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PROGRAM: Yeast Recombinant Hepatitis 8 Vaccine, Study 885

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

VACCINE: Yeast Recombinant Hepatitis B Vaccine
Lot 81990D/18066/C-L215
817668/18067/C-L216
819910/18068/C-L217
81992A/18070/C-L219
819541/18071/C-L220

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

SECONDARY John T. Sinnott, W.D.
INVESTIGATOR: Ben &. Yango, M.D.
University of South Florida
School of Medicine
Tampa, Florida, 33612

STUDY LOCATION: University of South florida Medical Center
Tampa, Florida 33612

Affiliated hospitals and other area health facilities.

DATE INITIATED: July, 1985
DATE COMPLETED: In progress.
STUDY POPULATION: The study population will consist of approximately 250

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

322711
1/20/86



00568

Study 885

PROCEDURE : Participants are assigned to one of five lots of
vaccine, stratified by sex and age (50 persons per
Tot). A1l study subjects receive a 10 mcg dose
intramuscular 1injection of vaccine at 0, 1 and 6
months. Participants are asked to record their
temperatures and any local or systemic complaints for
five days after each injection.

Blood samples are obtained prior to vaccination and at
1, 2, 3, 6, B, 12 and 24 months post initial
injection. A1l specimens are assayed for HBsAg,
anti-HBs, and anti-HBc by MSDRL. ALT levels will be
tested pre-vaccination and at two and eight months
post imitial injection at the University of South
Florida. Samples with an anti-HBs titer >25 mlu/mi
may be tested for anti-a and anti-d activity. Samples
may also be assayed for yeast antibody at MSORL.

RESULTS: ~ HEALTHY ADULTS

10 mcg Lot 819900/18066/C-L215 at 0, 1, and 6 months
10 mcg Lot 817668/18067/C-L216 at 0, 1, and 6 months
10 mcg Lot 819910/18068/C-L217 at 0, 1, and 6 months
t 0,1,
to,1,

10 mcg Lot 81992A/18070/C-L219 a and 6 months
10 mcg Lot B819541/18071/C-L220 a and 6 months

1. Number Vaccinated:

Injection No.
Lot A 2

819900/18066/C-L215 0 0
817668/18067/C-L216 0 0
819910/18068/C-L217 50 0
81992A/18070/C-L219 50 50
819541/18071/C-L220 50 50

(=N ~NoN-N-] IU

2. Serologic Results:

No serologic results are currently avajlable.

3. Clinical Complaints:

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

322171/2
1/20/86
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PROGRAM:

PURPOSE :

VACCINE:

PRIMARY
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

23941N
1/3/86

00569

Alum-Adsorbed Yeast Recombinant Hepatitis B8 Vaccine,
Study 889 ;

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

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

2. Health care personnel who are negative for
hepatitis B8 virus serologic markers. "

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

Robert P. Perrillo, M.D.

Director, Gastroenterology

Veterans Administration Medical Center
St. Louis, Missouri 63125

Oliver H. Lowry, M.D.

Department of Pharmacology
Washington Univ. School of Medicine
St. Louis, Missouri 63110

Beverly Farms Foundation
Godfrey, I11inois 62035

Veterans Administration Medical Center
St. Louis, Missouri 63125

June 19, 1985
In progress

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



00570

Study 889

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

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

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

A blood sample is obtained from each study participant
approximately two weeks before the first injection of
vaccine. Post-vaccination blood samples are obtained
at 1, 3, 6, 10 and 24 months.

A1l serum samples are assayed for HBSAg, anti-HBc and
anti-HBs. The pre-vaccination and 3 month post-
vaccination samples are also tested for ALT. Samples
may be assayed for yeast antibody. In addition,
samples with an anti-HBs titer > 25 mIU/m1 may be
tested for anti-a and anti-d subtype specificity.

RESULTS: HEALTH CARE PERSONNEL
10 mcg Lot 993/C-K937 at 0, 1, and 6 months

1. Number Vaccinated:

Injection No.
) 2 3

! 88 82 74
i

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

2394172
1/3/86



RESULTS: (Contd)

23941/3
1/3/86

2.

Study 889

Serologic Results:

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

At 1 month 17% (14/82) of vaccine recipients
seroconverted (S/N >2.1) and 6% (5/82) developed
protective levels of antibody (mIU/m} >10). The
GMT for all vaccinees was 0.5 mIU/ml at that
time. Among responders with a titer of S/N >2.1,
the GMT at 1 month was 6.3 mIU/ml, while for
responders with a titer of mIU/m1 >10 the GMT was
25 miu/ml.

Clinical Results:

Clinical follow-up data are available for 82
health care personnel following two injections of
vaccine. Clinical complaints and maximum
temperatures reported following each injection
are provided in Tables 1 and 2. In summary:

00571

% Frequency by Injection No.

1 2 3
1 (1/82) 0 (0/62) NA
5 (4/82) 6 (5/82) NA

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

Events Reported to OoBRR

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



Table 1
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATIVIS B VACCINE
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Table 1 (cont.)
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STUDY t 0889
TREATMENT 3

LOT MUMBER ¢ CK937
DOSE ¢ 10 MCE

PATIENT CLASS: WNEALTH CARE PERSONNEL

Table 1 (cont.)

PATIENT COUNT CLINICAL COWPLAINYS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS
098 00 T 08 36 3% 30 34 30 26 20 09 30 00 1 05 0430 0 2O 07 05 00.30 09 24 93 D1 0 0 S 40 0 8

TOTAL VACCINEES ( 82 PATIENTS) - DOSE 2

DAYS POST VACCIMNATION

e ¢ ¥ ¢+ e I 3 1 & |

CERELETEE T PRSP PPN PEEEEE AT PR PUET R P PRSP U PR EECPEEE R T PEEEEETECEY PREEEET

PERSONS MNITH NO DATA

t

I ] feeeee | et |
o | o | o | 0 | o |
0.02) | € 0.02) | ¢ 0.02) | ¢ 0.0%) | ¢ @.04) | ¢

| NUIMBER
-------- I MHITH
3 I |COMPLAINTS
|- |
o 1 | 0
0.0%) | 1 ¢ 9.072)

54500



STuoY : 0889
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Table 2 ’

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

PATIENT CLASS: HEALTH CARE PERSOMNEL
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STuoY H
TREATHENT |
LOT PARIBER :
DOSE ¢

PATIENT CLASS:

HEALTH CARE PERSONNEL

Table 2 (cont.)
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PROGRAM:

PURPOSE :

VACCINES:

PRIMARY
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

3212INn
1/11/86

00578

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 891

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

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

2. Plasma-Derived Hepatitis B Yaccine
Lot 0027L (20 mcg HBsAg/ml)

Dr. Hu Zong-Han

Department of Biological Products Inspection
Bureau of Pharmaceutical and Biological Inspection
Ministry of Health

Temple of Heaven, West Gate

Beijing, People's Republic of China

Dr. Shi Guiyong

Director of Epidemic Department
Chinese Medical University

Shen Yang, People's Republic of China

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

December, 1985
In progress

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



STUDY PROCEDURE:

32121/2
1/17/86

00579

Study 891

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

Group Population Vaccine Dose  Number Regimen
1 Adults Recambinant 10 mcg 50 1.0 m1 intramuscular
(>30 years) injection of vaccin:]
at 0, 1, and 6 month
2 Adults 10 mcg 50 1.0 ml intramuscular
(18-29 years) injection of vacci
at 0, 1, and 6 months]
3 Children Smcg 100 0.5 ml intramuscular
(5-10 years) injection of vacci
at 0, 1, and 6 months
4  Adults Plasma 20 mcg S0 1.0 m! intramuscular
(>30 years) injection of vacci
at 0, 1, and 6 mon
S Adults 20 mcg 50 1.0 ml intramuscular
(18-29 years) injection of vaccine
at 0, 1, and 6 months
6 Children M0mcg 100 0.5 ml intramuscular
(5-10 years) injection of vaccine
at 0, 1, and 6 months

Study participants or the participant's parent or
guardian record their temperature or that of their
child, and any local or systemic complaints for five
days after each injection of vaccine.

A blood sample 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, 3, 6, 7, 8, 9, 12, and 24 months.
A1l serum samples are assayed for HBsAg, anti-HBc,
anti-HBs, and ALT.



RESULTS:

32121/3
1/11/86

(Contd)

Study 891

To date 100 adults and children have received one
injection of yeast recombinant or plasma-derived
hepatitis B vaccine. No serious or alarming reactions
attributable to wvaccination have been reported.
Clinical follow-up data and serologic results are not
vet available. The study continues in progress.
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' 00584

PROGRAHM: Alum-Adsorbed Yeast Recombinant Hepatitis B8 Vaccine,
Study 894
PURPOSE : To compare immunologic responses to yeast recombinant

versus plasma hepatitis B vaccine in homosexual males
and to compare differences, if any, in adverse
reactions to the two vaccines.

VACCINE: Yeast Recombinant Hepatitis B Vaccine
Lot 978/C-K563

Plasma-Derived Hepatitis B Vaccime (HEPTAVAX)
Lot 1014/C-M252

PRIMARY B. Frank Polk, W.0.

INVESTIGATOR: Director, Infectious Disease Epidemiology Program
Johns Hopkins Univ. School of Hygiene & Public Health
Baltimore, MD

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

STUDY LOCATION: 4 The Johns Hopkins Hospital
Baltimore, MD

DATE INITIATED: April, 1985
DATE COMPLETED: In progress.
STUDY POPULATION: The study population consists of 300-350 homosexual

males who are negative for all hepatitis B markers and
have not received any hepatitis B vaccine. The men
are concurrently enrolled in a study to help the AIDS
research effort (SHARE) at the Johns Hopkins
University Hospital.

321611
1/171/86



PROCEDURE:

RESULTS:

32161/2
1/11/86

Study 894

Eligible participants are randomized to receive an
injection of either 20 mcg plasma or 10 mcg
recombinant vaccine at 0, 1 and 6 months.
Participants are asked to record their <temperatures
for 5 days after each injection and to note any local
or systemic complaints.

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

HOMOSEXUAL MALES:

10 mcg Lot 978/C-K563 yeast recombinant at 0, 1 and 6
months
20 mcg Lot 1014/C-¥M252 plasma at O, 1 and & months

1. Number Vaccinated:

Injection No.
Vaccine I N T
Yeast Recombinant 81 63 1
Plasma 88 70 0

2. Serologic Results:

No serological results are presently available.

oS82



RESULTS: (Contd)

32161/3
1/11/86

3.

Study 894

Clinical COmglaintQ:

Clinical follow-up data are available for 83, 60,
and 1 participants following injections one, two,
and three of yeast recombinant vaccime, and for B8
and 67 participants following injections one and
two of plasma vaccine. Specific complaints and
maximum temperatures reported during the 5 days
following each injection are provided in Tables 1
through 4.

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

Freguency in % by Injection Mo.
Type Vaccine 1 2 3

Injection Recombinant 30(25/83) 35(21/60) 0(0/1)
Site Plasma 42(37/88) 36(24/67)

Systemic Recombinant 29(24/83) 18(11/60) 0(0/1)
Plasma 35(31788)  25(11/67)

00583



Table 1
PATIENT COUNT CLINICAL COMPLAINTS
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Table 1 (cont.)
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PATIENT COUNT MAXIMUM TEMPERATURES
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STUDY t 0896
TREATMENT @
LOT MUMBER @ CM252
DOSE :

20 MCG

Table 4 (cont.)

PATIENY COUNT MAXIMUM TEMPERATURES

TOTAL VACCINEES (
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PROTOCOL :

PURPOSE:

VACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY
LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

300111
12/31/85

00601

Alum-Adsorbed Yeast Recombinant Hepatitis B8 Vaccine,
Study 898.

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

Yeast Recombinant Hepatitis B Vaccine
Lot #85860/22123/C-M125 (20 mcg HBSAg/m1)
Lot #85861/22124/C-M126 (10 mcg HBsAg/m1)

Robert Bishop, W.D.
Health Services
WP38-4

Merck Sharp and Dohme
West Point, PA 19486

E. P. Avencena, M.D.
Health Services
WP38-4

HMerck Sharp and Dohme
West Point, PA 19486

Merck Sharp and Dohme
West Point, PA 19486

November 18, 1985
In progress

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



00602

=

STUOY PROCEDURE Eligible participants receive a 1.0 m1 (10 mcg or 20
mcg HBSAg) intramuscular injection of vaccine in the
deltoid muscle on day 0O, and at 1 and 6 months.
Yaccine recipients are asked to record their
temperature daily for five days after each injection
of the vaccine and also to record any local or
systemic complaints that they may have during this
period.

A blood specimen (10-15 ml) is obtained from each
participant 1-2 weeks before the first injection of
vaccine is given. Post-vaccination blood samples are
taken at 1, 2, 3, 6, and 8 months following the first
injection from all vaccine recipients and at 12 and 24
months from those who develop antibody by 8 months.
A1l samples will be tested for HBSAg, anti-HBc, and
anti-HBs. The prevaccination sample and the two month
post-vaccination sample will also be tested for ALT.

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

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

available.

30011-2
12/31/85
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PROGRAM :

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATORS:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE INITIATED:
DATE COMPLETED:

STUDY POPULATION:

310611
12/31/85

! 00603

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

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

Yeast Recombinant Hepatitis B Vaccine
Lot #85861/22124/CM126 (10 mcg HBsAg/m1)

Arie J. Zuckerman, H.D.

Professor of Microbiology

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

London WCI1E THT

United Kingdom

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

United Kingdom

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

United Kingdom

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

United Kingdom

Charing Cross Hospital
London W.6.
United Kingdom

August 1985.

In progress.

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



00604

Study 900

PROCEDURE : Prior to enrollment in the study, all prospective
participants will receive a full medical examination.
Any evidence of possible immune deficiency will
eliminate a candidate from receiving vaccine. A blood
sample will also be obtained prior to vaccination and
assayed for hepatitis B serologic markers and for
antibodies to HTLV III.

Eligible participants will receive @ 1.0 ml injection
of vaccine in the deltoid muscle at 0, 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.

Follow-up blood samples will be obtained at 1, 2, 3,
6, B, 12, and 24 months following the first injection
of vaccine. A1l samples will be assayed for HBsAg,
anti-H8c and anti-HBs. The 12 and 24 month samples
will also be tested for antibodies to HTLV III.
Assays will be performed 1in Dr. Zuckerman's
laboratory. In addition, samples may be assayed for
yeast antibodies and anti-HBs subtype specificity by
MSDRL.

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

A complete physical examination will be repeated at 6,
12, and 24 months.

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

31061/2
12/31/85
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PROGRAM:

PURPOSE :

VACCINE:

PRIMARY

INVESTIGATOR:

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

3116I-1
1/2/86

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 904

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

Yeast Recombinant Hepatitis B Vaccine
Lot #89426/22930/C-#M178 (10 mcg HBsAg/0.5 ml)
Lot #819910/18068/C-L217 (10 mcg HBSAG/0.5 ml)

Harold A. Kessler, H.D.

Assistant Professor of Medicine and
Immunology/Microbiology

Section of Infectious Diseases

Department of Medicine
Rush-Presbyterian-St. Luke's Medical Center
1753 West Congress Parkway

Chicago, IL 60612

Constance Ann Benson, H.D.
Rush-Presbyterian-St. Luke's Hedical Center
Section of Infectious Diseases

1753 West Congress Parkway

Chicago, IL 60612

Alan A. Rarris, M.D.

Rush-Presbyterian-St. Luke's Medical Center
Section of Infectious Diseases

1753 West Congress Parkway

Chicago, IL 60612

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

October, 1985

In progress.

0060S
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Study 904

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

B vaccine.
PROCEDURE : participants will be assigned to one of two groups as
defined below:
Number of Dose Yolume
Group Participants Vaccine Lot (HBsAgQ)
1 50 89426/22930/C-K718 0.5 m1 (10 mcqg)
2 50 81991D0/18068/C-L217 0.5 m1 (10 mcg)

Participation 1in either group 1 or 2 will be
determined by a randomization schedule provided by
Merck Sharp & Dohme.

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

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

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

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

A1l assays will be done at Rush-Presbyterian-
St. Luke's Medical Center.
31161-2 ‘

1/2/86



RESULTS:

31161-3
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Study 904

HEALTHY ADULTS:

10 mcg Lot #89426/22930/C-M178 at 0, 1, and 6 months
10 mcg Lot 819910/18068/C~L217 at 0, 1, and 6 months

i Number VYaccinated:

Injection No.
1 2 3
Lot C-M118 50 S0 0
Lot C-L217 50 50 0

2. Serologic Results:

Serologic data are not yet available.

3. linical laints:

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

The study continues in progress.
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PROGRAM: Yeast Recombinant Hepatitis B Vaccine, Study 907

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

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

PRIMARY Shiro Iino, H.D.

INVESTIGATOR: First Department of Internal Medicine
Faculty of Medicine, University of Tokyo
Hongo, Bunkyo-ku, Tokyo
Japan
Tetsuo Kuroki, M.D.
Third Department of Interna) Medicine
Medical School, Osaka City University
Asahi-cho, Abeno-ku, Osaka
Japan

SECONDARY Takeyuki Monna, M.D.

INVESTIGATORS: Professor

STUDY LOCATIOR:

DATE INITIATED:

DATE COMPLETED:

Department of Public Health
Medical School, Osaka City Univers¥ty

Hiroko Oka, H.D.
Third Department of Internal Medicine

Medical School, Osaka City University
Japan

Tokyo and Osaka
Japan

May 7, 1985

In progress.

STUDY POPULATION: Number of
Population Subjects A Regimen
Healthy adults 124 10 mcg (0.5 ml1) at

31131-1
1/17/86

0, 1, and 6 months
I.M4. or S.C.



PROCEDURE:

RESULTS:

31131-2
1/17/86

Study 907

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

systemic complaints.

Serum samples were obtained before vaccination.
fFollow- up blood specimens have been or will be
obtained 1, 2, 4, 6, 7, 9 and 12 months after the
initial dose of vaccine. Serum samples have been or
will be assayed for HBsAg, anti-HBS, anti-HBc and
e-vnrz}h\var¢r lahoratory exami- nations by the

for yeast antibody.

.the (t)) ) Samples may also be assaved at

1. Number Vaccinated:

Injection No.
I .
124 124

3
121

2. Serologic Results:

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

3. (Clinical Complaints:
Route of Type of  Freguency in ¥ by Injection No.

Injection Complaints 1 2 3
1.8. Injection 19.4% 11.3% %
Site (12/62) (1/62)

Systemic 9.7% 14.5% *
(6/62) (9762)

S.C. Injection 16.1% Nn.3 *
Site (10/62) (71/62)

Systemic 16.1% 8.1% ®

(10/62) (5/62)

There were no serious or alarming reactions
attributed to vaccination.

* pnot yet analyzed

00609
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Study 907

RESULTS: (Contd) TABLE 1

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

RIA Anti-HBs Response (S/K)
Cut-Off Before 1 _mo. 2 mOS. 4 moS. 6 _mos. 1 _moS.
Index I.H. S.C. I.M. S.C. I.H. S.C. I.M. S.C. I.M. S.C. I.N. S.C.

2.1- 2] 14 16 31 38 24 30 25 36 0 7
21-103 2 1 12 5 26 20 25 16 6 12
105-208 1 1 1 2 1 31 32
100- 1 5

Seroconversion 28.1 27.9 77.2 70.1 89.5 83.6 92.9 86.9 98.2 96.6

3113I1-3
1/17/86
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PROGRAM: Yeast Recombinant Hepatitis B Vaccine, Study 912

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

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

PRIMARY Tatsuo Shimizu, M.D.

INVESTIGATORS: Director
Division of Internal Medicine

Dsaka Red Cross Hospital
Fudegasaki-machi, Tennoji-ku, Osaka
Japan

Masahiro Nakao, M.D.

Director :

Division of Internal Medicine
Shirokita Municipal Hospital
Takadono, Asahi-ku, Osaka
Japan

Toshiaki Marumo, M.D.

Director

Division of Internal Medicine
sumiyoshi Municipal Hospital
Higashi-Kagaya, Suminoe-ku, Osaka
Japan

Yuriko Tsubakio, M.D.

Division of Pediatrics

Osaka Municipa) Mothers' and Children's Hospital
Umeminami, Nishinari-ku, Osaka

“Japan

Yuichi Kobayashi, M.0.
Director

Division of Internal Medicine
Domyoji Municipal Hospital
Domyoji, Fujiidera

Japan

Tomohiro Kurahori, M.D.
Director

Ashiya Municipal Hospital
Asahigaoka-machi, Ashiya
Japan

3141
1/11/86



PRIMARY
INVESTIGATORS:
(Contd)

SECONDARY
INVESTIGATORS:

STUDY LOCATION:

DATE INIVIATED:

DATE COMPLETED:

STUDY POPULATION:

31141-2
1/11/86

Study 912

Akio Todo, M.D.

Director

Division of Internal Medicine
Kobe Central Municipal Hospital
Minatojima-machi, Chuo-ku, Kobe
Japan '

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

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

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

Dr. Tetsuzo Koda, M.D.

Division of Internal Medicine
Ashiya Municipal Hospital

Dr. Eiji Komori, M.D.

Division of Internal Medicine
Kobe Central Mumnicipal Hospital
Osaka, Domyoji, Ashiya and Kobe
Japan

September 2, 1985

In progress.

Number of
Population Subjects
Healthy health 175

care personnel

Regimen

10 mcg (0.5 m1) at
0, 1, and 6 months
I.M. or S.C.

00612



PROCEDURE:

RESULTS:

31141-3
1/11/86

00613

Study 912

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

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

1. Number VYaccinated:

Injection Number
J 2 3
124 124 ®

* not yet vaccinated

2. Serologic Results:

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

3. Clinical Complaints:

Route of Type of Frequency in & by Injection No.

Injection Complaints 1 2 3

1.M. Injection 3.4% 0%
Site (3/87) (0/85)

Systemic 23.0% 10.6%

(20/87) (9/85)

5.C. Injection 6.8% 9.1%
Site (6/88) (9/88)

Systemic 27.3% 12.5%

(24/88) (11/68)

There were no serious or alarming reactions
attributed to vaccination.



RESULTS: (Contd)

31414
1/11/86

Study 912

TABLE 1

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

Recombinant Vaccine Lot C-L220 at 0 and 1 Month
RIA Anti-HBs Response (S/N)
Cut-Off Before 1 mo. 2 mos.
Index I.M. S.C. I.M. S.C. I.M. S.C.
<2.1 84 85 46 66 19 30
2.1- 21 39 18 36 32
21-103 9 1 19 1
105-208 1
100-
Seroconversion % 45.2 22.4 74.7 58.9

00614
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PROGRAM: Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 914
PURPOSE : To evaluate antibody and clinical responses to the

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

VACCINE: Yeast Recombinant Hepatitis B Vaccine
. Lot #85861/22124/C-M126 (10 mcq HBsAg/ml)

PRIMARY Alain Burette, M.D.

INVESTIGATORS: venue 1' Echevinage
19-1180 Bruxelles
Belgiu,

Hichel Deltenre, H.D.
rue des Hippocampes
20-1080 Bruxelles

Belgium
STUDY LOCATION: Hospital Brugman
Bruxelles
Belgium
DATE INITIATED: November 21, 1985
DATE COMPLETED: In progress.
STUDY POPULATION: The study population will consist of approximately 20

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 8 vaccine.

PROCEDURE : Eligible participants receive a 1.0 ml (10 mcg HBsAg)
injection of vaccine into the deltoid muscle at 0, 1,
and 6 months. Study participants are asked to take
and record their temperatures for five days after each
injection of vaccine and to record any local or
systemic complaints. They are also asked to notify
the study physician immediately if any unexpected or
serious reaction occurs.

311511
1/2/86



PROCEDURE: (Contd)

RESULTS:

31151-2
1/2/86

Study 914

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

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

Assays for HBsAg, anti-HBs and anti-HBc on the
pre-vaccination serum samples and all ALT assays will
be performed in Belgium. The Merck Sharp & Dohme
Research Laboratories in West Point, Pennsylvania will
perform post-vaccination assays for HBsAg, anti-HBc,
and anti-HBs. Assays also may be done for yeast
antibodies and anti-HBs subtype specificity.

HEALTH CARE PERSONNEL:
10 mcg Lot #85861/22124/C-H126 at 0, 1, and 6 months

1. Number Vaccinated:

Injection No.

1Dose Level 1 2 3

10 mcg 20 20 0

2. Serologic Results:

Serologic data are not yet available.

3. Clinical Complaints:

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

00616
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SUMMARY - HEALTHY TEENAGERS

To date, 165 healthy male teenagers, 15-20 years old, have been immunized with
yeast recombinant hepatitis B vaccine. Antibody and clinical responses to 10, 5
and 2.5 mcg doses of the vaccine administered at 0, 1 and 6 months in the
deltoid muscle were evaluated in armed forces recruits who were negative for
hepatitis B markers. Fifty-five recruits received each dose level. The vaccine
was highly immunogenic and well tolerated in this population. Clinical
complaints were mild and transient. Protective levels of antibody (mIU/ml >10)
were induced in greater than 94% of vaccine recipients after 3 injections
regardless of dose level administered. Kinety-eight to 100% of vaccine recipi-
ents developed protective levels of antibody after 2 injections of either 5 or
10 mcg doses of vaccine.

Immunogenicity

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

level.

Statistical analysis showed that log titers increased significantly with dose
level at all time points ( p <0.01). Figure 1 illustrates this dose-response
relationship at 7 months. Geometric mean titers for all vaccinees at 7 months
were 3056.9 mIU/ml, 2553.4 mIU/ml and 846.3 mIU/ml1 for 10, 5 and 2.5 mcg doses,
respectively (Table 1). Figure 1 gives confidence intervals on the predicted
GMT at 7 months by dose in healthy teenagers. At 12 months geometric mean
titers for all vaccinees were 583.1 mIU/ml, 498.1 mIU/m1 and 324.7 mIU/ml1 for
10, 5 and 2.5 mcg doses respectively.

Safety

Clinical data following the first two injections of vaccine in 165 vaccinees
were available for statistical analysis. Clinical data following the third
injection in 164 vaccinees was summarized but not analyzed (Table 2). The
incidences of local (injection site) complaints, of systemic complaints, of
either local or systemic complaints, and of fever (oral temperature of 100°F or
more) were analyzed. The incidence following the first, second, or third
injection respectively, was defined as the number of subjects with the complaint
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at any time during the 5 day period following vaccination divided by the number
reporting while the total incidence was the sum of complaints over the three
injections divided by the number with follow-up. In general, the vaccine was
well tolerated in this population. Clinical complaints were mild and transient.
The incidences of local complaints, of systemic complaints, of either injection
site or systemic complaint, and of fever were evaluated as a function of log
dose level. No significant trend was found after the first or second injection.
Almost no fever was reported after either injection or at any dose level. The
only local complaint reported was soreness (13%) and the only systemic
complaints were malaise (6%) and headache (2%). The incidence of each complaint
tended to be lower after the second injection. Clinical complaints following
the third injection were minimal. The only complaint reported was injection
site soreness (2-6%).



Study #819
Table )

Antibody Responses Among Initially Seronegative Healthy Teenagers Following Vaccimation with 10, S5, or 2.5 mcg Doses of
Yeast Recombinant Hepatitis Vaccine B Lot 979/C-K564 or Lot 985/C-K732 at 0, | and 6 Months in Study 819

@5 e ¥ pe - I

10 mcq (Lot C-K564) S mcq (Lot €-X732) 2.5 meq_(lot C-K132)
,[ with Anti-iBs GAT_(miW/ml) with Anti-HBs GHT_(mIU/ml) $ with Anti8s 1 (mIU/m1
; Mﬁ&n_ Le_sngo'_de_rs_
Time | S/N> | miwm ANl /M > | mIwml S/ > RIWm) Al /M > | mIW/ml S/N > mIW/mI S/ > | miu/m)
#os. 2.1 210 Vaccinees| 2.1 > 10 2.1 >0 Vaccinees| 2.1 10 2.1 > 10 Vaccinees| 2.1 |> 10
| |
% l
1| 67(36/54) | 39(21/54) | 10.7 32.8| 116.6 | 59(32/54) | 19(10/54) 4.0 10.5 | 8.5 | 59(32/54)| 26(14/54) | 4.3 . 9.90/ 24.5
| 3 1100(53/53) | 95(51/53) | 213.3 213.3| 245.8 | 100(54/54) | 94(51/58) | 107.9 107.9 | 127.4 | 91(49/54) | 67(36/54) | 23.7  31.8  63.3
is 100(53/53) | 98(52/53) | 199.0 199.0; 211.0 | 100(54/58) |100(54/54) | 107.5 107.5 | 107.5 | eacaassn| neasssy 247 - 313 59.4
| 7 |1w00(s2/52) | 100(52/52) |3056.9 | 3056.9, 3056.9 | 100(54/54) ;100(54/54) | 2553.3 | 2553.3 [7553.3 |100(53/53) | 94(50/53) P46.3 846.3 1131.8
\ ! |
7 ’ | |
12 1100(54/54) | 100(54/54) ' 583.1 | 583.1' 583.1 |100(54/54) 100(54/54) | 438.1 _l_‘!!'i:l | as8.) | 92(49/53) | 91(48/53) 324.7  498.8 541.1

24171/5
12/31785

61900



Level of Response (Titer)

FIGURE 1
Confidence Inlervds on lhe Predicled Mean ot 7 Monlhs

DOSE

By Dose in Hedllhy Teenagers
Who Received Yeas! Recombinant Hepalilis B Vaccine
Prepared by tihe € Method
- 8103 -
- 2981 I I
- 1097
- 403
- 148
2.5 Mcg 5 Mcg ' 10 Mcg
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Table 2

Percent (Proportion) of Healthy Teenagers (Ages 15-20) with
Clinical Complaints During a 5-Day Period Following Vaccination
With Yeast Recombinant Hepatitis B Vaccine

Type of Complaint

Local (Injection Site)
Systemic

Any Local or Systemic
Fever >100° F (Oral)

Local (Injection Site)
Systemic

Any Local or Systemic
Fever >100° F (Oral)

Local (Injection Site)
Systemic

Any Local or Systemic
Fever > 100°F (Oral)

Study 819
First Second Third
Injection Injection Injection Total
2.5 mcg of Vaccine
12.7 (7/55) 1.8 (1/55 1.9 (1/54 4.8 2 8/164
5.5 (3/55) 0O (0/55 0 (0/54 1.8 ( 3/164
12.7 (7/55) 1.8 (1/55 1.9 (1/54 4.8 ( 8/164)
0 (o/s5) 0 (0/55) 0 (0/54) (0) ( 0/164)
5 mcg of Vaccine
5.5 (3/55) 9.1 (5/55) 5.5 (3/55) 4.8 ( 8/165}
3.6 (2/55; 3.6 (2/55) 0 (0/55; 2.4 ( 47165
9.1 (5/55 9.1 (5/55) 5.5 (3/55 6.1 (10/165)
1.8 (1/55) 0 (0/55) 0 (0/55) 0.6 ( 1/165)
10 mcg of Vaccine
9.1 (5/55) 5.5 (3/55§ 0 (0/55) 4.8 ( 8/165)
5.5 (3/55) 0 (0/55 0 (0/55) 1.8 ( 3/165)
12.7 (7/55) 5.5 (3/55) 0 (0/55) 6.1 (10/165)
0 (o0/55) 0 (0/55) 0 (o0/55) o0 ( 0/165)
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APPENDIX 1

STATISTICAL METHODS

3241/M
1/21/86



A1l tests of significance were two-sided at 0.05 significance level.

A.

1.

Clinical Complaints

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

2. A1l other differences in the incidences of the various clinical
complaints in dialysis patients due to dose level or regimen and
in health care personnel receiving vaccine from consistency lots
were assessed by the Likelihood Ratio Chi-Square.

Seroconversion Rates

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

2. Differences in seroconversion rates in healthy adults due to age
or sex were evaluated over studies using the Mantel Haenszel

Test) for heterogeneity.

3. Differences 1in seroconversion rates due to age 1in healthy
children, dose level in dialysis patients, and vaccine lot in
health care personnel were assessed by the Likelihood Ratio

Chi-Square.

Level of Response (Titers)

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

REFERENCE

Tarone RE, Ware J: On Distribution-Free Tests for Equality of
Suyrvival Distributions. Biometrika 64: 156-160, 1977.

3124112
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PROGRAM:

PURPOSE :

VACCINE:

PRIMARY
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

2411IN
1/15/86

00624

Yeast Recombinant Hepatitis B Vaccine, Study B19

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

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

George Papaevangelou, H.D.

Professor of Epidemiology & Medical Statistics
National Center for Viral Hepatitis

Athens School of Hygiene

P. 0. Box 14085

Athens 11522, Greece

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

Athens 10672, Greece

Greek Naval Base
Poros, Greece

May 12, 1984
In progress

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



PROCEDURE:

RESULTS:

2471172
1/15/86

Study 819

Eligible participants are allocated by means of a
prearranged balanced randomization 1list with code
numbers to receive a 1.0 ml (10 mcg or 5 mcg)
intramuscular injection of vaccine at 0, 1 and 6
months. Fifty-five receive 10 mcg doses and 55
receive 5 mcg doses.

As per an addendum to this study, 55 recruits receive
a 0.5 ml (2.5 mcg) injection of vaccine at 0, 1 and 6

months.

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

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

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

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

1. Number Vaccinated:

Injection_Number
Dose Level N 2 3
10 mcg 55 55 55
5 mcg 55 55 55
2.5 mcg 55 55 54

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

00625



00626

Study 819

RESULTS: (CONT'D) 2. Serologic Results:

At 7 months serologic data are available for 52,
54, and 53 study participants who received 10, §,
and 25 mcg doses, respectively. The
seroconversion rates at 7 months were 100% for all
dose levels when the cutoff was S/N >2.1. When
the cutoff was mIU/ml >10. The rates were 100%
for 5 and 10 mcg and 94% for 2.5 mcg. At 7 and 12
months the following anti-HBs responses were
noted. Table 1 shows seroconversion rates and
GMT's through 12 months of follow-up.

. — ——— GAT (@IU/ml) - ——-. -
Time Dose ~— ¢ with Anti-HBs — Al - -— Responders - —
(Fonths) Level S/ > 2.1 wi/ml 2 10 Vaccinees S/H > 2.1 miu/ml > 10
7 10 mcg  100(52/52) 100(52/52) 3056.9 3056.9 3056.9
12 10 mcg  100(S4/54) 100(54/54) 583.1 583.1 $83.1
7 S mcg  100(54/54) 100(S4/54) 2553.3 2553.3 2553.3
12 Smcg  100(54/54) 100(54/54) 498.1 4%8.1 498.1
7 2.5 mcg 100(53/53) 94(50/53) 846.3 846.3 1131.8
12 2.5 mcg 92(49/53) 91(48/53) 324.7 4%8.8 547.1

3. (Clinical Complaints

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

Type of Dose Frequency in % by Injection No.
Complaint Level 1 2 3
Injection 10 mcg 9(5/55) 6(3/55) 0(0/55)

site 5 mcg 6(3/55) 9(5/55) 6(3/55)
2.5 meg 13(7/55)  2(1/55)  2(1/58)

Systemic 10 mcg 6(3/55) 0(0/55) 0(0/5%)
5 mcg 4(2/55) 4(2/55) 0(0/55)

2.5 meg 6(3/55) 0(0/55) 0(0/58)

2477173
1/15/86



RESULTS (CONT'D):

PUBLICATIONS:

24711/4
1/15/86

Study 819

The vaccine was well tolerated. All complaints
were mild and transient. There were no serious or
alarming adverse reactions attributable to vaccine.

HBsAg

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

Dandolos E, Roumeliotou-Karayannis A, Richardson SC,

Papaevaneglou G. Safety and immunogenicity of a
recombinant hepatitis B vaccine. Accepted for
publication in J Med Virology 1985.

Papaevangelou G, Dandolos E, Roumeliotou-Karayannis A,

Richardson SC. Immunogenicity of recombinant
hepatitis B vaccine. Lancet 1985; 1:455-6.

00627



Study #819

Table 1

Antibody Responses Among Initially Seronegative Healthy Teenagers Following Vaccination with 10, 5, or 2.5 mcg Doses of
Yeast Recambinant Hepatitis Vaccine B Lot 979/C-K564 or Lot 985/C-K732 at O, ) and 6 Months in Study 819

10 mcq (Lot C-KS564) 5 mcqg (Lot €-K732) 2.5 mcq (Lot C-K732)
% with Anti-HBs GMT_(mIU/m]) % with Anti-HBs GHMT_(mIU/m}) % with Anti-HBs GMT (mIU/m1)

Responders Responders Responders
Time S/N > mIU/ml Al S/N >  mIu/m) S/H > mIu/m) All S/N > mIU/ml JS/N > miU/ml Al S/8 > miu/ml

Hos. 2.1 >10 Vaccinees 2.1 > 10 2.1 >10 vaccinees 2.1 10 2.1 > 10 Vaccinees 2.1 > 10
1 67(36/54) 39(21/54) 10.7 32.8 116.6 59(32/54) 19(10/54) 4.0 10.5 58.5 59(32/54) 26(14754) 4.3 9.90 24.5
3 100(53/53)  95(51/53) 213.3 213.3  245.8 100(54/54) 94(51/54) 107.9 107.9 127.4 91(49/54) 67(36/54) 23.17 31.8 63.3
6 100(53/53) 98(52/53) 199.0 199.0 211.0 100(54/54) 100(54/54) 101.5 107.5 107.5 94(48/51) 11(36/51) 24.7 31.3 59.4

i 100(52/52) 100(52/52) 3056.9 3056.9 3056.9 100(54/54) 100(54/54) 2553.3  2553.3 2553.3 100(53/53) 94(50/53) 846.3 846.3 113)1.8

12 100(54/54) 100(54/54) 583.1 583.1 583.1 100(54/54) 100(54/54) 498.1 498.) 498.1 92(49/53) 91(48/53) 324.7 498.8 541.1 -

24711/5
12/31/85

82900
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STUDY t 0819
TREATHENT :

LOT NUMBER ¢ CK584
DOSE : 10 HCB

PATIENT CLASS

HEALTHY TEENAGERS

Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

TOTAL VACCINEES (

55 PATIENTS) - DOSE 2

SRR A 2 R s S ST |
DAYS POST VACCIMATION

|
|
| | NUMBER
CLINICAL I B i T | WITH
COHMPLAINTS | 0 I 1 | 2 | 3 | 4 i 5 | [COMPLAINTS
4THIE 0 0039 34 3 R 134 D4 38 03906 € 4 0600 1020 2900 DS 06053804 060030 0% | $508 243603036 003838 | 32606002000 0020 bt | v mranu e vednan aeas | 2eananutaanne e ae e | decovereee e nenionas [ 0anenrs02e 000 bepene | oot ut ser resnsen st [ 0 orene ie 0t v ntians
| | | | | I | |
REACTION, LOCAL (INJECT. SITE) I 2 | 3 | o | o | o | I I 3
b ¢ 362y 0 ¢ 85523 | ¢« 0.02) [ ¢ 0.02) [ ¢ ©8.02) ) ¢ 0.0 | I € 5.5%)
----------------------- | | B B R e B B T B i
SORENESS | S 3 | o | o | o | o | | 3
¢ 3621 ¢ 85,52 | ¢ 8.0 § € 0.0y | ¢ 0.04) } ¢ o©.0%) | i ¢ 5.5
- [ |- { e ELSEEE et I I I --
PERSONS WITH COMPLAINTS ) 2 | 3 | o | o | o | o | | 3
o 3601 ¢ 885200 ¢ 0.02) 1 ¢ 0.02) | ¢ 0.02) | ¢ 9.0 | | ¢ s5.570
] ST et l--memeemev | f-—--- Ll EL == |
PERSONS HITH NO CONMPLAINTS | 53 | s2 | ss | o | e | | | 52
‘ | ¢ 96.42) | ¢ 94.5%) | (100.0%) { ¢ 9.02) | ¢ 0,02 | ¢ ©.0%) | |  95.5%)
- | ] EEE e R o et L | —emfem- | femmmmmemeen
PERSONS WITH NO DATA I o | o | o | e | o | e | I 0
P ¢ 0,020t ¢ 0.0z 1 ¢ 0.04) | ¢ 0.02) 1 ¢ 9.0Z) | ¢ ©9.02) | 1t 0.0%)
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STUDY : 0819
TREATHENT :

LOT NUMBER @ CKS564
DOSE : 10 HCG

PATIENT CLASS: HEALTHY TEENAGERS

Table 3

PATIENT COUNT MAXIHUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCIME

TOTAL VACCINEES ( 55 PATIENTS) - DOSE 1

DAYS POST VACCINATION | MRBER
MAX TEMPERATURE e mm e eeeem e ee e eee—ceeee— e —m———————— B T ————— |  WITH
(DEG F, ORAL? ()] | 1 i 2 I 3 | 6 | 5 | | MAX TEMP
33400 €000 38 5 501 712 13 0030 14 31 24 03836 000 000% | 0900 0600080000 000 | 34000030 2008 0005 | seon dessranorsesnae [ staeaeseieanne eeean | stsnennnpnsenneseds | enorrunt st [ wunnnnnnny (osnnanons | sessssnnes
| | i | | | | |
< 99 o | 56 | 50 | 55 | e | o | ! 49
( 0.0%) : ( 98.2%) : { 90.9%) : (100.0%) : ( 0.02) : t 0.0%) : : { 89.1%)
99 - 99.9 | o | LI | s | o | e | e | | 6
( 9.04) | t 1.82) : ( 9.172) : ( 0.0%) : t 8.0x1 = « 0.02) : : ( 10.9%)
S | ENOR i e . e
TEMPERATURE TAKEM o | 55 | 55 | 55 | o | o | | 55
¢ 0.0%) : 1100.0%) : (100.0%) : (100.0%) l t 0.02) : « 0.0%) : : 1100.0%)
TEMPERATURE NOY TAKEN | 55 | [ | e | o | 55 | s5 | | [}
| (100.0%) 1 ¢ 0.0Z) 0 ¢ ©0.0Z) | ¢ @.0%) | (100.0X%) | (100.0%) | I ¢ 0.04)
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STUOY i 0819
TREATHENT :

LOT NUMBER  : CKS564%
DOSE t 10 MGG

PATIENT CLASS: HEALTHY TEENAGERS

Table 3 (cont.)

PATIENT COUNT MAXIHURY TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

MAX TEMPERATURE
(DEG F, ORAL)

D431 2034 36 OF 04 00 20 30 50 38 34 50 30 38 S I R S0 04100

TOTAL VACCINEES ( 55 PATIENTS) - DOSE 2

DAYS POST VACCINATION NUMBER
............................................... | HITH
i 2 ] 3 | 4 | 5 | | | MAX TEMP

6383033436 308 [ 3430393800 083000 0000 300000300000 103 48 | 093000 06 3434 0030 4038 | SHIESHIE 39005403008 | 046342030000 0000 | 39000023 2000 00030 | 2008 09 2000 200 4 0008
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< 99 | )] 55 | o | [ | o I | 53
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| I € e.020 0 ¢ u.n/) } ( 0.02) | ¢ @.02) | f ¢ 3.6m)
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| | === e Bt ---
TEMPERATURE NOT TAKEN I | 6 | 55 | 55 | 55 | I 0
i I ¢ 0.02) | t100.6%) | (100.0%) [ (160.02) | I ¢ o0.04)

2€900



Table 4
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

K732
HCG

1 0819
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: 5
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STUDY t 0819
TREATHENT :

LOT NW#BER  : CK732
DOSE ¢ 5 HCG

PATIENT CLASS: HEALTHY TEENAGERS

Table 4 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOIBINANT HEPATITIS B VACCINE

TOTAL VACCINHEES (

55 PATIENTS) - DOSE 2

DAYS POST VACCINATION | NUMBER
CLINICAL |---- - -— R m—————————— I WITH
COMPLAINTS (] | 1 2 | 3 4 | [ | |COMPLAINTS
650508 0290 3405 0 1 0650 130 35 3 3430 1020 2034 T 00 0 SH00 2000 200 0 005 20 | 040000 9526 2000 030 | 0TH 00030 0 002 0030 | 3006 20302530 0030040 [ B0 600 wan 2 ae 3t | maamanasanpnandeds (| 20aepe e nenatsnn s [ otaeensnaeistaneines [ prma e e et g
| | | { | | |
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svsrenxc | 2 | 2 | s | o | o | o | i’ e
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| | ] | | | | I
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78900



Table 5

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : Q819
TREATHENT 2

LOT MUMBER : CK732
DOSE : 5 MCG

PATIENY CLASS: HEALTHY TEENAGERS

) TOTAL VACCINEES ( 55 PATIENTS) - DOSE 1 I
| -- S e e e oo -1
| DAYS POST VACCINATION {  MUMBER
HAX TEMPERATURE B - s A - i WITH
(DEE F, ORAL) I [} | 1 ] 2 { 3 | 4 I 5 i I | MAX TEMP
9835 DE U6 20 2030 20 3¢ 1620 90 1930 20 00 105 041000 D0 | 2820000000 3036 040038 | 300098053698 09303608 | 30303000 35 3006 230 | 2638 3036 2136 34 36 00 3¢ | 0400926 30 038 362638 | DU3620 00 20343030 303¢ | 48 3090 20 0360000 30 | 02 3958 09303036 0040 | b 034 043 0 IO
| § | i
< 99 o | s | 51 | 55 | o | o | I 50
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| | ! 1
9% - 99.9 | o | 1 3 | o | [ | o | ] 4
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| |
100 - 100.9 o | s | ) B | o | e | o | i 1
t 6.02) | ¢ 0.0%) : t 1.82) | ( 0.072) : t 0.02) | ¢ 0.07%) : : « 1.8%)
------------ -1- -1 D B L P -- -—- ———-
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Table 5 (cont.)

PATIENT COUNT MAXIMURM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0819
TREATHENWT :
LOT MUNBER t CK732
DOSE ! 5 MCG
PATIENT CLASS: HEALTHY TEEMNAGERS
] : TOTAL VACCINEES c 55 PATVIENTS) - DOSE 2 |
| |
| DAYS rosr VACCINATION | MUMBER
MAX TEMPERATURE 1 - T - |  WITH
(DEG F, ORAL) 0 0 1 1 | 2 | 3 | & | 5 | MAX TEMP
290 0E5 S0 300 3450 34 203 0030 30 32 0 003000 0¢ (| B89 H0% 00 0 390000 42 | 470047.00 70 0 90000 | SHI00036 5009 003000 | 0430 100006 2030 2038 | 00062090 38 62606 038 | 20002926 2026 0000 380 | 65303004 60900309900 [ s n snenat s unanendn 06 0w 0 2028 2e e AEYS
| l | | I i
< 99 | 535 | 53 | 55 | e | o | [ | 53
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I | | |
99 - 99.9 | 2 | 2 | o | o | o | o | I 2
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Table 6

PATIENT COUNT CLINLCAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0819
TREATHENT H

LOT NUMBER ¢ CK732
DOSE t 2.5 MCG

PATIENT CLASS: HEALTHY TEENAGERS

- - - -
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- O -— — |
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COMPLAINTS | (] | 1 i 2 | 3 | 4 I 5 i |COMPLAINTS
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Table 6 (cont.)

PATEENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCIHE
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Table 7

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE
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Table 7 (cont.)
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Safety and Immunogenicity of a
Recombinant Hepatitis B Vaccine

E. Dandolos, A. Roumeliotou-Karayannis, S.C. Richardson, and
G. Papasevangelou

National Cantre for Viral Hepatitis, Athens School of Hygiene, Athens, Greecs

A hepatitis B vaccine produced in yeast by recombinant DNA technology was
evaluated using 5-ug and 10-ug doses in a randomized trial lasting 7 months in
110 male armed forces recruits aged 17-19 years. Results were compared to those

""of an identical trial of a plasma-derived vaccine, No allergic reactions were
observed, and the rate of mild side effects was similar to the plasma-derived
vaccine. Seroconversion rates in the first month were 60% (33/55) and 67% (37/
55) with the 5-ug and 10-ug doses of the recombinant vaccine, respectively. All
participants seroconvered by 3 months, and none lost antibody. These results are
very similar to those for plasma-derived vaccine. Comparison of titres of antibody
to hepatitis B surface antigen (anti-HBs) showed a slightly higher level with the
10-pg than with the 5-ug dose of the recombinant vaccine. Geometric mean titres
of anti-HBs afier the booster dose were similar in the S-ug and 10-ug dose
recombinant vaccine groups (2,620 and 2,748 TU/, respectively) and in the S-xg
plasma-derived vaccine group (3,591 IUN) b significantly higher (9,227 TUM)
with the 10-ug dose of the plasma-derived vaccine. These resulis confirm the
safery and immunogenicity of the recombinant vaccine, although further study is
needed on the duration of immuniry.

Key words: ective immunoprophylaxis, hepatitis B, plasma-derived hepatitis B vaccine, recombi-
nant hepatitis B vaccine

INTRODUCTION

The safety and immunogenicity of plasma-derived hepatitis B vaccines have
been amply demonstrated by clinical trials in various high-risk groups in different
paris of the world [Szmuness et al, 1980; Maupas et al, 1981; Beasley et al, 1983].
However, the high cost and limited availability have prevented widespread use of
these vaccines, especially in the less developed areas where they are needed most.
Vaccination programmes are at present generally limited to groups at high risk of
infection, such as hospital personnel. Within these programmes, acceptance may have
been affected by unfounded loss of confidence in the safety of the vaccine, following
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isons at each time point. All analyses were carried out after logarithmic transforma-
tion of anti-HBs titres.

RESULTS

The trial was completed in all but two recruits, both the losses being from the
group receiving the 10-ug dose. One was lost from the stwudy after receiving the
second dose and the other after the booster dose. No participant developed either
clinical or asymptomatic viral hepatitis, and neither anaphylactoid nor other allergic
reactions were observed. Mild side effects were reported, but no case of fever above
37.5°C was noted, and no local discomfort or pain lasting for more than 1 day, The
overall frequency of side effects was very similar to that reporied for the plasma-
derived vaccine in the earlier study (Table I).

The two groups receiving recombinant vaccine showed a similar and rapid
immune response (Table II). Both of the recruits who did not complete follow-up had
already seroconverted in the first month. All panicipants had seroconveried by 3
months, and none lost antibody. These rates are very similar to those recorded in the
trial of the plasma-derived vaccine. Differences in seroconversion rates at 1 month
berween the four groups in Table II are not significant (x3 = 5.26; P = 0.15).

Geometric mean titres (GMT) of anti-HBs are shown in Table III. Multivariate
comparison between the two recombinant vaccine groups shows that they do not
differ in rates of increase of anti-HBs (Fj 104 = 1.99; P > 0.1). The 10-ug group had
significantly higher GMT of antibody overall than the S-ug group (tjos = 2.08; P <
0.05), although the difference appears to be small after the booster dose.

Multivariate comparisons of the anti-HBs profiles in the S-ug and 10-pug recom-
binant vaccine groups against the corresponding plasma-derived vaccine groups show

TABLE I. Frequeacy of Side Effects by Type of
Vaccine (Summed Over Administrations of Vaccine)

Recombinamt  Plasma-derived

Side effect vaccine (%) vaccine (%)
Local pain 6.0 9.0
Fever «37.5°C 16.3 11.1
Other 2.3 2.3
Tozal 24.6 224

TABLE II. Number (%) of Seroconveried (anti-HBs > 2.1 [U/1) by Moath aed Type of Vaccine

Recombinant vaccine Plasma-derived vaccine

Sug 10 ug S g 10 sg
Month (N = 35) (N = §3) (N = 30) (N = 30)
1 33 (60) 37 (67 40 (80) 32 (64)
3 $5 (100) 54 (100y° 49 (98) 49 (98)
6 35 (100) 54 (100 49 (98) 49 (98)
7 S5 (100) 53 (100)° 49 (98) 50 (100}
“One person lost to follow-up.

*Two persons lost.
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population, with all participants in both the trials of recombinant and plasma-derived
vaccines being males of similar age living under exactly similar conditions.

Comparison of the 5-ug and 10-ug doses of recombinant vaccine shows a small
advantage to the 10-ug dose overall in terms of GMT anti-HBs, although any final
difference is slight. Davidson and Krugman [1985), with older vaccinees of both
sexes, reporied 2 final (8 months) GMT anti-HBs in the 10-pug group more than
double that in the S-pg group, although the statistical significance is not stated.
Irrespective of dose, all participants in our trial reached the 10 [U/1 generally regarded
as protective. Only five (4.6%; two from the S-ug group and three from the 10-ug
group) had titres Jower than 100 IU/.

Our results confirm reports of the safety and immunogenicity of the Merck
Sharp and Dohme recombinant yeast hepatitis B vaccine [Jilg et al, 1984b; Davidson
and Krugman, 1985]. The minor differences observed in the immune response stress
the need for more extensive studies in various population groups under consideration
for vaccination, before the appropriate dose and vaccination scheme are decided.
Similarly, further follow-up is required to establish the duration of protective levels
of antibody [Jilg et al, 1984a; Davidson and Krugman, 1985]. Finally, in assessing
the efficacy of the vaccine, information concerning the quality of the anti-HBs induced
should complement the data on the anti-HBs levels achieved [Brown et al, 1984).
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SUMMARY - HEALTHY CHILDREN

To date, a total of 258 healthy infants and children, 3 months to 11 years of
age who were negative for hepatitis B markers, have been vaccinated with
hepatitis B recombinant vaccine. <(linical data for all 3 injections are
available on 100 infants and children, Seven to 8 month serclogy data are
available on 97 infants and children. Antibody and clinical responses to 5, 2.5
and 1.25 mcg doses af the vaccine administered at 0, 1 and & months were
evaluated. The vaccine was very immunogenic and well tolerated in this
population. Clinical complaints were minimal and transient. In general,
children 3 months to 11 years show an earlier response and develop higher titers
of antibody than do adults. Seroconversion (S/N >2.1) exceeded 94% after 2
doses regardless of dose level. Protective levels of antibody {mIU/ml >10) were
induced in 100% of wvac¢cine recipients, one month after the third injection,
regardiess of dose leve] administered. At 12 months, all children surveyed
still had titers of mIt/ml >10.,

Immunogenfcity

Antibody to hepatitis B surface antigen was measured at 1, 2, 3, 6, 7/8 and 12
months post vaccination. Data from study 809 involving 80 children who received
either 5, 2.5 or 1.25 mcg doses were statistically analyzed. No significant
effect of log dose level on seroconversion rates was found using either a cutoff
of S/N >2.1 or mIU/ml >I10 (see Appendix I for statistical methods used).
Seroconversion for all three dose levels and either cutoff was greater than 82%
at 3 months, 914 at € months and 1004 at 7/8 months {Table 1).

When each dose level was analyzed for the effect of age on seroconversicn rates,
younger children (under 4 years vs 5-12 years) who received the 2.5 mcg dose
showed a significantiy higher rate at 1 month for a cutoff of S/N >2.1 (p =
0.028) and at 3 months when the cutoff was miU/mi >10 (p = 0.022) (Table 2).
However, seroconversion was excellent for both age groups by 6 months.

Log titers increased significantly with log dose level at 6 {p = 0.03) and 7/8
months (p <0.01) (Table 3). Geometric mean titers for all vaccinees at 7 months
were 15965.5 mIU/mi, 6230.2 mil/ml and 2181.1 miu/mi for 5, 2.5 and 1.25 mcg
doses, respectively. Geometric mein titers at 12 months were 3481.6 miU/ml,
3051.5 mIU/mi and 819.Z2 mIu/ml for 5, 2.5 and 1.25 mcg doses, respectively.
Figure 1 presents confidence limits on the mean predicted titer at each dose
level for a one year old and a 9 year old.

Serclogic data from children vaccinated with 5 mcg doses in study B65 were
summarized but not included in the statistical analysis. Twenty-one of these
children received three injections at 0 and 1 and 6 months, while ninety-six
received two injections given at 0O and 1 month. Table 1 illustrates that
seroconversion rates at 6 months were 98% and 85% for a cutoff of S/N >2.1 and
mliy/ml >10, respectively. For those children who received a third injection at
6 menths, serocomversion rates increased to 100% regardless of cutoff. A large
boost in titer was seen among those children who received the third injection
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(Table 3). Geometric mean titers at & months were 1894.81 mIU/ml and 84.50
mIU/mi for those in the three and two immunization groups, respectively.

Safet!

Clinical complaints among children following 231 injections given in study 809
were available for analysis (Tables 4-6). The incidence of local (injection
site) complaints, of systemic complaints, of either local or systemic complaints
and of fever {(oral temperature of 100°F or more} were analyzed., The incidence
at each dose was defined as the number of subjects with the complaint at any
time during the 5 day period following vaccination divided by the number
reporting; while the total was the sum over the three injections divided by the
number of injections with follow-up {Table 4). The frequency of systemic
complaints is shown in Tables 5 and 6. A1l complaints were minimal and
%ransient. The statistical methods used in this analysis are shown in Appendix

None of the incidences of complaints were found to be a functien of log dose
tevel. Children who received 2.5 mcg of vaccine tended to report fewer
complaints with each dose Tevel, However, the incidences of local and systemic
complaints were highest after the secopd injection in children who received 5
mcg of vaccine. Over all doses and dose levels, fever (oral temperature of
100°F or greater) occurred after 12.7% (24/189) of injections with follow-up.
Injection site complaints {15/229, 2.2%) reported were soreness, tenderness, or
ecchymesis, while systemic complaints most often were respiratory (18/229
injections, 3.5%) or fatigue {7/229 injections, 3.1%).

Clinjcal data from children following 282 injections of 5 mcg doses in study 865
were summarized but not included in the statistical amalysis (Tables 4 and 7).
Fever was reported after 10.3% (29/282) of injections with follow-up. The only
injection site complaint was soreness {1.8%), while systemic complaints were
mainly digestive (2.5%) or respiratory (1.4%).

The vaccine has been well tolerated in this population. No serious reactions
have been reported.

In summary, the vaccine has been well tolerated by infants and children,
Although seroconversion rates were excellent with all dosages of vaccine
utilized, the highest antibody titers were obtained with the 5 mcg dose of
vaccine, '






Table 1

Percent. Seroconversion (Proportion) by Dose in Healthy Children Who
Received Yeast Recomhinant Hepatitis B Vaccine

Month 1 Month 3 Month 6 Month 7/8 Mgnth 12
Study
No. |Dose S/N l?.l L HIH -)_]0 S/N _)-2.1 nlU/ml_)_lO s/ zl_l mil/ml Zlﬂ S/N _)_2.1 mili/ml 3\0 S/N 22.1 mnli/m! zlﬂ
809 |1.25 |90.0 (t0s2s }| 8.0 ( 2/25 )floo.0 { r/7 )| 85.7 ( 6/7 )J100.0 {21/21)] 90.5 {19/21}]§100.0 {17/12) |100.0 (17/17} Qloo.¢ { 9%/9 ){100.0 { 9/9 )
809 |2.50 |44.4 (12727 }|22.2 ( 6727 YL100.0 { 17/17 )| 8z.4 (14717 )| 96.4 (27/28)] 92.9 (26/28) |100.D (21721) |100,0 {(21/21) J100.0 (19/19)]100.0 [19/19)
80% |5.0 47,0 ( 9719 }|i6.0 ( /19 ){100.0 { 10710 ) |100.0 (10710 )FI00.0 (19/19)]100.0 (26/20) J100.0 (14714} [100.0 (14/14) [J100.0 {(13/13}]100.0 {13/13)
865 |5.0 [36.6 (52/142)]13.4 (19/142)] 94.0 (110/117)] 81.2 (95/137)% 97.9 (94/96)| B5.4 (82/96)|100.0 {21/21)* {100.0 (21/21} - -

95.8 (23/24)*

87.5 (21/24)*

* Recelved a 3rd injection atl 6 months.

*s 0id not receive a third injection at 6 months.
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Tabie ¢

Percent Seroconversion {(Proportion) By Dose and Age Group in Healthy Children
Who Received Yeast Recombirant Hepatitis @ Vaccine (Study 809)

Dose Age Group Month | Month 3 Maonth & Montn 7/8*

{MCG) {Vears) 5/N»2.1 alU/ml 210 SiN 2.1 mil/ml >10 S/M 2.1 miU/mt >10 S/H »2.1 mlU/ml >10
1.25 (=4 41.7 (5/12) 8.3 {1712 100.0 5313 100.0 {3/3) 100.0 ( 8/8 ) 100.0 ( 8/8 ) | 100.0 { 7/7 Yy [100.0( 7/7)
1.2% 5 - 1¢ 38.9 (5/13) J {1713 100.0 (4/4 75.0 {3/4) 100.0 {13/13) B4.6 (11/13) 100.0 (10/10} 100.0 (10/10)
2.50 (=4 64.3 (9714 5.7 }5/14 100,0 [9/9 100.0 (5/9 100.0¢ {15/15 93.3 {14115 100.0 {12/12 100.0 (12/12)
2.50 5 - 12 23,1 {3/13 7.7 (1/13 100.0 (8/8 62.5 (5/8 g2.3 {12/13 92.3 (12/13 100.0 { %/9 100.0 ( 9/9 )
5.0 (=4 54.5 (&6/11 18.2 {2/11 100.0 (6/6 100.0 {6/6) 100.0 (11/11) 100.0 (11/11) § 1000 ( 8/8 ) | 100.0 ( 8/8 )
5,00 5§ -1 37.5 {3/8 12.5 (1/8 100.0 (4/4 100.0 {(4/4) 100.0 { 8/8 ) 100.0 ( 8/8 ) ! 100.0 ( 6/6 } | 100.0 ( 6/6 }

® Month 7/8 included 9 month data when 7 or 8 month was not available.
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Table 3

Geometric Mean Titers by Dose in Healthy Children Who
Received Yeast Recombinant Hepatitis R Vaccine

-
Month 1 Month 3 Month & Month 7/8 Month 12
GMT (mIli/ml) GAT [miU/m1) GHT (mIU/m]) GMT (miIli/m1) GHT (mIU/m1}
Responders Responders RKesponders Responders Respanders
Study ALl | 5/N | mll/m] All S5/N | mlUjm AN _';7! nll/ml All S/M niU/m) Al S/N miU/nl
! Dose | N |Vacc. |22.1]210 N vacc. [>2.1 |>10 N [Vacc. | 2.1 |10 |W | Vacc. 2.1 210 N { Yacc. | 2.1 | >10
509 1.25 25| 1.2 7.4 |69.7 7| 52.7| s2.7 | 72,5 | 20| ?5.9| 75.9| 100.7 |14 z218l1.1 z21e1.1 2161.1 9| 819.2 | 819.2 | 819.2
809 2.50 27| 1.9 t11.4}28.9 i7 | 86.9 | B6.9 [144.7 | 2B |125.2]156.5| 175.7 |21 } 6230.2 6230.2 6230,2 |19 j3051.5 [3051.5 | 3051.5
809 5.0 19 ] 2.0 |11.7 |63.8 10 1189.3 }189.3 |189.3 | 19 |308.4 | 30B.4 | 308.4 | 14 |I5965.5 [15965.5 15965.6 |13 |3481.6 [34B1.6 | 3481.6
865 5.0 142 1 0.9 B.8126.1 117 | 44.7 1 63.5 ) B81.2 ] 96 | 59.4 | 74.7| 98.6 |21 | 1894.8* | 1894.8* | 1094.8*
24 84.5** | 107.9%% | 144, 9**

* Received a third injection at 6 months,

** Did not receive a third injection at 6 wmonths.
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Table 4

00651

Percent {Proportion} of Healthy Children (Ages 1-12) with
Clinical Complaints During a 5-Day Period Following Vaccination

With Yeast Recombinant Hepatitis B Vaccine

Type of Complaint

Local (Injection Site)
Systemic

Any Local or Systemic
Fever >100° F (Oral)

Local (Injection Site)
Systemic

Any Local or Systemic
Fever >100° F {Oral)

Local {Injection Site)
Systemic

Any Local or Systemic
Fever > 100°F (Oral)

Type of Complaint

Local {Injection Site)
Systemic

Any Local or Systemic
Fever > 100°F (Qral)

First
[njection

Study 809

Second
Injection

1.25 meg of Vaccine

0 (0/26)
19,2 (5/26)
19.2 (5/26)
20.0 (4/20)

0 {0/26)
11.5 (3/26)
11.5 {3/26)
11.1 {2/18)

2.5 mcg of Vaccine

6.3 (2/32) 3.2 (1/31)
18.8 {6/32) 12.6 (4/31)
21.9 (7/32) 16.1 (5/31)
13.3 (4/30} 11.5 {3/26)
5 mcg of Vaccine
0 {o0/21) 5.6 {1/18)
14.3 (3/21) 22.2 (4/18)
14.3 {3/21) 27.8 (5/18)
19.1 {4/21) 6.3 (1/16)
Study 865
First Second
Injection Injection
5 meg of Vaccine
2.1 { 3/141) 1.7 ( 2/1i6)
5.7 ( 8/141) 4.3 { 5/116)
7.8 (11/141} 6.0 { 7/116)
9.9 {14/141) 12.1 (14/118)

Third A1l
Injecticon Injections
4.0 (1/25) 1.3 ( 1/77}

12.0 (3/25) 14.3 (11/77)
16.0 (4/25) 15.6 (12/77)
7.1 (1714) 13,5 { 7/52)
0 (D/30) 3.2 { 3/93)
6.7 (2/30) 12.9 {12/93)
6.7 (2/30) 15.1 {14/93)
11.5 (3/26) 12.2 (10/82)
0 (0/20) 1.7 {1/5%9)
5.0 (1/20; 13.6 {8/59)
5.0 (1/20 15.3 (9/59)
11.1 (2718} 12.7 (7/55)

Third All
Injection Injections
0 {0s25) 1.8 { 5/282)
4.0 (1725} 5. 3 {14/282)
4.0 (1/25) 6.7 {19/282)
4.0 (1/25) 10.3 {(29/282)



: 00652
Table 5
Frequency of Systemic Complaints by Body System Occurring

Within 5 Days Among Healthy Children Following 231 Injections of
Yeast Recombinant Hepatitis B Vaccine

Study: B09
Number of Vaccine Recipients: 80

frequency as %
Body System/Complaint {Number)

Whole Boedy/General

Fatique/Weakness
Headache

Sweating

Bruise from vepipuncture
ITIness, NOS

wn
—
(3]

OO O 0O W
o D

S L
[l o LN |
e S Bt S St

Digestive 4 (10)
Diarrhea 2 (5)
Yomiting 1.3 (3
Diminished Appetite 0.4 (1
Logse Stool 0.4 {1
Nausea 0.4 (1)
Teething 0.4 (1)

Respiratory 4 {9)
Upper Respiratory Infection, NOS 2.6 (B)
Pharyngitis 0.8 (2)
Rhinitis 0.8 (2)
Cough 0.4 (1)
Croup 0.4 (1)

Psychiatric/Behavioral 2 {5)
Irritability 1.7 (4)
Insomnia/Disturbed Sleep 0.4 (1)

Infectious Syndromes 2 {4
Yiral Infection 1.7 (4)

Integumentary 1 {3)
Papular rash 0.8 (2)
Rash, NOS 0.4 (1)
Urticaria/Hives 0.4 (1)

Organs of Special Sense 0.4 (1)

Otitis Media 0.4 (1)
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Table 6

Percentage (Number) of Healthy Children with Specific
Systemic Complaints During a 5 Day Period Following
231 Injections of Yeast Recombinant Hepatitis B Vaccine

Study: 809
Number of Vaccine Recipients: 80

Complaint Frequency 1 - 3%

Fatigue/Weakness 3 (7)
Upper Respiratory Infection NOS 2.6 {6)
Diarrhea 2 {5}
Vomiting 1.3 (3)
Irritabitity 1.7 (4)
Viral I[nfection 1.7 (4)
Complaint Frequency 0.5 - 0.97%
Headache 0.8 (2)
Pharyngitis 0.8 (2)
Rhinitis 0.8 (2)
Papular Rash 0.8 (2)
Complaint Frequency 0.1 = 0,49%
Sweating 0.4 (1)
Bruise from venipuncture 0.4 El}
I11ness, NOS 0.4 (1
Diminished Appetite 0.4 (1)
Loose Stool 0.4 (1)
Nausea 0.4 (1)
Teething 0.4 (1)
Cough 0.4 (1)
Croup 0.4 (1)
Insomnia/Disturbed Sleep 0.4 (1)
Rash, NOS 0.4 (1)
Urticaria/Hives 0.4 (1)
Otitis Media 0.4 (1}
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Table 7

Frequency of Systemic Complaints by Body System Occurring
Within 5 Days Among Healthy Children Following 2B2 Injections of
Recombinant Hepatitis B Vaccine

Study: 865
Number of Vaccine Recipients: 141

Frequency
Body System # Complaints as %
Digestive 7 2.5
Respiratory 4 1.4

Whole Body 3 1.1
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APPENDIX 1

STATISTICAL METHODS

31241/M
1/21/86



A1l tests of sighificance were two-sided at 0.05 significance level.

A.

Cltnical Complaints

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

2. A1l other differences in the incidences of the various clinical
complaints in dialysis patients due to dose level or regimen and
in health care personnel receiving vaccine From consistency lots
were assessed by the Likelibhood Ratic Chi-Square.

Seroconversion Rates

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

2. Differences in seroconversion rates in healthy adults due to age
or sex were evaludted over studies using the Mantel Haenszel
Test! for heterogenetty.

3. Differences in seroconversion rates due tp age in healthy
thildren, dose level 1in dialysis patients, and vaccine lot in
health care personnel were assessed by the Likelihood Ratio
Chi-Square.

Leve) of Response {Titers)

The efFect of age, sex,lot (consistency lots only in Study 880), or
dose level (211 other studies) in health care personnel and other
healthy adults, of dose level in healthy teenagers, of dose level and
age in healthy children, and of dose level and regimen in dialysis
patients were analyzed by fitting these variables to a regression
model. Subjects who were negative for antibody to hepatitis B surface
antigen were assigned a titer of 0.3 mIU/m] in the analysis.

REFERENCE

1.

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

3124112
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MEALTHY CHTLDREN

Study 809 - Philadelphia, PA ~ Dr. S. Plotkin and Dr. 5. Starr

Healthy adults and children (1-11 years of age), who are seronegative for
hepatitis B virus markers, are enrolled in Study 809. Healthy children
receive either 1.25 mcqg or 2.5 mcg injections of vaccine lot C-K723 or 2.5 mcg
or 5 mcg injections of lot C-K444, A1} injections are administered at 0, 1,
and & months.

Twenty-six childrer have received two 1.25 mcg injections of vaccine and 25 of
these have received the third injection. At 7/8 months, 100% (14714} of the
subjects seroconverted (S/N >2.)) and developed protective levels of anti-HBs
(mIU/ml >10). The GMT for all vaccinees was 2181.1 mIU/ml.

Thirty-two children have received twe 2.5 mcg injections of vaccine and 30 of
these have received the third injection., At 7/8 months, 100% (21/21) of the
vaccinees seroconverted {S/N >2.1) and developed protective levels of anti-HBs
{mIU/m1 >10). The GMT for all vaccinees was 6230.2 mIU/m].

In the 5 mcg dose regimen, 22 children have received twe injections of wvaccine
and 21 of these have received the third injection. At 7/8 months, 100%
{14/14) of the children sercconverted (S/N >2.1) and developed protective
levels of anti-HBs {mIU/m1 >30). The GMT for all vaccinees was 15965.5 mIU/m}.

Anti-HBs titers were higher in the children who received 5 mcg injections than
in the children who received 1.25 mcg or 2.5 mcg injections of vaccine.

No serious or alarming adverse experiences related to vaccine have been
reported. The study continues in progress.

Study 865 - Hone Keng - Dr. E. K. Yeoh

Healthy infants and children, ages 3 months through 11 years, who are negative
for hepatitis B serologic markers are enrolled in Study 865. The children are
assigned to receive 5 mcg injections of vaccine lot C-K732 at 0 and 1 months
or at 0, 7, and 6 months.

Ninety children, in the twe injection regimen, have received one 5 mcg
injection of vaccine and 70 of these have received the second injection. At 6
months, 98% (43/50} of the children sercconverted (S/N >2.1) for anti-HBs and
94% (41/50) developed protective levels of antibedy (mIU/m] >10). The GMT for
all vacrinees at that time was 81.6 mIUt/ml and 102.5 for responders {mIU/m]
»10). At 8 months, 87.5% (21/24} of the vaccinees were positive for anti-HBs
(mIU/ml >10) with a GMT of 145.0 mIl/m).

Eighty-eight children, in the three injection regimen, have received the first
5 mcg Jnjection of vwvaccine. Seventy-two and 46 subjects have been
administered the second and third injecticns, respectively. At 8 months, 100%

31581 /1
1/21/86
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Study 865 - Hone Kong - Dr. E. K. Yech (Cont.)

(21/21) seroconverted (S/N >2.1) and developed protective levels of anti-HBs
(mIUu/ml >10). The GMT for all vaccinees as 1894.8 mIU/ml.

No serious or alarming adverse reactions attributable to vaccine have been
reported. ¥Yaccination and follow-up continue in progress.

Study 891 - China - Dr. Z. H. Hu

The study population consists of healthy adults and healthy children who are
negative for hepatitis B serologic markers. Healthy adults receive either 10
mcg injections of yeast recombinant wvaccine or 20 mcq injections of
plasma-derived wvaccine. Healthy children received either 5 mcg injections of
yeast recombinant vaccine or 10 mcg injections of plasma-derived vaccine. AN
injections are administered at 0, 1, and & months. Yeast recombinant vaccine
Tot C-K564 and plasma-derived vaccine lot D027L are being utilized.

Twenty-five children have received the first injection of yeast recombinant
vaccine and 25 have received the first injection of plasma-derived vaccine,
None have received second or third injections of vaccine, Serology data are
not presently available. No serious or alarming adverse events attributable
to vaccine have Dbeen reported. Vaccination and follow-up conrtinues in
progress.

3158172
1/21/86
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STUDY 80¢



PROGRAM:

PURPDSE :

VACCINE:

PRINCIPAL
INVESTIGATOR:

STUDY LOCATIONS:

DATE INITIATED:

DATE COMPLETED:

STUBY POPULATION:

2520811
12/31/85

nnes59

Alum-Adsorbed Yeast Recombinant Hepatitis 8
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 mcqg HBsAg/ml)
985/C-K732 ( 5 mcg HBsAg/ml)

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

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

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

February 2, 1984

In progress

The study population consists of healthy children
(ages 1-11 vears) and healthy adults whe are
negative for HBsAg, anti-H8c, and anti-HBs, have a
normal ALT level and have not previously received
any hepatitis B vaccine.



PROCEDURE :

RESULTS:

2528l/2
12/31/85

Study 809

Cthildren in the study receive a 0.5 ml1 (5 mcg HBsAg) or
a2 0.25 ml (2.5 mcg HBsAg) intramuscular injection of lot
£ 972/C0X4&444 wvaccine at 0, 1 and 6 months or a 0.5 ml
(2.5 mcg HBsAg) or 0.25 ml {1.25 mcg HBsAg) injection of
lot # 9B85/C-K732 vaccine according to the same time
schedule. Adults receive a 1.0 ml (10 mcg MHBsAg)
intramuscular injection of lot # 972/C-K444 vaccine at
0, 7 and 6 months., Vaccine recipients {(or the parent cor
guardian in the case of a minor) are asked to record
their temperature daily fer 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}) 1s obtained Ffrom each
prospective vaccine recipient one to two weeks before
the first. vaccination. Post-vaccination bleedings are
obtained at 1, 3, 7 and 12 months from some of the
children and at 2, 6, 8 and 12 months from others.
Post-vaccination bleedings are obtained from adult
vaccine recipients at 1, 2, 3, 6, 8, 12 and 24 months.
The samples are assayed for HBsAg, anti-HBc, anti-HBs,
and ALT. Samples may also be tested for yeast antibody
and those with an anti-HBs titer > 25 mIU/m1 may be
tested for the propertions of anti-a and anti-d activity.

HEALTHY CHILDREN:

1.25 meg Lot # 985/C-K7132 at O, 1, and 6 months
2.5 mcg Lot # 985/C-K732 at 0, 1, and € months
2.5 mcg Lot & 972/C-K444 at 0, 1, and & months
8 mcg Lot & 972/C-K444 at 0, 1, and & months

1. Number Vaccinated:

Injection No.
Dose Level 1 2 3
1.25 mg 26 26 25
2.5 mcq 32 3¢ 30
5 mcyg 22 22 21

00660
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Study 809

RESULTS: (Cont.) 2. Serologic Results:

. Serologic data are available for 14, 22, and- 14
participants at 7/8 months, who received 1.25 mcq,
2.5 mcg and 5 mcg injections of vaccine.
respectively. One hundred percent of the subjects
(all dose levels) seroconverted (S/N >2.1) and
developed protective 1levels of anti-HBs (mIL/m}
>10) at that time. Anti-HBs responses and GMTs
for 7/8 month data are summarized in the following
tabie.

GMT (wIU/ml) ————
Dose — 1 with Mnti-HBs — All —— Responders ———
level S/H> 2.1 miU/ml > 10 Vvaccinges S/0 > 2.1 mlwm! > 10

1.2 mcg 100074/14) 100 (14714) 2181.1 21811 2181.1
2.5mcg  100021/720) 100 (21/21) 62:30.2 6230.2 6230.2
5 mcg 100(14/148) 100 (14714)  15965.5 15965.5 15965.5

Among participants with serology data at 12
months, 100X (9/9), 95% (18/19) and 100X (13/13)
were positive for anti-nWBs (miu/ml >10) from dose
level 1.2 mcqg, .5 mcg and 5.0 mcg,
respectively. The GMTs for all vaccinees from
these dose levels were 619.2, 3051.5, and 3481.6
mlU/ml, respectively.

Refer to Table 1 for anti-HBs responses and GNTs
fer other time intervals.

3. Clinical Complaints:

Clinical follow-up data are available for at least
25, 30, and 18 participants, after each injection,
in the 1.25 mcg, 2.5 mcg, and 5 mcg dose level,
respectively. The overall frequencies of
complaints follow.

23281/3
12/31/85
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Study 609
RESULTS (CONT.):

Type of Dose Frequency in X by Injection No.
Complaint Level 1 2 3
Injection 1.25 mcg 0{0/26) 0{0/26) 4{1/25)

Site 2.5 mcg 6(2/32) (1730 0{0/30)
5.0 mcg 0(0/21) 6(1/18) 0(0/20)

Systemic 1.25 mcg 19{5/26) 12(37/26) 12(3/2h)
2.5 mcg  19(6/32) 13(4/31)  7{2/30)

5.0 mcg 14(3s21) 22(4/18) 5(1/20)

|

Refer to Tables 2 through 4 for 1listings of
specific complaints by injection number and dose
Yevel. Maximum temperature data are provided *n
Tables 5 through 7.

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

25281/4
12/31/85



Tabhle 1

Antibody Responses Among Healthy Children Following vaccination with
1.25, 2.5, or S mcg Injections of Yeast Recosbinant Hepatitis B vaccine

Lot # 972/C-K444 and 98S/C-K732 at 0, |, and 6 Months

1.25 mcg 2.5 mcqg 5 mcg
1 with Anti-HBs GNY (mIU/m]) 1 with Anti-HBs GHT _(mIU/m1) 1 with Anti-HBs GHT_(mIUW/m) )
_Responders —Responders Re rs
Tiee wnll/ml Al mIli/m) mIl/mt AN mlli/ml mllU/ml Al miU/m}
{Mos.) S/AW2.17 >10 Vaccinees S/W22.1 > 10 S/Ww2.1 > 10 Vaccinees S/N>2.1 > 10 /2.1 > 10 Vaccinees S/2.1 > 10
} 40 8 1.2 1.4 69.7 M 22 1.9 11.4 8.9 417 16 2.0 1.7 63.9
(10725) (2/25) (12721) (6/27) (9/19) (319
2 92 58 26.2 ¥%.0 192 ® 63 ire 15.5 236.4 100 67 23.1 23.1 431.5
{1112y (N2) (1/8) (5/8) (6/6) (4/6)
3 100 86 52.1 52.1 17.5 100 A2 86.9 86.9 144.7 100 100 189.3 189.3 189.3
(a/n 6/7) (v Qann (10100 (10/10)
6 100 90 n.9 15.9 1007 9% 23 125.2 156.5 175.7 100 100 308.4 00,4 300.4
217221y  (19/21) (21/28) (26/28) (1919 (19/19)
/8 100 100 2181.1 2181.1 2181.1 100 100 6230.2 6230.2 6230.2 100 100 15965.5 15965.5 15965.5
(14/14) (14/14) (21721) (21/21) (4/14) (1414)
12 100 100 819.2 819.2 819.2 1™ 95 3051.5 3051.5 4205.1 100 100 3481.6 3481.6  3481.6
(9/9) (99 (w719 Q8/19) Q13 (1an3)
2528175

12/31/85
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Table 2

PATIENT COUNT CLINICAL COHPLAINTS
RECOMBINANT HEPATITIS B VACCIHE

STUDY i DEOY
TREATHENT H
LOT MUMBER  : CK732
DOSE T 1.25 MCG
PATIENT CLASS: HEALTHY CHILDREN
| TOTAL VACCIMEES ( 26 PATIENTS) - DOSE 1 |
R e |
| DAYS POST VACCIMATION | mMBER
CLINICAL e o e e e | MITH
CONPLAINTS | 0 | 1 | H | 3 | L] | 5 { |COHPLAINTS
LA LRI LE L TRt LIt L LY E L e T e e L e P e PT LT T
------------ R B B B e el I e nT T [SPMENNEPRSPS (RRPRRSPRSIN PR,
SYSTEMIC ] 1 ! 2 | b S | 3 | 3 2 | I 5
bo 3.8 ¢ 7.7 10 3.8y | 1L.szy | L 1r.s2y [0 v o | I« 19.2%)
| | | | | I | I
WHOLE BODY/GEMNERAL I 1 | o | 0 | U | o | [ | | 1
It 3001 ¢ 0.04) 1 ¢ .00 ) ¢ 0.0 | v 0.0%3 | ¢« 0.0 | I « 3.821
| i 1 | | | | I
FATIGUE /HEAKNESS | 1 | o | o | o | (| (| I 1
o .82y )¢ 0.02) ) ¢ 0.0y J Ut e.04r | ¢ 0.02) 1 ¢ o0.07) | | « 3.82)
| | [ ] i 1 | |
INFECTIOUS SYNDROMES | o | o | o i [ 1t o | | 1
I oo bt 0.04) | ¢ 0.04) ¢ € 0.04) ) C 3.82) § 1 0.0/ | Il « 3.8%)
) i I ! ! t | |
VIRAL INFECTION, MOS i I | 0 | ¢ | o | 1| LI | i 1
IT4 .03 LU 0.02) | € 0.0 { ¢ o0.04) 1 (U 3.8 1 (¢ 0,02 | it 3.80
| | i i | t ' |
INTEGUNEHTARY STSTEN | o | o | s | o | 1 | 1 ! | 1
I .oy 10 0,020 ¢ 002 | ¢ 0.0 |t 3.8 3.87) | I &+ 3.8
| | i | | | | |
PAPULAR RASH | [ | o ! o | 9 | 1 | | 1
= t 0.0x} | ( 0.07) : t 0.0%) = C 0.0 |t 3.8 11 382 | : ( 3.8%)
i | | |
RESPIRATORT t o o | o | 1 | ) I | 1 ( 1
¢ Doy 1 €t o0 |t @.0X) | ¢ 382 | ¢ S$.82)( ( 3.872) | | ¢ 3.82)
| | | | | | | f
UPPER RESPIRATORY INFECT., MOS | o | o | o | 1 1 | s | | 1
¢ o0.02) |« &.0#) | € oy | 0 3.8 1 ¢ 3,801 ¢ 3,02 | | « 3.82)
| | J | | | | |
COUGH | [ o | o | ) O [ | o | i 1
1o 0.0z 1 € 0.0 Lo 0.0y | € 3.872) F ¢ 0.04} § ¢ 0.0 | I « 3.87}
| | | | I | | |
DIGESTIVE SYSTEM I [ | A | 1 1 | 1 0 | | 1
i 0.0 1 ¢ 3.8 1€ 3,840 C 3.840 |t 3.82) b0 0.041 | 1 3.80
| ! ! | i t | I
DIARRHEA | o | o | o | o | o | | 1
It 0.0 b0 3820 00 o) | € o002 0 ¢ Q.01 ¢ 0.0 | | ¢ 3.87)
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Table 2 {(cont)
PATIENT COUNT CLINLICAL COMPLAINTS
RECONBINANT HEPATITIS B VACCINE

STUDY : 0609
TREATHENT :

LOT HUHBER @ CK?32
DosE : 1.25 MCG

PATIENT CLASS: HEALTHY CHILDREN

i TOTAL VACCIHEES { 26 PATIEKTS! - DOSE 1 |
R e ettt DL T T |
| DAYS POST VACCINATION | HUBER
CLINICAL | et e T T —— | WITH
COMPLAINTS i o | 1 | 2 ] 3 | 9 | 5 | JCOHPLAINTS
UE D06 00000 0 O 0000 DO 00000000 00 D0 ] 000000600000 ] 000000 D0 00 00000 6000 | 0 00| 0 0 D
| i | | [ | | |
DIMINISHED AFPETITE | o | 1 | ) | 1 | 1 0 | | 1
J o o.¢2y U 3.82) |« 3.82) ] ¢ 3.8 ] ( S8y 1 ( 0.04) 4 1 ¢ 3.87%)
| | | 1 | ] i |
ORGANS OF SPECIAL SENSE I e | o |1 o | 1 1 o | o 1 1
I ( 0.0%) } t 9.02) : { 0.0x) : ( 3.871 E i 0.02) = ( 0.02) I I « 3.87)
OTITIS HEDIA ] I | ] I a | 1 | L] | 0 | } 1
1t oozl t 0.0 1 .0y | ¢ 380 | 1 0,021 € 0.0 | l ¢ 3.8
| | | | ] ! | |
PSYCHIATRIC/BEHAVIORAL ] o | 1 ) 1 ] | 1 | L | | 2
1o oozl t 300 PO 3800 1 ¢ 380 bt 0.y | ¢ 0.02) ] 1« 7.77}
| i | | [ 1 | |
IRRITABILITY | ¢ | o |1 1 1| [ | o | | 1
b ooz |t o0 | € 3.84) | € 3.8 | ( 9.0y | { 0.0%) | | ¢ 3.8%2)
) 1 ) 1 I | i |
INSOMNIA/DISTURBED SLEEP | o | 1 ! o | o | [ | o | | 1
o ol 382 |« o0yl € 0.0yt .02yt 0.0%) | I ¢ 3.82)
----------------------------------- R R R e R ey e B e
PERSONS HWITH COMPLAINTS | 1 | z | 1 ! L | L | 2 | | [
(T T Y T O D% "2 T I W -2 IO R B O U I IS OO "3 I IO O 3% P | € 19.2%)
----------------------------------- R et Rl o B By B e L e P e
PERSONS HITH MD COMPLAINTS | s | 26 i 25 | 23 1 2y | 26 | | 21
It 9%.22) : { 92.341 : 95223 |« 88.52) | [ 88.5) | ¢ 92.3%) | : C 80.80)
----------------------------------- |t ettt B B el B R L B
PERSONS WITH NO DATA t o | o 1 o | o | [ 0 | ] ]
It o6y 11 0.02) | ¢ 0.0y | € o0.02) 1 ( 0.02) 0 ¢ 0.0%) | 1 ¢ 0.0

59900



Table 2 (comnt)
PATIENT, COUNT CLIMICAL COMPLAINTS
RECOMBIHANHT HEPATITIS B VALCINE

STUDY ¢ Qeo9
TREATHENHT ;

LOT HUMBER P CK732
DOSE t1.25 M6

PATIENT CLASS: HEALTHY CHILDRENW

| TOTAL VACCINEES ( 26 PATIENTS) - DOSE 2 t
mm e e e e s mmmmemee—|
] DPAYS POST VACCINATION | HUMBER
CLINICAL [EEEEEEEERET T rerm—— e ———— S ———— R T T ST |  WITH
COMPLAINTS | 0 i 1 | 2 [} 3 I 4 | 5 | |[COMPLAINTS
0006 00 D00 006 00 D000 00000000 00000 000 0 0 000000 00 00|00 0
----------------------------------- Rl e B I B Ll et T Py P
SYITEMIC I 2 | 2 | LA | 1 | 2 i 2 | | 3
Lo 222200 22000 2,700 b4 s8y o 272 b0 20720 ) It 11.5:2
| | t | | | | |
HHOLE BODY/GENERAL § 0 ) [ | 6 b o ) A U | | I 1
it 0,022 ) 1 0.04) : C o000 ¢ o0.023 1 ¢ 3820 0t ©.070 | It 3.87)
f ] i | i | |
SHEATING i o ) o | LI | [ | I o | I 1
It o002y F 1 0.0 J ¢ 0.0 1 ¢ 0.0 ) ¢ 3820 | ¢ 0.07) | I ¢ 3.87)
| | | | | | | |
FATIGUE /WE AKHESS | o |1 0 | 0 | 0 | 1 | 0 | | 1
| ¢ .02 ) 1 o) 0 ¢ 9.023 0 ¢« 0.0 | ¢ 3.82) | ¢ 0.0y ] 1 ¢ 3.8
| | | I | 1 ] !
RESPIRATORY | I | 1 1 1 1 | 1 1 1 1 I 1
I ¢ 3@y b ¢ 3.0 L0 3840 L ¢ 5.8 |« 3.8y ¢ 3844 v 3.8
| | | | | | | !
RHINITIS | o 1 o 1 [ | 1 | 1 | o | | 1
I ¢ 0.02) b ¢ Q.02 J ¢ 0.0 [ ¢ 3.80 | 38200 0.0 | | ¢ 361
| | I I I { | |
PHARYNGITIS (SORE THROAT) | 1 | ) I | [] | 1 | 0 | o | | 1
o 382 | ¢ 382y 1 ¢ 0.0 1 ¢ 382y ¢ 0.02) | « o.0x) | 11 3.82)
I | I | | | | i
UPPER RESPIRATORT INFECT., NOS | o | o |1 11 0 I [ | 1 | I 1
I v o.0x42 | ¢ 0.04) | € 3,022 | ¢ 0.0 [ ¢ Q.02) | ¢ 3.ex) | t ¢ 3.84)
| | | | | | { {
DIGESTIVE SYSTEH ) 1 | 1 | 1| o o | 1 | | 1
It 3.8 ¢ 3.82008¢ 3.8 01 ¢ 0.0 1 ¢ 0.07) 1 v 3.82) | 1t 3.84)
I | I | | | | §
DIARRMEA | 1 | | S | 11 o | o | 1 | | 1
v .81« 3.8z ¢ 38201 € 0.02) | ¢ 0.02) | ¢+ 3.87) : I ¢t 3.80)
| | | | | | |
PSYCHIATRIC/BEHAYIORAL | 1 1 | 11 o | o | o | I 1
1t 3.8 1( 3.8 01 J822 1 € 0.0 0 ¢ 0.0 1 ¢ 0.621 1| t ¢ 3.82)
! 1 i | I } | |
IRRITABILITY { I | 1 | 10 [ | " | o | f 1
b 3.8 1t 382y T4 s8] € 0.0 0 ¢ 0.02) 1 ¢ 0.02) | I ¢ 3.82)

99900



lable 2 (cont)
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCIME

STUDY : 0809
TREATHMENT H
LOT HUMBER  * CK732
DOSE i 1.25 MG
PATTENT CTLASS: HEALTHY CHILDREN

t TOTAL VACCINEES ¢ 26 PATIENTS) - DOSE 2 |

e e et |

| DAYS POST VACCIMATICH | HUMBER

CLINTCAL | =mrme e e e e e e e e | WITH
COMPLAINTS | 0 | 1 i 2 | 3 | o i 5 { |COMPLAINTS

LTI R E e TR F I ey el s dE e e T L T L g e L o P o Ty T o T T Ty v e
----------------------------------- ] B B BT L B R LT PSPPI
PERSONS WITH CONMPLAINTS | 2 | 2 2 | 1 1 2 1 I | I 3

o z.722z0 L0 7.2 0 € 72.72v 1 ¢ 3820 0t 7?2.72v ) U 7.7 | { ¢ 11.50)
----------------------------------- | it et I I e e DT DA [P
PERSONS WITH MO COMPLAINTS | 24 | 28 | 26 | 25 | 22 | O | | 23

I € 92.32) | ¢ 92.324) 1 € 92,3%) | € 96.2%4) |t 92.320 ) ¢ 92.37) | ] t 88.5%)
----------------------------------- [ el il Lttt L e B ] BT TR [ ——
PERSDHS WITH HO DATA | o | o | o | o | [ | o | | ¢

€ ooyl €@ 0.0 L€ 0.0/ 1 C 0.0 01 L 0.0 1 ¢t 0.0 | | ¢ o0.02)

L9900



Taple 2 {cont)
PATIENT COUNT CLIMNECAL COMPLAINTS
RECOMBIHANT HEPAYITIS B VACCINE

STUDY + 0809
TREATHENT H

LOT HUHBER ! CK732
DOSE i 1.25 M6

PATIENT CLASS: HEALTHY CHILDREN

i . A B 8 e B e e o T R e 8 Ak e B = o = e o ol o o

| . TOTAL VACCINEES ( 25 PATIENTS) - DOSE 3 I
ittt T T TSR PR R —
| DAYS POST YACCINATION [ HRBER
CLINICAL R et L EE S PP PP P L R -] HWITH
COHPLAINTS | 0 | 1 | 2 | 3 | 4 ! [ } |COMPLAINTS
FEO BN D00 I 00 D000 00 06 06 D U6 0 DD | 0 000000000000 0000 00000000600 00000 000000 0000 000 0000 0 0000 0 0 000000 00000 0
| | ! | |
REACTIONs LOCAL {IHJECT. SITE) ! 1 | LI | o | o | ] | o | | 1
Ll ol oo [ € 0.0y [ ¢ 0.0 | ¢ 0.0 | ¢ o0.02) | 1 ¢ a.0)
----- R el L e B B e Lt TR [SISTRNSREUUN DUy PR
SOREMESS | ) [ | 0 | o | o | LI | | 1
| € 02y ] € 0.02) [ € 0.0 J ¢ 0.0 | ¢ 0.0%) ) ¢ o.02) | { ¢ &.,02)
------------------- e e e B R et R B o Dt ikl Ca T
SYSTEHIC { o | | I | 2 | 3| o | | 3
1€ g0y 1 ¢t 0,020 1 € q.04) | ¢ @0z | € 12,02y | ¢ we.0%) | | ¢ 12.0%)
{ | | i 1 | | |
HHOLE BODY/GENERAL | | ¢ | ) | o i S | o | | 2
I ¢ o.023 )t 0,02y | € 4,02 1 ¢ 0.0 | ¢ 40230 ¢ o.0%) | | t &.0x)
| | ] | | | i
FATIGUE /ME AKHE 55 | o ¢ | 1 1 0 o | o | | 1
|t oyt 0.02) | ¢ w022 € 0,020 1 ¢ 0.020 | 0 0.07) | It &.04)
| I | ! i | ! I
ILLNESS, NOS | o | o | [ I o | 1 | e ! ] 1
e oy 1t a0y J v o021 ¢ 0.0 [t & 023 | ¢ 0.023 | I ¢ 4.07)
| | | | | | t I
DIGESTIVE SYSTEM | o | o | o | 2 | 2 | a | | 2
| € 0.0z F U 0.0 { t 0.0t 8.0y |t B.023 1 ¢ @9.020 0 1 ¢ a.00)
| | { | | | |
VOMITING | o | e | o | 11 S | o | | 1
¢ 0.0z | ¢ 0.6 § ¢ ©.0) = i 4.82) I « a0y ¢ o0.02) | I ( 4.07)
| | | i |
LDOSE STOOL | o | o | 1) 1 o |1 | 1
o goozd 1o o020 bt o002 1t s02y | C a.02) 1 ¢ c.072) | |t a.02y
e e e e - |-eceocanas R L B e et [=mmmmmmam |=mmmmmemee |
PERSONS WITH COHPLAINTS | 1 | 0 | 1 I 2 I 3 | o | i 4
¢ a0 1 ¢ o020 | ¢ &.0%) : { 8.0%) : € 12.0x) | ¢ 0.02) | : t 16.0%)
R D et |---~=-=-uu EEEEEEEEES |-==--—-- el R B B B il B ——————
PERSONS RITH NO COHPLAINTS i 26 | 25 | FL I | 2y | 22 | FL T | | 21
I € 96,020 ] (100.0%) | € 96.0%) ) ¢ %2.0%) | ¢ 88.0x) | (100.0x) | | t 84.0:)
------- e L i Elabiat T B L D et e TP ey N |
PERSONS HITH MO DATA | o | [ | o | o | o0 | o | | 0
I¢ o) b« 0.04) 1 ¢ @.02) 1 ¢ 0.04) J ¢ ©0.02) | ¢ 0.0%) | I ¢ 9.0%)

89900



STUDRY : Q809
TREATMENT :
DOSE : 2.5 MLG

PATIENT CLASS; HEALTHY CHILOREN

Table 3
PATIENT COUNT CLINICAL COMPLAINTS

RECOMBINANT HEPATITIS 8 VACCINE

CLINICAL
COMPLAINTS
(L Y R R R R T I AR PRy T N

REACTION, LOCAL (INJECT. SITE)

SORENESS

TENDERNESS

TOTAL VACCINEES (

WHULE BODY/GENERAL

HE ADACHE

INFECTIOUS SYNDROMES

YIRAL IWFECTION, NOS

RESPIRATORY

UPPER RESFIRATORY INFECT,, NOS

CROUP

DIGESTIVE SYSTEM

NUMBER
WITH
COMPLAINTS
Yo ebReney

12 PATIENTS)} - DODSE 1
DAYS POST VACCINATION
] 4 5
L LR L A Y Y E Y R R N R Y NN
| | |
o | 4] | 0 |
{ o.0%) | ¢ O0.0%) | C 0.0%)
__________ l___-_____-|_____-____ N
0 | 0 i o |
C o.o%) | ¢ oc.u%) | ¢ o o%) |
{ | |
i 0 { 0 | o |
{ ( o,om) | { o0.0%) | ¢ 0.o%) |
---------- il Il (e
0 | 2 | 3 |
{ o.0%) | { 6.2%) | « 9.4%) |
{ | |
s} { v | ' |
¢ 6.0%} | ( o0.0%) | { 3 %}
{ | |
G { 0 { ' |
( 0.0%} ( 0.,0%) i ( 3.1%)
) 2 i |
( 0.0%) ( 6.3%) | ¢ 23 %) |
|
0 2 | §
( a.Cm) { &.3w) | ( 12 iu}
|
b o i '
( 0.0%) | ( 0.0%) : { 3.1%)
| o o | o
| { D.0%) ( 0.0%) | { D0 .0%)
| |
0 | 0 | '
{ 0.0%) | ( 0.0%) I ( 3.1%)
|
| o i i} i o
| ¢ o.0%y | € 0.0%) | { 0.0%)

U 1 2
(I RI RS R RN R R AR AR Y IR T ]
I I
2 | 1 | a
{ 6.3%)Y | ¢ 2.1%) } { D.0%)
__________ |__________ e e e
' | 1 I 0
¢ 3.0y bt 3w | 0 DLO%)
| |
i | 0 | a
{ 3. | o0.0m) | { 0.0%)
__________ |-__-__--._-|__-------_
1 | 2 | 1
{ a.1w) | ( 6.3%) | { 3.1%)
| |
0 | 1 | 0
{ o.on) | € 3.1%) | L D.0%)
| !
0 | ! | ¢
( 0.0%) | 1 3.1%) | { ©0.0%)
| I
8] i Q | 1
( o.om) | 0.0%) | ( 3.1%)
| |
0 | 4] ] |
( o,o0m) | 0.0%) 1 { A.wm)
i !
t | 1 i}
{ 3.1) | L 3.1%) L 0.0%}
|
t | 1 o
{ 3. | [ 3.1%) , { D.0%}
|
0 | 0 I ]
( o0.0%) | [ 0.0%) | ( 0.0%}
| |
[s] | ] | [i}
( o.om) | ( 3.1%) | ( o0.0%)

2

{ 6.2%)

memmeeee-

L 3.1%)
1

{ 3.1%)
6

( 19.8%)
]

{ 31.1%)
!

( 3.1%)
3

[ 9.4%)
3

{ 9.4aw)
?

{ b.3w)
t

( 3.1%)
b

C 3.'%)
|

[ J3.1%)

69900



STUDY : OBO9
TREATMENT H
O0SE 1 2.9 MCG

PATIENT CLASS: HMEALTHMY CHILDREN

Table 3 (cont)

PATIENT (OUNT CLTINTCAL COMPLATNTS
RECOMB INANT HEPATITIS B VACCINE

CLINICAL
COMPLAINTS

NAUSEA

PERSONS WITH NO DATA

TOTAL VACCINEES (32 PATIENTS)

- DOSE 1

0

0

( 0.0%)
3

{ S.a%)
29

( 90.6%)
0

( 0.0%)

{ 1 | z | 3

| |

! 1 | 0 | 0

b 3.9%) | ( 0.0%) | ( 0.0%}
_____________________ |__________

| k] | 1 | 0

¢ 9.4%) | ( 3.1%) | ( 0.0%}
___________ I ,,,All, o

! 79 | 3 | 32

| € 90.6%) | ( 96.9%} | (100.0%)
........... |_--_----,m|__-_---_hﬁ

o | o | G
b ¢ v.om) | 0.u%) | L 4 L%}

I
|
I
|
[

4

]

f 0.0%}
2

( 6.3%)
a0

{ 93.8%)
0

( 0.0%)

5

0

 0.0%)
3

( 9.4%)
29

( 90.6%)
0

C 0.0%)

|
|
f
|
]
t
|
I
|

NUMBER
wIlTH

| COMPLAINTS

.lll.l....’ll.l.....l.ll‘tlllil.lll|0t8.ttl.lll.tl...-lltlltlllltl..lt-lll-.tt!I..t.‘l-.-‘I..t-tni“‘lt‘.‘l.l."|.-.1".‘..

1

{ 3.1%)
7

C 21.9%)
25

{ 78.1%)
o

( 0.0%)

0L900



STUDY : A0S
TREATMENT B
DOSE : 2.5 MCO

PATIENT CLASS: HEALTHY CHILDREN

Table 3 (cont)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

CLINICAL

COMPLAINTS
LR R N R RN TR T LN I I Y

REACTION, LOCAL (TNJECT. SITE)

WHOLE BOODY/GENERAL

FATIGUE /WEAKNESS

INTEGUMENTARY 5S5YSTEM

URTICARIA/HIVES

RESFIRATORY

UPPER RESPIRATORY INFECT., NOS

DIGESTIVE SYSTEM

DIARRHEA

PERSONS WITH COMPLAINTS

]

{ 3.2%)
t

( 23.2%)
1

( 3.2%)

1 | 2 3 a | 5
Itllto--c-s|sctoooo-co|o-.tnooooo |oooo¢.oto|t.t.tlt0ct|tc---cn-co[ntoaogo.--

| | | I

1 | 0 | n | a | 0
| ¢ 3.2%) | ¢ n.o%) | { 0.0%) | { o0.0%) | ( 0.0%)

e |====m— - |---------- |----=----~
| 1 | 0 0 | o} | 0
I ( 3.2%) I { D.0w) | { 0.0%) : { ©D.0%) { ( 0.0%)
| 2 I ! | 0 { 1 | 0
| ¢ &.8%) | € 3.2%) | ¢ ©0.0%) | ¢ 2,22 1 ( D.0O%}
{ ] | |
| a | ] 0 i 0 | 0
{ t o0.0%) | ( 02.0%) { 0.0%) | ¢ D.0%) | { 0.0%)
| | | |
{ 3] | 0 0 o 0
: { 0.0%) I { D.0%) { U.0%) { 0.0%) { 0.0%)
| 1 | 0 0 o 0
I ( 3.2%) } ( 0.0%) ( 0.0%) ( 0.0%) [ 0.0%)
| 1 | 0 0 o 0
: ( 3.2%) i ( 0.0%) (t 0.0%) [ ( 0.0%) I { 0.0%)
] i] | 1] 0 1 u
i ( 0.0%) I ( 0.0%) ( 0.0%) ( 3.2%) { 0.0%)
| 0 | 0 0 1 0
[ ¢ 0.0%) | ¢ 0.40%) ( 0.0%) ( 3.2%) { 0.0%)
| |
| i | 1 o 0 0
[ € a.2%) | ( 23.2%) { 0.0%) ( 0.0%) ( 0.0%)
I |
[ t | 1 0 0 0
| ¢ 3.2%) ) ¢ 3.2%) ( 0.0%) | { 0O.G%} { 0.0%)
I | bl LR b L bl R e

| 3 ! } o | ! 0
[t 9.7%) | ( 3.2%) { D.0%) [ ¢ d.2%) { U.0%)

{ 9.2%)
¥

{ 3.2%)
0

( 0.0%)
o

( 0.0%)
0

( 0.0%)
0

( 0.0%)
0

{ 0.0%)
0

{ 0.0%)
2

( ©6.5%)

NUMBER
Wl TH
COMPLAINTS
ssesscsane

{ 3.2%)
1

( 3.2%)
q

( 12.9%}
1

( 3.2%)
1

{ 3.2%)
1

C 3.2%)
1

( 3.2%)
|

( 3.2%)
1

{ 3.2%)
2

{ 6.9%)
2

( 6.5%)
5

{ 16, 1%)

14900



Table 3 {(cont)
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY - 0gn9
TREATMENT H
DOSE i 2.5 MCG

PATIENMT CLASS: HEALTHY CHILDREN

| TOTAL VACCINEES ( 32 PATIENTS} - DOSE 2 |

| DANS POST VACCINATION | NUMBER
CLINICAL f-----m e e |  WITH
COMPLAINTS | 0 | 1 | 2 | 3 | q | 5 | | COMPLAINTS

-t-----o--oo---c-tt--o---t---o--n.olo-ttoootn-Io.o.-ooo-al---o--o--o'oc-n-o-ott|ooto---t-.|.ctccco.-o|tt-------¢|ottoonttto

| { |
PERSONS WITH NO COMPLAINTS | 29 | 28 | au i an | Ju | 3 i | 6

| ( 92.5%) | ( 90.3a%) | ¢ 96.8%}) | (100.0%) | { 96.8%) | {(100.0%) | | ( 83.9%)
------------------------------------------------------- e Rl e e L B
PERSONS WITH NO DATA | 1 | 1 | i | 1 | 1 | i | | 1

b ¢ 3.y | ¢ 3wy F 0 3%y | C 3.y | ¢ 3w |0 3w ] I« 3.1%)

€L900



Table 3 (cont)

PATIENT COQUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : 0809
TREATMENT B
DOSE 1 2.5 MCG

PATIENT CLASS: HEALTHY CHILDREN

| DAYS POST VACCINATION ' | NUMBER
CLINICAL R R R e e T | wWITH
COMPLAINTS | 0 | t | 2" | 3 | 4 | 5 | | COMPLAINTS
.t..'....'l‘-.b.to‘oo.t.toti.ot.d..l0000#.#!0.|..00l0!00.|...0.'.0.lit....!....lOI'!O..Q'OI.'..O'O‘O‘]OO.“QOOO.'G..I......
--------------------------------------------- R Rl e Bl R B
SYSTEMIC | 1 | o | 1 i 1 | 0 { 0 | 2
| ¢ 3.3%) | ¢ o.0%) |  3.3%) | ¢ 2.3%) | ¢ o0.0% § ( o0.0%) | | ¢ 6.7%)
| | | ! | i | [
WHOLE BOOY/GENERAL | 3 | 0 | 0 | 0 0 i o | | '
{ 3.3%) : C 0.0%) i { 0.0%) I { D.0%) i 0.0% } { 0.0%) } | ¢ 3.3%)
|
HEADACHE ' | 0 | 0 | 0 b} { o | | ]
( 3.3% | ( D.0%) : { 0.0%) I { 0.0%) i 0.0%I i { 0.0%) { i { 23.3%)
]
RESPIRATORY y | 0 | i 0 | 0 | 0 1 o | | 1
} { 3.3%y | ( D.0%) { { 0.0%) i ( 0.0%}) I t 0.0%) ! { u.0%) I 1 3.3%})
| ]
UPPER RESPIRATORY INFECT., NOS | | i 0 | 0 1 0 0 i 0 | | 1
{ 3.3%) I ( 0.0%} : { 0.04) | { 0.0%) i 0.0% | € 0.0%) | It 3.3%)
: | | | 1
DIGESTIVE SYSTEM 0 | 0 | 1 i 1 ) n | n | | 1
i { 0.0%) l ¢ 0,0%) | { 3.3%} } { 3.3%) i { 0.0% | { 0.0%) I It 3.3%)
| |
YOML TING ! o | 0 | 1 1 ! | D 1] | | 1
; { 0.0%) 1 ( 0.0%) { { 3.3%) { { 3 3% I { 0.0%} { 0.0%) i } { 3.3
PERSONS WITH COMPLAINTS I 1 | 0 | 1 | | | 0 1] | | 2
J ¢ 3.axy | { o.awdy | 4 3.3%) { € 3 3w) I ¢ a.o%nl t o.0%) I |t &.7%)
----------------------------------- e B el B e e e B
PERSONS WITH NO COMPLAINTS ) 29 | 30 29 29 | 30 ao | i 28
I ¢ 96.7%) | (100.0%} } { 96.7x) ; { 96, 71%) : (100.0%) (100.0%) i | ( 83.3%)
------------------------------ e e e e I Rl [ e e Attt b
PERSONS WITH ND DATA 1 o | 0 | 0 ! 0 | 0 0 | 1 o
b o0.0%) (¢ D.o%) [ ( o0.0m} |t o.o% | 0o0% | 0.0%) | I ¢ 0.0%}

£49060



Table 4
PATIENT COUNT CLINICAL COHPLAINTS
RECOMBINAMT HEPATITIS B VACCIHE

STUDY i 080y
TREATHMENT H

LOT HUMBER ¥ CR444
DOSE t'5 MCG

PATIENT CLA33: HEALTHY CHILDREN

) TOTAL VACCIMEES ( 22 PATIENTS) -~ DOSE 1 I
[—mmmrm e e e e e |
! DAYS POST YACCINATION I NuHBER
CLINICAL i e L Lo | HWITH
COHPLAINTS | 0 | 1 | 2 | 3 | 9 ] L3 | ICOMPLAINTS
IIIIIIIIIIIIIIIlIIIIIIIII-IIlIIlIIII|IIIIIIIIII|II-III!IIII|IIIIIIIIII|II"I|IIII|Illllll!“l!ll!lll!ll!Illllliilllluliuululu
----------------------------------- R el e B e e B B B )
STSTEMIC | 1 | 1 1 2 | 3 | 31 o | | 3
& 482y | ¢ &.82) | ¢ 9.521 | ¢ 3%.32) | ¢ 214.32) ) ¢ 0.04) | I € 1a.3:0)
| | | i | | i i
MHOLE BOOT/GENERAL | o | o | I | 2 | F I | [ | | 2
e gaozy i ¢ ooy 1 ¢ 0.04r 0B ¢ 9820 [ ¢ 9.8523 ] « v0.02) 1t 950
| [ | | | i | i
FATIGUE /MEAKNESS | o | o | o | 1 | ) S | o | | 1
¢ ooz | ( B0y | ¢ o0.02) ) ¢ &8y | ¢ &.82) | € o0.02) | | ¢ &.8%)
| | | | | | | |
HEADACHE | o | o | o | 1 | 1 1 o | | 1
¢ ¢.022 1 v 0,020 | ¢t 0,071 U &.87) [ ¢t &.8Z) ] ¢ w0.0%} 1§ | ¢ &.8%)
| | | | ! ] | |
IHTEGUMENTART STSTEN ! 1 | 1| 1 | 1 | 1 | o | i 1
bt a2yl ¢ a8 )0 w820 10 a8 | € a.82) 1 ¢ o0.02) | 11U 4.80)
! I | | | I 1 1
PAPULAR RASH [ o [ o 1 1t 1 o | | 1
[ ¢ g0z bt 0,020 | ¢ o0.020 0 4,821 ¢ a,82) ] ¢ 0.02) | It a.80
| | i | | | I |
RASH, NOS i 1 | 1 S | o | e o | 1
€ a2y ¢ 482y |t a8 FC 0.0 | ¢ 0.02) 1 € wo.02) | 1 1 &.81%)
| | | I | | [ |
RESPIRATORY | o | o | 1) 1| o | o | | 1
|l € ooz 1 ¢ D02y L€ .82 b0 a.@8%) | € 0.0%) | U @.023 | It a.8zi
| | ! { ( | | |
RHINITIS | o | o | | S | 1 | o | o | | 1
| ¢ g.ezy 1 ¢ 0.0y Lt s.84) f ¢ 4«82y | v 0.02) ] € o0.02) | It .87}
e e e e E e —————————— | Jomsmmmmeme [-==mmmmmn e | Jommmmme | = |
PERSONS WITH COMPLAINTS | 1 | 1 | 2 | 3 | 3] o | I 3
| ¢ a.823 | ¢ a.e2y | € 9.52) | ¢ 14.32» | ¢ 14.32) | ¢ 0.0y | | € 14,32}
----------------------------------- e e B et e ] B Lt TR DT P
PERSOMS WITH MO COHPLAINTS I 20 | 20 | 19 | 18 | 18 | 21 | I 18
| € 95.220r | € 95.2%) | € 90.5%) | ¢ 85.74) | ¢ 85.7%) | ¢100.07) | | ¢ 85.71)
----------------------------------- et e Il et L e tatttd LT T T
PERSONS WITH MO DATA | 1 | 1 1 1 | 1 | 1 1 | | 1
e asZzy o 450 10 450 1 ¢ 4540 1 4520 ¢ 4.50 | t ¢ a8

"49q0



Table 4 (cont)
PATIEHT COUNT CLIMICAL COMPLAINTS
RECOHBINAMT MEPATLITIS B VACCIME

STUDY i 0809
TREATHENT H

LOT MUMBER ! CKG44
DOSE i 5 HCG

PATIENT CLAS3: HEALTHY CHILDREM

| TOTAL VACCINEES { 22 PATIENTS) - DOSE 2 |
o e e e e e |
| DAYS POST YACCINATION [ HMBER
CLINICAL Jommmmm e e—mmeem eemasmamLEssasmemmmemmmmmmmemmmemmem—m————— ! WIW
COMPLAINTS | ] | 1 | 2 | 3 | 4 | 5 i JCOHPLAINTS
IIIIIIIII!IIIII—IIIIIIIIIIIIIIIIIIIIIIIII!NIIII|IIIIIIIIII[IIII|!IIHIIIIIII!IIIIll*lIﬂilI!II I!l!lilli*{IIII*N&*IIIII!!I&IIII
| | | | | { i
REACTION, LOCAL C(IMJECT, SITE) | o 1 I o | o 1 o | o | i 1
¢ ¢.02) 1t S.¢x2 b« o0.0#) 1 ¢ 0.0y | ¢ 0.0 | ¢ 0.04) ] 1« s.64)
e T e B e T B B Rt ELL T TR P B J-m oo
ECCHYNOSIS I o | 1 0o | [ o | o | 1
| ¢ ¢.02y 1 ¢ 5.6 | ¢ o0.02) |t 0.0 | ¢ ©0.04) | © o0.04) | 1t B.6x)
----------------------------------- D e e Rt T B I B L P
SYSTEHIC | 2 | 2 | 1 | 2 l 0 | 1 | | 4
I ¢ 13,22 § € 11120 b4 S.&%) | € 11,120 | ¢ o.92y |t 5.2 | 1 v 22.24)
| | | | | | | |
WMOLE BODY/GENERAL | ) S | 1 | 0o | o | I | 1 | | 3
| ¢ 5.6z 1 ¢ Sz U 0.04) | € 0.0 | ¢ 0.0 | € 5.62) | | 1 16.7%)
| | | | | | | |
FATIGUE /MEAKNESS | 1 | [ | 0o | e | o | 1 | | 2
] ¢ s.6z2 |t 0.0 | 1 0.0%) |t 0.0Z) | ¢ 0.02) | U 5.8%) | | € 11.1%)
| | | | | I | |
BRUISE FROM YENIPUMCTURE | o |1 1 I 0o | e | o | o | | 1
| ¢ o.02y | ¢ Sez) Pt 0.2 |t 0,04 | ¢ o0.023 | t o0.0%) ) It 560
| | | | | | | |
RESPIRATORY | o | o } 1 | 1 | o | o 1 1 1
€ 0.0 0 ¢ 002y bt s5.67) | ¢ S623 | ¢ 0.02) | ¢ 0.0 | | © 5.6
| | | | i | | |
PHARYHNGITIS (SORE THROAT!} | o | e | 1 | 1| (| o | | 1
Jo ooz 1t o002 e s&e21 ]t 5620 10 0021t ooox) | I © s.8%)
] | | | | | ; |
ODIGESTIVE STYSTEM | o | 1 | ) | [ | | | 2
P .ol 5.6 bt 0. 1 56y |l ¢ 0.0 1 ¢ 0.0y | 1 ¢ 12.1%)
i | | | | | | t
TEETHING | o | 1 | [ T | o | L | o [ 1
¢ a2 Jt 582 | ¢ 0.0 0 € o0.02F | ¢ 0.02) 4 ¢ o0.02) | 10 5.82)
I | | I | i | i
DIARRNEA | o | o | o 1 1 | e 1 o | I 1
¢ 0.0 bt 0.02) | € 0.07) V¢ 5.62) | ¢ 0.0k | 0« 0.02) | 1 0 5.6%)
| | | ] | | | |
VOHITING ] | 0 | o | 1 | [ | o | | 1
e 0.02y |« 0.0 | ¢ o0.02) b € B5.6%) | ¢ 0.02y ] ¢ 0.0%3 | | © 5.6%)

54900



Table 4 {cont)
PATIERT COUNMT CLIMICAL COMPLATNTS
RECOMBIHANT HEPATITIS B VACCIME

STUDY ¢ 0809
TREATHENT :

LtOT HMBER T CKaGh
DOSE * 5 HCG

PATIENT CLASS! HEALTHY CHILOREM

I TOTAL VACCINEES ( 22 PATIENTS) - DOOSE 2 1
f o mm e e e e e e |
! DAYS POST YACCIMATLOM | HUMBER
CLINICAL [ et e b T L | HWITH
COHPLAINTS | 0 | 1 | 2 | 3 | 5 | 5 | ICOMPLAINTS
DU 0000 T O 00 O 0 0 0 | 00 | D06 0000000 | 000 0 0000 |00 000 0000 000 030 00 O 000 00 00 | 0
| | | | 1
PSYCHIATRIC/BEHAVIORAL ] 1 1 1 | 0 | 0 | ] I o | | z
bt se20 1 € S0 | € 0.04r 1 € 0.0y 1 ¢ o002 ] ¢ 0.02) ] ] € 11.17}
| | | | ( | | |
IRRITABILITY | ) R | 1 | | 0o | o | [ | | 2
It 5620 1 1 S.6xy 1t 0,02y | ¢ 0.04 | ¢ 0.00 ] ¢ 0.0} |} o111
e ———— m————— [===mmmmees | |===mmmmmee |-==mmemane |mmmee R |- l------
PERSONS WITH COMPLAINTS I 2z | . S 1 | P | o | 1 | 5
Lo tr.azr 018,720 1 € 5.2t | € 1t.12» | ¢ 90.070 | ¢ S5.67) 1 1 v 27.8%)
e et T e T e B e E R il Bttt R [ et
PERSONS WLTH NO COMPLALNTS | 16 | 15 | 17 | 16 | 18 | 17 1 | 13
It 8.9y | 1 83.34) | € 94.a%) | € 88.91) | €100.0%0 | ( 94.4%) [ I ¢ 72.2:)
----------------------------------- et Rt B B e e e
PERSONS WITH NO DATA ! 4 | 4 | a | 4 | O | 9 | | 4
I os.2zy 1 ¢ 1824y |t e.2#y | e 18.22) | € 18.22) | ¢ 18.2%) | I 1 18.22)

9490¢



Table 4 (cont)

PATIENT COUNT CLIMICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE

STUDY : gany
TREATHMENT :
LOT HUMBER @ CE444
DOSE 5 MCG
PATIENT CLASS: HEALTHY CHILDREN
| TOTAL VACCIMEES ¢ 21 FATIENTS} - DOSE 3 i
B e T e T TP |
| DAYS POST YACCIHATION | MURBER
CLINICAL R TR | WITH
COHPLAINTS | 1 ] 1 1 2 i 3 | 4 | 5 I JCOHPLAINTS
U006 D 30000 000000 0000 0006 00 0 D 0 | 00000 T 0000 009 | 0000 0D 00 D000 00000090 300000 D606 | 000000000 060 00D 00 M N
R it b L e E D l---------- I---mmm-e- T D B |- |-==mmmmmae Jommmmmmea
STSTEMIC | 1 | 1 1 1 1 | I I 1 1 i 1
lt 50001 ¢ 5.2 1 U S04 1 ¢ s5.00 | ¢ 5,02y F « 5,070 | 1 ¢ 5.0%)
| | i I | | | i
RESPIRATORY | S S | 1 | 1t 1| 1 b | I 1
Il s 1 ¢ Sz It 500 L€ 5.0 |t 5,044 0 5 0¥y | )t 5.04)
| | | | |- ! | |
UPPER RESPIRATORY INFECT., NOS | 1 1 | | B | 1 | 1 | S | 1
Jt s.00 0l ¢ S04 1t 5.0 bt 5.0y )t 5.0t ]t s.02 ) | ¢t s5.0%)
------- e ettt ] ] e T B o P nd e LR T T B P
PERSONS WITH COMPLAINTS I B | 1 1 1 | 1| 1 | S I | I 1
Jo soZ2 0 (¢ S eyl ¢ S50 b0 504 )« 5.00001 1 s.043 | | © s.0%)
----------------------------------- |l T B B et L e e T P
PERSONS WITH ND COHMPLAINTS I 19 I 19 i 19 | 19 | 19 | 19 | | 19
J 95,040 0 ¢ 95,023 | € 95.0%) | € 95.04) } ¢ 95.04) | | 95.0%1 | 1 ( 95.0%)
——————————————————————————————————— | el EETE [ B et LRt e B
PERSONS WITH MO DATA | 1 | 1 1 1 | 1 | 1 | ' 1
P st 682010 80 1€ 820114 .80 01 ¢ &80 | I ¢ 4.8%)

L1900



Table 5
PATIENT COUNT HAXIMUN TEMPERATURES
RECOtBINANT HEPATIFIS B VACCIME

STUOY ¢ 0809
TREATHENT :

LOT HUMBLR i CK732
DOSE :1.25 MCG

PATIEHT CLASS: HEALTHY CHILDREMH

e e e e L 4 B B B e = A N

: TOTAL VACCIMEES [ 26 PATIENTS) - DOSE 1 t
....................................................................................... |
| DAYS POST VACCINATION | HUMBER
HAX TEMPERATURE e e e m s m e m e — e mm————— |  WITH
(DEG F» ORAL) | 0 | 1 | 2 | 3 I 4 | L] | i | HAX TEHP
A0 0000 ] 0 0 0O O 00 [ 060000 0 0 0 | SO R0 06 | 0006 00 DD | 0 o | b b bt e e |
i | | | | | | |
HORMAL | 1 | ) | z | 2 | 2 2 | | 1
¢ 5.0 10 ¢ 5.3y 1 € 10.04) 11 20.04) 1 ¢« 10.0%) | ¢ 10.0%) | | ¢ §.0%)
| | | | | | i |
< 99 I 1 | 13 | 13 | 12 1 1% i 13 | i 8
l 152620 | € 6B.a2y | & 65.02) 1 1 60.0%) | € 70.0%) | € 65.0%) | | € 40.0%4)
i | i I | | | |
99 - 99.9 1 | 6 3 | 5 0 4« | & | | 7
I 30.e2) | € 2.2 | € 15.02) ) 1 25.0) | € 20.0%) | ¢ 20.04) | | € 35.04)
| | | | | ( [ |
100 - 100.9 i v o | ¢ | L | o | b B | } 1
¢ o0 J ¢ 00 1 U o002 1 U S.04) L4 0.040 | ¢ 5.04) | It 5.04)
i | | | I { ) |
101 - 101.9 1 ] | ¢ | 1 | [ I o | o | I 1
: t 10.5%1 : ( 0.62) = C 5.0 010 0.0 1 ¢ 0.0 : ¢ 0.0¥) I | t 5.02)
| | |
102 - 102.9 { ] o | 1 | ] | 1] | 0 | | 1
1t ol a.0:0 1 € s.02) |t o.020 € o0.0%1 | ¢ 0.02) | 1t 5.0
i | i | ) i | !
103 - 103.9 ! [ I 1 o | C I | o | [ | 1
10 0.04) bt 5,300 1 € o0.02) 14 0.94) F U ©0.04) | ¢ 0.04) | |t 5.074)
------------------------ et R el e R et R et B e
TEHPERATURE TAKEN i 19 | 19 | 20 | 2 | 0 | 20 | ! 20
103 e .9 L0363 1 U769 | 76,9 | I & 76.971
------------------------ R i e o i L e B Rt L L At e T
TEHMPERATURE MOT TAKEN | ? f 7 ; & [} & ] & | 6 | ! [
bo2as.ozy | ¢ 26,92 1 € 23100 | ¢ 2302y 1 4 2300 [ ¢ 23300 | | € 23.17)

84900



Table 5 (cont)

PATIENT COUNT HAXIHUM TEMPERATURES
RECOMBINANY HEPATITIS B YACCIHE

aTuDY i 0809
TRE ATHENTY :

LOT HUMDER t CK732
DOSE ! 1.25 MCB

FATIENT CLASS: HEALTHY CHILDREM

| TOTAL VACCINEES { 26 PATLENTS) - DOSE 2 !
Rttt T T P SR e e e e t
| OAYS POST VACCINATION ] MWmMBER
HAX TEMPERATURE | e T T S S — I  HITH
{DEG F) ORAL) | ° | 1 | 2 | 3 | % | 5 | | I MAX TEMP
FETOIE 0000000000360 0000 000000 00000 0 0600 000 9000 00 0 00 900000 06 00003 000000 00 0 0000 000 000 00 000 0000 300600 0000000 0 | 000 00 5
| | | | | | | |
MNORMAL | 1) I | 1 ] ) O | 1 1 | S| | 1
1€ s.620 1 ¢ s.62)0 B¢ S.94) ) « s.e2y ) € S5.92) |+ 6.32) | 1t 5.8
| | | | 1 | | I
< 99 | L | 1 | 9 7 9 e | I - 6
Il ¢ 50020 1 ¢ 55,640 | € S2.9%) | ( 38.973 b 1 52.92» | € s6.374) I t 33,.352)
) | | | | i I
9% - 99,9 | a8 | 71 6 | s | 6 | 6 | | 9
J U a4 420 ¢ C 38,920 1 ¢ 35,340 | ( 50.02) b ( 35.%32) | t 37.8%1 | | U 5D.021
) i | | ' | | i
100 - 1900.9 | 0 i 0 | 1 | 0 I 1 | 0 | | 1
o .02y bt 0. 02) 1 ¢ S92 | € Q.02 b1 5.9 1 ( 0.02) ) It 5.64)
i ' | [ | | | {
101 - 101.9% | a | o | o | 1| o | o | i 1
bt eozy bt 0,020 10 0.0 [ 1 s.82) 11 0.0 ] 1 0.07) | It 5.672)
P L e Ees [ fmemeeemee- | EEEEEET TS e i e B e S e | it
TEMPERATURE TAKEM l 18 | 10 | 17 | 18 | 17 | S U | | 1a
: [ 69.27) : [ 89.2%) : { 65.67) { 1 69.22) | € 65.623 | { 81.57) = : { 69.24
TERPERATURE HOT TAKEN | 8 | a8 1 % | 8 | 9 1 10 | | a
t I ! | 1

{ 30.8%) € 36.6%) | ¢ 30.8%3 1 1 34,620 | ¢ 38,50

6L900



Table 5 {conc)
PATIENT COUNT HAXIMUM TEMFERATURES
RECOMBINANT HEPATITIS B VACCINF

S5TURY 1 0809

TREATHENY :

LOT HUMBER t CK732

DOSE + 1.25 HCG

PATIENT CLASS® HEALTHY CHILDREW

| TOTAL VACCINEES | 25 PATIENTS! - DOSE 3 |
T T L e T ety m e e e |
! : DAYS POST VACCINATION | MUHBER
MAX TEMPERATURE [ R ittt C TP e R B e | MITH
(DEC F, ORAL) | * | 1 | 2 | 3 | 4 I s | | | HAX TEMP
600 00O 00O 00 00 | 00000000000 ] 00 0 00 | 00 00 0 0060 000 0000000 000 0 | O O D0 O 0000 000 O
| | | | | i
NORHAL | o | ] | 1 | 0 1 o | 0 1 [ 0
€ w02 |t 0.6yt 7.0 |t a1 ¢ o0y« 8.0 | 1t o.04)
| | | | | | i |
« 99 | 10 | 1 | a | 9 | 10 | 11 | I [
| € 21640 1 ¢ 70620 [ € S7.0%0 | € 66,32 | € 71.42) | € 78.6%) | 1 ¢ 42.9%)
| | I | | | | |
99 - 99.9 | 4 | 8 | s | s | 4 | 3 | | 7
| « 28,620 | « 2B.6Z0 | € 28.87) | € 35.72) | (€ 28.62) | ( 21.a%) | | t 50.0%)
| | | | | | i |
102 - 102.9 ! | e | ) U | e | o | o | | 1
[ o0 | ¢ o0y |« 7220 1« o8y |4 0.00) | ¢ o0.02) | I © 7.4
------------------------ [ e B T R B el e L L E DL PR
TEHPERATURE TAKEN I 14 | 1« | 14 | 14 | 14 | 1 | | 14
| € 56,048 | ¢ 56.0%) | ¢ 56.02) | ( 56.08%) | 7 56.04) | ¢ §&6.0%) | | ( 56,0)
e e e LR LU LSt R T e et | |~==mmmmae— | mm e Jormemmmem {—----——- |- et B
TEMPERATURE HOT TAKEM | 11 | 11 | 11 | 11 | 11 | 11 | l Il
b€ 24,040 | ( 6%.02) | € 44,021 ] € 66,00 | € 64,022 | ¢ &44.0%) | It 45,0

08900



Tahle 6

PATTENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B8 VACCINE

STUDY : DBOS
TREATMENT :
DOSE : 2.5 MCG

PATIENT CLASS: HMEALTHY CHILDREN

| TOTAL VYACCINEES ( 32 PATIENTS) - DOSE 1 |
=== m o o e o o s s ool |
| DAYS POST VACCIHATION | NuMBER
MAX TEMPERATURE |-~--=-="mmmmmmm e B e e e I wiTH
{DEG F, ORAL) | [t} | 1 2 | 3 i 4 } 5 | | WAX TEMP
'lllo-cu.oa;oooo-oa.-oc-|oooo-oo.to|---t-tntoo ooooooo--olloq.a.‘-co|-n-oooot-l|ao.|o.-|o-]loooo-oc-c|t---tvoa--|.c00|-ooo|
| | [
NORMAL | 3 | 3 a I 3 | 3 3 | 3
I c1o.0%) | { 10.9%) | ( voe.0%) | € 10.0%) | ( 10.3%) { 12.0%) | ( 10.0%)
| | I | | |
< 99 | 14 | 20 16 ] 20 | 7 '8 | 10
| ¢ 46.7%) | { ©69.0%) ( 53.3%) | £ 66.7%) | { 58.6%) [ 60.0%) | | ¢ 233.3%)
! I | | |
99 - 99.9 | (] } 5 g | s | 7 7 | 13
| € 36.7%) | { 17.2%) ( 26.7%) | £ 16.7%) | ( 2a.1%} { 23.3I%) | ( 43.2%)
| | | i | |
100 - 100.9 I o | o | v 2 | | 2 | 1
] € uv.on) | { 0.0%} | ¢ 2.3%) | ¢ 6.7%) | { 3.4%}) | ( 6&.7%) | ¢ 3.3%
| | | | { | |
g1 - 101.9 | 2 ) 1 | 2 | 0 | 1 | 0 | 3
| ¢ 6.7%) t [ a.aw} = ( 6.7%) | ¢ 0.0%) | { 23.4%} : { 0.0%) |  10.0%}
------------------------ Il e e e R Rl ekl Il S il Ittt b bttt
TEMPERATURE TAKEN | 30 [ 29 | k1H 30 29 | 30 | a0
| ( 93.A%) | { 90.6%) | ( 93.8%) | ¢ 93.8%) | { 90 6%} i { 93.8%) : { 93.8%)
----------------------- [ et R e L L R e LR R e R el e e R R R e et EX A DL DR
TEMPERATURE NOT TAKEN | 2 I 3 | 2 { 2 | 3 | 2z | 2
| € 6.3a%)y | { 9.9a%» | ( 6.2%) | & 6.3%) 1 ¢ 9.4%) | & 6.3%) | | € 6.3%)

18900



STuDY : 0DOYS
TREATMENT H
DOSE : 2.5 MGG

PATIENT CLASS:

HEALTHY CHILDREMN

Table 6 {(cont)
PATIENT COUNT MAXIMUM TEMPERATURES

RECOMBINANT HEPATITIS B vACCINE

i TOTAL VACCINEES ( 32 PATIENTS) - DOSE 2 |
et e |
| DAYS POST VACCINATION | MNUMBER
MAX TEMPERATURE It e et i e St it b bbbt D | WITH
(DEG F, ORAL)} ] 0 1 2 3 4 5 | MAX TEMP
tt..ll.t‘l.tt.tl.l....'.|..-l.a-tilltttn‘tt.t!"lt#t.tt..l.tl‘a.‘t‘all't!‘!....|t‘#¢t‘l‘!t|t‘!...nc.t|‘t!ttt.‘.‘|.‘..t!i.l.
| | | | { |
NORMAL | 5 | 5 | 5 5 | q ] 5 { | 5
| ( 20.0%) : ( 20.8%) | { 20.8%) { 20.0%) | ( 20.8%) 1 ( 20.8%) | | ¢ 192.2%)
| | | |
< 99 1 10 | 10 13 14 14 i 13 | a
| ¢ 40.0%) | ( 41.7%) { 54.2%) [ 56.0%) { 58.3%) | ( 54.2%) | ( 30.3%)
| | | |
99 - 99.9 | 7 | a [ 6 E] | 5 | 10
| ( 28.0%) |} ( 33.3%) ( 25.0%) [ 24.0%) ( 16.7%) } { 20.8%) : ( 38.5%}
{ |
100 - 100.9 ] 3 | 1 0 0 1 ‘ 1 ] 3
| { 12.0%) ! ( 4.2%) ( 0.0%) { 0.a%) { a4.2%) : [ 4.2%) } ¢ 11.5%)
———————————————————————— |-—------—— e e il [ SN, UGSy U (U A [ e
TEMPERATURE TAKEN | 25 | 24 | 24 25 24 | 24 | | 26
| ¢ 78.1%) | ( 75.0%) i ( 75.0%) [ 78.1%) { 75.0%) = ( 75.0%) : [ 81.3%)
________________________ l__--------‘____..--_-., | [ |
TEMPERATURE NOT TAKEN | 7 J a | a T 8 1 ] | b
| ¢ 21.9%) | ( 25.0%) | ( 25.0%) [ 21.9%) | ( 25.0%) | ¢ 25.0%) | | 18.8%}

26900



Table 6 (cont}

PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

STuDY : D809
TREATMENT :
DOSE : 2.5 MCG

PATIENT CLASS: HEALTHY CHILDREN

| TOTAL YACCIHEES ( 30 PATIENTYS) - DOSE 3
| _______________________________________________________________________________________
| DAYS POST VACCINATION NUMBER
MAX TEMPERATURE il - WITH
{DEG F, ORAL) | ¢ | ! | 2 | 3 | 4 ] 5 | | MAX TEMP
ttt.tiit.t...‘t.tt.l.t‘.i O‘t...i.!.|tllt.l.t.t'|l.t..‘l‘t'l.0..0..'1.".00‘-‘-.0|0lil‘ll‘!.i [ EA R X] lltiiln“t&...l‘ ([ EE RN LY FY ]
] [ 1 | ] I
NORMAL | 5 | 5 | 6 | 5 | 1 | 5 | | 5
I 19.2%) | ( v9.2%) | ( 23.1%) = To1g.2n) | { 19.2%) | (19 2%) | { 19.2%}
{ [ | [ | |
< 99 | ] | 14 | 13 | 13 | 16 | 16 i 4
| ¢ 34.6%) | ( 53.8%) | ( so.0%) | SU.U%) | { &1.9%) | ( b1 S%) | | { 15.4%)
| | | | | |
a9 - 95.49 i " 7 6 | ? | 4 ) 5 { 14
| ( a2.3%) { 26.9%) (23.1%) | [ 26.9%) | ( 15.4%) | ( 19.2%) | { 53.8%)
| | [ | {
100 - 100.9 | ] o ] | ] | i ] 0 i ]
| ( 3.8%) ( o.ox) | ( 3.8%) : I 3.8%) { { 3.8%) I ( o0.0%) } ( 11.5%)
________________________ I_-________ ____-___-_I-______-__ e [ 1 [ e
TEMPERATURE TAKEN | 26 26 i 26 | 26 } 26 - | 26 26
| { B6.7%) ( 86.7%) ( 86.7%) = B86.7%) [ { 86.7%) I { BE T%) } ( 86.7%)
________________________ I____-____- e [ T T e .
TEMPERATURE NOT TAKEN | a4 4 4 | 4 [ ] | 4 | | 4
1 C13.3%) | € v2.9%) | ( 13.3%) | ¢ 13.3%) | ¢ t3.93%) | ( 13.3%) | F ¢ 13.3%)

£9900



Table 7

PATIENT COUNT HAXIMUM TEHPERATURES
RECOHBIMANT HEPATITIS B VACCINE

STUWOY t 0809
TREATHENT :

LOT NMUMBER ¢ CKas4
DOSE t 5 Mme

PATIENT CLASS: HEALTHY CHILDREW

1 TOTAL YACCINEED ¢ 22 PATIENTS) - DOSE 1 |
| e ttetatatatatatat e e e e e |
| DAYS POST VACCIHATION | MNUHBER
MAX TEHPERATURE |rr e e e e e e s e L e vewe=|  HITH
{DEG F, ORAL) | [ ] | 1 § 2 | 3 i 5 | 5 | | | MAX TEHP
OEPENDEDE DO 0 00 010 DE0E 00D | DD DD DD | D 06 D00 00000 00 00 TG00 D0 | 00000 00 00 00 000 00 000006 U000 EF | 0000000 005 00 00 | 0006 0000 0000 0 00 0000 ) 000 0000 000 00000 30 | 6 0 30 000 3 00
| J | | |
HORMAL | 1| b I | 1| 1 | b | 1| | 1
1t aan)y bt s 020 b€ a8 1t 500010 5.2 1 10 5,070 0 It a.82)
) I | 1 i | t |
< 99 i 9 1} 1 | 5 S| 11 | 12 | 10 | | 5
1 Caz.92) F L 85,04 ) ( B2.44) | ¢ 55,02 | ¢ 60,0y | | S0.0x) | | t 23.82)
1 I | I | | | |
9 - 99.9 | 8 | 7 | 7 a8 ¢ | s | | 11
|l ¢ 38,140 ) € 35,02 | € 33.30 [ ¢ o0, 020 | € 30,020 | ( 40.9%) | | U 52.9%)
| | | | i | | |
100 - 100.9 | L | B | 2 | o | 1| O | | 4
l 16,3 0t B0 |t 9.5 1 ¢ 0.0} ¢ 5.0 | ¢ 5,040 ) i € 19.0%)
———————————————————————— [ el e ) B e B e e L LR EPL TR T
TEHPERATURE TAKEM | 21 | 20 | 21 | 20 | 20 | 20 | | 21
1 € 95.52) } 0 90.92) § { 95.54) ] € 90.92) | L 90.9%) | | 90.94) | {1 95,571
------------------------ R R Rt B e e BT Dl
TEHPERATURE NOT TAKEN | 1 ] 2 | r | 2 1 2 I 2 1 | 1
It a8y )t 91200t 50 )t 910010 .10 110 2101 | 1 4.5%)

he90y



Table 7 (cont)

PATIENT COUNT HAXIMUM TEHPERATURES
RECOMBINANT HEPATITIS B VACCINE

sSTUDY + 0809
TREATHENT i

LOT WAEER ! CR4GG
DOSE ¢ 5 HCE

PATIENT CLASS: HEALTHY CHILDREN

: TOTAL VACCINEES { 22 PAVIENTS!) - DDSE 2 |
e A e e —— 2 e e e e e |
] DAYS POST YACCINATION | MmBER
HAX TEHPERATURE gy S | WITH
{DEG F, ORAL) ) 0 | 1 1 2 i 3 | 4 | 5 i | | HaX TEMP

0000000207000 0000000 0000 0006 D 066 DE0G00 300 DE0E 00 | 0000600 000 000 0000 0009000000000 00 | 000 0000000000 00 0 0 | 90000000 0 00 | 00 000 4

) | |
NORHAL | 3 | 3 ] 3 ) 3 | L B | L I l 3
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Table 7 {cont)
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PROGRAM :

PURPOSE:

VACCINE:

PRIMARY
INYESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY POPULATION:

23921/00851IN
1/18/86

Yeast Recombinant Hepatitis B Yaccine, Study 865

Te evaluate antibody and clinical responses to two or
three 5 mcg doses of vaccine among healthy infants and
¢hildren, ages 3 months through 11 years, who are
seronegative for hepatitis B markers.

vYeast Recombinant Hepatitis B Vaccine
Lot # 9B5/C~-K732 {5 mcg/ml)

Prof. E. K. Yech, M.D.
Consultant Physician
Medical A Unit

Queen Elirabeth Hospital
Wylie Road

Kowloon, Hong Kong

W. K. Chang, M.P., B.S., F.R.C, Path.
Consultant Micrcbiologist

Queen Mary Hospital

Pokfulam Road

Hong Kong

Ching Lung Lai, M.B., M.R.C.P., F.R.C.P.
Consultant Physician

Queen Mary Hospita)

Pokfulam Road

Hong Kong

Queen Elizabeth Hospital
Wylie Road
Kowloon, Hong Kong

Queen Mary Hospital
Pokfulam Road
Hong Kong

2/1/85

In progress

The study population will consist of 100-200 infapts
and c¢hildren, ages 3 months through 1} years, who are
negative for hepatitis B serologic markers and have
not previously received any hepatitis B vaccine.
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PROCEDURE:

RESULTS:

2392172
1/18/86

Study 865

Participants are randomly assigned to one of 2 groups
with 50-100 children or infants in each group. Group
one receives intramuscular injections of vaccine at O
and 1 month {5 mcg doses). Participants in group 2
receive their injections at 0, 1 and & months. The
parent or guardian i¢ asked to record the child's
temperature for 5 days after each injection and note
any ltocal or systemic complaints.

B8lood samples are obtained prior to vaccination and at
1, 3, 6, B8, 12 and 24 menths post initial injection.
A1l samples are assayed for HBsAg, anti—-HBs, anti-HBc
and ALT by Dr. Yeoh. Some samples may be tested for
yeast antibody at MSDRL. Samples with an anti-HBs
titer > 25 mIU/m} may be tested to determine anti-a
and anti-d activity.

HEALTHY INFANTS ANB CHILOREN:

5 meg Lot #985/C-K732 at ©0 and 1 menth
5 mcg Lot #9B5/C-K732 at 0, 1, and & menths

T. MNumber Vaccinated:

_ _Injection No.
Group ¥ Dose Level 1 _2__ 3
1 5 mcg 90 10 -
2 5 meg B8 72 46

2. Serologic Results:

Serologfc data at & months are available for 24
participants 1in the two injection regimen. At
that time 58% (49/50) of the children
seroconverted (3/N >2.1) for anti-HBs and 94%
(47/50y developed protective levels of antibody
(miu/m} >10). Among the 21 participants for whom
8 monlh serelogic data are available in the three
injecLion regimen, 100X (21/21) sercconverted and
developed protective Tlevels of antibody (mIU/ml
>10}) .

A large boost 1in titer wa< seen among those
children whoe received the third injection.
Geometric mean titers at 8 months were 1894.8
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RESULTS {CONT.)

23921/3
1/18/86

Study 865

mIu/ml and 84.50 mIU/ml for those in the three and
two injection groups, respectively. Table 1 lists
seroconversion rates and GMTs for one to three
months of fFollow-up.

Clinical Complaints:

tlinical follpw-up data are available for 142, 117
and 25 participants following injections one, two
and three, respectively.

Type of Complaint
Injection Site

Systemic

Frequency in 3 by Injection

2 (37141 2 (2/1186) © (0/25)

6 (B7141) 4 {5/116) 4 (1/25)

There have been nRe serious or alarming adverse
experiences attributable to the vaccine.
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Table )

Antibody Responses Among Healthy Children and Infants Following Vaccination with

S mcg Injections of Yeast Recambinant Hepatitis B Vaccine

Lot #985/C-K132 at 0, |, and 6 Months or O and 1 Month in Study 865

Growp 1 Group 2
0 and | Month 0, 1 and & Months
GAT_(mIU/m1) GAT_(nIWw/mi)
Time % with Anti-HBs All 3 with Anti-HBs All
(Months) |S/N > 2.1 tmIU/m} > 10 |[Vaccinees | S/N > 2.1 |mIU/ml > 10 |S/N > 2.1 [allm] > 10 Vaccinees |S/N > 2.1 u/ml > 10
1 33(23/10) | 11(8/10) 0.8 8.6 21.9 40(29/12) 15(11/72) 1.1 9.1 29.1
3 97(57/59) | 83(49/59) 52.9 €3.5 93.7 91(53/98) 19(46/58) 3.1 63.4 88.6
& 96(49/50) | 94(41/50 91.6 91.5 102.5 98{45/46) 716(35/46) 2.1 54.9 93.1
8 96(23/24) | 98(21/24) 84.5 101.9 144.9 100(21/21) | Y00{21/72)) | 1894.8 1894.8 1894.8
£3921/3
1/18/86
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PROGRAM:

PURPOSE :

VACCINES:

PRIMARY
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE STUDY INITIATED:

DATE STUDY COMPLETED:

STUDY POPULATION:

3212IN
1/17/86

00691

Alum-Adsorbed Yeast Recombinant Hepatitis B Vaccine,
Study 891

To compare the antibody and clinical responses to
recombinant hepatitis B vaccine and plasma-derived
hepatitis B vaccine among healthy adults and children
who are negative for hepatitis B8 virus serologic
markers.

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

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

Dr. Hu Zong-Han

Department of Biological Products Inspection
Bureau of Pharmaceutical and Biological Inspection
Ministry of Health

Temple of Heaven, West Gate

Beijing, People's Republic of China

.Or. Shi Guiyong

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

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

December, 1985
In progress

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



STUDY PROCEDURE:

3212172
1/17/86

00692

Study 891

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

P Population Vaccine Dose  Wuwber Regimen
1 Adults Recombinant 10 mcg S0 1.0 m1 intramuscular
(>30 years) injection of vaccine
at 0, 1, and 6 months
2 Adults 10 mcg S0 1.0 ml intramuscular
(18-29 years) injection of vaccinel
at 0, 1, and 6 months;
3 Children Smcg 100 0.5 ml intramuscular
(5-10 years) injection of vacci
at 0, 1, and 6 months| -
4  Adults Plasma 20 mcg SO 1.0 ml intramuscular
(>30 years) injection of vacci
at 0, 1, and 6 months|
5 Adults 20mcg S0 1.0 m] intramuscular
(18-29 years) injection of vaccine
i at 0, 1, and 6 months
6 Children 10 mecg 100 0.5 ml intramuscular
(5-10 years) injection of vaccine
at 0, 1, and 6 months

Study participants or the participant's parent or
guardian record their temperature or that of their
child, and any local or systemic complaints for five
days after each injection of vaccine.

A blood sample 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, 3, 6, 7, 8, 9, 12, and 24 months.
A1l serum samples are assayed for HBsAg, anti-HBc,
anti-HBs, and ALT.



RESULTS:

3212173
1/17/86

{Contd)

Study 891

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

00693



SISATYIQ-2¥d/S1SATYIA



SUHMMARY - DIALYSIS AND PREDIALYSIS PATIENTS

To date, 288 patients with chronic renal insufficiency, dincluding 210
patients who are receiving dialysis treatments (dialysis patients) and 78
. patients who are not yet receiving such treatments (predialysis patients),
have received one or more injections of the yeast recombinant vaccine.

Predialysis patients receive an 9injection of the yeast recombinant
hepatitis B vaccine (10, 20, or 40 mcg dose) at 0, 1, and 6 months. Dialysis
patients receive an injection of the vaccine (20, 40, or 100 mcg dose) either
at 0, 1, and 6 months or according to a more intensified regimen (20 or 40 mcg
dose) at 0, 1, 2, 3, 4 and 5 months. 1In four of the studies, patients
received the vaccine as an intramuscular injection in the deltoid. However,
in one study (Study 838), vaccine was administered in the buttock.

Post-vaccination clinical data are available on 135 dialysis and 49
predialysis patients following the third injection of vaccine, and for 33
dialysis patients following a sixth injection. Serologic data following the
last injection of vaccine are available for 50 predialysis patients and 84
dialysis patients who received three injections of vaccine and 32 dialysis

patients on the six injection regimen.

IMMUNOGENICITY

Predialysis Patients

Deltoid Injection: At 7-8 months 15% (10 mcg dose), 68% (20 mcg dose) and 67%
(40 mcg dose) of predialysis patients who received three injections of vaccine
in the deltoid had an anti-HBs titer of S/N >2.1. Protective levels of
antibody (S/N or mlU/ml >10) were induced in 15% (10 mcg dose), 58% (20 mcg
dose), and 61% (40 mcg dose) of vaccine recipients. Among patients with a
minimum titer of S/N >2.1, and for whom titers are currently available in
units of mIU/ml, the geometric mean titers were 67.7 mIU/ml (10 mcg dose),
213.7 mIU/m1 (20 mcg dose), and 120.9 mIU/ml1 (40 mcg dose) at this time. For
responders with titers of at least 10 mIU/ml, the geometric mean titers were
67.7 mIu/ml (10 mcg dose), 120.9 mivu/ml (20 mg dose) and 186.4 mIU/m] (40 mcg
dose). By 12 months titers had declined with 0% (10 mcg dose), 50% (20 mcg
dose), and 40% (40 mcg dose) still retaining titers of S/N or mIU/ml >10

(Table 1).

Buttock Injection: One month after the first injection of vaccine, 13% of
predialysis patients receiving a 10 mcg dose in the buttock have detectable

antibody (S/N >2.1) with a geometric mean titer among responders of 4.6
miU/ml. None had achieved a titer of miU/m) >10 (Table 1).

jalysis Patients

Deltoid Injection: At 7/8 months, among dialysis patients who had completed
the standard three injection regimen in the deltoid, 59% (20 mcg dose) and 94%

3143IN
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(40 mcg dose) had an anti-HBs titer of S/N >2.1, while 48% (20 mcg dose) and
88% (40 mcg dose) achieved protective levels of antibody (mIU/ml >10). The
geometric mean titers at 7-8 months for patients with anti-HBs >2.1 S/N was
69.1 mIU/m1 (20 mcg dose) and 331.8 mIU/m1 (40 mcg dose), while for responders
with a titer of mIU/ml >10 the GMTS were 118.6 mIU/ml1 (20 mcg dose) and 445.5
miUu/ml (40 mcg dose) (Table 2). Forty mcg doses of vaccine produced
significantly higher seroconversion rates (S/N >2.1 and mIU/ml >10) and levels
of response (GMT of all vaccinees) at 3, 6, and 7-8 months (See Appendix 1 for
statistical methods). B8y 12 months antibody levels had declined with 41% (20
mcg dose) and 71% (40 mcg dose) still retaining titers of mIUu/ml >10.
Geometric mean titers of responders with protective levels of antibody
decreased to 79.9 mIU/m]1 (20 mcg dose) and 165.6 mIU/m]1 (40 mcg dose).

At 3 months (2 months after the second injection) 68% of dialysis
patients receiving 100 mcg doses of vaccine in the deltoid seroconverted (S/N
>2.1), with 25% developing protective levels of antibody (mIU/ml >10). The
GMT of responders with antibody levels of S/N >2.1 was 8.4 mIU/ml at this
time, while among responders with titers of mIU/ml 210 the GMT was 33.3 mIU/ml
(Tab]e 2). This study is still in progress and serologic results are not yet
available after the third dose of vaccine.

Buttock Injection: At 7-8 months 64% of dialysis patients who received 40 mcg
doses of vaccine in the buttock at 0, 1, and & months had an anti-HBs titer of
S/N >2.1, while 58% achieved a protective titer of mIU/m) >10. By 10 months,
65% still retained titers of S/N >2.1, although the proportion with titers of
miU/m1 >10 had declined slightly to 54%. At 7/8 months the geometric mean
titers of responders with titers of S/N >2.1 was 90.2 mIU/m1, while responders
with titers of mIU/ml >10 had a GMT of T115.5 mIu/ml.  The GMT of responders
with protective levels of antibody remained fairly constant through 10 months

(Table 3).

Among dialysis patients administered vaccine in the buttock at 0, 1, 2,

3, 4, and 5 months, 56% (20 mcg dose) and 69% (40 mcg dose) seroconverted (S/N
>2.1) at 6 nwnths. with 44% (20 mcg dose) and 69% (40 mcg dose) achieving a
.protective titer of mIU/m1 >10 (Table 3). There were no significant
differences found in these seroconversion rates by dose level at either
cutoff. At 10 months, 50% (20 mcg dose) and 67% (40 mcg dose) retained an
anti-HBs titer of S/N >2.1, while 44% (20 mcg dose) and 50% still retained
titers of miU/ml >10. Responders with S/N >2.1 had a geometric mean titer of
87.3 wIU/m1 (20 wmcqg dose) and 189.8 miU/m1 (40 mcg dose) at 6 months.
Responders with mIU/ml >10 had GMTs of 190 mIU/ml for both the 20 and 40 mcg
doses at this time. Through six months, levels of response (all vaccinees)
were not shown to increase significantly with log dose level. By 10 months
the geometric mean titers among patients with protective levels of antibody
declined to 55 mIU/m1 (20 mcg) and 27.7 mIU/m1 (40 mcg).

When seroconversion rates and titers among dialysis patients who received
three 40 mcq doses of vaccine in the buttock are compared to those who
received six 40 mcg doses of vaccine in the buttock, the two regimens were not
shown to be significantly different one month after the last injection of
vaccine. (The statistical analysis included two subjects with 9 month data
instead of 7/8 month data in addition to those subjects summarized above at

7/8 months).

3143172

00695



SAFETY

The vaccine has been very well tolerated in predialysis and dialysis
patients. No serious reactions attributable to vaccination have been
reported. Most importantly none has occurred to date among individuals who
have received at least two 100 mcg doses or as many as six 40 mcg doses of
vaccine.

Predialysis Patients

Among predialysis patients, mild transient injection site reactions and
systemic complaints were reported following injection of vaccine at
frequencies of 6% and 8%, respectively (Table 4). The frequency of complaints
after the first injection was higher than after the second or third
injections. The most frequent injection site reaction was soreness (6%)
(Table 7). The most frequent specific systemic complaints were nausea (3%),
symptoms of upper respiratory infection (2%), chills (1%), and headache (1%)
(Table 8). A temperature >100°F oral was reported following 8% of all
injections (Table 4).

Dialysis Patients

The incidences of Jlocal (injection site) complaints, of systemic
complaints, of either local or systemic complaints, and of fever (oral
temperature of 100°F or more) were analyzed statistically to evaluate the
safety of the vaccine in dialysis patients (See Appendix 1 for statistical
methods)., The 1incidence at each injection was defined as the number of
subjects with the complaint at any time during the five-day period following
vaccination divided by the number reporting, while the total was the sum of
complaints following the three or six injections divided by the number of

injections with follow-up. )

Mild transient injection site reactions and systemic complaints were
reported in dialysis patients following injection of vaccine at frequencies of
3% and 7%, respectively (Tables 5, 6).

Among those dialysis patients who received three injections of 20, 40, or
100 mcqg administered in the deltoid or the buttock (Studies 816, B25, 838),
local complaints increased significantly with log dose level at the second
injection while systemic complaints decreased with dose level at the first
injection. The most frequent {injection site reaction was soreness (3%)
(Tables 9, 11), and the most common systemic complaint was fatigue (2%)
(Tables 10, 11). A temperature of >100°F (oral) was reported following 4% of
all injections (Table 5). The rate of complaints appeared to be highest after
the first injection and lowest after the second injection.

Among dialysis patients who received six injections of 20 or 40 mcg of
vaccine administered in the buttock, complaints were not shown to be a
function of log dose level . Very few complaints were reported at either dose
level. No trend was found in incidence of complaints over the six injections
for either dose Tlevel. A single individual reported an injection site
reaction (pruritis) (Table 12), while systemic complaints occurring at

31431/3
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frequencies >1% included fatigue/weakness (5%), nausea (2%), headache (1%) and
arthralgia (1%) (Table 13). A temperature of >100°F (oral) was reported
following 4% of all injections (Table 8).

The three and six injection regimens in dialysis patients who received 20
or 40 mcg doses of vaccine in the deltoid or buttock were compared at each of
the first three injections to determine if monthly injections caused greater
or fewer complaints than those spaced further apart. The only significant
difference found was in the incidence of systemic complaints after the second
injection in dialysis patients who received 40 mcg doses of wvaccine. Ten
percent (2/20) of dialysis patients on the six injection regimen had a
systemic complaint versus 0% (0/83) on the three injection regimen.

Although significant differences in complaint frequencies were found over
dose levels, they were not of clinical consequence. The incidence of any
clinical complaint was Jow.

SUMMARY

Predialysis and dialysis patients did not respond to the vaccine as well
as healthy adults. The response rate and level of anti-HBs attained after
three injections of vaccine does increase with dose level, and it would appear
that responses are better if vaccine is administered in the deltoid rather
than the buttock. Preliminary data suggest that 100 mcg doses of vaccine may
induce antibody earlier than lower doses. Patients vaccinated under an
intensified six injection regimen did not respond better than those receiving
three injections of vaccine.

31431/4
1/22/86
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Table |

Antibody Responses Awmong Initially Seronegative Predialysis Patients ¥ho Received
Yeast Recorbinant Hepatitis B Vaccine (Three Injection Regimen)

Studies: 183, 811

DELTOXD INJECTEON BUTTOCK INJECTION
3 x 10 mcq 3 20 exq 3 x 40 exc 3x 10 meg
3 sergconversion | AT (alU/ml) | % Seroconversion GRY (elw/ml) =2 ___ | B Seroconversion GN_(miu/ml) ** % seroconversion (___GAT (miW/ml
_L’q_\t'_ﬂ_ S/ or —Responders S/ or —Respondors rs
Time alv/al ANl MIUARE L (171 AN el alU/m) an l] alu/m) mlW/ml Al mIv/ml
(Ros.) | s/np2.1| > 10 |vaccinees [sap2.1| > 10 | sp2.1] > 10 * |vaccinees| sAD2.1| > 10 SA2.1 | > 10 % | vaccinees | SAD2.1| 210 | s/2.1| > 10 | vaccinees | snn2z.1| > 10
I 0 0 0.3 ——- - 0 0 0.3 - - q 0 0.3 — - 13 0 =
(0/3) | (0/14) (os28) | (0/28) 0e) (\/28) | (0/28) 3 (\/8) (0/8) 0.7 4.6
3 0 0 0.3 — -—-- | 22 7 0.5 90.0 %0.0 23 12 0.3 - -
(0/14) | (0/14) 6s21) | (2/217) (§14) (6/26) | (3/26) 12)
6 0 0 0.3 -— 3 29 1.0 23.6 23.6 Q 26 1.2 19.4 19.4
(0713) | (0/13) /21 | /21 (4 ®19) | (5/19) 12)
178 15 5 0.7 61.7 6.1 (=] 58 13.8 213.7 213.7 67 61 23.6 120.9 |1B5.4
(2/13) 2713) (13719) | (1v/19) (2) (127%8) | (11/18) an
12 8 ] 0.4 6.0 - n 50 8.5 n.s 78.5 0 40 3.3 N3 |3
) (0/12) (10714) | (1714) o) 4/10) (4/10) (1)

 Serologic results obtained in Study 789 reported in S/¥ only.
** GATs summarized cbtained In Study B11 only. (W)

3125171
1722786
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Table 2

Antibody Responses Among Initially Seronegative Dialysis Patients
tho Received Yeast Recombinant Hepatitis B Vaccine In the Deltoid (Three Injection Regimen)

Studies: 816, 825
3 x 20 mcg 3 x 40 mcq 3 x 100 mcg
% Seroconversion ﬂ_l miv/mi) % _Seroconversion G (mIV/m}) -% Sercconversion GAT (S/N)
—Responders %Q_“_ rs
Time ®IW/al Al mIu/ml mIu/ml All mIWml mIU/ml Al TU/m)
(Ros.) | s/p2.1] >10 Vaccinees | S/K>2.1] > 10 |S/D2.1 > 10 | Vaccinees | S/w>2.1| > 10 sAp2.1 | > 10 Vaccinees | S/>2.1 > 10
1 8 4 0.4 5.4 8.5 15 8 0.6 8.1 17.9 13 0 1.3 3.0 -—
(2/26) (1726) (4726) (2/26) (5/38) (0/38)
3 21 4 0.6 6.5 16.1 52 28 2.3 15.0 32.9 68 25 4.4 8.4 33.3
(5/24) (1/724) (13/25) (1725) (19728) | (1728)
6 33 13 1.0 6.4 21.7 81 63 10.8 21.5 35.2
(8/24) (3724) (13/716) (10/16)
78 59 48 1.8 69.1 |118.6 94 88 219.7 }331.8 445.5
(17/29) | (14/29) (16/17)  (15/17)
12 52 a1 5.1 49.2 19.9 81 1A 41.6 | 107.9 165.6
(15/729) | (12/29) ‘(1172 (15/21)
31251/4

1/5/8%
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Table 3

Antibody Responses Among Initially Seronegative Dialysis Patients Who Received
Yeast Reconbinant Hepatitis B Vaccine In The Buttock

Study 838
3 x 40 mcq 6 x 40 mcg - ﬁ.lzomg
% _Seroconversion GHT_(mIU/mi)** % _Sercconversion GHT _(mIUW/m])** % Sercconversion GHY_(mIU/m])**
rs . motrs mm.-s
Time wmIU/ml All ﬁululnl mIU/ml All mIU/ml mIu/ml All miu/ml
(Mos.) S/>2.1 > 10 Vaccinees |S/>2.1| > 10 | S/>2.1| > 10 |VYaccinees | S/AD2.1 | > 10 /2.1 > 10 Vaccinees |S/M2.1] > 10
1 0 0 0.3 -— -— 0 0 0.3 — -— 0 0 0.3 e P
(0/48) (0/48) (0/20) | (0/20) (0/20) (0/20)
3 35 22 1.3 16.5 31.0 35 20 1.2 17.4 33.5 32 26 1.2 23.6 31.4
(16746) | (10/46) (7/720) (4/20) (6/19) (5719)
6 34 29 1.4 26.1 3.8 | 69 69 32.2 189.8 189.8 56 44 9.7 87.3 | 180.0
(12/35) | (10/35) (1z16) | (11/16) (9/16) {1716)
1/8 64 58 12.3 90.2 |115.5
(23738) | (21/36)
10 65 54 12.8 73.8 {112.6 67 60 6.1 24.5 21.7 50 44 4.7 45.0 55.0
(24731) | (20/37) (10/15) | (9/15) (9/18) (8/18)
3125173
1/5/8%
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Table 4

Percent of Predialysis Patients With Clinical Complaints®
During a Five-Day Period Following Vaccination With

Yeast Recombinant Hepatitis B Vaccine (Three Injection Regimen)

Studies: 789, 811
10 mcg Dose - Deltoid Injection

Type of Complaint Dose 1 Dose 2 Dose 3 All
Injection Site 0 (014) 0 (0/14) 0 (0712) 0 (0/40)
Systemic 0 (0/14) 0 (0/14) 8 (1/12) 3 (1740)
Any Local or Systemic Complaint 0 (0/14) 0 (0/14) 8 (1/12) 3 (1/740)
Temperature >100°F Oral 7 (0/14) 0 (0/13) 0 (0/11) 3 (1/38)

20 mcq Dose - Deltoid Injection

Type of Complaint. Dose 1 Dose 2 Dose 3 ANl
Injection Site 18 (5/28) 11 (3/28) 5 (1/20) 12 (9/76)
Systemic 18 (5/28) 14 (4/28) 10 (2/20) 15 (11/76)
Any Local or Systemic Complaint 29 (8/28) 21 (6/28) 15 (3/20) 22 (11/76)
Temperature >100°F Oral 7 (2/27) 12 (3/726) 10 (2/20) 10 (7/73)

40 mcq Dose - Deltoid Injection

Type of Complaint _Dose 1 Dose 2 Dose 3 All
Injection Site 7 (2727) 4 (1/26) 0 (0/17) 4 (3/70)
Systemic 4 (1/27) 8 (2/26) 6 (1/17) 6 (4/70)
Any Local or Systemic Complaint 11 (3/27) 8 (2/26) 6 (1/17) 9 (6/70)
Temperature >100°F Oral 7 (2/27) 8 (2/726) 18 (3/717) 10 (7/70)

40 mcq Dose - Buttock Injection

Type of Complaint Dose 1 Dose 2 Dose 3 Al
Injection Site 0 (0/8) Data Data 0 (0/8)
Systemic 0 (0/8) not not 0 (0/8)
Any Local or Systemic Complaint O (0/8) available available 0 (0/8)
Temperature >100°F Oral 0 (0/8) 0 (0/8)

*A complaint i1s recorded here if it occurred during any fraction of the
five-day period following vaccination.

31091/2
1/10/86
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Table §

Percent of Dialysis Patients with Clinical Complaints¥
During a Five-Day Period Following Vaccination With
Yeast Recombinant Hepatitis B Vaccine In The Deltoid

(Three Injection Regimen)

Studies: 816, 825

20 mcg Dose
Type of Complaint _Dose 1 Dose 2 Dose 3 All
Injection Site 8 (3/38) 0 (0/34) 0 (0/33) 3 (3/105)
Systemic - 24 (9/38) 3 (1/34) 12 (4/33) 13 (14/105)
Any Local or Systemic Complaint 29 (11/38) 3 (1/34) 12 (4/33) 15 (16/105)
Temperature >100°F Oral 5 (2/37) 0 (0/34) 9 (3/32) 5 (5/7103)
40 mcq Dose
Type of Complaint Dose 1 Dose 2 _Dose 3 All
Injection Site 11 (4/36) 3 (1/34) 0 (0/24) 5 (5/94)
Systemic 22 (8/36) 0 (0/34) 8 (2/724) 11 (10/94)
Any Local or Systemic Complaint 25 (9/36) 3 (1/34) 8 (2/24) 13 (12/94)
Temperature >100°F Oral 11 (4/36) 3 (1/33) 0 (0/24) 5 (5/94)
100 mecg Dose
Type of Complaint Dose 1 Dose 2 Dose 3 All
Injection Site 9 (4/44) 8 (3/39) Data 8 (7/83)
Systemic 7 (3/744) 0 (0/39) Not 4 (3/83)
Any Local or Systemic Complaint 16 (7/44) 8 (3/39) Available 12 (10/83)
Temperature >100°F Oral 7 (3/43) 3 (1739) 5 (4/82)

® A comp]ainf is recorded here if it occurred during any fraction of the five-day
period following vaccination.

3N0IN
1/2/86



Tavie 6

Percent of Dialysis Patients with Clinical Complaints®

During a Five-Day Period Following Yaccination

with Yeast Recombinant Hepatitis B Vaccine In The Buttock

Study 838
3 % 40 mcq Dose
Type of Complaint Dose 1 Dose 2 Dose 3
Injection Site 0 (0/51) 0 (0/49) 0 (0/38)
Systemic B8 (4/51) 0 (0/49) 3 (1/38)
Any Local or Systemic Complaint 8 (4/51) 0 (0/49) 3 (1/38)
Temperature >100°F Oral 4 (2/51) 0 (0/48) 3 (1/38)
6 x 40 mcqg Dose
Type of Complaint Dose 1 Dose 2 Dose 3
Injection Site 0 (0/20) 0 (0/20) 0 (0/20)
Systemic 15 (3/20) 10 (2/20) 15 (3/20)
Any Local or Systemic Complaint 15 (3/20) 10 (2/20) 15 (3/20)
Temperature > 100°F Oral**® 10 (2/20) 5 (1/19) 5 (1/19)
6 x 20 NHcg Dose
Type of Complaint Dose 1 Dose 2 Dose 3
Injection Site 0 (0/20) 0 (0/20) 5 (1/20)
Systemic 5 (1/20) 10 (2/20) 5 (1/20)
Any Local or Systemic Complaint 5 (1/20) 10 (2/20) 10 (2/20)
Temperature z100fF Oral 6 (1/18) 0 (019) 0 (0/20)

_Dose 4 _Dose §
0 (0/79) O (0/19)
16 (3/19) 0 (0/19)
16 (3/71%) O (0/19)
0 (0/18) 6 (1/18)
Dose 4 Dose 5
0 (0/20) 0 (0/20)
5 (1/20) 0 (0/20).
5 (1/20) 0 (0/20)
5 (1/20) 0 (0/20)

All
0 (0/138)
4 (5/138)
4 (5/138)
2 (3N37)
Dose 6 ALL
0 (0/16) 0 (0/114)
0 (0216) 10 (11/114)
0 (0/16) 10 (11/114)
7 (1/15) 6 (6/109)
Dose 6 ALL )
0 (0/17) 0.9 (1/1M7)
0 (0/17) 4 (5/117)
0 (0/17) 5 (6/117)
0 (0/16) 2 (2/113)

*A complaint is recorded here {f it occurred during any fraction of the five-day period following vaccination.
“*Fever was reported in one vaccine recipient (temperature not recorded)

nnin
1/8/86
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Table 7

Frequency of Local and Systemic Complaints
Among Predialysis Patients During a

Five-Day Period Following 186 De]

Yeast Recombinant Hepatitis B Vaccine
(Three Injection Regimen)

Studies: 789, 811

Number of Vaccine Recipients: 69

Body System/
Complaint

Local/Injection Site

Soreness
Stiffness/Tightness
Ecchymosis

Pain

Swelling

Whole Body/General

Chills

Headache

Fatigue/Weakness

Sensation of Warmth
General

I111ness, Nos

Digestive
Nausea

Vomiting
Abdominal Tenderness

Respiratory

Upper Respiratory
Infection, Nos.
Pharyngitis

wva/31511/9
1/9/86

% Frequency

(Number)
11

(-]

Body System/
Complaint

Hflusculoskeletal
Arthralgia, Other

Shoulder Pain
Knee Pain

Psychiatric/Behavioral

Depression

Nervous System

Somnolence

toid Injections of

0n704

% Freguency

{Number)
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Table 8

Percent (Number) of Predialysis Patients With
Specific Systemic Complaints During a Five-Day Period Following

186 Deltoid Injections of Yeast Recombinant Hepatitis B Vaccine
(Three Injection Regimen)

Studies: 789, 811

Number of Vaccine Recipients: 69

Complaint Frequency 1-3%

Nausea 3 (5)
Upper Respiratory Infection, Nos 2 (3)
Chills 1 (2)
Depression 1 (2)
Headache 1 (2)

Complaint Freguency <1%

Abdominal Tenderness 0.5 (1)
I11ness, Nos 0.5 (1)
Knee Pain 0.5 (1)
Pharyngitis (Sore Throat) 0.5 (1)
Shoulder Pain 0.5 (1)
Somnolence 0.5 (1)
Fatigue/Weakness 0.5 (1)
Arthralgia 0.5 (1)
Sensation of Warmth, General 0.5 (1)
vomiting 0.5 (1)

wva/31621/5
1/10/86



Table 9

Freguency of Local and Systemic Complaints

Among Dialysis Patients During a Five-Day Period Following

00706

341 Injections (Deltoid or Buttock) of Yeast Recombinant Hepatitis B Vaccine
(Three Injection Regimen)

Studies: 816, 838

Number of Vaccine Recipients: 127

Body System/
_Complaint

Local/Injection Site

Soreness

Ecchymosis

Pain
Stiffness/Tightness

Whole Body/General

Fatigue/Weakness

Headache

Chills

Sensation of warmth,
General

Lightheaded

I11ness, Nos

Malaise

Digestive

Nausea

Yomiting

Increased Appetite
Diarrhea

Respiratory

Pharyngitis

Upper Respiratory
Infection, Nos

Bronchitis, Nos

3151177
1/21/86

¥ Frequency

(Number)

3 (10)
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Body System/
Complaint

Musculoskeletal

Arthralgia, Other

Arthralgia,
Hono-articular

Arthritis

Arm Pain

Hand Cramps

Muscle Cramps

Nervous System

Dizziness
Tremor

Infections Syndromes

Influenza, Nos

Psychiatric/Behavioral

Insomnia/Disturbed

Cardiovascular

Hypertension
Other

% Frequency

(Number)
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Specific Systemic Complaints During a Five-Day Period Following
341 Injections (Deltoid or Buttock) of Yeast Recombinant Hepatitis B Vaccine
(Three Injection Regimen)

Table 10

Percent (Number) of Dialysis Patients With

Studies: 816, 838

Number of Vaccine Recipients: 127

wva/31621/6
1/10/86

Complaint Frequency 1-2%

Fatigue/Weakness
Headache
Chills

Complaint Freguency <1 Number

Nausea

Lightheaded

Sensation of Warmth, General
Dizziness

Vomiting

Appetite Increased

Arm Pain

Arthralgia, Other
Arthralgia, Monoarticular

Arthritis, Other

Bronchitis

Diarrhea

Hand Cramps

Hypertension

111ness, Nos

Influenza, Nos :
Insomnia/Disturbed Sleep
Malaise

Muscle Cramps

Pharyngitis (Sore Throat)
Tremor

Upper Respiratory Infection, Nos
Other

2 (6)
1 (5)
1 (4)

PPOOQOOOOOOQOOOOOOOOQOO
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Table 1

Frequency of Local and Systemic Complaints

Dialysis Patients Ouring a Five-Day Period
Fo]lowing 83 Deltoid lnject1ons of Yeast Recombinant Hepatitis B Vaccine

Conta1ning 100 mcq HBsAg (Three Injection Regimen)

Study 825

Number of Yaccine Recipients: 44

Body System/Complaint g Frequency (Number)
Local/Injection Site 8 (1)
Soreness 7 (6)
Erythema 1 (1)
Inflammation 1 (1)
Pruritis 1 (1)
Stiffness/Tightness 1 (2)
Whole Body/General 2 (2)
' Fatigue/Weakness 1 (1)
Other 1 (1)
Respiratory 1)
Pharyngitis 1(1)
Cough 1 Q1)
Musculoskeletal 1)
Arthralgia, Other 1 (1)

31511/8
1/12/86



Table 12

00709

Frequency of Local and Systemic Complaints Among Dialysis Patients
During a Five-Day Period Following 231 Buttock Injections of

Study 838

Yeast Recombinant Hepatitis B Vaccine

(Six Injection Regimen)

Number of Vaccine Recipients: 40

Body System/
Complaint

Local/Injection Site

Pruritis

Whole Body/General

Fatigue/Weakness
Headache
I11ness, Nos
Lightheaded
Chills

Digestive
Nausea
Diarrhea
Abdominal Pains/
Cramps
Diminished Appetite
Respiratory

Cough

31621
1/10/86

% Frequency

Body System/

(Number) Complaint
Musculoskeletal
0.4 (1
Arthralgia, Other
0.4 (1)
Psychiatric/Behavioral
6 15
Depression
5 (1)
1 (3)
0.4 (1) Cardiovascular
0.4 (1)
0.4 (1) Hypotension
Other
3 (8)
2 (4)
0.8 (2)
0.4 (1)
0.4 (1)
0.4 (1)
0.4 (1)

¥ Frequency

{Number)

- Bed
E

(3)

4 (0

:

0.4 (1)
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APPENDIX 1

STATISTICAL HMETHODS

3124I/11
1/21/86



A1l tests of significance were two-sided at 0.05 significance level.

1.

A. Clinical Complaints

1. The i{ncidence of the various clinical complaints in dialysis
patients on the three dose regimen, healthy teenagers and healthy
children were evaluated as a function of log dose level using the
Mante)-Haenszel Test! for trend.

2. A1l other differences in the incidences of the various clinical
complaints in dialysis patients due to dose level or regimen and
in health care personnel receiving vaccine from consistency lots
were assessed by the Likelihood Ratio Chi-Square.

B. Seroconversion Rates A

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

2. Differences in seroconversion rates in healthy adults due to age
or sex were evaluated over studies using the HMantel Haenszel
Test! for heterogeneity.

3. Differences in seroconversion rates due to age in healthy
children, dose level in dialysi$ patients, and vaccine lot in
health care personnel were assessed by the Likelihood Ratio
Chi-Square.

C: Level of Response (Titers)

The effect of age, sex,lot (consistency lots only in Study 880), or

dose level (all other studies) in health care personnel and other

healthy adults, of dose level in healthy teenagers, of dose level and
age in healthy children, and of dose level and regimen in dialysis
patients were analyzed by fitting these variables to a regression
model. Subjects who were negative for antibody to hepatitis B surface
antigen were assigned a titer of 0.3 mIU/m1 in the analysis.

REFERENCE

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

3124112

00711






00712

Dialysis and Predialysis Patients

Study 789 - Durham, NC - Dr. G. Hamilten

The study population consists of adults with chronic renal insufficiency
(pre-dialysis) who are negative for hepatitis B 'serologic markers.
Participants receive either 20 mcg or 40 mcg injections of yeast recombinant
vaccine lot C-K446 or 40 mcg injections of plasma-derived vaccine lot 2449H or
1885K. A11 injections are administered at 0, 1, and 6 months.

Fifteen participants have received two 40 mcg injections of yeast recombinant
vaccine and seven of these have received the third injection. At 7/8 months,
% (5/7) of these vaccinees seroconverted for anti-HBs (S/N >2.1).
Fifty-seven percent (4/7) developed protective levels of anti-HBs (S/N >10).
The GMT for all vaccinees at that time was 12.7 S/N and 60.2 for responders

(S/N >10).

Fourteen subjects have received two 20 mcg injections of yeast recombinant
vaccine and seven of these have received the third injection. Eighty-six
percent of the vaccinees seroconverted for anti-HBs (S/N >2.1) at 7/8 months.
Fifty-seven percent (4/7) developed protective levels of anti-HBs (S/N >10).
The GMT for all vaccinees at that time was 25.3 S/N and 130.0 for responders

(S/N 210).

Sixteen predialysis patients have received two 40 mcg injections of plasma
derived vaccine. Six of these have been administered the third injection. At
7/8 months, 67% (4/6) of the subjects seroconverted (S/N >2.1) and developed
protective levels of anti-HBs (S/N >10). The GMT for all vaccinees at that
time was 27.7 S/N and 168.6 for responders (S/N >10).

No serious or alarming adverse experiences attributable to either vaccine have
been reported. The study continues in progress.

Study 811 - Switzerland - Dr. P. Grob

Predialysis patients and health care personnel are enrolled in Study 811.
Predialysis patients are assigned to one of five groups and receive yeast
recombinant vaccine lot C-K446 or plasma-derived vaccine (Heptavax) Ilot
15100. Group 1, 2, and 3 participants receive 10 mcg, 20 mcg, and 40 mcg
injections of yeast recombinant vaccine, respectively. Group 4 and 5§
participants receive 20 mcg and 40 mcg injections of plasma-derived vaccine,
respectively. The vaccine is administered at 0, 1, and 6 months for all

groups.

Fourteen predialysis patients (group 1) have received two 10 mcg injections of
yeast recombinant vaccine and 13 of these have received the third injection.
At 7/8 months, 15% (2/13) of the subjects seroconverted (S/N >2.1) and
developed protective levels of anti-HBs (mIU/m1 >10). The GHT for all

315111
1/10/86



Study 811 - Switzerland - Dr. P. Gr Cont.

vaccinees was 7.0 mIU/ml and 67.7 for responders (mIU/ml >10). No patient
tested, seroconverted before 7/8 months.

Fourteen predialysis patients (group 2) have received two 20 mcg injections of
yeast recombinant vaccine and 13 of these have received the third injection.
At 7/8 months, 58% (7/12) of the subjects seroconverted (S/N >2.1) and
developed protective levels of anti-HBs (mIU/m1 >10). The GMT for all
vaccinees was 13.8 mIU/m] and 213.7 for all responders (mIU/m] >10).

In group 3, thirteen predialysis patients have received two 40 mcg injections
of yeast recombinant vaccine. Twelve of these have been administered the
third injection. Sixty-four percent (7/11) seroconverted (S/N >2.1) for
anti-HBs at 7/8 months. Fifty-four percent (6/11) developed protective levels
of anti-HBs (mIU/m1 >10). The GMT for all vaccinees at that time was 13.6
miUu/ml and 186.4 for responders (mIU/m1 >10).

Eleven predialysis patients (group 4) have received two 20 mcg injections of
plasma-derived vaccine and 10 of these have received the third injection. At
7/8 months, 25% (2/8) of the subjects seroconverted (S/N >2.1) and developed
protective levels of anti-HBs (mIU/m1 >10). The GMT for all vaccinees was 1.3
mIU/m]1 and 101.2 for responders (mIU/m1 >10).

In group 5, 11 predialysis patients received two 40 mcg injections of
plasma-derived vaccine and 10 of these have received the third injection.
Fifty percent (4/8) of the patients seroconverted for anti-HBs (S/N >2.1) at
1/8 months. Thirty-eight percent (3/8) developed protective levels of
anti-HBs (mIU/m) >10). The GMT for all vaccinees at 7/8 months was 8.7 mIU/m)
and 791.5 for responders (mIU/ml1 >10).

There have been no serious or alarming reactions attributable to vaccine. The
study continues in progress. Refer to the summary on health care
personnel/healthy adults for data regarding other subjects vaccinated in this

study.

Study 816 - Philadelphia, PA - Dr. S. Plotkin and Dr. S. Starr

The study population consists of health care personnel and adult hemodialysis
patients (including hemodialysis patients who were previous non-responders to
plasma-derived vaccine). Health care personnel received 10 mcg injections of
veast recombinant vaccine lot C-K446. ° Dialaysis patients received either
20 mcg injections (group 1) or 40 mcg injections (group 2) of yeast
recombinant vaccine lot C-K446. Al) vaccine is administered at 0, 1, and 6
months.

Thirty-nine hemodialysis patients (group 1) have received one 20 mcg injection
of vaccine. - Thirty-four of these have received the second injection and 32
the third injection. At 7/8 months, 57% (16/28) of the patients seroconverted

3151172
1/10/86

00713



Study 816 - Philadelphia, PA - Dr. S. Plotkin and Dr. S. Starr (Cont.)

for anti-HBs (S/N >2.1). Forty-six percent (13/28) developed protective
levels of anti-HBs (mIU/m1 >10). The GMT for all vaccinees at 7/8 months was
7.5 mIU/m] and 132.4 for responders (mIU/ml >10).

In group 2, 36 dialysis patients have received one 40 mcg injection of vaccine
and 34 of these have received the second injection. The third injection has
been administered to 24 patients. Eighty percent (16/20) of these patients
seroconverted for anti-HBs (S/N 22.1) at 7/8 months. Seventy-five percent
(15/20) developed protective levels of anti-HBs (mIU/ml >10). The GNT for all
vaccinees was 81.8 mIU/ml and 418.4 for responders (mIU/ml >10).

No serious or alarming reactions attributable to vaccine have been reported.
The study continues in progress. Refer to the summary on health care
personnel/healthy adults for data regarding other subject vaccinated in this

study.

Study B25 - Bethesda, MD - Dr. H. Alter

The study population consists of adult hemodialysis patients who are negative
for hepatitis B serologic markers. Dialysis patients who were nonresponders
to previously administered plasma-derived vaccine may also be included in the
study population. Participants receive a 100 mcg injection of vaccine lot
C-L915 at 0, 1, and 6 months.

Forty-four hemodialysis patients have received one 100 mcg injection of
vaccine and forty-one of these have received the second injection. No subject
has yet received the third injection of vaccine. Serology data are available
through 3 months of Follow-up. Sixty-eight percent (19/28) of the patients
seroconverted for anti-KBs (S/N >2.1) at 3 months. Twenty-five percent (7/28)
developed protective levels of anti-HBs (mIU/m1 >10). The GMT for all
vaccinees at 3 months was 4.4 S/N and 33.3 for responders (S/N >10).

No serious or alarming reactions attributable to vaccine have been reported.
The study continues in progress.

Study 838 - West Germany - Dr. F. Deinhardt

The population of STudy 838 consists of adult hemodialysis patients,
predialysis patients and health care personnel. VYeast recombinant hepatitis B
vaccine lot C-K733 is being utilized. Dialysis patients may receive 40 mcg
injections at 0, 1, and 6 months, or 20 or 40 mcg injections of vaccine at 0,
1, 2, 3, 4, and 6 months. Predialysis patients receive either 10 mcg or 40
mcg injections of vaccine at 0, 1, and 6 months. All dnjections were
administered in the buttock.

Fifty-one dialysis patients have been enrolled in the three 40 mcg injection
regimen. A1l 51 patients have received two 40 mcg injections and 48 of these
have received the third injection. At 7/8 months, 64% (23/36) of the patients
seroconverted for anti-HBs (S/N >2.1). Fifty-eight percent (21/36) developed

3151173
1/10/86
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Study 838 - West Germany - Or. F. Deinhardt (Cont.)

protective levels of anti-HBs (mIU/m1 >10). The GMT at that time for all
vaccinees was 12.3 mIU/ml and 115.5 for responders (mIU/ml >10).

Twenty dialysis patients have been enrolled in the six 40 mcg injection
regimen. A1l 20 subjects have received the first three injections and 19 of
these have received the fourth and fifth injections. Seventeen patients have
been administered all six 40 mcg injections of vaccine. At 10 months. 67%
(10/15) of the patients seroconverted for anti-HBs (S/N >2.1). Sixty percent
(9/15) developed protective levels of anti-HBs (mIU/m1 >10). The GMT at 10
months for all vaccinees was 6.7 mIU/m] and 27.7 for responders (mIU/ml >10).

Twenty dialysis patients in the six 20 mcg injection regimen have all received
five injections of vaccine. Seventeen of these have received the sixth
injection. Fifty percent (9/18) of the patients seroconverted for anti-HBs
(S/N >2.1) at 10 months. Forty-four percent (8/18) developed protective
levels of anti-HBs (mIU/m1 >10) at that time. The GMT for all vaccinees was
4.7 mIU/ml and 55.0 for responders (mIU/m]1 >10).

Eight predialysis patients have been enrolled in the three 40 mcg injection
regimen. All eight patients have received the first two injections of
vaccine. None has yet received the third injection. Serology data are
available through one month of follow-up. Thirteen percent (1/8) of the
subjects seroconverted for anti-HBs (S/N >2.1). The GMT for all vaccinees was
0.7 mIU/m]1 and 4.6 mIU/m)1 for responders (S/N >2.1). None of the participants
developed protective lTevels of anti-HBs (mIU/m1 >10) at one month.

No serious or alarming adverse experiences attributable to vaccine have been
reported. The study continues in progress. Refer to the summary of health
care personnel/healthy adults for data regarding other subject vaccinated in

this study.

3151174
1/10/8%
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PROGRAM:

PURPOSE :

VACCINE:

PRINCIPAL
INVESTIGATOR:

SECONDARY
INVESTIGATOR:

STUDY LOCATION:

DATE INITIATED:

DATE COMPLETED:

STUDY PROCEDURE:

240511
1/19/86

Yeast Recombinant Hepatitis B Vaccine, Study 789

To compare antibody and clinical responses to plasma
and yeast recombinant vaccines at 2 dose levels among
uremic patients not yet undergoing d1a1ysis who are
negative for HBY markers.

Yeast Recombinant Hepatitis B Vaccine Lot #874/C-K446
(20 mcg HBsSAg/ml)

HEPTAVAX Plasma-Derived Hepatitis B VYaccine

Lot 2449H (20 mcg HBsAg/ml)

Lot 1885K (20 mcg HBsAg/ml)

John Hamilton, M.D.
VA Medical Center
Durham, NC 271705

Joan Drucker, M.D.
Division of Infectious Diseases
Duke University Medical Center
Durham, NC 27710

Robert Gutman, M.D.

Division of Nephrology

Duke University Medical Center
Durham, NC 27710

Duke University Medical Center
Durham, NC 27710

Veteran's Administration Medical Center
508 Fulton Street
Durham, NC 27705

Hay 23, 1984

In progress.

The study population consists of 45 adults of either
sex, aged 16-60 years, who have chronic renal
insufficiency not severe enough to require dialysis
(creatinine levels of 2.0 mgm/d) or greater), who are
negative for HBsAg, anti-HBc and anti-HBs, and have a
normal ALT level.
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Study 789
STUDY PROCEDURE To assure that patients in the treatment groups
(CONT.): are similar, assignment to vaccine and dosage is

stratified by sex, age and creatinine level.
Participants are randomly assigned to one of the
following groups.

Group Vaccine ~ Number _Dose Regimen
1 Lot 974 14 20 meg 1 - 1.0 m intramuscular
injection on day 0, 1 mo.
and 6 mos.

2 Lot 974 15 & mcg 2 - 1.0 @ intramuscular
injections on day 0, 1 mo.
and 6 mos.

3 HEPTAVAX 16 Omeg 2 -1.0m intrawuscular

Lot 244%H injections on day 0, 1 mo.
or and 6 mos.
Lot 1885k

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

period.

A blood specimen (10-15 ml) is obtained from each
participant approximately 2 weeks before the first
vaccination. Post-vaccination blood samples are
obtained at 1, 3, 6, 7, 9 and 12 months. The samples
are assayed for HBsAg, anti-HBc, anti-HBs, ALT, and
creatinine. Samples with anti-HBs titers 2>25 miU/ml
may be tested for the proportions of anti-a and anti-d
activity. Samples may be tested for yeast antibody at

HSDRL.

RESULTS: Pre-Dialysis Patients:

20 mcg Lot #974/C-K446 at 0, 1, and 6 months
40 mcg Lot £#974/C-K446 at 0, 1, and 6 months
40 mcg HEPTAVAX Lot #2449KH at 0, 1, and 6 months
40 mcg HEPTAVAX Lot #1885K at 0, 1, and 6 months

2405172
1/19/86



RESULTS (CONT.):

24501/3
1/23/86

Study 789

1. Number Vaccinated:

-—Injection Nuwber--—
Dose Level 1 . 2 3
40 mcg Recomdinant 1§ 18 7
20 mcg Recombinant 14 14 7
40 mcg Plasma 16 16 6

. Serologic Results:

Serologic data at 17/8 months are
available for 7, 7, and 6 recipients of
40 mcg recombinant, 20 mcg recombinant,
and 40 mcg doses of plasma-derived
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vaccine, respectively. The following
anti-HBs responses were observed at that
time. Table 1 shows seroconversion
rates and GMTs for up to one year of
follow-up.
% with Anti-MBs GHY_(S/M)
Dose Level S/N >2.1 S/ 210 Vaccinees S/ 2.1 S/ >10
40 mcg Recomdinant 71 (5/7) ST (4/7) 12.7 35.4 60.2
20 mcg Recombinant 86 (6/7) 57 (&/7) 25.3 43.4 130.0
40 mcg Plagma 67 (4/6) 67 (4/6) 21.7 168.6 168.6

3. (Clinical Complaints

Clinical follow-up data are available for 15, 15,
and 7 participants following the first, second,
and third injections of 40 mcg recombinant
vaccine; 14, 14, and 7 participants who received
20 mcg recombinant vaccine; and for 16, 16, and 6
who received 40 mcg of plasma vaccine.



RESULTS (CONT.):

28051/4
1/23/86

Study 789

Clinical complaints and maximum temperatures
reported following each injection are provided in
Tables 2-7.
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Type of Frequency in % by Injection Ko.
Camplaint Dose Level 1 2 3

Injection 40 mcg Recambinant 13 (2715) 7 (1/1S) O (O/7)
Site 20 mcg Recomdinant 35 (5/14) 14 (2/14) 14 (V/7)
40 mcg Plasma 6 (1/16) & (1/16) 17 (1/6)

Systemic 40 mcp Recombinant 7 (\18) 13 (2/15) 4 (/)
20 mcg Recombinant 29 (4/14) 29 (4/14) 29 (2/1)
40 mcg Plasm 6 (1716) 13 (2/16) 17 (W/6)

ALT Elevations

Vaccine recipients included one person in the 20 mcg
recombinant group who had a pre-vaccination ALT level
2-3 times the upper limit of normal. His ALT level
remained elevated through 9 months of follow-up but
had dropped to normal at his one year bleeding. He
remained negative for HBsAg and has shown no signs of
infection. There was also one person in the 40 mcg
plasma group and one in the 40 mcg recombinant group
with normal pre-vaccination ALT levels who had
transient elevated ALT levels approximately 1.5 - 2
times the upper limit of normal 2 months after the
first dose of vaccine. A1l subsequent ALTS were
normal. These subjects have not shown any clinical or
serologic signs (HBsAg or anti-HBc) of hepatitis 8.

Adverse Reactions Reported to OoBRR

Case (b) (6) a 30-year old male, died on (b) (6) from
hemorrhage of esophageal varices and subseguent
complications. He had received two 40 mcg
immunizations of plasma-derived vaccine Lot 2449H, on
(b) (B) and on| (b)(6) The patient had a history of
polycystic kidney and liver disease, as well as
previous episodes of variceal bleeding. The death is
not believed to be vaccine related.

Case Kb)(e’_) a 58-year old male, had a history of
hypertension and chronic renal failure (predialysis).



Table 1

Antibody Responses Among Pre-Dialysis Patients Following Vaccination with 40 or 20 mcg
Doses of Recombinant Hepatitis B Vaccine Lot #3974/C-K446 or 40 mcg Doses
of Plagma Vaccine Lot 2449 or Lot 1885K at O, 1, and 6 Months

in Study 789
40 mcg Recombinant 20 mcq Recombinant 40 mcg Plasma
% with Anti-l,ﬁ_s GAT_(S/N) % with Anti-HBs GAT (S/) % with Anti-HBs GAT_(S/N)
__Responders _Responders _Responders
S/N Al S/N S/N AN S/N S/N ANl S/

s/AD2.1 > 10 Vaccinees S/2.1 210 /2.1 > 10 Vaccinees S$/AB2.1 > 10 54D2.) > 10  Vaccinees S/AD2.1 > 10

7 0 1.0 5.7 -— 0 0 0.8 —_— ——— 3 [ 1.1 4.1 -—
(1715)  (0715) (0214)  (0/14) (2716)  (0/16)
43 21 3.4 124 293 38 8 2.3 7.8 26.17 67 40 5.9 14.1 30.2
6/14) (3/14) (5713)  (1713) (10/15)  (6/15)
a3 0 1.7 4.1 -— S 29 3.0 7.4 214 60 60 6.9 37.8 37.8
@n /7 wn 2/7) (3/5) (3/5)
n S7 2.7 35.4 60.2 8% S7 25.3 43.3 130.0 67 67 21.7 168.6 168.6
s/n (CT4)) /7 (C72)] (4/6) (4/6)
100 100 12.6 12.6 12.6 100 33 ~14.9 14.9 141.2 100 100 3.8 713.8 713.8
(¢74)] () (373) (173) (2/2) (2/72)
100 25 6.0 6.0 33.3
(4/4) (174)
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Table 2
PATIENT COUNT CLINICAL CONPLAINTS

RECOMBINANT HEPATITIS B VACCINE
LOT 8CK446
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Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCIME
LOT @CK446

STUDY ¢ 0789
TREATMENT ¢
DOSE : 20 MCG

PATIENT CLASS: PRE-DIALYSIS PATIENTS

: TOTAL VACCINEES ( 16 PATIENTS) - DOSE 1 I
...... - P —— |
! DAYS POST VACCIMNATION | NUMBER
CLINICAL | LTSRS S |  WITH
COMPLAINTS I 0 | 1 | 2 | 3 | 4 | 5 | |COMPLAINTS
JH36 3078 0647430 2439 30 20 2 04 38 304 3030 3604 DEDE 1030 2006 3600 003408 00 0 | SO0 0600 206008 | FHUEI60 006300630 36 | 30363030 00 04 3038 3000 | 4E030 0030 0000 b ntor | 300030 30042030 20063 | 300000 00 200 20 0008 [ 2630900 e 2 0n 00n 0 | bl ek he 2 BN
| ] | ' | | I | |
SOMNOLENCE | o | O | o | o | o | o | | 1
| ¢ o0.02) I t 7.1%) : C 002y 1 € 0.02) | € o0.02) { U o0.0%) ( : (- 7.120
e B ——— f-- e R | o Bt “{-ne--
PERSONS WITH COMPLAINTS I 6 | 2 | 1 | 1 | 2 | PO | I 7
| € 62,920 | € 14.3%) : ( 7.172) : « 7.12) = t1e.30 | € 7.12) ; : { 50.0%)
| 1 - e B B B
PERSONS WITH NO COMPLAINTS | 8 | 12 | 13 | 13 | 12 | 13 | | 7
| € 57,12 | € 85.72) | « 92.92) | € 92.94) : ( 85.72) | € 92.92) | : t 50.0%Z)
e e L T e |--emeeaaee lommmmee - | e | o R B
PERSONS WITH NO DATA | o | o | o | o | o I o | | 0
¢ 0.02) 1 ¢ 0.02) | € 0,020 1 ¢ o0.04) | ¢ o0.0%) | ¢ o.0Z) | I © 0.0%)

22L00



LOT 8CK&446

Table 2 (cont.)
PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCIME
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STUDY
TREATMENT
DOSE

PATIENT CLASS

0789

20 MCG
PRE-DIALYSIS PATIENTS

Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANT HEPATITIS B VACCINE
LOT 8CK446

CLINICAL

COMPLAINTS

PERSONS WITH NO COMPLAINTS

|
|
|
|

PERSONS HITH NO DATA

NUMBER
————————— e e e e es e ——————————— RITH
. 1 | 2 I 3 0 4 I 5 ) |COMPLAINTS
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Table 2 (cont.)
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Table 2 (cont.)

PATIENT COUNT CLINICAL COMPLAINTS
RECOMBINANY HEPATITIS B VACCIME

LOT HCK446
STUDY : 0789
TREATMENT :
DOSE + 20 MCG
PATIENT CLASS: PRE-DIALYSIS PATIENTS
{ TOTAL VACCINEES { 7 PATIENTS) - DOSE 3 |
1---m-- o e e e 1
1 DAYS POST VACCINATION | NUHBER
CLINICAL [---eemmmmene e e e T L P R S | WITH
COMPLAINTS | 0 I 1 | 2 ] 3 | 4 | 5 | |COHPLAINTS
1371108 0636 3 50 3 T 4054 37 46 50 0 D130 0 34 30 D00 SHUES 10000 200000 300 | 393038 5030 30 303036 0 | 2604013000 36303090 | 2436 2033930 10242008 | 31460000 26003000 2036 | anarsere s s onsnatse | 30030 cr 0t gr ot 00t | o maeasseseana [ 343006302 ma w00t
------------------ I- -l e B | |~--- B e R B
PERSONS NITH NO DATA | [ o | [ o | o | o | | (]
1 0,022 0 € 0.04) | ¢ 0.0Z) § ¢ ©0.02) | ¢ 90.02) | t ©0.02) | | ¢ 0.0%)

92400



Table 3

PATIENT COUNT HAXIMUM TEMPERATURES
RECOMBINANT HEPATITIS B VACCINE

LOT 8CK446
STUDY : 0789
TREATHMENT s
DOSE : 20 MCG
PATIENT CLASS: PRE-DIALYSIS PATIENTS
: TOTAL VACCINEES ( 14 PATIENTS) - DOSE 1 |
- = = - - - - ----l
| DAYS POST VACCINATION | HUMBER
MAX TEMPERATURE | ————— e e e e e e e e e e e ————————————— |  HITH
(DEG F, ORAL) | (] I 1 | 2 | 3 ] 4 ! 5 | I | MAX TEMP
43035384 262508 31343 39 36 3430 8104 3000 0030 DO E | 2400265626 001303688 [ 340625302059 24 362830 | 203830182030 3020 3938 [ 4932630 20003020 03¢ | 293600 0633030003034 | $29635 20363630 36 000 | 3930389000390 09 000 | 0030 100 DR 0RRE0E | 85503036 b 00 2200008
| | | |
NORMAL | 2 | 2 | 2 | 2 | 2 | 2 | I 2
: ( 16.32) : ( 16.32) = { 16.32) { ( 1%.37) l ( 16.372) : (€ 16.372) | : ( 164.37)
|
< 99 | 9 | 10 | 1m | 10 | 9 | 1 | | 6
: { 66.34) = ( 73.6%) } { 78.6%) } ( 70.6%) | € 66.3%) = ( 78.67%) : : ( 42.92)
|
99 - 99.9 | 2 | 1| 1 | 1 | 3 | | | 4
= 1630 1 ¢ 7.12) = C 7.12) | € 7.17) ; ¢ 21.6%) = « 7.1 : : U 28.6%)
I ]
101 - 101.9 | e | o | [ | 1 1 o | o | I 1
| ¢ s.0%2r | ¢ 0.02) : t 0.0%) I C 7.1%) : ( 0.0%) { t 0.02) = l t 7.1%4)
I |
102 - 162.9 | 1 | 1 0 o | o | o | o | | 1
fo 78201 ¢ 7.12) : t 0.67) : ( 6.02) L ¢ 0.0%) | ¢ @©.0%) | : € 7.124)
1 e - B | ——— B e R il
TEMPERATURE TAKEN | 1 | 16 | 1 | 16 | 16 | 16 | i 14
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