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| | | | i
100 - 100.9 | S| o | o | o o | o | | 1
1 ¢ 3.3%) : ( 0.0%2) : ( 0.02) = { 0.02) : t 0.02) | t 0.02) : : t 3.12)
I |
101 - 101.9 I 1 | 1 | o | o | o ) o | | 1
: « 3.3 = t 3.24) : t 0.02) : « 08.0%) : ( 0.07) } { 6.02) ‘ } t 3.
TEMPERATURE TAKEN | 30 | 3 | 29 | 32 | 1 o | { 32
} ¢ 83.32) | ¢ 86.1%) : ( 80.67) = ( 88.92) : « 2.82) : { 0.02) : = { 88.9%)
.............. ] -—] PRpUPIITR [ | ————
TEMPERATURE NOT TAKEN | 6 | 5 | 7 | 4 | 35 | 36 | | 4
b€ 36.723 1 ¢ 13.9%2) | ¢ 19.62) § € 31.1%2) |  97.22) | 1100.04) | It nan
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Table 5 (cont)
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STuDY : 0798
TREATHENT H

LOT NUIBBER  : CKa44é
DOSE : 5 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

: : TOTAL VACCINEES ( 36 PATIENTS) - DOSE 3 |
.......................... - s |
| DAYS POST VACCINATIOM | HRUMBER
MAX TEMPERATURE R i E T T SRR emee]  HITH
(DE6 F» ORAL) ] 0 | 1 | 2 | 3 I 4 ] 5 | | | Max TEMP
0600 0 00 606 000 08 14 3000 0630 MU B3 SO0 00 | 36343008 200000 0030 40 300630 30 0t 30000 000 § 000000 03000 30 0000 ] 3636000000030 0030 0 ] 0 00 00000 00000006 D00 B0 0016 00 205000 3600009030 2008 190030 § 300003 2020 030 004000 2000 M
| | I | 1 | | |
NORMAL | 6 | 6 | 6 | 6 | o | o | | 6
| t 18.82) : t 18.87) : ( 18.272) : t18.82) 1 ¢ 0.02) | ( 0.02) : | € 18.27)
| | | |
< 99 | 23 | 23 | 25 | 5 | o o | | 21
t 7.9 :  71.92) : ( 75.8%) : ( 78.1%) : t 0.02) | ¢ e.02) | | ¢ 63.67)
| | I |
99 - 99.9 | 3 | 2 2 | 1 | o | o | I 5.
: t 9.472) : t 6.3 0 ¢ 6.1%) : t 3.12) { t 0.0%) : ( 0.02) : : ( 15.272)
|
100 - 100.9 I o | 1 | o | o | [ o 1 I 1
1 ¢ e.0%) : t 3.0 1 ¢ 0.0 : € 0.02) : ¢ 0.0%2) : ( 0.02) I I € 3.04)
- | Bt | R B - -—- |
TEMPERATURE TAKEN I 32 | 2 | 33 | 32 | o | o | | 33
: { 88.92) : € 88.92) | ¢ 91.72) | ¢ 88.92) | ¢ 0.02) : t 0.02) = : € 91.72)
..... - % e | SRR SRS | SRS i
TEMPERATURE NOT TAKEN | 6 | 6 | 3 | 6 | 36 | 36 | | 3
fonaazy 0o a2z o 8.32) | ¢ 11.32) | (100.02) | (100.0%) | 1 ¢ 8.32)
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Table 6

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY T 0798

TREATHENT :

LOT NUMBER  : CK&46

DOSE : 10 MCB

PATIENT CLASS: HEALTH CARE PERSONNEL

| TOTAL VACCINEES ( 37 PATIENTS) - DOSE 1 |
| e D L S e e ——— -—- I
i |

DAYS POST VACCINATION MUMBER
MAX TEMPERATURE o= B T e e e TSI PRSI I  WITH
(DEG F, ORAL) | 0 I 1 | 2 | 3 | 4 | 5 | i ) HAX TEHP
lllllllllil!llnlllllilll|'.'III‘II!I!!.!II&Q!!|i’l'l!!li&|l!lllllll‘|Iﬂlllll!i!l‘!.Iﬂllll!lliillllllllII!IH!!I!I'!ININ&!&‘I
| | i ! i | | |
< 99 | 28 | 33 | n | 2 | o | o | | 26
( 77.8%) | € 91.74) = t 86.1%) { ( 94.1%2) = « 0.02) | ¢ 0.07) | |« 72.2%4)
{ | | |
99 - 99.9 8 | 3 | s | 2 | o | o | | 10
| t 22,22y | € 8.372) | € 13.92) = ( 5.92) : { 0.04) { « 0.04) | : ( 27.82)
- - - | BT B -- - el Dttt B
TEHPERATURE TAKEN 3% | 36 | 36 | % | o o | | 36
€ 97.320 | ¢ 97.32) = t 97.32) : ( 91.9%2) ‘ ( 0.0%) : t 6.0%) : = { 97.34)
................ Y e ] e o TS conleccscecavesa
TEMPERATURE NOT TAKEN ) | b | 1 | 3 | 37 | 37 | | 1
272000 27220 1 ¢ 2.72) | ¢« 8.1%) | (100.02) | (100.0Z) | 1o 2700
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STUDY t 0798

TREATHENT :

LOT NUMBER  © CKaG46

DOSE : : 10 HCE

PATIENT CLASS: HEALTH CARE PERSONNEL

Table 6 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ¢ 37 PATIENTS! - DOSE 2

DAYS POST VACC!NATION

MAX TEMPERATURE | e mmmme—em———
(DEG F» ORAL) | 0 | 1 I 2 | 3 | L) | 5 |
130,00 30 20 0 30 00 0035 3036 3006 20 06 34 20 0 06 010006 00 [ 06 03090 50 38 0020 56 00 [ 36.06.06 36 302896 36 0030 | 3030 3036 3000 3636 3090 | 96 5000 203030 3¢ 030 00 | 00059009 36 6 1906 38 06 | 63030 3050 05 30 3000 40 ) 1000 00 0000 308 0600 0% | 9000 6343606 30 3000 38
| | I | | | [
< 99 | 21 | 26 | 3 I | g6 | o | o |
| « 80.82) | € 96.0%) : { 87.5%) ; { 88.9%) : « 0.0%2) : « 0.0%) :
| |
99 - 99.9 | 5 | 1 0 3 | 3 | e | o |
| t 19.22) = t 6.072) : t 12.5%2) { ( 11.14) : ( 0.0%) ‘ t 0.04) :
e \ RIS 1C SR, i) s i e
TEMPERATURE TAKEN | 26 | 253 | 26 | 27 | e | o |
= ( 70.32) | € 67.62) = { 66.97) ! ( 73.0%) : ( o0.ex) : ( 0.02) :
.......... | . PR ——
TEMPERATURE NOTV TAKEN | 1 | 12 | 13 | 10 | 37 | 37 |
] € 29.72) 1 ¢ 32.62) | ¢ 35.3%) | ¢ 27.0%) | (100.8%) | (100.02) |

NUMBER
WITH
HAX TEHP
608363630 3630 40008
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Table 6 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOHBINANT HEPATITIS B VACCIME

STUDY ¢ 0798
TREATHENT '

LOT NUMBER ¢ CKaad
DOSE ¢ 10 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

DAYS POST VACCINATION NUMBER
MAX TEMPERATURE |-----r-c-eccccmcccccccccccnmeeaee -—- -- ——- -- HITH
(DEG F, ORAL) [ ] | 1 I 2 I 3 | o | 5 | MAX TEMP

303050 3 3¢ 20 3¢ 3% 3 00 3¢ 38 3 56 30 9% 3% 3 20 30 W W

I |
I |
| ]
| |
| |
| |
I | | I | i | |
NORMAL | 1 1 | 1 | 1 | o | o | | 1
) : « 2.92) : « 2.92) = « 3.02) = t 3.02) : { 0.02) : t 0.0%2) ; 1 ¢ 2.9
|
< 99 1 27 | 31 | 30 | 28 | o | o | | 23
: U 79.8%) = € 91.2%) : { 90.94) = ( 86.82) : t 0.0%) : ( 0.0%) : : ( 67.6%)
99 - 99.9 | 5 | 2 | 2 | 4 | o | o | | 9
| € 16.72) = t 5.92) = t 6.12) |} € 12.32) : t 0.02) : t 0.02) : : t 26.57)
I
100 - 100.9 i 1 | o | 0 o | o | o | | 1
: ( 2.9%) : « 0.0%2) = t 0.04) | t 0.02) : { 0.02) : ( 0.02) } : t 2.90)
TEMPERATURE TAKEN l 3% | 3¢ | 33 33 | o | o | | 3%
1 € 91.92) : ( 91.972) : ( 89.22) | t 89.27) : { 0.0%) : ¢ 0.02) : : ( 91.92)
———— = -| = el sneninsnas | auwes e S
TEMPERATURE NOT TAKEN | 3 | 3 | 4 6 | 37 | 37 | | 3
e 8.2y 0 ¢ 8.12) | ¢ 10.82%) | ¢ 10.8%) | (100.0%) | (100.02) | | € 8.12)
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Table 7

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY t 0798
TREATHENT :

LOT NUMBER  : CK446
DOSE : 20 MC6

PATIENT CLASS: HEALTH CARE PERSONMNEL

| TOTAL VACCINEES ( 36 PATIENTS) - DOSE 1 |
| e LR L PP L PR PR PP |
DAYS POST VACCINATION |  NUMBER
HAX TENPERATURE e DL e -l  MWITH
(DEG F, ORAL) | 0 I 1 | 2 | 3 I 4 | 5 | | HAX TEWP

0980038530 3634 0 50 0 00 0 30 0 06 0 DO FEOR 01 TR0 00 | D026 00 3630 20000006 [ 0 0600 000 02 20 360008 [ 36363030 3030 000 3630 [ 90069036 .06 00 30 3030 [ 3009036 6.00 28 3890 08 | 3605 2000 3800 0000 000 | 203030 2090 00 06 000000 | 000202600 20 2000 2 20 | 0020 0 30 0 0 0 90 0008

|
| | | [ | I ! |
< 99 | 29 | 3¢ | 33 | 33 | [ | o | | 28
| ¢ 80.6%) | ¢ 99.4%) ‘ { 94.3%) } t9.32) | € 0.04) | t 0.04) | It 77.82)
’ | | I ! | |
99 - 99.9 | 6 | 2 | b | 2 | o | o | | 6
| ¢ 16.72) : t 5,622 0 € 2.92) 0 ¢ 5.72) ) ¢ 0.0%2) | ¢ 0.0%) = : ( 16.72)
| i i [ I
100 - 100.9 | 1 o | 1 | o | | o | | 2
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—————— | m——- | e RS L R } et B B
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------- | memmecmean i | --1- B e B
TEMPERATURE NOT TAKEN | o | o | 1 1 3 | 36 | 0
¢ 0.02) ) ¢ 0.0 ) ¢ 2.82) | ¢ 2.87) | t100.02) | (100.0%) | It 0.0
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Table 7 (cont)

PATIENT COUNT MAXIMUM TEHPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY s 0798

TREATHENY 2

LOT NRBER  : CKa4s

DOSE : 20 MC6

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL vuccxuzzs ( 35 PATIENTS) - DOSE 2 |
S e e mmmccccemacccomemacmanee )
| DAYS POST VACCINATION | NUIBER
MAX TEMPERATURE [ e D e R —— |  HITH
(DEG F, ORAL) l 0 | 1 | ] | 3 | 4 | 5 | | | HAX TEMP
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: € 93.12) | ( 96.67) : € 93.32) | ¢ 89.74) : 0.0 |  0.0%) | | ¢ 83.97)
| | | | |
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|
100 - 100.9 | e | o | b U | b I | o | o | I 1
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----- | m———e|- e ot -~ -1 I ---
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Table 7 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0798
TREATHENT :

LOT NUIBER  : CK446
DOSE ¢ 20 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( 35 PATIENTS) - DOSE 3 |
| DAYS POST VACCINATION | MRBER
MAX TEMPERATURE [ e LTS B —————— === MWITH
(DEG F, ORAL) I 0 [ 1 | 2 | 3 | & I 5 0 | | MAX TEMP
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..... e v e ) ———— ] v -
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Anti-HBs Responses to Vaccination with 2 Human Hepatitis B Vaccine

Made by Recombinant DNA Technology in Yeast

In the United States, the currently licensed vaccine against
hepatitis B virus (HEPTAVAX-B®; Merck Sharp & Dohme,
West Point, Pa) consists of hepatitis B surface antigen
(HBsAg) that is purified from the plasma of chronically
infected humans. Antibodies to the group a determinant
of this complex antigen effectively neutralize the various
subtypes of hepatitis B virus (HBV), as shown in a num-
ber of controlled clinical trials [I1-3). Despite overwhelm-
ing evidence that documents the efficacy of this vaccine,
widespread acceptance by those who are at greatest risk
of contracting hepatitis B has been less than expected be-
cause of a number of unrelated faciors. The plasma-derived
vaccine is expensive Lo prepare. A number of physical and
chemical inactivation steps are used in purification, and
extensive safety testings are mandated by the Food and
Drug Administration in laboratory animals, cell cultures,
and chimpanzees before the product can be marketed. In
addition, there are of necessity batch-to-batch variations
in human source material. These problems would have
been surmountable in the marketing of this vaccine were
it not for two recent events that made potential vaccine
candidates overly cautious about accepting this new prod-
uct: the increased incidence of Guillain-Barré syndrome
that followed administration of the swine influenza vac-
cinein 1976 and the emergence of AIDS in the homosex-
ual population. The latter problem was particularly rele-
vant because HEPTAVAX-B is a plasma-derived product
obtained from HBsAg-positive individuals, some of whom
are in high-risk groups for AIDS. This raised the question
whether AIDS might be transmitted to recipients of this
vaccine. Unfortunately, despite numerous studies (4, 5] that
eventually have refuted this hypothesis (on the basis of
the susceptibility of retroviruses to inactivation by the phys-
ical and chemical steps used in producing the vaccine and
by the lack of cases of AlDs or antibody seroconversions
10 human T lymphotropic virus type 111 observed among
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vaccinees at low risk of exposure to this disease), many
members of groups at risk of contracting hepatitis B have
been reluctant to accept this vaccine.

Because of these problems, alternate sources of vaccine
are being developed. Among the first 10 become available
for human trials was a 25,000-30,000 molecular weight
HBsAg polypeptide derived by disrupting the intact 22-nm
HBsAg particle with a nonionic detergent [6]. Immunoge-
nicity of this product was superior t0 that of the human
HBsAg source from which it was prepared, especially dur-
ing the initial stages of antibody development. More re-
cently a number of other vaccines that do not depend on
human plasma as their source of HBsAg have been pro-
duced [7]. These include chemically synthesized peptides
from several antigenic domains of the HBV, products of
recombinant DNA technology, and live vaccinia virus
recombinants containing the HBsAg gene

In this paper we report one-year follow-up data on the
immunogenicity and reactogenicity of a nonglycosylated
HBsAg hepatitis B vaccine, subtype adw, made by recom-
binant DNA technology (Merck). The vaccine, prepared
in the yeast Saccharomyces cerevisiae (strain 2150-2-3)
(8, 9] was administered in three different doses (5, 10, and
20 ug) 1o an adult at-risk population.

Subjects and Methods

After screening 359 Emergency Medical Service person-
nel in Houston, 105 aduit men (median age, 29 years; range,
22-40), determined by RIA or enzyme immunoassay 0
be free of any seromarkers of hepatitis B infection (Ab-
bott Laboratories, North Chicago, Ill), were admitted to
the study. All had antibody to HBsAg (anti-HBs) sample-
to-negative-mean (S/N) ratics €1.4, levels of antibody to
hepatitis B core antigen (anti-HBc) €39% inhibition, and
HBsAg S/N ratios €1.2. These values are substantially be-
low the cutoff levels endorsed by the manufacturers. In
addition, each participant was required to have serum levels
of liver enzyme (alanine aminotransferase [ALT] and
aspartate aminotransferase (AST]) €50 U/ liter, as deter-
mined by the Beckman System TR enzyme autocanalyzer
(Beckman Instruments, Palo Alto, Calif). Participants were
in good health at the time of enroliment, had not been
previously vaccinated against hepatitis B, and had signed
informed consent releases. The study was approved by the
Baylor Coliege of Medicine Human Investigations Com-
mittee.

The 10S volunieers were weight matched within 4.5 kg
[9a] into three groups of 35. Each member of each group
received 5, 10, or 20 ug of an alum-adsorbed, DNA recom-
binant hepatitis B vaccine (lot no. 974/CK-446) contain-
ing 20 ug of HBsAg/ml. The vaccine was purified from
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yeast extract by physical and chemical methods. Hydro-
phobic-interaction chromatography followed by gel-
exclusion chromatography was the major procedure used
10 prepare the purified antigen. The removal of yeast com-
ponents was demonstrated in viiro by immunologic
. methods and in vivo by anaphylactic testing in guinea pigs.

To deliver the inoculum, we used 0.5-ml syringes for the
S or 10 ug doses and 1.0-ml syringes for the 20 ug dose.
All doses were administered by the same person. The vac-
cine was thoroughly resuspended before use and inocu-
lated im in the delloid region with a one-inch, 23-gauge
needle at months 0, 1, and 6. Blood samples were obtained
at one, two, three, six, eight, and 12 months afier the ini-
tial inoculation (100% participation). A prevaccination
oral temperature was obtained, and participants were asked
to take and record their temperature with the same
calibrated thermometer 4 hr after inoculation and each
morning for the next three days. They were also asked to
record any local or systemic symptoms experienced dur-
ing this time. Responses were received by mail from ~90%
of the participants.

All blood samples were processed within 24 hr and as-
sayed for liver enzymes. The unit of measurement for anti-
HBs was mIU/ml and was determined by the method of
Hollinger et al. {10]. On the basis of the statistical analy-
sis of at least 1,000 normal human sera, a value 30.7
mIU/ml on replicate sampies was considered evidence of
the presence of anti-HBs for determination of serocon-
version rates. This cutoff level was 25 SD above the mean
value for the negative control samples. All samples taken
at three and eight months were also tested for anti-HBe
and HBsAg to rule out unsuspected infection with HBV
that might have occurred during the course of the study.

Statistical calculations included Student’s 7 test, McNe-
mar's x° test, analysis of variance, and Duncan’s multiple
range test {11).

Results

No local or sysiemic reactions of a serious nature were
observed by the volunteers. After the first inoculation, 14%
of the vaccinees experienced mild discomfort at the site
of injection; this figure was 12% aflter the second and third
inoculations. Temperature elevations 21.5 F above an in-
dividual's baseline level were recorded in 3.8%, 9.3%, and
3.4% of the participants after each of the three injections,
respectively. Only four oral temperatures exceeded 100 F,
the highest of which was 101.2 F. Among the systemic reac-
tions recorded after the initial inoculation, headaches
(10.5%)), diarrhea or abdominal complaints (9.5%), and
fatigue (7.6%) were noted most frequently. Rates declined
substantially after the second and third injections. Such
local and systemic reactions are similar to those observed
among recipients of placebos in other studies {10].
None of the participants showed serological evidence
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Table 1. Seroconversion rates of anti-HBs by time and
dose.

Time (months)

Dose 1° 2 3 6° 8 12
s(ne=35) 86 343t st 629% 971 886t
10(n = 35) 28.6 80.0 943 ~ 943 971 97}
20(n = 35) 28.6 829 886 943 1000 100.0

NOTE. Results are percentages of subjects who were posi-
tive at the noted time. Doses are in pg.

® Vaccine was administered at months 0, 1, and 6.

t P < .002, 5 ug compared with 10 or 20 ug.

{ Four persons who were positive for anti-HBs at eight months
became seronegative at 12 months, whereas the one person who
had not responded by month B seroconveried.

of infection with HBV during the study. Ten (9.5%) volun-
teers had aminotransferase levels >50 1U/liter on one or
more occasions over the one-year follow-up period. This
rate is similar to that observed in a previous study [10).
Muscle trauma caused by excessive physical activity was
felt 1o be the cause of the enzyme elevations in three of
these ten participants; this hypothesis was based on an AST
value that was higher than the ALT value and on creatine
phosphokinase levels of 47,502, 844, and 533 IU/liter. A
fourth volunteer sustained a lacerated liver following an
auto accident that occurred two weeks before the blood
specimen that showed clevated enzyme levels was taken,
and three other men were taking medications that have
been reported to cause liver damage. In the other three
(2.9%) volunieers, the enzyme levels had returned to nor-
mal when their blood was retested one week later. There
was nothing in their histories 10 explain these abnormal-
mnies.

Seroconversion rates and geometric mean antibody re-
sponses for all panticipants are shown by dose and time
in tables | and 2. Seroconversion rates were significantly
lower in the S-ug dose group than in the 10- or 20-ug dose

Table 2. Geometric mean levels of anti-HBs (m1U/ml)
by time and dose.

Time (months)

Dose 1* 2 3 é° 12

S(nw=135 01Y 058 o031t 208 457 1008
10 =35 03 S1 69 140 3886 76.0F
20(n = 35) 0.4 7.3 9.4 26.4 519.5 184.6

NOTE. Doses are given in ug.

° Vaccine was adminisiered at months 0, 1, and 6.
1 P < .02, § ug compared with 10 or 20 pg.

t P < .001, S ug compared with 10 or 20 pg.

§ P = .03, 10 pg compared with 20 pg.
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groups at two, three, and six months after the initial in-
oculation (P < .002). By eight months all but two of the
participants had produced specific antibodies. One of these
two volunteers, who received 5 ug of vaccine, did develop
specific anti-HBs at a low level (1.3 mIU/ml) 12 months
following his initial inoculation. Therefore, the total
seroconversion rate for the 5-ug group through 12 months
was 100%, even though four other vaccinees who were posi-
tive at eight months were negative at 12 months; this yielded
a point prevalance rate of 88.6% (table 1).

Geometric mean concentrations of anti-HBs were con-
siderably lower in the group receiving.5 ug of yeast-derived
HBsAg than in the 10- or 20-ug dose groups after the first
month (P < .001; table 2). Similar differences were ob-
served when weight-matched group members were com-
pared, most notably at six and eight months. No statisti-
cally significant differences were seen between the 10- and
20-ug groups during the first eight months in terms of
seroconversion rates or geometric mean levels of antibody.
At each bleeding interval, however, geometric mean lev-
els of anti-HBs in the 10-pg group were lower than those
seen in the 20-ug vaccinees, and a P value of .03 was ob-
tained at 12 months (table 2).

Discussioa

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

As expected, a decline in anti-HBs concentration was
observed in 96% of the subjects between the eighth and
12th months. To examine the slope of this response more
compiletely, we determined the natural logarithms of the
differences in the anti-HBs levels after dividing by the num-
ber of months between observations for each subject in
the three dose groups. Similar data were obtained for adults
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participating in previous vaccine studies that used 40 ug
of an HBsAg plasma-derived vaccine [10) and 20 or 40
ug of HEPTAVAX.-B [92a], and the results were compared
by analysis of variance. No significant differences in the
rate of decline were found between these four groups
when equivalent levels of peak anti-HBs responses were
evaluated. R

When geometric mean levels of anti-HBs at eight
months were compared for two different plasma-derived
vaccines, values ranged from 2,980 to 3,322 miU/mi for
40 ug of vaccine to 1,975 mIU/ml for 20 ug of HBsAg [9a,
10] vs. 46 (5 pg), 389 (10 ug), and 520 (20 ug) mIU/mi for
the yeast-derived product. These findings lead us to con-
clude that the lower antibody levels detected in adults
receiving the yeast-derived vaccine may be related to the
immunogenicity of the product. It is noteworthy that Dan-
dolos et al. [13) reported similar discrepancies in anti-HBs
levels between yeast- and plasma-derived vaccines, in which
equivalent doses of antigen could be compared, although
immune responses were significantly lower with our lot
of recombinant vaccine. Since a butyl agarose method was
used (0 remove contaminating yeast antigens from the fi-
nal product in both of these studies, it is unlikely that this
could account for the reduced immunogenicity found in
our study. Two other studies (12, 14] did not permit equiva-
lent time and dose comparisons between the two types of
vaccines. Variations between lots, dissimilarities in the lipid
content of the antigen produced in the yeast as compared
with plasma-derived antigen, reduced antigenicity when
compared with human HBsAg, and the fact that the yeast-
derived HBsAg is not glycosylated (7, 8] may be factors
responsible for the relatively lower anti-HBs response seen
with the yeast-derived product. Further field trials in differ-
ent at-risk groups seem appropriate before a specific adult
dose of this vaccine is recommended. Nevertheless, several
small trials in humans have shown that the vaccine is safe,
and we anticipate that durabie levels of protection should
be achieved if sufficient immunogen is incorporated in the
vaccine.

F. B Houwuinger, C. L. Trotsi, P. E. PEPE
Departments of Medicine, and Virology
and Epidemiology, Baylor College of
Medicine; and the City of Houston Emergency
Medical and Trauma Services, Houston, Texas
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The Epidemiology of Clostridium difficile with Use of a Typing Scheme:
Nosocomial Acquisition and Cross-Infection Among Immunocompromised Patients

Gastrointestinal disturbance, particularly diarrhea, is one
of the commonest side effects of the use of antibiotics.
Up 10 20%-25% of antibiotic-associated diarrhea occurs
in conjunction with a fecal isolate of Clastridium difficile
[1). This organism is the major cause of pseudomembra-
nous colitis and antibiotic-associated colitis but is also car-
ried in the gastrointestinal tract of 2% —4% of the normal
adult population and can be isolated from the feces of
30%-75% of asymptomatic neonaites [2).
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Clusters of antibiotic-associated colitis have been noted
(3], and early animal studies suggesied that environmen-
tal contamination and cross-infection might be important
in the etiology of outbreaks of antibiotic-associated diar-
rhea [4). However, convincing evidence for the cross-
infective potential of C difficile, as well as its demonstra-
tion as a predominantly nosocomial infection, has been
prevented due to lack of a reliable typing scheme for this
organism [5].

Various typing schemes have been suggested [6-10).
Among these, Tabaqchali et al. [8) reported a well-defined
scheme for typing this organism on the basis of the incor-
poration of [>*S)methionine into bacterial proteins and
have described to date nine distinct groups within the
C difficile species (A-E, W-Z), as demonstrated by the
radiolabeled protein profile obtained by using SDS-PAGE
followed by autoradiography. We have applied this tech-
nique to isolates obtained from a prospective six-month
study of immunocompromised and general medical pa-
tients in an attempt to assess the carriage and acquisition
of C difficile among hospital patients. The effect of iso-
lation and containment procedures on the spread of
C difficile was also studied.
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DONOGENICTY AND REACTOGENICITY OF Ne# E=PATITIS B
VAOCINES. [F8 Bollisger, X Saochez, € Toeisi, &R Dresszen,
ard JL Melnick, Bayloe College of Medicine, Bouston, TX.
An FBsAg/pdw polypeptide (PP) veccine and a recambi-
nent DA veccine produced in yeast ("SD) are being eval-
uatedl. The PP veccire was pregared from 22-mm EBshg par-
ticles, packaged in a micellar form and alum-adsocbed.
The stacting mmtecial (NIE/40) contzined 300 EBsAg RTA
equivalent cnits (PSJ)) based on a BEPTAVAX-8 standard of
100 EasAg RSU. 3 lots containing S, 1, and 0.2 HRsAg PSU
were compaced to 2 intact parcticle vaccines. Vaccine ses
ecninisteced at 0, 1, and 6 sonths to 52 weicht-matched
adults, PSINTS: Local and systemic reactiocas wece in—
significant. The anti-fBs seroconversion rate at 4 weeks
for the S REJ PP vaccine group (50%) wvas coasidecably
better than that seen with HEPTAVAX-B. B8y 12 weeks, all
vaccine recipients in the 1 and $S RSU PP vaccine groups
had seroconverted versus 50t of the 0.2 REU grarp (p<0.02)
which reached 100% seroconvessien by month 7. Throughout
followup, gearetric mean () anti-ERs levels (U/ml) in
the 5 REU PP group wvere significantly highez then in the
other PP vaccine grams. At 1 sonth the GM ant{-SBs lewel
foc the S REU PP group wes 8.9, vherees the 300 REU NIH/40
vaccine group had 2 @1 antibody level of 5.2, By 3
_zonths, the respective anti-ZBs levels were 202 vs 90,
rising to 8910 and 3450 by 7 moaths., The 1 REU FP veccine
produced antiEBs responses carparable to the 100 REU
HEPTAVAX-B vaccine. Thus, the polypeptide vaccines, with
substantially lower RIA EBeAg reactivity, produced
superioc anti-HBs responses when conpeced with 22-fm EBgAg
vaccines. These studies confirm cucr previcus findings in
chirpanzees that critical antigenic determinants are
asscciated vith these polypetides, and they provide a2 link
to future vaccine studies using synthetic EBsAg
macronolecules. The rapid anti-fiBs response that follows
the initial incculation suggests that such an igmnogen
may be beneficial in postexposure prophylaxis vhese the
early developrent of iscunity is advantagecus. FPrelim-
inacy data theough 6 ronths also will be presented on the
Lrounogenicity of 3 coses (S5, 10, and 20 scg) of an EBSAg
vaccine made by recorbinant Dt technology in yeast 0°SDl.

Hollinger FB, Sanchez Y, Troisi C, Dreesman 6R, Melnick JL. Immunologenicity
and reactogenicity of new hepatitis B vaccines. Hepatology 1984; 4:1027
(Abstract).
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL

INVESTIGATOR:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

PROCEDURE :

24441/871I/1
1/3/86

00290

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 801

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

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

Edward J. Septimus, M.D.
Suite 740

1777 Southwest Freeway
Houston, TX 77074

Suite 740
1177 Southwest Freeway
Houston, TX 77074

February 16, 1984

In progress

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

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



00291

Study 801

PROCEDURE: (Cont.) A blood specimen (10-15 ml1) is obtained from each
participant approximately two weeks- before the first
vaccination. Post-vaccination blood samples are
obtained at 1, 2, 3, 6, 8, 12 and 24 months. The
samples are assayed for HBsAg, anti-HBc, anti-HBs,
yeast antibody and ALT. Samples with anti-HBs titers
> 25 mIU/ml are tested for the proportions of anti-a
and anti-d activity.

RESULTS: HEALTH CARE PERSONNEL:
10 mcg Lot #972/C-K444 at 0, 1, and 6 months

) Number Vaccinated:

Injection No.
1 2 3

22 21 4|

2. Serologic Results:

Serologic data are available for 21 participants
at 7/8 months. 100% (21/21) of the vaccinees
seroconverted (S/N >2.1) and developed protective
levels of anti-HBs (mIU/m} >10) at that time.
The GMT at 7/8 months was 280.8 miu/ml (all
vaccinees and responders by either cutoff).

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

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

3. Clinical Complaints:

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

24441/871/2
1/3/86



RESULTS (CONT.):

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

Frequency in ¥ by Injection No.
Type 1 2 3
Injection 14(3/22) 10(2/21) 29(6/21)
Site
Systemic 32(7/22) 29(6/21) 43(9/21)

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

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

ALT Elevations

ALT levels 2-7 times the upper level of normal were
observed in post-vaccination blood samples taken from
three subjects. All elevations were transient and
returned to normal. None of those participants were
seropositive for HBSAg or anti-HBC. The ALT
elevations in two of the subjects were attributed to
infectious mononucleosis and cholecystitis. The third
case was asymptomatic.

Reactions reported to the OoBRR

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



Table 1
ANTIBODY RESPONSES FOLLOMING VACCINATION WITH RECOMBINANY HEPATITIS B VACCINE

STUDY : 0801

POPULATION : HEALTH CARE PERSOHMEL
DOSE : 10 MCG

Lor : CKG4G

REGIMEN : 0, 1, AND 6 MONTIS

INITIAL SEROLOGY: NEGATIVE
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Table 2
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

PATIENT CLASS: HEALTH CARE PERSONNEL
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PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE
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Table 2 (cont)

PATIENT COUNY CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0801
TREATHENT :

LOT NUIBER : CKGG
DOSE ' 10 MCE

PATIENT CLASS: HEALTH CARE PERSONNEL

| . TOTAL VACCINEES ( 22 PATIENTS) - DOSE 1 |
B et e |
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PATIENT COUNT CLINICAL COMPLAINTS
RECOIBINANT HEPATITIS B VACCINE
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Table 2 (cont)
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE
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Table 3 (cont)
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE
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21 PATIENTS) -~ DOSE 3

Table 2 (cont)
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Table 2 (cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0801
TREATHENT H

LOT NUMBER ¢ CKa%s
DOSE : 10 MC6

PATIENT CLASS: HEALTH CARE PERSONNEL

] TOTAL VACCINEES ( 21 PATIENTS) - DOSE 3 |
- e -- e |
] DAYS POST VACCINATION | NUMBER
CLINICAL I ——— e |  WITH
COMPLAINTS | ] | 1 | 2 | 3 | 4 i L3 | ICONPLAINTS
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o 8200 ¢ 0.02) | ¢ 0.02) | ¢ o0.07) | ¢ ©.04) ) ¢ 0.0%) | | ¢ &.872)
[ | ] I | | ] |
ORGANS OF SPECIAL SENSE [ o | e | o | o | 1| D | | 2
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Table 3

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

sSTUoY : 0801
TREATHMENT :

LOT NUIBER : CKGae
DOSE s 10 HCE

PATIENT CLASS: HEALTH CARE PERSONMEL

: wm. VACCINEES t 22 PATIENTS) - DOSE 1 |
............................ -1
| ous POST VACCINATION [ MRBER
HMAX TEMPERATURE R e L L - ———— I NITH
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Table 3 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0801
TREATHENT :
LOT NUMBER ¢ CK446
DOSE : 10 MCG
PATIENT CLASS: HEALTH CARE PERSONNEL
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............................... s s = ]
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| |
99 - 99.9 1 | 1| 2 | o | o | 1 | 4
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----------------- |- [ | m——elee- - —-——-
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-------------------- t e b B B et L S
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STUDY i 0801
TREATHMENT !

LOT NUMBER ¢ CKaso
DOSE ¢ 10 MC6

PATIENT CLASS: HEALTH CARE PERSONNEL

MAX TEMPERATURE
(DEG F, ORAL)

| I

< 99 | 16 |

: ( 76.22) :

99 - 99.9 | 6 |

: ( 19.0%) :

100 - 100.9 | 1 |

I ¢ a.82) 1

I i

101 - 101.9 | o |

: t 0.02) :

TEMPERATURE TAKEN | 21 |
: (100.0%) :

TEMPERATURE NOT TAKEN | e |
] ¢ o0.02) 1

Table 3 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBIMNANT HEPATITIS B VACCINE

TOTAL VACCIMEES ( 21 PATIENTS}) - DOSE 3 |
....................................................................................... |
DAYS POST VACCINATION | NUMBER
e - ————— - I  WITH
1 | 2 i 3 | 4 i 5 | | | MAX TEHP
3030 3626 3636 2634 3036 30 346 2696 38 36 62000006 | 20303096 13026 00 0606 | 26360 090 2636 33638 [ 32603030 3690 3630 3¢ | 23636 3 I 0 6630 | 3096 .36 16 0 08 26 | 363006063 0 06 23 | 0430 966 0 00 30 0 3¢ | S8 3036 503698 26 630 | 06 096 3496 94 36 0
| | |
17 | 17 | 16 | 19 | 19 | | 13
( 85.0%1 | € 81.0%) | ¢ 88.92) | € 95.0%) | ¢ 95.0%) | | € 61.9%2)
| | | | | i
1 | 3 | 2 | 1 | o | § 5
€ 5.072) | € 16.32) | ( 11.1%) : « 5.02) | ¢ 0.02) | I € 23.8%)
| | | | i
1 | b U | [ | o | o | | 1
t 5.02) 1t s.820 )¢ 6.0 0 ¢ o0.02) [ ¢ 0.02) | | € &.82)
| | I | | |
1 o | o | o | 1 | | 2
 5.02) 1 € 0.02) 1 ¢ 0.0%2) ] ¢ o0.02) | ¢ 5.0Z) | 1 € 9.52)
---------- e e e B e B e
20 | 21 | 18 | 20 | 20 | I 21
( 95.27) | (100.0%) § ¢ 85.77%) ) € 95.2%) | € 95.2%) | (100.02)
---------- R el B R et EE ST e e P ——- |-mmmmemacaa
b S| o | 3 | 1 | 1 | | 0
t .82) 1 ¢ 0.02) ) € 14.3%2) | ¢ 4.82) | € «.8Z) | I ¢ 0.02)
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

24451/861/1
1/5/86

00305

Alum-Adsorbed Yeast Recombinant Hepatitis B Vvaccine,
Study 803

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

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

Franklyn N. Judson, M.D.

Denver Department of Health and Hospitals
Disease Control Service

605 Bannock Street

Denver, CO 80204-4507

David Cohn, M.D.

Denver Department of Health and Hospitals
Disease Control Service

605 Bannock Street

Denver, CO 80204-4507

Morton Davidson, M.D.

New York University Medical Center
University Hospital

560 First Avenue

New York, NY 10016

Denver Department of Health and Hospitals
Disease Control Service

605 Bannock Street

Denver, CO 80204-4507

January 16, 1984

In progress

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



00306

Study 803

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

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

STUDY RESULTS: HEALTH CARE PERSONNEL:

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

1. Number Vaccinated:

Injection No.
1 2 3

31 30 30

One person had a low titer of anti-HBs when the
first dose of vaccine was given.

2. Serologic Results:

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

24451/861/2
1/5/86
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Study 803
STUDY RESULTS: Among participants with serology data at 12
(Cont.) months, B81% (22/27) were positive for anti-HBs

(mIu/m1 >10). At that time the GMT was 147.1
mIU/m1 for all vaccinees and 513.5 mIUu/ml for
those with a titer of mIu/ml >10.

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

3. Clinical Complaints:

Clinical follow-up data are available for 30

participants following each injection. The
overall frequencies of complaints are presented
below.

Frequency in ¥ by Injection No.
1 2 3

29(9/31)  33(10/30)  30(8s27)

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

Refer to Table 2 for 1listings of specific
complaints after each injection. Maximum
temperature data are provided in Table 3.

There were no serious or alarming adverse
reactions attributable to vaccine.

ALT Elevations

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

24451/861/3
1/5/86



STUDY RESULTS
(CONT.):

24451/86/4
1/5/86

Study 803

toward normal. In all cases the reasons for the
elevations are unknown. The subjects were not i11 and
were negative for HBsAg and anti-HBc.

Reactions Reported to the DoBRR

One subject had onset of biparietal headache, upset
stomach, confusion, and expressive aphasia two days
after receiving the first injection of vaccine.
Neurologic and vital signs were within normal limits.
A CAT scan of the head was also normal. His WBC was
slightly elevated (13,000) with a shift to the left.
A1l symptoms resolved within 2 days. The event was
not considered to be vaccine related.

00308



Table 1

ANTIBODY RESFONSES FOLLOWING VACCINATION WITH RECOMBIMANT HEPATITIS B VACCIHE

STuUDY : 0803

POFULATION ¢ HEALTH CARE PERSONMEL
DOSE : 10 MCG

Lot t CKa44e

REGIHEN t 0, 1, AND 6 MONTHS

INITIAL SEROLOGY: NEGATIVE

: 7 WITH ANTI-HBS : GMT (HIU/ML) |
.............................. TN IS S, |
| | ) RESPONDERS |
TIME -mmmmmmm e sen e s n v e e e i e fmmm oo e i
(MONTHS) | S/N >= 2.1 i MIUZML >= 10 | ALL VACCINEES | S/N > 2,1 |  HIuML >z 10 |
B39 38 3¢ 38 34 36 3 36 36 36 30 3038 06 30 0% 00 D6 36 3% 56 3% 360 30 36 36 30 D620 30 36 30 34 30 3¢ 3¢ 30 36 36 30 3% 34 36 34 3 38 36 36 36 30 38 30 38 36 38 30 06 0E 30 0 2 36 34 36 30 36 26 36 36 36 36 38 30 36 34 36 21 34 36 36 3¢ 3¢ 26 2 34 39 36 3636 20 36 30 08 6 3¢ 34 36 DE 36 06 36 34 36 36 36 ¢ ) DE 26 D 26 M
| |} | { | | |
| 1 MONTH | &3z (12/28) : 21% 16728y | 1.8 | 11.8 | 26.5 :
| I | | |
| 2 MONTHS | 76z (22729) | 62z (18729 : 17.4 : 58.0 | 107.4 :
| | | |
| 3 MOMTHS | 78z (217270 | 632z «Qwzmy | 23.8 | 76.1 | 131.7 :
| I I | I |
| 6 MONTHS | ®6z t(26/28) | 792 (z2/28) | 53.3 | 121.2 | 163.9 :
| | | | | |
| 7/8 MOMTHS | 852 (22/26) : 852 (227260 | 584.6 : 2136.0 1 2136.0 :
| | | |
| 12 HONTHS | 85z (232270 |} 81z (z27z2m | 147.1 I 431.9 | 513.5 |
| | | | I | [
* ”»

2638 00 46 36 30 3 36 36 08 36 35 26 32 96 30 00 36 30 % 06 36 30 2% 36 05 D 36 6 26 06 36 0524 36 20 36 06 30 26 30 36 20 D0 D6 36 3630 36 36 8 56 36 06 30 606 26 16 26 30-25 20 00 26 05 3026 06 35 24 2 00 06 2036 26 206 D006 20 00 30 20 B4 36 363026 35 34 26 26 00 05 D 00 3001 06 26 20 20 36 26 0 M6 D4 N0 0
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Table 2 (cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE
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Table 2 (cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0803
TREATMENT :
LOT NUMBER  : CK44g
DOSE : 10 MCG
PATIENT CLASS: HEALTH CARE PERSOMNEL
: JOTAL VACCIMEES ( 30 PATIENTS) - DOSE 3 |
............................................................................ |
l DAYS POST VACCIMATION | NRBER
CLINICAL B | HITH
COMPLAINTS | 0 | 1 I 2 | 3 | % | 5 | |CONPLAINTS
6090 50 50 5 30 10 504 54 00 30 59 04 00 30 0 00 5050 30 54 00 5136 000 000 800 0000 96 50 [ 5990 30 36 06 00 0010 2606 { 555030 960 2430 36.06 30 | D6 0 00 030 0 00 3030 | 00030 9000 4 00 0000 30 | 309090 000 30 9696 00 0 | 2606 2000 2090 0 000000 ] 3996302030 2030 003030 | 2030 0650 06 340 0 0030
e emee e cecmem e |-=emmmmmee | | EEEE T e e B cemmmmecen feemoemeans | EEEETEE et l--=meeee- fomomomnnaen
PERSONS WITH NO COMPLAINTS | 20 | 23 | 26 | 26 | 27 | 27 | | 19
| 70,272y | € 85.27) | ¢ 88.9%) | € 96.3Z) | (100.07) | (100.0%Z) | : ( 70.672)
................... | N TR, (ECA (S | B | G
PERSONS WITH NO DATA ) 2 ) t I | 2 | 2 | 2 | 2 | | 2
1t 6.9 1 € 6.92) | € 6.92) 1 t 6.92) 1 ¢ 6.92) -1 6.94) | 1 € 6.9%4)

91¢00



STUDY : 0803
TREATHENT :

LOT NUIBER  : CK444
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HAX TEMPERATURE
(DEG F, ORAL)

0030 00 08 30 1 3% % 3% 36 U 3% 36 36 0% 0% 30 09 08 DR TH 9%

TEMPERATURE TAKEN

HEALTH CARE PERSONNEL

Table 3
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCIME

TENPERATURE NOT TAKEN

TOTAL VACCINEES ( 31 PATIENTS) - DOSE 1 :
DAYS POST VACCINATION | NUMBER
----------------- - ————— ] WITH
| 2 | 3 | 4 | 5 | | | MAX VEWP
B30 3606 3036 0000 2006 | 99903830 06 3608 36 9090 ] 040836 38 08 0100 08 | DL 0006 108 2008 30 00 | 060420 b0 0r 0 e 28  Ston 300 e sn 00300 9000 20 000 0990 06 0 ] 3930 080 00 2 060 00 8 283006 16 00 00 00 0 008
I | | | | | |
| | 27 | 27 | 29 | 26 | I 24
| | € 90.0Z) | € 87.2%) | U 96.7Z) | U 92.9%) | | t 77.42)
I | | [ | | )
| | 3 | ¢ | b | 2 | | 7
: | € 20.02) : ( 12.9%) : ( 3.3/) : « 7.1%2) : : ( 22.67)
| | 30 | ) S | so | 28 | | 31
] | ¢ 96.87%) | (100.0%) | ¢ 96.8%) | € 90.3%) | | (100.0%)
] | B B T ] ==l I -
| I 1 | o | 1 ! 3 | | 0
| 1o 32001 ¢ o0 b € 3,200 1 ¢ 9.7 | | ¢ o0.0%)
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STUDY
TREATHENT
LOT HUTIBER
DOSE

0803

CKG4%%
10 HCE

PATIENT CLASS: HEALTH CARE PERSONNEL

Table 3 (cont)
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

= TOTAL VACCINEES ( 30 PATIENTS) - DOSE 2 ]
................. s e —————]
| DAYS POST VACCINATION | ranrmBER
MAX TEMPERATURE ) ———— m————— ————— ——- | WITH
{DEG F, ORAL) ] [} ] 1 ] 2 ) 3 | 4 ] 5 ] | MAX TEWP
01300635 2020 50 38 36 00 3630 20300006 0000 26 00 0000 0030 [ 45300006 0 320 30 36 00 ] 90.00 0636 0006 630 220 | 20003000 3026 30 00 2030 | 303638060036 00 2000 20 | 3038 3620 0600030 2038 | 303923006 9920 30 0630 | 29363000 09 2655 0090 0 | 0636063430 30 3620 3036 | 20903030 10 20 6 2000 0
] | | | | | | |
NORMAL i 1 0 (| 1 1 1 | 1 | 1 | i (]
= t 3.3 : t 0.02) : « 3.6%) : ( 3.6%) ; ( 3.6%) = { 3.87) : | ¢ 0.0%)
|
< 99 | 26 26 | 25 | 26 | 25 | 23 | i 24
l € 86.74) |  92.9%) : t 86.27) : ¢ 92.9%) = t 89.32) |  88.52) : | ¢ 80.0%)
| I
99 - 99.9 i 3 1 | 3 | S | 2 | 2 1 | 5
: ¢ 10.0%) : t 3.62) : € 10.32) : ¢ 3.62) : t 7.372) : « 7.7 : = € 16.772)
101 - 101.9 | o | O | o | o | o | o | | 1
: ¢ 0.04) | € 3.62) : ( 0.0%) : ( 0.0%) l t 0.02) : ¢ 0.0%) : : ( 3.32)
TEMPERATURE TAKEN ] 30 28 | 29 | 28 ) 28 | 26 | | 30
= (100.02%) : ( 93.32) : € 96.72) | € 93.32) : { 93.3%2) : ( 86.72) : : 1100.07)
........ - - | SRR, NI i - -1-- —
TEMPERATURE NOT TAKEN | e | 2 | S | 2 | 2 | 4 | | [
l¢ 0,020 Lt .22 1 ¢ 3.3 0 ¢ 6.720 0 ¢ 6.72) | ¢ 13.32) | I ¢ 0.04)

871200



Table 3 (cont)
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY ¢ 0803
TREATHENT s

LOT NUMBER t CKa6o
DOSE : 10 ¥HCe

PATIENT CLASS: HEALTH CARE PERSONNEL

| TOTAL VACCINEES ( 30 PATIENTS) - DOSE 3 I
[ EEEE - -—- o |
| DAYS POST VACCINATION |  NUMBER
MAX TEMPERATURE | - - -— -- S ——— I WITH
(DEG F, ORAL) | [} | 1 { 2 ) 3 | 6 | [3 ) | MAX TEMP
0909058 06 08 34 00 30 30 30 08 3400 13600 2096 90 9020 0600 | 909000 0906 .00 70 30 90909020 9606 0 20 2630 ] 3600 3620 0000 36 0000 | 90 00006 3000 08 26 0630 | 04 20 08 0620 30 3026 2608 | 00000 40 00 5000 90 00 00 0600 060600 0 00 20 020 ) 0930 0020 0000 0100 00 08 ] 00 30 00 00 0 0 0 000
I i I | | | i
< 99 | 22 19 21 | 2 | 21 | 22 | i 19
= € 91.72) | € 79.272) | ¢ 87.5%) : { 96.0%) : € 91.32) | ( 95.72) : | € 76.02)
| l
99 - 99.9 | 2 5 2 | P | 1 | 1 | | 5
| ¢ 8.32) § ¢ 20.82) | ¢ @.32) ‘ { 4.0%) ‘ C 632 | &.32) = = t 20.0%)
| |
100 - 100.9 | o | 0 1 1 o | 1 | o | | 1
= {1 0.02) : C 0.02) [t .22} € 0.04) 1 ¢ &.32) | ¢ 0.02) | | ¢ &.07)
e e B e T | B et b |meememem e cc e oo
TEMPERATURE TAKEN | 24 24 2 | 25 | 23 | 23 |} | 25
| € 80.0x) | ¢ 80.04) | ¢ 80.0%) | ¢ 83.3Z) | € 76.7Z) | t 76.7%) | 1 « 83.32)
------ -1 g ST LR EEE | | |==== -1 | -
TEMPERATURE NOT TAKEN | 6 6 6 | 5 | 7 | 7 | I 5
{1 20.02) | ¢ 20,02 | € 20.02%) | ¢ 36.7Z) ) ¢ 23.3Z2) | ¢ 23.32) | 1 € 16.72)

61200
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PROGRAM:

PURPOSE :

VACCINES:

PRIMARY
INYESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

OATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

STUDY PROCEDURE:

24731IN
1/15/86

00320

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 807

To compare antibody and clinical responses to yeast
recombinant and plasma-derived hepatitis B vaccine
among health care personnel who are negative for
hepatitis B virus serologic markers.

1. VYeast Recombinant Hepatitis B Vaccine
Lot 972/C-K444 (10 mcg HBsAg/m1)

2. Plasma-Derived Hepatitis B Vaccine
Lot 1510) (20 mcg HBsAg/m1)

Solko W. Schalm, H.D.
Department of Internal Medicine
and Gastroenterology
University Hospital Dijkzigt
Rotterdam, The Netherlands

Dr. Rudolf A. Heytink
Department of Virology
Erasmas University
Rotterdam, The Netherlands

University Hospital Dijkzigt
Rotterdam, The Netherlands

April 4, 1984

In progress

The study population consists of 50-60 health care
personnel of either sex (excluding pregnant women),
who are negative for HBsAg, anti-HBc and anti-HBs,
have a normal ALT Jevel and have not previously
received any hepatitis B vaccine.

Eligible study participants receive & 1.0 ml
intramuscular injection of yeast recombinant (10 mcg
HBsAg) or plasma-derived (20 meg HBsAg) vaccine at O,
1, and 6 months. VYaccine recipients record their
temperature and any local or systemic complaints for
five days after each injection of vaccine.



STUDY PROCEDURE
(CONT.):

RESULTS:

24731/2
1715786

00321

Study 807

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

A1l serum samples are assayed for HBsAg, anti-HBc,
anti-HBs, and ALT. Samples may be tested for yeast
antibody. In addition, samples with an anti-HBs titer
>25 miu/ml may be tested to determine anti-a and
anti-d subtype specificity.

HEALTH CARE PERSONNEL

Yeast Recombinant Hepatitis B Vaccine:
10 mcg Lot 972/C-K444 at 0, 1, and & months

Plasma-Derived Hepatitis B Yaccime:
20 mcg Lot 15103 at 0, 1, and 6 months

1. Number Vaccinated:

Injection NHo.
Vaccine 2 2 3

Yeast Recombimant 31 31 31
Plasma-Derived 25 25 25

2. Serologic Results:

Serologic data at 7-8 months are available for 31
recipients of the yeast recombinant vaccine and 22
recipients of the plasma-derived vaccine.

At 7-8 months, 1008 of recipients of both the
yeast recombinant (31/31) and plasma-derived
(22/22) vaccines seroconverted (S/N >2.1) and
developed protective levels of anti-HBs (mIU/m)
>10). The GNT for all vaccinees and responders



00322

Study 807

RESULTS (CONT.): (S/H >2.1 and 210 mIU/ml) was 885.1 miu/ml for
those persons who received the yeast recombinant
vaccine, and 6164.4 mIU/ml for those who received
the plasma-derived vaccine.

By 12 wmonths 94% (29/31) of recipients of the
yeast recombinant and 1008 (24/24) of recipients
of the plasma-derived vaccimes retained on
anti-HBs titer of mIU/m1 >10. The GHTs for all
vaccinees at that time was 112.4 wmlU/m) (yeast
recombinant vaccine) and 1029.2 mIU/m)
(plasma-derived vaccine).

Anti-HBs responses at 1 through 12 months are
included in Table 1. _

3. Clinical Results:

Clinical Ffollow-up data are available for 36
recipients of the yeast recombinant vaccine and 25
recipients of the plasma-derived vaccine following
each injection. Clinical complaints and maximum
temperatures reported following each injection are
provided in Tables 2-5. In summary:

g % Frequency by Injection Ko.
_Vaccine = Clinical 1aint )] 2 3
Yeast - Injection Site 10(3/31) 3(1/731) 1(2/31)
Recorbinant Systemic 16(5/31) 7(2731) 10(3/31)
Plasma injection Site 12(3/25) 4(1/25)  8(2/2%)
Systemic 20(5/25) 12(3/25)  0(0/25)

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

PUBLICATIONS: Heijtink RA, Kruining J, Baker M, Schalm SW. Inmune
response after vaccination with recombinant
hepatitis B vaccine as compared to that after
plasma-derived vaccine. Antiviral Res 1985;
Supplement 1:273-9.

Heijtink RA, Schalm SW. Anti-HBs/a determination
after hepatitis B8 vaccination. Submitted for
pubifcation to Lancet.

24731/3
1/15/86
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Table 1

Antibody Responses Among Initially Seronegative Mealth Care Personnel Following Vaccimation with 10 mcg
Doses of Recombinant Hepatitis B Vaccine Lot 972/C-X444 or 20 mcg Doses of Plasma-Derived
Hepatitis B Vaccine Lot 15103 at 0, 1, and 6 Months in Study 807

__Yeast Recombinant Vaccine

Pla ived Vaccine
SN (mIt/ml

% with Anti-iBs Gl (mIU/ml) T with Anti-MBs
Time AN Al Re rs
(Months) | S/ > 2.1 |[mit/ml > 10 | Vaccinees | S/M > 2.1 | miU/ml > 10 | S/H > 2.1 |wmiU/ml > 10 | Vaccinees | S/W > 2.1 | miu/ml > 10
0 19 (6/31) | 13 (4/31) 0.7 16.7 36.4 S6 (14725) | 44 (11/25) 3.3 21.4 3.6
2 7 (24/31) | 39 (12/31) 5.3 12.4 44.6 100 (22/22) | 717 (13/22) 59.1 59.1 148.0
3 89 (25/28) | 11 (20/28) 21.5 35.9 60.1 100 (21/721) | 95 (20/21) 135.0 135.0 161.9
] 94 (29/31) | 84 (26/31) 48.4 68.8 94.8 100 (25/25) | 100 (25/25) 2n.e 2n.e 27.9
178 100 (31/31) | 100 (31/31) 88s.1 885.1 885.1 100 (22/22) | 100 (22/22) 6164.4 6164.4 6164.4
9 100 (31/31) | 100 (31/31) 363.1 363.1 383.1 100 (24/28) | 100 (24/24) 2899.68 28%.4 289.4
12 100 (31/31) | 94 (29/31) | 112.4 12.4 140.5 100 (24/24) | 100 (24/24) | 1029.2 1029.2 1029.2
24131/5
1715/8%

§2%200
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STUDY t Q807
TREATHENT ¢

LOT NUIBER 1 CR&4%
DOSE ! 10 M8

PATIENT CLASS: MEALTH CARE PERSONNEL

Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ( 31 PATIENTS) - DOSE 1

|
| DAYS POST VACCINATION MABER
CLINICAL | -—- | WITH
COMPLAINTS | [ | 1 ] 2 ) 3 I 4 | 8 | JCONPLAINTS
uRRERNRNE Y ne 1] ulenas 1] ] jovnavanane |envonunnue [anannnanne | 2onnesnans | sueanusnen
| ) | 0 I |
MUSCULOSKELETAL i 1 o | (] o | o | e | i 1
1o s.220 0 ¢ e.02) = t 6.2 0 ¢ o.02» ( ¢ ©0.02) | ¢ .07 : : « 3.2
| | | |
BACK PAIN 1 1 [ | o | e | o | o | | 1
t s.2z20 |t 0.02) : t 8.022 ) ¢ @.823 : t e.02) | ¢ @.o2 : ; « 3.22)
g —
PERSONS MITH COMPLAINTS 1 3 0 1 2 | 2 | T | i 7
¢t s.2zv | ¢ 9.Td = t s.2zy | ¢ 6.52) } T 6.52) ; t 3.2 : : 1 22.6%)
PERSONS WITH ND CONPLAINTS 30 | 28 | 30 | 29 | 29 | 36 | ] 26
1 96.8%2) | t 90.3%) : U 96.8%) ! { 93.50) : t 93.52) : ¢ 96.82) = : U 77.4%)
] ] ——-
PERSONS WITH NO DATA o | e | o | e | e | e | | (]
t e.02) Bt o@.02) [ ¢t 0,040 0 ¢ o.0) 0 ¢ 0.02) | t @.02) | 1 ¢ eo.0%)

§2¢00



Table 2 (cont.)

PATIENT COUNTY CLINICAL COMPLAINTS
RECOMBINANT NEPATITIS B VACCINE

STy t 9807
TREATHENT ]

LOT NUMBER t CR449
DOSE t 10 MC

(]
PATIENY CLASS: HEALTM CARE PERSONNEL

: TOTAL VACCINEES ( 31 PATIENTS) - DOSE 2 0
B |
| DAYS POST VACCINATION | ommBER
CLINICAL | [ 4 1]
COMPLAINTS ] ® | 1 e i 3 | & |} B I |COMPLAZNTS
L&) CEETLEL L nenoneraaeens | snanmisene | snsounenen | ssnsonsann | ansssssnan | ansanenees | ] @ CYECEETEEE T
i I | |
REACTION, LOCAL (INJECY. SITE) | 1 0 [} e | e I | I 1
l ¢ s.220 0t 0.02) [t @.02) } ¢ 0.04) : ( 0.04) : t 0.9%2) : : U 3,220
PAIN | 1 ] [} ] o | e | I 1
: ¢ 3.220 1 ¢ @820 [ ¢ @.0%) | ¢ 0.02) | ¢ ©.0%) = t 0.0%2) : : t 3.2
SYSTEWIC 1 ) § 1 [} (] e 1 o ( 2
It 3220 ) ¢ s.22) 1€ 0.0 0 ¢ 0.0y | ¢ 0.023 ) ¢ 0.0%) | 1 ¢ 6.520
I | | | | [ ] [}
MHOLE BODYV/GENERAL | 1 1 | I | (] [ | | I 2
: ¢ 3.220 | ¢ 3.27) : ¢t 0.027 J ¢ 0.9Z) | © 0.02) : t 0.0%0 : : { 6.57)
PATIGUE/MEARNESS | 1 1| (] (| o | e | ) 2
; « 3.22) ; t 3.22) = t 6.0%4) : t 0.,0%) = t 9.0%) = « 0.0%) : : U 6.5%2)
PERSONS MITH COMPLAINTS | e 1 o | e | e 1 e ] 2
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Table 4 (cont.)
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Table 4 (cont.)
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TEMPERATURE NOT TAKENW e | 1 0 1 6 | | 1
( 8.02) ) ¢ 6,020 | t 6&,02) (16,820 0 ¢ B8.02) | € 22.0%) | ¢ &.02)
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STUDY : 0807
TREATHENT ]

LOT MRBER @ 15100
DOSE t 20 MC

PATIENT CLASS: HEALTH CARE PERSOMNEL

Table 5 (cont.)

PATIENT COUNT HMAXIMUM TEHMPERATURES
PLASHA-DERIVED HEPATIVIS B VACCINE

TOTAL VACCINEES (

25 PATIENTS) - DOSE 3

|
|
DAYS POST VACCINATION I wUMBER
HAX TEHPERATURE -—— - 1 WITH
(DEG F, ORAL) 0 | 1 2 3 [y [ I | ®ax vEMP
CLLELEPPELEEEEEECEPEEENY PEEGEEEENEY EEEEEERE Y EELCCEEEEE EEPEECES PR PEREEPETER FEEEREEEET PEETEEREETY PEREETEREE] PEEEERFTEE
I I | I
WORMAL I 10 10 10 | 10 19 | I 10
)t &e7.6%) | ¢ 65.52) | ( 48.5%) : { 65,5%) = 1 65,570 | ( &7.6%) : : ( 45.57)
0
< 99 9 b U | 19 | 12 | 10 m | I 10
1 62.9%) | ¢ 50.0%) | ( €5.5Z) | ¢ 56.5%) : 1 65,521 | ( 52.42) = : 1 65.57)
99 - 99.9 2 1 2 o | 2 | o | | 2
t 9.8520 [ ¢ @.52) ) ¢ 9.1%) | ¢ @.07%) = « 9220 | t 9.02) = : t 9.12)
TENPERATURE TAKEMN 21 22 22 22 | 22 a1 | | 22
{ 84.0%) | ¢ B88.02) | ¢ ©8.9%) | ¢ 8B.0%) : t 88.027 | ( 89.0%) : : 1 88.0%)
TEMPERATURE NOT VAREM [ 3 3 | s | 3 s | | 3
€ 26.020 | ¢ 32.02%) | € 12.0%) | ¢ 12.02) [ ¢ 22.0%) § 0 26.0%) | | ¢ 12.0%)
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IMMUME RESPONSE AFTER VACCINATION WITH RECOMSINANT HEPATITIS B VACCINE AS
COMPARED TO THAT ASTER PLASMA-DERIVED VACCINE

R.A.KELJTINK, J.KRUINING, M.BAKKER, S.W.SCHALM®

Denartments of Virology and Internal Medicine, Erasmus University Rotterdam,
Rotterda=, The Netherlands

SUMRARY :

Thirty-one individuals (heslth care workers) were vaccinated with recombi-
nent hepatitis B vaccine (10 pg dose) and their ismune response (anti~HBs)
~ was compared to that of twenty-five health care workers after vaceination
with plasma-derived vaccine (20 wg dose). ATthough the seroconversion rate
and the percentage of anti-HBs/a antibodies at month 7 were comparable, the
geometric mean titre of anti-HBs at month 7 was considerably lower for the
recombinant vaccine group (857.4 vs. 6736.5 1U/1). However, vaccinees from
the two groups showing seroconversion at moath 1 had comparable titres at -
month 7. Rafsing the dose §f HBsAg in the recombinant vaccine may flvourably
influence the seroconversion rate at month 1 and thereby the ismune response
after three injections.

INTRODUCTION .

Only six years ago, & plasma-derived vaccine was introduced to overcome
the worldwide problem of hepstitis B infections.' General acceptance of the
vaccine, however, has been hampered by the high costs and in particular by
doudbts about the suitability of infectious plasma as its source. Public
concern has waned considerably since the discovery of human T-cell leuksemia
virus as a possible cause of the acquired ismune deficiency syndrome and the
possibility of investigating the efficacy of inactivation of this virus in
vaccine preparation procedures.? Meanwhile, an alternative for the latter
objective has been found in the preparation of hepatitis B surface antigen
by recombinant DNA technology in the yeast Sasshavemyces eerovisias.’
Although the yeast recombinant DNA produced HBsAg polypeptides, unlike the
native HBsAg, are notjlycosyhted. the vaccine thus prepared has proven to
inddce protective antibodies during chimpanzee gtullenge studies.” Its
safety and {mmunicity in man has been demonstrated by several groups of
jnvestigators.® ¢ 7 ° One of these studies is presented here. '
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Soon after- the introduction of the plasma-derived vaccine it was uncertain
whether an HBsAg/adw vaccine would protect a'gn'nst HBsAg/ayw virus infections.
Nowadays it is generally known from chimpanzee studies as well as experiments
in man? % '¢ that the antibodies directed agzinst the main determinant a
provide cross protection for infections witn strains not incorporated in the
vaccine. . . '

However, in the plasma-derived vaccine studies®? 12 it was found that the rela-
tive proportion of anti-HBs antibodies is variadle, which may partially account
for hepatitis B infections in the first few months after vaccination. There-
fore, the need to monitor the development of anti-HBs/a antibodies after
vaccination 15 stressed.

MATERIAL AND METHOOS . '
Pcoulation . T e .

The study population consist.eé of 56 health care workers. Recomdinant

veccine was given to 31 individuals (17 female, 14 male; mean age 32 &

2 yr, range 20-59); plasma-derived vaccine was given to 25 individuals

(13 female, 12 male; mean age 30 ¢ 2 yr, range 22-53). Participants to this
study were negative for HﬁsAg, anti-HBc, and anti-HB8s and had a normal
alanine transferase level at the entrance to the study.

Vaccine '

Participants ueré vaccinated at 0, 1, and § gonths with either a 10 ug
HBsAg/adw dose of the recombinant hepatitis B vaccine (Merck, Sharp and
Dohme, lot 972/C-K444) or a 20 ug HBsAg/adw dose of the plasma-derived
_vaccine (Merck, Sharp and Dohme, lot 1510 J). Recombinant HEsAg used here .
was purified by hydrophobic interaction chromatography.® 7
Assays ) ’

HBsAg, anti-HBc, anti-HBs were measured in commercially available kits
(Ausria I1, Corab, and Ausab; Abbott Laboratories, Morth Chicago, USA).

The concentration of anti~HBs was calculated by the method of Hollinger

et al.'? and expressed in IU/1 after comparison with the WHO standard pre-
paration (125 IU/1), obtained from the Central Laboratory of the Netherlands
Red Cross Blood Transfusion Service, Amsterdam, The Hetherlands. Calculations
were made for positive results in Ausad only (sample/negative control ratio.
> 2.1). Samples containing more than 200 IU/1 were diluted and retested.
Dilutions were made in the negative control serum from Ausab. Estimation of
the proportion of anti-H8s/a antibodies was performed according to the
method of Hoofnagle et a1.'" In short, undiluted or diluted sera containing
1000-2000 cpm in Ausab were incubated for 2 h at room temperature vn'th'
pooled HBsAg/ad, HBsAg/ay, and normal human serum, respectively. Pocled sera
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included reference serz from Dr.A.M.Couroucé-Pauty 2 mentioned in znearlier
study.!? Reduction of cpm after incubation with KBsAg/ay strains mezsured
the anti-H8s/a proporiion of t.he_ total amount of anti-HBs, since the vaccine
consisted of HBsAg/acdw only. The proportion of anti-HBs/¢(w) antibodies was
obtained by subtracting the reduction percentage after incubation with
HBsAg/ay pooled serum from the reduction percentage after incubation with
HBsAg/ad pooled serum.

'RESULTS

Table | shows a delayed seroconversion rate for the recombinant vaccine
group as compared to the plasma-derived vaccine group in the course of the
vaccine study. Similar results were obtained for titres > 10 /1, the
supposed protective level of antibodies.. *

TABLE 1 .
SERDCONVERSION RATE AFTER VACCINATION WITH RECOMBINAXT (10 yg) ANO PLASMA-
DERIVED (20 ug) VACCINE IN HEALTH CARE WORKERS

Honth Recombinant Plasma-derived Recombinant Plasma-derived
vaccine vaccine vaccine vaccine
Percentage seroconversion Percentage anti-HBs

. 10 1u/1

1 19( 6/31) 56(14/25) 13( 4/31) 40(10/25)

2 77(24/31) 96(22/23) 39(12/31) 74(17/23)

3 90(28/31) 100(25/25) 74(23/31) 96(24/25)

6 94(29/31) 100(25/25) 87(27/31') 100(25/25)

7 100(31/31) 100(22/22) 100(31/31) 100(22/22)

Geometric mean titns of anti-HBs were significantly lower in the recosbi-
" nant vaccine group as compared to the plam-derivcd vaccine group at month
2, 3, 6, and 7 (Table 11).

After three injections females had significantly (p < 0.05) higher anti-
HBs titres than males in the recombinant vaccine group (1412 vs. 468 Iu/l)
but not in the plasma-derived vaccine group (6036 vs. 7519 1U/1).

All vaccinees were negative for HBsAg and anti-HBc at 7 months and had
normal alanine transferase levels in all sera obtained. Table IIl {llustrates
the increase of the relatfve proportion of anti-HBs/a antibodies from about
602 at month 1 to about 100% at month 7 following the first injection for
both vaccine groups as measured by specific absorption. In any sample at
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TASLE 11
GEOMETRIC MEAN TITRES OF ARTI-HBs AFTER VACCIRATION WITH RECOMBINANT VACCINE

(10 1g) AND PLASHMA-DERIVED VACCINE (20 ug)

Month Recombinant vaccine Plasma-derived vaccine
GMT in Tu/1 . GNT in U/

1 16.8(n= 6)% 12.7(n=14)

2 13.7(n=24) 61.8(n=22)°

3 34.8(n=28) 177.7(n=25)°

6 69.0(n=29) 291.1(n=25)0

7

857.4(n=31) €736.5(n=22)°

% Responders only . p < 0.05 Wilcoxon's «ank sum test

TABLE 11T
DETEPMINATION OF SUBDETERMINANT SPECIFIC ANTIBODIES AFTER VACCINATION WITH
RECOMBINANT VACCINE (10 yg) AND PLASMA-DERIVED VACCINE (20 ,,g) AS DETERMINED
BY SPECIFIC ABSORPTION '

Honth Recombinant vaccine Plasma-derived vaceine
No. 2 anti- Z anti- No. g anti- 2 anti-
samples HBs/a HBs/d samples HBs/a HBs/d
-(range) (range)
4 60(19- 92)’ 39 6 57(22- 99) 42
9 81(490- 98) 17 15 83(25- 99) 17
18 95(74-100) s 23 88(26-100) 11
26 99(89-100) 1 24 94(43-100) 6
3l 99(90-100) 1 - 22 - 97(91-100)

~ N W N e

2 petermination of ariti-HBs/a and anti-HBs/d was limited by the minimum
amount of 25 I1U/1 anti-HBs.

month 7 the proportion of anti-HBs/a antibodies was at least 902. Im sers
with anti-HBs > 10 IU/1 at month 1, two out of four in the recombinmant
vaccine §roup and three out of six in the plasma-derived vaccine group had
less than SOZ anti-H8s/a. In only two cases, one in each group, the anti-
HBs/a percentage at month 1 was above 90, suggesting an anamnestic response.
Geometric mean titres for those vaccinees with a positive anti-HBs response
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at month 1 increased to 11158 IU/1 (n=6) in sera from the recombinant vaccine
group and to 13748 1U/1 (n=13) in sera from the plasmz-derived vaccine group,
both at month 7.

DISCUSSION

Table IV compares the results of the immunicity of recombinant hepatitis B
vaccine of Merck, Sharp and Donme in our study with results of others as
recently published. ¥ ® 7 ® Severzl lots of vaccine with minor differences
in the purification procedure were used. Comparison is made in some studies

with earlier results using plasma-derived vaccine from the same manufacturer.

In our study vaccination with recombinant vaccine and plasma-derived vaccine
took place simultaneously. Serum samples could therefore be handled similar-
ly and investigated with the same batch of reagents.

He found anti-H3s development during”the first six months following the
first injection very similar to Scolnick et al.? and Jilg et al.%. After
the booster injection at month 6 we found & lower geometric mean titre than
observed by others. The proportion of anti-HBs/a antibodies, however, was
very similar for the two vaccine groups and increased from 60% at month 1
to about 1003 at moath 7.

Interestingly, we noted high titres of anti-HBs at month 7 for those
vaccinees who had already shown seroconversion at month 1, Titres in this
subgroup were comparable to those in early responders in the plasma-derived
vaccine group. Since we had the lowest seroconversion rate at month 1
observed so far for recombinant vaccine (192), this may explain the low
geometric mean titre at month 7. The reason for the initial low conversion
rate in our study is unknown. Sex and age differences with other study
groups may have contributed. Sex and age effects may have their most pro-
nounced influence on vaccination of weak responders.'® '? The highest sero-
conversion rate (67%) and the highest geometric mean titre (27495 IU/1) at
month 7 were observed by Papaevangelou et al.? in male recruits aged 17-19
years.

If our observations can be confirmed in more extended studies, equalizing

the dose of nasig in the recombinant vaccine preparation to that of the
plasma-derived vaccine may favourably influence the seroconversion rate at
month 1 and the amount of aati-HBs produced after three injections.
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TABLE 1V

IMIUNE RESPONSE AFTER VACCINATION WITH RECOMBINANT AND PLASMA-DERIVED WEPATITIS D VACCINE AS COMPARED FROM LIVERATURE

Authors ¥ Dose Geometric mean titres in TU/1 No. Hean age. Ne. of No. of Lot no.
. Month . men women
1 3 7
fRecombinant vaccine
Scolnick et a).* 10 yg 8 56 68 1905 15 33,23-53 10 5 934
Jilg et al.® 10 vo 9 29 68 2135 30 ) 25.,21-3¢ 13 17 934
Papaevangelou et al.’ 10 pg 1 198 189 2749 55 17-19 55 979
Davidson and Krugman’ 10 g 42 145 321 1911 51 21-30 972
Present study 10 ug 17 35 69 . 057 31 _32,20-59 14 17 972"
Plasma-derived vaccine
J1g et al.° 20 po 15 164 263 4299 41 25,21-32 18 23
Pregsent study 20 pg 20 17 29 6737 - 25 30,22-53 12 13
Papuvungﬂou et al.® 10 ug 4 278 492 9227 50
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PROGRAM: Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 808
PURPOSE : To evaluate antibody and clinical responses to yeast

recombinant hepatitis B vaccine among health care
personnel who are negative for hepatitis B virus
serologic markers.

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

PRIMARY Richard E. Sampliner, H.D.
INVESTIGATOR: Chief, Gastroenterology
111 G, Veterans Administration Medical Center

Tucson, Arizona 85723

SECONDARY Timothy R. Morgan, H.D.
INVESTIGATOR: Chief, Gastroenterology
Veterans Administration Medical Center

Tucson, Arizona 85723

STUDY LOCATION: Veterans Administration Medical Center
Tucson, Arfzona 85723
Arizona Health Sciences Center
Tucson, Arizona 85723

DATE STUDY INITIATED: April 3, 1984
DATE STUDY COMPLETED: In progress

STUDY POPULATION: The study population consists of 25 health care
personnel of either sex (excluding pregnant women),
who are negative for HBSAg, anti-HBc, anti-HBs, have a
normal ALT level and have not previously received any
hepatitis B vaccine.

STUDY PROCEOQURE: €1igible study participants receive a 1.0 ml (10 mcg
HBsAg) intramuscular injection of vaccine at 0, 1 and
6 months. Vaccine recipients record their temperature
and any local or systemic complaints for five days
after each injection of vaccine.

24741/1
1/15/86
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Study 808
STUDY PROCEDURE: A blood sample is obtained from each study participant
(Contd) approximately two weeks before the first injection of

vaccine. Post-vaccination blood samples are obtained
at 1, 2, 3, 6, 8, 12, and 24 months.

A1l samples are assayed for HBsAg, anti-HBc, anti-HBs
and ALT. Samples may be tested for yeast antibody.
In addition, samples with an anti-HBs titer >25 mlU/m}

may be tested for anti-a and anti-d subtype
specificity.

RESULTS: HEALTH CARE PERSONNEL
10 mcg Lot 972/C-K444 at 0, 1 and & months.

1. Number Vaccinated:

Injection No.
A 2 3

25 25 25

One person who was 1initially anti-HBs positive
received vaccine. The subject did not display a
boost in titer after one injection of vaccine. A
>50 fold rise 1in titer was seen after two
injections.

One person who was anti-HBc positive prior to
vaccination and 1 month post vaccination received
vaccine. 1In all subsequent serum samples the
person was anti-HBc negative. The subject
remained HBsAg negative with normal ALT levels
through 9 months of follow~up and became anti-HBs
positive at 2 months. There has been no report of
clinical §liness in this individual.

2. Serologic Results:

Serologic data at 7-8 months are available for 23
study participants.

24141/2
1/15/786
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Study 808

RESULTS: (Contd) At 7-8 months, 96% (22/23) vaccine recipients
seroconverted (S/N >2.1) and developed protective
levels of anti~HBs (mIU/ml >10). The GMT for all
vaccinees was 1711.5 mIU/ml at that time. Among
responders with a titer of S/N >2.1 and mlU/ml1 >10
the GMT was 2535.7 mIU/m] at 7-8 months.

By 12 months 95% (19/20) of the vaccinees retained
an anti-HBs titer of S/N >2.1 and mIU/m) >10. The
GMT for all vaccinees was 631.7 mIU/m1 at that
time.

Anti-HBs responses at 1 through 12 months are
included in Table 1.

3. Clinical Resulgs:

Clinical follow-up data are available for 25 study
participants following the first two injections
and for 24 participants following the third
injection of vaccine. Clinical complaints and
maximum temperatures reported following each
ijnjection are provided in Tables 2 and 3. In

SUMmMary:
% Frequency by Injection Mo.
inical laint 1 2 3
Injection Site 20 (5/25) 12 (3/25) 21 (5/24)
Systemic 36 (9/25) 8 (2/25) O (0/24)

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

ALT Elevations

Alanine aminotranferase levels were normal in all
vaccine recipients except for elevations
approximately 1.5 -~ %Hmtimes normal, 1in three
participants. Case no.  had an ALT level of 62

24741/3
1/15/86
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Study 808

RESULTS: (Contd) at 8 months. To date subsequent ALT levels for
this individual have not been reported. Case nos.
had transient ALT levels of 64 and 90,
respectively, at 1 month. A1l subsequent samples
through 8 months of follow-up were normal. A
reason for the ALT elevations was not ascer-
tained. None of the subjects has showed any
clinical or serologic signs (HBsAg or anti-HBc)of
hepatitis B.

HBY Markers (Anti-HBc

One vaccine recipient had a 2 month
post-vaccination serum sample positive for
anti-HBc. The same serum sample was reported
negative on retest. A1l subsequent samples
through 12 months were negative. The subject
remained HBsAg negative with normal ALT levels.
There has been no report of clinical 1liness in
this individual.

24741/4
1/15/86



Table 1

ANTIBODY RESPONSES FOLLOWING VACCINATION WITH RECOMBINAMY MEPATITIS B VACCIME

STUDY t 0808

POPULATION ¢ HEALTH CARE PERSOIRIEL
DOSE s 10 HCE

Lot : CKaG4S

REGIMEN 0, 1, AND & MONTHS

INITIAL SEROLOGY: NEGATIVE

: % WMITH ANTI-HBS | BMT (MIU/ML) |
---------- | EEE -—- - -- mmeemeene]
I | | RESPONDERS |
TIME | [oememmcemmccmnnae ettt \
(MONTHS ) [} S/N >= 2.1 0 MIU/ML >= 230 | ALL VACCINEES | S/M >z 2.1 | Miu/mL >= 10 |
SO0 ROt b NI R D I R RS TNOSIT AN OO0S MO USRS DI 06 250 0000 D026 B 0u RS D0 D040 CE AN AT M B NI M NS RIS M N I S N M L D N I M I S I N R N H N R NN NN NSNS NSRS U RN O NSNS NN RN
| I | | | | |
| 1 MONTH | &z (11726 | 332 8726y | 2.6 } 27.9 : 61.6 |
| i | ] |
| 2 HONTHS = 87%2  (20/23) = 702 (16233 | 57.6 | 126.8 | 270.8 |
| i | | |
| 3 HONTHS ‘ 902  (19/21) : 81z  nw21 : 65.0 : 116.4 = 186.9 ' :
]
| 6 HONTHS I o1z (21w23y | @832z (19723 | 83.3 : 136.8 | 195.0 =
| i | | I
| 7/8 MONTHS 1 96% (227230 | 9% (22/23) : 1711.5 l 2538.7 : 2535.7 :
| { 0
] 12 MONTHS I 95z 117200 ) 95%  (19s200 | 631.7 ] 9%5.1 | 945.1 |
I i 0 1 | | |
-2 "
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Table 2
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT MEPATETEIS B VACCINE

10 ”Ce

: 0608
C

PATIENT CLASS: HEALTH CARE PERSONNEL

LOT NRBER

DOSE

STUDY
TREATMENT
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Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATIVIS B VACCINE
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Table 2 (cont.)
PATIENT COUNT CLINICAL CONPLAINTS
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STUDY ¢ @808
TREATHENT ¢

LOT MIRBER t CKa%S
DOSE t 10 K6

PATIENT CLASS

Table 2 (ocont.)

PATIENT COUNT CLENICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

HEALTH CARE PERSOUNNEL

i VTOTAL VACCINEES ¢ 25 PATIENTS) - DOSE 2 )
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STUDY : 0808
TREATHENT :

LOT NUMBER  : CK44%
DOSE : 10 MC6e

Table 2 (cont.)

PATIENY COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

PATEENT CLASS: HEALTH CARE PERSOMNEL

TOTAL VACCINEES ( 25 PATXENTS) - DOSE 3

DAYS POST VACCINATION
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REACTION, LOCAL (INJECT. SITED [} 5 | b W | 2 | o | s | o | ] 5
: (2s.8%1 | € &.220 § ¢ @.3%) : ¢ 0,043 § ¢ s.04y { t 0.0/ | 1t 20.8%)
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Table 3

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUOY : 0808
TREATHENT 3
LOT NUMBER  : CK&64&
DOSE .t 10 MCe
PATIENT CLASS: WEALTH CARE PERSOMMEL
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STUDY t 0808
TREATHENT :

LOT MRBER t CKeo
00SE 110 H(6

Table 3 (cont.)

PATIENY COUNT MAXIMURY TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

PATIENT CLASS: NEALTH CARE PERSONNEL

= TOTAL VACCENEES ( 25 PATVIENTS) - DOSE 2 i
- !
DAYS POSY VACCINAVION [T T
HAX YEMPERATURE - - - | HITH
(DEG F, ORALD 0 | 1 | 2 [} 3 ) 1 5 MAX TEMP
EELEETPTEL PR T EPELEELEEY SR L L EEEY BT EPEEPPTEY PEPEELEREEY | CETETY BT ] COIEECTEPEEEN CEEEEEEEEEY PETTETTT
| ! I
NORHAL 1 1 1 I 1 1 I 1 ] 1
( 6.8%2) | ¢ &.82) ] U &.8720 : ( 682) )t &.82) : i B.32) t &.87%2)
< 99 19 19 19 ] 18 19 | 17 15
{ 90.8%) | ( 90.5%) { 96.5%» : ( 85.72) | © 90.%2) : t 89.5%) | : t 72.6%)
99 - 99.9 | 11 1 1 | 2 1 1 0 5
It o820 1 ¢ 4820 [ ¢ 4,820 | ¢ 9.52) § ¢ &.82) = { S.3%) It 23.82)
I ] ]
TEMPERATURE TAKEN ] 21 21 21 | a1 21 | 19 21
I € 88.02) | ¢ 86.04) | ( 84.0%) | ( 86.0Z) | ¢ 86.0X) : { 76.8%) { 86.67)
- ] !
TENPERATURE MOV TAREN | L) 6 s | L] L I 6 ] &
0 ¢ 36,0%) | € 36,042 0 ¢ 16.0%) | ¢ 16.02) ( ¢ 26.0%) | ( 20.0%Z) | { 16.074)

85800



STUDY '
TREATHENT :
LOT MRBER
DOSE :
PATIENT CLASS:

CRa4s
10 ®Ce
HEALTH CARE PERSONMEL

Table 3 (cont.)

PATIENT COUNT MAXEMUM TEMPERATURES
RECOMBIMANY HEPATITIS B VACCINE

MAX TEMPERATURE
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIBGATOR:

STUDY LOCATIONS:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

PROCEDURE:

25291/1
1/3/86

00360

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 809

To evaluate antibody and clinical responses to various
doses of vaccine in the following initially
seronegative populations:

1. Healthy Children (1-11 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)

Drs. Stanley Plotkin and Stuart Starr
Division of Preventive Medicine
Joseph Stokes, Jr. Research Institute
Children's Hospital of Philadelphia
34th Street and Civic Center Blvd.
Philadelphia, PA 19104

The Pediatric Medical Associates
420 Township Line Road
Havertown, PA 19083

George A. Starkweather, HM.D.
1001 Pennsylvania Avenue
Havertown, PA 19083

February 2, 1984
In progress

The study population consists of healthy children
(ages 1-11 years) and healthy adults who are negative
for HBsAg, anti-HBc, and anti-HBs, have a normal ALT
level and have not previously received any hepatitis B
vaccine.

Children in the study receive a 0.5 ml (5 mcg HBsAg)
or a 0.25 m1 (2.5 mcg HBSAg) intramuscular injection
of lot # 972/C-K444 vaccine at 0, 1 and & months or a
0.5 m1 (2.5 mcg HBsAg) or 0.25 ml (1.25 mcg HBsAg)
injection of lot # 985/C-K732 vaccine according to the



00361

Study 809

PROCEDURE (Contd): the same time schedule. Adults receive a 1.0 m1 (10
mcg HBsAg) intramuscular injection of lot & 972/C-K444
vaccine at 0, 1 and 6 months. Vaccine recipients (or
the parent or guardian in the case of a minor) are
asked to record their temperature 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, B, 12 and 24 months.
The samples are assayed for HBsAg, anti-HBc, anti-HBs,
and ALT. Samples may also be tested for yeast
antibody and those with an anti-HBs titer > 25 mIU/m]
may be tested for the proportions of anti-a and anti-d
activity.

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

1. Number Vaccinated:

Injection WNo.
1 2 3

18 17 17

2. Serologic Results:

Serologic data are available for 11 participants
at 7/8 months. One hundred percent (11/11) of the
subjects seroconverted (S/N >2.1) and developed
protective levels of anti-HBs (mIU/ml1 >10) at that
time. The GMT at 7/8 months for all vaccinees was
955.7 mIu/ml.

Among the participants with serology data
available at 12 months, 100% (12/12) were positive
for anti-HBs (mIU/m1 >10). The GMT for all
vaccinees was 448.7 mIU/ml.

25291/2
1/3/86



RESULTS (Contd):

25291/3
1/3/86

00362

Study 809

Refer to Table 1 for anti~HBs responses and GMTs
for other time intervals.

Clinical Complaints:

Clinical follow-up data are available for at least
17 participants after each injection. The overal)
frequencies of complaints are presented below.

Type of Frequency in ¥ by Injection No.
Complaint 1 2 3

Injection 17(3/18) 24(4/17) 6{(1/17)
Site
Systemic 6(1718) 6(1/17) 12(2/717)

Refer to Table 2 for listings of specific clinical
complaints by injection number. Max imum
temperature data are provided in Tables 3.

There were no serious or alarming reactions
attributable to vaccine.
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Table .

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0809
TREATMENT

LOT NUMBER : CKaaa
DOSE : 10 MCG

PATIENT CLASS: HEALTHY ADULTS

TOTAL VACCINEES ( 18 PATIENTS) - DOSE 1
DAYS POST VACCINATION NUMBER
CLINICAL  femmem e e e e e e e wWiITH
COMPLAINTS 0 1 COMPLAINTS
095000 CT0ED02000C00RVI00POOPTODO000R |00G0 000000 |0200TC00DY (V00000 CR00 | 0000 R00CSS|C0e0stsnes|vdc0egnecas Seend0cots |edo00s0ee
REACTION, LOCAL (INJECT. SITE) 3 1] (4] 0 0 0 3
( 16.7%) ( 0.0%) ( 0.0%) ( 0.0%) | ( 0.0%) ( 0.0%) ( 16.7%)
SORENESS 2 0 0 4] (1] 0 2
C 1v1.1%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 11.1%)
STIFFNESS/TIGHTNESS 1 (4] 0 0 0 0 1
( 5.6%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 5.6%)
SYSTEMIC 1 o 0 0 o (1] 1
( 5.6%) ( 0,0%) ( o0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 5.6%)
WHOLE BODY/GENERAL ' 0 0 0 0 0 1
( 5.6%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 5.6%)
FEVER (TEMP. NOT REPORTED) 1 1] 0 0 0 0 1
( 5.6%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 5.6%)
HEADACHE 1 0 0 o 1] (1] 1
( 5.6%) ( 0.0%) ( 0.0%) ( 0.0%) ( o0.0%) ( 0.0%) ( 5.6%)
PERSONS WITH COMPLAINTS 0 0 0 0 0 3
( 16.7%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 16.7%)
PERSONS WITH NO COMPLAINTS 15 18 18 18 8 8 15
( 83.3%) (100.0%) (100.0%) (100.0%) (100.0%) (100.0%) ( B3.3%)
------------------------------------------------------------------------------------- |---------- cemmemtmen |t e m - ——
PERSONS WITH NO DATA 0 0 0 0 (1] | 0 0
( o.o%)  0.0%) ( 0.0%) ( o0.0%) ( 0.0%) | ( 0.0%) ( 0.0%)

79e00



STupy 0809
TREATMENT s

LOT NUMBER : CKka44
DOSE : 10 MCG

PATIENT CLASS: HEALTHY ADULTS

Table 2 ,cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS

0C00CEV0OL20TCOBLGOCHOESIVOCEVOCEO O

REACTION, LOCAL (INJECT. SITE)

RESPIRATORY

PHARYNGITIS (SORE THROAT)

UPPER RESPIRATORY INFECT,, NOS

PERSONS WITH COMPLAINTS

PERSONS WITH NO DATA

teQ009ev b

e|eseco9oton

4 o 0 o]

( 23.5%) ( 0.0%) ( 0.0%) ( 0.0%)
a (1] 0 (]

( 23.5%) ( 0.0%) ( 0.0%) ( 0.0%)
0 [} 1

( 0.0%) ( 0.0%) ( 0.0%) ( 5.9%)
0 0 0 1

( 0.0%) ( o0.0%) ( 0.0%) ( 5.9%)
0 [} 0 0

( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%)
0 0 V] 1

( 0.0%) ( 0.0%) ( 0.0%) ( 5.9%)
4 [} 0 )

( 23.5%) ( 0.0%) ( 0.0%) ( 5.9%)
13 17 17 18

( 76.5%) (100.0%) (100.0%) ( 94.1%)
0 o 0 0

( 0.0%) ( 0.0%) ( 0.0%) { 0.0%)

17 PATIENTS)

- OOSE 2

4
0e0c082080
]
( 0.0%) | ¢
0
( o0.0%) |
1
( 5.9%) | ¢
| |
| 1 |
( s.9%) | (
1
( s5.9%) | (
1
( 5.9%) | (
1
( s5.9%) | (
3
{ 94.1%) | (
0
( 0.0%) | (

NUMBER
WITH
COMPLAINTS
eséoenonse

4q

( 23.5%)
4

( 23.5%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
]

( 5.9%)
4

( 23.5%)
13

( 76.5%)
0

( 0.0%)

$9£00



STUDY : 0809
TREATMENT

LOT NUMBER : Ckaaa
DOSE '+ 10 MCG

PATIENT CLASS:

HEALTHY ADULTS

Table 2 (cont
PATLENT COUNT CLINICAL

COMPLAINTS
RECOMBINANT HEPATITIS 8 VACCINE

CLINICAL
COMPLAINTS

CO00020000RCONODEDOOCAROCO OO GOOQOODS

REACTION, LOCAL (INJECT,

RESPIRATORY

SITE)

UPPER RESPIRATORY INFECT., NOS

MUSCULOSKELETAL

NECK PAIN

SHOULDER PAIN

ARM PAIN

OTHER

DIGESTIVE SYSTEM

DIARRHEA

[
oocsondsee

0

( 0.0%)
o

( 0.0%)
1

( 5.9%)
1

{ 5.9%)
1

( 5.9%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
o

( 0n.ow)
0

( 0.0%)
[

( 0.0%)
o

( 0.0%)

1
AR AR E L 24

0

( 0.0%)
o

( 0.0%)
1

( 5.9%)
1

( 5.9%)
)

( 5.9%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

{ 0.0%)
0

( 0.0%)
0

( 0.0%)

2
LAR L AT A LR N

)

( 5.9%)
1

( 5.9%)
2

( t1.8%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
)

(¢ 0.0%)
1

( 5.9%)
0

( o.o%)
o

( o0.0%)

3
#0009 00 9T ES

0

( 0.0%)
0

( 0.0%)
2

( 11.8%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
0

( 0.0%)
0

( 0.0%)
1

( 5.9%)
0

( 0.0%)
!

( 5.9%)
1

( S.9%)

4
AR AR RN RN
0
( 0.0%)
0
( 0.0%)
| 1
I ( 5.9%)
1
( 5.9%)
1
( 5.9%)
0
( 0.0%)
o
( 0.0%)
0
( 0.0%)
o
( 0.0%)
(1]
( 0.0%)
0
( 0.0%)
0
( 0.0%)

5
20000 coesd

(4]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1]

( 0.0%)
o

{ 0.0%)
o

( 0.0%)
o

( 0.0%)
0

( 0.0%)
o

( 0.0%)

NUMBER
WITH
COMPLAINTS
90800909008

1

( 5.9%)
1

( 5.9%)
2

( 11.8%)
1

{ 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
\

( 5.9%)
R |

( 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)

99200



STUDY : 0809
TREATMENT %
LOT NUMBER : CKa44
DOSE : 10 MCG
PATIENT CLASS: HEALTHY ADULTS
TOTAL VACCINEES ( 17 PATIENTS) - DOSE 3
DAYS POST VACCINATION
CLINICAL e e D e s
COMPLAINTS 0 1 2 4
000000000000 000600000000000¢00002009|0000000000 0008000000 0000000006| 0000090080680 60000602|0000000000] 0000600000
NAUSEA 0 o 0 1 0
( 0.0%) ( 0.0%) ( 0.0%) 5.9%) ( 0.0%) (
PERSONS WITH COMPLAINTS \ 1 3 2 1
( 5.9%) ( 5.9%) ( 17.6%) 11.8%) ( 5.9%) (
PERSONS WITH NO COMPLAINTS 16 16 14 15 16 7
{ 94.1%) ( 94.1%) ( 82.4%) ( B88.2%) ( 94.1%) (100.0%)
PERSONS WITH NO DATA o [v] 0 o 0
( 0.0%) ( 0.0%) ¢ 0.0%) 0.0%) ( 0.0%) (

Table 2 (cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

NUMBER
WITH

COMPLAINTS
0vsesscsoe

L9200



STuov : 0809
TREATMENT 5

LOT NUMBER CK444
DOSE :+ 10 MCG

PATIENT CLASS:

HEALTHY ADULTS

Table s

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B8 VACCINE

MAX TEMPERATURE
(DEG F, ORAL)

0000 CU000 ¢ 00000 GOS0 RO00

NORMAL

TEMPERATURE TAKEN

TEMPERATURE NOT TAKEN

v0d0009000

2

( 18.2%)
7

( 63.8%)
1

( 9.1%)
1

( 9.1%)
11

( 81.1%)
7

( 38.9%)

TOTAL VACC]NEES (

18 PATIENTS) - DOSE 1

o.tooototo'oo-too.cto

a
0000002000 |2000000020¢|0¢00000000| 200000000 |0seov0svnn

3 3 3 3 3

( 21.4%) ( 23.1%) ( 23.1%) ( 21.48%) ( 21.48%)
10 10 8 1" -]

( 71.4%) ( 76.9%) ( 61.5%) ( 78.86%) ( 64.3%)
1 0 2 4] 2

C 7.1%) ( 0.0%) ( 15.4%) ( 0.0%) ( 14.3%)
0 1] 0 0 0

( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%)
14 13 3 14 14

( 77.8%) ( 72.2%) ( 72.2%) ( 77.8%) ( 77.8%)
4 5 5 4 4

( 22.2%) ( 27.8%) ( 27.8%) ( 22.2%) ( 22.2%)

NUMBER
WITH

MAX TEMP
s0000000ee

3

( 21.4%)
-]

( 42.9%)

a
( 28.6%)

89200



STubDY : 0809
TREATMENT :

LOT NUMBER : CK444
DOSE : Y0 MCG

PATIENT CLASS:

HEALTHY ADULTS

Table 3 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES

RECOMBINANT HEPATITIS B VACCINE

MAX TEMPERATURE
(DEG F, ORAL)
20000E0000C00000C0080000

NORMAL

TEMPERATURE TAKEN

TEMPERATURE NOT TAKEN

P00 t00C¢o B0

g’

( 0.0%)
10

(100.0%)
o

( 0.0%)
10

( 58.8%)
7

( 41.2%)

1
ceeonaosee

1
( 10.0%)
8
( 80.0%)

1
( 10.0%)

TOTAL VACCINEES (

2
tessvescee

1
( 10.0%)

7
( 70.0%)

DAVS POST VACCINATION

2209900000

1
( 10.0%)

8
( 80.0%)

4
se0se0s000

1
( 11.1%)

8
( 88.9%)

17 PATIENTS) - DOSE 2

s000csceny
2
( 22.2%)

6
( 66.7%)

980000 Rs00| 400000800

NUMBER
WITH
MAX TEMP
tescesocns

o
( 0.0%)

6
( 60.0%)

69%00



STubDY

: 0809
TREATMENT T
LOT NUMBER : CKa44g
DOSE : 10 MCG

PATIENT CLASS; HEALTHY ADULTS

Table 3 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

- DOSE 3

MAX TEMPERATURE
(DEG F, ORAL)

V000000 COE 0002000000 DY

NORMAL
< 99
99 -

99.9

100 - 100.9

TEMPERATURE TAKEN

TEMPERATURE NOT TAKEN

TOTAL VACCINEES (

17 PATIENTS)

DAYS POST vaCCI

eoR0RQGR0S

1

( 12.5%)
6

{ 75.0%)
1

( 12.5%)

1]
( 0.0%)

L
S0Uees000D

'
( 12.5%)

6

( 75.0%)
1

( 12.5%)

]
( o.0%)

2

eesssoveee

2

( 28.6%)
4

( 57.1%)
0

( 0.0%)

0
( 0.0%)

eo8eenooeds |00t s000d

1 2
C 12.5%) ( 25.0%)

7 S
( 87.5%) ( 62.5%)

0 0

( 0.0%W) ( 0.0%)
0 1

( 0.0%) { 12.5%)

S
LR AL LR
1
( 12.5%)
7
( 87.5%)
0
( 0.0%)
o
( 0.0%)

0
( 0.0%)

9
( 52,9%)

..‘..“‘.."0.0..‘...

NUMBER
WITH
MAX TEMP
cececotsse

1
( 12.5%)

6
( 76.0%)
0
( 0.0%)

0
( 0.0%)

0L%00
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PROGRAM:

PURPOSE :

YACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY

INVESTIGATORS:

25161/1
1/1/86

00371

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 811.

To evaluate antibody and clinical responses to several
dose levels of commercial hepatitis B plasma derived
vaccine (H-B-VAX) and yeast recombinant hepatitis B
vaccine in the following populations who are initially
seronegative for hepatitis B virus markers:

1. Predialysis Patients
2. Health Care Personnel

Yeast Recombinant Hepatitis B Vaccine
Lot # 974/C-K446 (20 mcg HBsAg/m1)

Hepatitis B Plasma Vaccine
Lot # 1510J (20 mcg HBsAg/ml)

Peter J. Grob, H.D.

Section of Clinical Immunology
Department of Medicine
University Hospital

Haldeliweg &

CH-8044 Zurich

Switzerland

U. Binswanger, M.D., Professor
Department of Medicine
Nephrology Section

University Hospital

Zurich

C. Descoeudres, M.D.
Hemodialysis Station
Inselspital

Berne

A. Blumberg, M.D., Professor
Nephrology

Kantonspital

Aarau

A. Hany, M.D., P.D.
Hemodialysis Unit
Kantonsspital
Winterthur

H. Iselin, M.D.
Hemodialysis Unit
Neumunster Spital
Zurich



00372

Study 811
SECONDARY K. Zaruba, M.D., P.D.
INVESTIGATORS: Hemodialysis Station
(Cont.) City Hospital Waid

Zurich

W. Herwig, H.D.
Hemodialysis Station
Kantonsspital

Chur

H.-J. Gloor, M.D.
Hemodialysis Station
Kantonsspital

Schaf fhausen

J. Nadig, M.D.
Hemodialysis Unit
Kantonsspital
Winterthur

H. 1. Joller-Jemelka, M.D.
Section of Clinical Immunology
Department of Medicine
University Hospital

Zurich

STUDY LOCATION: University Hospital
Haldeliweg 4
CH - 8044 Zurich

Switzerland
DATE INITIATED: April 10, 1984
DATE COMPLETED: In progress
STUDY POPULATION: One study population consists of 59 predialysis

patients who have vrenal disease with functional
impairment or end-stage renal disease that will
shortly require dialysis treatment. The other
population is comprised of 11 health care personnel.
Subjects in both populations must be adults of either
sex (pregnant women excluded). They must be initially
negative for all hepatitis B serologic markers, have a
normal ALT level, and must not previously have
received any hepatitis B vaccine.

2516172
1/7/86



00373

Study 811

PROCEDURE : Patients are randomly assigned to one of 5 groups.
Health care personnel constitute a sixth group.

Group Vaccine/Dose/Regimen

1 Recombinant vaccine; 0.5 ml (10 mcg)
at 0, 1 and 6 months

2 Recombinant vaccine; 1.0 ml (20 mcg)
at 0, 1 and 6 months

3 Recombinant vaccine; 2x1.0 ml (40 mcg)
at 0, 1 and 6 months

4 " H-B-VAX; 1.0 m] (20 mecg)
at 0, 1 and 6 months

5 H-B-VAX; 2x1.0 m1 (40 mcg)
at 0, 1 and 6 months

6 Recombinant vaccine; 0.5 m1 (10 mcg)
at 0, 1 and 6 months

A1l injections will be intramuscular. Patients in
Groups 3 and 5 will have the vaccine administered in
divided dose (i.e., 2 injections - one injection in
each of two contralateral 1imbs).

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.

Follow-up samples will be obtained at 31, 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-HBs at 8 months.
A1l serum samples will be assayed for anti-HBc,
anti-HBs, HBsAg and ALT by the investigator, and may
be assayed for yeast antibody at MSORL. In addition,
participants who show an anti-HBs titer > 25 mIU/m]
will have their serum tested to determine the
proportions of anti-a and anti-d activity.

25161/3
1/1/86
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Study 811

RESULTS: HEALTH CARE PERSONNEL
10 mcg Lot #974/C-K446 at 0, 1, and 6 months

1. Number Vaccinated:

Injection No.
1 2 3

11 8 8

2. Serologic Results:

Serology data are available for seven participants
at 7/8 months. Eighty-six percent (6/7) of the
subjects seroconverted for anti-HBs (S/N >2.1) at
that time. Eighty-three percent (5/6) developed
protective levels of anti-HBs (mIU/ml >10). The
GMT at 7/8 months for all vaccinees was 275.1
miU/m1 and 1076.6 mIU/m1 for responders with a
titer of miu/ml >10.

Among subjects with serology data available at 12
months, B83% (5/6) were positive for anti-HBs
(miU/m1 >10). The GMT at that time was 44.1
miu/ml for all vaccinees and 324.9 mIU/ml for
responders with a titer of mIU/ml >10.

Refer to Table 1 for anti-HBs responses and GMTs
through 12 months of follow-up.

3. (Clinical Complaints:
Clinical follow-up data are available for at least

six participants after each 1injection. The
overall frequencies of complaints are presented
below.

—Type of Frequency in ¥ by Injection No.
Complaint 1 2 3
Injection 0(0/7) 0(0/7) 0(0/6)
Site

Systemic 28(2/7) 0(0/7) 17(1/8)

25161/4
1/1/86
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Study 811

RESULTS (CONT.): Listings of specific clinical complaints are not
presently available. There have been no reports
of serious or alarming reactions attributable to

vaccine.

25161/5
1/7/86



Table 1.

Antibody Responses Among Health Care Personnel

Following Vaccination with 10 mcg Injections of Yeast Recombinant
Hepatitis B Vaccine Lot & 974/C-K446 at 0, 1, and 6 Months

in Study 811

% (Proportion)
_with Anti-HBs GHT (mIU/m]
Time All Responders
(Months) S/N > 2.1 mIU/ml > 10 Vaccinees S/N > 2.1 mIU/ml > 10
1 0 (0/9) 0 (0/9) 0.3 -— ——
3 38 (3/8) 38 (3/8) 2.4 71.5 11.5
6 38 (3/8) 25 (2/8) 2.2 63.1 225.0
/8 86 (6s/7) 83 (5/6)* 215.1* 1076.6* 1076.6%
12 83 (5/6) 83 (5/16) 44 1 324.9 324.9

* Based on 6 subjects (5 responders) for whom numeric titers are available.

25161/6
1/1/86

00376
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

234011
1/18/86

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,

Study 813

To evaluate antibody and clinical responses to several
dose levels of yeast recombinant hepatitis 8 vaccine

among the following populations:

1. Health Care Personnel (Seronegative)
2. Preimmune Adults

Yeast Recombinant Hepatitis B Vaccine

Lot 972/C-K444 (10 mcg HBsAg/ml)

Lot 819541/18071/C~1220 (10 mcg HBsAg/0.5 ml)
Lot B85860/22123/C-M125 (20 mcg HBsAg/ml)

Lot 85861/22124/C-}126 (10 mcg HBsAg/ml)

Morton Davidson, M.D.

New York University Medical Center
University Hospital

560 First Avenue

New York, NY 10016

Saul Krugman, W.D.

Professor

Department of Pediatrics

New York University Medical Center
550 First Avenue

New York, NY 10016

New York University HMedical Center
University Hospital

560 First Avenue

New York, NY 10016

February 1, 1984

In progress.



STUDY POPULATIONS:

23401 -2
1/18/86

Study 813

00378

Under the original protocol and subsequent addenda,
the following groups of health care personnel are
Participants may be of either

included in the study.

sex,

but pregnant women

are

excluded.

Initially

seronegative subjects have not previously received any
hepatitis B vaccine.

Addendum No.

Initial
protocol

Add. 81

Characteristics

Initially
seronegative

Initially
seronegative

Initially
seronegative

Initially
seronegative

Initially
seronegative

Initially
seronegative;
>80 years of age

Initially
seronegative;
>40 years of age

Yaccinated 3-5 yrs
previously with
plasma derived
hepatitis B vaccine
(HEPTAVAX-B)

Vaccinated pre-
viously with

three 2.5 mcg
doses of recombi-
nant vaccine under
Add. #2.

SO

50

100

50

Number Vaccine Lot No.#

972/C-X444

972/C-Ké44

972/C-K444

819541718071/

C-1220

819541718071/
C-1220

85860/22123/
C-#125

85861722124/
c-A126

85861722124/

Cc-H12e

85861722124/
C-#126

Regimen

10 mcg (1.0 ml) at
0, 1, and & months

5 mcg (0.5 ml) at
0, 1, and 6 months

2.5 mcg (0.25 ml1) at
0, 1, and 6 months

10 mcg (0.5 ml) at
0, 1, and 6 months

S mcg (0.25 ml) at
0, 1, and 6 months

20 mcg (1.0 ml) at
0, 1, and 6 months

10 mcg (1.0 m1) at
0, }, and 6 months

10 mcg (1.0 ml) at
time 0

5 meg (0.5 ml) or
10 mcg (1.0 ml) at
time O




00379

Study 813

PROCEDURE : Participants receive intramuscular injections of
vaccine according to the regimens outlined above under
STUDY POPULATIONS. Those enrolled under addendum #5
who fail to develop antibody following 3 injections of
vaccine or have only a transient response that becomes
negative by 12 months after the first dose may receive
a fourth injection of vaccine.

Participants will be asked to record their temperature
for 5 days after each injection of vaccine and to note
any local or systemic complaints. Unexpected or
serious reactions are to be reported immediately to
the study physician.

Blood samples will be obtained from the initially
seronegative groups prior to and on the day of the
first vaccination. Follow-up samples will be obtained
1, 2, 3, 6, 8, 12 and 24 months after the initial
injection of vaccine (initial protocol and addenda
#1-5). Follow-up samples from persons vaccinated
under addendum #6 are only taken 1 month after
vaccination while persons enrolled under addendum #7
have blood samples taken 2 weeks, & weeks, and &
months after vaccination.

Blood samples will be assayed for HBsAg, anti-HBc,
anti-HBs and ALT by Dr. Krugman's laboratory and may
be assayed for yeast antibody by the Merck Sharp and
Dohme Research Laboratories. Samples with an anti-HBs
titer >25 mIU/ml may be tested to determine the
relative proportions of anti-a and anti-d activity.

RESULTS: HEALTH CARE PERSONNEL:

5 mcg lot 972/C-K444 at 0, 1, and 6 months

.0 mcg lot 972/C-K444 at 0, 1, and & months

0 mcg lot 18071/C-L220 at 0, 1, and 6 months
0.0 meg lot 972/C-K444 at 0, 1, and 6 months
0.0 mcg lot 18071/C-L220 at 0, 1, and 6 months
0.0 mcg lot 22124/C-M126 at 0, 1, and & months
0.0 mcg lot 22123/C-M125 at 0, 1, and 6 monts

23401-3
1/13/86



RESULTS:

23401-4
1/13/86

Study 813

1. Number Vaccinated:

00380

Dose Level _Lot 1 2 3

2.5 mcg C-K444 61 61 60 (Addendum #2)
5.0 mcg C-K444 60 59 58 (Addendum #1)
5.0 mecg C-L220 61 61 51 (Addendum #4)

Injection No.

10.0 mcg C-K444 62 59 53 (Injtial Protocol)
10.0 mcg C-L220 62 62 56 (Addendum #3)

10.0 mecg C-M126 1 3 -- (Addendum #S5)
20.0 mcg C-M125 1 4 -- (Addendum #5)
2. Serologic Results:

Seven/eight month serologic data are available for
40, 43, and 36 participants in the 2.5 mcg, 5 mcg,
and 10 mcg dose regimens, respectively. Anti-HBs
responses at that time are summarized below:

GHT_(mIU/ml)
Dose % with Anti-HBs AN

— Responders
Level S/ >2.1 mIU/m] >10 Vaccinees S/N >2.1 miU/ml >10

2.5 mcg 100 (40/740) 97 (3%/40) 201.5 291.% 321.5
S mcg 98 (42/43) 95 (41/743) S523.8 625.7 693.9
10 meg 100 (36/35) 100 (36/36) 1509.3 1509.3 1509.3

Serologic results are not presently available for
the 7 participants who have received 20 mcg
injections of vaccine.

Refer to Table 1 for anti-HBs responses and GNTs,
by dose regimen, through 12 months of follow-up.




RESULTS: (Contd)

23401-5
1/13/86

00381

Study 813

3. Clinical Complaints

Clinical follow-up data are available for at least
60, 78, 77, and 2 participants after each injection
in the 2.5 mcg, 5 mcg, 10 mcg, and 20 mcg dose
regimens, respectively. The overall frequencies of
complaints are presented below

Type of Dose
Complaint _Level

Frequency in ¥ by Injection
1 2 3

Injection 2.5 meg 21 (13/61) 12 (7/61) 5 (3/60)
site 5 mcg 22 (27/121) 11 (13/119) 12 (9/78)
10 mcg 30 (38/129) 15 (18/119) 17 (13/77)
20 mcg O (0/6) 0 (0/2)

Systemic 2.5 mcg 13 (8/61) 3 (2/61) 2 (1/60)
5 mcg 17 (20/121) 13 (15/119) 6 (5/78)
10 mcg 16 (20/129) 11 (13/119) 5 (4/77)

20 meg 17 (1/6) 50 (1/2)

Refer to Tables 2 through § for listings of specific
clinical complaints by injection and dose regimen.
Maximum temperature data are presented in Tables 6
through 9.

Reaction Possibly Related to Vaccine

A 23 year-old female developed pruritic hives on her
back and legs within 24 hours of receiving the first
10 mcg injection of vaccine lot C-L220. A)1 symptoms
resolved by day 4 post vaccination. The subject
received the second injection of vaccine and within 24
hours again developed hives on her back, arms and left
hand. A1l symptoms resolved by day 4 post vaccination.
She received the third injection of vaccine with no
evidence of hives. The subject's medical history is
significant for an allergy to contrast dye (developed
hives during administration of dye for CAT scan). The
development of hives post injections one and two is
considered probably vaccine related.



00382

Study 813

PUBLICATIONS: Davidson M, Krugman S. Immunogenicity of recombinant
yeast hepatitis B vaccine. Lancet 1985; 1:108-9.

Davidson M, Krugman S. Recombinant yeast hepatitis B
vaccine: Side effects and immunogenicity compared
with plasma-derived hepatitis B vaccine. Submitted
for publication to Hepatitis Scientific Memoranda.

23401-6
1/13/86



Iable 1

Antibody Responses Among Initially Seronegative Health Care Personnel Following
Vaccination with 10, 5, and 2.5 mcg Injections of Yeast Recombinant Hepatitis B Vaccine
at 0, 1, and 6 Ronths in Study 813

10 meq 5 mcg 2.5 mco
% with Anti-4Bs oAl (mlu/ml) % with Anti-HBs Y _(miU/ml) § with Anti-HBs GHT_(mIU/ml)
Time All ----Responders -- AN - -—-Responders---- Al --- Responders -|
ths S/K>2.1 mIW/mI>I0 Vaccinees S/N>2.1 WIU/@i>10 S/K>2.1 mIU/mI>10 Vaccinees §/>2.1 mIW/mI>I0  S/>2.1 mIU/MI>10 Vaccinees S/i>2.1 mIU/mi>10)
1 46(&8/104) 24(25/104) 2.0 18.4 63.9 35(37/105) 20(217105) 1.3 18.3 59.8 27(16/60) 15(9/60) 1.0 23.6 65.9
2 89(86/97)  72(70/97)  24.9 43.7 70.9 85(84/99) 55(54799) 4.4 28.7 9.8  71(31/52) 44(23/52) 1.0 25.2 65.0

3 92(87/95) ‘86(02/95) 56.5 9./ 108.1 92(93/101) 80(81/101) 30.9 4.0 63.7  B86(a8/56) 63(35/56) 17.0 33.3 63.2
6 97(69/92)  93(86/92) 95.7 116.2 129.2  93(94/101) 84(85/101) 45.8 66.6 85.0 B86(49/57) 70(40/57) 7.2 32.0 46.9
/78 100(36/36) 100(36/36) 1509.3 1509.3 1509.3 98(42/43) 95(41/43) 523.8 625.7 693.9 100(40/740) 97(39/40) 291.5 291.5 321.5
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I € L.62) | ¢ ©.0%) = € 0.04) | ¢ @.02) | ¢ o0.0%) § ¢ 0.0%) | 1 € x.6%2)
I ) | | | | 1
99 - 99.9 ] [ | e | b | o | o | o | ! 1
¢ 6.0y Q1 6,000 ¢ 16200 ¢ 0.0 | € 0.0) [ ¢ 0.02) | : t 1.671
--- ] |~ommmmmeee | | | | R et B
TEMPERATURE TAKEN ] 61 ] &1 | 61 | 61 § 61 | 1 61
| €100.0%) | 1100.0Z) | (100.0%) : (100.0%) | €100.0%) = (100.0%) | : 1100.07%)
---------- ] ——==] | -——- & sesne
TEMPERATURE NOT TAKEN | e | o | o | s | e | ¢ | i 0
f ¢ 0022 | « o0.04) ) ¢ o.020 | ¢ ©0.0%) | € ©0.0%) | ¢ ©.0%) | I ¢ 0.0%2)

60n00



STUDY 1 0813

TREATHENT :

DOSE 1 2.5 MCG
$

PATIENT CLASS: HEALTH CARE PERSONNEL

Table 6 (cont)

PATIENT COUNT MAXIHUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

| TOTAL VACCINEES ( 60 PATIENTS) - DOSE 3 {
R - - !
| DAYS POST VACCINATION | MUMBER
MAX TEMPERATURE | e e EE L e T - e i e | RITH
(DEG F, DRAL) | 0 | 1 2 i 3 | 4 | 5 [} | | MAX TEMWP
ETTPTPEPETTPRTEPEIETEENY PUEPTLEFEEY FEEERTEU T FEEEPPEEER PEFEPPREET PEEEEPTTEN PEEPPPPYT PEEPREPETEY PEETITEEEETY PR TTTTTT T
| I | | i | | I
NORMAL ] 60 | 60 | 60 | 60 | 60 | 60 | ] 60
| (180.0%) | 1100.07%) | (100.0%) | €100.02) | (100.02) | (100.04) | § 100,07y
.......... 1- T B e ] LT P -] RO, (U —
TEMPERATURE TAKEN | 60 | 60 | 6 i 60 f 60 | 60 ] | 60
| 1106.0%1 | (100.02%) | (100.0Z) | (100.0%3 | €(200.0%) | (100.0%) | | «100.02)
........................ | ] B Bt Dttt T o EETTPTR R | | [———
TEMPERATURE NOT TAKEN | o | o | o | o | o | o I 0
1 .02 § € @.02) 1 ¢ 0,040 0 ¢ 0.0 [ ¢ 0.04) | ¢ @.02) | I ¢ 0.0y

0tw00



Table 7

PATIENT COUNT MAMIMUM TEHPERATURES
RECOMBINANT HEPATIVIS B VACCIME

STUDY : 0813
TREATMENT :
DOSE : 5 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( 121 PATIENTS) - DOSE 1 1
- e e e S |
] CAYS PUSY VACCINATICH i NUMBER
MAX TEMPERATURE f o e e ———— | WITH
(DEG ¥, ORAL) | [} ] 1 | 2 I 3 | % | s | ] | MAX TEMNP
EEEDEETELEECETEERTA PR PR D EEE PR CERL TRV AR RS LT ELED LY EEEEEERLT LY ELEPPETTHLEY FERT PP EEPTETEETT PEPFTPT T P TTry
i |} | | | | |
NORMAL | s | uz | 1e | ns | nz | 116 | | 109
096,220 | € 96.72) | € 96.22) | ¢ 95.87) | ¢ 98.3Z) | ¢ 95.972) | | € 96.12)
| ! I | | I |
< 99 | 2 | | | o | o | O | | 2
‘ t 1.72) 0 ¢ e.82%) }  0.82) 1 ¢ 0.02) | t 0,02y | ¢ o.82) | [ B 9 73 |
i I | ] | |
99 - 99.9 | ¢ | 2 | 2 | s | 2 | ¢ | | [
; « 3.32) % t 1.7 : (O U /A N S AN I W VS I B 6 VA | 1 ¢ 6.67)
| | | | |
100 - 100.9 | 1 4 1 | ) S | o | o | o | | 2
¢ c.e2y f ¢ e.82)y | ¢ 0.8 = t 0.0 10 o020 1 ¢t 0.02) | = t 1.7
———- | |-~ el R L L | -== |
TEMPERATURE TAKEN | 1221 | 121 | 120 | 120 | 119 | 121 | 121
} 1100.0%) § 1100.02) | ¢ 99.2Z43 ) ( 99.2/) = t 98.32) | (100.0%) | | (100.0%)
-- | == ] | R B Jowemmnamee | “lemvemmeeaea
TEHPERATURE NOT TAKEN | o | o | 1 | 1 | 2 | o | | L
Ve 8.04) 0 ¢ 8.02) | ¢« o0.82) ) ¢ 0.82) 0 ¢ 1.72) 1 ¢ 0.02) | | t o.0x}

TEw00



Table 7 (cont)

PATIENT COUNT MAXINUM TEMPERATURES
RECOMBINANY HEPATITIS B VACCIME

STUDY : 0813
TREATHENT :
DOSE 5 MCe

PATIENT CLASS: HEALTH CARE PERSONNEL

| TOTAL VACCINEES ( 120 PATIENTS) - DOSE 2 |

| et |

| DAYS POST VACCINATION |  WUMBER
HAX TEMPERATURE fommmmremem e cm e e c s e o nac e c s e c st s s s s e su e e e nae - | ®ITH
(DEG F, ORAL) ] ] | 1 | 2 | 3 | q | s | | | MAX TEMP

PP PP LT T PR EEPTPEPEE Y PEEE TR PTE PR PP |!Illlllll¢|llllllliil | CEELERT PR PEETEETU EEEPEPEEETY PEPEE P T

| ! I |
NORMAL | 1us | 116 | s | 116 l 115 I 116 | i 110
| € 95,02 | € 95.82) | ¢ 95.84) | € 97.52) | t 96.6%) | ¢ 97.571 | | € 92,420
] | | ) | | |
< 99 | | 3 | 3 2 | 2 | 2 | | s
|t 3. «n e 28000 ¢ 322l ¢ 22001 ¢ .av o 1.7 | | ¢ &.220)
| | I | | I |
99 - 99.9 1 2 | 2 1 1 1 | 2 | O | | 4
€ 7200 172200 ¢ e.84) | ¢ ©.82) : ( .72 | ¢ o0.8%) : | € 3.47)
........ 1 . 1 Rbeain . [ %
TEMPERATURE TAKEN ! 119 | 19 | 1y | 119 | 19 1 1me | | 119
| € 99.270 | € 99.22) | ¢ 99.22) | € 99.2%) = € 99.221 | ¢ 99.22) : :  99.22)
----------------- | | | -l ——— ] ELEE TR
TENPERATURE NOT TAKEN | | N | 1 b U | N | b N | | 2
I« o.820 1 ¢ 0.8y | ¢ @.82) | ¢ o0.823 [ ¢ o0.82) § ¢ 0.82) | i« 0.2

21000



Table 7 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCIME

STUDY t 0613
TREATHENT $
DOSE t 5 MCG

PATIENT CLASS: HEALTH CARE PERSOMNEL

} TOTAL VACCINEES ( 115 PATIENTS) - DOSE 3 ]
] OAYS POST VACCINATION § UMBER
HAX TEMPERATURE | B e ———— I Wi
(DEG F, ORAL) { ] | 1 | 2 | 3 | 4 I 5 | | | MAX TEMP
00032 2434 098 500 3495 31 12936 0006 0000000000 | D6 T100 50503508 .00 0r [ 2330 05007 S 1034 0 | S0TR0100 0000040 | 0230303 096000000 2030 et anunon 5 s e ] 40000 29090009 000t 00 | D00 23002030 2000 0ns 002500 2008 40020 0 { 33003800 0620 00202038
| I | | | | |
NORMAL | % | 78 | 7 | 78 | 7 | 78 | ! 78
| €100.0%) | (100.0%) | (100.0%) | (100.0Z) | (100.02) { t100.0%) | [ t100.0%)
—— i [ TR, PRI B [ SN | - -0 -
TEMPERATURE TAKEN | 8 | 7 | B | 3 | 7 | 78 | 0 78
| € 67.87) | ¢ 67.82) | ( 67.8%) | (¢ &67.8%) % ( 67.82) | « 67.87) | 1t 67.82)
------ ] 1--- | 1 ad ELCTEETS T PR | 1 ———
TEMPERATURE NOT VAREN | .37 37 | 37 0 37 | 37 1 37 | | 37
I ¢ 32,2720 0 € 32.22) | € 32.240 [ € 32.2%) )  32.22) | € 32.2%) | 1 ¢ 32,220

¢tn0o



Table 8

PATIENT COUNT HAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0813
TREATHMENT :
DOSE : 10 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

1 TOTAL VACCINEES ( 132 PATIENTS) - DOSE 1 [
i Semmmmeeescm e e e meesemcmdccnc o c—cesesse-cesae - i
I DAYS POST VACCINATION | WOBER
HAX TEWPERATURE | —————— mmmmeeee—- |  WNITH
(DEG F, ORAL) | [ | 1 | 2 | 3 i 4 ! 5 I | | MAX TEMP
00404 0 0505 50 05 5500 12 00 0030 0 (95 30 070503000 | 0000050048 1300300905 | as 00 v sam0 a0t e non | 005 26000390000 2000 an swon eron wber vve o | aown encronen e sese | ooa bouve cuur v on e { oot o SR I III0CY | 00475000 453408503005 008 5005 06 04 $H0STS
) I | | ] |
NORMAL I .14 | 11 | 119 | 1nme | 118 | 118 | ] 111
| € 89.,3%) | € 91.8Z) |  93.0%) | ( 93.0%) : € 92.22) | « 92.274) | i ¢ 86.0%)
| I ! ] | | l
< 99 | 4 | 7 1 s | 2z | 6 | 5 | I 0
¢ 3320 b ¢ 5.62) [ ¢ 3.92) 0 ¢ 1.2 1 ¢ 3120 | ¢ 3.97%1 § It 340
| 1 | I | | | |
99 - 99.9 | 10 | s | 6 | 5 6 | 5 | l 13
¢ 7820 1 ¢ 31200 ¢ 33200 0t 6.72) L ¢ .72) | ¢ 3.921 | : € 10.17)
i I | l | |
100 - 100.9 | o I o | o | 1 ! o | o 0 1
jt o022 | ¢ 0.04) : ( 0.0%2) = ( 0.8%) l ( 0.0%) l « 0.0%4) : : « 0.872)
B i i l et |
TENPERATURE TAKEN | 128 | 129 | 128§ 128 | 128 | 128 | I 129
| ¢ 97,022 | ¢ 97.7%0 | ( 97.0Z) | € 97.0Z) | ¢ 97.0%) | ¢ 97.0%) | : t 97.74)
I ] --1 ] -=1 [} = e
v
TEMPERATURE NOT TAKEN | s | 3 8 | 4 6 | 6 | | 3
l¢ 3020 0 ¢ 2.320 1 ¢ 30220 ¢ 3.04) 0 ¢ 3.020 0 ¢ 3.02) 10 1« 2.3

2tn00



STUDY t 0813
TREATMENT H
DOSE ¢ 10 MC6

PATIENY CLASS: HEALTH CARE PERSONNEL

Table 8 (cont)

PATIENY COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

HAX TEMPERATURE
(DEG F» ORAL)

S0 23539 00 038 0409 050 0839 103 52 0% 33 0 DS DD

TOTAL VACCINEES ( 125 PATIENTS) - DOSE 2 {
o~ i e SR I T S |
DAYS POST VACCINATION | omBER
---------------------------- —— ] | HITH
® 1 2 ] 3 | 8 I L3 | | | nax vemp

CELEEEEDEDY PESEREEPET RPN EENY EELEEPELE T EEPET PETTTY PUEPTUPTEEY PEREPET LT PEEPET TR Prrreeeee T

I
|
|
|
]
|
] | 1 1 | i | I
NORMAL | 109 | 11z | 112 | s | 116 | m | | 106
{ { 92.6%) : ( 96.97) | € 96.92) : € 95.82) | € 96.62) | € 94.14) | | € 88.12)
] | | | ]
< 99 | 6 | 3 | & | 2 | 2 | 1 | | - 3
¢ 3620 1 ¢ 2,520 1 ¢ 3.0 1 ¢ L7y 1 ¢ 1720 | € 0.8} | ) ¢t 2.2
| I i | | I | |
99 - 99.9 ] s | 3 | 2 | 3 | 2 | s | | 10
I 6220 F ¢ 2.52) | € 1.74) : t 2.57) { « L2y ) o o622 | : ( 8.57)
| I | | |
100 - 100.9 I o | o | o | o | o | 1| | 1
e 002y 1 ¢ 0.0 | € Q.04 | ¢ 0.04) | ¢ ©.0%) | ¢ @.8%) : } « 0.82)
--------------- | =i == e | I- - ————
TEMPERATURE TAKEN | 118 | 18 | s | 1ns | 118 | 118 | | 118
J ¢ 90.02) | € 96.6%) | € 90.0%) | € 96.4%) | € 96.0%) | € 94.4%) | | € 96.47)
------------------------ [ B R ] REEEEEL LTy B =i~ -1~ |
TEMPERATURE NOT TAKEN | 7 | 7 7 0 7 | 7 7 | | 7
Jt s.620 0 ¢ S.62) 0 ¢ S.6%) ) ¢ 5.6%) 1 ¢ S.62) | ¢ S.62) | | € 5.62)

Sinoo



Table 8 (cont)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : o813
TREATHENT :
DOSE : 10 NCG

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( 109 PATIENTS) - DOSE 3 !

..... .- |
| |
\ |

DAYS POST VACCINATION

NUMBER
MAX TEMPERATURE - ———— -—- - HITH
(DEG F, ORAL) i 0 I 1 I 2 | 3 I 4 | 3 I | MAX TEMP
CEPET PR PP PP PP ET R PR T LY EELEPT UL T PECEET AT LAY PEEPEEEE T | CEEETS T | oroamsazanessane | 030se sade dene marse | P00t 0380800 00e 3900
| | ! | I |
NORMAL | 7n |\ 7 | 72 | 72 | 72 | 72 | | 71
| € 92.22% | ¢ 93.6%) | ¢ 93.52) : ( 9%.72) : { 93.52) | ¢ 93.52) | | ¢ 92.22)
] | | | | |
< 99 1 3 | 2 | 3 | 2 | s | 3 | | 1
bt 3.92) 1 ¢ 2.6%4) } t 5.92) : t 2.62) : t 3.92» 1 ¢ 3.9%2y ) | C 1.3
| | | ] |
99 - 99.9 I 2 | 3 1 N | 2 1 -z 1 [ | | 4
¢ 2,620 1 ¢ 3.9%2) = ( 2.6%) = t 2.67) = { 2.6%4) : t 2.6%) ; : « s8.22)
)] |
100 - 100.9 I 1 | o | o | o | o | o | I 1
I © 1. 3/) 1€ 0.04) 1 ¢ 0.04) | ¢ 0.0%4) : { ©6.0%4) = « 0.02) | { 1.3
------ | ~=| | I e b |
TEMPERATURE TAKEN i 77 | 7% 1 77 | 7% | 77 1 77 |0 | 77
I ¢ 70,642 | € 69.72) | t 70.6Z) | C 69.7%) : 70.6%) | € 70.64) | : ( 70.67)
-- I I -=1 -{ Lt | |
TEMPERATURE NOT TAKEN | 32 | 33 | 32 | 33 | 32 | 32 | | 32
It 29.67) 1 ¢ 30.32) 0 « 29.0%> | ¢ 30.32) | ( 29.62) | U 29.6%) | It 29.4%)

9Tn00



Table 9
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

sSTuoY : 0813
TREATNENT :
DOSE ¢ 20 MCB

PATRENT CLASS: HEALTH CARE PERSOMNNEL

TOTAL VACCINGES ( 7 PATIENTS) - DOSE 1

recean -

l

DAYS POST VACCINATION | NUMBER
MAX TEMPERATURE - I
|

(DEG F, ORAL) 0 | 1 I 2 ) 3 | 4 { S I MAX TEMP
ELEFPEEEPEPPEEPEPTERCEY PEETEEL PR PRSP ERTETEY EELECEE R PEEEEEE R PR ECELPEAE I PEETEU PR CTE PP PR R PR PR R T R LT )

i
|
|
|
|
|
| I | {
NORHAL | 3 | 3 1 3 | 3 | 3 1 3 | i 3
| t 56.02) | ¢ 50.0%) | ¢ 50.0%) | € S50.0%) | ¢ 50.0x) | ¢ S0.0%) | | ¢ 50.0%)
{ | ] | | | i )
< 99 | 2 | 3 | 3 | 3 | 2 ) 3 I 1
} t 33.32) = { 50.02) = { 50.0%) = ( 50.8%) : « 33.372) : { 50.0%) : : € 26.72)
99 - 99,9 | b U | [ | o | o | 1 ) o | I 2
| ¢ 16.72) : « 0.02) : ( 0.0%) I t 0.0%) : ( 16.74) : ( 0.02) : : € 33.32)
- T e B L e D BT B T P TR P TR T PR
TEMPERATURE TAKEN ) 6 | 6 | 6 | 6 | 6 | 6 | | 6
: U 85.72) ! t 85.72) : { 85.7%) : ( 85.77) : ( 85.72) = ( 85.74) : : ( 85.772)
TEMPERATURE NOT TAKEN | b S | D U | I | b I | b S | 1 | I 1
| € 16,322 § ¢ 20,320 § ¢ 26.32) § ¢ 16.3%2) ) € 24.32) | ( 26.320 | 1t 16.32)
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Table 9 (cont)

PATIENT COUNT MAXEMUM TEMPERATURES
RECOMBINANY HEPATITIS B8 VACCINE

STUDY s 0813
TREATHENT H
DOSE 20 MG

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( & PATIENTS) - DOSE 2 |
e R S e w I
| DAYS POST VACCINATION i wWmMBER
MAX TEMPERATURE R et L DT LR TP TSt PP | MITH
IDEG F, ORAL) i 0 i 1 ] 2 [} 3 | 4 | 5 I I | MAX TEMP
I!DIQ!IIIIIIIIIDIII!I.IIlIIIIID'I.I'IQII!IG"I'!!Iﬁllﬂl!!"lll'lllll'!!Iui!'ll'l'!l.u!llllI.I!II‘II!"IIIIHI‘!QIIIIU'!!EI*Q
| | |} ] i 1
< 99 | 1 1 2 | 2 | b U | 1| 1 | i 0
I ¢ 50.0%) : (100.0%) : (100.02) : t 50.0%) : ¢ 50.02) | ( 50.0%) | I € e.02)
| | | {
9 - 99.9 I 1} e | o | o | o | o | I 1
| ¢ 56.02) } t 6.02) | € 0.02) : ¢ 8.0%) : ¢ 0.0%) : t 0.02) : : { 50.02)
i i
100 - 100.9 | o | o | o 1 | 1 1 ) 1 1
1t o0.023 1t 0.00) ) ¢ 0.02) : ( 50.0%) : € 50.02) | t 50.0Z%) : I ¢ B0.062)
----------------- ] | ] - ————— e
VEMPERATURE TAKEN | 2 | 2 | 2 | 2 | 2 | 2 | { 2
| t 50.02) : 1 50.04) | ¢ 50.0%) : t 50.02) : ( 50.07) : { 50.02) : i ¢ 50.0)
.............. ] ] ——— B —
TEMPERATURE NOT TAKENW | 2 | z | z2 | F | 2 | 2 | | 2
| ¢ 50.04» | « 80.04) § © 50.0%> b ¢ 50.0%) | ¢ 50.0%) | ( 50.0%) | | € 50.0%)

8inoo
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IMMUNCGENICITY OF RECOMBINANT YEAST

. HEPATITIS B YACCNE

Siz,~In Dr Jilg and colleagues’ srudy (Nov 24, p 1174) in thisty
recipicats ef rocombinant Bepoutis B weenns “ihe immmes
response in the recombinant veccine group wes less pronouwnced
during the firs: months thas in the plasms vacrine group, as shown
by lower ssresonversion rates and lower e anri-HBs levels”.
They compared 2 10 pg éoec of recombines:t vaccine with a 20 g
doze of plasmn-derived veccise

As indicated in the table, eur results i ¢ similar srudy in eas
buedred and seven ssreaegative bealdth professisaals, 21=30 yean
of age. revenled exsentially the same iszmune respoase is recipieats,
ef § g and 10 g doess of recombisant yeanm bepatitis 8 vecsioe
whea cempared with 5 comparable group who received 20 ug dosss
of phsma-derived veccing.

Valid coeclumicas cmnet be drovn fem mudies ia tify er 6
Bundred vaccinem. Mor eemsive mudic will bz required to
evalusie anti-HBs response and it peninience in reapseaty ef
recembinap beparitis B vaccine. o the seantime, eur insual results
o CACOUragIeg.

AR Medea) Camess, MoaTon Davipeses
Blew Yert, NY 10010, 24 Sav Raveaan

THELANCET.JANUARY 12.1985 . 109

SIROCONVERSIOH RATES AND CROMTTILE MEAN TITRES (GMT) 0F SRONIGATIVE REMVIDUALL ADULTS CIVEN RECOMBINANT 68
PLASMA-DARNTD REPATITE b VACCHE

Reemmbeey woemeeg
104g $eg Plass Grrved (30 138

Teme® AmrHBs iU &N e Acw-HBe [=Y & al] A oo Aow-Hbs &N e
(ms) =" GMT) (GMT) [ = GMT) (GMT) apeen GMT)

1 22191 (@r9) ‘@ 9 2178 (578 5% "] 1043 (399) »

2 48%51 (85D) [} b1 184 (N1®) (] 9 3447 (%) 97

3 $0/9) (85%) pes 2 42136 (05%) 128 % 3447 (0%) 7

49730 (570 21 ) | $390 (83%) 2] o a ST IND) -]

4925 (95 mn (2] QW30 (859) 830 12 €547 (OrD) 181

°Vosmm v @ O J, 229 0 Gusttn Pelisowp © T Romb (etem Guwed) o 0 Goails (Rembuecy, PMew in TR 6. fitow n 795

Davidson M, Krugman S. Immunogenicity of recomdbinant yeast :u!ﬁﬁu B vaccine.
. Laneet 1985; 1:108-9. =
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RECONMBINANT YEAST HEPATITIS B VACCINE: SIDE EFFECTS AND
IMMONOGENICITY COMPARED WITH PLASHMA-DERIVED HEPATITIS B VACCINE,

Morton Davidson and Saul Krugman
NYU Medical Center, New York, N.Y.

R yeast recombinant hepatitis B vaccine (Merck Lot no. 972/C-
K444) was evaluated in 187 seronegative heazlth professionals, 21-
3¢ years of age. The clinical and antibedy responses were
compared with the results of a previous similaxr study using a
plasma-derived hepatitis B vaccine (Merck Lot mo. 751),

The vaccine was administered at @, 1 anéd 6 months to the
following three groups: 1) 51 adults who received a 16 meg dose
of recombinant vaccine;"2) 56 adults who received a 5 mcg dose of
recombinant vaccine, and 3) 47 adults who received a 26 mcg dose
of plasma-degzived vaccine. The three groups included wmedical
students, house staff, and nurses who were of comparable age and

S€8X.,

Results

Side effects were negligible in all three groups. They
consisted of transient, local soreness at the site of the
inoculation in about 25% of the vaccinees in each group. No
systemic reactions were observed.

The seroconversion rates and geometric mean titers are
summarized in the Table. The results are essentially the same for
all three groups. Under the conditions of this study the 5 mcg
and 1¢ mcg doses of recombinant hepatitis B vaccine were' just as
immunogenic as a 2@ mcg dose of plasma-derived hepatitis B

vaccine.

Comment

A recent report by Jilg et al (Lancet 1984; 2:1174-75)
described a similar study in 30 seronegative medical students and
laboratory  workers whose age and sex were comparable to those in
our groups. They stated that "the immune response in the
recombinant vaccine group was less pronounced during the first
months than in the plasma vaccine group, as shown by lower
seroconversion rates and lower mean anti-HBs levels.”™ Our results
in 187 similar .recipients of the recombinant hepatitis B vaccine
do not support this conclusion. A

It is obvious that valid conclusions cannot be drawn from
studies involving either 3¢ or 18¢ vaccinees. Mete extensive
studies will be reguired to determine anti-HBs response and its
persistence in recipients of recombinant hepatitis B vaccines.

.

Davidson M, Krugman S. Recombinant yeast hepatitis B vaccime: Side effects
snd {mmunogenicity compared with plasma-derived hepatitis B vaccine.

submitted for pubiication to Hepatitis Scientific Wemoranda.



TABLE

oouel

Seroconversion Rates and Geometric Mean Titers of Seronegative
Adults Who Received Recombinant Yeast Hepatitis B Vaccine (Merck
Lot No. 972/C-K444) or Plasma-Derived Hepatitis B Vaccine (Herck

Lot No. 751).
Time Recombinant Hepatitlis B Vaccine
Interval 1¢ mcg dose . S mcg dose
anti~-HBs [mIU/ml|{S/N Ratio}ljanti-HBs|miU/ml] S/N Ratio
(Months) |xesponse GMT GMT response GMT " GMT
) - s, ' - - - o
1 22/51 (43%) 42 19 21756 (372)] b3 25
2 48/51 (94%) 88 37 51/56 (91%) 69 38
3 50/%1 (98%Z)| 145 52 52/56 (93Z)] 128 51
6 69/50 (982)| 321 63 $3/56 (95Z) 184 42
8 45/646 (982111911 184 49/S0 (98 839 124
Vaccine given at @, 1 and 6 months.
Age Range: 21 - 36 years 2
Time Plasma-Derived Hepatitis B Vaccine
Interval 20 wmcg dose
anpti-HBs S/N Ratio
{Months) regponse GMT
0 - i
i 18/47 (38%) 20
2 34/47 (79%) 37
3 45/47° (96%) 79
6 44[47 (94%) 9¢
7 46/67 (982) 141
Vaccine given at €, 1 and 6 months.
Age range: 21 - 3@ yeaxs
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PROGRAHN:

PURPOSE :

VACCINE:

PRIMARY
INVESTIGATOR:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

323411
1/21/86

00422

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 815

To compare antibody and clinical responses to yeast
recombinant and plasma-derived hepatitis B vaccine

among:

1 HMentally retarded individuals who are negative for
hepatitis B virus serologic markers.

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

1. Yeast Recombinant Hepatitis B Vaccine
Lot 993/C-K937 (20 mcg/HBSAg/m1)

2. Plasma-Derived Hepatitis B Vaccine
Lot 2277K (20 mcg HBsAg/ml

Solko W. Schalm, M.D.
Department of Internal Hedicine and Gastroenterology

University Hospital Dijkzigt
Rotterdam, The Netherlands

Dr. Rudolf A. Heijtink
Department of Virology
Erasmus University
Rotterdam, The Netherlands

Dr. Maria Alida van de Velde

Dr. Hr. Willem van den Bergh - Stichting
Noordwijk, The Netherlands

Dr. Mr. Willem van den Bergh-Stichting
Noordwijk, The Netherlands

University Hospital Dijkzigt
Rotterdam, The Netherlands

December, 1985

In progress
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Study 815

STUDY POPULATION: The study population consists of approximately 90
mentally retarded individuals. and 90 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.

STUDY PROCEDURE: Mentally retarded individuals and health care
personnel are randomly assigned to receive either
yeast recombinant or plasma-derived hepatitis B8
vaccine, stratified by sex and age.

Mentally retarded individuals and health care
personne! receive a 0.5 ml (10 mcg HBSAg) or a 1.0 ml
(20 mcg - HBsAg) 1intramuscular injection of yeast
recombinant vaccine or a 1.0 ml (20 mcg HBsAQ)
intramuscular injection of plasma-derived vaccine at
0, 1, and 6 months.

The temperature of each vaccine recipient and any
local or systemic complaints are recorded for five
days after each injection of vaccine.

A blood sample is obtained from each study participant
approximately three weeks before the first injection
of vaccine. Post-vaccination blood samples are
obtained from mentally retarded individuals at 3, 7,
and 12 months and from health care personnel at 1, 2,
3, 6, 7, 9 and 12 months. Blood samples are obtained
at 24 wmonths from those participants who have
seroconverted.

A1l serum samples are assayed for HBSAg, anti-HBc,
anti-HBs and ALYT. Samples may be assayed for yeast
antibody. In addition, samples with an anti-HBs titer
> 25 miu/ml may be tested for anti-a and anti-d
subtype specificity.

RESULTS: Clinical follow-up data and serologic results are not
yet available. The study continues in progress.

32341/2
1/21/86
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PROGRAHM:

PURPOSE :

VACCINE:

PRIMARY
INVESTIGATOR:

STUDY LOCATION:

2538IN
1/21/86

00424

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 816

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

1. adult dialysis patients negative for hepatitis B
serologic markers.

2. health care personnel negative for hepatitis B
serologic markers.

3. adult dialysis patients negative for hepatitis B
serologic markers, who previously received plasma-
derived hepatitis B vaccine and were nonresponders
(anti-HBs negative).

Yeast Recombinant Hepatitis B Vaccine
Lot 974/C-K446 (20 mcg HBsAg/ml)
Lot 986/C-K733 (20 mcg HBsAg/ml)

Stanley Plotkin, M.D./Stuart Starr, M.D.
Division of Preventive Medicine

Joseph Stokes, Jr. Research Institute
Children's Hospital of Philadelphia

34 Street and Civic Center Boulevard
Philadelphia, Pennsylvania 19104

Biomedical Applications of Lehigh Valley
2015 Hamilton Avenue
Allentown, Pennsylvania 18104

Dialysis, Imc.
1230 Burmont Road
Drexel Hill, Pennsylvania

The Kidney Center of Delaware Count
15th Street and Upland Avenue
Chester, Pennsylvania 19013

The Kidney Center of Chester County
960 East Lincoln Highway

Downington, Pennsylvania 19335



DATE STUDY INITIATEOD:

DATE STUDY COMPLETED:

STUDY POPULATION:

STUDY PROCEDURE:

RESULTS:

2538172
1/21/86

Study 816
May 14, 1984
In progress

The study population consists of 40-50 adult
dialysis patients (including previous nonresponders
to plasma-derived vaccine), and 20-25 health care
personnel, of either sex (excluding pregnant women),
who are negative for HBsAg, anti-HBc and anti-H8s,
and have a normal ALT level. Dialysis patients
(excluding nonresponders to plasma-derived vaccine)
and health care personnel have not previously
received any hepatitis B vaccine.

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.

Dialysis patients receive 1.0 m) (20 mcg HBsAg) or 2
x 1.0 ml (40 mcg HBsSAg) intramuscular injections of
vaccine at 0, 1, and 6 months. Health care
personnel receive 0.5 m) (10 mcg  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 1is obtained from each study
participant approximately two weeks before the first
injection of vaccine. Post-vaccination blood
samples are obtained at 1, 3, 6, 8, 12 and 24
months.

All serum samples are assayed for HBsSAg, anti-HBs,
anti-HBc, and ALT. Samples may be tested for yeast
antibody. In addition, samples with an anti-HBs
titer > 25 mIU/ml may be tested to determine anti-a
and anti-d subtype specificity.

HEALTH CARE PERSONNEL

10 mcg Lot 974/C-K446 at 0, 1, and 6 months
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RESULTS: (Contd)

25381/3
1/21/86

Study 816

Number Vaccinated:

Injection No.
S L. A

8 8 6

Serologic_Results:

Serologic data at 7/8 months are available for S
health care personnel. At 7/8 months, 80% (4/5)
of health care personnel seroconverted (S/N
>2.1) and developed protective levels of
anti-HBs (mIU/m1 210). The GMT for all
vaccinees was 37.9 mIU/m) at that time. Among
responders with a titer of S/N >2.1 and
mlU/m1 >10 the GMT was 127.2 mIU/m1.

By 12 months, 60% (3/5) of health care personnel
retained an anti-HBs titer of mIU/ml >10. The
GMT for all vaccinees was 16.4 miU/ml at that
time.

Anti-HBs responses at 1 through 12 months are
included in Table 1.

Clinical Results:

Clinical follow-up data are available for 8
health care personnel following the First two
injections and for 6 health care personnel
following the <third injection of vaccine.
Clinical complaints and maximum temperatures
reported following each injection are provided
in Tables 2 and 3. In summary:

Clinical % Freguency by Injection No.
Complaint 1 2 3

Injection Site 25 (2/8) 25 (2/8) 17 (1/6)
Systemic 38 (3/8) 25 (2/8) 171 (1/6)
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Study 816

RESULTS: (Contd) No serious or alarming adverse reactions
attributable to vaccination have been reported.

2538174
1/21/86
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STUDY ¢ 0816
TREATHMENT 2

LOT NUMBER t CKGGS
DOSE : 10 MCE6

PATIENT CLASS

- - -

Table 2 (cont.)
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RECOMBINANT HEPATITIS B VACCINE

HEALTH CARE PERSONNEL

} TOTAL VACCINEES { & PATIENTS) - DOSE 1 |
= -0
| DAYS POST VACCINATION [ MUMBER
CLINICAL (B - ——- --1 HITH
COMPLAINTS | [ I 1 i 2 ] 3 | [ | 5 |COMPLAINTS
05543520 10333020 15 3400 T4 T 03 0039 35 23 00 04250000 92000 09 00 40038 | S92 4000 26200 000000 | 26 nent sn0san 2000 | dosvenns sonnten e | s deaerenemmaraeie st | smmaaenianctatyt | numnnnmans (aonunnunns | sennnnnunn
| | | | |
NAUSEA | 6 | e | o | b | O | o I | 1

:  0.04) : « 9.8%) : € 0.074) | ¢ 312.52) | t 12,540 | © ©.02) | I ¢ 12.5%)
———eee- - | m——|—- feu- | I
PERSONS MITH COMPLAINTS [ 3 | 1 |0 1| 3 | 2 1 2 | I %

I € 37.54) | € 22.5%) | € 12.5%) : € 37.5%2) | « 25.04) | © 25.0%) | | € 50.0%)
o= -=-| | ) -- I | == Jememmmmeann
PERSONS HITH NO COMPLAINTS | 5 | 7 |0 7 | 5 | 6 | 6 | { 4

1 ¢ 62.52) | € 87.52) | ( 87.5%) : U 62.572) ; t 75.0%) : t 75.07) = : ( $0.0%)

-1 | | . - - - -
PERSONS HITH NO DATA I o | [ | e | e | e | o | ] [}

¢ o022 0 ¢ 0.02) ) t 0.02) | ¢ 0.0%2) | ¢ ©0.04) | ¢ ©.0Z2) | I ¢ 0.0%)

0En00



RITH
|COMPLAINTS

NUMBER

e 2 . e

4

8 PATIENTS) - DOSE 2

3

DAYS POST VACCINATION

Table 2 (cont.)
PATIENT COUNT CLINICAL COMPLAINTS

RECOMBINANT HEPATIVIS B VACCINE
TOTAL VACCINEES (

1

00 n st i e an e | 2090363000 063512000 | 010008300 000030 00 0 | 1930 202000 2000 2Rt | 2930 U036 19000008 | 2102 TR N RN 900 1008 | BHURIFIO D009 0030000 | BE4U KB DR R0 BN N0

|
|
|
|
)
|
l
|
|
!
|
I
|

COMPLAINTS
25090530 50 71 32 300 50 39 35 30 0% 73 0 0207 0347 53 30 50 02 090 00 53 04 02 0 050 048

CLINICAL

PATIENT CLASS: HEALTH CARE PERSONNEL

TREATHENT

LOT MRMBER

STUDY
DOSE

oouxg

]

- L e - “ - - - - - - - - -
N N NI N N N N N ~ N ~ N
NO IO I NS | WO il ih M AN e IR M M
. 2 A A 3 » ) d Y > 2
0 0 n @ o~ 'Y ~ ™ o~ o o~ o
o~ o~ o~ o - - ~ - - - - ]
- — — - - - A - L - - -
e e A S,

] ]

)

]

o e i o e e s e
I ST = = = - - = - s -
N NoioN N N N N N N N N N

esiesiocs ©S ©S o5 ©5 ©8 ®g ©c o5 ©8°

2 . : 4 % A ; 4 J

e i ' e ® e e s e I ™
1]

s = - - - % - & = -

i b | et o il e 5
- - s . -~ ) . - = Py =
N NN I N I N N N N N N

[- -3 o0 -3 -] o0 [ - -3 o0 20 oo (- - o0 20
s : . . 4 . : 4 A A A ?
c e e e e ° ' e ® = IS ©
- - - = - - 2 % = - - -

— . — e e D s S | O ct—————— T — I G G S —— — —— — T— —. — — — ——
5 - - - - - - ~ o = a5 =
N N N N N N N N N N N N

- N3 (- -] N “ [~ -] B.J (-1 2 e - -] [ 1] = o0 20

’ Y . > ? A 1 Y A A

P o ~ e S c '™ © ™~ ™ e '
] L] -

= - - - - - & > - = = -

s e o s o G e e o
- - - o - o - “x - - - —
N N N N N N N N N N N N

oo 108 I 8O MO =i =if i AN~ K ®8 o8
A > 2 b > y > > 4
e P " " ~ ~ o~ o~ o o~ e '™

™N " (] - - [} ] o4 -y
( - e - - - - - - - . -

S R P | e S S S —
- = - = = ~ - = = P P s
N N N ~ ~ ~ N N N N N N

o - e oS ©c ©c ©s oo o5 ©& ©8
. y A . 4 < A
~ o~ ° ® e ° e o e ° I '™
5] -
o~ - - - - - - - - - - -

i e s o s T e e
- - o~ - - - L) - e - - =y
N N N N N N N N ~ N N N

wo I WD | Hin ©8 08 oS8 ©8 ©5 ©8 ©& min =i

> 5 . . 2 > A » A

w W o ® ' e © I e e ~ o
o~ L “ (o] - -
- - ) - - - - - - 4 - - -
- o — —— T —— — — —— —— T S —— T . ——— T — T —— G e —

.

[ ']

=

-

)

T

o »n

2 7 o

& o B g

- e z =

= ¥ 3 N

- u < - ] N

= < - T =

W ] ™ o r4 [ w N

8ig ! | & s & F B 3

g : B 3 FE £ . 5 B B

=

3 b o m = e % ¢ > 2 -

= = < c o = &

= & T < W = g = - W

U 0 " u ™ 3 =1 .(.w z >

g {2 2 & g

3 ] v m W (=] z



Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOHBINANT HEPATITIS B VACCINE

STuoY : 0816

TREATMENT *
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DOSE : 10 HCE

PATIENT CLASS: HEALTH CARE PERSONNEL

TOTAL VACCINEES ( 8 PATIENTS) - DOSE 2

|
)
| DAYS POST VACCINATION NUMBER
CLINICAL - - - --]  HITH
COMPLAINTS | [} | 1 | 2 | 3 | 6 i 13 | |COMPLAINTS
SUDHIHIEIE0 3000 3005 00 00 0000 2000 0500 35000 1O 0 IGO0 0000 000 00 30 000 008 | 20 0atsaae et anians | dedeae o snancesnin | aroentmarstntsenna o manatien a0t | pmRm TR | 20n st enatananes | arsenieerredtitne | murnennH LY
- —— <] | I I S N [—— i SR (-
PERSONS MITH COMPLAINTS ) g | 1 | 2 | S U | o | o | | 2
|t 25.0%2) | ¢ 12,520 | ¢ 25.0%) | ¢ 12,520 | ¢ o0.0%y [ € 0.07%) | | t 25.0%2)
........... | | i =] I (RONREENI P PSS PR
PERSONS HITH NO COMPLAINYS | 6 | 7 | 6 | 7 | 8 | 8 | | 6
) ¢ 75.04) | ¢ 87.5%2) | ¢ 75.0%) | ¢ 87.5%) | (100.0Z) | (100.0%) | | ¢ 75.0%)
] | | | I | | S
PERSONS WITH NO DATA ] o | o | o | o | o | [ | | (]
¢ 8.02) 1 ¢ ©0.02) | ¢ ©0.02) | ¢ o©.040 | ¢ ©B.62) | ¢ 6.072) | | ¢ e.0%)

2en00



Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATLITIS B VACCINE

STUDY : 0816
TREATMENT :

LOT NUMBER : CTKa46
DOSE ¢ 10 MCG
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STUDY : 0816
TREATMENT :

LOT NUMBER  : CKGG6
DOSE t 10 MCE

PATIENT CLASS: HEALTH CARE PERSONNEL

" Table 3

RECOMBINANT HEPATIVIS B VACCINE

PATIENT COUNT MAXIMWRY TEMPERATURES

TOTAL VACCINEES (

8 PATEENTS) - DOSE 1
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Table 3 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT WEPATITIS B VACCINE

STUDY t 0816

TREATHENT :

LOT NUMBER 3 CK&46

DOSE t 10 MCE

PATIENT CLASS: HEALTH CARE PERSONNEL
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STUDY t 0816
TREATMENT :

LOT NUMBER ¢ CKaeb
DOSE : 10 HCE
PATIENT CLASS:

HEALTH CARE PERSONNEL

Table 3 (cont.)
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

STUDY PROCEDURE:

30461/
1/15/86

’ 00437

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 834

To evaluate antibody and clinical responses to yeast
recombinant hepatitis B vaccine among health care
personnel who are negative for hepatitis B8 virus
serologic markers.

Yeast Recombinant Hepatitis B Vaccine
Lot 979/C-K564 (10 mcg HBSAg/ml)

Mario Rizzetto, M.D.
Division of Gastroenterology
Holinette Hospital

Turin, ITALY

Caterina Canavese, M.D.
Piero Stratta, M.D.
Ferruccio Bonino, M.D.
Molinette Hospital
Turin, ITALY

Molinette Hospital
Turin, ITALY

August, 1985
In progress.

The study population consists of 25-30 health care
personnel of either sex (excluding pregnant women),
who are negative for HBsAg, anti-HBc and anti-HBs,
have a normal ALT 1level and have not previously
received any hepatitis B vaccine.

Eligible study participants receive a 1.0 ml (10 mcg
HBsAg) intramuscular injection of vaccine at 0, 1, and
6 months. Vaccine recipients record their temperature
and any local or systemic complaints for five days
after each injection of vaccine.



STUDY PROCEDURE:
{Cont.)

RESULTS:

3046172

1/15/86

e

A blood sample is obtained from each study participant
approximately two weeks before the first injection of
vaccine. Post-vaccination blood samples are obtained
at 1, 2, 3, 6, 8, 12 and 24 months.

A1l serum samples are assayed for HBsAg, anti-HBc,
anti~-HBs, and ALT. Samples may be tested for yeast
antibody. 1In addition, samples with an anti-HBs titer
>25 wmIU/m1 may be tested to determine anti-a and
anti-d subtype specificity.

HEALTH CARE PERSONNEL

10 mcg Lot 979/C-K564 at 0, 1, and 6 months

Vs Number Vaccinated:

Injection No.
a0 2z 3

25 0 0

2. Serologic Results:

Serologic data are not presently available.

3. Clinical Results:
Clinical follow-up data are not yet available.
No serious or alarming adverse experiences
attributable to vaccine have been reported.

REACTION POSSIBLY RELATED TO VACCINE

A 40 year-old female developed a "few ecchymotic flat
lesions on the lateral aspect of her breasts,
bilaterally® four days after the first injection of
vaccine. Over the following two days, the lesions
increased, the next day vomiting occurred. All
symptoms disappeared over the next 36 hours and the
subject has remained well. There was no fever. WBC,
hemoglobin, platelets, and coagulation profile were
normal. The patient has no history of allergies to
exogenous substances. No  further vaccine was
administered to this patient.
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PROGRAM:

PURPOSE :

VACCIRE:

PRIMARY

INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

24761/1
1/15/86

’ 00438-A

Alum-Adsorbed Yeast Recombinant Hepatitis B VYaccine,
Study 835

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

Yeast Recombinant Hepatitis B Vaccine
Lot 979/C-K564

Stanley M. Lemon, M.D.

Division of Infectious Disease

Department of Medicine

547 Burnett-Womack Clinical Sciences Bldg. 229H
University of North Carolina School of Medicine
Chapel Hi11, North Carolina 27514

Jack T. Stapleton, M.D.

Division of Infectious Diseases

Department of Medicine

547 Burnett-Womack Clinical Sciences Bldg. 229H
University of North Carolina School of Medicine
Chapel Hi11, North Carolina 27514

The University of North Carolina School of Medicine
North Carolina HMemorial Hospital
Chapel Hi1l, North Carolina 27514

October 26, 1984
In progress

The study population consists of 25-30 health care
personnel of either sex (excluding pregnant women),
who are negative for HBsAg, anti-HBc and anti-HBs,
have a normal ALT level and have not previously
received any hepatitis B vaccine.



STUDY PROCEDURE:

RESULTS:

24761/2
1/15/86

Study 835

Eligible study participants receive a 1.0 m1 (10 mcg
HBsAg) intramuscular injection of vaccine at 0, 1
and 6 months. Vaccine recipients record their
temperatures and any local or systemic complaints
for five days after each injection of vaccine.

A blood sample 1s obtained from each study
participant approximately two weeks before and on
the day of the first injection of vaccine.
Post-vaccination blood samples are obtained at 1, 2,
3, 6, 8, 12 and 24 months.

A1l serum samples are assayed for HBsAg, anti-HBc,
anti-HBs, and ALT. Samples may be tested for yeast
antibody. In addition, samples with an anti-HBs
titer > 25 mIU/ml may be tested to determine anti-a
and anti-d type specificity.

HEALTH CARE PERSONNEL

10 mcg Lot 979/C-K564 at 0, 1, and 6 months

1. Number Vaccinated:

Injection No.
1 2 3

29 29 23

Two persons initially anti-HBs positive received
vaccine. One subject displayed a marked boost
in titer after one injection of vaccine. The
other subject developed a protective level of
antibody (>10 mIU/ml) by 10 months
post-vaccination.

2. Serologic Results:

Serologic data at 7-9 months are available for
19 study participants. At 7-9 months, 100%
(19/19) of vaccine recipients seroconverted
(S/N >2.1) and developed protective levels of
anti-HBs (mlu/ml1 >10). The GMT for all
vaccinees and responders (S/N 221 and
>10 miU/ml) was 560.9 mIu/ml at that time.
Anti-HBs responses at 1 through 7-9 months are
included in Table 1.

00439



RESULTS:

24761/3
1/15/86

(Cont.)

S

Study 835

Clinical Results:

Clinical follow-up data are available for 26
study participants following the first
injection, 25 participants following the second,
and for 23 participants following the third
injection of vaccine. Clinical complaints and
maximum temperatures are provided in Tables 2
and 3. In summary:

Clinical Frequency by Injection No.
Complaint 1 2 3
Injection Site 27(7/26) 28(7/25) 30(7/23)
Systemic 23(6/26) 16(4/725) 13(3/23)

No serious or alarming adverse reactions
attributable to vaccination have been reported.
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ANTIBODY RESPOMSES FOLLOWING VACCINATION WITH RECOIBINANT HEPATITIS B VACCIHE

STUDY : 0835

POPULATION : HEALTH CARE PERSONHNEL
DOSE 10 NCG

Lot ¢ CK564

REGIMEN : 0, 1, AND 6 MONTHS

INITIAL SEROLOGY: NEGATIVE

(HONTHS) | oo a1 1w os 10| AL vAccTERs SN 5= 2.1
FHURPEMENRBT R NIRRT RTINS I NI M I M I SR M I RO MMM A D MM NN M I M N HIH R MM MM EN HMER NN NW RN NN
: 1 HOHTH : 307 8/27) : 157 427) | 0.9 : 13.9
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: 6 MONTHS : 957 (18/19) : 89v. (17/19) ; 38.49 = 50.2
i 779 HMONTHS : 1007 (19/19) : 1007 (19/19) : 560.9 E 560.9
%
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Table 2
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Table 2 (cont.)
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Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCIHE

STUDY t 0835
TREATHENT :

LOT HUMBER ¢ CK564
DOSE : 10 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

e e e . e = —— -——— -

| TOTAL VACCINEES ( 29 PATIENTS) - DOSE 2 |
O e |
| DAYS POST VACCINATION | NUMBER
CLINICAL R e e e L S e ——— | WITH
COMPLAINTS | o I 1 | 2 | 3 I 4 [ 5 i |COMPLAINTS
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sTunY
TREATHENT
LOT NUMBER
DOSE

Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCIME

0835

CK564
10 ¥MC6

se sa e se em

PATYENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( 23 PATIENTS) - DOSE 3 |
- e e e e e |

I DAYS POST VACCINATION |  NUMBER
CLINICAL lececcccccccccncncncnsccnncecaccavcnancaa e e ] HITH
COMPLAINTS | 0 { 1 | 2 I 3 | & I 5 | |COMPLAINTS
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Table 3

PATIENT COUNT MAXIHUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

sSTUoY : 0835

TREATHENT :

LOT NUMBER : CK564

DOSE : 10 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

| TOTAL VACCINEES ( 29 PATIENTS) - DOSE 1 |
|- e ee -- - -1
| DAYS POST VACCINATION |  NUMBER
MAX TEMPERATURE | e ——— | MITH
(DEG F, ORAL) | [} | 1 | 2 | 3 | 4 | 5 | I | MAX TEMP
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Table 3 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B8 VACCINE

STUDY : 0835
TREATHENT :

LOT NUMBER ¢ CK566
DOSE T 10 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( 29 PATIENTS) - DOSE 2 !
...................................................... ]
I DAYS POST VACCINATION | MRBER
MAX TEMPERATURE Jommmmmmeeaee - -— B S | MITH
(DEG F, ORAL) ] (/] | 1 ] 2 | 3 I 4 | 5 | I | MAX TEMP
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| e 1.8 | € 23.82) | « 20.72) | ¢ 17.22) | € 37.2%) | ¢ 20.7%) | | ¢ 13.8%)

0Sr00



STUDY
TREATHENT
LOT NUMBER
DOSE

PATIENT CLASS: HEALTH CARE PERSOMNNEL

0835

Ci566
10 HCE

Table 3 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATIVIS B VACCINE

| TOTAL VACCINEES ( 23 PATIENTS) - DOSE 3 l
0 -— T -—-- I
I DAYS POST VACCINATION | NMBER
MAX TEMPERATURE ] e - -l  HWIWH
(DEG F, ORAL) i (] | 1 | 2 | 3 | 4 | 5 | | | HAX TEMP
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PROGRAM : Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study B38.
PURPOSE : To evaluate antibody and clinical responses to yeast

recombinant hepatitis B vaccine in the following,
initially seronegative, adult populations: -

1. Dialysis Patients
2. Predialysis Patients
3. Health Care Personnel

VACCINE: Yeast Recombinant Hepatitis B Vaccine
Lot #986/C-K733 (20 mcg HBsAg/ml)

PRINCIPAL Professor Dr. Friedrich Deinhardt

INVESTIGATOR: Director
Max v. Pettenkofer Institute

Pettenkoferstr. 9a
8000 Muenchen 2
West Germany

SECONDARY Dr. Wolfgang Jilg
INVESTIGATORS: Max v. Pettenkofer Institute
Pettenkoferstr. %a
8000 Muenchen 2
West Germany

Professor Dr. Juergen Bommer
Hedizinische Universitatskiinik
Bergheimer Str. 56

6900 Heidelberg 1

Hest Germany

Professor Dr. R. Mueller
Hedi1zinische Hochschule Hannover
Abt. f. Innere Medizin
Karl-Wiechert-Allee 9

0-3000 Hannover-Kleefeld

West Germany

Professor Dr. Horst Braas
Staedtische Krankenanstalten
Medizinische Klinik II
Bremserstr. 79

D-6700 Ludwigshafen

HWest Germany

24421/
1/3/86



SECONDARY
INVESTIGATORS :
(Cont.)

STUDY LOCATIONS:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATIONS:

26421-2
1/3/86

00453

Study 838

Dr. Bernhard Weinel
Staedtische Krankenanstalten
Medizinische Klinik II
Bremserstr. 79

D-6700 Ludwigshafen

Hest Germany

Munich, Heidelberg, Hannover, and Ludwigshafen,
West Germany

June 7, 1984

In progress

Under the original protocol and subsequent addenda,
the following groups are enrolled in the study.
Participants may be of either sex, but pregnant women
are excluded. Prospective vaccine recipients must be
negative for hepatitis B serologic markers, have a
normal ALT 1level and may not have received any
hepatitis B8 vaccine (except as noted under
addendum #2).

Protocol/ Approx.
Addendum # Population Number Regimen
Initial Health Care 25 10 mcg (0.5 ml)
protocol Personnel at 0, 1, and 6
months
Initial Dialysis 50 40 mcg (2 x 1.0
protocol Patients ml) at 0, 1 and
6 months
Add. #1 Dialysis 20 20 mcg (1.0 m1)
Patients at 0,1, 2, 3, 4,
and 6 months
Add. #1 Dialysis 20 40 mcg (2 x 1.0 m1)
Patients at 0, 1, 2, 3, 4,
and 6 months

1



00454

Study 838
STUDY POPULATIONS: Protocol/ Approx.
(Cont.) Addendum # Population Number Regimen
Add. #2 Initial 10 mcg (0.5 ml)
protocol for health care
subjects who personnel; 40 mcg
do not form (2 x 1.0 m1) for
anti-HBs dialysis patients
after 3 doses
of vaccine
Add. #3 Predialysis 10 40 mcg (2 x 1.0 m])
patients at 0, 1, and 6
months
PROCEDURE : Participants receive intramuscular injections of

vaccine according to the regimens outlined above under
STUDY POPULATIONS.

Study participants will be asked to record their
temperature for five days after each injection and to
note any local or systemic complaints.

Serum samples will be obtained prior to and on the day
of vaccination. Follow-up blood specimens will be
obtained 1, 2, 3, 6, 8, 12 and 24 months post the
initial injection of vaccine. Nonresponders who
receive a fourth injection of vaccine under addendum
#2 will have a blood sample taken one month after this
injection. Serum samples will be assayed for HBsAg,
anti-HBs, anti-HBc and ALT by DOr. Deinhardt's
laboratory. Samples may also be assayed at MSDRL for
yeast antibody. Those that are positive for anti-HBs
with a titer of >25 mIU/m) may be assayed for anti-a
and anti-d subtype specificity.

24421-3
1/3/86
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Study 838

RESULTS: HEALTH CARE PERSONNEL:
10 mcg Lot #986/C-K733 at 0, 1, and 6 months.

1. Number Vaccinated:

Injection No.
1 2 3

c——

22 19 17

2. Serologic Results:

Serologic data are available for 17 participants
at 7/8 months of follow-up. Ninety-four percent
(16/17) of the subjects seroconverted (S/N >2.1)
and developed protective 1levels of anti-HBs
(mIU/m1 >10) at that time. The GHT at 7/8 months
for all vaccinees was 284.8 mIU/ml1 and 437.1 for
responders (miU/ml >10).

Refer to Table 1 for anti-HBs responses and GMTs
through 10 months of follow-up.

3. Clinfical Complaints:

Clinical follow-up data are available for 22 and
13 participants after injections 1 and 2,
respectively. The overall frequencies of
complaints are presented below.

Type of Frequency in ¥ by Injection No.
Complaint 1 2

Injection 18(4/22) 8(1/13) -
Site

Systemic 27(6/22) 8(1/13) .

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

There were no serious or alarming adverse
experiences attributable to vaccine.

244214
1/3/86



Table 1

ANTIBODY RESPONSES FOLLOWING VACCINATION WITH RECOMBINANT HEPATITIS B VACCINE

STUDY : 0838

POPULATION ¢ HEALTH CARE PERSONNEL
DOSE : 10 MCG

LoT : CK733

REGIMEN : 0, 1, AND 6 MONTHS

INITIAL SEROLOGY: NEGATIVE

- = > - - - - -

l # bz d ANTI-H3S i GHMT (ATU ML) |
e e R - e |
| | | RESPONDERS |

TIME ] - - —————— e D B e L R |
(HONTHS) | S/N >= 2.1 i MIU/ZML >= 10 | ALL VACCINEES | S/N >= 2.1 | MIu/HL >= 10 |

JHDE 308 6 34 36 36 34 34 36 34 38 3636 36 36 24 8636 36 36 34 36 36 36 06 3 3636 3634 30 26 38 D6 36 36 34 30 6 DU 36 3436 30 3¢ 2634 36 3 38 3% 16 36 3 36 06 30 3634 30 3 34 36 3¢ 3 336 D B 3034 46 34 436 14 36 336 4 26 24 DHE I I 3636 336 2 A M MMM UMW SN WU MU BB Y

] |

| 1 MONTH : 197 (4/21) : 9.5% 272 | 0.6 : 13.6 | 43.0 ]
| | | |
| 2 MONTHS 1 s8z (11/19) | a&72 9719y | 4.1 | 27.0 | 39.2 |
I 1 | | | | |
| 3 MONTHS I 82z sy | 71z aznn | 15.7 : 6.5 { 46.9 :
] | | |

| 6 MONTHS 1 832z (10712) | 83z 0212y | 26.9 | 66.2 | 66.2 |
| | | | | | |
| 7/8 HONTHS I saz  (36217) | 96z (1672170 | 284.8 : 437.1 { 437.1 |
H | | | |
| 10 MONTHS | 100z (9/9) I 100x (9/9) | 509.4 | 509.4 | 509.4 i
| | ! | | | I
3 ]

530 3636 36 1038 36 36 46 36 3% 31 36 3636 36 38 30 36 36 54 34 26 38 36 06 3530 536 26 38 36 3635 24 18 3536 05 39 2439 2436 26 36 30 2 30 36 30 34 33536 3636 34 26 20 0636 I3 2630 36 24 626 1630 2005 3005 35 30 3006 36 25 25 20 36 05 36 2524 24486 26 2635 26 46 26 26 26 30 D 26 26 30 36 20 34 3 4 2408
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Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY s 0838
TREATMENT :

LOT NUMBER  : CK733
DOSE ¢ 10 HCG

PATIENT CLASS: HEALTH CARE PERSONNEL

: TOTAL VACCINEES ( 22 PATIEHTS) - DOSE 1 I
e e S g S PR S S e s l
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CLINICAL R B T TS ——— -} MWITH
COMPLAINTS | 0 | 1 | 2 | 3 | [ | ] i fCOMPLAINTS
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STUDY : 0838
TREATHENT :

LOT NUMBER : CK733
DOSE 10 HC6
PATIENT CLASS:

HEALTH CARE PERSONNEL

Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

DAYS POST VACCINATION | NRBER
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STUDY : 0838
TREATMENT :

LOT NUMBER s CK733
DOSE : 10 MCE

PATIENT CLASS: HEALTH CARE PERSONNEL

Table 3

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

HAX TEMPERATURE
(DEG F, ORAL)
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...... S S |
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STUDY t 0838
TREATMENT :

LOT NUMBER : CK733
DOSE ¢ 10 MCG

PATIENT CLASS® HEALTH CARE PERSDNNEL

- - -

Table 3 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ( 13 PATIENTS) - DOSE 2

HAX TEMPERATURE

DAYS POST VACCINATION

(DEG F, ORAL}
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATORS :

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE INITIATED:
DATE COMPLETED:
STUDY POPULATION:

3107IN
12/31/85

00462

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study B4).

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

Yeast Recombinant Hepatitis B Vaccine
Lot #978/C-K 563 (10 mcg HBsAg/m1)

Arie J. Zuckerman, M.D.

Professor of Microbiology

Director, Department of Medical Microbiology
London School of Hygiene and Tropical Medicine
Keppel Street

London WC1E 7HT

United Kingdom

Iain Murray-Lyon, M.D.
Consultant Physician
Charing Cross Hospital
London W.6.

United Kingdom

Dr. Joha Coleman
Charing Cross Hospital
London W.6.

United Kingdom

Or. Michael Anderson
Charing Cross Hospital
London W.6.

Unjted Kingdom

Charing Cross Hospital
London W.6.
United Kingdom

May 1985.
In progress.

The study population will consist of B0-100 health
care personnel of either sex (excluding pregnant
women), who are negative for HBsAg, anti-HBc and
anti-HBs, and have not previously received any
hepatitis B vaccine.



00463

Study 841

PROCEDURE: Eligible participants will receive a 1.0 ml injection
of vaccine in the deltoid muscle at O, 1, and 6
months. Study participants will be asked to take and
record their temperatures for five days after each
injection of vaccine and to record any 1local or
systemic complaints that they may have. They will be
asked to notify the study physician immediately if any
unexpected or serious reaction occurs.

Blood specimens will be obtained prior to and 1, 2, 3,
6, 8, 12, and 24 months following the first
injection. A1l samples will be assayed in Or.
Zuckerman's laboratory for HBSAg, anti-HBc and
anti-HBs. Samples may also be assayed for yeast
antibody and subtype specificity.

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

3107172
12/31/85
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

30931/
12/21/85

004648

Alum-Adsorbed Yeast Recombinant Hepatitis B VYaccine,
Study 859

This study is designed to evaluate antibody and
clinical responses to hepatitis B yeast recombinant
vaccine among health care personnel who are negative
for hepatitis B serologic markers.

Yeast Recombinant Hepatitis B Vaccine
Lot #878/C-K563 (10 mcg HBsAg)

Nathan Clumeck, M.D.

Assistant Department Head
Section of Infectious Diseases
Hospital of St. Pierre

Rue Haute, 322

Brussels, BELGIUM

Pierre Reding, M.D.
Gastroenterology Service
Hospital St. Pierre

Rue Haute, 322

Brussels, BELGIUM

Hospital of St. Pierre

Section of Infectious Disease
Department of Internal Medicine
Rue Haute, 322

Brussels, BELGIUM

March 12, 1985
In progress.

The study population will consist of 30 to 50 health
care personnel of either sex (excluding pregnant
women), who are negative for anti-HBc, anti-HBs,
HBsAg, have a normal ALT level and have not previously
received any hepatitis B vaccine.



STUDY PROCEDURE:

RESULTS:

30931/2
1/22/86

Study 859

Participants receive a 1.0 ml intramuscular injection
of vaccine on Day 0, 1, and 6 months. Prior to
receipt of the vaccine, a serum sample is obtained
from participants to screen for HBSAg, anti-HBc, yeast
antibody and ALT levels. The vaccinees are asked to
record their temperature for five days after each
injection and note any local or systemic complaints.
If any unexpected or serious reaction occurs, they are
asked to notify the study physician immediately.

Follow-up blood samples will be obtained 1, 2, 3, 6,
8, 12, and 24 months after the first injection of
vaccine. The samples will be assayed for HBsAg,
anti-HBc, anti-HBs, ALT and vyeast antibody. Samples
with an anti-HBs titer >25 mIU/ml will be assayed for
anti-a and anti-d sub-type specificity. Assays for
ALT will be done by Dr. Clumeck in Belgium. A1l other
assays on post-vaccination sera will be performed at
MSDRL in West Point.

HEALTH CARE PERSONNEL

10 mcg lot #978/C-KS63 at 0, 1, and 6 months

1. Number Vaccinated:

Injection No.
1 2 3

K} 3 0

2. Serologic Results:

Serologic data are available for 30 participants.
At three months, 80% (24/30) of the vaccinees
seroconverted for anti-HBs (S/N >2.1).
Fifty-three percent (16/30) of the subjects
developed protective levels of anti-HBs (mIU/m]
>10).

The GMT at three months for al1 vaccinees was 11.8
mIU/m1 while it was 60.0 mIU/m! for responders
with a titer of mIUu/ml >10.

Refer to Table'1 for anti-HBs responses and GMTs
through three months of follow-up.

00465



RESULTS (CONT.):

30931/3
12/27/85

Study 859

One subject (case(b)(e) was found to be anti-HBs
positive on the day ot the first injection. There
was no rise in antibody level after the first
injection and a >4-fold rise in anti-HBs after the
second injection.

Clinical Complaints:

A summary of frequencies of clinical complaints
are not yet available. However, no serious or
alarming events attributable to vaccine have been
reported. Vaccination and follow-up continues in
progress.

00466



Table 1
ANTIBODY RESPOMNSES FOLLOWING VACCINATION WITH RECOMBINANT HEPATITIS B VACCINE

STUDY 1 0859
POFULATION ¢ HEALTH CARE PERSONNEL
DOSE ! 10 MCG
Lot ! CK563
REGIMEN : 0, 1, AND 6 MONTHS
INITIAL SEROLOGY: NEGATIVE
| 7 WITH ANTI-HBS i GMT (MIU/ML) |
| e e L S PR P e L e R | e L LR R P PR P e |
| I | RESPONDERS |
TIME R e e e L L e P T P [ B e |
(HMONTHS } | S/N >= 2.1 | MIU/ML >= 10 | ALL VACCINEES | S/N > 2.1 | Hmu/mL >= 10 |
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| | | | | | |
| 3 MONTHS | 80x (24/30) | 532 (16s30) | 11.8 | 27.5 I 60.0 |
I | | | I
* -]
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PROGRAHM:

-~

PURPOSE :

VACCINE:

PRINCIPAL

INVESTIGATOR:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

3097IN
12/27/85

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 860.

To evaluate antibody and clinical responses to yeast
recombinant hepatitis B vaccine among health care
personnel who are negative for hepatitis B8 serologic

markers.

Yeast Recombinant Hepatitis 8 Vaccine
Lot #978/C-K563 (10 mcg HBsAg/ml)

Professor Dr. R. Laufs

Director, Institute for Medical Microbiology and
Immunology at the University of Hamburg

Martinistrasse 52

2000 Hamburg 20

WEST GERMANY

K. Katzner, M.D.

S. Gaterman, M.D.

Institute for Medical Microbiology and
Immunology at the University of Hamburg

Martinistrasse 52

2000 Hamburg 20

WEST GERMANY

Institute for Medical Microbiology and
Immunology at the University of Hamburg

Martinistrasse 52

2000 Hamburg 20

WEST GERMANY

December 28, 1984
In progress

The study population consists of 60 health care
personnel of either sex (excluding pregnant women),
who are negative for HBsSAg, anti-HBc and anti-HBs,
have a normal ALY 1level and have not previously
received any hepatitis B vaccine.
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PROCEDURE :

RESULTS:

309712
12/21/85

Study 860

Participants receive a 1.0 ml intramuscular injection
of vaccine on Day 0, 1, and ©& months. Prior to
receipt of the vaccine, a serum sample 1is obtained
from participants to screen for HBsAg, anti-HBc, and
anti-HBc, yeast antibody and ALT levels. The vaccine
recipients are asked to record their temperature for §
days after each 1injection and note any local or
systemic complaints. If any unexpected or serious
reaction occurs, they are asked to notify the study
physician immediately.

Follow-up blood samples will be obtained 1, 2, 3, 6,
8, 12, and 24 hours post the first injection of
vaccine. The samples will be assayed for HBsAg,
anti-HBc, anti-HBs, and ALT in Dr. Laufs' 1laboratory
and may be assayed for yeast antibody at MSDRL. In
addition, an aliquot of serum from participants with
an anti-HBs titer >25 mIU/ml will be sent to MSDRL to
be assayed for anti-a and anti-d sub-type specificity
of anti-HBs antibody.

HEALTH CARE PERSONNEL:
10 mcg of Lot #978/C-K563 at 0, 1, and 6 months

1. Number Vaccinated:

Injection No.
1 2 3

60 59 59

2. Serologic Results:

Serologic data are available for 56 participants
at 7/8 months. One hundred percent (56/56) of the
subjects seroconverted (S/N >2.1) and developed
protective levels of anti-HBs (mIU/m1 >10). The
GMT at 7/8 months was 2421.1 miU/ml (all vaccinees
and responders by either cutoff).

Refer to Table 1 for GMTs and anti-HBs responses
for other time intervals.
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RESULTS (CONT.):

30971/3
12/21/85

Study 860

One subject was found to be seropositive for
anti-HBs on the day of her first injection. At
one month post the first injection of vaccine, she
had a >4-fold boost in anti-HBs titer.

3. Clipical Complaints:

Clinical follow-up data are available for at least
41 participants after each injection. The overall
frequencies of complaints are presented below.

Type of Frequency in ¥ by Injection No.
Complaint 1 2 3
Injection 20(11/55) 28(15/54)  28(13/47)

Site
Systemic 20(11/55) 11(6/54) 11(5747)

00470

Refer to Table 2 for listings of specific clinical
complaints by injection number. Max imum
temperature data are provided in Table 3.

There were no serious or alarming reactions
attributable to vaccine.

ALT Elevations

Four subjects had ALT elevations 1.5 to 3.5 times the
upper limit of normal day O through 5 months, 3 months
after the second injection, one month after the second
jnjection, and four months after the second injection,
respectively. In all cases, the elevated ALT level(s)
have returned to normal. None of the subjects was
positive for KBsAg or anti-HBc.

One subject (casetmm% who had an elevated ALT level
1.5 times the upper :imit of normal prior to the first
injection of vaccine, continued to have ALT elevations
at each subsequent bleed (1, 2, 3, 5 and 7 months post
the first injection). The ALT elevations range from
2.0 to 3.5 times the upper limit of normal. The
subject is HBsAg and anti-HBc negative. Further serum
samples and laboratory evaluation are pending.



Table 1

ANTIBODY RESPOHSES FOLLOMING VACCINATION WITH RECOMBINANT HEPATITIS B VACCINE

STUDY : 0860

POPULATIOHN ¢ HEALTH CARE PERSOMMEL
DOSE 10 MCG

LoT ¢ CK563
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STUDY ¢ 0860
TREATHENT :

LOT NUMBER ¢ CK563
DOSE ¢ 10 HCG

PATIENT CLASS: HEALTH CARE PERSONNEL

Table 2 (cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ( 60 PATIENTS)} - DOSE 1

DAYS POST VACCINATION |  NUMBER
CLINICAL e e S I RITH
COHPLAINTS 0 | 1 | 2 ] 3 | & | s I |COMPLAINTS

U005 0936 1 34 638 3 0604 6 20 2996 263036 3100 04 200606 45 06 04 2000 090 093¢ | 9030 90 06 2470 0600 000 | 0630000030 0 0630 2000 | 3900002000 202020 000 0020 0000000000 00 45 00000 20 00 a0 00 0 0m 20 0 000w ] 26000000 0 00 20003 0 | 06963090 2.8 24 28 3008

} | ] ] | | | |
ARTHRALGIA (OTHER) | o | 1 1 | o | o | o | | 1
= ( 06.0%) } ( 1.8%) { ( 1.87) = ¢t 0.04) | ¢ 0.02) 1 ¢ 0.02) | | ¢t 1.8%2)
I | { |
SHOULDER PAIN | o | b | 1 | o | o | o | | 1
I ¢ o0.02) } ¢ 1.8 1 ¢ 28000 ¢ o0.040 F ¢ o0.023 | ¢ 0.02) | |t 1.82)
| | I | | | |
DIGESTIVE SYSTEM | T | o | e | b S | b B | o | | 2
| ¢ 1.82) | ¢ ©0.00) : ( 0.02) : € 182 | ¢ 1.8 | ¢ 0.04) | |t 3.62)
| | | | I |
NAUSEA { 1 | o | o | o | o | e | | 1
¢ 1820 L ¢ 0.02) [ ¢ o0.023 F ¢ 8.02) § ¢ ©8.04) § ¢t ©.02) | ) € 1.8y
] ) | | I I | I
GASTROENTERITIS, NOS | o | o | o b | 1 o | | 1
¢ 0.0/ 1 ¢ o023 1 ¢ o0.0%) : ( 1.82) | ¢ 1.8%) : t 0.02) | | € 1.8%)
i i | | | |
URDGENXTAL SYSTEM I o | 1 | o | o | o | o | | 1
o ooyt ¢ 18201t oozl t B.02) 01 0,020 ) C 0.07) ) | € 1.82)
| | | | | | | |
OTHER i o | 1 | o | o | o | e | | 1
bo o022t 1.8 1 ¢ o0.02) ) ¢ 0.02) | t 0.02) | ¢ 0.072) : : t 1.87)
----- -—- fommacmcec]| | I et | | -— mm—eeemcana
PERSONS WITH COMPLAINTS | 12 | 7 | 8 | 6 | 3 | o | ] 17
o212y b 12,72 ) c 16520 | ¢ 7.3 | © B.85%) : t 0.07Z) : : ( 30.92)
----------------- --1 S et B e ] B - ———mm—m———
PERSONS WITH NO COMPLAINTS ] 43 | a8 | 47 | 51 | 52 | L1 | [ 38
| ¢ 78.2%2) : € 87.37) | ¢ 85.57) | ¢ 92.7Z) | t 94.5%) | (100.02) | | € 69.12)
--- - | o ettt R R 1-- --1 -1 e BaCE T TP
PERSONS WITH NO DATA | s 5 | 5 | s | 5 | s | | 5
¢ 8323 1 ¢ 8.3 | ¢ 8.32) 1 ¢ 8.3 | ¢« 8.3 |t 8.3 | | ¢ 8.3%2)

£Ln00



WITH

NUMBER

IcompLaInTs

6

59 PATIENTS) - DOSE 2
|

DAYS POST VACCINATION

3

TOTAL VACCINEES (

Table 2 (cont)
2

S 360836 06 3040 226 3036 04303000 3 34 253 0 3033 2035 00 0 00030 400t | st anatanin b | oe o mananetinats | e ptaeponsnaear et |ttt n | muunnnnnse | snpnnnnnnn | sasnnmnans | anxnnnnnes

1

PATIENT COUNT CLINICAL COMPLAINTS
RECOHBINANT HEPATITIS B VACCINE

t 0860
¢ CK563
t 10 MC6
PATIENT CLASS: HEALTH CARE PERSOMNNEL
COMPLAINTS

CLINICAL

LOT NUMBER

TREATHENT
D0SE

STUDY

00474

) ]
- - - - =3 = - - - - -
NN N N N NN ¢ : N N N
ND I NN MO MO MO MO ) O N kR i~ Wi wi~
[ R B B . . . L | [] 3 . . . -
~ o~ L] -3 ~ - ) (o] L] L] m () (]
YR o
1
- | - .~ ~ - - " - -~ - - ~— -
o i i g . e . e
]
{ |
1 )
) ]
I )
| :
| H
1 i
1 1]

g s o e e o A T ) G iy e e S s
Y -~ - -~ -y e - - - - -
N N N N N N Nt N N N N N

-1 00 - -] - -] (- -3 19“36" (-} (- -] -y O - 027
H . ‘ 4 3 " : . 5 . . :
- 1 e e @ e oW ° '™ - - "
]
wh s W o w @] B, = w B B &

i e s e o s s 555 e
si & & & %2 gl B! 8 8§ % 3§ .3
N4 e 8 N N 3 N N N R

Ad 108 ©0 ©8 ©6 w2 iMmD ©6 ©08 MO mMoe a~
5 4 4 Y . . v e . A . &
- ° S o ° ~ o e e ~ - "
1
- | - - =3 - - “ - ! - - - - -

e s o i i i

S8 8 .5 5 _FI.El 8 8 R F R

VR 1m0 ©0O0 ©8 ©®6 ~Oiwmm MO MO NN N~ W~
3 5 % f . i S p p s . p
m - © © © - o t - " " "

1 )

e e s i 1 e 5 i s i
-~ - = 8 S i o = = = - -
NN N N NN 3 g 55 N N

¢3 1w ©0 ©8 WO mMT I1mQ 0 =8 =D O =o
% 18 s ¢ A s A 4 5 o . A
oM ) ° - LR = - - - -
1
]
ltl e - = = -1 - & = - - -

i s e | o S s g S
- - - - -y - - - - o~ -~
) N N N NN N N N N N

et ileS o8 08 ~o lmv“l.o HE =G HO MO MO
s % A v " s A :
- | M~ (-] (-] - od | (') ] ] ] - o4
= “
- - - e e - | - - - - - -

e i e e i i
PR - - = S -~ - - o ) -
N1 : N N N N ~ N : N N

Mt | ©WN IW - O HO =0 I MY - O O WO ~NO ~NO
. : d s . ¢ A > 4 A
1“ 15 o - - ] o - -t - ~ -
o =1
- ~— - -~ - - - - - A o -~
e B i e . e G ) S e s
-
w
b=
o
1
%
] - i
bt 1
S 2 ' 0n
2 ! & : 2 -
- ]
] w ] e
a | 2 “ € g 2
< ) 0 - » z M %
g | o w o B w b N
b= I z 2 41 e ! R x 4 .
) = - - 1] ) > =) N dad m
- ] w - - = 1 ] w ¢ w =
m - 4 m -t m = 1w ] (=] -~ =
1= w [=} 1o ] (-] << -~ ™S <
= o< ] z & =~ w - = =
- e =3 [ W oW ow z ) =] =]
i) H v 1 w o
e ) 19 ] m "
[V} (] 1 > ] [}
(3 [l (] ] = -3



STUDY ¢ 0860
TREATMENT :

LOT NUMBER ¢ CKS63
DOSE ¢ 10 MCG

PATIENT CLASS: HEALTH CARE PERSONNEL

Table 2 (cont)
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Table 2 (cont)
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PATIENT COUNT MAXIMUM TEWPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0860
TREATHENT :
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Table 3 (cont)
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE
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STUDY : 0860
TREATHMENT :

LOT MABER ¢ CKS63
DOSE 10 MCG

PATIENT CLASS

HEALTH CARE PERSONNEL

Table 3 (cont)

PATIENT COUNT MAXIMUM TEHPERATURES
RECOMBINANY HEPATITIS B VACCINE
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PROGRAM:

PURPOSE :

VACCINE:

PRIMARY
INVESTIGATORS:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

21111/801IN
1/2/86

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 869

To evaluate immunological and clinical responses to
yeast recombinant hepatitis B vaccine in heaith care
personnel who are negative for hepatitis B virus
serologic markers.

Yeast Recombinant Hepatitis B Vaccine
Lot #81991D0/18068/C-L217

James G. Rankin, MB, BS, FRACP, FRCP(C)

Director, Canadian Liver Foundation
Epidemiology Unit and Professor

Faculty of Medicine

University of Toronto

12 Queen's Park Crescent West

Toronto, Ontario M5S 1A8, Canada

Randall A. Coates, MD, MHSc

Assistant Professor

canadian Liver Foundation
Epidemiology Unit

University of Toronto

12 Queen's Park Crescent West

Toronto, Ontario M5S 1A8, Canada

David Stewart, MD, DECH, CCFP

Medical Director, Department of
Occupational Health and Safety

2075 Bayview Avenue

Sunnybrook Medical Centre

Toronto, Ontario M4N 3M5, Canada

Mabel L. Halliday, MD, DPH, MSc

Assistant Professor

Canadian Liver Foundation
Epidemiology Unit

12 Queen's Park Crescent West

University of Toronto

Toronto, Ontario M5S 1A8, Canada

Sunnybrook Medical Centre
2075 Bayview Avenue
Toronto, Ontario M4N 3M5, Canada
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DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

PROCEDURE :

RESULTS:

21111/801/2
1/2/86

Study 869

May 1985

In progress.

The study population will consist of health care
personnel of either sex (excluding pregnant women) who
are negative for hepatitis B virus serologic markers,

have a normal ALT 1level and have not previously’

received any hepatitis B vaccine.

The study will be conducted in two stages. Stage I
will dinclude 30 participants and Stage 1II 120
participants. Participants will receive a 0.5 ml
(10ug HBsAg) intramuscular injection of vaccine at
0, 1 and 6 months. Study subjects will be asked to
record their temperatures and any local or systemic
complaints for five days after each injection.

Blood samples will be obtained prior to vaccination,
on Day 0, and at 1, 2, 3, 6, 8, 12 and 24 months post
the initial dinjection. The pre and two-month sample
will be tested for ALT. A1l samples will be assayed
for HBsAg, anti-HBs and anti-HBc. Pre-vaccination
tests will be performed 1in Toronto and post
vaccination tests will be completed by MSORL. Assays
may also be done for yeast antibodies and anti-HBs
subtype specificity.

HEALTH CARE PERSONNEL:

10 mcg lot #81991D/18068/C-L217 at 0, 1, and 6 months

1. Number Vaccinated:
Dose Injection No.
Level 1 2 3
10 mcg n n 0

00482



RESULTS: (Cont.)

21111/801/3
1/2/8%

00483

Study 869

Serologic Response:

Serologic data are available for 68 participants
who received two injections of vaccine. At one
month, 32% (22/68) of the participants
seroconverted for anti-HBs S/N > 2.1. Twelve
percent (8/68) developed protective levels of
anti-HBs (mIU/ml1 > 10).

The GMT at one month for all vaccinees was 1.2
mIU/ml and 44.8 mIU/ml for responders with a
titer of mIU/m1 >10.

Serologic follow-up continues in progress.

Clinical Complaints:

Clinical follow-up data are available for 171
participants after injections one and two. The
overall frequencies of complaints are presented
below:

Type of
Complaint

Injection site 24 (11/N) 10 (7/71)

Systemic 30 (21/N) 17 (12/N)

Refer to Table 1 for Jlistings of specific
clinical complaints by injection number. Maximum
temperature data are provided in Table 2.

There were no serious or alarming reactions
attributable to vaccine.



21111/801/4
1/2/86

Study 869

Reactions Reported to the OoBRR

One subject, a 46 year-old female health care
worker, reported the onset of generalized
pruritis 9  hours after administration of
vaccine. Pruritis continued during the following
24 hours accompanied by irritability, nausea and

parasthesias wunder the left breast. These
symptoms resolved on the second and third days
post vaccination. However, the participant

reported that her extremities felt stiff and
heavy. MHer past medical history is significant
for parasthesias which occurred 1 year prior to
vaccination when & mass was surgically removed
from her left breast. The investigator felt the
subjects reaction had an emotional component and
was probably not related to administration of
vaccine.
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Table 1

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0869
TREATMENT :
LOT NMUMBER @ CL217
DOSE : 10 MCG
PATIENT CLASS: HEALTH CARE PERSOMMEL
| TOTAL VACCINEES ( 71 PATIENTS) - DOSE 1 |
f e e e e |
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CLINICAL | e T T S | WITH
COMPLAINTS | ° ] 1 | 2 } 3 | 3 | 5 | [COMPLAINTS
i!!lﬂl‘llll'li“'l"ill!lll&ﬂ”l“ﬂ‘llllll*lllll'ﬁll‘l"lll|ll!ilnl!!'l'&lll!!‘lllI&I.l!lllbllllllll'l.luulluuultllllnll-lﬂll
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PROGRAM:

PURPOSE :

VACCINE:

PRIMARY
- INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

23931/851/1
1/3/86

00493

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 877

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

Yeast Recombinant Hepatitis B Vaccine
Lot 979/C-K564 (10 mcg HBsAg/ml)

Professor Oon Chong Jin

University Department of Medicine 1
Singapore General Hospital
Singapore 0316

Republic of Singapore

Dr. Richard Guan

University Department of Medicine I
Singapore General Hospital
Singapore 0316

Republic of Singapore

Singapore General Hospital
Singapore 0316
Republic of Singapore

January 26, 1985
In progress

The study population consists of 25-30 healthy adults
of either sex (excluding pregnant women), who are
negative for HBsAg, anti-HBc and anti-HBs, have a
normal ALT level and have not previously received any
hepatitis B vaccine.



STUDY PROCEDURE:

RESULTS:

23931/851/2
1/3/86

Study 877

Eligible study participants receive a 1.0 ml (10 mcg
HBsAg) intramuscular injection of vaccine at 0, 1, and
6 months. Vaccine recipients record their temperature
and any local or systemic complaints for five days
after each injection of vaccine.

A blood sample is obtained from each study participant
approximately two weeks before the first injection of
vaccine. Post-vaccination blood samples are obtained
at 1, 2, 3, 6, 8, 12 and 24 months.

A1l 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 mIU/m] may be tested to determine anti-a and anti-d
subtype specificity.

HEALTHY ADULTS

10 mcg Lot 979/C-K564 at O, 1, and 6 months.

1. Number Vaccinated:

Injection No.
1 2 3

3 31 31

2. Serologic Results:

Serologic data at 7-8 months are available for 29
study participants. Immune responses to vaccine
were measured using an enzyme-linked immunosorbent
assay (ELISA) to detect anti-HBs antibody. At 7-8
months 97%  (28/29) of vaccine recipients
seroconverted (mIU/m] >2.1) and developed
protective levels of anti-HBs (mIU/m1 >10). The
GMT for all vaccinees was 508.9 mIU/ml. Among
responders with a titer of mIU/ml >10 the GMT was
663.7 miUu/m1. Anti-HBs responses at 1 through 7-8
months are included in Table 1.

00494
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Study 877

RESULTS: (Contd) 3. Clinical Complaints:

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

23931/851/3
1/3/86
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Study 877

Table 1

Antibody Responses®* Among Initially Seronegative Healthy Adults
Following Vaccination with 10 mcg Doses of
Yeast Recombinant Hepatitis B Vaccine
Lot 979/C-K564 at 0, 1, and 6 Months in Study 877

% with Anti-HBs GMT (mIU/m1)

Time ANl Responders
(Months) mIu/ml >2.1  mIu/ml 210 Vaccinees mIU/m]l >2.1  mIU/m1 >10
1 0 (0/31) 0 (0/31) 0.3 - -

2 48 (15/31) 32 (10/31) 2.1 16.4 26.9
3 711 (22/31) 55 (17/31) 6.1 21.0 28.17
6 77 (24/31) 65 (20/31) 12.1 35.5 49.4
1-8 97 (28/29) 97 (28/29) 508.9 663.7 663.7
* ELISA

23931/851/4

1/3/86
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PROGRAM: Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 880
PURPOSE: To evaluate antibody and clinical responses to yeast

recombinant hepatitis B vaccine among health care
personnel who are negative for hepatitis B virus
serologic markers.

VACCINE: Yeast Recombinant Hepatitis B Vaccine
Lot 819900/18066/C-L215 (10 mcg HBsAg/.5 ml)
Lot 817668/18067/C-L216 (10 mcg HBsAg/.5 ml)
Lot 819910/18068/C-L217 (10 mcg HBSAg/.5 ml)
Lot 81992A/18070/C-L219 (10 mcg HBsAg/.5 ml)
Lot 819541/18071/C-L220 (10 mcg HBsAg/.5 ml)

PRIMARY Gary P. Wormser, M.D.
INVESTIGATOR: Department of Infectious Diseases
West Chester County Medical Center
Macy Pavilion
208 S.E.
Yalhalla, New York 10595

SECONDARY Katherine Small, H.D.
INVESTIGATOR: Robert L. Yarrish, H.D.
West Chester County Medical Center
Macy Pavilion
208 S.E.
Valhalla, New York 10595

STUDY LOCATION: West Chester County Medical Center
Macy Pavilion
207 S.E.
Valhalla, New York 1059%

DATE STUDY INITIATED: April 1, 1985

DATE STUDY COMPLETED: In progress

239111
1/11/86
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Study 880

STUDY POPULATION: The study population consists of approximately 250
health care personnel of either sex (excluding pregnant
women), who are negative for HBsAg, anti-HBc and
anti-HBs, have a normal ALT level and have not
previously received any hepatitis B vaccine.

STUDY PROCEDURE: Health care personnel are assigned to one of the five
. lots of vaccine, stratified by sex and age, to assure
that recipients of each lot are similar. Approximately

fifty persons are assigned to each lot of vaccine.

Eligible study participants receive a 0.5 ml (10 mcg
HBsAg) dntramuscular injection of one of the five lots
of vaccine at 0, 1 and 6 months. Vaccine recipients
record their temperature and any local or systemic
complaints for five days after each injection of vaccine.

Blood samples are obtained from each study participant
approximately two weeks before the first injection of
vaccine. Post-vaccination blood samples are obtained at
1, 2, 3, 6, 1/8, 12 and 24 months.

A1l serum samples are assayed for HBsAg, anti-HBc, and
anti-HBs. ALT testing is performed on all
pre-vaccination and 2 month post-vaccination samples.
Samples may be tested for yeast antibody. 1In addition,
samples with an anti-HBs titer > 25 mIU/m1 may be tested
for anti-a and anti-d subtype specificity.

RESULTS: HEALTH CARE PERSONNEL

10 mcg Lot 81990D/18066/C-L215 at 0, 1, and 6 months
10 mcg Lot 81766B/18067/C~L216 at 0, 1, and 6 months
10 mcg Lot B81991D/18068/C-L217 at 0, 1, and 6 months
0, 1,
0, 1,

10 mcg Lot 81992A/18070/C-L219 at and 6 months
10 mcg Lot 819541/18071/C-L220 at and 6 months

2391172
1/17/86



00499

Study 880
RESULTS: (Cont.) 1. Number Vaccinated:
Injection No.
Lot 1 2 3
C-L215 48 48 40
C-L216 43 43 24
c-L2117 53 53 26
C-L219 46 46 25
C-L220 43 43 38

2. Serologic Results:

Serologic data at 7/8 months are available for 33
(lot C-L215), 24 (lot C-L216), 23(lot C-L217), 25
(lot C-L219) and 34 (lot C-L220) study
participants. At 7/8 months anti-HBs responses
are as follows:

GMT_(mIU/m})
% Anti-HBs Positive Al Responders
Lot S/ >2.1 mIU/ml >10 Vaccinees S/ >2.1 mIU/ml >10

C-1215 100(33/33) 94(31/33) §91.2  591.2 799.3
C-L216 100(24/24) 100(24/24) 1181.6 1187.6 1181.6
C-1217 96(22/23) 91(21/23) 345.8 476.4 593.6
C-L219 92(23/25) 92(23/25) 332.6 612.0 612.0
C-1220 100(34/34) 100(34/34) 1012.0 1012.0 1012.0

Anti-HBs responses at 1 through 7/8 months are
included in Tables 1-5.

23911/3
1/17/86



RESULTS:

23911/4
1/11/86

(Cont.)

Study 880

Clinical Results:

Clinical follow-up data are available for 233,
221, and 99 study participants following the
first, second and third injections of vaccine,
respectively. Clinical complaints and maximum
temperatures reported following each injection are
provided in Tables 6-15.

Clinical % Frequency By Injection No.
Complaint Lot 1 2 3

Injection C-L215 8(4/48) 13(6/46) 4(1/24)
Site C-L216 9(4/43) 5(2743) 9(1/1)
C-L217  11(6/53) 4(2/53) 0(0/17)
C-L219 17(B/46) 9(4/46) 6(1/17)
C-1220 0(0/43) 9(4/43) 7(2/30)

Systemic c-L215 2(1/748) 2(1/746) 4(1/24)
C-L216 17(8/43) 2(1/43) 0(0/11)
C-L217  13(7/53) 4(2/53) 0(0/17)
C-L219 9(4/46) 0(0/48) 6(1/17)
C-L220 1(3743) 5(2/43) 3(1/30)

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

ALT Elevations

One subject whose pre-vaccination ALT level was
normal had a transient elevated level of this
enzyme at 2 months post-vaccination. A follow-up
serum sample obtained 1 week later showed a
decreasing ALT. A reason for the ALT elevation
was not ascertained. The subject has not
developed anti-HBs after two injections of vaccine
and has not been reported to show any clinical or
serologic signs (HBsAg or anti-HBc) of hepatitis B
through 6 months of follow-up.
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Study 880

RESULTS: (Cont.) HBV Markers (Anti-HBc)

In two subjects, the 6 (C-L219) and 8 (C-L220)
month post-vaccination serum samples,
respectively, were borderline positive for
anti-HBc. A1l  previous serum samples were
negative for anti-HBc. The two subjects developed
anti-HBs at 1 and 2 months, respectively. Both
subjects have remained HBSAg negative and there
has been no report of clinical illness.

Events Reported to OoBRR

A 25 year-old female subject recorded a
temperature of 100.1°F several days after
administration of a second injection of vaccine
(lot C-L215). A CBC completed at that time
revealed a normal WBC with a normal differential
but a platelet count greater than 1 x 106/mm3
was noted. Bone marrow examination revealed
numerous megakaryocytes. A pre-existing
myeloproliferative disorder is considered the most
likely diagnosis.

23911/5
1/11/86



Table 1

Antibody Responses Among Initially Seronegative Health Care Personnel Following

Lot 81990D/18066/C-L215 at 0, 1, and 6 Months in Study 880

Yacc1nat1on with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine

_¥ with Anti-HBs GMT_(mIU/m1)
Time All Responders
(Months) S/N > 2.1 miu/m} > 10 Vaccinees S/N > 2.1 miv/ml > 10
1 Month 24 (11/46) 13 (6/46) 0.9 12.5 33.0
2 Months 76 (32/42) 50 (21/42) 11.1 30.0 711.5
3 Months 86 (32/37) 13 (271/37) 3N.9 58.7 95.4
6 Months 86 (31/36) 64 (23/36) 23.0 36.8 7.8
7/8 Months 100 (33/33) 94 (31/33) 591.2 591.2 799.3
23981/8
1/28/86
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Table 2

Antibody Responses Among Initially Seronegative Health Care Personnel Following

Vaccination with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine

Lot 81766B/18067/C-L216 at 0, 1, and 6 Months in Study 880

% with Anti-HBs GMT (mIU/ml)
Time AN Responders
(Months) S/N > 2.1 mIu/ml > 10 Vaccinees S/N > 2.1 mIU/ml > 10
1 Month 20 (8/41) 7 (3/41) 0.7 9.3 39.6
2 Months 86 (32/37) 65 (24/37) 14.4 25.2 45.4
3 Months 86 (25/29) 76 (22/29) 18.7 34.2 45.7
6 Months 100 (22/22) 100 (22/22) 51.5 51.5 51.5
7/8 Months 100 (24/24) 100 (24/24) 1187.6 1187.6 1187.6
2398179
1/28/86
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Table 3

Antibody Responses Among Initially Seronegative Health Care Personnel Following
Vaccination with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine
Lot 819910/18068/C-L217 at 0, 1, and & Months in Study 880

% with Anti-HBs GMT (mIU/m1)
Time All Responders

(¥Months) S/N > 2.1 mIU/ml1 > 10 VYaccinees S/N > 2.1 miU/ml > 10

1 Month 19 (10/52) 8 (4/52) 0.8 14.5 9.2

2 Months 75 (36/48) 58 (28/48) 12.1 33.6 58.8

3 Months 84 (32/38) 68 (26/38) 23.6 48.7 17.4

6 Months 87 (26/30) 17 (23/30) 21.5 53.5 69.7

7/8 Months 96 (22/23) 91 (21/23) 345.8 476.4 593.6

23981/10
1/28/86
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Table 4

Antibody Responses Among Initially Seronegative Health Care Personnel Following
Vaccination with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine
Lot B1992A/18070/C-L219 at 0, 1, and 6 Months in Study 880

1/28/86

% with Anti-HBs GMT (mIU/ml)
Time All Responders

(Months) S/N > 2.1 miU/ml > 10 Yaccinees S/N > 2.1 miu/ml > 10
1 Month 22 (10/45) 9 (4/45) 0.7 10.7 36.7

2 Months 64 (27/42) 40 (17/42) 6.3 21.2 69.1

3 Honths 66 (21/32) 59 (19/32) 9.5 51.7 63.9

6 Months 90 (27/30) 73 (22/30) 29.7 48.0 77.2
7/8 Months 92 (23/25) 92 (23/25) 332.6 612.0 612.0

23981/N
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Table 5

Antibody Responses Among Initially Seronegative Health Care Personnel Following

Vaccination with 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine

Lot 819541/18071/C-L220 at 0, 1, and 6 Months in Study 880

% with Anti-HBs GMT _(mIU/ml)
Time Al Responders
(Months) S/N > 2.1 mIU/ml > 10 Vaccinees S/N > 2.1 mIU/ml > 10
1 Month 40 (17/43) 21 (9/43) 1.7 14.6 63.8
2 Months 84 (36/43) 60 (26/43) 16.6 30.6 60.8
3 Months 97 (34/35) 83 (29/36) 50.5 55.6 84.8
6 Months 97 (37/38) 89 (34/38) 39.5 43.2 53.1
7/8 Months 100 (34/34) 100 (34/34) 1012.0 1012.0 1012.0
23981/12
1/28/86
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Table 6

.

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

sTuUDY + 0880

TREATMENT 1

LUOT WNUMBER : CL215

VOSE t 10 MCG
CLINICAL
COMPLAINTS

660000000000 000000C020C0G000COR0000Q

- +ON, LOCAL (INJECT. SITE)

“WRENESS

TENDERNESS

welot BODY/GENERAL
FATIGUE/WEAKNESS
ILLNESS, NOS

RESPIRATORY

RHINITIS

PERSONS WITH NO DATA

NUMBER
WITH
COMPLAINTS
00000 C8 Q00

4

( 8.3%)
3

( 6.3%)
1

( 2.1%)
1

( 2.1%)
1

( 2.1%)
.

( 2.1%)
1

( 2.1%)
]

( 2.1%)
1

( 2.1%)
5

( 10.4%)
43

{ 89,6%)
0

( 0.0%)

TOTAL VACCINEES ( 48 PATIENTS) - DOSE 1
DAYS POST VACCINATION
s] 1 2 3 4 3
0000000800|00000000006]60080200600|00600000000|0000800000|9000000000|0000000000

1 3 1 1 0 0

( 2.1%) ( 6.3%) ( 2.1%) ( 2.1%) ( 0.0%) ( 0.0%)
| 2 0 0 0 0

( 2.1%) { 4.2%) { 0.0%w) ( 0.0%) ( 0.0%) ( 0.0%)
0 1 1 1 0 0

( 0.0%) ( 2.1%) ( 2.1%) ( 2.1%) ( 0.0%) ( 0.0%)
0 1 1 1 0 0

( 0.0%) ( 2.1%) C 2.1%) ( 2.1%) ( 0.0%) ( 0.0%)
0 1 0 0 0 o

( 0.0%) ( 2.1%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%)
0 1 0 o 0 0

( 0.0%) ( 2.1%) ( 0.0%) ( 0.0%) ( 0.0%) ( o0.0%)
0 1 0 1] 0 0

( 0.0%) ( 2,1%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%)
0 0 1 1 0 0

( 0.0%) ( 0.0%) ( 2.1%) ( 2.1%) ( 0.0%) ( 0.0%)
0 0 1 1 0 0

( 0.0%) 0.0%) (« 2.1%) ( 2.1%)+| ( 0.0%) ( 0.0%)
1 4 2 2 ] 0

 2.1%) ( B8.3%) ( 4.2%) ( 4.2%) ( 0.0%) ( 0.0%)
47 44 46 46 48 48

( 97.9%) ( 91.7%) ( 95.8%) ( 95.8%) (100.0%) (100.0%)
0 0 0 0 (4] 0

( 0.0w) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%)

L0500



SYunv
THEATMENT
LUT NUMBER
NOSE

: 0880

: CL215
10 MCG

Table 6 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

LINICAL

WPLALINTS
“«:40000000C00000000000000000CC0D |00C0E0CR00

!ON8, LOCAL (INJECT. SITE)

s s LRY

\ JPER RESPIRATORY INFECT., NOS

VERLUNS WITH COMPLAINTS

[ S e e ] B T T T

PERLUNS WITH NO COMPLAINTS

PERSONS WITH NO DATA

4

( 8.7%)
4

( 8.7%)
1

( 2.2%)
1

( 2.2%)
1

( 2.2%)
5

( 10.9%)
a1

( 89.1%)
0

( 0.0%)

1
TITTITII

3

( 6.5%)
3

( 6.5%)
0

( 0.0%)
o]

( 0.0%)
s]

( 0.0%)
3

( 6.5%)
43

( 93.5%)
0

( 0.0%)

(

48 PAT

3
Pe0000C0RR

1

( 2.2%)
1

( 2.2%)
o

( 0.0%)
o

( 0.0%)
0

( 0.0%)
1

( 2.2%)
45

( 97.8%)
0

( 0.0%)

TENTS)

4
so0s0e0000

1

( 2.2%)
1

( 2.2%)
0

( 0.0%)
1]

( 0.0%)
0

( 0.0%)
L

 2.2%)
45

( 97.8%)
0

( 0.0%)

- DOSE 2

5
AT RSN R 2]

(1]

( 0.0%)
1]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( o0.0%)
0

( 0.0%)
46

(100.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
(Z TR RN RN U

6

( 13.0%)
6

( 13.0%)
1

( 2.2%)
1

( 2.2%)
1

( 2.2%)
]

( 13.0%)
40

( 8B7.0%)
[}

( 0.0%)
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L TunyY : 0880
TREATMENT ¢
1.LOT NUMBER : CL215

Table 6 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANY HEPATITIS B VACCINE

DGSE + 10 MCG
TOTAL VACCINEES (
‘NIraL N e T e Dy S
S AINTS ! 2
+ 1 1e0020000Q200 0003000 CO0CO0ORORC0 | 0000000000 | 20000000 ae|200epoBRse
v, LOCAL (INJECT, SITE) 1] 1 1
( 0.0%) ( 4.2%) ( 4.2%)
- ENESS (4] 1 1
( 0.0%) ( 4.2%) ( a.2%)
] 1] (1]
( 4.2%) ( 0.0%) ( 0.0%)
. JULY/GENERAL 1 1] 1]
( 4.2%) ( D0.0%) ( 0.0%)
LALAISE 1 (1] 0
( 4.2%) ( 0.0%) ( 0.0%)
PERSUNS WITH COMPLAINTS 1 1 '
( 4.2%) ( 4.2%) ( 4.2%)
PERSONS WITH NO COMPLAINTS 23 23 23
( 95.8%) ( 85.8%) ( 95.8%)
PERSONS WITH NO DATA (1] 0 0
( 0.0%) ( 0.0%) ( 0.0%)

3
ISR ER ¥

o

( D.o%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
o

( 0.0%)
24

(100.0%)
0

( 0.0%)

4
es0ccosboe

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
24

(100.0%)
0

( 0.0%)

5
sdecesovee

0

( 0.0%)
0

{ 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( D.0o%)
o

( 0.0%)
24

(100.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
080060080008

1

( 4.2%)
1

( 4.2%)
1

( a.2%)
1

( 4.2%)
1

( 4.2%)
1

( a.2%)
23

( 95.8%)
0

( 0.0%)
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Table 7

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATIVIS B VACCINE

STUDY t 0880
TREATMENT :
10T WUMBER : CL21S
DOSE t 10 MCG
| TOTAL VACCIMEES ( 48 PATIENTS) - DOSE 1 )
| B e e L -~
| DAYS POST VACCIHATION | NUMBER
HAX TEMPERATURE D e T - -- ————- | WITH
(DEG F, ORAL) | [} | 1 | 2 I 3 i 4 | 5 | | | HAX TEHP

aupnenrssrnerunysnrnnne | sunnnnnuns | nunannsnns | sonnnnnnne ] nrmeninen | W | wsnnearnie | et | pwsemn e | e uennneng

|
< 99 I 36 | 33 | 35 | 36 | 37 | 37 | | 25
: t 80.0%) | ( 86.62) : t 79.52) I ( 81.82) | t 88.172) :  92.57) | | t 55.62)
| | | |
99 - 99.9 i g | 7 | ° s | s | 3 | | 19
: U 17.87) : t 15.62) : t 20.52) : t 18.221 : ( 11.92) : t 7.572) { I ¢ 42.22)
|
100 - 100.9 | 1| o | o6 | o | o | o | i 1
o 222y 1 ¢ 8.020 0 ¢ 0.02) ) ¢ 0.02) | t 0.02) | € 0.02) : I € 2.22)
--- -1 -1 el | 1 -1 -=<| ——— e EEE R
TEMPERATURE TAKEN ] o5 | 45 | 46 | 4 | 42 | 60 | | 45
I € 93.82) | ¢ 93.8%) : C91.72) | ¢ 91.720) = ( 87.57%) : ( 83.37) : : ¢ 93.82)
D — DT B e et SRR ———— RS TN U ET——
TEMPERATURE NOT TAKEN | 3 | 3 | & | 6 | 6 | a | | 3
o 6.3 1 ¢ 6.320 1 ¢ 8.32) 0 ¢ 8.32) § ¢ 12.52) | € 16.72) | 1t 6.32)
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STUDY ¢ 0880
TREATHENTY :

LOT NWMBER ¢ CL215
DOSE ¢ 10 HMCG

Table 7 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ( 48 PATIENTS) - DOSE 2

MAX TEMPERATURE

-

DAYS POST VACCINATION

(DEG F, ORAL) 0

1 i 2 I 3 | % I 5 |

NUMBER
WITH
MAX TEHP

I 200360 30003 2000 M N N MUY I&li”ll!ll'll'!lllilll!III‘I!I!I]IIIII‘!I&!l&llll‘ﬂﬂ!ll!llnilﬂill'!*U&l!lﬁl!lll!#!'iil! BRI AM Y

|
|
|
|
l
]
|
|
I t 89.52)
|
|
|
|
|
|
|
|

28
« 73.72)

10

( 26.3%)
38

¢ 79.2%)

| |
< 99 3¢ | 35 | i3 | 35 | 3% | 32 I
I € 96.62) { t 86.8%) | ( 96.62) | € 97.32) : t 91.62) =
| | ]

99 - 99.9 6 | 2 | 5 | 2 | b O | 3 |
{ 10. srv I ¢ 5.42) { ( 13.27%) : t 5.4%) : (2.7 : { 8.67) :

S -1 - -
TEMPERATURE TAKEM 35 l 37 | 8 | 37 | 37 | 35 |
¢ 79.22) | € 77.12) : ( 79.272) : t 77.1%) : ¢ 772 | € 72.92) :

e - Jomsnmmeees | imsnmeme e | v s | e m————
TEMPERATURE NOT TAKEN 10 | n | 10 | 1| nm | 13 |
( 20.82) 0 ¢ 22.92) | ¢ 20.8%) ) € 22.9%) | ¢ 22.97y | € 27.14) |

10

|

|

| ......
|

| ¢ 20.8%)
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Table 7 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANY HEPATITIS B VACCINE

STUBY : 0880
TREATHENT :
LOT NUMBER @ CL21S§
DOSE 10 MCG
: TOTAL VACCINEES ( 40 PATIEN‘I’S) - DOSE 3 i
_____________ - - - - I
| DAYS POST VACCIMNATION | NUMBER
MAX TEMPERATURE {-- i -1 HITH
(DEG F, ORAL) | 0 l 1 | 2 { 3 | 4 | 5 | | | HAX TENP
353604202036 30 2 300 0439 3690 08 0600 S0 300003034 | 3033030203000 399030 | 36903020 08303630003 | 2930303030 20 303000 | 0390030 40 39 2030 90 | 0600 090000 58 P09 00 30 | 300832 363800 36200008 | SSUEDEI005 019300 [ 25009626 3001 3030000 | B MMM W B
| | | 1 | | | |
< 99 | n | 13 | 13 | 1w | 13 | i | | 8
} t 78.6%) : t{ 92.9%) : { 92.9%) : t 76.9%) | | 92.9%) : ( 91.74) } I € 87.1%)
|
99 - 99.9 | 3 1 1| 1 ) 3 | 1 | 1 ] | 6
I ¢ 21.42) : ¢ 7020 1 € 7.12) : 23.312) | t 7.4 : « 8.37) | | € G2.97)
----- | | sau=) i | e
TEMPERATURE TAKEN | 18 | 16 | 19 | 13 | 16 | 12 | | 16
1 ¢ 35.02) § ¢ 35.07%) | ¢ 35.07) : € 32.57) | ( 35.072) : ( 30.0%) I : t 35.07)
----- 1 [ | B o) P B ---
TEHPERATURE NOT TAKEN | 26 I 26 | 26 | 27 | 26 | 28 | | 26
I € 65.0%2) ) € 65.0%) | € 65.0%) | € 67.54) | ( 65.04) | ¢ 70.0%) | | € 65.0%)

21s00



Table 8

PATIENT COUNT CLINTCAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0880
TREATMENT T
T NUMBER  : CL216
ISE : 10 MCG
IMICAL
CWLAINTS
11 800088000200 0¢0000000000000CE
TIOM, LOCAL (INJECT. SITE)
RENESS
+:ERNESS

. = \VTHLEMA (REDNESS)

sWELLING

e e S ————————- - -

SYSTEMIC

VHOLE BOODOY/GENERAL

SWEATING

VATIGUE /WEAKNESS

HEADACHE

RESPIRATORY

RHINITIS

0
00906000000

2

( 4.7%)
2

( 4.7%)
0

( 0.0%)
1

( 2.3%)
1

( 2.3%)
2

( 4.7%)
)

( 2.3%)
1

( 2.3%)
0

( 0.0%)
4]

( 0.0%)
0

( 0.0%)
0

( 0.0%)

'
90000000060

1

( 2.3%)
0

( 0.0%)
1

( 2.3%)
0

( 0.0%)
o

( 0.0%)
3

( 7.0%)
2

( 4.7%)
0

( 0.0%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
0

( o0.0%)

DAYS POST VACCINATION

e 2000600
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
(4]
( 0.0%)
0
( 0.0%)
2
( 4.7%)
0
( 0.0%)
1]
( 0.0%)
0
( 0.0%)
1]
( 0.0%)
1
( 2.3%)
0
( 0.0%)

3
P00 000 0200
1
{ 2.3%)
1
( 2.3%)
o
( 0.0%)
o
( 0.0%)
0
( 0.0%)
3
( 7.0%)
|
( 2.3%)
0
( 0.0%)
0
( 0.0%):
1
( 2.3%)
3
( 7.0%)
2
( 4,7%)

4
00000000600

0

( 0.0%)
o

( o0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

t 2.3%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
[}

( 0.0%)

5
9o cdo0eeR

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
c

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( D0.0%)

NUMBER
WITH
COMPLAINTS
9000004000

4

( 9.3w%)
3

( 7.0%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
8

( 1B.8%)
3

( 7.0%)
1

( 2.3%)
1

( 2.3%)
2

( 4.7%)
3

( 7.0%)
2

( 4.7%)

21s00



Table 8 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

’

e e e e e e e e e e - " = = e = = = " o = - - = = ——— = = —

3TUDY 0880

TREATMENT :

LOT NUMBER : CL218

DOSE 10 MCG
CLINICAL
COMPLAINTS

8000000000000 000000000000000000008¢

PHARYNGITIS (SORE THROAT)
UPPER RESPIRATORY INFECT,, NOS
MUSCULOSKELETAL

ARTHRALGIA (OTHER)
DIGESTIVE SVSTEM

OIARRHEA

NAUSEA

"IERVOUS SVSTEM

VERTIGO/DIZZINESS

e - -

PERSONS WITH NO COMPLAINTS

FIRSOMS WITH NO DATA

TOTAL VACCINEES (

43 PATIENTS)

- DOSE

Co09eREGO0

0

{ o0.0%)
0

( 0.0%)
1

( 2.3%)
1

( 2.3%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.3%)
1

( 2.3%)
4

( 9.3%)
39

( 90.7%)
(1]

( 0.0%)

eo0s000C0Ce

0

( 0.0%)
\

( 2.3%)
0

( 0.0%)
0

( o.o0%)
2

( 4.7%)
2

( 4.7%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
4

( 9.3%)
39

( 90.7%)
0

( 0.0%)

2
000000 CO

0

( 0.0%)
\

( 2.3%)
0

( 0.0%)
(]

( 0.0%)
2

( 4.7%)
2

( 4.7%)
1

( 2.3%)
0

( 0.0%)
0

( 0.0%)
2

( 4.7%)
a1

( 95.3%)
(4]

( 0.0%)

0000000000

1

( 2.3%)
1

( 2.3%)
L}

( 0.0%)
o

( 0.0%)
1

( 2.3%)
1

( 2.3%)
0

( 0.0%)
0

( 0.0%)
‘0

( D.0%)
3

( 7.0%)
a0

( 93.0%)
0

( 0.0%)

4
660cs00000

0

( 0.0%)
0

( 0.0%)
0

( 0.0%m)
0

( 0.0%)
1

( 2.3%)
1

( 2.3%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.3%)
42

( 97.7%)
0

( 0.0%)

RoOGBO2000G

0

( 0.0%)
8]

( 0.0%)
o]

( 0.0%)
0

( 0.0%)
(1]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
43

(100.0%)
0

( 0.0%)

eSO 0QDCEOO

NUMBER
WIlTH

COMPLAINTS
sec0c0s00e

1

( 2.3%)
3

( 2.3%)
]

( 2.3%)
1

{ 2.3%)
4

( 9.3%)
4

( 9.3%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
9

( 20.9%)
aa

( 79.1%)
0

( 0.0%)

n1G00



STuoy : 0880
TREATMENT ¢

LOT NUMBER + CL218
DOSE : 10 MCG

Table 8 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS

$8020¢0000000002000CCCRO0CACRCRGOGS

REACTION, LOCAL (INJECT.

INFLAMMAT ION

SORENESS

wWHOLE BODY/GENERAL

FATIGUE/WEAKNESS

“EADACHE

- SEIPATORY

FHINITIS

TEEIUHMS WITH NO COMPLAINTS

..o WITH NO DATA

0
¢so0esossee

1

( 2.3%)
1

( 2.3%)
0

( 0.0%)
o

( o0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.3%)
42

( 97.7%)
0

( 0.0%)

1
tedd0ed0se

0

( 0.0%)
0

( 0.0%)
0

( o0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
43

(100.0%)
0

( 0.0%)

2
o0 eco0C00

0

( 0.0%)
0

( 0.0%)
1]

( 0.0%)
0

( 0.0%)
o

( 0.0%)
1]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
43

(100.0%)
0

( 0.0%)

3
A AN 2 S NN E )

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
o

{ 0.0%)
0

( 0.0%)
43

(100.0%)
0

( 0.0%)

4
AR AN T RN NN ]

(4]

( 0.0%)
0

( 0.0%)
o

( 0.0%)
1

( 2.3%)
(4]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
42

( 97.7%)
0

( 0.0%)

ogocooesR G
1

( 2.3%)
o]

( 0.0%)
]

( 2.3%)
'

( 2.3%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
0

( 0.0%)
o

( 0.0%)
1

( 2.3%)
42

{ 97.7%)
1]

( 0.0%)

NUMBER
WITH
COMPLAINTS
coeoeoco e

2

( 4.7%)
1.

( 2.3%)
1

( 2.3%)
'

( 2.3%)
'

( 2.3%)
1

( 2.3%)
1

( 2.3w)
1

( 2.3%)
)

( 2.3%)
2

( 4.7%)
a1

( 95.3%)
0

( 0.0%)

SIS00



PATIENT COUNT CLINICAL COMPLAINTS

Table 8 (wont.)

RECOMBINANT HEPATITIS B VACCINE

STuDY 0880
TREATMENT
LOT NUMBER cL216
LOSE 10 MCG
CLINICAL
COMPLAINTS
1489400008006 6000006000300000 0080000
HEALTION, LOCAL (INJECT. SITE)
SORENESS

FERSUNS WITH NO DATA

18 PATIENTS)

- DOSE 3

0
sogd2t0geD
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
1
(100.0%)
0
( 0.0%)

1
LI EZ 2R AN R ¥ 3
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
1"
(100.0%)
0
( 0.0%)

2
ssveecesse

1

{ 9.1%)
1

( 9.1%)
1

( 9.1%)
10

( 90.9%)
0

( 0.0%)

3
soss0¢s8es

0

( 0.0%)
0

( 0.0%)
(4]

( 0.0%)
1M

(100.0%)
0

( 0.0%)

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
AR ]

(100.0%)
(1}

( 0.0%)

0

( 0.0%)
0

( 0.0%)
0

( o0.0%)
"

(100.0%)
0

¢ 0.0%)

NUMBER
WITH
COMPLAINTS
e000ens0ne

( 9.1%)
1

( 9.1%)
1

( 9.1%)
10

( 90.9%)
0

( 0.0%)

91500



STUDY ¢ 0880
TREATHENT :

LOT NUMBER ¢ CL216
DOSE : 10 HCG

Table 9

PATIENT COUNT MAXIMUM TEMPERATURES

RECOMBINANT HEPATITIS B8 VACCINE

TOTAL VACCINEES (

43 PATIENTS) - DOSE 1

-

I
|
I DAYS POST VACCINATION | NUMBER
MAX TEMPERATURE ] - -- |  MITH
{DEG F» ORAL) | 0 | 1 | 2 | 3 I 4 i 5 | | | MAX TEMP
LI DL U695 3626 3 06 M DEUEPE 0 600 36004 00 908 | 2936 36 34 4033 36 0008 | 3633w 000836 000 3906 | 363830 30230 00 30300 | e ne e e ey | L T e B e T T e T T
) | I | 0
< 99 | 33 | 33 | 33 30 I 33 | 30 I 29
| € 94.37) = t 94.32) : t 97.172) | ( 93.8%) : (100.0%) | (100.0%) = ( 82.92)
I |
99 - 99.9 | 2 | 2 | 1 | 2 | [ | [ | 1 6
te 5722010 s.720 bt 2.92) | ¢ 6.37) = « 0.07) : t 0.07) | = ( 17.17)
----------------- -- | | el | ———— ——— -— o BT EE e
TEMPERATURE TAKEN | 1z | 35 34 32 | 33 | 30 | | 35
| 81.42) | € 81.4%) : 7912 | € 76,67%) | ¢ 76.77) = { 69.8%) : ( 81.47)
= | e | ey i com|mmccnccncn | e ancna ———m——
TEMPERATURE NOT TAKEN | 8 | 8 | 9 | 1 | 10 | 13 | 8
|t 18.6%2) | ¢ 18.6%) | € 20.94) | € 25.6Z) | € 23.3Z2) | ( 30.2%) | 1 18.67)

L1500



STUDY : 08680
TREATHENT :

LOT NUIBER t CL216
DOSE t 10 MCG

Table 9 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ( &3 PATIENTS) - DOSE

2

|
|
| DAYS POST VACCINATION | NUMBER
MAX TEMPERATURE Jomeememee -- T SRS | WITH
(DEG F, ORAL) | ] i 1 I 2 | 3 | 4 I 5 I | HAX TENP
HSE 393603 20 20338 3026 30 36 96 39 22000 00 70003908 | 320090 00303000 309092 [ 365000 305 50 0900 030 | 2496303036 3035 00 3000 | 3008 20003038 3030 30 00 | 5203007 2690 10309038 [ 2903808304020 30 2038 | 2990 263000 2000 150000 | 400020 0026 b0 R0 2t | TR AU P20
| I | | | I | ]
< 99 | 23 | 22 | 22 | 21 | 21 | 19 | | 20
| ¢ 92.02) § €100.0Z) | ( 92.74) | € 95.5%) | ( 95.5Z) | ¢ 90.5%Z) | | € 80.02)
| | I | | | | |
99 - 99.9 | 2 | o | 2 | 1 | 1 | 2 | 1 [4
¢ 802y [ € 0.02) L € 8320 1 € 452 | ¢ &.52) | U 9.52) | § ¢ 20.02)
——— |mmemeane | I e R |-=mememaan Jommrmmnene S EERTE TR
TEMPERATURE TAKEN | 25 | 2z | 26 | 22 | N | 21 | | 25
| ¢ 58.12y | € 51.2%) | ¢ 55.8%2) | ( 51.27%) | ( 51.2Z) | € &8.8%) | It 58.12)
- | i I | === et BT | | —-—-
TEMPERATURE NOT TAKEN | b - | 21 | 19 | 21 | 21 | 22 | i 18
| € 91.9Z) | ¢ 48.8%1 | € 44.2%) | ( «8.8%) | U 48.82) | € 51.27%) | b 61.97)

81500



Table 9 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0880
TREATMENT H
LOT NUMBER t CL216
DOSE : 10 MC6
{ TOTAL VACCINEES ( 18 PATIENTS) - DOSE 3 1
—p— - - ; S |
| DAYS POST VACCINATION I wuMBER
MAX TEMPERATURE |== e e messs e e e et ———————— I WITH
(DEG F, ORAL) | 0 | b | | 2 | 3 l 4 ] 5 I | | MAX TEMP
CECE TR TPEPRPTPECT P D] PEETEEPETEY FEETENTIEE PEPCEERIP P PEPTTETT T ERPPTEEET FEPPTTTU TP PERPEPUES T EEITEET T EU TP
| | | I ! i
< 99 | 5 5 | 6 | 6 | 6 | 5 | 13
: ( 83.3%Z) | t 83.3%) = 1{100.0%} = (100.0%) : (100.0%) : (100.0X) : | ¢ 83.32)
!
99 - 99.9 | 1 1 | o | o | o | 6 | | 1
1 € 16.72) | € 16.72) : t 6.02y | ¢ 0.02) = t 0.02) : { 0.04) : | € 16.72)
Joemooe e e | St ST ——— - e
TEMPERATURE TAKEN | [ 6 | 6 | 6 | 6 | 5 | | 6
} ( 33.32) | ¢ 33.32) = € 33.32) | ( 33.32) : ¢ 33.32) | ¢ 27.8%) : : ( 33.3%4)
TEMPERATURE NOT TAKEN | 12 12 | 2 | 12 | 12 | 13 | i 12
1€ 66.72) 1 € 66.72) | ( 66.72) | € 66.77) 1 € 66.72) 1 € 72.272) | I € 66.7%)

61500



STuoy
TREATMENT
LOT NUMBER
DOSE

1+ 08BO

; cL217
10 MCG

Table 10

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS
499000000000 00000000800028208600000¢

REACTION, LOCAL (INJECT, SITE)

RULINE

BODY/GENERAL

-~ IGUE/WEAKNESS

nw ~DACHE

1L 1 IOUS SYNDROMES

UHPES LABIALLIS, RECURRENT

. 1ORY

1MRYNGITIS (SORE THROAT)

i JSKELETAL

0
c¢ccecdene

4

( 7.5%)
[¢]

( 0.0%)
4

( 7.5%)
3

( S5.7%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
o

( 0.0%)
o

( o0.0%)
'

( 1.9%)
1

( 1.9%)
2

( 3.8%)

c0oco0ReERD
1
( 1.9%)
0
( 0.0%)
1
 1.9%)
3
{( s5.7%)
1
{( 1.9%)
1
( 1.9%)
1
( 1.9%)
]
( 1.9%)
1
( 1.9%)
o
( 0.0%)
1]
( 0.0%)
0
( 0.0%)

cosdeseone

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 1.9%)
1

( 1.9%)
1

( 1.9%)
o

( 0.0%)
o

( 0.0%)
o

( 0.0%)
(o}

( o0.0%)
[¢]

( 0.0%)
0

( 0.0%)

3
8800800000

0

( 0.0%)
0

( 0.0%m)
0

( 0.0%)
1

( 1.9%)
1

( 1.9%)
1

( 1.9%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)

4
egsdooees0 G

1

( 1.9%)
1

( 1.8%)
0

( 0.0%)
2

( 3.8%)
1

( 1.9%)
0

( 0.0%)
1

( 1.9%)
(o]

( 0.0%)
0

( 0,0%)
0

( 0.0%)
(0]

( 0.0%)
0

( 0.0%)

5
cegedgecto

0

( 0.0%)
0

( 0.0%)
[}

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
(4]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1]

( 0.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
00 00c 00020

6

( 11.3%)
1

( 1.9%)
5

( 9.4%)
7

( 13.2%)
3

( 5.7%)
2

( 3.8%)
2

( 3.8%)
1

( 1.3%)
1

( 1.9%)
1

¢ 1.9%)
1

( 1.9%)
2

( 3.8%)

02500



STUDY
TREAIMENT :
1.OT NUMBER cL217
NOSE : 10 MCG

0880

Table 10 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS

RECOMBINANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS
€220000000000000000000000000000 8000
NECK PAIN
ARM PAIN
CIGESLTIVE SYSTEM

ABDOMINAL PAINS/CRAMPS

HAUSEA

'

( 1.9%)
1

€ 1.9%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
6

( 11.3%)
47

( 88.7%)
0

( 0.0%)

eccotcooD

0

( 0.0%)
0

( 0.0%)
1

( 1.9%)
!

¢ 1.9%)
0

( 0.0%)
4

( 7.5%)
49

( 92.5%)
0

( 0.0%)

2
o000 00RORD
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
1
( 1.9%)
52
( 98.1%)
0
( 0.0%)

3
codGoS e Qe

o

( 0.0%)
0

[ 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
!

( 1.9%)
52

( 98.1%)
0

( 0.0%)

4q
¢od0cceLn0

0

( 0.0%)
0

( 0.0%)
1

( 1.9%)
o

( 0.0%)
1

( 1.9%)
3

( S5.7%)

0

( 0.0%)
1]

( 0.0%)
0

( 0.0%)
0

( o0.0%)
(1]

( 0.0%)
o

( 0.0%)

5

(100.0%)
1]

( 0.0%)

toodagdene

NUMBER
WITH
COMPLAINTS
s0cost00ne

1

( 1.9%)
1

( 1.9%)
2

( 3.8%)
1

( 1.9%)
1

( 1.9%)
12

( 22.6%)
41

( 77.4%)
0

( 0.0%)

12500



0880

L2217
'0 MCG

Table 10 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL

COMPLAINTS

CCTOROVIVNOORVG00ERICOYQCOEOCEBOGO0OD

REACTION,

LOCAL (INJECT.

PAIN ON INJECTION

SORENESS

WHOLE BODY/GENERAL

FATIGUE/WEAKNESS

MALAISE

HEADACHE

MUSCULOSKELETAL

NECK STIFFNESS

SITE)

PERSONS WITH NO COMPLAINTS

(o]
(RN NN B N-¥ ]

2

( 3.8%)
0

( 0.0%)
2

( 3.8%)
1

( 1.9%)
1

( 1.9%)
1

( 1.9%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
2

( 3.8%)
51

( 96.2%)

1
ccoCeo0E0
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
1
( 1.9%)
1
( 1.9%)
0
( 0.0%)
¢ *
{ 1.9%)
|
( 1.9%)
0
( 0.0%)
0
( 0.0%)
)
( 1.9%)
52
( 98.1%)

2
e000Q0000T

o

( 0.0%)
o]

( o0.0%)
0

( 0.0%)
1

( 1.9%)
1

( 1.9%)
0

( 0.0%)
0

( 0.0%)
1

( 1.9%)
\

( 1.9%)
1

( 1.9%)
1

( 1.9%)
52

( 98.1%)

(P AR ZN K]
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
2
( 3.8%)
1
( 1.9%)
0
( 0.0%)
0
( 0.0%)
1
( 1.9%)
1
( 1.9%).
'
( 1.9%)
2
( 3.8%)
51
( 96.2%)

4
cedocRQRRQ

(1]

( 0.0%)
(1]

( 0.0%)
]

( 0.0%)
(1]

( 0.0%)
0

( 0.0%)
o]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
(4]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
53

(100.0%)

5
[ ET T EREERE T

1

( 1.9%)
1

( 1.9%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 1.9%)
52

( 98.1%)

NUMBER
WITH
COMPLAINTS
[ AR RN NN NN

2

( 3.8%)
)

( 1.9%)
2

( 3.8%)
2

( 3.8%)
1

( 1.9%)
1

( 1.9%)
1

( 1.9%)
1

C 1.9%)
2

( 3.8%)
2

( 3.8%)
2

( 3.8%)
51

( 96.2%)

22500



Table 10 (cont.)

.

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

S : 08B0
I [ TR
HJUAIBER : CL217
tnr : 10 MCG
| TOTAL VACCINEES ( 53 PATIENTS) - DOSE 2
DAYS POST VACCINATION | NuMmBER
CLINICAL [ s i 8 s S e i R S R B e e S et e e |  wiTH
COMPLAINTS | 0 | 1 | 2 | 3 ] | 5 |comPLAINTS
0090000 ¢0000¢ 000003 0CECPOCERCOCYO0OCO| 000000000 R t‘..“.'...'...C...O.ol‘t.h..t..‘lﬁlt.‘..‘.‘ 0eo0d600e0 O ‘tlo..""'.‘...‘t...
........................... (O [P ———— ----------‘----------'-___----_..l__---_.._-_ s i s
PERSONS WITH NO DATA 0 0 | 0 | 0 0 | 0 | 0
( 0.0%) ( 0.0%) | ( 0.0%) | ( 0.0%) ( o.0%) | ( o0.0% | | ( o0.0%)

£2S00



Table 10 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

W : 0880
wie TWENT H
17 NUMBER cL217
GG SE : 10 MCG
CLINICAL
COMPLAINTS

G022 0000002 ¢ESQRRYCEOGERRO0C2BCRTND

PERSONS WITH NO DATA

0
T
0
( 0.0%)
17
(100.0%)
]
( 0.0%)

0

( 0.0%)
17

(100, 0%
0

( 0.0%)

0

( 0.0%)
17

(100.0%)
0

( 0.0%)

26 PATIENTS)

0

( 0.0%)
17

(100.0%)
0

( 0.0%)

- DOSE 3

0

( 0.0%)
'7

(100.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
tudoocssoe

\7

72S00



Table 11

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITJS B VACCINE

sToy t 0880
TREATMENT ]

LOT NUMBER : CL217
DOSE 10 MC6

TOTAL VACCINEES ( 53 PATIENTS) - DOSE 1

l
DAYS POST VACCINATION I  NUMBER
o}

HAX TEMPERATURE R WITH
(DEG F, ORAL) (] ! i | 2 | 3 { 4 | 5 I I I MAX TEMP

FH04 0990320426 24 56 3400 9020 360600 20 34 3000 20309030 | seonsnnnaeseserennie | waorinatsr mear e | ovsrnesei o snan st | ecesnsesesesnsese e (| seveanstsanasarisse | 260006080 ae0 2600 0n | a6 anananenanar sened | 20000000 3030 1000 1036 [ 430 2602436208

< 99 3

]
|
\
|
|
|
| |
| 6 | | 33 | 35 | 35 | 33 | 1 29
: ( 89.52) : (100.0%) : € 86.8Z) | 1 92.17) | U 94.6%) } « 94.32) } | € 76.32)
| | |
99 - 99.9 | s | o | ¢ | 3 | 2 | 2 | I 8
I € 10.52) | ¢ 0.0Z%) : (10.52) | € 7.92) | ¢ 5,420 | ¢ 5.72) | I ¢ 211
| | I | | | i
100 -~ 100.9 | o | o | 1 | o | o | o | | 1
: € 0.02) | ¢ 0.02) [ ¢ 2.64) 1 ¢ ©0.074) | ¢ 0.04) : C 0.02) { : t 2.6%)
——-- | -1 | 1 -1 -
TEMPERATURE TAKEN | 38 | 38 | 38 | 8 | 37 | 35 | ] 38
: { 70.72) l ¢ 71.72) : C70.72) 1 € 70,720 | 1 69.87) : { 66.0%) : :  71.772)
PR DU — | -__-l--__ mrwaae
TEMPERATURE MOV TAKEN | 15 | 15 | 15 | 15 | 16 | 18 | | 15
| ¢ 28.32) | € 28.32) | € 28.32) | € 28.372) | ¢ 30.22) | ¢ 36.02) | It 28.32)

§2S00



Table 11 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCIME

STUDY : 0880
TREATMENT :
LOT WUMBER : CL217
DOSE ! 10 MCG
) TOTAL VACCINEES ( 53 PATIENTS) - DOSE 2 |
| e -——— |
| DAYS POST VACCIMNATION | NUMBER
MAX YEWMPERATURE D T ] WITH
(DEG F, ORAL) | 0 1 | 2 3 | 6 | 5 | | MAX TEMP
I!II!II!I!'II!IIII!I'".|!Illi¢llld|l‘¢|ililli|Illlﬂll.l‘|l¥'lll!llll‘l!!!!l'll|!Iﬂllillll|ll!!lllll!|lllllllll'l"&!llll&l
| | I i I |
< 99 | 28 | 27 | 28 | 27 | [ | 23 | | 23
I € 87.52) | € 87.1%) | € 96.62) | ¢ 96.4%) | ¢ 89.32) | ¢ 88.57) | 1 € 71.92)
I | | | | | | |
99 - 99.9 | 6 | 4 | T | 1 | 3 1 ez | | 8
| € 12,52 | € 12.9%) : t 3.62) | ¢ 3.62) : t10.72) | € 7.70) : | ¢ 25.02)
| I | B | |
102 - 102.9 I e | o | o | e | o 1 1 | | 1
b ¢ 9.02) § € ©0.02) | U 9.02) : t 6.02) 1 ¢ 0.0%2) 1 ¢ 3.8 | ) € 3.2
----------------- | | | | i e | (EEE -
TEMPERATURE TAKEN | 32 | i | 29 | 28 | 28 | 26 | | 32
1 € 60.62) | € 58.52) | € 84.72) | ( 52.82) | ¢ 52.82) | ¢ 49.1%) | ) € 60.a%)
------ -- |-- ) === |=eem | e | | {-- ———-
TEMPERATURE NOT TAKEN | 21 | 22 | 26 | 25 1 [ | 27 | | 21
1 ¢ 39.62) | € 1.52) | € 85.32) | ( &47.2Z%) | ¢ &7.22) | ¢ 50.9%) | 1 € 39.67)

92500



Table 11 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0880
TREATMENT -
LOT MUMBER : CL217
DOSE : 10 MCG
| TOTAL VACCINEES ( 26 PATIENTS) - DOSE 3 |
| e - |
| DAYS POST VACCINATION | NUMBER
HMAX TEMPERATURE e e e - I MITH
(DEG F,. ORAL) | 0 | 1 | 2 i 3 ] % | 5 I | | MAX TEMP
!‘III!I!!IIU'I!I*'III&II|&'llﬂlll“II&"&I!I’I'I*II"II"'I&QKII!II"'N!!'.N'I!|Q!l&l!llil"“i'll!ll|Nillh!lﬂlhll!‘lllli‘ﬂ
| | i | l | | |
< 99 | s | s | 5 | 5 |1 5 | 5 | | 5
| ¢100.0%) | €100.02) { (100.0%) | €100.02) | (100.0%) | (100.02) | | (100.02)
------------------------ | e et EEE e P BT | J---- et EEEE TR
TEMPERATURE TAKEN | s | | 5 | 5 |0 s | 5 | ) 5
1 ¢ 19.22) | t 19.220 { « 19.27) { € 19.22) | € 19.2%) : t 19.2%) | : U 19.2%)
------------------ |---- | —— -——- - --= - ———
TEMPERATURE MOV TAKEN | 21 | 21 | 21 | 21 | 21 | 21 | i 21
|1 ¢ 80.8%) | ¢ 80.8%) | ¢ 80.8%) | ¢ 80.82) | ¢ 80.8%) | ¢ 80.8%) | | ( 80.82)

L2500



STuby :
TREATMENT :
LOT NUMBER t
DOSE

0880

cL219
10 MCG

Table 12

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS
PPONEDO00NG00R0000E000G00000000000

REACTION, LOCAL (INJECT, SITE)

“ 1 £ BODY/GENERAL
SWEATING
© T4 lRATORY
“INUSITIS
PHARYNGITIS (SORE THROAT)
UPPER RESPIRATORY INFECT,,

NOS

GIGESTIVE SYSTEM

0000000 0OD

8

( 17.4%)
2

( 4.3%)
5

( 10.9%)
1

( 2.2%)
1

( 2.2%)
1

( 2.2%)
1

( 2.2%)
0

( 0.0%)
(1]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.2%)

'
Pe00OOBCEO O

2

( 4.3%)
0

( 0.0%)
2

( 4.3%)
0

( 0.0%)
1

( 2.2%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
[\}

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.2%)

DAYS
(EEEE TR RN

1]

( 0.0%)
0

( 0.0%)
]

( 0.0%)
(1]

( 0.0%)
2

( 4.3%)
b}

( 0.0%)
(1]

( 0.0%)
2

( 4.3%)
(1]

( 0.0%)
[

( 2.2%)
2

( 4.3%)
o

( 0.0%)

POST VACCINATION
3
seoososcoe

o

( 0.0%)
4]

( 0.0%)
(]

( 0.0%)
]

( 0.0%)
2

( 4.3%)
0

( 0.0%)
0

( 0.0%)
2

( 4.3%)
1

( 2.2%)
0

( 0.0%)
. .

( 2.2%)
0

( 0.0%)

4
G000 O0ORSS

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
1

( 2.2%)
a

( 0.0%)
0

( 0.0%)
)

( 2.2%)
]

( o0.0%)
0

( o0.0%)
1

( 2.2%)
0

( 0.0%)

5
IR XN E NN T

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%})
0

( 0.0%)
0

( 0.0%)
" °

( 0.0%)
0

( 0.0%)

NUMBER
WITH
COMPLALINTS
soee00CeCY

8

( 17.4%)
2

( 4.3%)
5

( 10.9%)
1

( 2.2%)
a

( 8.7%)
1

( 2.2%)
1

( 2.2%)
2

( 4.3%)
)

( 2.2%)
1

( 2.2%)
2

( 4.3%)
2

( 4.3%)

82500



S3TULY
TREATMENT

LOT NUMBER H
00SE :

0880

cL219
10 MCG

Table 12 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS 8 VACCINE

CLINICAL
COMPLAINTS
SR0EPCBBLR0CE00008000000000000008

DIARRHEA

NAUSEA

HGMITING

e WS wiTH NO COMPLAINTS

INS WITH NO DATA

v

cateo0GO PO

0

( 0.0%)
1

( z.2%)
0

( 0.0%)
8

( 17.4%)
38

( 82.6%)
0

( 0.0%)

TOTAL VACCINEES (

- - - - - - - - - = - = - " ——

caoed9etR0

1

( 2.2%)
o

( 0.0%)
1

( 2.2%)
3

( 8.5%)
43

( 93.5%)
0

( D.O%)

46 PATIENTS)

DAYS POST VACCINATION

2
eodo0600000Q

1]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
2

( 4.3%)
44

( 95.7%)
0

( 0.0%)

3
80000008 RD

0

( 0.0%)
1]

( 0.0%)
o

( 0.0%)
2

( 4.3%)
a4

( 95.7%)
0

( 0.0%)

4
seceogoo0eR

[}

( 0.0%)
0

( 0.0%)
0

( 0.0%)
\

( 2.2%)
45

( 97.8%)
0

( 0.0%)

- DOSE 1

5
eE0QO oGO OG
i}
( 0.0%)
0
( 0.0%)
o
( o0.0%)
0
( 0.0%)
46
(100.0%)
1]
( 0.0%)

LR RN 2-N -2

NUMBER
WITH
COMPLAINTS
otd0RRGQ O

1

 2.2%)
1

( 2.2%)
1

( 2.2%)
10

( 21.7%)
36

( 78.3%)
o

( 0.0%)

62500



STuby

TREATMENT 1
LOT NUMBER '

DOSE

HWEACTION,

110

0880

cL21v9

:+ 10 MCG

CLINICAL
COMPLAINTS
80000000 QOOPODUOREDOCOOS0090O0OOO

WITH NO DATA

LOCAL (INJECT.

SITE)

Table 12 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS

3

( 6.5%)
3

( 6.5%)
0

( 0.0%)
3

( 6.5%)
43

( 93.5%)
0

( 0.0%)

( 2.2%)
0

( 0.0%)
1

( 2.2%)
!

( 2.2%)
45

( 97.8%)
0

( D.0%)

2
tgdecos00

0

( 0.0%)
o

( 0.0%)
0

( o0.0%)
0

( 0.0%)
a6

(100.0%)
0

( 0.0%)

RECOMBINANT HEPATITIS 8 VACCINE

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)

0

( 0.0%)
o

( 0.0%)
o

( 0.0%)
0

( 0.0%)

(4]

( 0.0%)
o

( 0.0%)
(4]

( 0.0%)
[

( o0.0%)
46

(100.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
oadds00e0 0

4

( 8.7%)
3

( 6.5%)
1

( 2.2%)
4

( 8.7%)
42

( 91.3%)
o

( 0.0%)

08500



STuUDV
TREATMENT
LOT NUMBER
DOSE

o880

cL219
10 MCG

PATIENT COUNT CLINICAL COMPLAINTS

Table 12 (cont.)

RECOMBINANT HEPATITIS 8 VACCINE

CLINICAL

COMPLAINTS

2400008002900 0000090CCVRPRORQCEORED

PCLCTION, LOCAL (INJECY.

vVl

HEADACHE

ter ¢:INS WITH COMPLAINTS

aLDbvY/GENERAL

SfEsoHS WITH NO DATA

SITE)

TOTAL VACCINEES ( 21
DAYS POST VACCINATION
2 3 4

00003000090 | 0000000000 0000000202 | 0200000020 | 00000000
0 1 0 0 0

( 0.0%) ( 5.9%) ( 0.0%) ( 0.0%) ( 0.0%)
0 1 V] 0 0

( o0.0%) ( 5.9%) ( 0.0%) ( 0.0%) ( 0.0%)
1 ' ' 1 '

( 5.9%) ( 5.9%) ( 5.9%) ( 5.9%) ( 5.9%)
1 1 1 1 1

( 5.9%) ( 5.9%) ( 5.9%) ( 5.9%) ( 5.9%)
1 1 1 1 |

( 5.9%) ( S.9%) { 5.9%) ( 5.9%) { 5.9%)
1 2 ) 1 1

( 5.9%) ( 11.8%) ( 5.9%) ( 5.9%) ( 5.9%)
16 15 16 18 16

( 94.1%) ( 88.2%) ( 94.1%) ( 94.1%) ( 94.1%)
0 0 0 o 0

( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%) ( 0.0%)

5
ooQecoC0000

0

( o0.0%)
0

( 0.0%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
18

( 94.1%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS

o90ccaQeD O

( 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
1

( 5.9%)
2

( 11.8%)
15

( 88.2%)
0

( 0.0%)

1€500



Table 13

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANY HEPATITIS B VACCINE

STUDY : 0880
TREATMENT :
LOT NUMBER : CL219
DOSE : 10 MCG
I TOTAL VACCINEES ( 46 PATIENTS) - DOSE 1 |
| et L e PP T P e --1
| DAYS POST VACCINATION | MUMBER
MAX TEMPERATURE T e e D - |  WITH
(DEG F, ORAL) I (] I 1 | 2 | 3 | & | 5 | | I MAX TEMP
BSAEIEE 00516 0 2408 25 00 24000 20 0520 20 20 26 00000 | D00000 062000 390000 00 | 052000002520 3200646 | 2400 20362000 002 200 | 3830 0938 000 2090 02 3¢ [ 0E 1200900000 09 050038 | 209600353030 06409598 | 29055 09 07 2630 15 054% | 09 20 0S8 3 RSN | 0E 08 R REIE R NI M
] | | | I | | |
< 99 | 33 | 35 | 36 | S S | 36 | 33 | | 26
| € 86.82) | ¢ 9%.62) | € 90.9%) | ( 86.12) § ¢ 91.92) | ¢ 97.1%) | I t 68.47)
| | | | ! | 1
99 - 99.9 | 5 | 2 | 3 | 5 | 3 | ) S| | 12
I cs.22y 1 ¢ 5.6 |t 8.32) | € 13.92) : t 8.z | € 2.9 | 1t 31.6%)
—————————— --- {--- | -] | cee- |mememmnmen ] |-- --
TEMPERATURE TAKEN | 38 | 37 | 37 | 36 | 37 | 36 | | 38
I ¢ 82.6%) | ¢ 80.4%) | C 80.4%) | U 78.3%) = ( 80.4%) | € 73.9%) | | t 82.67)
------------ - | -=}-- | == B B Bt e I -- J---
TEMPERATURE NOV TAKEN | 8 9 | 9 1 10 | 9 | 1z | ] 8
I C17.62) | € 39.6%2) | ¢ 19.6Z) | € 21.72) | € 19.6%) | € 26.0%2) | 1 t 17.47)

21500



STUDY : 0880
TREATMENT :

LOT NUHBER : CLa219
DOSE : 10 MCG

Table 13 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCIMNE

TOTAL VACCINEES ( 46 PATIENTS) - DOSE 2

DAYS POST VACCINATION | NUMBER
MAX TEMPERATURE [ e e et T T |  WITH
(DEG F, ORAL) I ] i 1 | 2 | 3 { 4 I s | I MAX TEWP
THSURR0I0 RIS 2008 2000 0000 200 T 00 2 20U 300 0000 | 200030000036 90905638 | 3990399000 9090 2030 3¢ | W03 0000 200000008 | 30t 0000 26 2s 00000 0e | 00300008 0000 i sn i [ 203090305 4005 3030 40 | 04 3907 0000 21 082008 | 4R 00002030 2000 2000 [ 22060 00 203008
| | | | I 1
< 99 | 23 | 2¢ | 21 | 25 | 19 | 20 | § 17
I ¢ 88.52) | t 92.32) | ¢ 80.87%) | ¢ 96.27%) : t 73172 : t 87.02) | I t 65.4%)
| I | I | |
99 - 99.9 | 3 1 2 | 5 | 1 | 7 1 3 | i 9
1182y | ¢ 7.729 1 ¢ 19.22) | € 3.872) | ( 26.9%) { ( 13.072) | : ( 36.67)
----------------- | - [} § | -——— ——|--- ——————————
TEMPERATURE TAKEN | 26 | 26 | 26 26 | 26 | 23 | ] 26
| € 56.52) | € 86.52) [ ¢ 56.52) | ¢ 56.52) | ¢ 56.52) | t 50.02) | I t 56.57)
_________ — -1 vl [ P | et (P S R [ PR SECAS
TEMPERATURE NOTV TAKEN | 20 | 20 | 20 | 20 | 20 | 23 | I 20
| € 63.52) | ¢ ©3.52) | € 43.5%) | ¢ 43.52) | ¢ 43.5Z) | ( 50.0Z) | I € 43.57)

£€S00



STUDY t 0880
TREATMENT ]

LOT NWBER ¢ CL219
DOSE : 10 HMCG

Table 13 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES (

21 PATIENTS)? - DOSE 3

I
|
| DAYS POST VACCINATION NUMBER
MAX TEMPERATURE fomm- - —_— - WITH
(DEG F, ORAL) | 0 | 1 | 2 | 3 | % | 5 | MAX TEMP
TEI U000 00 T8 05 060 4000 0T 0 0 00 01 000 0 0 | pnonsnaeseesetpesem | sroemeamatanstseoe s | deseonnemorsnonsnes | sucesruecrsemmunanee | o i anassevrnnnees | 6T R st e pt i bens | arbeasiessveannises e tsteasnn vensarie it | Mot ne e p B
| i I | ] | | |
< 99 | 16 | 8 | 9 | 10 | 9 | 9 | | 7
| ¢ 83.32) |  72.72) : ( 81.87%) | t 90.9Z) | ( 81.8%) | ( 81.8%) | | € 58.3%)
! ! i | | [ |
99 - 99.9 | 2 | 3 | 2 | 1 | 2 | 2 | | 5
I € 316.72) 1 € 27.32) | € 18.272) | € 9.17) | ( 18.27) | ( 18.2%) | I € 61.72)
=J-=- I i } ] EEETE Lt | - -- |
TEMPERATURE TAKEN I 12 | b3 S | 11 ) 11 | 11 | 1 | | 12
I € 57.2%2) | ¢ 52.6%) | ¢ 52,6Z) |  52.6Z) | ( 52.4%Z) | ( 52.6%) | | € 57.17)
I | | | -1 -1 cm——— -1 ————
TEMPERATURE NOT TAKEN | 9 | 10 | 10 | 10 | 10 | 10 | i 9
1 1 62.97) | € 67.6%2) | ¢ 67.6%) | ( 47.6%) | ( 67.6%) | ( 67.6%) | I ¢ 62.92)

heS00



STUDY
TREATMENT
LOT NUMBER
DOSE

0880

CcL220
10 MCG

Table 14

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

s

o - = - . - - = - - - - - - - " = ———— - ————

(LINICAL

LUMPLAINTS

52 "s10000002000C0000C00000C¢00C0CE00CO

+ HODV/GENERAL

+ W1 iGUE/WEAKNESS

1k AUDATHE

t- NS WITH COMPLAINTS

vt S WITH NO COMPLAINTS

TS WITH NO DATA

1]
6s0cscs0e0

0

( 0.0%)
0

( 0.0%)
(1]

( 0.0%)
0

( 0.0%)
]

( 0.0%)
43

(100.0%)
0

( 0.0%)

TOTAL VACCINEES (

1 2
00c¢doocon|0oconcecoss|ooon0o0Co®

3 (i} o

¢ 7.0%8) | ¢ 0.0%) | ( 0.0%)
3 ] o

¢ 7.0%) | ¢ o0.0%) | ( o0.0%)
2 o o

t 4a.7%) | ¢ o0.0%) | ( 0.0%)
' 0 0

( 2.3%) | ( o0.0%) | ¢ o0.0%)
3 0 0

( 7.0%) | ( 0.0%) | ( 0.0%)
40 43 43

( 93.0%) | (100.0%) | (100.0%)
o o 0

( 0.0%) | ¢ ©0.0%) | ( o0.0%)

4
000000 0%S

(1]

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
43

(100.0%)
(¢]

{ 0.0%)

43 PATIENTS) - DOSE 1

5
900600090000

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
43

(100.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
900000000

3

( 7.0%)
3

{ 7.0%)
2

( 4.7%)
1

( 2.3%)
3

( 7.0%)
40

( 93.0%)
o

( 0.0%)
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T R + 0BBD
LEAVIMENT 5
T WNUMBER : CL220
v 1 10 MCG
L THICAL
. _MPLAINTS
1119000000000 000C00C0C0R0000C0000
e, JUN, LOCAL (INJECT., SITE)
PAIN
SORENESS
INDURATION
HEMATOMA
SYSTEMIC

w4 £ BODY/GENERAL

"EADACHE

4 4"t HATORY

UPPER RESPIRATORY INFECT,., NOS

FPERSONS WITH NO COMPLAINTS

Table 14 (cont.)

PATIENT COUNY CLINICAL COMPLAINYS
RECOMBINANT HEPATITIS B VACCINE

0000000 CH O
4
( 92.3%)
v
( 2.3%)
2
( 4.7%)
1
( 2.3%)
(4]
( 0.0%)
]
( 0.0%)
1]
( 0.0%)
0
( 0.0%)
0
( 0.0%)
0
( 0.0%)
4
( 9.3%)
a9
( 90.7%)

TOTAL VACCINEES (

\
0000060000 ¢

3

( 7.0%)
1

( 2.3%)
1

( 2.3%)
0

( 0,0%)
'

( 2.3%)
2

( 4.7%)
1

( 2.3%)
1

( 2.3%)
’

( 2.3%)
1

( 2.3%)
S

( 11.6%)
8

( 88.4%)

2600000000
1
{ 2.3%)
1
( 2.3%)
]
( o0.0%)
0
( 0.0%)
0
( 0.0%)
2
( 4.7%)
A\l
( 2.3%)
1
2.3
1
( 2.3%)
1
( 2.3%)
3
( 7.0%)
40
( 23.0%)

000 eo08000

1

{ 2.3%)
1

( 2.3%)
0

( 0.0%)
o

( 0.0%)
)]

( 0.0%)
2

( 4.7%)
1

( 2.3%)
,

( 2.3%)
1

( 2.3%)
1

( 2.3%)
3

( 7.0%)
40

( 93.0%)

4
ed0000CQ0 O

0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
(4]

{ 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

{ 0.0%w)
0

( 0.0%)
0

( o0.0wm)
0

( o0.0%)
43

(100.0%)

5

008000000
]

{ 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
)

( 0.0%)
4]

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
a3

(100.0%)

- - - - - - e = = = = - - - = e e e e 2

43 PATIENTS) - DOSE 2

NUMBER
WITH
COMPLAINTS
e0ed00e000

4

{ 9.3%n)
1

( 2.3%)
2

( a.7%)
1

( 2.3%)
4

( 2.3%)
2

( 4.7%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
1

( 2.3%)
6

( 14.0%)
37

( 86.0%)
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STty 1 0880
TREAYMENT t

1T HUMUBER : CL220
U : 10 MCG

Table 14 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

. INICAL
NPLAINTS

V. 2kedr00000000000000¢00000C000C0000 |00G02000000

REALTION, LOCAL (INJECY. SITE)

SORENESS

“¢STEMIC

+HOLE BODY/GENERAL

MALALSE

.. WITH NO DATA

0

( 0.0%)
0

( 0.0%)
\

( 3.3%)
1

( 3.3%)
1

( 3.3%)
1

( 3.3%)
29

( 96.7%)
o

( 0.0%)

TOTAL VACCIMNEES (

oo Re00000
2
( 6.7%)
2
( 8.7%)
0
« o0.0%)
0
( o0.0%)
0
( 0.0%)
2
( 8.7%)
28
( 93.3%)
0
( 0.0%)

DAYS POST VACCINATION

2

( 6.7%)
2

( 6.7%)
(1]

( o0.o0%)
[}

( 0.0%)
o

( 0.0%)
2

( 6.7%)
28

( 93.3%)
o

( 0.0%)

0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
30

(100.0%)
0

( 0.0%)

4
eotooe00te

4]

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

( 0.0%)
(1]

( 0.0%)
0

( 0.0%)
30

(100.0%)
o

( o.0%)

38 PATIENTS) - DOSE 3

00000000 O

o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
3

(100.0%)
0

( 0.0%)

NUMBER
WITH
COMPLAINTS
0000000 |ecteosacoe
2
( 6.7%)
2
( 6.7%)
1
( 3.3%)
1
( 3.3%)
1
( 3.3%)
3
( 10.0%)
27 .
( 90.0%)
o
( 0.0%) .

82500



STUDY t 08690
TREATHMENT :

LOT NUMBER ¢ CL220
DOSE : 10 HCE

Table 15

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES ( &3 PATIENTS) - DOSE 1

I DAYS POST VACCINATION |  MRBER
MAX TEMPERATURE I --- B PR |  WITH
(DEG F, ORAL) I (] | 1 | 2 | 3 | 4 I 5 ] | | #MAX TEMP
Ly R R R e T R e e e A R T L R Rt e L s L E e AT A e
| | | | | | | |
< 99 I 36 | 40 | 38 | 38 | 36 | 2 | | 31
| € 85.72) | t 95.22) | € 95.04) | ¢ 95.0%4) |} ( 94.74) | (100.0%) | | « 73.82)
| | ] | | I | |
99 - 99.9 i 6 | 2 | 2 | 2 | 2 | o | | 11
I €26.32) | t &.82) | ¢ 5.0%4) : ¢ 5.020 0 C 5.3z 0 ¢ 0.04) 1 | € 26.22)
- | |- == ——— I---- -1 e | EEEEER RS
TEMPERATURE TAKEN | 92 | 6z | e | s | 8 | 32 | | 42
P €97.72) | € 97.72) | € 93.0%) | ¢ 93.0%) | ( 88.4%) : t 79.67%) | :  97.72)
I I ———— | ] | e e e n ] EL S LTSt
TEMPERATURE NOT TAKEN | 1 | 1 3 | 3 0 5 | n |\ | 1
e 2.320 ) ¢ 2.32) 1 ¢ 7,04 | € 7.02) 0 € 311.6%) | C 25.67) | 1O 2.3

68500



Table 15 (cont.)

PATIENT COUNT MaX: 'MUM TEMPERATURES
RECOHBINANT HEPATITIS B VACCINE

STUDY : 0880
TREATMENT :
LOT NUMBER ¢ CL220
DOSE : 10 MCG
i TOTAL VACCINEES { 63 PAVIENTS) - DOSE 2 |
i —meem e e T |
| DAYS POST VACCINATION | NUMBER
MAX TEMPERATURE | meeemeescem e e e c—c e e e e e s —s e s — e ——————— ] HITH
(DEG F, ORAL) ! 0 i 1 | 2 | 3 ) 4 | 5 | i | MAX TEMP
THEDEEI32606 3008 442536 3031 1936 26 36 24 3 T4 03 38 0036 | 2638 3038 00303998 38 3% [ 2200 9030 303 e b 19 | THTHRHTHPER0TE00 0000 | 3906 0% 06 3020 2630 | 3000 03008 00360048 | THE43H 0002030260045 | 620 12022 003000 | W00 00 3002000 0 | BH 0B B A
| | | ] | | ]
< 99 | 37 | 36 l 37 i 38 | 37 | 33 | | 31
I € 92.520 | € 90.02) | € 96.92) | € 97.4Z) | U 96.92) | € 96.37) | | ¢ 772.52)
| ] | I ) | | |
99 - 99.9 i 3 | ¢ | 2 | 1 1 2 | 2 | | 9
} { 7.54) I ( 10.0%) { { 5.172) : ( 262000 5.2 | € 5.722) | | t 22.52)
-- [E I 1 -1 —————-
TEMPERATURE TAKEN | 40 ) 40 | 39 | 39 | 39 I 35 | | 40
= { 93.0Z) | € 93.07%) : ( 90.72) { { 90.772) : { 90.72) : ( 81.4%) : : { 93.0%4)
TEMPERATURE NOT TAKEN | 3 0 3 | 4 | 4 e | s | | 3
e 7,000 ¢ 7.04) | ¢ 9.3 1 o321 ¢ 9.32) | ¢ 18.62) | I

onsoo0



Table 15 (cont.)

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY t 0080
TREATHENT :

LOT NUMBER ! CL220
DOSE ! 10 HC6

| TOTAL VACCINEES ( 38 PATIENTS) - DOSE 3 |
| it e e e |
| DAYS POST VACCINATION | NUMBER
MAX TEMPERATURE [ e mmmeemmmc e -  WITH
(DEG F, ORAL) | ] | 1 I 2 | 3 | L I 5 ] | | MAX TEHP

T2 3530 2034 3628 34 1 1039 04 0 0009 24 0 3009 36260928 | 3030030 s ae s et 10 | dnersaseseapeanenss [ desestaearariaiesene [ esenuseunnnn | nansnnnnnn | nexnnnnnss | sosnnenann | aopusannnen | ananaennan

| | I I ] | i {
< 99 | 17 | 19 | 18 | 19 | 8 | 16 | | 16
] ¢ 85.02) : { 95.0%) : t 90.0%) : € 95.02) | € 96.7Z) | ¢ 99.32%) | | ¢ 80.0%)
| i | i
99 - 99.9 | 3 | 1 | 2 | T PO | U | | 4
| € 15.02) | ¢ 5.04) | € 10.04) | ¢ 5.0%) : t 5.37) : t s5.973 | : ( 20.02)
------------------------ | I | -==] -- --- | B et
TEHPERATURE TAKEN | 20 | 20 | 20 | 20 | 19 | 17 | | 20
| € 52.62) | « 52.6%) | € 52.6%) | € 52.6%) | ¢ 50.0%) | € 46.72) : : ( 52.67%)
-—- |=eee | et | i R B B B T EX LT LRt
TEMPERATURE NOT TAKEN | 18 | 18 | 18 | 18 | 19 | a1 | | 18
| t a7.62) | { 97.6%) | € 67.6Z) | € 67.6Z) | U 50.0Z) | ( 55.3%) | I t &7.6%)
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PROGRAWM: Alum-Adsorbed Recombinant Hepatitis B Vaccine,
Study 882
PURPOSE: To evaluate antibody and clinical responses to 10 mcg

doses of recombinant hepatitis 8 vaccine in healthy
adult male volunteers.

VACCINE: Recombinant Hepatitis B Vaccine - Alum Adsorbed:
Lot #81990D/18066/C-L215 !

PRIMARY Shiro Iino, M.D.
INVESTIGATOR: First Department of Internal Hedicine
Faculty of Medicine
University of Tokyo
Hongo, Bunkyo-ku, Tokyo
Yokyo, Japan

STUDY LOCATION: Tokyo and Osaka, Japan

DATE INITIATED: February 26, 1985

DATE COMPLETED: In progress

STUDY POPULATION: The population consists of 40 healthy adults (20 to 59

years of age) who are negative for hepatitis B virus
serologic markers, have normal 1liver function tests
and have not previously received any hepatitis B
vaccine.

STUDY PROCEDURE: Each participant receives a 10 mcg intramuscular
injection of vaccine on day 0, 1 and 6 months. Study
subjects are asked to record their temperatures and
any local or systemic complaints for five days after
each injection.

Serum samples are obtained prior to vaccination, and
at 1, 2, 3, 4, 5, 6, 7, 9 and 12 months post initial
injection. A1l specimens are assayed for HBsAg,
anti-HBs, anti-HBc and several other laboratory
examinations by the | (b) (4) Samples may
also be assayed at (t)) ( ) for
yeast antibody.

23961/861/1
1/19/86



RESULTS:

23961/861/2
1/19/86

Study 882

INITIALLY SERONEGATIVE HEALTHY ADULTS

10 mcg Tot #819900/18066/C-L215 at 0, 1, and 6 months

1. Number VYaccinated:

Injection Number
Dose Level 1 2 3

10 mcg 40 40 40

2. Serologic Results:

00543

When the cutoff was S/N >2.1, the anti-HBs
seroconversion rate was 33% (13/40) one month

after the first injection, and 100% (40/40) at

7

months. Table 1 1ists antibody responses for up

to nine months of follow-up.

3. (Clinical Complaints:

Clinical follow-up data are available for 40

participants following each injection.

Type of Dose FE in % by Injection No.

Complaint Level 1 2 3

Injection 10 mcg 10 (4/40) 13 (5/40) 10 (4/40)
Site

Systemic 10mcg 8 (3/80) 3 (1/40) 5 (2740)

There have been serious or alarming adverse reactions
attributable to vaccine reported.



00544

Study 882

Table 1

Antibody Responses Among Healthy Male Adults Following
Vaccination with 10 mcg Doses of Recombinant Vaccine
Lot C-L215 at 0, 1, and 6 Months

RIA
Cut-0ff Anti-HBs Response
Index Before 1 Mo. 2 Mos. 3 Mos. 4 Mos. 5 Mos. 6 Mos., 7 Mos. 9 Mos.
<2.1 40 21 12 8 & 4 4
2.1-21 12 23 24 24 18 20 5 5
21-103 1 5 8 9 13 13 3 3
105-208 3 4 3 28 19
210- 1 8 12

Seroconversion ¥ 32.5 70.0 80.0 20.0 90.0 90.0 100 100

23961/861/3
1/3/8%
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PROGRAM:

PURPOSE:

VACCINE:

PRIMARY
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

239811
1/16/86

00545

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 883

To evaluate antibody and clinical responses to yeast
recombinant hepatitis B8 vaccine among health care
personnel who are negative for hepatitis B virus
serologic markers.

Yeast Recombinant Hepatitis B Vaccine
Lot 819541/18071/C-L220 (10 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
Philadelphia, Pennsylvania 19104

Vernon Brightman, DMD, DDS

Univ. of Pennsylvania

School of Dental Medicine
Philadelphia, Pennsylvania 19104

University of Pennsylvania

School of Dental Medicine

4001 Spruce Street

Philadelphia, Pennsylvania 19104

November 13, 1984
In progress

The study population consists of approximately 50
healthy dental students of either sex (excluding
pregnant women), who are negative for HBsAg, anti-HBc
and anti-HBs, have a normal ALT level and have not
previously received any hepatitis B vaccine.



STUDY PROCEDURE:

RESULTS:

23981/2
1/16/86

Study 883

Eligible study participants receive a 0.25 ml (5 mcg
HBsAg) or 0.5 ml (10 mcg HBsAg) intramuscular
injection of vaccine at 0, 1, and 6 months. Vaccine
recipients record their temperature and any local or
systemic complaints for five days after each injection
of vaccine.

A blood sample 1is obtained approximately two weeks
before the first injection of vaccine. Post-
vaccination blood samples are obtained at 2 weeks, 1,
2, 3, 6, 8, 12 and 24 months.

A1l serum samples are assayed for HBsAg, anti-HBc,
anti-HBs, and ALT. Samples may be tested for yeast
antibody. 1In addition, samples with an anti-HBs titer
> 25 mIU/ml may be tested for anti-a and anti-d
subtype specificity.

HEALTH CARE PERSONNEL

5 mcg Lot B19541/18071/C-L220 at 0, 1, and 6 months
10 mcg Lot 819541/18071/C-L220 at 0, 1, and 6 months

1. Number VYaccinated:

—Injection No.
Dose (mcg) 1 2 3
5 25 25 24
10 28 28 27

2. Serologic Results:

Serologic data at 7-8 months are avajlable for 20
study participants who received a 5 mcg dose and
24 participants who received a 10 mcg dose of
vaccine.

00546
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Study 883

RESULTS: (Cont.) At 7-8 months, anti-HBs responses are as follows:

% Anti-HBs Positive GHY_(mIU/ml)
Dose AN Respondors
(mcg) S/M >2.1 mIWm) 210 Vaccinees S/N 22.1 @mIU/ml >10

5 100(20/20) 95(19/20) 215.3 215.3 259.0
10 100(24/24) 96(23/24) 853.2 863.2 1084.9

3. Clinical Results:

Clinical follow-up data are available for 25 (5 mcg
dose) and 28 (10 mcqg. dose) study participants
following the first two injections and for 23 (5
mcg dose) and 27 (10 mcg dose) participants
following the third injection of vaccine. Clinical
complaints and maximum temperatures reported
following each injection are provided in Tables
2-5. In summary:

Clinical Dose % Freguency by Injection No.
Complaint (mcq) 1 2 3
Injection 5 4(1/25) 0(0/25) 4(1/23)
Site 10 7(2/728) 4(1/28) 4(1/27)
Systemic 5 28(1/25) 4(1/25) 13(3/23)
10 29(8728) 18(5/28) 15(4/21)

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

ALT Elevations

Alanine aminotransferase levels were normal in all
vaccine recipients except for elevations at B8
months in two participants. Case Nos. (b) (6)

had ALT levels of 116 and 122, respectively, at
8 months. However, the serum sample obtained from
Case No. |(b)(6) was hemolyzed. Subsequent serum
samples have not been obtained from this individual.

23981/3
1/16/86



23981/4
1/16/86

 Study 883

ALT Elevations (Contd)

Case Noﬁb)w)had a normal ALT level at 12 months.
Neither individual has shown any clinical or
serologic signs (HBsAg or anti-HBc) of hepatitis B.

HBY Harkers (HBSA:

One 1initially seronegative vaccine recipient (5
mcg dose) had a 6-month post-vaccination serum
sample marginally positive for HBSAg (S/N = 2.4).
The same serum sample was reported negative on
retest (S/N <2.1). A1l other post-vaccination
samples, including the sample obtained at 8
months, were negative for HBsAg. A1l serum
samples were negative for anti-HBc. Alanine
aminotransferase levels were normal. The subject
developed anti-HBs at 3 months.

Events Reported to OoBRR

A (b)(6) developed persistent cough and
tiredness. He was seen by a physician
approximately 4 months after his second injection
(10 mcg dose) of vaccine and was tentatively
diagnosed as having chronic lymphatic leukemia.
The 4llness 1{s felt not to be related to the

vaccine.

00548



Table 1|

Antibody Responses Among Initially Seronegative Health Care Personnel Following
Vaccination with 5 or 10 mcg Doses of Yeast Recombinant Hepatitis B Vaccine
Lot B19541/18071/C-1L220 at O, 1, and 6 Months in Study 833

S meq 10 mcg
% with Anti-H8s GHT_(m1U/ml) % with Anti-HBs GAT (mIU/ml)

Time Al Responders AN Responders
(Ronths) S/M>2.1 wilml > 10 Vaccinees S/M > 2.1 miu/ml > 10 S/ > 2.1 mlU/ml > 10 Vaccinees S/ > 2.1 alu/ml > 10
2 weeks 13 (3/24) 4 (1/729) 0.5 5.4 10.4 4 (1/28) 4(1/28) 0.4 22.2 22.2

1 12 (3/25) 8 (2/25) 0.6 12.4 16.7 14 (4/28) 1 (2/28) 0.6 15.5 50.9
2 59 (13/22) 41 (9/22) 5.3 23.5 40.2 65 (17/726) 31 (8/26) 4.3 12.2 31.8
3 79 (19724) 54 (13/24) 10.1 211 40.3 85 (24/28) 64 (18/28) 1.9 21.9 34.3

6 81 (17/21) 571 (12/721) 10.8 20.4 3%.0 85 (22/28) 85 (22/26) 30.3 46.7 54.4

78 100 (20/20) 95 (19/20) 215.3 215.3 259.0 100 (24728) 96 (23/24) 883.2 863.2 1084.9
23981/5

1716/8%

6nS00



Table 2
RECOMBINANT HEPATITIS B VACCINE

PATIENT COUNT CLINICAL COMPLAINTS
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Table 2 (cont.)
PATIENT COUNT CLINICAL COMPLAINTS

RECOMBINANT HEPATITIS B VACCINE

PATIENT CLASS: HEALTH CARE PERSOMNEL

LOT MURBER
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