All injections will be intramuscular. Patients in 
Groups 3 and 5 will have the vaccine ad~inistered in a 
divided dose (i.e., 2 injections - one injection tn 
each of two contralateral lilllbs). 

Vaccine recipients will be asked to record their 
temperature for 5 days after each injection 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. 
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PROCEDURE (Cont.): 

RESULTS: 

25151-4 
1/13/86 

Study 811 

Follo\::1-up samples will be obtained at 1. 3, 6 and 8 
months following the initial vaccine injection. Blood 
samples will also be obtained at 12 and 24 months from 
subjects who are positive for anti-H8s at 8 months. 
All serum sa111Ples will be assayed for anti-Hee. 
anti-HBs, HBsAg and ALT by the investigator. and may 
be assayed for yeast antibody at MSD~l. In addition, 
participants who show an anti-HBs titer~ 25 mIU/ml 
will have their serum tested to detemine the 
proportions cf anti""!, and anti-g_ activity. 

PREDIALYSIS PATIENTS: 

10 mcg Lot #974/C-K446 at 0, 1, and 6 months 
20 mcg Lot #974/C-K446 at o. l, and 6 months 
40 mcg Lot '974/C-K446 at o. 1. and 6 months 
20 mcg Lot #1510J at O, 1, and 6 months 
40 mcg Lot #l510J at 0, 1, and 6 months 

1. Number vaccinated: 

Infection # 
Vaccine Dose Level _1 __ 2 __ 3_ 

Recomb. 

H-8-Vax 

10 mcg 
20 mcg 
40 mcg 

20 mcg 
40 mcg 

2. Serologic Results: 

14 
14 
13 

11 
11 

14 
14 
13 

11 
11 

13 
13 
12 

10 
10 

Seven/eight month serology data are available for 
13, 12, and 11 participants who received 10, 20 
and 40 mcg injections of vaccine, respectively. 
Serology data for 7/8 months of follow-up are 
available for 8 subjects 1n each of the 
plasma-derived vaccine dose regimens. 
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RESULTS: (Cont.) 

25151-5 
1/13/86 

V• ccint 

ReCOlllb. 

H~-Yax 

007ll6 

Study #811 

Ant1-HBs responses and Gt-'lTs for recipients of 
yeast recombinant and plasma-derived vaccine are 
surmnarized below: 

om l■IU/■1l 
Dose I with Ant i..ff8s All ReS00l1Clln 
level S/td ~2.1 alU/■1 ~10 Vaccinees SIN ?;2. 1 IRIU/lnl ~ 10 

1011C9 15 (2/13) 15 (2/13) 0.1 61.1 61.7 
20irq 58 (1/12) 58 (l/12) 13.8 213. 7 213.7 
40 n:11 64 (7/11) 54 (6/11) 13.6 120.9 196.4 

20incg ZS CZ/8) ZS (2/8) 1.3 101.2 101.2 
4011tll 50 (( /8) 38 (3/8) 8.7 251.0 791.5 

Refer to Tables l and 2 for ant1-HBs responses and 
GMTs through 12 months of follow-up 

3. Clinical Complaints: 

Clin1cal follow-up data are ava1lable for at least 
12 participants. after each injection, who were 
enrolled in the 10 mcg dose regimen, 13 
participants who received 20 mcg injections, and at 
least 10 subjects who received 40 mcg injections of 
yeast recombinant vaccine. 

At least 5 participants 1n each of the 
plasma-derived vaccine dose groups have clinical 
follow-up data after each 1nject1on. 

The overall frequencies of compla1nts among 
vaccinees who received yeast recOlllbinant or 
plasnia-derived vaccine are presented below: 



RESULTS: (Cont.) 

25151-6 
1/13/86 
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· Study 811 

Type of Dose Freguenc~ in I b~ Injection 4 
Complaint Vaccine Level 1 2 3 

Injection Recomb. 10 mcg 0(0/14) 0(0/14) 0(0/12) 
Site 20 mcg 0(0/)4) 7 ( 1 /14) 0(0/13) 

40 mcg 0(0/12) 0(0/11) 0(0/10) 

H-B-Vu 20 mcg 10(1/10) 0(0/8) 0(0/5) 
40 mcg 0(0/10) 0(0/10) 0{0/5) 

Systemic Recomb. 10 IIC9 0(0/14) 0(0/14) 8(1/12) 
20 IIC9 7 ( l /14) 0(0/14) 0(0/13) 
40 mcg 0(0/12) 0(0/11) 0(0/10) 

H-8-Vax 20 IICSI 14(1/10) 0(0/8) 0(0/5) 
40 mcg 0(0/10) 0(0/10) 0(0/5) 

No serious or alarming adverse experiences 
attributable to vaccine have been reported. 

HBV MARKERS (Anti-HBc) 

One subject in the 10 mcg yeast recombinant vaccine 
group was positive for anti-HBc at 1 and 3 months 
after the first injection of vaccine. The sera of 
this participant retested negative for ant1-H8c. All 
samples were negative for HBsAg and ALT levels were 
normal. 

Two subjects in the 20 mcg yeast recombinant vaccine 
group were positive for anti-HBc at 8 months post the 
first injection of vaccine. The patients were 
negative for HBsAg and ALT levels were normal. In 
both cases, the 12 month follow-up serum samples were 
negative for anti-HBc. 

A predialysis patient in the 40 mcg yeast recombinant 
vaccine group was positive for anti-HBc lgG and 
negative for ant1-H8c IgM at 6, 8, and 12 months post 
the initial vaccine injection. Serum samples were 
negative HBsAg and ALT levels were normal. 



RESULTS: (Cont.) 

25151-7 
1/13/86 

Study 811 

A subject in the 20 mcg plasma-derived vaccine group 
was positive for anti-HBc at 1 month after the first 
injection. The participant was negative for anti-HBc 
at 3 months . Serum samples were negative for HBsAg 
and ALT levels were within normal limits. 

One participant in the 40 mcg plasma-derived vaccine 
group tested positive for anti-HBc at 1 month. The 3 
and 6 month serum samples were negative for anti-HBc. 
The subject was negative HBsAg and ALT levels were 
normal. 

There have been no reports of clinical hepatitis in 
any of the above vaccine recipients. 

Reactions Reported to the OoBRR 

A 28 year-old male (Case ~b) (o) with underlying renal 
disease and recently 1n1t,ateo he110d1alys1s. died 
approximately one month after administration of the 
first injections of vaccine. The investigator 
reported death was due to vasculitis. 



T11119 
(~.) 

3 

6 

1/8 

12 

251S1-8 
1/13/86 

1,~ilh Arit i -Has 

MIU/ml 
S~2 .1 ~ 10 

0 0 
(0/14) (0/14) 

0 0 
(0/14) (0/14) 

0 0 
(0/13) (0/13) 

15 1S 
(2/13) (2/13) 

8 0 
( 1/12) (0/12) 

10 IIIC!I 

Table 1 

Antibody Responses l\1ll)ng Prectla1ys1-s Patients fo11CJNlng Vaccination wi t h 
10, 20, and 40 IIICO Injections of Yeast Recond>inant Hepatitis B Vaccine 

lot , 974/C-K446 at o, 1, and 6 f!onths in Study mn 1 

20 IIIC!I -
GflT (111IU/111 I l ,. with Anti -HBs «1tT (111IU/11l} \ with Anti-HBs 

Re~iden Resoonders 

"' 1 
IIIIU/1111 IIIIU/1111 "11 111lU/ml mIU/ml 

Vacc\nees 5~2.1 ~ 10 S/~2. 1 ~ 10 vacdnees S/~2.1 ~ 10 S/~2.1 ~ 10 

0 .3 -· - ··- 0 0 0. 3 - -- -- 0 0 
(0/1 4) (0/1 4) (O/l3) (0/13) 

0 .3 --- .~ -- 1 7 o.s 90.0 90.0 0 0 
(1/1 4) (1/14) (0/12) (0/12) 

0.3 -- 28 28 1.0 23.6 23.6 42 42 
(4/1 4) (4/14) (S/12) (S/12) 

0.1 67. 7 61.1 58 58 13.8 213. 7 213.7 64 54 
0/12) (J/12) ( 1/11) (6/11) 

0.4 6 .0 - -- 60 60 8.5 78.S 78.5 40 40 
(6/10) (6/10) (4/10) (4/10) 

40 IIIC!I 
<JIT (111IU/ml l 

Resoonders 
All mIU/m1 

Vaccinees S~2. I ~ 10 

0.3 

0 .3 

1. J 19 .4 19 .4 

23.6 120.9 186. 4 

3. 3 117 .3 lt7 .3 

0 
Q ..., 
~ 
-Q 



I with Ant 1-MSs 
Tim! 

(Months) SIN ~. 2.1 111U/1111 ~ 10 

--
0(0/11) 0(0/11) 

3 10(1/10) 10( 1/10) 

6 22(2/9) 11(1/4)) 

718 25(218) 25(2/8) 

12 0(0/3) 0(0/3) 

fable 2 

Antibody Responses 1'nong Predialysis Patients following 11.accination with 
20 and 40 nacg Injections of Plasma Oeriwd Hepatitis 8 Vaccine 

Lot • 1510J at 0, 1, and 6 ltonths in Study 811 

20 mcg 40 fflCg 
Gl'lf l,!!!IU/■12 I with Anti-Ills 

All Resoonders All 
Vacclnees SIN~ 2.1 111IU/111l :'. 10 S/N~2.1 mIU/1111 ~ 10 1/acdnees 

--
0.3 --- --- 0(0/11) . 0(0/11) 0.3 

0.5 29.0 29.0 10( 1/10) 0(0/10) 0.4 

0.6 8. 1 13 .0 50(5/10) 40(4/10) 3.7 

1.3 101.2 101.2 50(4/8) 38(3/8) 8. 7 

0.3 --- - ·-- 50(3/6) 50(3/6) 13. 1 

* One responder !Oho received the third injection of vaccine at 3 months was excluded fro111 the SU111Mry . 

25151-9 
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GMT lfllIU/111 2 
ReSOOlldei'S 

SIN ~ 2.1 11IU/111l ~ 10 

6.0 

45.2 78.S 

251.0 791.S 

93.0 220.1 

0 
0 ..., 
\JI 
~ 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRI MARY 
INVESTIGATOR: 

STUDY LOCATION: 

25381/1 
1/21/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 816 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine a1110ng: 

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 
(ant1-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.D./Stuart Starr, M.D. 
Division of Preventive Medicine 
Joseph Stokes, Jr. Research Institute 
Children's Hospital of Philadelphia 
34 Street and C1v1c Center Boulevard 
Philadelphia, Pennsylvania 19104 

Biomedical Applications of Lehigh Valley 
2015 Hamilton Avenue 
Allentown. Pennsylvania 18104 

Dialysis, Inc. 
1230 Bunnont 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 
Oown1ngton, Pennsylvania 19335 
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Study 816 

DATE STUDY INITIATED: ~ay 14, 1984 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of 40-50 adult 
dialysis patients (including previous nonresponders 
to plasma-derhed vaccine), and 20-25 health care 
personnel, of either sei (excluding pregnant women), 
who are negative for HBsAg. ant 1-HBc and anti -HBs, 
and have a nonnal ALT level. Dialysis patients 
(excluding nonresponders to plasma-derived vaccine) 
and health care personnel have not previously 
received any hepat\tis 8 vaccine. 

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. 

25381/2 
l /21 /86 

Dialysis patients receive l .0 ml (20 mcg HBsAg) or 2 
x 1.0 ml (40 mcg HBsAg) intramuscular injections of 
vaccine at 0, 1, and 6 months. Health care 
personnel receive 0. 5 ml (10 111cg HBsAg) 
intramuscular injections 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 
sa111>les are obtained at l, 3, 6, B, 12 and 24 
months. 

All serum samples are assayed for HBsAg, ant1-HBs, 
anti-HBc, and ALT. Samples may be tested for yeast 
antibody. In addition, samples with an anti-HBs 
titer~ 25 mlU/ml may be tested to determine anti-~ 
and anti"i!, subtype specificity. 
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RESULTS: 

25381/3 
1 /21 /86 

Study 816 

DIALYSIS PATIENTS 

20 mcg Lot 974/C-K446 at 0, 1, and 6 months * 
40 mcg Lot 974/C-K446 at 0, 1, and 6 months* 

1. Number Vaccinated: 

Dose 
(mcg) 

Injection Mo. 
_1_ ..L ..l.. 

20 
40 

39 
36 

34 
34 

33 
25 

One dialysis patient who was initially anti-HBc 
posit he received vaccine. The patient has 
remained antt-HBc positive through 12 months. 
The subject has not developed HBsAg or elevated 
ALT levels. At one month , the patient became 
antf-HBs positive. 

Four dialysis patients (40 mcg dose) received 
1.0 ml vaccine 1n the deltoid and l .0 ml in the 
buttock. 

* Two patients rece1 ved a third 20 or 40 mcg 
dose of Lot 986/C-K733. 

2. Seroloq1c Results: 

Serolog1c data at 7/B months are avat lable for 
29 dialysis patients who received a 20 mcg dose 
and 21 dialysis patients who received a 40 mcg 
dose of vaccine. 
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RESULTS: (Contd) 

25381/4 
1 /21 /86 

Study 816 

At 7/B and 12 months, anti-HBs responses are as 
fol lows: 

GRT (IIIIUhll 1) 

Ti~ 00M 'b Anti..HBs Positill!! All R 

CI075ll 

rs 
(Nonths) (IICg) SIN ~2.1 mIU/111 ~10 vaccinees S/N ~2. 1 fi1IW11l ~ 1[ 

7/8 20 59(17/29) G(lC/29) 7.8 69.1 

* 40 94(16/17) 88(15117) 219. 7 331.8 
12 20 52(15/19) 41(12/29) S.1 49.2 

1r 40 81(17/21) 71(15121) 41.6 107.9 

• Serolog1c results included 1n the above sumary 
do not include 4 dialysis patients (40 mcg 
dose) who received 1.0 ml vaccine in the 
deltoid and 1.0 ml in the buttock. 

Ant1-H8s responses at 1 through 12 months are 
included in Table 1. 

3. Clinical Results: 

Clinical follow-up data are available for 74, 68, 
and 56 dialysis patients following the first, 
second and third injections of vaccine, 
respectively. Clinical complaints and maximum 
temperatures reported fol lowing each injection are 
provided in Tables 2-S. In sunnary: 

Clinical Dose % Freguenc~ b~ Injection No. 
Comolaint !!!ill 1 2 3 

Injection 20 8(3/38) 0(0/34) 0(0/33) 
Site 40 11 ( 4/36) 3(1/34) 0(0/25) 

Systemic 20 24(9/38) 3(1/34) 12(4/33) 
40 22(8/36) 0(0/34) 8(2/25) 

No serious or alarming adverse · reactions 
attributable to vaccination have been reported. 

118.6 
445.5 

79.9 
165.6 



RESULTS: {Contd) 

25381/5 
1 /21 /86 

Study 816 

Events reported to 0oBRR 

Seven deaths have occurred among dialysis patients 
who received rec011b.1nant hepatitis 8 vaccine Lot 
974/C-K446. The investigator does not consider any 
of the deaths to be related to vaccination. 

6J (6) 
l. Case no. a 57 year-old female, died 

2. 

3. 

4. 

5. 

6. 

1. 

approximately six months after receiving athird 
40 mcg dose of vacc'\ ne. The cause of death was 
cardiac arrest. 

Case no. b) (6) a 57 year-old male, died 
approximately one month after receiving a third 
20 mcg dose of vaccine . The caus~ of death was 
attributed to a myocardial infarction and 
end-stage renal disease. 

b) (6) 
Case no. a 49 year-old male, died 
approximately four 110nths after receiving a 
second 40 mcg dose of vaccine. Death was due to 
respiratory arrest, aspiration asphyxia, 
end-stage renal and coronary artery disease. 

b) (6) 
Case no. a 79 year-old male, died 
approx1118tely four months after receiving a 
second 40 mcg dose of vacc1ne. Death. was caused 
by cardiac arrest, atherosclerosis, end-stage 
renal disease and 11Ultiple myel0t1a. 

b)(6) 

Case no. a 71 year-old female, died 
approx1118te '1y one month after receiving one 20 
mcg dose of vaccine. Death was due to cardio
pulmonary arrest, uremia, chronic renal failure 
and abdominal aortic aneurysm without rupture . 

6f(6j Case no. a 49 year-old male, died 
approximately tour months after receiving a 
second 40 mcg dose of vaccine. The death was 
due to cardiac arrest, pulmonary ederaa, and 
end-stage kidney disease. 

Case no. o)l6J a 37 year-old female, died 
approximately two months after receiving a 
second 40 mcg dose of vaccine. The death was 
caused by sepsis, end-stage renal disease, acute 
respiratory distress syndrome, infected dialysis 
graft, and diabetes mel11tus. 
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Tille 
(Months) 

l 

3 

6 

7/8 

12 

25381-11 
1/22/86 

I with Anti-HBs 

Table l 

Antibody Responses Among Dialysis Patients Following Vaccination with 
20 or 40 mcg Doses of Yeast Recombinant Hepatitis B vaccine 

Lot 974/C-K446 * at 0, 1, and 6 Months 1n Study 816 

D1alvs1s Patients 
20 fflCQ 40 mca •* 

GMT fmlU/1111) 
All Resnonders ,: with Ant1-HBs All 

GMT (mlU/111\ 
Res11onders 

S/N ~ 2. 1 1111U/ml ~ 10 Vacc1nees S/N ~ 2.1 mtu/1111 ~ 10 SIN~ 2.1 mIU/ml ~ 10 Vaccinees S/N ~ 2. 1 mlU/ml ~ 10 

8(2/2&) 4( 1/26) 0.4 5.4 18.5 15(4/26) 8(2/26) 0.6 8.1 11.9 

21(5/24) 4(1/24) o. f, 6.5 76. l 52( 13/25) 28(7/25) 2.3 15.0 32.9 

33(8/24) 13(3/24) 1.0 &.4 21. 7 81(13/16) &3( 10/16) 10.8 21.S 35.2 

59(17/29) 48( 14/29) 7.8 69. l 118.6 94( 16/17) 88( 15/17) 219. 7 331.8 445.5 

52(15/29) 41(12/29) 5.1 49.2 79.9 81(17/21) 71(15/21) 41.& 107.9 165.6 

* Two dialysis patients received a third 20 or 40 mcg dose of Lot 986/C-K733. 

** Four dialysis patients (40 mcg dose) received 1.0 ml vaccine in the deltoid and 1.0 ml tn the buttock. 
At 7/8 months, 25% (1/4) seroconverted (S/N ~2.1) and developed protective levels of antf-HBs (mlU/ml ~10). 
These four subjects are not included in the above sunnary. 

; 

i 
I 

I 
I 

0 
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PATIENT CUSS: DIALYSIS PATIENTS 

Table 2 

PATIENT COUNT CLINICAL COHPLAlHTS 
RECot16IHANT HEPATl1IS 8 YACCIHt 

I TOTAL VACCIHtES I 39 PATUHTS I - oos, l I 
1----------------------------- .----------------------------------------------1 I DAYS POST YACCIHATIOH I HUHUER 

CllHlCAl 1----------------------------------------------------------------------------I WITH 
CDtlPlAIHTS I O I 1 I 2 I 3 I q I !I I ICD!1PLAIHTS 

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

REACTIOff, LOCAL UHJECT, SITU I l I l I l I l I O I O I I J 
I I 2,61.1 I I 2,6l!I I I 2.6l!) I I 2,67.1 I I o.or.1 I I 0,07.) I I ( 'T.9)0 

-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------PAJH I o I o I o I l I o I o I I l 
I I 0.01.1 I I 0.07.1 I I o.o;o I I 2.67.J I I o.o;o I I 0.01.1 I I I t.6XJ 
I I I I I I I I 

SORENESS I l I l I l I o I o I o I I J 
I I 2.67.I I I 2.67.1 I I 2.un I I 0.01.1 I I o.or.1 I 1 0.01.t I I I 7.9Xl 
I I I I I I I I 

STIFFfl£SSITIGffTHUS I O I I I 1 I I I O I o I I l 
I I O.OXI I I D,OXJ I I 2.6l0 I I 0.0:r.1 I I o.or.1 I I o.or.1 I I I t.6X) 

-----------------------------------1----------1----------1----------1----------1----------1-------- ·-1----------1-----------SYSTENIC I q I 3. I q I l I l I l I I 9 
I f 10.SY.J I f 7.9'/.J I I 10.s:1.1 I I 2.6%1 I I 2.6i0 I f 2.67.) I I f 23,7;0 

------------------------·---------------------------------------------------------------------------------------------------I 
WHOLE 8011Y/GEHERAL I 1 J I J I l l I l 6 

2 .61.J ( 'T.9'1.1 I t 1.,;o I 1 2.67.1 ' 2.61.1 I t 2 .67.) ( 15.8;() 
I I 

CHILLS I 0 2 I 1 1 l I l l 
O.OXJ ( 5,Jl!I I I t.6)(1 I 2.6i0 ( 2.67.1 I I 2,67.1 ( 7.9l0 

I I 
FAT18UEIM£Al<HE9' I 0 0 I t 0 0 I 0 2 

0 .ox, ( 1.0;0 I t S.31.1 I 0.01. I ( o.or., I , 0.01.J ( 5.37.I 
I I 

HEADACHE I 1 1 I • 0 0 f· 0 2 
2.6Y.t ( 2.61.1 I I 0. t1. I I o.o:o I 1.0,0 I 1 o.ox, . ( S.31.1 

I I 
DIG£STIVE SYSTE" I l 0 I 1 0 1 I l 2 

2 .6Y.I ( O.OY.1 I f Z,6Y.I f O.OY.J I 2.67.J I I 2,67.J ' · 5.3%) 
I I 

DIARRHEA I l 0 I l D 0 I 0 l 
2 .6Y.I I a.or., I , 2 .61. I ( o. 01. 1 l I o.or.1 I t 0.01.J I 2.67.1 

I I I 
NAUSEA I 0 0 I • D I l I 1 1 

( 0.01.) ( 0.01., I r ,.,r., ( 0.01.1 I I 2.61.J I I 2.6i0 I 2,67.1 
0 
0 ..., 
'-" ..., 
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PUlENT CLASS: DIALYSIS PATIENTS 

Table 2 (cont.) 

PATIENT CDUtT CLINICAL COtff'UlNTS 
RECDfl8INANT ffEPATI~IS 8 VACCINE 

• TOTAL YACCJNEES ( 39 PATIENTS) - DOSE 1 • 

•---------------------------------------------------------------------------• • OATS POST VACCINATION • NUt113tR 

CLINICAL •----------------------------------------------------------------------------• WITH 
Cot1PLAINTS I O • 1 I 2 • 3 • • • 5 • •cot1PLAINTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••• .. l••••••••••••••••••••••••••••••••••••••••••••••••••••••I•••••••••• 
I 

YONJTINI: • 0 • 0 0 0 1 1 • 1 
o.o:o I , o.o;o , o.o:o , e.o:o , 2.6:0 1 t.t.:1.> I 1 2.1,:1.1 

I I 
NERVOUS SYSTEPI I 1 • Cl O O O t I 1 

2,67.J I l o.o,o c o.o:o c o.o:o I 0.0:1.J c 0.0:1., I c 2.61.I 
I I 

YERTIGOIOIZZlNESS I 1 I O O O O t I l 
2.6:'.) I ( 0.0Y.) I o.o:o C o.o:o f O.OY.J ( o.o:o I f 2.6Y.I 

I • 
PSYCHIATRJC/8EHAVIORAL • 1 I O O O O I I 1 

2,6'0 I C O.OY.I ( o.o;o ( 0.01.I ( o.o:io ( 0.0;1.t f ( t.6:!I 
I I 

INSOttflAIDJST\JRBED SLEEP I 1 I O O O O I • l 
I I !.6l0 I I O.OlO I 1.0:0 I I e.o:t.t • I o.oY.> f 0.0:!J I I !.6:1.I 

-----------------------------------1----------•----------•----------l----------l----------l----------l----------•-----------
PtRsONS MITH CfflPLAIMTs I " I " I s I 2 I 1 I 1 I I 11 

I 1 10.sY.1 I c 10.s:o I c n.2;0 I I 5.37.1 I I 2.6:1.) • c 2.,:0 I I c 28.9:1.I 

-----------------------------------l----------l----------l----------l----------l----------1----------1----------1-----------
PtRSOHS NITII HO CDHPUINTS I 34 I 34 I 33 I 36 • 37 I 37 I I 27 

I I 89.57.> I c 69.s:o I I 86.8:0 I f 94.77.1 I c 97.47.) • f 97.4:o I I f 11.1:1., 

-----------------------------------1----------•----------•----------•----------t----------1--·-------1----------1-----------
PERsONS MITH NO DATA I e • o I o I o f o I o I I o 

• , o.o:o I , o.o:o I I o.or., • , o.o,o f , 0.0:1., I , 0.0:1., • • 1 o.ox, 

0 
0 .... 
U'I 
OJ 



STUD Y I 0816 
TREATNENT 
LOT HUt'IIER I Cit<+" 
DOS£ I 20 t1CG 
PATIENT etas, : DIALYSIS PATIENTS 

Table 2 (cont.) 

PI TJEHT COUNT CLJHICI L COffl'LAINTS 
RECOt1BIHAHT HEPATI~lS 8 VACCIHE 

I TOTAL VACCINE ES I 3._ PATIENTS I - DOSE ! I 
1---------------------------------------------------------------------------I I oa,s POST VACCIHATIOH I HUl1BER 

CLIHICAL 1----------------------------------------------------------------------------I Mint 
COtff'LA IHTS • D • l J 2 I 3 • 4 • 5 • lt0!1PLAINT5 ................................... , .......... , .......... , .......... , ...................... , .......... , .......•..•.......... 

-----------------------------------t----------1----------1----------1----------1----------1----------1----------1--- . ______ _ 
SYSTEHIC I O I O I O I O I 1 I O I • 1 

I I D.OY.I I I O.OY.I I I O.DY.I I I O.OY.I I I 2.9i0 • I O.OY. I I • C 2 . 97. 1 

----------·--------------------------------------------------------1 I I • I I 
ffl!OLE BOUY/GENER AL I O I O I D I D I 1 I D I I 1 ,.ox, I I O.OX J • I o.o;o I I D.07.J I I Z.9Y.J • I D. OiO • I I . z .9;0 

I • 1 I I I I 
fATI&UE/NlAKNESS • o I o I D I o I 1 I o I I 1 

I ( O.D?. J • ( 0.07.J I I O.D?.I I I O.DX J I I Z.9i0 I I 0,07. I I I I t .97. J 

-----------------------------------1----------I---------- I----------I----------I----------I---------- I----------I-----------
PERSOHS MITM COHPLAINTS I I I I I O I D I. 1 • O • I l 

I I o.ox, I ( O.OY. J I C O.OlO I ( 0.07.J I I 2.9l0 I I O. OY. I • I C 2.9Y. J 

-----------------------------------•----------1----------1----------1----------1----------1----------1----------1-----------
PERSONS MITH HO CONPLAIHTS I :,, I 3• I 34 I 34 I 33 I 34 I I 33 

I UOD.OY.I I U OO.O?. J I ClOO.OY.I I U00.07.I I C 97. 17.l I ClOD . OiO • I I 97 . lY. J 

-----------------------------------1---------- l----------l----------l----------l----------•---------- I---------- I-----------
PERSOHS MITH HO DATA I O I I I O I O I O I O I • O 

I t D.07.J I t 0.07. J • C O.Cl?.I I C 0 .07.J • C 0 .0?.I • I o.o:o I I I O. OY. I 

0 
0 ..... 
v1 

"' 



STUDY 
TREATI'IEHT 

I 0816 

LOT NIHIER 
DOSE I 

PATIENT CUSS: 

cM.-6 
20 11CG 
DIALYSIS PATIENTS 

Table 2 (cont.) 

PATIENT COlHT CLINICAL CONPLAINTS 
RECOtlBINANT HEPATITIS 8 VACCINE 

• TOTAL VACCINE£! { 32 PATIENTS J - DOSE J • 

•----------------------------------------------------------------------------• I • DAYS POST VACCIHATIClN I NUl18ER 
CLINICAL •----------------------------------------------------------------------------1 NITH 
COHPLAINTS • e I 1 • 2 • J • It • 5 • •cottPLAINfS 

•••••• .. •••••••••••••••••••••••••••••••••••••••••••'"'••'"' l••••••••••••••••••••• ••••••••••• ••••-•••••••••••••-••••u•••••~• 
-----------------------------------1---------l----------l----------l----------t----------l----------l----------•-----------
srsnHIC • 1 I Z I J • J • 1 I J I I 4 

I ( 1.1;0 I ( 6.3'0 I I 9.4:t.l • ( 9.4Y.l I ( 3.1;0 I I 9.ltY.l I . • I U.SY.I 

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

&MOLE BOOY/t:EHERAL I 0 1 1 1 0 0 l 
O.OY.l ( J.llO I J.UO ( J.1)0 I o.o,:, ( 0.0)() ( 1.1;0 

9EH9ATIOtf OF MARlflM, GENERAL I 0 1 1 1 • 0 l 
o.o,o I 3.UO ( 3 .1?.J ( J.UO ' o.o:o ' o.o:o I J.UO 

INFECTIOUS SYNIIROttES I 0 0 0 0 0 1 1 
o.o;o ( ,.o;o ( o.ox, ( O.OY.l ( 0.0)0 ( 3.1)(1 ( J.lY.l 

JNf'LUENZA, HOS I 0 0 0 0 0 l l 
O.O)(J I O.OY.l ( O. OY.I ' o. 07.J ' O.OY.I ( 3.1)(1 ' J.UO 

RESPIRATORY I 1 1 1 I 1 ! t 
J.1?.I ( J.lY.l ' J.lY.J ( 3,UO ( 3.lY.J ( 6.J:O ' 6.3?.l 

UPPER RESPIRATORY IHl'fCT., NOS I l 1 1 l 1 1 l 
3.un ' 3.1?.l ( 3.17.J ' 3,1)0 ' 3,UO ( 3.1?.l ( · ,.1;0 

IIROHCHlTIS, NOS I 0 a 0 0 a 1 l 
o.or., ( O.OY. I ( a.or., ( o. o:r., ( 0,0)0 ' J.1?. I I J. l?. l 

NERVOUS STSTffl I 0 0 1 l 0 0 l 
o.o;o ( 0.0Y.I I J.lXJ I J .1?. I I 0.0Y.J ' 0.0iO ( J.1:0 

TRENOR I D I o I l I 1 I o I o I I l 
I C O.OY.l • C o.OY.I I ( J.UO I I J.lY.I I ( 0.O)O I ( a.or., I I ' . J.lY.J 

-----------------------------------•----------•----------l----------l----------l----------l----------t---------- l-----------
PtRSOl5 WITH COffl'LAINTS I 1 I Z • 3 • J I l I J • I 4 

I t :s.uo I c 6.liO I I •.4?.I I t 9 . 4?.J I c 3.1:0 • I 9.4;0 I I I 12.57.l 

-----------------------------------1----------l----------l----------•----------t----------l---------- l----------l-----------
PERSOHS MITH HO COHPUINT9 I 31 I 30 I t9 I t9 I 31 I l!9 I I 28 

I t "6.97.1 I I 93.8Y.I I t 90.6XI I I 90.6Y.J I l '6.97.1 I f 90.6Y.I I I t 87.SY.l 0 
0 
-4 
0-
0 



STUDY t oa1, 
TREAfflENT t 
LOT t«Jl18ER t Ck4,6 
DOSE I 20 HCG 
PATIENT CLASS• DIALYSIS PATIENTS 

Table 2 (cont.) 

PAT[ENT COUNT CltNICAl CottPLAINTS 
REC011BINANT HEPATl~IS 8 VACCINE 

I TOTAL VACCINE ES I 32 PATIENTS I • DOSE 3 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I llUl1BER 

CllHtCAl l----------------------------------------------------------------------------1 WITH 
COt1PLAIHTS I O I 1 I t I J I 4 I 5 I ICDt1PLAIHT9 

•••••••••••••••••••• .. '"'•••••••••••l•• .. ••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS Willi HO DATA I O I O I O I O I O I O I I 0 

I C ,.oY.J I C 0.0)0 I I O.0Y.I I I o.or., I I O.0iO I I o.o;o I I I o.o;o 

0 
0 
~ 
0--



!ITU!IY I 0916 
TR£lTt1ENT 
LOT Hllt18tR I CK733 
DOSE I Zt HC6 
PATIENT CLASS: DIALYSIS PATIENTS 

Table 2 (cont.) 

PATIENT COUNT CLlHICl l COl1PlAJNT!I 
RECOl18IHAHT HEPATIT,s 8 VACCINE 

I TOTAL VACCIHEt:, ( 1 PATIENTS) - OO!IE 3 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I Hlltf9ER 

CLINICAL 1---------------------------------------------------------------------------- I WITH 
Cot1PlAINTS I O • 1 I Z I J I ~ I 5 I IC011PlAIHT!I 

••••••••••••••••••••••••••••••••••• ••••••••••• l•••••--••• l•••••••••• l•••••••••• l••••••••••l•••••••••• l•••••••••• I••~••••••• 
----------------------------------- l----------l----------l---------- •----------1----------I----------I----------I-----------
P£R!IOHS 111TH COHPUIHTS I O I O I O I t I D I O I I 0 

• c 0.01.t I t 0.01.1 I I o.or.1 I I o.ox, I I a.ox, I c a.ox, I I I o.ox , 
-----------------------------------1----------I----------I----------I----------I---------- I----------I----------I-----------
PERSOHS WITH HO C011PUIHTS I l I 1 I 1 I 1 I l I l I I l 

I 1100.oxt I uoo.o,o I 1100.o;eJ I uoo.or., I ·uoo.oz1 I 1100.or.1 I I 1100.or.1 
-----------------------------------1----------•----------I---------- I----------I----------I---------- I----------I----· ------
PERSONS MITH t10 DATA I O I O I D I O I O I o I I D 

I ( o.o:o I ( O.OiO I I O.OiO I ( O,OY. ) I ( O.Ol'!I I ( D.OY.) I I ( O.D?.) 

0 
0 

"" Cl" 
N 



SlUl>Y 
fflEAmENT 
LOT NlHIER 
DOS£ 

t 0816 

CK4c\6 
20 HCG 

Table 3 

PATIENT COUNT NAXIt1Ulf TElfllERATUlfES 
RECOttBINANT HEPl TIT~S 8 VACCINE 

PATIENT CLASS: DIALYSIS PATIENTS 

I TOTAL VACCIHtES C 39 PATIENTS) - DOSE 1 I 
l-------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUHBER 

HAX TEtfl'ERAT\JRE l----------------------------------------- ·---------------------------------------------1 MITH IDEGF,ORlll I O I 1 f Z f 3 I 4 f J I f l11A><TEHP ........................ , .......... , .......... , ..........•.......... , ..................... , .......... , ..........•.......... 
HOIU'1U I 11 I 11 I 11 I 11 I 11 I 11 I I 11 

n.77.1 I c n.n , I, n.r1.1 I , n.11.1 I c n.4 7. 1 I c M.47.I I I c 29 .no 
I I I I I I I 

< 99 I 14 I 18 I 19 I 18 I 16 I 16 • I 8 
37.87.1 I c 48.67.J I c !Jl.41.J I I 48.6l0 I I 45.77.1 I I so.o,o I I C 21 ,67.I 

I I I I I I I 
99 • 99. 9 I u I 1 I 1 I 7 I 7 I 4 I I 16 

31!.4Y.) I I 18.97. ) I C 18.9"1.I I C 18.9%) I I H,07.1 I C 12.57. 1 f I f 43.2:'.I 

100 - 100 . 9 I o I 1 I o I 1 I 1 I 1 I I z 
I I ,.01.1 I I t.n , I C 0.01. ) • C t.TI.) I C t.,:o I I 'J.UO I I ( 5 . 47.J 

-------------------- ----1----------1----------1----------1----------1----------1---------1---------------------1-----------
Tl'.HPERAT\JRE TAKEN I J7 I 37 I 37 I 37 I 35 I 32 I I 37 

I I 94.9:r.l I I 94.9:r. l I C '4 . 91.) I C 94.9:'.I I I 89.7l0 I I 82,UO f I I 94.9:0 

------------------------l----------l---------l---------- l---------- t---------- l--------- l---------------------l-----------nttP£RATURE NOT TAKEN I Z I t I t I t I 4 I 7 I I 2 
I C 5,11.1 I I 5 ,11.J I I 5 , 17.1 I c 5,liO I C 10.37.1 I I 17,9;0 • I I 5.uo 

~ 
0 

"" O-
u,! 



ST\JUY 
TRIEATHENT 

I 0(116 

CK4"6 
20 NC& 

Table 3 (cont.) 

PATIENT COUNT NAXI,_.., TENPEIIATURES 
RECOtlBINANT HEPATI T1S B VACCINE 

LOT NlfflEII 
DOSE I 

PATIENT CLASS: DIALYSIS PATIEffTS 

I TOTAL VACCIHEES C 34 PATIENTS! - DOSE 2 • 

1------· -------------------------------------------------------------------------------- • I DAY! POST VACCINATION • MltfflEA 

HAX TEHPERA~ ! 1-------------------------------------------------------•-------------------------------• WITH 
C DEG F, ORAL I I O I 1 • I! I 3 I 4 • S • I • tfA)( TEMP ........................ , .......... , ..................... , .......... , ................................ , .......... , ......... . 

I I I I I .1 I • 
HOAHAL I 15 I 15 I 15 I 15 I 1S I 15 I • 15 

I f 46.97.1 I C 45.SiU I C 44.UO I C 45.s;o I I 45.SY.I I f 46 . 9)0 I I I 44.lY.I 
I I • I I I I I 

< 99 I 11 I 15 • 16 • 16 I n • 16 I I 10 
I f 34 . ltlO I I lt5.51.I • C lt7,ll0 I I 49.51.1 I c 39,ltY.1 • , so.ox, I I t 29. 4Y.J 
I I I I I I I I 

'9 - 99.? I 6 I :, I 3 I 2 I s I 1 I • 9 
I l lll.8Y.I I C 9.UO I C e.e,n I I 6 . UO I ( 15.27.1 I ( 3.UO I I C 26.SY.J 

------------------------l----------l----------l---------- l----------l----------l---------1---------------------1-----------
TEHPEIIATUIIE TAKEH I 32 I JJ I J4 I 3J I JJ I 3t I I 34 

I 1 ?4.UI I c ,1.i:o I 1100.01.1 I c ,1.11.1 I c n.11.1 I c 9't.Uo I I 1100.0;,.1 

------------------------l----------l----------l---------- l----------l---------- l----------1---------------------1-----------
TEtff'EIIAT\JAE NDT TAl<EH I I! I 1 I O I l I 1 • 2 I I 0 

I I 5.9,o I I 1! .W.I I C O.OY.I I I 2.9l0 I I 2.91.1 I l 5.97.1 I I l O. OY.l 

0 
0 ..., 
O' 
.t;: 



STUDY I 0816 
TREATl1£NT I 
LOT talt1BER I CK446 
DOSE I to ttCG 

Table 3 (cent.) 

PATIENT COUNT NlXIHU1 TENPERATUSIE9 
RECDttBINlNT HEPATITIS 8 VACCINE 

PATIENT CLASS• DIALYSIS PATIENTS 

-----------------------------------------------------------------------------------·----------------------------------------I TOTAL YACCIHEES C 32 PATIEHTS) - DOSE 3 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATIOH I ffllt18ER 

NAX TfNPERATURE 1---------------------------------------------------------------------------------------l MITH 
(DEG F, lmAU I O I l I t I J I 4 I 5 I I I NAX TEHP ......................................................... , .......... , .....•....•.......•..•..........•.......... , ......... . 

HORttAl I 15 I l!J I 15 I 15 I 14 I 14 • I · 14 
so.ox, I c 4&.47.J I c so.o,o I 1 50.o;o I c 45.t?.) I c 46,r✓., I I c tt5.27.I 

I I I I I I I 
< 99 • 11 • 14 • 11 I 12 I lJ I lJ • I 7 

C 36,TY.I IC 45.21.) IC 36,7)0 IC 40,0::0 IC •U.97.) If 4J.J7.I. I I 22,67.) 
I I I I I I I 

99 - 99.9 I J I 2 I J I t I 3 I 2 I I 7 
I 10,0Y.) I C 6.57.t I c 10,07.) I c 6.77.) I I 9. 77.t I t ,.no I I I 22.6:0 

I I I I I I I 
100 - 100.9 • l I 0 I l I 0 I l I 0 I I 1 

3,:,;,!) I I 0,0iO I I 3, 37. I I I o.o:o I c J.27.1 I I o.o:r., I I I J.27.1 

101 - 101.9 I o • o • t I l I o I l I I 2 
I I o.o,o I C 0,07.) I f 0.07.J I C J,J7.J I C 0,07.J I C J.J7.J I I I 6.57.I 

------------ .-----------1----------l----------l----------l----------l----------l----------1---------------------1-----------TENPERATURE TAAEH • 30 I Jl I JO I JO I 31 I 30 I I Jl 
I c 93,&;() I c '6.910 I I 93.er.J I C 93,e;o I I .96.97.J • I 93.&:'.J I I t 96,97.J 

------------------------l----------•----------l----------l----------l---------1----------1---------------------l-----------TENPERArulE HOT TAKEH I 2 I l I 2 I 2 I l I 2 I • l 
• c 6.37.J I c J.17.J I I 6,3%) I C 6,J:'.J I C J,lY.J I C 6.JY.t I I I J.17.I 

0 
Q ..... 
0-
111 



STUDY 
TREAT11£HT 
lOT HUM8ER 
DOSE 

t 0816 

CK7JJ 
:to tte& 

Table 3 (cont.) 

PATIENT COUNT Hl XI~ TElff'ERl l\JlES 
REC0119I NAlfT HEPATITlS IS YAttitlE 

PATUHT CU !l!St DillYSIS PATIENTS 

I TOTAl YACCIHUS I 1 PATIENTS I - 005£ 3 • 

1------------------·---·-------··---·---·------·---·----------··-····-----··-·-·-··---·-1 I DAYS POST VACCINATION I tltJH8ER 
HlX TEHPERAT\JIIE 1---------·-·-•--------·--------•-·-··-·----••-----•·•-·----·---·---•----·-·---------···1 WITH 

tOEG f, ORAll I O I 1 I Z I 3 I It • 5 I • • HA>< TEMP 
········ ················•·········· · · ......... . .......... , •••••••••• • •••••••••• • •• lflf •••••• • •••••••••• • •••••••••• ••••••••••• 

I I I I I I I I 
HORHAl • 1 I 1 I 1 I l I 1 I 1 I I 1 

• u oo .o,o I u oo.o,o • noo.o:o I 1100.oY.1 • uoo.ox1 I uoo.o:o I I noo .o;o 
------·-----------------•----------l------·-·1·-·-·-----1·-···---·-•·-··----·-1----·----1---------------------1--- . ______ _ 
TEHPERATURE TAKEN I 1 I 1 I 1 • 1 • 1 I 1 I I 1 

I noo .01.1 • u oo.or-1 I u oo.o;o • 1100. 07.1 I uoo.o?-1 • noo.o:o • • 1100.0:0 
------------------------1----------l----------l---------- l-------·--1------···-•-··-·---·-1---·---··--··-·------l-·-----·-·-
TEHPEAAnmE NOT TAKEN I o I o I o I o I o I o I I 11 

I ( o.o;o I ( o.o:o I C o.o::o I t O. Oi'.I I C , .o;o I t 11.117.1 I I ( Cl .Iii'.) 

0 
0 .... 
0-
0-



SlUJY 
TREAfflENT 
LOT t-MfflER 
DOSE 

0816 

I CK446 
40 ttCG 

PATIENT CUSS: DIALYSIS PATIENTS 

Table 4 

PATIENT COUNT ClINICAL Cot'IPLAINTS 
RECotl'IIHANT HEPATITIS 8 VACCINE 

I TOTAL VACCIHEES I 36 PATIENTS) - DOSE 1 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUHBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
C0t1PLAIHTS I O I 1 I 2 I J I 4 I 5 f lt0t1PLAINTS 

••••••••••••••••••••••••••••••••""•1••••••••••1••••••••••1••••••••••1••••••••••·1••••••••••1••••••••••1••••••••••1•••••••••• 
I I I I I I I I 

REACTION, LOCAL !INJECT. SITE) I l I 1 I 1 I O I o I o I I 4 
I C a . J )O I C 2.a:o I l 2.e:o I I 0.0)0 I I o.o:o I C o.o:o I I I 11.1)0 

-----------------------------------l----------l----------l----------l----------l----------1----------1----------1-----------
SORENESs I z I 1 I 1 I o I o I o I I 3 

I l 5.6)0 I C Z. 87.) I I 2.87.1 I I 0.07.) I I o.o;o I C o.o:o I I I 8 . 37.I 
I I I I I I I I 

STIFFNESS/TIGHlllESS I 1 I O I O I O I O I O I I 1 
I , z.81., I 1 0 . 07.1 I c 0.07.1 I 1 0.07.1 I c 0,07.1 I c o.o:o I I c 2.ex, 
I I I I I I I I 

ECCHfflOSIS I l I D I o I O I o I o I I 1 
I C Z. 8Y.J I C 0.1:0 I C D.0Y.) I I 0,07.J I l o.o:o I C 0,07. ) I I l z.e:o 

---------------------------------1----------1----------l----------l----------t----------l----------l----------l---· -------svsnt11c I z I s I s I I! I 4 I z I I e 
I C 5.67.J I C e.J7.I I I ll. 97.1 I I 5,67.1 I C 11.uo I I 5.67.) I I I 22.t:o 

----------------------------------------------------------------------------------------------------------------------------I 
tlltOLE BOOT/GENERAL I z I z 3 I! 3 l 6 

5.6Y.J I c 5,6Y.) C 0.37.I I 5.6?. ) I 8.37.1 1 Z.87.1 I 16. T/.1 
I 

SENSATIOtl 01' WARmH, SENERAl I 1 I l 1 I 0 0 1 
Z.87.J I I Z.87.) C t.87.1 I 0.07.) I 0.17.) I o.o;o I Z.87.1 

I 
FATI&UEINEAKNESS I l I l 1 1 t I 3 

1 z.8,n I c 2.87.1 ( 2.87.1 I Z.87.) I 5 . 67.) C 0.07.) 1 8.J;O 

tlALAISE I D 0 1 0 0 0 1 
I c 0.07.J C 0.07.I l 2,87.1 I 0.0?.J ( o.o;o ( o.o;o ( f.8:0 
I 

HEADACHE I 1 z 1 1 1 0 2 
I c t.87.) ( 9.6:0 ( t . OiO I Z. 87.J I z.e:o C o.o:o l . 5.67.) 
I 

lIGffllfEADED I 0 D 1 0 0 0 1 

I ' 
o. 07.) C •• 07., l z.er.1 I 0.07.1 I 0.07.I I a.o:o I l!.8i0 

I 
ILLNESS, HOS I 0 0 a a a 1 1 

D.0Y.I l o. o::o I 0.0Y.I I O.OY.) I 0.07.I ( 2.87.1 I l!.87.I :;, 
0 ... 
a-... 
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TR U mrnT 

: 0816 

LOT NUMBER 
DO!lf 
PATil!HT CLASS: 

CLINICAL 
COMPL&IHTS 

CM46 
'10 t1C8 
DIALYSIS PATI[NTS 

Table 4 (cont.) 

PATIENT COUNT CLINICAL C011PLAIHTS 
RECot18JNAHT MEPATI11S B VACCINE 

I TOTAL VACCINE ES ( 36 PATIENTS I - DOSE 1 I 
l----------------------------------------------------------------------------1 I OATS l'OST VACCINATION I NU18ER 
1---------------------------------------------------------------------------I MITff 
I o I 1 I t I 3 I " I 5 I ICot1PLA1NTS 

tttt••••••••••••••••••--•••••••••••••I•••••••••• ••••••••••••••••••NW•••••••••••••••••••••••••••••• ••••••u•••lo~•••••••• 
I 

RESPIRATORY I 0 1 l • 0 0 1 

I ' 
o.o::o ( t.87. 1 ( t. 87. 1 ( 0. 07. J ( a.o::o I o.o:o I 2,8i0 

I 
PNARTNGITIS I SORE THROAT I I 0 1 l a 0 a 1 

o.or. , ( t.8)0 I t . 87. 1 ( 0.07.I ( 0. 07. l I o . o::o I Z.8i0 

11USCULOSKl:ltTAl I 0 0 0 0 1 1 z 
O.OlO ( 0.07.I C 0.07. 1 ( 0 . 07.J ( .2.er.1 I 2.e::o I 5.&)0 

tfUSCLf CRAffl>S I 0 0 D • 1 0 1 
( o.o,o ( o.o::o ( 0.0)0 ( o.o:o ( t.8Y.I I D, 07.I C 2.e::o 

ARM PAIN I 0 0 0 0 0 l 1 
o .or. , I o.or., C 0 .07.1 ( • . or., ( 0 . 0)0 I e.e::o ( z.e;o 

DIGESTIVE STSTE" . I 0 0 l 0 1 l 2 
O.OY.I ( O.OY. ) I t .e,o ( o.or., ( t.8)0 I f.8)0 I s . ,r. , 

tfAUSEA I 0 0 D D 1 0 l 
0.0)0 ( o.o:o I O. DY. ) ( o.o:o ( t.e;o I O. 07.l I t.er. , 

VOHITIH6 I 0 0 0 D 0 1 1 
o.o:o ( O.OY.) I 0 .07. J ( 0 .07.) ( 0.07.I I z.e?.1 I Z.87.l 

APP£TITIE INCl'U SED I o I O I 1 I O I o I O I I 1 
_ I , o.o:o I , o.o:o I c z.e;o I , o.or., I t 0.0?.1 I 1 0.01.1 I I I t.e1., 

-----------------------------------1----------1----------1----------1----------l---------1----------I----------I-. ---------
PEllSOtlS NITH toffl'LAINTS I 5 I 4 I 6 I t I tt I 2 I I 9 

I I u.,1.1 I « 11.17.J I 1 16.7:Y.J I I s.,:o I 1 11.17.1 I 1 !1.6?.l I I 1 2s.o::o 

-----------------------------------t----------l----------1----------1----------1----------I----------I----------I--. --------PERSON5 NITM NO COMPUIHTS I 31 I 32 I lO I 34' I 3Z I lit I I 27 
I I 86.11.1 I ( ee.,r., I ( 83. 37.J I I 9",4'7.J I I e&.97.1 I C 9•L 't?.I I I I 75.0)0 

-----------------------------------1-- .-------l----------l----------l----------l----------1----------1----------1-----------
PER,otis WITH NO DATA I O I o I O I o I o I O I I o 

I « o. 01.1 I « o. 07. J I t o. 07. 1 I l o. or. J I « • • ox I I l o. 117.1 I I I o. or. J 
0 
=> 

'"' O' 
(JI 
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PATIENT CLASS: DIALYSIS PATI ENTS 

Table 4 ( cont. ) 

PATIENT COUNT CLINICAL Cotff'LAINTS 
RECOM81HANT HEPATITIS 8 VACCINE 

• TOtAL VACCINEH I 3r. PATJENT!I J - DOSE 2 I 
•----------------------------------------------------------------------------• • DAYS POST VACCINATION • ~ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
Cot1Pl.AINTS I O • l I 2 ' I l • 4 • 5 I IC011PLAINTS 

••••••1t11•••••••••••••••1t11••••••• .. ••••••••••••l•••••••••• •••••••••••••••••••••••••••••••••••••••-••••••••••••••I•••••••••• 
I • I I • I • I 

REACTION, LOCAL UHJECT, SITEI . • l • 1 • l • l I 1 • l I I 1 
• C 1!,9l0 • I Z , 97. J I t Z,97.J I I Z,91.J • C 2,9;0 • C Z.9:0 • I I 2.Cl7. I 

-----------------------------------•----------•----------•----------•----------•----------• ---------- •----------•-----------ECCHlt1051S • 1 • 1 • 1 • 1 • 1 • 1 • • l 
• C 2. 91.1 • C Z. 9Y. I • I Z. 9Y. I • ( ! . 9l0 • C 2. 97. I • C 2. 9l0 • • C 2. 9Y. J 

----------------------------------•----------•----------1----------•----------•----------•---------- •----------•-----------PERSOHS NITH CONPLAINT5 I 1 I l I 1 • 1 I 1 • 1 • • l 
• C 2 .9'0 • C Z,9Y. I • I !.9l0 • I Z,9i0 • C 2,91.1 • I Z,91.1 • • I 2.9Y. J 

-----------------------------------•----------•----------1---------- •----------•----------•---------- •----------•-----------PERSOHS NI1" HO Cot11'LAUfTS I 33 • 33 • 33 I 33 I 33 • 33 • I 3l . 
• C 97.llO • I 97.lY.I I I 97,lY.J I I 97.llO I I 97.11.J I C 97.U!I I • C 97.llO 

-----------------------------------•----------•----------•----------1----------•----------l---------- •----------I--- ·-------
PERSONS NITH NO DATA • 0 I O I O I O I O • 0 I • 0 

• C a.OT.I I C 0.0Y.I • C o . or.1 • I o.a:<J I I 0.0)0 • C 0.07.1 • I C o. o;o 

0 
0 ...., 
0-
,0 
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Ck4U 
U ttCG 
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Table 4 (cant.) 

PATIENT COUNT CLINICAL COttPLAINTS 
RECOMBINANT ffEPATir1s 8 VACCINE 

I TOTAL VACCINEES f 24 PATIENT!! I - IIOSE 3 I 

l----------------------------------------------------------------------------1 • DAY!I POST Vl CCINATIOtf I I-AJH8EI! 
CLINICAL 1--------------------------------------- --- ----------------------------------I WITH 
COt1PLAINT!I I O • 1 I 2 I l • 4 I 5 I ICONPLU NT!I ................................... , ..........•..........•.........• , .......... , .......... •.......... , ..........•.......... 

-----------------------------------l----------•----------l----------l---------- l----------l---------- •----------l-----------s,snt11c • 1 • I I 1 • 0 I O I II I • 2 
I f 4. 27. 1 • f 11.07.1 I f 4 .27.1 • f 11.07.1 I I 11.07.I I I 11.0:0 I I f 8 .3?.I 

----------------------------------1 I I 
llffOU BOOY/GENERAl I 1 I D I O I o I O I O I I l 

4.27. 1 • l o.o:o • I t .07.1 • c o.o,o I I 0.11:0 I f o.o:o I I t 4 .2:0 

• I • I I I • 
HE ADACHE I 1 I o I o I D I o • o I I 1 

4.2:0 I f 0.07.J I C 0 .07.I I ( o.o;o I I 0 .07.1 I I o.a:o I I I 4 .2'!1 
I I I I I I I 

NUSCULOSl(El£TAL I O I O I 1 I O I O I O I I l 
o.07. J I I 0 .07.1 I I 4. 27.1 I I o.o:o I I o . o;o I I o . o:o I I 1 1t.2z1 

I I I I I I I 
HAND CRAHP!I I O I t I 1 I O I o I o I I l 

. • f O.OXJ I I O.liO I I 4 .2:0 I f 0.07.J I I o.o:o I I o .o::o I I f 4.21!1 
-----------------------------------1---------- I----------I----------I----------I----------I---------- I---------- I--. --------
PERSONS MITH COHPLAINT!I I 1 I D I l I o • o I O I I 2 

I I lt.2'0 I f a.oio I I 4 .2:0 I ( O.OlO I I a.o;o I I 0.07.I I I I 8 .3?.I 
-----------------------------------1---------- l----------•----------I--------- .1----------1----------1----------1-----------
PER!IOHS MITH NO CottPLAINTS I 23 I 24 I 23 I 24 I 2lt I Zit I I 22 

. I, -,s.ex, I noo.ox, I 1 ,s.s?.1 I u oo.o?. 1 I 1100.0?.1 I 1100.a,o I I, ,1.7x1 
-----------------------------------•---------- l----------l----------1----------1----------1---------- I----------I-----------
PERSOHS Willi NO DATA I O I O I O I O • 0 I O I I 0 

I I 0.0?. J I I 0.0?.I I ( 0.0)0 I I 0.07. 1 I I 0.0?.I I f 0.0)0 I I I , .ax, 

0 
0 .... ..... 
0 



SfUDY 
TRU 'ffltNT 
LOT NUl18Eff 
DOSE 

I 01116 

PUIENT CLASS• 

CK733 
ltO l1CG 
DIALYSIS PATIENTS 

Table 4 (cont.) 

PATIENT COUNT CLINICAL CottPLAINTS 
RECOHBINAHT HEPATI~IS 8 VACCINE 

I TOTAL VACCINEE!I C 1 PATIENTS I - DOSE 3 • 

•---------------------------------------------------------------------------- • I DAYS POST VACCINATION • NUt18£R 
CLINICAL •-------------------------- ----------------------------------- --------------· • WI TH 
cONPu tms I • I 1 I 2 I 1 I " I s I •cot1PU 1Nrs 

n•••••••••••••••••••••••••••••••••••••••••••• l•••••••••• l•••••••••• l•••••••••••••••••••••••••••••••••••••••••••••R•••••••• 
-----------------------------------•----------t----------1----------1----------•----------•----------•---------- •-----------PERSONS MITH COffl'lAINTS I O I O I O I O • e • 0 I I I 

I , o.ox, • c o. a:'-l I c o.ox, I c o.o;o I c o.o,o I c o.oz , I I c o.oz, 
-----------------------------------•----------•----------1----------1----------•----------•---------- •---------- •-----------
PERSOHS MITH HO COMPUI HTS • 1 • 1 I 1 I 1 I 1 • 1 I • 1 

I n oo.o:e, • uoo.o;o I uoo.o:o I 1100.ou I n oo.o;o • 1100.oz, • I noo .oz 1 
-----------------------------------•----------l----------1----------1----------1----------I---------- I---------- I-----------
PERSOHS NITH NO DATA • 0 • 0 I t I O I O I O • I a I C o.o:e, I ( 0.0?.I I ( 0.07.I I C 0.0)0 • ( e.0Y-1 I ( 11 .0Z I I I f 0.0ZI 

0 
0 ...., ...., .... 



STIJDY : 0816 
TirEAfflEtff : 
LOT NUl'8ER I ctc•46 
DOSE I 40 NC& 

Table 5 

PATIENT COUNT IUXIttJt1 TEHPERlTUIIES 
REC0'1BINANT HEPATITIS 8 VACCINE 

PATIENT CUS9: DIALYSIS PATIENTS 

I TOTAL VlCCIHEES C 36 PATIENTS) - DOSE 1 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I tuteER 

"AX TENPEl!ATUl!E l---------------------------------------------------------------------------------------1 MITH 
IDEGF,ORAU ID I 1 I! I 3 I 4 I 5 I I l11AXTEl1P 

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

t«llmAL I 11 11 11 I 11 I 11 11 11 
Jl.3l0 C 32.47.J C 31.4:O I C 30.6l0 I I n.un ( 31.4i0 C 30.6?.) 

I I 
< 99 I 17 17 17 I 18 1 ti Ill 12 

SI.SY.I C so.ox, C 48.67.J I I SD.DY.I I C 61.o:o C Sl.4Y.I C 33.3:0 
1 I 

99 - 99.9 I 4 4 s I 6 I 1 s 9 
12.lY.J C 11.8Y.J C 14.]Y.J I I 16.7Y.) I C t.9Y.J I 14.3?.I I 25.0:0 

I I 
100 - 100., I 1 z t I 1 I z o 3 

3.01.I C 5.97.J C 5.T/.J I I t.8Y.I I I 5.7'n C O.OY.I I 8.3;0 
I I 

101 - 101.9 I o o o I o I o 1 l 
I c 0.010 I t o.o:o I c o.ox, I c o.o;o I c t.o:r., I c t.9Y.t I c z.9;O 

-----------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEHPERATURE TAl<EN I 33 I 34 I 35 I 36 f 35 I 35 I I 36 

I C 91. T/.) I C 94.41.J I C 97.U!t I UGO.DY.I I C 97.27.J I C 97.ZlO I I fl00.07.I 
------------------------1----------1----------I----------I----------I----------I----------I---------------------I----------- , 
TIEHPERlTUIIE HOT TAKEN I 3 I I I 1 I O I l I l I I 0 

I C 8.3)0 I C 5.6:0 I C Z.8XI I C O.OY.I I C Z.87.J I C 2.8:o I I f 0.0:I.I 

0 
0 _, ..., 
IV 
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TRUnttHT 
LOT NUt18£R! I Cl<446 
Der.IE flO 1'1CG 

Table 5 (oont . ) 

PATIENT COUNT "AXIttlJt TEl1PERATUIES 
REC0181HAHT HEPATIT_IS II VACCIHE 

PATIENT CLASS : DIALYSIS PATIENTS 

I TOTAL VACCINEES ( 3• PATIENTS ) - DOSE ! I 
1--------------------------------------------------------------------------------------- I I OATS POST VACCINATIOH I tlllt18ER 

NAX TENP£RATUIIE 1--------------------------------------------------------------------------------------- I WITH 
I DEC F, ORALI I O I 1 I ! I 3 I 4 I 5 I I I HAX TE11P 

••••••••••••••••••••••-•••••••••••••••••••••I••••••••••••••••••••!••••••--••••••••••••••••••••••••--••••••• •a•••••••• 
I I 

tdttAL I n n I 1J n I 13 ll 13 
43 . 31.I « 40.67.I I « 41.6?.I C 39.47.l I I 43. 37.1 C 41 .6%1 I 39.ftY.J 

I I 
< 99 I 10 14 I u 16 I 16 16 11 

JJ.J:X) ( 4J .8l0 I I 46.9'0 I ,e.s:o I C SJ.37.I I 50.0lO I JJ.31.1 
I I 

99 - 99.9 I • 4 I 4 4 I 1 J 11 
20.81.J I U.SlO I I 1! .57. l I 11!.1'0 I I J.37.1 C 9 .4l0 I 2ft.2l0 

I I 
100 - 100.9 I 1 l I o e I D o 1 

I C 3.31.I C J.UO I I 1. 07.l l 0.0Y.I I l 0.0Y.I C I .0lO C 3.0Y.I 

------------------------l---------- l----------l----------l----------l----------1----------1---------------------I---· -------
TEMPERATURE rAkEH I JO I 32 I 32 I 33 I JO I 32 I I · 33 

I C M.UO I l '4.llO I I '4.17.1 I I 97.lY.l I C 89.2?.I I C M.lY.l I I I 97.llO 

------------------------l----------l----------l----------l----------l----------1----------1--------------------- l-----------
n:NPERATURE NOT TAKEH I 4 I 2 I . ! I l I 4 I 2 I I 1 

I c 11 .a:x, I c s.,1.1 I I s .,:1.1 I , 2.,x1 I 1 11.e:x1 I c 1 . .-.1.1 I I c 2. ,1.1 

.:::, 
0 _., _., 
~ 



STUDY I 0916 
TREATNENT 1 

LOT MHJER t CK446 
DOSE : 40 11C6 

Table S (o:>nt.) 

PATifflT COla4T HAXI,_., Tftfl'ERAT\IRES 
RECottBINANT HEPATI~IS 9 VACCINE 

PATIENT CLASS: DIALYSIS PATIENTS 

• TOTAl. YACCINEES ( 24 PATUNTS l - DOSE l I 
•---------------------------------------------------------------------------------------• • DAYS PO!T VACCINATION • NU18ER 

f1AX lENPERAT\IRE •---------------------------------------------------------------------------------------1 WITH t DEG F • ORAL) • 0 • 1 • t I l • 4 • 5 I • I t1AX TEt1P 
.......................................................... ........... ........... ........... , ....................... Q········ 

• • • • I • • I NmlfAL • 14 I 14 I 14 I 1, • 14 • 14 I I 1, 
I t 58.lX I I t 60.97. 1 I C 60.97.1 • C 60.91.I I t 60.91.J I I 58.lY.1 I • I 511. JY.J 
I I I I I I I I 

< 99 I e I e I 7 I 6 I 7 I 9 • • s 
• I 33.J;o I I 34.e:o I I l0. 4XI I c 26.llO I C 10.,1. J I c 37.51.J I I I 20.BY. J 
I I I I I I I I 

99 - 99. 9 I 2 I 1 I 2 I l I z I 1 I I s 
I I e.1)0 I 1 4.:sx, I I e.1x1 • 1 n.o:o I I a.n, I 1 4.21.1 I • c tD.s:o 

------------------------•----------l----------•----------•----------•----------1----------1---------------------•-----------TEffl'ERATIJRE TAKEH I 24 • ZJ • U • 2l • 21 • 24 I • 24 
I 1100.01. , I I 95.BX J I I 95.8Xl • I 9s.e:o • C 95.8)0 I 1100.ox , I I U00.OY.) 

------------------------•----------•----------•----------•----------t---------- •----------1---------------------•-----------TENPERATIJRE HOT TAKEN • 0 • 1 I 1 • 1 f 1 • I • • 0 
• I 0.0)0 I C 4 .tlO I t 4 .Ui> • I 4.2?.I I C 4 .2Y. l • I O.OlO I I t t . 0Y. I 

----- ----

0 
0 

" ..., 
.c 
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Table 5 (cont. ) 

PATIENT COUNT MAXIHl.tt TEMPERATURES 
AEt018INANT H[PATIT~S B VACCINE 

DIALnJS PATIENTS 

I TOTAL VACCINEES ( 1 PATI ENTSJ - DOSE J I 
1--------------------------------------------------------------------------------------- I I DAYS POST VACCINATION • NU18ER 

NAX TEffl't'RATURE 1--------------------------------------------------------------------------------------- I WITH lOEG f, OIIALJ I O • 1 • ! I J • 4 • 5 • • I HAX TEMP ......................................................... , ..........•.......... , ..................... , .......... , .......... . 
• I I • I I • • 

< 99 • 1 I o I 1 I o I o • 1 • I o 
• (100.02 ) • ( o .o:u I ClOO.OY.I I I O.OY.I • I 0.01.I • noo.0:1.1 I • I 0 . 01.1 

I • I I • I • I 
" - 99. • I o I o • o I 1 I 1 • o • • 1 

I C 0.01. ) • C 1. 07. J I I 1 .07.I • 1100 .01.1 I 1100. I Y.) I I 0.07.1 I I 1100.0Y. J 

------------------------l---------l----------1----------l----------l----------1----------1---------------------•-----------
TEHPEIIATVRE TAKEN I 1 • 0 • 1 I J I 1 I 1 I I 1 

• uoo.01.1 I c 1 .01.1 • u oo.01.J I 1100.01.1 • uoo.01., I noo.01.1 • I 1100.01., 

------------------------•---------- •----------•----------l----------l----------l----------1---------------------1-----------TEHPERAT\IRE NOT TAKEN I D I l • 0 • 0 • 0 • 0 • • D 
I C o.o;,., I Cl00.07. ) • C I .DY.I • I 11. 0Y.I • I 0 .07.l • I O.OY.I I • I O.OY.l 

0 
0 ..... ..., 
1./'1 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

-~c~DAAY 
INVESTIGATOR: 

STUDY LOCATION: 

24751/00871/l 
1/19/86 

Yeast Recombinant Hepatitis 8 Vaccine, Study 825 

To evaluate antibody and c1tn1cel responses to a high 
dose (100 mcg) level of yeast recombinant hepatitis B 
vaccine emong adult hemodialysts patients. 

Yeast Recombinant Hepat1t1s B V;cc1ne 
Lot #1005/C-L915 (100 mcg/ml) 

Harvey J. Alter, N.O. 
Chief, Inmunology Section 
Clinical Center Blood Bank 
National Institutes of Health 
Bethesda, Maryland 20205 

Beverly Elder, R.N. 
Clinical Center Blood Bank 
National Institutes of Health 
Bethesda, Maryland 20205 

Barry Strauch, M.D. 
Fairfax Dialysis Unit 
8316 Arlington Blvd. 
Fairfax, Virginia 23022 

Jaines Shih, Ph.D. 
Clinical Center Blood Bank 
National Institutes of Health 
Bethesda, Mary1and 20205 

Fairfax Dialysis Unit 
831b Arlington Boulevard 
Fairfax, Virginia 23022 

Bio-Medical Applications of Annapolis 
203 Ridgely Avenue 
Annapolis, Maryland 21401 

Bio-Medical Applications of Washington 
4905 Del Ray Avenue 
Bethesda, Maryland 10105 

0077b 



DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATION: 

PROCEDURE: 

RESULTS: 

24751/00871/2 
1/19/86 

Study 825 

April 10, 1985 

In progress 

The study population consists of 75 - 100 adult 
hemodialysis patients of either sex (excluding 
pregnant women) who are negative for HBsAg, anti-HBs, 
anti-HBc and who have a nomial ALT. Patients who have 
been shown to be nonresponders to three or more doses 
of plasma derived vaccine may be e11gible for 
participation in the study. Dialysis patients must 
not be receiving any innunosuppressive therapy or be 
allergic to yeast. 

Participants receive intramuscular injections of 
vaccine (100 mcg) on Day 0, 1 and 6 months. Study 
subjects are asked to record their te11perature for 
five days after each injection and note any local or 
systemic complaints. 

Blood specimens are obtained prior to vaccination, 
monthly for three months and at 6, 9, 12 and 24 months 
post initial injection. All specimens are assayed for 
ant1-HBs, ant1-H8c, HBsAg and ALT by Dr. Alter. 
Samples with an anti-HBs titer ~ 25 11IU/ml may be 
tested to determine anti-a and anti-d activity. 
Samples 111ay be tested for yeast antibody at MSDRL. 

DIALYSIS PATIENTS: 

100 mcg flot #1005/C-L915 at 0, 1 and 6 months. 

1. Number vaccinated: 

Injection Number 
..L _2_ _3_ 

44 41 0 

00777 



RESULTS: (Cont.) 

24751/0087/3 
1/19/86 

Study 825 

2. Serologic Results: 

Serologic data are available for 28 study 
participants at 3 months. At that time. 68% 
(19/28) seroconverted (S/N ~2.1) while 25% (7/28) 
developed protective levels of antibody. The GfrlT 
for all vaccinees was 4.4. Table 1 shows 
seroconvers ion rates and GMT I s through 3 110nths 
of follow-up. 

3. Clinical Complaints: 

Clinical follow-up data is available for 44 and 
39 participants following injections one and two, 
respectively. Specific complaints and maximum 
temperatures reported during the 5 days f~l lowing 
these injections are provided in Tables 2 and 3. 

Type of FreouentY tn I b~ In~tion No. 
Cmpl&int Dose \.awl ___J__ _,l_ ___L_ 

Injection 100 acg 9(4144) 8(3/39) 
Site 

Systellic 100 IIC9 7(3/'4) 0(0/39) 

There have been no serious or alarming adverse 
reactions attributable to vaccine. 

ALT Elevations 

Three subjects have had elevations of ALT ranging 
from 3-5 times the upper limit of nornial. One of 
these elevations occurred one 110nth after 
receiving the first dose of vaccine, was 
transient, and returned to nonnal within a month. 
The other two elevations occurred one to two 
months after receiving the first dose of vaccine. 
Both have remained elevated through three months 
of follow-up. No reason for these elevations have 
been discovered. The subjects have not shown any 
clinical or serologic signs (H8sAg or anti-H8c) of 
hepatitis B. 

00778 



RESULTS: (Cont.} 

24751/00871/4 
l /19/86 

Study 825 

HBV Markers (ant1-HBc) 

Two subjects whose prevacc1nat1on sera were 
negative for anti-HBc had one or more positive 
serum samples post-vaccination. In the first case 
the positive ant1-MBc occurred at 3 months and was 
transient. A 4-fllOnth sample was negative for 
ant i-HBc. The subject has rema 1 ned negative for 
ant1-HBc through 6 months and has shown no other 
serologic or clinical signs of illness. 

In the second case the positive anti-HBc occurred 
at 3 110nths. Samp 1 es taken at 4 and 6 months 
continued to be anti-MBc positive. The patient 
has been antt-MBs positive since 3 months. He has 
reaiained HBsAg negative and there has been no 
report of clinical illness. He continues to be 
closely monitored. 

Reactions Reported to OoBRR 

Case b)(6J a. 31 year old male hemodialysis patient 
-with ~~KD, diabetes mellitus and hypertension, 
died b) (61 days after administration of his first 
-1,.4.,. .. 4,.n of vaccine (100 mcg Lot 1005/C-L915) on 
(b (6) No adverse effects due to vaccination 
were noted. The cause of death was reported as 
cardiac arrthym1a secondary to end stage renal 
disease. The death was not related to vaccine. 

case t>)(S) a 73-year-old fe111le, died on (6 
from cerebral vascular accident seconaary to 
diabetes me111tus associated vascular disease. 
She had rece ...... ♦(· -·-) ( ... 

5 
__ )__ l 00 me lot 

1005/C-L915 on !-r=-. b . On (b) (6 
the patient came or sche<lule<I d alysis. While· on 
dialysis, she complained of weakness on her left 
side. She was hospitalized until her death on 
16) (6) The death is not considered to be 
vacc1ne related. 
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STUDY 
POPUUTlON 
DOSE 
LOT 
REGIMEN 
IHlTIAL SEROLOGY! 

TINE 
CNONTHS) 

Table l 

ANTIBODY RESPONSES FOLLOWING VACCINATION WITH RECOHBIHANT HEPATITIS 8 VACCINE 

0825 
DIALYSIS PATIENTS 
100 HCG 
CL915 
O, 1, AHO 6 110NTHS 
NEGATIVE 

I :( WITH ANTI-HBS I GtlT (SIN) I 
1---------------------------------------r-----------------------------------------------------1 I I I RESPONDERS I 
1---------------------------------------l-----------------1-----------------------------------I I S/M >= 2.1 I SIN>• 10 I All VACClN!fS I SIN>= 2.1 I SIN>= 10 I 

·······~······-·························· .. ··························································•*••········· I I I I 
I l HOl~TH 1 UX CS/381 I QX C0/38) I 1,3 I 3,0 
I I I I 1 
I 2 HONTHs I 37X u1t13e1 I 1ex '7/381 I 2.s I 10.2 I 26.9 
I I I I I I 
I 3 HONTHS I 68)( 1191281 I 1!5)( C7/28) I "·" I 8,'t I 33.3 
I I I I I I 
......................................................................... ·-···········-·························· 

0 
:> 
....i 
0, 
0 



9TUIJY 
TRUTHENT 
LOT HUMBER 
DOSE I 
PATIENT CUSS: 

0825 

CL915 
100 HCG 
DIALYSIS PATIENTS 

Table 2 

PATIENT COUNT CLINICAL C011PLA1NTS 
RECOt181NlHT HEPATIT~9 8 VACCINE 

----------------------------------------------------------------------------------------------------------------------------I TOTAL VACClNU9 ( qq l'ATI£NTSJ • DOSE 1 I 
1··-···-··-·····-···-·············-··········-······-················-·······1 
I OAYS POST VACCINATIOO I NlltffltR 

CLINICAL 1··-············-···-···········---·-····-·---·--·····-·---·-·-·-··-··-····-·1 MITH 
COHPUINTS I t I 1 I 2 I 3 I 4 • 5 . • ICOMPllINTS ................................... , ..........•.......... , ...................... , ......•... , ..........•.......... , ......... . 

I I I • I I • I 
REACTION, LOCAL UHJECT. SITU I 1 I 2 I l I l I l I t I I 4 

I I Z.3'O I I 4,5%1 I ( 2.17.1 • I Z.llO I I !.37.1 • ( q,5;0 I I I 9.JXI 
·····-·····- ··-······-·-----·--····•··-···-···•·····-···-1--·-··--·-•-··-···---l-----·-···1·-·-····-·•·-········1··-··-····-

90REM£9S I 1 I 2 I 1 I 1 I l I r I I q 
I I Z.llO I I 4,51.1 I I 2.37.1 I I 2.37.1 I I .Z.llO I ( 4.5iO I I I 9.lXI 
I I I • I I I I 

STIFFHU9/TlGHTNtSS • 1 I 1 I O I t I O I t • I 1 
I ( 2.liO I ( 2,37.1 I ( 0.07.1 • I 0.07.1 , I ( t.07.J I I 0,0i"-J I . I I Z.3,O 

·········-··-·-··········-···-··-·-•---···--··1--·-······1······-··-1-·-·-··-··1····-·-···1·-·-·····-l····--····1···-······-
sysnHtc I l • ! I 1 I O I O I 1 I I 3 

• I Z,3)0 I I 4,51.) I I 2,37.) I I o.o;o I I G.07.1 I ( 2,li"-1 I I ( 6.87.1 

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

WHOL! BOOY/GEH£RAL I 1 2 II • 0 • I 2 
Z,3Y.I ( ~.57.) ( O.DZI ( o.o;o ( 0.0Y.I ( o.o;o I I 4'.5?.) 

I 
FATIGUE/WEAKNESS I 1 1 0 D 0 0 I l 

I. t.liO ( 2.31.) ( O.0lO ( 0. D7. J ( 0 .01.) ( 0.07.1 I ' 2.3?.) 
I 

OTHER I 0 l 0 • 0 0 I 1 
l,Oi"-l ( t.37.J ( 0.07.J ( II. 07. J ( 0.07.1 ( o.~;o I ' 2.3iO 

I 
RESPIRATORY I 0 0 0 • • 1 I l 

0.01.) ( 0.07.) t 11.07.1 l 0.117.) I O.OlO ( 2. 37.1 1 I 2.37.1 
I 

PHARYNGITIS (SORE THROAT> • 0 0 0 0 • I I I 
0.07.J I 0.07.) ( 0,07.J I 0.07.J ( O.O?.I ( Z.JXJ I I Z.31.J 

I 
COUGM I 0 0 0 0 • l I l 

o.oin C 0.07.) ( 0.07.) I o. 07.) ( 0.07.1 C 2.37.) I I . Z.31.I 
I 

ltUSCULOSICELETAL I 0 0 1 0 • 0 I 1 
o.o;o ( 0.07.I ( 2,S7.I I o.ox, I 0.07.1 I 0.07.1 I ' 2.31.1 

I 
ARTHRALGil IOTllERI I 0 0 l D 0 II I 1 

o.or.1 ( 0 .117.1 ( 2.liO I o.o:o ( 0. D7.1 I o. 07.1 I I 2.37.J 
0 
0 ..., 
a, -



STUOY 
Tl!UTI1EMT 
LOT NU118ER 
OOSE 

t Dll25 

I CL915 
100 HCG 

PATIEKT CLASS: DIALYSIS PATIENTS 

Table 2 (c.:ont.) 

PATIENT coun CLINICAL CONPll lNTS 
RECOt18IHANT HEPl TIT~S B VACCINE 

I TOTAL YACCIN£ES I 44 PATIENTSt - DOSE l I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUNBER 

CLI NICAL l----------------------------------------------------------------------------1 MITH 
COt1PLAINTI I O I 1 I Z I 3 • 4 • 5 I ICOMPLAIHT!I 

•••••••••••••••••••••••••••• .. •••••l•••••••••• l•••••••• .. •••••••••••l••••••••••l••••••••••l••••••• .. ••••••••••••l••a••••••• 
-----------------------------------1----------• ----------l----------•----------l----------•----------•----------I-----------
PEIISONS MITH COHl'U INT!I I Z • 4 • Z • 1 • 1 • 3 I I 7 

I I 4 .5?.t • I 9.1?.t I I 4 ,5i0 I I Z.37.t I I z.1;0 I f 6.97.t I I , 15,<JiO 

-----------------------------------•----------•----------•----- .----•----------l----------1----------1----------1-----------
PERSONS MJTlf HO CONPLAINTS I "2 I 40 I 4Z I 43 I 43 I ltl • I 37 

I c ,s.s,o • c ,o.,;o I c ,s.!Sr.1 I c ,1.11.• I c ,1.r1. t I c ,:s.2;0 t I , att.uo 
-----------------------------------1---------- l----------l----------l----------1·-·-------•----------I----------I-----------PEllsONS Mlllf HO OATA I e I O I O I O I O I O I I o 

I I o.o;o I I o. o,o I 1 0.01.1 I I a.or., I I t.oi t I 1 0,07. l I I c 0.01.1 

0 
0 ..., 
:J> 

"' 



STUDY 
TRU1l1£NT 
LOT NU18ER 
00S! 

0825 

I Cl915 
100 l'tCG 

PATIENT CLA!IS: DIALYSIS PATIENTS 

Table 2 (cont.) 

PATIENT COUNT CLINICAL COffl'LAINTS 
AECOt18lNANT HEPATITIS B VACCINE 

I TOTAL VACCINEES ( 41 PATI!HTSI - OOSE t I 
l----------------------------------------------------------------------------1 I OATS POST VACCINATION I NUMBER 

CLINICAL 1----------------------------------------------------------------------------I WITH COMPLAINTS • 0 I 1 I Z • J I 4 I 5 I ltotU'UINTS 
................................... l••·················••l••······••l••······ .. •········••l••'"'···············••I••········ 

I I I I t • I t 
REACTION, LDCAl fINJECT, SITU I 1 I 1 I 1 I l I 1 I l I I 3 

I C t.6%1 • C t.61.1 I C t.6?.I I C t.67.I I C Z.61.1 I I t.6i0 I I C 7. 7Y.I 

-----------------------------------1---------- ----------1---------- ---------- ---------- ----------1---------- -----------INflAtt1AllOtC . I O O I o o . o l I 1 
I C 0.07.) C 0.07.J I C 0.01.1 C o.o;o C 0.07.1 I 2.67.1 I C t.6Y.I 
I I I 

sorn:mss I 1 1 I 1 1 o o I 2 
I ( t.67.1 C t.67.1 • C 2.67.1 C t.67.I C 0.01.l I 0,01.l • C 5.llO 
I I • 

ERYTffEr1A IREOtl£SSI I O O I O O O l I l 
I I o.or.1 C a.or., I I 0.01.1 C 0.01.I C 0.0)0 I 2.6:1.1 I C t.61.J 
I I I 

PRURITIS CITCHIN9 I I D O I D D 1 1 I 1 
I I O.DiO C o.o;o I I 0.01.J C O.D1.1 I t.6i0 I Z.6)0 I C 2.61.J 

---------------------------------- .1----------1----------1----------1----------•----------•----------•----------•-----------PERSOHS WITH COttPLAINTS I l I l I l I l I 1 I 1 I I l 
t I 2.61.l • C Z.61.I I I t.61.I I I 2.61.t I I t.61.1 I c 2.61.1 I I c 7. 7Y.I 

-----------------------------------1----------•----------1----------1----------1----------1----------1----------1-----------PERsom MITH HO CCH'UINB I l8 • l8 I 38 t l8 I l8 I l8 • I 36 
I c 97.47.1 I c 97.41.J I I 97.41.1 I c 97.47.1 I I 97.47.1 I I 97.4i0 I I C 92.31.J 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS NITlt HO DATA I 1 I l I 1 I 1 I I I 1 I I 1 

I I t.SY.I I C t.5)0 • C Z.57.) I I Z.57.) I I t.5)0 I I z.s:o I I C z.s;o 

0 
0 ..., 
0, 
u,ll 



SlUIIY 
TREATNE'NT 
LOT Nllt18EII 
DOSE 

a112s 

CL91S 
lOG 1'1CG 

Table 3 

PATIENT COUNT NAXI11U11 TEHl't:RAl\JRES 
RECOl1BINANT HEPATITIS 8 VACCINE 

PATIENT CLASS: DIALYSIS PATIENTS 

I TOTAL VACCINEES l 44 PATIENTS) - DOSE l I 
1---------------------------------------------------------------------------------------l I DAYS POST VACCINATIOH I ~ER 

HAX Tl~IIAT\11!£ 1---------------------------------------------------------------------------------------I MITH 
lDEG F, MALI I O I 1 I Z I 3 I 4 I S • I I NAX TEMP .................................................................... , ................................ , .......... , ....•..... 

NOIIHAl I l I l I l • l I l I 1 I I l 
2.41.) • I 2,7%1 • I z.ttr.t I 1 2.6)0 I I Z.47.J I l t.eio I I c t.'JX) 

I • I I I • • < 99 I 34 I 31 I 39 I 31 I 37 I t9 I I 27 
a1.o,o I I 83,111.J • I 92.97.J I I 81.67.t I I ff,27.t I I eo.t.Y.J I I 1 62.ext 

• I I I • I I 
99 - 99.9 I 7 I 5 I 2 • 4 I ' I 5 I I 12 

16.T/.) I l 13.5%) I I 4.87.J I t lD.5%1 I I 7.3:0 I l U.9Y.I I I c 21.,;o 

100 - 100. 9 • o • o I o • 2 · I D I 1 I • :s 
I I O.OY.) • I 0,0:0 • I O.OY.) I I 5.3:'.) I I 1.D7.I I I t.117.t I I I 7.DiO 

-----------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------TEHPERATURE TAKEN I "2 I 37 I 42 • 38 I 41 I 36 I I "3 
I l 95.SlO I I 84.17.I I I 95.57.) I I 86.47.) I I 93.2)0 I I Ill.SY.) I I I 97.7i0 

------------------------l----------l----------l----------l----------l----------l----------l---------------------•-----------TE11PERATUIIE NOT TAKEN I Z I 7 I Z I 6 I J I a I I . 1 
I I 4.51.J I I 15.97.1 I I 4.5l0 I t ll,67.t I I 6.~, I I l&.27.1 I I t 2.37.J 

0 
0 
-4 
OIi 
.c: 



STUDY l 0825 
TRUTNENT : 
LOT HUHBER I CL915 
DOSE : 100 nee 

Table 3 (cont.) 

PATIENT COUNT HAXIl1Ult TEHPERATURE9 
RECott8INAHT HEPATITIS 8 VACCINE 

PATIENT CLAS,: DIALYSIS PATIENTS 

I TOTAL VACCINfES I 41 PATIENTS) - DOSE 2 I 
l---------------------------------------------------------------------------------------1 I . DAYS POST VACCINATION I NU118ER 

"AX TENPERATURE 1--------------------------------------------------------------------------------------I WITH 
(DEC F, ORAL! I I I I I 2 I 3 I 4 I J I I I HAX TEHP •...•................... , ......................................... , .............................. , .......... , ......... . 

I 
NOR11Al I I l l ll I l Io 

o.o;o 1 2.,:r.1 c 2 .,:1., c 3.o;o I , 2.,:0 t t.9"/.1 I , o.ox1 
I I 

< 99 I n t9 JO 30 I n 33 I n 
71'o.Z7.J I 85.J;CJ l 85.T.0 ( 90.97.) I l 82.9)0 ( M.3:1.) I ( 64.lY.J 

I I 
99 - 99.9 I 7 ,. 4 2 I s 1 I n 

C 22.61.J C 11.e?.) ( 11.47.J C 6.UO I I 14.:SY.I I Z.9"/.J I I 33.37.J 
I I 

100 - 100.9 I I o o o · I o o I 1 
I C J.21.) I o.o;o ( 0.07.J I 0.07.J I ( 0.07.1 I o.o:o I l 2.67.) 

------------------------l----------l----------l---------- t---------l----------l----------l---------------------l-----------
n 11Pttt.t.1URE TAKEN I n I 34 I u I 33 I :s5 I 1s I I 39 

I I 75.61.1 I I e2 .,x1 I c es.4:t.J I t eo.s;o I t 85. 47.1 I l 85.47.1 I I l 95.17.J 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I-----------
TEHPERATURE NOT TAKEN I 10 I 7 I , I e I , I 6 I I z 

I ( 2 ....... ,0 I C 17.UO I ( 14.6i0 I I 19.SlO I I 14.6:CI I I 14.67. I I I I 4.91.J 

0 
0 ...., 
:JI 
I.II 
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PROGRAM: 

PURPOSE: 

VACCINE: 

PRINCIPAL 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

25141/1 . 

1/3/86 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 838. 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis 8 vaccine in the following, 
1nit1a1Jy seronegat1ve. adult populatio~s: 

1. Dialysis Patients 
2. Predialys1s Patients 
3. Health Care Personnel 

Yeast Recombinant Hepatitis 8 Vaccine 
Lot I 986/C-K733 (20 mcg HBsAg/ml) 

Professor Dr. Friedrich Deinhardt 
Director 
Max v. Pettenkofer Institute 
Pettenkoferstr. 9a 
8000 Muenchen 2 
West Gennany 

Dr. Wolfgang J11g 
Max v. Pettenkofer Institute 
Pettenkoferstr. 9a 
8000 Muenchen 2 
West Gennany 

Professor Dr. Juergen Bonmer 
Hediz1nische Univers1tatsklin1k 
Berghe1mer Str. 56 
6900 Heidelberg 1 
West Gennany 

Professor Dr. R • . Mueller 
Medizinische Hochschule Hannover 
Abt. f. Innere Medizin 
Karl-Wiechert-Allee 9 
0-3000 Hannover-Kleefeld 
West Germany 

Professor Dr. Horst Braas 
Staedtische Krankenanstalten 
Med1z1n1sche K11n1k II 
Bremserstr. 79 
D-6700 Ludw1gshafen 
West Germany 
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SECONDARY 
INVESTIGATORS: 
(Cont.) 

STUDY LOCATIONS: 

DATE INITIATED: 

DATE COMPLETED: 

STUDY POPULATIONS: 

25141-2 
1/3/86 

Study 838 

Dr. Bernhard Weinel 
Staedtische Krankenanstalten 
Medizinfsche Klinik II 
Bremserstr. 79 
D-6700 Ludwigshafen 
West Gennany 

Munich, Heidelberg, Hannover, and Ludwigshafen, 
West Gennany 

June 7, 1984 

In progress 

Under the original protocol and subsequent addenda , 
the following groups are enrolled in the study. 
Participants raay be of either sex, but pregnant women 
are excluded. Prospective vaccine recipients must be 
negative for hepatitis B sero1og1c raarkers, have a 
nonnal ALT level and may not have received any 
hepatitis • B vaccine (except as noted under 
addendum #2). 

Protocol/ 
Addendum# 

Initial 
protocol 

Initial 
protocol 

Add. #1 

Add. #1 

Approx. 
Population Number 

Health Care 25 
Personnel 

Dialysis 50 
Patients 

Dialysis 20 
Patients 

Dialysis 20 
Patients 

Regimen 

10 mcg (0.5 ml) 
at 0, 1, and 6 
months 

40 mcg (2 X 1.0 
ml) at 0, 1 and 
6 months 

20 mcg (1.0 ml) 
at O, 1, 2, 3, 4, 
and 6 months 

40 racg (2 x 1.0 ml) 
at 0, 1, 2, 3, 4, 
and f> months 
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STUDY POPULATIONS: 
(CONT.) 

PROCEDURE: 

25141-3 
8/3/86 

Study 838 

Protocol/ Approx. 
Addendum l. Po2ulation Number Re51tmen 

Add. #2 Initial 10 mcg (0.5 ml) 
protocol for health care 
subjects who personnel: 40 111eg 
do not fonn (2 x 1.0 ml) for 
ant1-HBs dialysis patients 
after 3 doses 
of vaccine 

Add. #3 Predialysis 10 10 mcg (2 x 1.0 ml) 
patients at O. 1, and 6 

months 

Participants receive intramuscular injections of 
vaccine according to the regimens outlined above under 
STUDY POPULATIONS. 

Study participants will be asked to record thetr 
temperature for five days after each injection and to 
note any local or systemic complaints. 

Serum samples will be obtained prior to and on the day 
of vacc1nation. Follow-up blood speci1nens will be 
obtained 1, 2, 3, 6, B, 12 and 24 months post the 
initial injection of vaccine. Nonresponders who 
receive a fourth injection of vaccine under addendum 
#2 will have a blood sample taken one month after this 
injection. Serum samples will be assayed for HBsAg, 
antt-HBs , ant1-HBc and ALT by Dr. Deinhardt's 
laboratory. Samples may also be assayed at MSDRL for 
yeast antibody. ·rhose that are positive for antf-HBs 
with a titer of ~25 mIU/ml may be assayed for anti-! 
and anti-~ subtype specificity. 
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RESULTS: 

25141/4 
l /22/86 

Study 838 

DIALYSIS PATIENTS: 

40 mcg Lot #986/C-K733 at 0, 1, and 6 months 
40 mcg Lot #986/C-K733 at 0, 1, 2, 3, 4, and 6 months 
20 mcg Lot #9B6/C-K733 at 0, 1, 2, 3, 4, and 6 months 

1. Number Vaccinated: 

2. 

Injection No. 
Regimen _1_ _2_ ....L ...!... _s_ ..L 

3 x 40 mcg 51 51 48 

6 X 40 mcg 20 20 20 19 19 17 

6 X 20 mtg 20 20 20 20 20 17 

Note: All vaccine was admfnhtered into the 
buttock. 

Sero logic Results: 

Serologic data are available for 36 participants 
at 7/8 months who received three 40 l'ICg injections 
of vaccine at 0, l, and 6 months. Seroconversion 
(S/N >2.1) for anti-H8s at that tinte was 641 
( 23/36). Fifty-eight percent ( 21 /36) of the 
patients developed protective levels of anti-H8s 
(mIU/ml ~10). The GMT at 7/8 months for all 
vaccinees was 12.3 mJU/ml and 115.5 for responders 
(mIU/ml ~10). 

Serology data are available for 15 patients at 10 
months who received sfx 40 mcg injections of 
vaccine at 0, 1, 2, 3, 4, and 6 months. 
Seroconversion (S/N ~2.1) for ant1-HBs at that 
time was 671 (10/15). Sixty percent (9/15) 
developed protective levels of anti-HBs (m!U/ml 
~10). The GMT at ten months for all vaccinees was 
6.7 mIU/ml and 21.7 for responders(mIU/ml ~10). 

Eighteen subjects who received six 20 mcg 
injections of vaccine at 0, 1, 2, 3, 4, and 6 
months, have serology data available for the ten 
month follow-up interval. Fifty percent (9/18) of 
the patients seroconverted for anti.-HBs ( S/N ~2 .1) 
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RESULTS (CONT.): 

25141/5 
1/22/86 

T:,,,e of 
ca,plaint 

Injection 
Site 

Systanic 

Study 838 

at that time. Forty-four percent (8/18) developed 
protective levels of anti-HBs (mIU/ml ~10). The 
GMT at ten months for all vaccinees was 4.7 mIU/ml 
and 55.0 for responders(mIU/ml ~10). 

Refer to Table 1 for anti-HBs responses and GMTs, 
by dose regimen, for other time intervals. 

3. Clinical Complaints: 

Clinical follow-up data are available for at least 
38, 16, and 17 participants after each injection 
in ihe 3 x 40 mcg, 6 x 40 mcg, and 6 x 20 mcg dose 
regimens, respectively. The overall frequencies 
of complaints are presented below. 

F 
Regiasen 1 2 

3 X (0 llltg 0(0/51) 0(0/49) 
6 X (0 IIICg 0(0/20) 0(0/20) 
6 X 20 IIICQ 0(0/20) 0(0/20) 

3 X (0 IICQ 8(4/51) 0(0/49) 
6 X 40 mcg 15(3/20) 10(2/20) 
6 X 20 IIICg 5(1/20) 10(2/20) 

Refer to Tables 
specific clinical 
injection number. 
provided in Tables 

HBV Markers (Ant1-HBc) 

in \ bv Inwtion 
3 ' 5 6 

0(0138) 
0(0/20) 0(0/19) 0(0/19) 0(0/16) 
5(1/20) 0(0/20) 0(0/20) 0(0/17) 

3(1138) 
15(3/20) 16(3/19) 0(0/19) 0(0/16] 
S(l/20) 5(1/20) 0(0/20) 0(0/17] 

2 through 4 for listings of 
complaints by dose regimen and 

Maximum te,aperature data are 
5 through 7. 

One patient enrol led in the 3 x 40 mcg group was 
ant1-HBc positive and had an ALT level approxi11ately 
1. 5 times the upper 11m1t of norma 1 prior to 
vaccination. He has remained ant1-HBc positive 
post-vaccinat;on. Post-vacc1nat\on ALT levels have 
not been ascertained. All pre- and post-vaccination 
samples were negative for HBsAg. There has been no 
report of illness 1n this subject. The patient has 
not developed protective levels of anti-HBs (mlU/ml 
~10). 
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RESULTS (CONT.): 

PUBLICATIONS: 

25141/£, 
1/22/86 

Study 838 

A patient in the 3 x 40 mcg group ~as anti-HBc 
positive prior to vaccination. In all subsequent 
post-vaccination samples, she was negative for 
ant i-HBc . The subject deve 1 oped prote~t ive 1 eve 1 s of 
ant1-HBs (mIU/ml ~10) at two 1110nths after the second 
injection. 

A male dialysis patient in the 6 x 20 mcg group became 
positive for ant1-HBc one month after the sixth 
injection of vaccine. He was HBsAg negative. The 
subject had developed protective levels of ant1-HBs 
(mIU/ml ~10) at the time of his fourth injection with 
a titer of 29 mIU/ml. One month after the sixth 
injection his antt-HBs titer was 438 mIU/111. There 
has been no report of illness in this patient. 

Reactions Reported to the OoBRR 

A 70-year old male with a history of coronary artery 
disease and end staae _renal disease died of a 
myocardial infarction (b} (6) days after receiving the 
fifth injection of vaccine (6 x 40 mcg group). H1s 
death was not considered to be vaccine related. 

A 46-year old male dialysis patient with a history of 
diabetes mellitus and diabetic nephropathy, died two 
months after administration of his third injection of 
vaccine (3 x 40 mcg group). Death was due to cardiac 
arrest secondary to hyperkalem1a and was not 
considered vaccine related. 

Mueller R, Bonner J, Braas H, Deinhardt A, Jilg W, 
Kuttler G, et · al. Erste erfahrungen mit 
rekombinanter hepat;tts a-vaccine be1 patienten 
unter chronischer haemodialyse-behandlung. 
Gastroenterol 1985; 23: 297. 



RESULTS (CONT.): 

25141/7 

l/3/86 

Study 838 

PREDIALYSIS PATIENTS: 

40 mcg Lot #986/C-K733 at 0, l, and 6 months 

1. Number Vaccinated: 

Injection Ho . 
_1_ _z_ ..1 

8 e 0 

2. Serologic Results: 

one month serology data are available for all 
eight vaccinees. Anti-HBs responses at that time 
are sumiarized be low: 

00792 

----- Gm (mlU/1111) ----

3. 

- 'I, with Anti-HBS - -- Responders --
SIN ?;_2. I mlU/11I ?:,ID All Vacctnees Sit:! ?:,2. t ralU/1111 ?:.10 

13(1/8) 0(0/8) 0.7 

Clinical Complaints: 

Clinical follow-up data are available for eight 
participants after the first Injection. There 
were no c1in1cal complaints or temperature 
elevations. · No serious or alarming adverse 
experiences attributable to vaccine have been 
reported. 



Table 1 

Antibody RMponses lftDng Dialysis Patients Following Vaccination 1,1ith 
Yeast Recmt>lnant Hepatitis 8 Vaccine lot I '96/C-K733 in Study 1838 

40 mca at 0. 1. and 6 Months 40 n:a at O 1- 2- 3. 4 and 6 Months• 20 IIICG at O. 1. 2. 3 4 ind 6 flonth~ 
\ with Anti411s GNT C111IU/■U \ with Anti 411s GNT f•IU/1111' 

Resoonders ResDonders 
Tillt! llllU/1111 All 111IU/■l 111IU/111l All 

Om.) S~Z.l ~ 10 Vaccinees ~2.1 ~ 10 5~2.1 ~ 10 vaccinees s~2.1 

' 0 0 0.3 -- - 0 0 0.3 
(0/48) (0/48) (0/20) (0/20) 

2 30 13 0.9 --- -- 21 s 0.6 
(14146) (6/46) (4/19) (1/19) 

3 3S 22 1.3 16.S 31.0 3S 20 1.2 
(16/46) (10/46) (7120) (4120) 

6 34 29 1.4 26.1 33.B 69 69 32.2 
(12/35) {10/35) (11/16) (11/16) 

118 M 58 12.3 90.2 115.5 -- - ----
(23/36) (21/36) 

10 65 54 12.8 13.8 117.6 67 60 6.7 
(24/37) (20/37) (10/15) (9115) 

1rtJose schecllled at 6 111onths IMS actually adllinistered at 5 IIIDftths in lll>St cases. 

!«>TE: All injections ..ere i nto the buttock. 

25141-9 
. 1/3186 

--

10.0 

11.4 

189.8 

---

24.S 

IIIU/1111 
~ 10 

--

50.0 

33.!, 

189.8 

--

21.1 

-& with Anti 41Ss GIIT C■IU/ltl> 
Re.,,,,_rs 

111IU/111l All mIU/1111 
S~Z.1 ~ 10 vaccinees S~2. 1 ~ 10 

0 0 0 .3 -- --
(0/20) (0/20) 

15 10 0.5 16.5 25.0 
(3/20) (2/20) 

32 26 1.2 23.6 31.4 
(6/19) (S/19) 

56 44 9.1 87.3 190.0 
(9/16) (1/16) 

- -- --- ---- -------

so 44 4.7 45.0 ss.o 
(9/18) (8/18) 

0 
,::, 
~ 
·D ..... 



STUDY 
TR!:ATl1l!HT 
LOT NUl1B £R 
DOSE 
PATIENT CLASS: 

0838 

CK733 
40 11CG * 
DIALYSIS PATIENTS 

Table 2 
'ATIENT COUNT CLihlC,L C011PLlIHTS 

RECOMBINANT HEPATIT 1S B VlCCIHE 

I TOTAL VlCClHEES I 51 PAllEHTS I - DOSE 1 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I IM18ER 

CLINICAL .1----------------------------------------------------------------------------I WITH 
CONPLAINTS I o I 1 I 2 I 3 I ~ I 5 I (C011PLAINTS 

.............................................. , •••••••••• , •••••••••• , ••••••••••••••••••••• , •••••••••• , .......... , ••••••••• ff 

-----------------------------------1----------l----------l----------l----------l----------l----------l----------1-----------
sYsrEHIC I 1 I 1 I 1 I 1 I 1 I D I I 4 

I I 2.0:0 I ( 2.0;0 I I 2.0;0 I I 2.0;:1 I. ( 2.0;0 I I o.o;o I I I 7.e;o 

·------------------- -------------------------------------------------------1 I I I 
WHOLI! BODY/GEHERAL I l l I 0 0 0 I 0 I ( 2 

2. or. 1 , 2. o;o I , o. o;o I o. 01. > , o. 01. > I I o. o:o I I 1 3. 97. 1 
I I I I 

CHILLS I O l I O O O I O I I 1 
0.01.1 , 2.0:0 I , o.o;o I o.oz1 , o.o;o I , 0.01.1 I I , 2.0;:1 

I I I I 
LIGHTHEADED I 1 0 I O O O I O I I 1 

2.0;0 I o.o:o C 0.07.l ( 0.01.1 l 0.01.l I I 0,07.1 I I I 2.07.I 
t I I 

CARDIOVASCULAR I 0 0 l 0 0 I 0 I I l 
o.or.1 , 0.07.1 , 2.or., , o.or.1 1 o.o;o I , o.or.1 I I , 2.0;0 

I I I 
OTHER I o O 1 D D I o I I 1 

o. or. 1 c o. o;o , 2. o7., l o. o;o , o. or. 1 I , o. ox, I I , 2. o;o 
I I I 

HERVOUS SYSTEM I O O O 1 l I O I I 1 
I 0.01.· ( o.o;o l 0.01.l I 2,0?.) ( 2.01.) I I 0,07.) I I I 2,0;0 

I I I 
YERTIGO/DIZZIHESS I O O O 1 1 I O I I 1 

• 1 o.o;c • 1 o.o;o I , o.o;o , 2.0:0 , 2.01.1 I I o.ox> I I , 2.0:0 

-----------------------------------1--------· -•----------1----------1----------1----------I----------I----------I-----------
PERSOHS WITH COt1PLAINTS I 1 • l I l I l I l I O I I 4 

• I 2.0Y.I I I t.07.l I I Z.~~I • I t.01.l I I 2.01.1 I I 0.07.1 I I I 1.er.1 
-----------------------------------1----------I----------I---- --1----------1----------1----------I----------I-----------
PERSONS WITH HO Cot1PLAINTS I 50 I 50 I I so I i;o I 51 I I ~7 

I 1 98.07.J I c 9&.o;:, I , <1e.o:,:1 I 1 9a.ox, I c 9a.o;o I 1100.ox, I I , 92.2x1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS WITH NO DlTA I O I O I O I o I O I O I I o 

I I O. 01. l I t O. Oi! l I l O • 07. l I I I. ox I I I O. 07. I I I O. ox) I I I O. 07. I 

* Three injection regimen 

~ 

0 
0 
~ 
.0 
~ 



STUDY 0838 
TREATl1EHT 
LOT NUM8ER CK733 
DOSE qo MCG 
PATIEHT CLASS DIALYSIS PATIEN1'9 

Table 2 (cont.) 
PATIEHT COUNT CLINICAL COl1PLAIHTS 

RECOl18INANT HEPATITIS 8 VACCINE 

I TOTAL VACCINEES I Sl PATIENTS) - DOSE 2 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I NUMBER 

CLINICAL 1---------------------------------------------~------------------------------I WITH 
COl1PUINTS I O I 1 I 2 I 3 I " I 5 I I COt1PUINT'S ................................... , ......•... , .......... , •......... , .......... , .......... , .......... , .......... , ......... . 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WITH COIIPLAIHTS I O I O I O I O I O I O I I 0 

I I 0.0iO I I o.o;o I I 0.01.l I I o.o:o I I 0.0?.) I I o.OXI I I I O.OY.I 
-----------------------------------t----------1----------1----------1----------I---· ------1----------1----------1-----------
PERSOOS NITK HO COMPLAINTS I "' l 49 l 119 I 49 I 49 I 49 1 I "" I (100.0Y.I I 1100.0Y.l I 1100.0X) I 1100.0X) I (100.DY.I I ·1100.0XI I I (100.0XI 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I--- .. _____ _ PERSONS NlTlt NO DATA I O I O I o I O I O I O I I o 

I I o.ox, I I 0.01.l I 1. D.OXI I I o.o:o I C 0.01.1 I I O.Or.l I I ( O.o:o 

-

0 
0 .... 
D 
~ 



STUDY 
TREATMENT 
LOT NUl'eER 
IJOSE 
PATIENT CLASS 

0838 

CK733 
40 HCG 
IJIALYSIS PATI ENTS 

Table 2 (cont . ) 
PATIENT COUNT ClttlICAL Cot1PUINTS 

RECOt18INANT HEPATITIS 8 VACCINE 

----------------------------------------------------------------------------------------------------------------------------I TO TAL VACCINEES I 48 PATIENTS I • DOSE 3 I 
1----------------------------------------------------------------------------I I DAYS POST VACCillATIOH I HlJffllER 

CLINICAL 1-------------------------· ·- -----------------------------------------------1 WITH 
COl1PLAUfTS I o I 1 I I 3 I 4 I 5 I ltot1PUINTS 

•••••••••••••••••••••••••••••••••••l•••••••••• l••••••••••• •••••~•••••••••••••••l••••••••••I•••••••••••••••••••••••••••••••• 
------------- - ---------------------1----------l---------- •----------t ----------l----------l----------l------- ---l-----------
svsnMIC I l • 0 I 0 I 0 I 0 I 0 • • . l 

I I 2.67.1 I I 0.0Xl I I 0 . 0ZI I I 0.07.1 I I 0.07.1 I I 0.01.1 I I I 2 . 6XI 

------------
CARDIOVASCULAR I l I II • 0 • O I O • • 0 • l 

2.67.J • C 0.07.1 I ( o.o::o • C 11.07.1 I I 0.07.J I I 0.0:1.1 I I 2.67.1 
I I I I I I 

HYPERTENSION • 1 • II I 0 • 0 I 0 I 0 I l 
2.6,O I I 0 . 117.J I C 0.01.1 I f 0.01.I I I 0.07.1 I I 0.01.1 I I 2,6)(1 

I I • I I I 
DIGESTIVE SYSTEM I 1 I 0 I O I O I O I 0 I l 

2.6)() I ( 0.0XJ I ( 0 . DXI I C O.0XI I I O.0XI I I o.o;o • I 2.6)( 1 
I I I I I I 

NAUSEA I l I o • o I O I o I o I 1 
I I Z.67.I • I 0.07.J I C 0.0ZI • I 0.01.1 I I 0.01.1 I C O.0iO • I 2.6XI 

-----------------------------------1----------l----------l----------l----------l----------l--------- - •----------•-----------
PERSOHS NITH C011PU IHTS • l I O • D I O I 0 I 0 I I 1 . I I 2.61.) I I 0 . 0XI I I 0 . 01.I I C 0.0Y.I I I 0.01. 1 I C 0 . 07.1 I I I 2.67.1 

-----------------------------------1 ----------•----------l----------•----------I----------I----------I----------I-----------
PEIISONS WITH HD COHPUINTS I 37 • 38 I 38 I 38 I 38 I la • • 37 

I I 97.47.J • U00.01.I I noo.01.1 I 1100.0;0 I 1100.01.l • 1100 . 0XI I I C 97.47.I 

-----------------------------------1 ----------1----------1----------1----------1----------•----------•----------•-----------
PEIISONS WITH HO DATA I D • D I D I 0 I 0 I 0 I • 0 I I 0.01. 1 • I 0.07.J I I 0 . 07.1 I I 1 .07.1 I t 0,0XI • I O.DY.I I I I 0.07.1 

., 

0 
0 .... 
,0 
0-



STUDT 
TREATMENT 
LOT NUMllER 
OOSE 
PATIENT CLASS 

0838 

CK733 
40 tlCG * 
DIALYSIS PATIENTS 

Table 3 

PATIENT CCXMT CLINICAL COMPLAINTS 
RECotl8mAHT HEPATITIS 8 VACCINE 

I TOTAL YACCINEES I Z0 PATIENTS) - DOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I HUMBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O I l I 2 I '3 I lt I 5 I IC011PUIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••~•••••• 
-----------------------------------l----------t----------l----------l----------l----------l----------l----------l-- .--------
svsrE111c I 2 I Z I Z I l I Z I l I I 3 

I ( 10.0;0 I ( 10.0:1.J I ( 10.0;0 I I 5.0XI I I 10.0XI I ( s.o;o I I I 15.07.) 

WHOLE BODY/GENERAL I l 1 l I l 2 1 I I 3 
s.o:o ( s.o::o I S. 0Y. I I I 5.0X) I 10.0Y.l I S.0iO I I I 15.0lD 

I I 
FATIGUE/WEAKNESS I l l l l z l I I 3 

S.01.1 ( 5.07.) I 5.07. I ( s.o:o I 10.0iO I S.0iO I I l 15.07.I 

CARDIOVASCULAR I l 0 0 0 0 0 I I l 
s.ox, ( 0.07.) ( o.o:,o ' 0. 07. I C 0.0)0 ' 0.0iO I I t 5 . 07.) 

I I 
Oll\EA I l 0 0 0 0 0 I I 1 

5.0XI ( 0. 07.) ' O.0Y.I ( 0. 01.) ( o.o:o I 0.OZ) I I t s.o;o 
I I 

tlUSCULOSKELETAL I 0 l l 0 0 0 I I l 
0.0)0 ( 5.07.) ( 5.07.1 I 0.0Y.I ( 0.0iO ( 0.OZI I I t 5.07.I 

ARTHRALGIA COTHER I I O I l I l I O I O I O I I l 
I I 0. 0Y. J I f 5. 0iO I I 5. o:o I I 0. 01. I I t 0. o;o I I 0. oz J I I ( 5. 07. I 

-----------------------------------l----------l----------t----------1----------l----------1----------I----------I-----------
P£RSOHS NITH Cot1PLAIHTS I Z I 2 I 2 I l I Z I l I I l 

I I 10.0;0 I I 10.07.I I I 10.0Y.l I I s.ox, I ( 10.ox, I I s.o:o I I l 15.07.1 
--- ·-------------------------------1----------l----------l----------l-------- ·-1----------I----------I----------I-----------
PERSOHS MITH NO COl1PLAIHTS I 18 I 18 I 18 I 19 I UI I 19 I I 17 

I I 90. OY. I I ( 90. OX I I I 90. DY. I I I 95. DY.> I I 90. OiO I I 95. oz t I I t 85. o:o 
-----------------------------------l----------l----------l----------t----------1----------1----------1----------1-----------
PERSOHS MITH NO DATA I O I . D I O I O I O I O I I o 

I t o. 07. > I t o. OlO I 1 o. 07. l I I O. OX l I t o . ox l I I o. oz l I I I O. 07. I 

* Six injection regimen 
0 
0 .... 
-c .... 



ST\JUY 
TREATMENT 
LOT tllMBER 
DOSE 
PATIENT CLASS 

083& 

CK733 
"40 MCG 
DIALYSIS PATIENTS 

Table 3 (cont.) 
PATIENT COUNT CLitlI: ·u COMPLAINTS 

RECOl1BINANT HEP .. ! ··. ': ~S 8 VACCI NE 

---------------------------------------------------------------------------------------------------....... -----------------------I TOTAL VACCINEES I 20 PATIENTS) - DOSE 2 I 
l----------------------------------------------------------------------------1 I DAYS POST VACCINATION I t,\JHBER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COMPLAINTS I O • 1 I 2 • 3 I 4 • S I ICOttPLAJHTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••!•••••••••• 
-----------------------------------l----------•----------•----------•----------•----------t----------•----------l-----------
srs1en1c I o • 1 I 1 • 2 I o • o I • 2 

I I 0.07.1 • C S.07.I I C 5.0ZI • ( 10.0ZI I C 0 . 0%1 I I 0.0ZI I I ( 10.07.l 

--------------------------------------------------------------------------------------------------
' • • I I I .a!OLE BODY/GENERAL I O • l I 1 I 2 I 0 • D I I 2 
I I 0.07.1 I t 5,0ZI I C 5.0ZI • I 10.0ZI I I 0.07.1 I I 0.0ZI • • I ·10.0%1 

I • I • I • • • 
FATIGUE/WEAKNESS I O I O • l I 2 • 0 I O I • 2 

I c o.o;o I c o.o;o I I s.or.1 I , 10.0:0 I t o.o;o • , o.o;o I • c 10.oz1 
• I • I I I I • 

HEADACHE I o I l I O I o I o I o • • l 
I ( 0.0%1 • I 5.0%1 • I 0.0ZI • ( 0 . 0%1 • ( 0.0% 1 • I 0.0%1 I • I S. 0ZI 

-----------------------------------1----------•----------1----------•----------1----------•----------•----------1-----------PERSONS WITH COMPLAINTS I 0 • l • 1 I 2 • 0 I O I • 2 
I ( 0.01.1 I ( 5.0ZI I ( 5.0Y.) • ( 10.0ZI I I 0.0%) • I 0.0%1 • I I 10 . 0ZI 

-----------------------------------1----------1----------•----------•----------•----------•----------•----------1-----------PERSONS WITH NO tot1PUIHTS • 20 • 19 • 19 • 18 • 20 • 20 I • 18 
• {100.01.1 • ( 95,0;0 I C 95.0Z) I ( 90 . 01.1 I 1100.0%1 I 1100.Di!I • I I 90 .• 0i!I 

-----------------------------------•----------•----------1----------1----------1----------1----------1---------- • - ✓ --------

PERSONS WITH NO DATA • 0 I 0 I 0 • 0 • 0 • 0 • • 0 
1 1 o.oz1 • 1 o.oz, • 1 0.01.1 • t o.o;o I • o.o;o • , 0.0%1 I • , o.oz1 

.,,, 

0 
0 .., 
..0 
CD 



STUDY 
TREATtlENT 
LOT Hllt18ER 
oos, 
PATIENT CLASS: 

0838 

CK7'3l 
40 tlCG 
DIALYSIS PATIENTS 

lab le 3 (cont.) 
PATIENT COUNT CLINICAL COl1PLAIHTS 

RECOM8IHAHT HEPATITIS 8 VACCINE 

I TOTAL VACCINEES ( 20 PATIENTS I - DOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCIHATIOH I Nllt1BER 

CLINICAL 1--------------------------------------------------------•-------------------I WITH 
tonPLAIHTS I O I l • Z I 3 I 4 I 5 I lt011PLAIHTS ................................... , ..........•.......... , .......... , .......... , .......... , .......... , .......... , ........ .. 

-----------------------------------1----------l---------- l----------l----------l----------l----------l----------l-----------
sYsTENit I 1 I 1 I z I 3 I z I 1 I I l 

I I s . 01.1 I I 5.01.I I ( 10 . 07.1 I ( 15.0Y.I I ( 10.0Y.I I I 5.01.1 I I I 15.07.1 

WHOLE BODY/GENERAL 0 l z I l 0 0 I 3 
0.01.) t 5.01.) l 10.0:0 ( 5.0iO t 0.0)0 I 0.0l!I I 1 1s.o;o 

I 
FEVER ITEHP. NOT REPORTED! 0 0 0 1 0 0 I l 

0.0)0 I 0.07.I ( 0 . 07.I ( S.0XI I 0.0;'.) ' 0. 01.1 I I s .o:o 
I 

FATIGUE/WEAKNESS 0 0 l 0 0 0 I 1 
0.0Y.I ' 0.01. I ' S.0iO ( 0.0XI t 0 .oz, ' 0.01.1 I I 5.0Y.I 

I 
HEADACHE 0 l 0 0 0 0 1 l 

0.01.1 t 5.o;o ' o.o;o ( O. 01.I ' o.o;o ' o.o:o ( 5.01.I 

ILUIESS, NOS 0 0 l D 0 0 1 
0.07.I ( 0.07.1 ( s.o;o ( o. 01.) ' o.o;o ' 0.01. I I 5.01.) 

IWSCULOSKELETAL 0 0 l l l 0 l 
o.o:o ' o.o;o I 5 . 01.1 ( 5.01.1 ( s.o;o ' 0.01.1 ' 5.01.1 

ARTHRALGI A IOTHERI 0 0 l l l 0 1 
O.OY.I ' 0.07.1 I 5. 01.) ( 5.0XI ' 5.0)0 ' 0 . 0)0 ' 5 . 0Y.I 

DIGESTIVE SYSTEft l 0 1 1 1 1 3 
5 . 01.J I 0.01.I ( s.o:o ( s. o:o ( s.o:o ( 5.01.1 I 15. 01. I 

ABD0t1IHAL PAINS/CRAMPS I O I O I l I O I O I O I I l 
o.or., I r o.o;o I , s.o:o I t o.o;o I t 0.0;:1 I I o.o;o I I , s.ox1 

I I I I I I I 
NAUSEA I l I o I o I 1 I 1 I 1 I I z 

I I 5.07.1 I I D. 07.l I I 0.01.l I I 5.01.l I ( 5.01.1 I I s.01.1 I I I 10.0;0 

-----------------------------------1----------l----------l----------l----------l----------l----------1----------I-----------
PERSONS WITH COt1PlAIHTS I 1 I 1 I 2 I 3 I Z I 1 I I l 

I I 5 . 01.) I ( 5.01.I I t 10.01.1 I ( 15.01.1 I I u.o;o I I 5 . 07.1 I I I 15 . 01.1 

--

:::, 
0 ..... 
-0 
,0 



STUOY 
TRE.I.T11EHT 
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DOSE 
Pl TIEHT CLASS 

0838 

CK733 
40 MCG 
DIALYSIS PATIENTS 

Table 3 (cont.) 
PATIENT COUNT CLI~ICAL COMPLAINTS 

RECOl1BINANT HEPlTIT!S B VACCINE 

I TOTAL VACCINEES I 20 PATIENTS) - DOSE l I 
•----------------------------------------------------------------------------1 I DAYS POST VACCIHATIOH I NUMBER 

CLINICAL •--------------. -------------------------------------------------------------1 WITH 
COt1PLAINTS I 0 I l I Z I l I It • 5 I lC011PUINTS 

.............................................. ,H••····••l••······••l••·················••l••······••l••······••I••···~*••· 
-----------------------------------•----------l----------l----------1----------1----------1----------I----------I-----------PERSONS WITH HO CONPLAINTS • 19 · I 19 I 18 I 17 I 18 I 19 I • 17 

. I I 95.0iO I I 95.0Y.J I I 90.0in I I 85.0ZI I I 90.o:o I I 95.0%1 I I I 85.0%) 

-----------------------------------1----------l----------l----------l----------t----------l----------1----------I-----------PERSONS MI1" HO DATA I O I O • O I O I O I O • I 11 
I I o,o;o I c o.o:o I c o.o;o I 1 0.01., I c 0.0;:1 I ·c 0.0;:1 I I , 11.or.1 

.,.. 

0 
0 
a, 
~ 

0 



STUDY 
TREATI1ENT 
LOT NUl1BER 
DOSE 
PATIEHT CLASS 

0838 

CK7ll 
40 HCG 
DIALYSIS PATIENTS 

Table 3 (cont.) 

PATIENT COUNT CLINICAL COl1PLAINTS 
REC01'18INANT HEPATITIS B VACCINE 

-------------------------------------------------------------~--------------------------------------------------------------
I TOTAL VACCINEES ( 19 PATIENTS! - DOSE 4 f 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUl'ISER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
CDHPLAINTS I D I 1 I 2 I 3 I · 4 I 5 I ICOHPLAINTS 

•••••••••••••••••••••••••••••••••••l•••••••••• l••••••••••l ••••••••••l••••••••••l ••••••••••l•••••••••• l••••••••••I~••••••••• 
-----------------------------------1----------t----------l----------l---------- l----------l----------f ----------l-----------
sYsTEMIC f 1 I O I 1 I 1 f l I 2 I I 3 

I < 5,3ZI I I 0.0XI I < 5.3XI I < 5.liO I I 5,37.1 I < 10.57.1 I I 1 15 . 87. 1 

WHOLE BODY/GENERAL I 1 I 0 I l I 1 I 1 I 2 I I 3 
5.3ZI I I O.0ZI I ( 5,3;.:1 I I 5.liO I ( 5.lXI I ( 10.57. 1 I I I 15 . 87. I 

I I I I I I I 
OIILLS I 0 I 0 I 0 I 0 I 0 I 1 I I 1 

I I D.OZI I I 0.0XI I ( 0.0XI I I 0.0XI I I 0.0)0 I I s. 1:1.t I I l 5.))(1 
I I I I I I I I 

FATIGUE/WEAKHESS I l I 0 I l I l I 1 I 1 I I 2 
5.3ZI I I 0.0iO I I 5,3;.o I c 5.3ZI I ( 5.3ZI I l 5.37. 1 I I 1 10 .s:o 

I I I I I I I 
RESPIRATORY I II I 0 I 0 I 0 I II I l I I 1 

o . o;o I 1 o.o;o I r 0.0XI I I 0 . IIZI I I 0.11;0 I I 5.37.1 I I I S.lZI 

COUQt I DI DI DI Of OI 11 I l 
I I 0,0ZI I ( 0.0XI I l o . oz1 I ( o.o:o I c o.ozt I l 5.3;o I I c 5.lXI 

----------------------------------1------- ---l----------l----------1----------1----------1----------I----------I -----------
PERSOHS WITH COMPLAINTS I 1 I O I 1 I 1 I ·1 I 2 I I l 

I I 5,3ZI I l 0.0XI I l S . lXI I f 5.37.1 I f 5.lY.J I I 10 . 57.1 I I l 15.87.1 
-----------------------------------t----------t----------t----------l----------f----------1----------1----------1-----------
PERSONS WITH NO CONPLAINTS I 18 I 19 I 18 I 18 I 18 I 17 I I 16 

I I 94 . 7%1 I (100.0i:I I. I '14.7l0 I I 94 . 7?.I I I 94 . 7XI I I 89.SY.I I I ( 84.2Y.J 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PHSOHS WITH NO DATA I 0 I o I o I o I 0 I 0 I I o 

. I I 0 . 0:1.1 I I o.0iO I I 0.0;1.1 I l o.o:o I f o.o;o I I o. o;o I I f o.o;o 

·-

0 
0 

°" 0 -



Sl\lOY 
TREATMENT 
LOT Nlt18ER 
DOSE 
PATIENT CLASS 

0838 

CK733 
40 11CG 
DIALYSIS PATIENTS 

Table 3 (cont.) 
PATIENT COUNT CLINICAL COMPLAINTS 

RECOMBINANT HEPATITIS 8 VACCINE 

I TOTAL VACCIHEES I 19 PATIENTS) - DOSE 5 I 
1----------------------------------------------------------------------·-----I I OATS POST VACCINATION I NUl18ER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPU.INTS I O I 1 I 2 I 3 I «. • 5 I ICOMPLAIHTS 

••••••••••••••••••••••••1ttt•••••••••l•••••••••~t•-••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•~•••••••• 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSotlS WITH COl1PLAINTS I O I O • O I O I O I O I • O 

I I o.ox1 I l 0,07.I I I 0,07.1 • I 0.07.1 I I 0,07.1 I c o.07.l I I I o.ox1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS WITH NO C011PLAIHTS I 19 • 19 • 19 I 19 I 19 I 19 I I 19 

I 1100.01.1 I c100.ox1 I 1100.ox, I 1100.07.1 I c100.oz1 I c100.ox1 I I 1100.ox1 
-----------------------------------1--------··-1------- _ -1----------1----------1----------l----·-----I----------I-----------
PERSONS WITH HO DATA I O I o I O I O I O I O I I o I I o.o:o I I o.ox1 I l o.ox1 I l o.07.1 I c 0.07.1 I 1· o.ox1 I I c o.ox1 

• 

0 
0 
a: 
'::> 
N 



STUDY 
TREATl1ENT 
LOT H\Jt18ER 
DOSE 
PATIENT CLASS 

08311 

CK7'33 
'tO 11C6 
DIALYSIS PATIENTS 

Table 3 {cont.) 
PATIENT Cll\JHT CLINICAL COt1PLAIHTS 

REC0118IHANT HEPATITIS 8 VACCitlE 

I TOTAL VACCINEES ( 17 PATIENTSJ - DOSE 6 • 

1----------------------------------------------------------------------------I I DAYS POST VACCIHATlOH • NUH8ER 
CLINICAL 1----------------------------------------------------------------------------• WITH 
COMPLAINTS • 0 • 1 I 2 • 3 • , I 5 • I COMPLAINTS 

••••••••••••••••••••••••••-•••••••l••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••I•••••••••• 
-----------------------------------•----------1----------1----------1----------•----------1----------1----------•-----------
PERSONS WITH CONPLAIHTS • 0 I O • 0 I D I D • 0 • I 0 

I C 0.07.1 • C 0.07.> • ( 0.07.I I C 0.07.J • C 0.07.J I I 0.07.1 I • I 0.07.I 

-----------------------------------•----------1----------1----------1----------1----------1----------1----------1-----------
PERSONS WITH NO COHPLAitlTS I 16 • 16 I 16 . • 16 I 16 • 16 I I 16 

I 1100.ox, I 1100.0X) I 1100.07.1 I 1100.0;:1 I (100.0XJ I 1100.DiO I • 1100.0XI 

-----------------------------------1----------1----------1----------1----------•----------1----------1----------•-----------
PERSOflS MITH HO DATA I 1 I l I l I 1 I 1 I l I I l . 

I I 5.9l0 I C 5.9i0 • c 5.97.1 I C 5.97.1 I I 5.97.1 I I 5.9i0 • I C 5.97.I 

!9 

0 
0 
,:,, 
0 
\,t 



STUDY 
TREATMENT 
LOT HUt18ER 
OOSE 
PATIENT CLASS 

08J8 

Ck73J 
ZO 1'1CG * 
DIALYSIS PATIENTS 

Table 4 
PATIENT COUHT CLINICAL Cot1PLAINTS 

RECOHBIHANT HEPATITIS B VACCINE 

----------------------------------------------------------------------------------------------------------------------------. I TOTAL VACCINEES ( 20 PATIENTS) - DOSE l I . 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUHBER 

CLINICAL l-------------------------~--------------------------------------------------1 WITH 
COtlPLAINTS I 0 I l I 2 I 3 I It I 5 I I CDHPLAIHTS 

•••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••-••l••••••••••l••••••••••l••••••••••I•••••••••• 
-----------------------------------1----------l----------l----------l----------1----------l----------l----------l-----------
sYsTEMIC I O I l I O I O I O I l I I l 

I t o.o;o I f 5.01.1 I t 0.01.1 I ( o.o:o I ( 0.0iO I I s.o:o I I I 5.01.) 

----------------------------------------------------------------------------------------------------
1 I I I I 

lo!KOLE BOOT /GEIERU I II l I O I O I O I O I I l 
I I O.OlO I 5.111.) I ( 0.01.1 I I 0.01.) I I o.o;o I I 0.Oll I I I 5.o:o 
I I I I I I I 

FATIGUE/WEAKNESS I O l I O I O I O I O I I l 
I I 0.0%) f 5.01.) I ( 0.01.1 I ( 0.01.) I I 0.01.) I I 0.0ll I I ( 5.07.) 
I i I I I I I 

DIGESTIVE SYSTEM I I O I o I O I O I l I I . l 
I ( 0.0Z) f o.o;o I ( 0.01.1 I I 0.0%) I I 0.01.) I l S.0ll I I I 5.07.) 
I I I I I I I 

DIARRHEA I O O I O I O I O I l I I l 
I l 0.01.1 ( 0.0%) I I 0.01.I I I 0.0'1.) I I 0.01.1 I I 5.0l) I I I 5.01.1 

-----------------------------------1----------I----------I- .--------t----------1----------1----------1----------I-----------
PERSONS WlTH COHPUIHTS I O I l I O I O I O I l I I 1 I 1 0.01.1 I I 5.0%1 I I 0.01.1 I I 0.07.1 I I 0.01.1 I I s.01.1 I I I s.oz1 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I----- .-----
PERSONS WITH NO COHPLAINTS I 20 I 19 I 20 I 20 I 20 I 19 I I 19 

I noo.oz1 I • 95.o:o I 1100.0;0 I 1100.0;:_1 I 11110.01., I 1 95.01.1 I I c 95.or., 
-------------- 7-------------------l----------l----------l----------l----------l----------1----------1----------1-·---------
PERSOHS MITH NO DATA I t I O I II I O I O I O I I n 

I I o.oz1 I , 11.or.1 I 1 0.0;:1 I c 0.01., I 1 0.01.1 I 1 0.0;:1 I I , a.ox, 

* Six injection regimen 

-~ 

0 
:::> 
:x, 
0 
~ 



STUDY 0838 
TREAntENT 
LOT .uteER CK733 
DOSE 20 HCG 
PATIENT CLASS DIALYSIS PATIENTS 

Table 4 (cont.) 
PATIENT COUNT CLINICAL COMPLAINTS 

RECOl1BIHAIIT HEPATITIS B YACCIHE 

• TOTA.L VA.CCIHEES I to PATIENTS) - DOSE t I 
•----------------------------------------------------------------------------1 I DAYS POST YA.CCINATIOH I NU1BER 

CLINIC AL 1----------------------------------------------------------------------------I WITH 
COMPLAINTS I O I 1 I 2 I 3 I It • 5 I I COMPLAINTS 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••• l••••••••••••••••••••• I••••••••••••••••••••••••••••••••••••••••••• 
-----------------------------------•----------•----------•----------•----------•----------•----------•----------1 -----------SYSTEHIC • 0 • 1 I O • 0 • 1 • 0 • I 2 

• I 0.01.1 I ( 5.0?.) I ( 0.0Y.) • ( o.ox, I ( 5.0Y.) • ( 0.01/.) I I I 10 . 0Y.) 
---------------

1 
WHOLE BOOY/GEHER.ll I O I 1 I o o I O O 1 

0.01.I I l 5. 0?.) I ( o. oi, ( O.OX) I ( 0.0lO I o.or., C S. liO 
I I I 

HEADACHE I O I l O 0 0 0 1 
o.or.1 I , s.or.1 < o.o;o I o. or.1 c o.o;r., , o.ox , 1 s . or. , 

I 
LIGHTHEADED I 0 I 1 0 0 0 0 1 

0. 01.1 I , s.olo < 0.01.1 , o. or.1 , o. o;o , o.o;n , s.o;o 

• DIGESTIVE SYSTEtt I O I l O O 1 O Z 
o.o;o I , s.o;n < o. or.1 , o.o;o , s.o::o , o.o;o t 10.or.1 

• DIARRHEA I O • 0 0 0 l O 1 
o.o;o • 1 o.oio < o.or.1 , o . o;o I s.or.1 , o.o;o I s.or.1 

I 
NAUSEA • 0 • 1 0 0 0 0 1 

I I o.o;o I ( s.or.1 I , o.or.1 , o . o,o , o.or., c o.or.1 I , s . or. 1 
-----------------------------------•----------1----------1----------1----------l---------- •----------•----------•-----------
PERSOHS WITH CDHPUINTS I O I l I O I O I l I O I I 2 

I ( 0.01.1 I I s.or.1 • c o.or.1 • 1 o.or., I , s . o,. , I c 0.01.1 I • ( 10.01.1 
----------------------------------- l----------l----------•----------l----------•----------I---------- I----------I-----------
PERSOH5 MI TH NO CottPLAINTS I 20 I 19 I 20 I zo I 19 I 20 I I 18 

I (100.0Y.) I f 95.0XJ I 1100.01.J I noo.o;o I ( 95.07.J I 1100 . 01.1 I I ( 90.07.1 
-----------------------------------1----------l----------•----------I----------I----------I---------- I----------I-----------
PERSOHS Wint HO 0 ATA I 0 I 0 I 0 I 0 I 0 I 0 I I 0 I I 0 . 0XI I ( 0.0ZJ I I 0.07.) I I 0.07.) I I 0. 07.) I I 0.07.1 I I I o.or.1 

-
0 
0 
0, 
0 
UI 



ST\JllY 
TREATl1EHT 
LOT HUl-ltlER 
DOSE 
PATIENT CLASS• 

0838 

CK733 
20 MCG 
DIALYSIS PATIENTS 

Table 4 (cont.) 
PATIENT COUNT CLINICAL COMPLAINTS 

RECOt18IHAHT HEPATITIS 8 VACCINE 

I TOTAL VACCINEES C 20 PATIENTS I - DOSE l I 
1----------------------------------------------------------------------------I I DAYS POST VACCIHATIOH I NUMBER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COl1PLAIHTS I O I 1 I 2 I 3 I - I s I ltOHl'UtttTS 

•••••••••••••••••••••••••••••••••-1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••••••1••••••~••• . I I I I I I I I 
REACTION, LOC AL I INJECT. SITE) I l I O I O I O I O I O I I l 

I I s.or., I C 0.01.1 I I 0.01.1 I I o.or.1 I l - 0.0%) I I o.or.t I I I 5.0%1 
-----------------------------------1----------1----------1----------1----------1----------1----------1----------1----· ------

PRURITIS IITCHIHG) I l I o I o I o I o I O I I l 
1 1 s.or., I c 0 . 01., 1 1 a.or., I c o.or.1 1· c e.ox, 1 1 o.ox1 I I c 5 . ox, 

-----------------------------------l----------l----------l----------l----------l----------l----------l----------l-----------
svsTEl1IC: I o I o I o I 1 I a I 1 I I 1 

I c o.or.1 I I o.ox, I « o.ox, I t s.or.1 I I o.or.1 I t 5 . 0X) I I I s.ox 1 

-------------· --------------------------------------------------------------------------------------------------------------I 
WHOl! eooY /GENERAL I O O O l O O I 1 

1 o.o;o , o . ox1 c o.o;o I s.ox1 1 o.or.1 1 a.ox, I I s.o;o 
I 

FATI6UE/WUKHESS I O D D l O O I l 
o.or.1 , o.o;o I o.o;o , 5.or.1 , o.or.1 1 o.or.1 I 1 5 . or., 

I 
CARDIOVASCULAR I O O O 1 0 0 I 1 

0 . 07.1 l o . o;n I 0.07.) I 5 . 0%1 I 0.0%1 ( O.OY.I I I !L0% 1 
I 

HYPOTEHSI OH I O O O 1 0 0 I l 
l o.or.1 l 0.07.) I O.OXI I 5.0Y.I I 0.0%) I O.OY.I I I s.0;1.1 

I 
DIGESTIVE STSTEn I O O O O O 1 f 1 

I 0. OX I I 0. 01. I I O. 01. J I O. 0% l I 0 . 0% I I 5. OX I I I 5. DiO 
I 

NAUSEA I O O O O O I I l 
I , a.oz, 1 o.o;o , o.o:o I , o.or.1 , o.o;o , s.o;o I I , s.o;o 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS WITH COMPLAIHTS I 1 I O I O I l I O I 1 I I 2 

f I 5.07.) I I o.o;o I ( a.ox, I ( S . 0%) I ( 0.0%1 I l S.OiO I I C 10 . 0;0 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSOHS WITH NO COMPLAJHTS I 19 I 20 I 20 I 19 I 20 I 19 I I 18 

f I 95.07.) I 1100.07.) f UOO.OY.J I ( 95.0)0 I (100.07.1 I I 95.01.1 I I l 90.o;o 

-----------------------------------l----------l----------l---------- l----------l----------1----------I----------I-----------
PERSOHS WITH NO DATA I O I O I O I O I O I O I I 0 

f ( o.o;o I I o.o;o I ( o.ax, ·, I 0.0)0 I I O.OXI I I o.o:o I I I o.o;o 

.. 
0 
0 
0, 
0 
a-



ST\JOY 
TREATMENT 
LOT HUt19£R 
DOSE 
PATIENT CLASS 

08'38 

CK73J 
20 tlCG 
DIALYSIS PATIEMTS 

Table 4 (cont.) 

PATIENT COUNT CLINICAL COttPLAIHTS 
RECotl8IHAHT HEPATITIS B VACCINE 

I TOTAL VACCINEES I ZD PATIENTSJ - DOSE 4 I 
l----------------------------------------------------------------------------1 
I DAYS POST VACCINATION I NUl'IBER 

CLINICAL 1----------------------------------------------------------------------------I WITH 
COMPLAIHTS I O I 1 I 2 I 3 I 4 I 5 I ICOIIPLUNTS 

••••••••••••••••••••••••••••••••••••••••••••••l••••••••••l••••••••••l••••••••••l•••••••••••••••••••••I••••••••••••••••••••• 
-----------------------------------•----------l----------l----------1----------1----------1----------l----------l-----------
svsrEHIC I l I 1 I 1 I 1 I D I O I I 1 

I I 5.0XI I I 5.0XI I I 5.DXI I I 5.0XI I C 0.07.1 I C O.OY.I I I I 5.0XI 

I 
MHOLE BODY/GENERAL I 0 I 1 I 1 I 0 I D I 0 I I I 

O.OXI I I S.OX I I I 5,0XI I I o.or.1 I c 0.01.1 I 1 O.OXI I I I s.or.1 
I I I I I I I 

FATIGUE/WEAKNESS I • I 1 I 1 I 0 I 0 I 0 I I 1 
o.o;o I 1 5.0Y.I I I 5,0Y.I I I o.o;o I , 0.01., I c 0,07.I I I I 5. DXl 

I I I I I I I 
rt.JSCULOSl(ElETAL • 1 I 0 I 0 • 0 I 0 I 0 I I 1 

5.o;o I , o.or.1 I c O.OY.l • I D.07.) I I 0.07.l I I O.OY.I I . ( 5. OX) 
I I I I I I I 

ARTHRALGIA IOTHERl I l I 0 I 0 I 0 I 0 I 0 I I l 
5,o;o I 1 O.OXl I I D. 01. I I I D. 01.1 I t 0.01.1 I I O.OiO I I I 5. OXI 

DIGESTIVE SYSTEM I O I O I l I O I O I O I I l 
a.ox, I I 0.07.l I I 5.0XI I C 0.01.1 I ( o.o;o I I O.OiO I I I 5.0%) 

I I I I I I I 
OIMIHISH(D APPETITE • 0 I 0 I 1 I O I O I O I I I 

0.0:1.1 I I a.ox, I I s.or.1 I c o.or.1 I , 0.01.1 I I o.or.1 I I I s.oi:1 
I I I I I I I 

PSYCHIATRIC/BEHAVIORAL I O I D I O I l I O I O I I 1 
I O.OXI I I 0.0%1 I I a.oz, I I 5.0%1 I I 0.07.) I C o.OXI I I I 5.0X) 

I I I I I I I 
DEPRESSION I O I O I O I 1 I O I O I I I 

t , o.ox, I I o.ox1 I , o.o:o I c s.o;o I c 0.0;.1 I I o.or., I I < s.o::o 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsONs WITH COMPLAINTS I l I 1 I I I l I O I O I I l 

I I S.OXI I I 5.0iO I I 5.0XI I l 5.0Y.I I l O.o:o I I o.Oll I I I 5.0XI 

-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERsOHs WlTH NO COIIPUINTS I 19 I 19 I 19 I 19 I zo I zo I I 19 

I I 95.o;o I I 95.0iO I I 95.0%) I I 95.0iO I 1100.0;0 I U00.07.1 I I C 95.0iO 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSoHs WITH NO DATA I o I o I o I o I o I o I I o 

I C 0.07.) I C o.or., I I D.D7.l I I O.Ol) I l O.Oll I I D.0%) I I ( O.OX) 

--

0 
0 
:,, 
0 ... 



STli>Y 
TREATt1ENT 
LOT tM18ER 
DOSE 
PATIENT CLASS: 

011311 

CK7l3 
20 t1CG 
DIALYSIS PATIEHTS 

Table 4 (cont.) 

PATIENT COUNT CLINICAL C0t1PLAINTS 
RECot1BlNAHT HEPATITIS B VACCINE 

I TOTAL VACCIHEES C 20 PATIENTS) - DOSE S • 

1----------------------------------------------------------------------------I I DAYS POST VACCitlATION , I NU118ER 

CLINICAL l----------------------------------------------------------------------------1 MITH 
COMPLAINTS I O I l I 2 I 3 • 1' I 5 I ICOHPLAINTS 

····-··············· .............. , .......... , ..........•.......... , ..........•..........•.......... , .......... ,., ........ . 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSCNs WITH COl1PLAIHTS I o I o • o I o I o I o • I o 

I ( 0.07.1 I C 0.07.1 I I 0.0Y.I I C 0.07.1 I C 0.07.1 I I 0.07.1 I I I D.07.1 

-----------------------------------1----------l----------t----------l----------l----------l----------l----------l-- '-•------
PERSONS WITH NO COMPLAINTS I 20 I 20 I 20 I 20 I 20 I 20 I I 20 

I (100.07.1 I U00.07.1 I 1100.07.1 I 1100.07.1 I U00.07.I I (100.07.1 \ I noo.o:o 
-----------------------------------1----------1----------1----------1----------1----------1----------•----------1-----------
Pl!RSOHS MITH NO DATA I I I O f O I O f O • • 0 f • 0 

I C 0.0Y.I I C 0.07.1 I I 0.07.1 I ( 0.07.1 I I 0.07.1 • I 0.07.1 ,1 I C o.o:o 

-

0 
0 
OIi 
0 
a, 



STUDY 
TREATMENT 
LOT NUMBER 
DOSE 
PATIENT CLASS 

0838 

Ck733 
20 tlCG 
DIALYSIS PATIENTS 

Table 4 (cont.) 
PATIENT COUNT CllNICAL COMPlAIHTS 

REC01181NANT HEPATITIS B VACCINE 

------------------------------------------------------------------------------------------------------------------ ---------. . 
I TOTAL VACCIHEES ( 17 PATIENTS I - DOSE 6 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I t1U11BER 

ClINICAL l----------------------------------------------------------------------------1 WilH 
CotlPLAINTS • 0 I 1 • 2 I 3 I 4 I 5 I ICOt1PLUNTS 

•••••••••••••••••••••••••••••••••••••••••••••• l••••••••••••••••••••• l•••••••••• l••••••••••l•••••••••• l•••••••••• I•••••••••• 
-----------------------------------1----------I----------I----------I----------I----------I----------I----------I-----------
PERSONS WITH COMPLAINTS I O I O I O I O I O I O I I O 

I c o.o;o I c o.o;o I c o. o:o I 1 0.01.1 I , 0.01.1 I c 0 . 01.1 I • , . o.ox, 
-----------------------------------t ----------l----------•----------l----------1----------1----------1----------I-----------
PERsONs WITH NO cortPU INTS I 17 I 11 I 17.. I 17 I 17 I 17 I I 17 

I noo . o;o I noo.OY.I I 1100.oz1 I noo.oz1 I 1100.oz1 I 1100 . oY.1 . I I 1100.0;0 

-----------------------------------1----------I----------I----------I----------I---------- I----------I----------I-----------
PERSDHS MITH HO DATA I 0 I 0 • I I 0 I 0 • 0 I I 0 

I ( o.o;o I ( o.ox, I I 0.0;() I C o.o;o I I O.OY.I • I O.OY.I • I I 0 , 0Y. ) 

··-

0 
0 
~ 
::, 
-D 



STUDY 
TRE ATMENT 
LOT N\Jt18ER 
oosr: 
PATIENT CLASS 

08'38 

CK7l'3 * 
'40 ttCG 
DIALYSIS PATI ENTS 

Table 5 
PATIENT COUNT MAXI11U11 TEMPERATURES 

RECOf18INANT HEPATITIS B VACCillE 

---------------------------------------------- ·------------------------------------------------------------------------------
I TOTAL VACCIHEES ( Sl PATIENTS) - DOSE l I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I NUN8ER 

HAX TEMPERATURE 1---------------------------------------------------------------------------------------I MITH 
l DEG F, ORAL I I O I 1 I 2 I 3 I 4 I 5 I I I MAX TEl1P 

•••••••••••••••••••••••• l••••••••••l•••••••••• l•••••••••• l•••••••••• l•••••••••• l•••••••••• l••••••••••l••••••••••I•••••••••• I I I I I I I I 
< 99 I 47 I 46 I 48 I 48 I 46 I 43 I I 39 

I I 92.ZXJ I I 90.ZiO I ( 94, 1;0 I C 94 .11.1 I ( 9z,o;o I I 95 . 61.I I I I 76.5?.I 
I I I I I I I I , 

99 - 99. 9 I 3 I l I 3 I 1 I 4 I 2 I I . 10 
I I 5.9i0 I C 5.91.1 I I 5 . 91.1 I ( 2.01.1 I ( 8.07.I I ( 4.'t1.) I I I 19.61.) 
I I I I I I I I 

100 - 100. 9 I l I 2 I o I 2 I D I o I I 2 
I I 2,0Y.I I I 3.9i0 I I 0.01.1 I I 3.9i0 I ( 0.01.1 I ( 0.01.l I I I · 3.91.1 

------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
TEt1PERATURE UKEN I 51 I 51 I 51 I 51 I so I 45 I I 51 

I 1100.01.1 I 1100.01.1 I 1100.01.1 I noo.o;o I ( 98 . DY.) I ( 88.21.1 I I 1100 . 01.1 

------------------------1----------1----------I----------I----------I----------I----------I------ ·--------------1 -----------
TEHPERATURE NOT TAl<EH I O I O I o I O I 1 I 6 I I 0 

I I 0.01.1 I I 0.01.1 I I 0.01. 1 I I 0.0;:1 I ( 2 , 0;:1 I ( 11.87.1 I I I 0.07.1 

* Three injection regimen 

-
0 
0 
OD -0 



STUDY 0838 
TREATMENT 
LOT NJteER CK733 
DOSE 40 MCG 

Table 5 (cont.) 
PATIENT COUNT MAXIl'1\Jl"I TEMPERA~ES 

RECOMBINANT HEPATITIS B YACCIHE 

PATIENT CLASS DIALYSIS PATIENTS 

I TOTAL VACCIHEES I 51 PATIENTS) - DOSE 2 I 
l---------------------------------------------------------------------------------------1 
I OATS POST VACCINATION I NUl18ER 

MAX TEMPERATURE !-----·---------------------------------------------------------------------------------• WITH 
tOEGF,ORAll IO • l I Z • 3 • 4 I 5 I • •ttAXlEMP 

••••••••••••••••••••••••l•••••••••••••••••••••l•••••••••••••••••••••l••••••••••l••••••••••l•••••••••••••••••••••la••••••••• 
I I I I I I I I 

< 99 I 46 • 46 I 45 I 42 I 48 I 45 I I 40 
I ( 9S.8l'.) I ( 95.8½) I I 9J.8X) I I 87.SiO • (100.0X) I noo.ox, I I ( 83.JX) 
I I I I I I I I 

99 - 99. 9 I 2 I . z I 3 I 6 I o I o I I 8 
IC 4.ZXJ I I lt.:?XI I I 6.3i0 I I U.SXI I I O.OiO I I 0.0?.I I I I 16.?r.J 

------------------------l----------•----------1----------1----------1----------I----------I---------------------I-----------
TEMPERATURE TAKEN I 48 I 48 I 48 I 48 I 48 I · 45 I I 48 

I ( 94 .17.) I I 94. lX l I I 94 .17. ) I I 94. liO I I 94. 11. l I I e&. 2i0 I • I 94 .17.) 

------------------------1----------1----------l----------•----------l----------•----------I---------------------I-----------
TEMPERATURE HOT TAKEH • l • 3 I 3 I 3 I l • 6 I I 3 

• ( 5.97.) I C S.9i0 I ( S.97.) • C 5.91.) • ( 5.9?.) I C 11.ex, I I C S.9?.) 

-
0 
0 
0: -



STUOf 0838 
TP.EATHEHT 
LOT NVl18ER Ctc:733 
DOSE 40 11CG 

Table 5 (cont.) 
PATIENT COUNT HAXIMUH TEHPERAl\JRES 

RECOl18INAHT HEPATITIS 8 VACCINE 

PATIENT CLASS: DIALYSIS PATIENTS 

I TOTAL VACCIHEES C 48 PATIEHTSI - DOSE l I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I HUl1BER 

HAX TEl1PERATURE 1---------------------------------------------------------------------------------------I WITH 
I DEG F, OOAL I • 0 I 1 I 2 I 3 I 4 I 5 • I I ttA1< TEl1P ................................... , .......... , .......... , .......... , .......... , .......... , .......... , .......... , •...•....• 

I I I I I I I I 
< 99 I 35 I 36 I '38 I 38 I '38 I 38 I I 33 

I 1 92,1:io I , 94.71.1 I noo.oio I noo.o;o I 1100.01.1 I 1100.o;n I I I e&.8XI 
I I I I I I I I 

99 - 99. 9 I 2 I 2 I o I o I o I o I I 4 
· I I s.17.J I I s.11.1 I I o.or.J I I o.or.1 I I o.or., I I o.o;o I I c 10.s;n 

I I I I I I I I 
101 - 101. 9 I 1 I o I o I o I o I o I I 1 

I I 2.6lO I I o.o;o • ( 0.01.) I ( 0.DXI I I 0.D1.1 I ( O.OiO I t I 2.67.1 

------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEHPERAlWE tAKEN I 38 I l8 I 38 I 38 I 38 I 38 I • 38 I c 79.27.1 I l 79.2lO I c 79.27.I I l 79.2ZI I I 79.21.1 I I 79.2i!I I I l 79.2%1 

------------------------1----------1----------I----------I----------I----------I----------I--------------------- I-----------
TEHPERATURE NOT TAKEN I 10 I 10 I 10 I 1D I 10 I 10 I I 10 

I I 20.81.l I I 20.8)(1 I I 20.81.l I l 20.81.I I I U.BlO I · l 20.81.l I I I 20.8%l 

-
=> 
0 
(JI -IV 



STUDT 0838 
TRUTnEHT 
LOT HUl';BER CK7ll 
DOSE 40 t1C6 * 

Tatile 6 
PATIENT COUNT 11AXIMUN TENPERATURES 

RECot1BINANT HEPATITIS 8 VACCitlE 

PATIENT CLASS DIALYSIS PATIENTS 

I TOTAL VACCINEES ( 20 PATIENTS) - DOSE l I 
l---------------------------------------------------------------------------------------1 I OATS POST VACCINATION I HUtlBER 

MAX TEMPERATURE 1---------------------------------------------------------------------------------------I MJTH 
I DEG F, ORAL I I O I 1 • 2 I 3 I lt I 5 • I I MAX TEMP 

-····················•• l•IHl••·························••l••···~··••l••·····•-1••·······• t••·······• I••········ ··········· I I I I I I I I 
< 99 I 11 • 1a I 18 I 11 · I 11 I 1e I I n I ( 85. ox) • C 90. OX I I I 90. OX I I ( 8S. 01. l I I as. OlO I I 'JO. OX) I I I 65. DX) 

I I I I I I I I 
99 - 99. 9 I 3 I 1 I 1 I 2 I 3 I 1 I I 5 

I c 15.0X> I c s.ox1 • c s.o:o I 1 10 . 01.1 I c 1s.o;o I I s.o;o I I , 2s.o?.1 
I I I I I I I I 

100 - 100. 9 I o I 1 I l I 1 I o I 1 I I 2 
I c o . oxi • c s.o:o I , s.01.1 I c s.o;o • c 0.01., I , s .o:o I I r 10 . 0::1.1 

------------------------l----------l----------l----------l----------1----------I----------I--------------------- I-----------
TEl1PERAT\JRE TAKEN I 20 • 20 • 20 I 20 I 20 • 20 I I 20 

I ClOO.OX> I ClOI .OXI • 1100.01.1 I 1100.0?.) • 1100.0X) I Cl00 . 0%1 I I 1100 . 01.1 

------------------------l----------•----------1----------1---------- •----------l----------•--------------------- I-----------
TEMPERATURE NOT TAKEN I O • 0 I O I O I O I O I I D 

I C O.OXJ I C O.OXI I I 0.01.1 I t O. OlO I ( O.OX) I l 0.01.) I I C O.OXI 

• Si x injection regimen 

·-

0 
0 
JD 

"' 



STUOY 
TREATl1EHT 
LOT HUHBEI! 
DOSE 
PATIENT CLASS 

08la 

CK733 
ltO tlCG 

Table 6 (cont.) 

PATIENT COUNT HAXIMUtl TEMPERATURES 
RECOt1BJNAHT HEPATITIS B VACCINE 

DIALYSIS PATIENTS 

I TOTAL VACCIHEES C 20 PATIENTS) - DOSE 2 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCIHATIOH I Nllt18ER 

11AX TENPERATUl!E 1---------------------------------------------------------------------------------------I MITH 
COEGF,ORALI IO I 1 I 2 I l I 41 Is. I I l11AXTEl1P 

••••••••••••••••••••••-1••••••••••1••••••••••1•••••• .. ••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
I I I · I I I I I 

< <19 I 17 I 15 I 16 I 14 I lb I 17 I I 13 
I c 89.s;o I c 78.9iO I c ee.97.J I c ez.47.J I c ee.97.J I noo.or.1 I I , 68.4:t.l 
I I I I I I I I 

99 - 99. 9 I 2 I 3 I l I 3 I 2 I o I I s 
I l 10.5l0 J l 1S.8ZI I l S.6i0 I l 17.61.1 I l 11.lXJ I C O.OXI I I l 26.3Y.J 
I I I I I I I I 

100 - lOG. 9 I o I 1 I l I G I G I o I I 1 
I , o.o;o I , s.1;1,1 I l S.6lO I , o.ox, I , o.oY.1 I , o.o;o I I c s.1;0 

------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
TEt1PERATURE TAKEN I 19 I 19 I 18 I 17 I 18 I 17 I I 19 

I l 9S,07.J I l 95.0ZJ I l 90.0Xl I l eS.OiO I C 90.0lO I l 85.0XJ I I I '1S.OiO 

------------------------l----------l----------l----------l----------l----------t----------l---------------------l-----------
TE11PERATURE NOT TAl<EH I l I l I 2 I l I 2 I . l I I 1 

I l 5.0iO I l S.07.1 I t 10.0;:1 I t 15.0iO I t 10.0:0 I l 15.0iO I I l s.o:o 

-

0 
0 
OD -~ 



ST\IDY 
TRUTHENT 
LOT NUMBER 
DOSE 
PATIENT CLASS 

0838 

CK7J3 
<tO MCG 

Table 6 (cont.) 
PATIENT COUNT MAXIHUl1 TEMPERATURES 

REC0t1BINANT HEPATITIS 8 V.AttmE 

DIALYSIS PATI ENTS 

I TOTAL VACCINEES I 20 PATIENTS J - DOSE 3 I 
1--------------------------------------------------------------------------------------- I I DAYS POST VACCINATION I NU11!ER 

HAX TEMPERATURE 1--------------------------------------------------------------------------------------- I WITH 
I OE& f, ORAL I I O I l I 2 I l I 4 I 5 I I I MAX TEHP ........................ , .......... , ...•...... , .......... , .......... , .......•.. , .......... , .......... , .......... , ......... . 

I I I I I I I I . 
< 99 I 17 I 16 I l& I l& I 17 I 17 I I 16 

I 1 89.s;o I 1 84.2%1 I 1 9't.7%J I 1 94.7%1 I 1 94.1,;1,1 I I' 94 • ._r., I I c &4.2;0 
I I I I I I I I 

99 - 99 . 9 I 2 I 3 I 1 I 1 I 1 I o I I 2 I I 10.5%1 I C 15.&iO I I 5.37. J I C 5 . 37.1 I I 5.6%1 I I 0.0iO I· I I 10.51. 1 
I I I I I I I I 

100 - 100.9 I o I o I o I o I a I l I I 1 
1 , o.o;o I c o.ax, I , o.ax, I , o.or.1 I , o.ux, I , s.,x, I I , s.31.1 

------------------------l----------1----------l----------l----------l----------l----------l--------------------- l-----------
1Et1PERATURE TAKEN I 19 I 19 I 19 I 19 I 18 I 1& I I 19 

I 1 95.0%I I I 9S.O%J I I 95.0%) I I 95.o;o I I 90.0%1 I I 90.0%J I I I 95.01.J 

------------------------ l----------l----------l---------- l----------l----------1----------1---------------------I-----------
TEMPERATURE NOT TAKEN I 1 I l I l I l I 2 I 2 I I l 

I I s.o;o I I s.oz , I c 5.az1 I I 5.0%1 I I 10.0;1,1 I I 10.or.1 I I I s.o;o 

·-
0 
0 
0, -I.fl 



STUDY 
TREATMENT 
LOT tMIBER 
DOSE 
PATIENT CUSS 

0838 

CK733 
40 t1CG 

Table 6 (cont.) 
PATIENT COUNT MAXIl'1Utt TEMPERATURES 

RECOMeINAHT HEPATITIS B VACCitlE 

DIALYSIS PATI ENTS 

I TOTAL VACCINEES I 19 PATIENTS! - DOSE 4 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCINATION I HUt18ER 

11AX TENPERATURE f---------------------------------------------------------------------------------------1 WITH 
f D[G f, ORAL l I O I l I 2 I l I 4 I 5 I I I NAX TEMP 

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

< 99 I 1e I u I 18 I 15 I 16 I 17 I I 15 
I 1100,or.1 I c 88,9Y.> I uoo.or.1 I I 83,3?.I I I 88,9?.l • I 94.4i0 I I I 83,JiO 
I I I I I I I I 

99 - 99. 9 I o I z I o I 3 I 2 I l • I l I I O,DlO I I 1 1.lY.I I I o.or.1 I I 1(,.7?.I I I 11.1::0 I I 5.6i0 I • I 16 . 7¼) 
------------------------l----------l----------l----------l----------l----------1----------1--------------------- I-----------
TEMPERATURE TAKEN I 18 I 18 I 18 I 18 I 18 I 18 I I 18 

If 94.T/.I If 94 , 7XI I ( 94.7¼) I I 94.7)0 I I 94.7") I I 94 . 77.l I I I 94.7¼1 
------------------------l----------l----------l----------l----------l----------l----------l--------------------- l-----------
1E11PERATURE NOT TAKEN I l • l I l I 1 I 1 I l • I 1 

I I 5.3Y.I I I 5.3½1 I ( 5,3l0 I I 5 . 3"/.I I I 5.37.1 1. I 5.37.I I I 1 5 . 3::o 

0 
0 
0D ... 
0-



STUDY 
TREATMENT 
LOT HUl18ER 
DOSE 
PATIENT CLASS 

OBJ8 

CK7JJ 
40 t1CG 

Table 6 (cont.) 

PATIENT COUNT 11AXJl1Ut1 TEl1PERAT\JRES 
RECOt1BIHANT HEPATITIS B VACCINE 

OJALYSl9 PATIENTS 

I TOTAL VACCJHEES I 19 PATIENTS! - DOSES I 
1·--------------------------------------------------------------------------------------1 
I . DAYS POST VACCIN.I.TIOH I NUMBER 

~AX TENPERATURE 1---------------------------------------------------------------------------------------I WITH 
COEG F, ORALI I O I 1 I 2 I 3 I 4 I S I I I 11Al< TEMP 

.... ••••••••••••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••l••••••••••I•••••••••• 
. I I I I I I I I 

< 99 I 16 I 16 I 1 7 I 11 I 1 7 I 11 I I 16 
I 1 94 . 11.1 I 1 88.9Y.l I 1100.01.1 I 1100.or.1 I 1100.or.1 I 1100.or.1 I I 1 8a . ,x1 
I I I I I I I I 

99 - 99. 9 I o I 1 I o I o I a I a I I 1 
I C O.OY.I I I 5.6Y.I I ( O.OY.I I I a.or., I I o.or.1 I I O.OY.I f I I 5.&?.I 
I I I I I I I I 

100 - 100. 9 I 1 I 1 I o I o I o I o I I 1 
I I s. 9Y.> I I s.6Y.l I , o.o;o I , o.o,o I , a.or., I , 0.01.1 I I I s.6;o 

------------------------1----------1----------I----------I----------I----------I ·---------l---------------------l-----------
lE11PEAAT\RE TAUH I 17 I l& I 17 I 17 I 17 I 17 I I 18 

I ( 89.57.l I I 94. 7?.l I ( 89.SlO I I 89.SXI I I 89.SY.l I I 89.5?.I I I I 94. 71.I 
------------------------l----------l----------l----------l----------l----------l----------1---------------------1-----------
TEHPERATIRE NOT TAKEN I 2 I 1 I 2 I 2 I 2 I 2 I I 1 

I I ID.SY.I I I 5.liO I I 10.51.1 I I 10.s;o I ( 10.Si!I I I 10.SY.I I I I S.lY.1 

-
0 
0 
0, -~ 



STUOY 
TREATl1EHT 
LOT tU18£R 
DOSE 
PATUHT CLASS 

0838 

CK733 
40 HCG 

Table 6 (cont.) 
PATIENT Cotffl HAXIt1Ut1 TEHPERATURES 

RECOHSIHAHT HEPATITIS 8 VACCIHe 

DIALYSI S PATIENTS 

• TOTAL VACCINEES ( 17 PATIEHTSJ - DOSE 6 I 
•---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I NUt1BER 

NAX TEHPERATURE 1----------------------------------------------------------------------------•----------I MITK 
I DEG F , ORAL I I O I l I 2 • 3 I 4 I 5 I I I HAX TEMP 

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

< 99 I 13 I 14t I u I 14 I 14 I 14 I I 13 
I ( e6.7i0 I ( 93.3)0 I UOG.OY.) I I 93.3?.l I I 93 . 3X) I (100 . 0X) I I I 86.7i0 
I • I I I I I I 

99 - 99 . 9 • 1 I o I o I l I l I o I I 1 
I I 6. 7)0 I C O. o:o I C O. o:o I I 6. 7X 1 I I 6. 77.1 I ( 0 . 0)0 I I C 6. 7X I 
I I I I I I I I 

10a - 100. 9 I 1 I l I o I o I o I o I I l 
I I 6.T/.) I ( 6.?Y.! I I 0.0,:1 I I 0.0?.l I I O.OXI IC 0.0?.) I I I 6.7?. I 

------------------------1----------1----------1----------1----------1----------l'----------1---------------------1-----------
TEHPERATURE TAkEH I 15 I 15 I 15 I 15 I 15 I lit I . I 15 

I 1 88.ZY.t I c ee.2,:1 I c M.2,:1 I , ea.2,:1 I I ee.2r.1 I , e2 .1t:o I I c ee.2r.1 
------------------------I----------I----------I----------I----------I---------- I----------I--------------------- I-----------
TEl1PERATURE NOT TAKEN I Z I 2 I 2 I Z I Z I 3 I I 2 

I , 11.e,:1 I c 11.er.1 I , 11 . e;o I , 11.ex, I 1 11.er., I c 11 . 6r.1 I I , 11.er., 

-
0 
0 
OD -:lD 



SruDY 
TRUTt1ENT 
LOT HUHDER 
DOSE 
PATIENT CLASS 

0838 

CK7ll * 
20 MCG 

Table 7 
PATIENT COUNT HAXlttUf TEHPERAT~ES 

RECOHllIIIAHT HEPATITIS 8 VACCINE 

DIALYSIS PATIENTS 

I TOTAL VACCINEES I 20 PATIENTS) - DOSE l I 
1--------------------------------------------------------------------------------------- I 
I DAYS POST VACCINATION I taJl1BER 

MAX TEHPERATURE 1---------------------------------------------------------------------------------------I MITH 
(DEG F , Ol1Al) I O I 1 I 2 I 3 I 4 I- 5 I I I MAX TEMP 

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

< 99 I 1s I u. I 16 I 17 I 17 I 16 I I 14 
I c 83.JY.l I I 88.9:t.) I t 88.9:f.l I < 94.4:f.l I < 94.4i!I I c ea.9;o I I 1 77.6½1 
I I I I I I I I 

99 - .,, • 9 I l I t I 2 I l I 1 I l I I :, 
I l 16.7:!I I I 11.lY.l I I 11.17.1 I I 5.6lO I I 5.6iO I c 5.67.1 I I c 16.7%1 
I I I I I I I I 

100 - 100 . 9 I o I o I o I o I o I 1 I I 1 
I 1 0.07.l I I o.o:o I t 0.01.1 I I o.o:o I I o.o;o I 1 5.67.> I I I s . 67.l 

------------------------ l----------l----------l----------l----------l----------l----------1---------------------1-----------
TEHPERATURE TAl<EN I 18 I 18 I 18 I 18 I 18 I 18 I I 18 

I t 90.0:t.l I I 90.0:0 I I 90.o:o I < 90.0:0 I < 90 . o:o I c 90 . 07.l I I t 9o.o;o 
------------------------1----------1----------I----------I----------I----------I----------I---------------------I-----------
TEMPERATURE HOT TAKEN I 2 I Z I 2 I 2 I 2 I 2 I I t 

I c 10.0:r., I 1 10.0:0 I I 10 . 0;0 I t 10.0;0 I I 10 . 0;0 I t 10.0:0 I I c 10.0;0 

* Six injection regimen 

-
0 
0 
~ -.0 



STUDY 0838 
TRUTI1ENT 
LOT NUlfl!ER CK 731 
DOSE 20 tlCG 

Table 7 (cont.) 
PATIENT COUNT HAXIHUlt TEHPERAT~ES 

RECOl1BINANT HEPATITIS B VACCINE 

PATIENT CLASS D1ALYS19 PATIENTS 

I TOTAL VACCINEES I 20 PATIENTSI - DOSE 2 I 
•---·-----·····-·-···········--·-·---·-·-·-···--··-····---····-·------··--·----···------1 I DAYS POST VACCINATION I tM18ER 

"AX TEMPERATURE •·--·-·-·-····-····-·----------------·-·--·-----··-····-···---·-······-·-·-·····--·-···-1 WlTH 
(DEG F, ORAL I • 0 I 1 • 2 • 3 I 4 • S • • • 11AX TEMP 

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

< 99 I 18 I 19 I· 19 I 18 I 1 9 I 19 I • 1a 
• , 94.TI.> I noo.o;o I uoo.o;o • uoo.o;o I 1100.0:1.1 I noo.o,o I I , <11t. n1 
I I I I I I • • 

99 - 99.9 I l I o I o I o I o I o I I 1 
I , 5.3:t.l I , 0.0:1.1 • , o.o;o I < 0.0:1.1 I , 0.0:1.1 I < o.or.) 1. I , 5.3r.l 

-·····-·---······-·-·-··1-····-····1·········-•··---···--•-----·-·--1·-----·-··1------·---•---·----------·-·----•···--··---· 
TEHPERATURE TAKEN I 1' . I 19 I 1" I 18 I 19 I 19 I I 19 

I ( 95.0)() I ( 95.0Y.l I ( 95.0Y.I I ( 90.0XI I ( 95.0)(1 I ( 95.0)(1 I I I 95.0iO 
··--·-·---·-····-·······1----·-···-1-------·--•--·-······•-----·----l------·---l-------··-1----·-···----·-------l·------··--
TEl1PERATURE NOT TAKEH I l I l • 1 I 2 I 1 • 1 • • l 

I I s.o:t.l I c s.o;r.1 I ( 5.0Y.I I I 10.0Y.I I ( s.o;o • I s.o;r.1 • I I s.or.1 

·-
0 
0 
Oil 
rv 
0 



STUDY 
TREATMENT 
LOT H\Jl18ER 
DOSE 
PATIENT CLASS 

DBl8 

CK73J 
20 11cc; 

Table 7 (cont.) 
PATIENT COUHT 11AXIH\Jt1 TEMPERATURES 

RECOMBINANT HEPATITIS 8 VACCINE 

DIALYSIS PATIENTS 

I TOTAL VACCIHEES I to PATIENTS) - DOS£ 3 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCIHATIOH I NU118ER 

nAX TEMPERATURE 1---------------------------------------------------------------------------------------I MITH 
(DEG F • ORAL I I O I 1 I 2 I 3 I 4 I 5 • I • MAX 1Et1P 

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

< 99 I 1 11 I 19 I 17 I 19 I 19 I 19 I I 15 
I C 90. o;: I I C 95. O?. I I I es. 07.1 I C 95. 07. I I C 95. or. I f I 95 . ox I I I I 75. 07. J 
I I I I I I I I 

99 - 99 . 9 I 2 I 1 I l I 1 I 1 I 1 I I s 
I c 10.ox, I I s.o;n I I u.o;o I c s . o;o I c 5.ox1 I I s.ox1 I I 1 25.07.1 

------------------------1----------1----------1----------1----------1----------1----------1---------------------1---· -------
TEt1PERATURE TAKEH I to I 20 I 20 I 20 I U I to I I 20 

I c100.ox> I 1100.or.1 I 1100.or.t I 1100.or.t I 1100.011 I 1100.01.1 I I 1100.ox, 
------------------------l---------- l----------l----------l----------l----------1----------1---------------------I-----------
TEtfPERATURE HOT TAKEN I O I O I O I O I O I O I I 0 

I c o.o;o I 1 1.or.1 I I o.ar.t I c o.or.» I I o.ox, I I o.ox, I I c o . ox> 

-
0 
0 
a, 
1\1 
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Table 7 (cont.) 
PATIENT COUHT MAXIltJH TEHPERATURES 

RECOt1BINAHT HEPATITIS B VACCINE 

PATIENT CLASS: DIALYSIS PATIENTS 

• TOTAL VACCIHEES I 20 PAT IENTS> - DOSE 4 I 
1--------------------------------------------------------------------------------------- t 
I DAYS POST VACCINATION I NU1BER 

MAX TEMPERATURE f---------------------------------------------------------------------------------------1 WITH 
I DEG F , ORAL I I O I l I 2 I l • 4 I 5 I I I MAX TE11P 

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

< 99 I 19 • 19 • 19 I 18 I 20 I 20 I I 16 
• I 95.07.J • t 95.07.> I I 95.o;o I I 90.07.J I uoo.or.1 I 1100.or.1 I I c 80.07.I 
I • I I I I I I 

n - 99. 9 I l I o I l I Z I o I o I I 3 
I I 5. 01. J I C O • o;o I I 5. ox> I I 10. 07.1 • C o. OX l I I O • o;o I I C 15. 07. 1 
I I I I I I I I 

100 - 100. 9 I o I l I o I o I o I o I I 1 
IC o.07.1 I I 5,0XI It o.or.1 I t o.07.1 I I o.or.1 I I o.or.1 I I c 5.07.l 

------------------------l----------l----------l----------1---------- I----------I----------I---------------------I-----------
TEt1PERAn.lE TAKEN I 20 I 20 • 20 I 20 I 20 I 20 I I 20 

I 1100 . 0)n I (100.0)() I 1100,07.I I (100.01.1 I (100 . 0)() I 1100.07.1 I I noo . o;o 
------------------------l---------- l----------1----------t---------- l----------1----------I--------------------- I-----------
TEl1PERATURE NOT TAKEN I O I O I II I II I O f O I I 0 

I I 0.0)0 • I O. Oi!I I I 0.07.1 I I 0.0)() I I O.Oi!) I l 0.07.1 I I C 0 . 07.) 

-
0 
0 
-31 
rv 
rv 



STUDY 
TRUTitENT 
LOT NUl18ER 
DOSE 

I 0838 

CK733 
20 t1CG 

Table 7 (cont.) 
PATIENT CO\JHT HAXIl1Ul1. TEHPERAl\JIIES 

RECOt1BIHAHT HEPATITIS 8 VACCINE 

PATIENT CLASS: DIALYSIS PATIEHTS 

I TOTAL VACCIHEES I 20 PATIENTS) - DOSE 5 I 
l---------------------------------------------------------------------------------------1 
I DAYS POST VACCIHATIOH I HUMBER 

NAX TEHPERATURE l--------~------------------------------------------------------------------------------1 WITH 
I DEG F • ORAL I I O • 1 I 2 • 3 I '+ • 5 I I I HAX TEHP 

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

< 99 I 20 I 20 I 19 I 20 I 20 • 20 I I 19 
I 1100.0:0 • (100.0Y.J I f 95.0Y.J I 1100.0Y.J • UOO.OY.1 · I UOt.OY.I I I C 95.o;o 
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 1 
I I o.ox, I I o.ox, I c s.ox> I I o.or.1 I c o.ox> I c o.o;,o I I I s.o:o 

----------- .------------l----------l----------l----------l----------l----------1----------1---------------------•-----------
TEHPERAl\JRE TAKEN I 20 I to I to I 20 I 20 I 20 I I 20 

I ClOO.OY.) I (100,0Y.J I (100.0lO I UOO.OY.) I uoo.o;o I 1100.0;0 • I 1100.0;0 
------------------------I----------I----------I----------I----------I----------I----------I---------------------I-----------
TEHPERA1\JRE HOT TAKEN I O I O I O I o I o I. o I I O 

I c o.ox, I c o.oY.1 I c o.oY.J I I o.or., I f o.oY.1 I c o.oY.1 I I I o.or.1 

-
:::, 
0 
OIi 
N 
\,-1 
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Table 7 (cont.) 
PATIENT COUNT HAXIl1ltt TEMPERATURES 

REC0l18INANT HEPATITIS B VACCINE 

-----------. ----------------------------------------------------------------------------------------------------------------I TOTAL VACCINEES C 17 PATIENTS! - DOSE 6 I 
l---------------------------------------------------------------------------------------1 I DAYS POST VACCINATION I tM'IBER 

HAX TEHPERATURE l---------------------------------------------------------------------------------------1 WITH 
C DEG F, ORAL I I O I l I 2 I l I 4 I 5 I I I HAX TEHP ................................... , .......... , .......... , .......... , .......... , .......... , .......... , .......... , .......•.. 

I I I I I I I I 
< 99 I 1s I 1s I 16 I 16 I 16 I 1s I I u 

I « 93.81.J I I 93.81.1 I uoo.01.1 I uoo.01., I uoo.oz, I « 93.&i!J I I t 81.3:t.l 
I I I I I I I I 

99 - 99. 9 I 1 I 1 I o I o I o I l I I 3 
I , 6.31.1 I « 6.3lO I 1 0.01.1 I 1 0.01., I I o.o;o I « 6.3,O I I , 18.e:o 

------------------------l----------l----------l----------l----------l----------1----------1---------------------I----------- · 
TEHPERATURE TAJ<EN I 16 I 16 I 16 I 16 I 16 I 16 I I 16 

I ( 94.1;0 I ( 94.li!) I I 94.li!I I I 94.liO I I 94.llO I I 94.11.) I I t 94.li!I 
------------------------1---------1----------I----------I----------I--------- .l----------1---------------------1-----------
TEMPERATURE HOT TAKEN I 1 I l I 1 I 1 I 1 I l I I 1 

I c 5.97.1 I « 5.91.1 I c 5.91.J I c 5.9:t.J I 1 5.9:t.l I I 5.9i!I I I 1 5.97.1 

---

0 
0 
CD 
IV 
8:: 





Erste Erfahrungen mil rekombinanter Hepa
titis 8-Vaccine bei Palienlen unter chroni
scher H~emodialyse-Behandlung. · 

R. Miillcr', J. Bommer-', J-{. Brus', F. Dcinh:irdt', 
A. l'cucrh:akc' W, Jili;', G. Kiinkr', 3. Wci~cl', 
Abtcilung iur G;isuocntc:roloi;ic und Hcpatolo
i;ic, Mcdizinischc Ho.:hs.:_hulc Hannover'; Sck
cion Ncphroloi;ic, ~lc,fainischc K!inik Univcrsi
tit Heidelberg'; Mcdi~inischc Klinik It, SciJc. 
Krankcn3nn;ihcn LuJ..,ii;shafcn'; M:uc ,·on Pcr
tcnkofcr lnHituc dcr Ludwii;-i\faximili:an-Uni,·cr
sit:i.t Miim:h .. -n'. 

Die lmmuno!:cniuc n:niirlichcr, :au:. Hum;inpl;u
ma i;c,.,·onncnc:r Hcp:atitij 8-V:accinc lut sich bci 
cndogcn odcr cxogcn immunsupprimic:rtcn P:a-

cicntcn beuichdich sc.hwichcr crwiescn a.ls bci • 
gaunden Personcn. Es cnchicn dahcr intcmsanc 
zu priifcn, ob nach lmpfung mic cincr gcntcchno
logisch g"-'onncncn HB-Vaccinc bei c:hronischcn 
Hacmodi:alysc-Paticntcn hohcrc Scronkonvcr
sionsr:atcn fiir anci-HB, cniclc wcrdcn konncn als 
mit n:atiirlichcm HB-lmpfstoff. 51 HBV cmpfing
liche P:aticntcn untcr chronischcr Hacmodiilysc• 
Bchandlung crhiclccn ) lmpfun~n mic jc 40 ug 
Hb,Ag Protein, das in cincm DNS-rckombinicr
tem Summ der Hcfc Sacduromyca ctt0.-isiac 
hcrgcmllr wurdc (Hcpariris B-V:accine {recombi
nant] MSD. Wcstpoinr USA; Lot 9l4/C-J62S): ' 
Die zwcitc und drittc lmpfung ttfolgun cinen 
bzw. 6 Mon:arc ruch dcr crstcn [mpfung. Eincn 
Mon:at n:ach dcr 2. [mpfung hattcn 20 von ~8 
(-'2%) dcr P:aticnrcn :anti-HB, gcbildet. Der mitt
lcrc Antikorper-Cdtalr bcu-ug 2'4,7 [U/ml. Bci 21 
Puicnrcn isr du lmpfprognmm a1,scschloucn, 13 
\'On ihMn wi.:sen im 7. Monat n:ach lmpfbcsinn 
cine Scrokonversion n:ich :inci-HB, auf. Der mitt• 
lcrc .inri-HB,-Gc:halt war_auf 151 [U/ml mgaric
gen. Oana.:h lusen sich bci Dialy:sc-Pacientcn mi, 
rckombinat hcrgcuelltcr HB-V:accinc :ihnlichc ~
rokonvcnions~rcn c~iclcn wie mit HB-lmpf
sco(f, der :aus Hum:anpl:asma gcwonncn wurde. 

COPYRJGHT ~S 
DEMETER VERLAG , 
D-8032 GRAFELFIN F£ 

Huller R, :Bommer J, Brass H, Deinhardt A, Jilg W, Kuttler G, et al. 
Erste erfahrungen mit rekombinanter hepatitis B-vaccine be~ 
patienten unter chronischer haemodialyse-behandlung. Gastroenterol 
1985; 23:297. 
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SUPfflARY - MENTALLY RETARDED INDIVIDUALS 

Two studies (Study 815 and 889) are being conducted to evaluate antibody and 
clinical responses to yeast recombinant hepatitis B vaccine among 
institutionalized mentally retarded individuals who are negative for hepatitis 
B virus sero1og1c markers. l\'lentally retarded individuals receive three 10 or 
20 11eg doses of yeast recombinant vaccine (Study 815 and 889) or three 20 mcg 
doses of plasma-derived vaccine (Study 815) at o. 1. and 6 months. 

A total of 200 mentally retarded individuals have conipleted a three injection 
regimen of vaccination. · No serious or alamlng adverse reactions attributable 
to vaccine have been reported. 

Serologic data after one injection of vaccine are available for 201 
ind1v1duals. At one 110nth 19-20i of vaccine recipients who received either 
one 10 or 20 mcg dose had detectable antibody (S/N ~2.1). Titers of at least 
10 mIU/ml occurred in 8% (10 mcg dose) and 11 % (20 nttg dose) of vaccine 
recipients at this till!. Among nienta 1 ly retarded individuals with a minimum 
titer of S/N ~2.1. the geometric mean titers were 8.7 mIU/ml (10 mcg dose) and 
13.7 mlU/ml (20 mcg dose). Geometric mean titers for responders with antibody 
levels of mIU/ml ?:,10 were 19.9 mIU/ml (10 mcg dose) and 38. 7 mIU/111 (20 rncg 
dose}. 

Clinical data are available on 201 mentally retarded individuals after two 
injections of vaccine . The vaccine has been very 111ell tolerated 1n this 
population with very few clinical collll)la1nts reported. No injection site 
reactions were reported following either the first or second injection. 
Systemic coniplaints were reported in 2% of vaccine recipients following the 
initial 10 mcg dose and 1% vaccine recipients following the initial 20 mcg 
dose of vaccine. o systemic complaints were reported after the second 
injection. 

31721/1 
1 /11 /86 
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~ENTALLY RETARDED INDIVIDUALS 

Study 815 - The Netherlands - Dr. S. Schalm 

The study population consists of institutionalized mentally retarded 
1ndividuals and health care personnel. Mentally retarded individuals and 
health care personnel receive either three 10 or 20 mcg doses of yeast 
recombinant hepatitis B vaccine lot 993/C-K937 or three 20 mcg doses of 
plasma-derived vaccine lot 22771( at 0, 1, and 6 months. Vaccination and 
clinical follow-up continues in progress. 

Study 889 - St. Louis , MO - Or. R. Perr11lo 

The study populatfon consists of institutionalized mentally retarded 
individuals and health care personnel. Mentally retarded individuals receive 
three 10 or 20 mcg doses of yeast recombinant hepatitis B vaccine lot 
993/C-K937 at 0, 1, and 6 months. Health care personnel receive 10 11eg doses 
of vaccine according to the same regimen. 

One hundred mentally retarded indivfduals have received three 10 mcg doses of 
vaccine. At one 110nth 19% (19/101) participants seroconverted (S/N ~2.1) and 
8% (8/101) developed protective levels of antibody (~IU/~l ~10). The 
geometric mean titer for responders with antibody ~10 mIU/ml was 19.9 mIU/~l. 

One hundred mentally retarded individuals have received three 20 mcg doses of 
vaccine. At one month the seroconversion rate (S/..i :::,2.1) was 201 (20/100) 
with 11% (11/100) developing protective levels of antibody (mIU/ml :::.10). 
Responders with titers of at least 10 mIU/ml had a geOl'lletric 11ean titer of 
38. 7 mIU/ml. 

No serious or alann1ng adverse reactions attributable to vaccine have been 
reported. The study continues in progress. 

31731/1 
1 /11/86 
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STUDY 815 



PROGRAl'l: 

PURPOSE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATORS: 

STUDY LOCATION: 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 815 

To compare antibody and clinical responses to yeast 
recombinant and plasma-derived hepatitis B vaccine 
a110ng: 

l Mentally retarded individuals who are negative for 
hepatitis B virus serologic markers. 

2. Health care personnel who are negative for 
hepatitis B virus serolog1c markers. 

1. Yeast Recombinant Hepatitis 8 Vaccine 
Lot 993/C-K937 (20 mcg/HBsAg/m1) 

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 Dijkzigt 
Rotterdam, The Netherlands 

Or. Rudolf A. Heijtink 
Oepartllent of Virology 
Erasmus University 
Rotterdam, The Netherlands 

Or. Maria Alida van de Velde 
Or. Mr. Willem vJn den Bergh - Stichting 
Noordwijk, The Netherlands 

Or. Mr. Willem van den Bergh-Stichting 
Noordwijk, The Netherlands 

University Hospital Oijkzigt 
Rotterdam, The Netherlands 

DATE STUDY INITIATED: December, 1985 

DATE STUDY COMPLETED: In progress 

32341/l 
l /21 /86 
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STUDY POPULATION: 

STUDY PROCEDURE: 

RESULTS: 

32341/2 
l /21 /86 

Study 815 

The study population consists of approximately 90 
mentally retarded individuals. and 90 health care 
personnel, who are negative for HBsAg. ant1-HBc, 
anti-HBs, have a nonnal ALT and have not previously 
received any hepatitis B vaccine. 

Mentally retarded individuals and 
personnel are · randomly assigned to 
yeast recombinant or plasma-derived 
vaccine. stratified by sex and age. 

health care 
receive either 

hepatitis B 

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-derived vaccine at 
o. l, 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 1s obtained fro~ each study participant 
approximately three weeks before the first injection 
of vaccine. Post-vaccination blood samples are 
obtained from mentally retarded indivtduals at 3, 7, 
and 12 months and from health care personnel at l, 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-a and anti-d 
subtype specificity. - -

Clinical follow-up data and serologic results are not 
yet available. The study continues in progress. 

00830 
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PROGRAfil: 

PURPOSE: 

VACCINE: 

PRIMARY 
INVESTIGATOR: 

SECONDARY 
INVESTIGATOR: 

STUDY LOCATION: 

00831 

I 

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine, 
Study 889 

To evaluate antibody and clinical responses to yeast 
recombinant hepatitis B vaccine among: 

1. 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. 

Yeast Recomb1nant Hepatitis 8 Vaccine 
Lot 993/C-K937 (20 mcg/HBsAg/ml) 

Robert P. Perr111o, M.D. 
Director, Gastroenterology 
Veterans Administration Medical Center 
St. Louis, Missouri 63125 

Oliver H. Lowry, M.D. 
Department of Pharmacology 
Washington Univ. School of Medicine 
St. Louis, Missouri 63110 

Beverly Farms Foundation 
Godfrey, Illinois 62035 

Veterans Administration Medical Center 
~t. Louis, Missouri 63125 

DATE STUDY INITIATED: June 19, 1985 

DATE STUDY COMPLETED: In progress 

STUDY POPULATION: The study population consists of approxi111ately 250 
mentally retarded individuals, above 5 years of age, 
and 50 health care personnel, who are negative for 
HBsAg, anti-HBc, ant1-HBs, have a normal ALT and have 
not previously received any hepatitis B vaccine. 

23941/4 
1/3/86 



STUDY PROCEDURE: 

RESULTS: 

23941/5 
1 /3/86 

Study 889 

Mentally retarded individuals are randomly assigned to 
one of two groups, stratified by sex and age. Health 
care personnel constitute a third group. 

Mentally retarded individuals receive a 0.5 ml (10 mcg 
HBsAg) or a 1.0 ml (20 mcg HBsAg) intramuscular 
injection of vaccine at 0, l, and 6 months. Health 
care personnel receive a 0.5 ml (10 mcg HBsAg) 
intramuscular injection of vaccine according to the 
same regimen. 

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 two weeks before the first injection of 
vaccine. Post-vaccination blood samples are obta1ned 
at 1, 3, 6. 10 and 24 months. 

All serum samples are assayed for HBsAg, anti-HBc and 
anti-HBs. The pre-vaccination and 3 month post
vaccination samples are also tested for ALT. Samples 
may be assayed for yeast antibody. In addition, 
samples with an anti-HBs titer ~ 25 mIU/ml may be 
tested for anti-! and ant1-g_ subtype spec1f1c1ty. 

MENTALLY RETARDED INDIVIDUALS 

10 mcg Lot 993/C-K937 at 0, 1. and 6 months 
20 mcg Lot 993/C-K937 at o. l, and 6 months 

1. Number Vaccinated: 

In.i ect 1 on No. 
Dose Cmcg) _!_ _2_ _L 

10 
20 

101 
101 

101 
100 

100 
100 
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RESULTS: (Contd) 

23941/6 
1 /3/86 

00833 

Study 889 

2. Serologic Results: 

Sero logic data at l month are ava t lab le for 101 
mentally retarded 1nd1vtduals who received a 10 
mcg dose and 100 mentally retarded individuals 
who received a 20 racg dose of vaccine. 

At 1 month, anti-HBs responses at10ng mentally 
retarded individuals are as follows: 

Gm (ldllhil) 
Dose t AnH-HBs Positive A11 Aesponde~ 
(IIICg) S/N ::,2.1 lftIU/Ml ::,10 Vaccil'INS SIN ::,2.1 IIIIIU/al ~10 

10 19 (19/101) 8 (8/101) o.s 
20 20 (20/100) 11 (11/100) 0.6 

3. Clinical Results: 

8.7 
13.7 

19.9 
38.7 

Clinical follow-up data are available for 101 (10 
mcg dose) and 101 (20 mcg dose) mentally retarded 
1 ndividua 1 s fol 1 ow1 ng the first injection of 
vaccine and 101 (10 mcg dose) and 100 (20 mcg 
dose) individuals following the second injection. 
Clinical complaints and maximt111 teq,eratures 
reported following each injection are provided in 
Tables 1-4. In sunnary: 

Clinical Dose % Freguencit b~ InJection No. 
coml!la1nt i!!!9ll. 1 2 _3_ 

Injection Site 10 0 (0/101) 0 (0/101) NA 
20 0 (0/101) 0 (0/100) NA 

Systemic 10 2 (2/101) 0 (0/101) NA 
20 1 (1/101) 0 (0/100) NA 

No serious or alanning adverse reactions 
attributable to vaccination have been reported. 
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PATIENT CLASS 

0889 
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Table 1 

PATIENT COUNT CLINICAL COl1PLAIHTS 
RECOt1BINANT HEPATIT~S B VACCINE 

I TOTAL VACCINEES C 101 PATIEHTSJ - DOSE 1 I 
1----------------------------------------------------------------------------I • DATS POST VACCIHATIOH I t1Ut18ER 

CLINICAL l----------------------------------------------------------------------------1 WITH 
COfflllAIHTS • 0 • 1 • 2 I 3 I 4 I 5 I ltONPlAINTS 

•••••••••••••••••••••••••••••••••••l••-••••••l .. ••••••••••••••••••••••••••••••l••••••••••l••••••••••I••••••••••••••••••••• 
-----------------------------------•---------- l ---------- l ---------- l----------t---------- l ----------t----------l-----------
svsTEt11c • 0 I 1 I O I 1 f O I O I I Z 

• (· 0.11:0 I C 1.01.1 I C 0.01.J I C 1.DY.J I ( O.DY.J I ( O.OY.J I I C t .o:o 

WHOLE BOOY/GEHEl!Al I O 1 I t I o I O I O I I 1 
o.ox, ( 1 .01., I ( O.DX ) I C o.ox, I C 0,01.I I I o.ox, I • ( 1.0XJ 

• • • • I I HEADACHE I O 1 I O I O I O I O I f 1 
O,DY.J C 1 .DY.J I C O.DY.J I I 0.07.J I I o.o:o I f 0,07.I I I I 1 .0;0 

I I I I I I 
RESPI RATORT I I 1 I D I 1 I O • O • I 2 

0. 01. J ( 1 • OX J I I O. DX J I I 1. DY. J f I O. DY. I I I O, 0)0 I I I 2 • 01. ) 
I I I I I I 

RHIHI TIS I t l • D I l I O I D I I 2 
• c o.or., • c 1.ox1 I c a.ox, I c 1.01., I « o.ox, I • a.ax, I I I t .ox, 

-----------------------------------1----------l---------- l----------•----------I----------I----------I----------I-----------
PERsONs WITH tOttPU INTS • o I 1 I o I 1 I o I o I I t 

I I o.ox, I « 1.ox, I c a.ox , I c 1.ox, I , o.ox1 I , o.ax, I I I t. ox, 
-----------------------------------•----------•----------1----------1----------1----------1----------1----------1-----------
PERSONS WITH NO CottPLAINTS I 101 I 100 I 101 I 100 I 101 I 101 I I 99 I UDO . DX) I ( 99.0Xl I U DO.OX! I ( 99,DX ) I ClOD.OXl I I JOO.OX) I I I 98 .0X J 
-----------------------------------1----------1----------1----------1----------1----------1----------1----------1-----------
PER!IONS WITH NO DATA I O I O I o I o I O I O I I 0 

I C O.OXJ I I o.oz, I ( o.o;o I ( O.OY.l I ( ,.ox, I ( o.ox, I I I o.ox, 

0 
0 
OIi ,.,, 
J:: 



STUDT 
TREAfflENT 
LOT NUt18EII 
DOSE 

: 0889 

PATIENT CLASS: 

CK937 
10 tttG 
RETARDED 

Table 1 (cont.) 

PATI,NT COUHT CLIHICAl COffl'LAIHTS 
RECOMBINANT HEPATIT~S B VACCINE 

I TOTAL VACCIHEES t 101 PATIENTS) - DOSE 2 I 
1----------------------------------------------------------------------------I I DAYS POST VACCINATION I tlUl1BER 

CLINICAL 1---------------------------------------------------------------------------- I WITH 
COttPLAINTS I O I l I Z I J I ~ • S • ICOHPLAtHTS 

••••••••••••••••••••••••••••••••••••••••••••••1•••••••••••••••••••••1••••••••••1••••••••••1•••••••••••••••••••••1•~•••••••• 
----------------------------------- t----------l----------•----------1----------l---------- t----------1----------1-----------
PERSONS WITH Cot1PUINTS I O I O I O I O I O I O I I 0 

• I 0.01.t I t 0.01.1 I I 0.01.1 I I 0.01. 1 I I 0.01.1 I I 0.01.1 I I I 0 .01. 1 
---------------------------· -------l----------l----------1----------1----------1----------•----------I----------I-----------
PERSONS WITH MO COt1PLAINT9 I 101 I 101 • 101 I 101 I 101 I 100 I I 101 

I t 100.01., I 1100 . 01., • 1100.01.1 I 1100.01.1 • t100.01.1 I 1100.01.1 • • 1100.01.1 
-----------------------------------1----------•----------•----------I----------I----------I----------I----------I-----------
PERsOHS WITH HO DATA I o I o I o I o I o I o I I o 

I I 0.01.1 I I e .01.1 f ( D.01.) f I D.01.J f I e.01.1 I C o.o;o I I I 0.01.) 

0 
0 
OD 
l>f 
l.ll 



STUDT 
TRU THENT 
LOT NUt18ER 
DOSE 

I 0889 

PATIENT CU SS: 

CK937 
10 t1CG 
RETARDED 

Table 2 

PATIENT COUNT MAXll1UH TEHPERATURES 
RECOtl81NANT HEPATITIS B VACCINE 

I TOTAL VACCIHEES ( 101 PATI ENTS I - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS P09T VACCINATION I NUMBER 

NA)( TEHPERATURE l---------------------------------------------------------------------------------------1 MITH 
(DEG F. ORALI IO I l It I l I ~ I 5 I I lnAXTENP 

•••••••••••••••••••••••• l••••••••••••••••• .. •• l•••••••••••••••••••••I•••••••••• •••••••••• ••••••••••l••••••••••I•••••••••• 
I 

< tt I ~ • M I ~ I 81 I M M I % 
81 .2:0 I I u .2;0 I , 89. uo I c ei .9;0 I I es . oi, , e8.1Y.1 I I ss.1tz 1 

I I I I I 
99 - 99. 9 I 1s I 16 I 11 I 16 I 11 12 I 38 

14.91.I I I 15.8Y.J I C 10.9Y.J I I 16.21.J I I 11 .01.I I ll.9Y.J I I 37.6Y.I 
I I I I I 

100 - 100 , 9 I 4 I 1 I o I 1 I 1 o • 6 
4,0Y.J I C 1 ,0Y.I I I 0.0Y.I I C l .0Y.I I I 1. 07.I I 0.0Y.I I C 5.9Y.I 

I I I I I 
101 - 101 . 9 I o I o I o • 1 I o o I 1 

I ( O.0Y.I I C 0.0Y.I I C 0.0Y.I I I 1 .0Y.J I I O.0Y.I I 0.0Y.I I I 1.ax1 
------------------------l----------l----------l----------t----------1----------l----------1---------------------1-----------
TEMPERATIJRE TAKEN I 101 I 101 I 101 I 99 I 100 I 101 I I 101 

I (100.0iO I n oo.0Y.I I n oo.0Y.I I C 98.0iO I I 99,01.1 I 1100.0Y.I I I 1100.0Y.) 
------------------------1----------1----------1----------1----------1----------1----------t---------------------1-----------
TB1PERATUlE NOT TAKEN I o I o I o I 2 I 1 I o I I a 

I I O.OY.I I I O.OY.J I I 0.0Y.J I I z.01.1 I I 1 .17.J I C 0.01.1 I I I 0.0Y.I 

0 
0 
OD 

"" a-



ST\JDY I 0889 
TREATNENT 
lOT NUt1BER CK937 
DOSE r 10 rtCG 
PATIENT ClASS: RE TARDED 

Table 2 (cont . ) 

PATIENT COUNT NAXINU11 TEHPERATIJRES 
RECOt!8INANT HEPATITIS B VACCINE 

I TOTAl VACCIHEES C 101 PATIENTSI • DOSE t I 
1·--·--························-·--·-·····--··-·······················--·-·---·-········1 
I DAYS POST Vl CCINl TIOH I NUMBER 

HAX TEttPf:Rl TIJRE 1-•••·•··················--•·······--·························•·•···············••······1 MI TH 
f DEG F, OR Al J I O I l I Z I 3 I " I 5 I I • HlX TENP ................................... ...................... ........... , .......... ........... ........... l••··--··••1••········ 

< '99 88 96 ' 93 • 85 ' 86 I 90 I I "' l 88. 0,0 C 95.01.1 I C 92. UO I C 84.Zll I I 8t..OY.I I C 90.0lO I I f "8. 3ll 

' I I I I I 
99 • 99. 9 10 5 I 6 I 14 I n I 10 • I 28 

10 ,0iO I s.o;o I c s.,:o • c n.,:o I , n.o:o I c 10.0,n I • ( 27. 7ll 
I I I I I I 

1 00 • 100.9 l 0 I z I 1 I 1 I 0 I I 3 
1 .01. 1 C 0.07.I . r Z,0)0 I C 1.or.t I 1 1.01.1 I c o .o:o I I • 3.0:0 

I I I I I I 
101 • 101 . 9 1 0 I 0 I 0 I 0 • 0 I I 0 

1. 0;0 C 0.01.t I r 0.01. t I t 0.01.1 I t D.DY.) I ( 0. 01. t I I t D.07.1 

102 • 102. 9 I o I O I · o I 1 I o I D I • l 
I c 0.01.1 I I o.o;o I 1 0.01., I 1 1.01.1 I I o.or.1 I c o.o,o I I f 1 .01.1 

··-········-··········-·1··-·······1··-·······1··-·······1··········1·---·-··-·1--··-···-·1·----·-···-··········1··········· 
TEMPERATURE TAKEN I 1 00 I 101 I 101 I 101 I 100 I 1 00 I • 1 01 

I I 99.07.J I uoo.0,:1 I noo.o,: , I n oo.or.> I c 99.or.t I t 99 . 01.1 I I n oo.01.1 

-··-·······-··-·-·-·-·-·1-·---··--·1·--···-·-·1····-··-·· •·-·-·-···1-·-···-···1·--·-·-·--1---··-··------·-·---·•·--·-······ 
TENPERATURE NOT TAKEN I 1 I O • 0 -I O I 1 I 1 I • o 

I I 1 .01.1 I I o.o:o I ( 0.01.J I ( o . or., I ( l.0iO • ( 1 .01. , I • r o.o:o 

0 
0 
or, 
vf 
~ 



0889 SMY 
TRUTl!EITT 
LOT NUN8ER 
DOSE 

I CIC937 

PATIENT CLA'9: 
20 tlCG 
IU:TAllDffl 

Table 3 

PATIENT COUNT CLINICAL COMPLAINTS 
RECOtllINANT HEPATITIS B VACCINE 

I TOTAL VACCINEES I 101 PATIENTS! - DOSE 1 I 
1----------------------------------------------------------------------------I 
I DAYS POST VACCINATION I NUl18ER 

CLINICAL l----------------------------------------------------------------------------1· WI TH C0t1PLAINTS I o I 1 I t I l I 4 I s I •cot1PLAIHTS 
· •••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• l•••••••••• l•••••••o•l•••••••••• l••••••••••I•••••••••• 

-----------------------------------l----------l---------- l----------1----------1----------1----------l----------l-----------
sysnHic I D I O I 1 • 0 I O I D I I 1 

I I o.o;o I 1 0.01., • c 1.0:0 I 1 0.01., I c 0.01., • 1 o.o;o I • 1 1 .0;0 

I 
Nt!DLE BODY/GENERAL I o I O I 1 I o I O I O I I 1 

0.0X) I ( 0 . 07.) I ( 1.07.) I I 0.07.1 I ( 0.0XI I ( o.ox, I • ( l .0XI 

• I • I • I I 
HEADACHE I 0 • 0 • 1 I O I O • 0 I I l 

I I 0,0XJ • ( 0.07. J. I 1 .07.1 • I 0.07.1 • C D.07. I • I 0.07.) I • C l,0XI 

-----------------------------------•----------•----------•----------1----------1----------•----------l----------•-----------PERSONs Wint COttPLAIHTS • 0 • 0 • 1 I o I o I O I I 1 
I I 0.07. 1 • I 0.07.) I C 1 , 07.J I I 0.07.1 I I 0.07. 1 I I 0.07. 1 I I I l .OiO 

-----------------------------------•----------1----------1---------- •----------1----------1----------1----------1-----------
PERSONS Mlllt HO COMPLAINTS I 101 • 101 I 100 I 101 I 101 I 101 I I 100 

I uoo.o;o I (100.07.) I I 99.07.) I UDO.DY.) I UD0.DXJ I (100.DXJ I I I 99.0X I 
-----------------------------------1---------- I---------- I---------- I----------I----------I----------I---------- I-----------
PERsOHs NITlf NO DATA I O I O I O I O I O I I I I 0 

I I o.o;o I 1 0 .07.1 I I o.ox1 I I o.o;o I 1 0.01. 1 I I o.o;o I I I o.o,o 

0 
0 
OI 
t.,.I 

0: 



STUDY OBB9 
TREAfflEHT 
LOT HUtl8ER : CK'J37 
DOSE I 20 t1C& 
PATIENT ClASSI RETARDED 

Table 3 (cont.) 

PATIENT COUNT CLINICAL COHPLAINTS 
REC0t1BINANT HEPATITIS B VACCINE 

I TOTAL VACCINEES C 100 PATI EHTS J - DOSE! • 
1---------------------------------------------------------------------------- I • DAYS POST VACCINATION I NUMBER 

CLINICAL •----------------------------------------------------------------------------1 WITH COMPLAINTS I O I l I 2 I 3 • - I S • .COMPLAINTS 
••••••••••••••••••••••••••••••••••• I••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• 
----------------------------------- 1---------- 1---------- I---------- I---------- I----------I----------I----------I-----------
PERSotr.l WITH Cot1PLAIHTS I O • 0 I O • 0 • 0 I O I I O 

• C 0.0X) . I 0.OX) I I 0.0X I • C 0.0XI • I 0.0X) I C 0.0X I I I f 0.0X t 
------- .--------------------------- •----------•---------- l----------•----------•----------1----------1----------1-----------
PERsOHs WITH NO COHPLAINTS • 100 I 100 I 100 I 100 I 100 I 100 I I 100 

I Cl00.0X) I Cl00.0Xt I 1100.0X J I Cl 0D.0XI I ClO0.0X J I Cl00.0XI I I Cl00.0X J 
-----------------------------------1---------- I ·---------l----------l---------- •----------1----------1----------1-----------
PERSOH, WITH HO DATA I o I o I o I o I o I o I I ·o 

I C 0.0XJ . C 0.0XI I C 0,0Xl I I 0 . 0XI I I 0.0XI I I D.0XI I I f 0.DXJ 

0 
0 
OIi ,.,. 
..0 



STUDT 
TREATt1ENT 
LOT HlltlBEI! 
DOSE I 
PATIENT CLASS: 

0889 

CIC937 
20 t1C6 
RETARDED 

Table 4 

PATIENT COUNT MAXIMUr'I TEMPERATURES 
RECOMBINANT HEPATITIS 8 VACCINE 

I TOTAL VACCIN£ES ( 101 PATIEHTSt - DOSE 1 I 
1---------------------------------------------------------------------------------------I I DAYS POST VACCINATION I NUNBER 

NAX TEHPERATURE l---------------------------------------------------------------------------------------1 WITH 
lDE& F, ORAL t 1 0 I 1 I ! I 3 • 4 • 5 I I I ltAX Tl:HP 

•••--•••••••••••••••••••l•••••••••• l•••••••• .. l••••••••••••• .. ••••••••••••••••••••'"'••••••l••••••••••l••IHf•••••• I•••••••••• 
• I 1 • I 1 • I 

< 99 I 88 I 93 I 8 9 I 8 3 1 es I 86 I I u 
I ( 88.01.1 I ( 92.1)0 I ( 88 . 11. 1 I C 8 2.21.1 I I 8 4.ZY.I I ( 86.01.1 I I I 61 .4%1 
I I I I I I I I 

99 - 99. 9 I 11 I e 1 11 I 17 I 14 I u I I 33 
I I 11. 0X I • I 7.9Y. I I ( 10.9'/. t I I 16.81.t I I 13.91. 1 I l u .01. 1 I I I 32. 7Xt 
I I I I • I I I 

100 - 100. 9 I 1 I o I 1 I 1 I z 1 1 I D 6 1 I 1 .01. 1 I ( CI.0Y.I I I 1.0XI I I 1.01.1 1 l 2.0Y.I 1 I 1 .01.1 I I I 5 .91.I 
------------------------l----------1----------l---------- l----------1----------1---------1--------------------- l-----------
n:HPIERATURE TAKEN 1 100 I 101 I 101 I 101 • 101 I 100 I I 101 

• 1 n.0,: 1 I uoo.or., I 1100.0;0 I u oo.01.1 I uoo.ox, I 1 99.01. 1 I I 1100.0;0 
------------------------1----------1----------1----------.1----------1----------1----------1---------------------1-----------
n nPERAT\Jl!E NOT TAKEN • l I I I O I I • 0 I l I I O 

1 I 1. , 1. 1 I C o. 0Y. t I I O. 07. t I C 0. 07. 1 • I 0. 07.1 I I 1. OY. I I I I o, OX I 

0 
0 
0, 
.c, 
0 




