


SUMMARY FOR BASIS OF APPROVAL

Reference No. 85-053 Drug Licensed Name: Hepatitis B Vaccine
(Recombinant)
Mfr: Merck Sharp & Dohme (MSD) Drug Trade Name: RECOMBIVAX HB®

Hepatitis B Vaccine (Recombinant), RECOMBIVAX HB, is a non-infectious subunit
viral vaccine derived from synthetic hepatitis B surface antigen (HBsAg)

produced in yeast cells. A plasmid containing a portion of hepatitis B virus
gene coding for HBsAg is cloned into yeast, and the vaccine for hepatitis B is
produced from cultures of this recombinant yeast strain. ‘

I.

II.

RECOMBIVAX HB is indicated for immunization against infection caused by
all known subtypes of hepatitis B virus (HBV). The vaccine has been
shown to be effective in inducing an immune response (anti-HBs) in
initially seronegative adults and children. It has been shown to be
effective in preventing chronic hepatitis B infection among infants of
carrier mothers when used in conjunction with one dose of hepatitis B
immune globulin.

RECOMBIVAX HB will not prevent hepatitis caused by other agents such as
hepatitis A virus, non-A, non-B hepatitis viruses or other viruses known
to infect the liver.

Vaccination is recommended for those persons who are or will be at
increased risk of infection with all known subtypes of hepatitis B virus,
including persons employed in a variety of health care occupations,
patients requiring frequent and/or large volume blood transfusions or
clotting factor concentrates, residents and staff of institutions for the
mentally handicapped, intimate contacts of persons with persistent
hepatitis B antigenemia, infants born to HBsAg positive mothers, persons
at increased risk due to their sexual practices, and users of illicit
injectable drugs. Additional studies are in progress in dialysis
patients.

Studies are ongoing to determine the need and timing for revaccination.
DOSAGE AND ADMINISTRATION:

RECOMBIVAX HB consists of hepatitis B surface antigen which is produced
in yeast cells. The isolated and purified antigen is adsorbed onto

aluminum hydroxide as an adjuvant, and thimerosal is added as a
preservative. A 1.0 ml dose of the adult formulation of the vaccine









The product will have an expiration dating of twenty-four months at
2-89C. The package insert recommends storage at 2-8°C. which is
supported by the stability studies. Merck has committed to conduct
ongoing stability studies.

VALIDATION

The major equipment used in the manufacture and filling of the
vaccine has been validated at the Merck & Co., Inc., West Point, PA,
facilities. 1In addition, appropriate specifications have been
established for monitoring environmental conditions for critiecal-
work areas in this facility by the Environmental Control Department,
MSD. Validation analyses for product potency and purity are
performed at MSD. The test methods were found to be suitable for
control and regulatory purposes.

LABELING

The labeling, including the package insert, has been reviewed for
compliance with 21 CFR 610.60, 610.61, 610.62, 201.56 and 201.57 and
found satisfactory. The container label includes a warning
statement indicating "Do Not Inject Intravenously”, a caution
statement that federal law prohibits dispensing without
prescription, a statement to "Shake Well Before Using”, a statement
to store at 2-8°C. (35.6 - 46.4°F) and a warning statement "Do

Not Freeze.” A statement to see the accompanying circular for
dosage instructions is also included.

The package insert (copy attached) contains appropriate statements
concerning product description, clinical pharmacology, indications
and use, contraindications, warnings, precautions, adverse
reactions, how supplied, dosage and administration and information
on the storage of the vaccine.

ESTABLISHMENT INSPECTION

A pre-license inspection of the MSD biological production facilities
in West Point, PA, was conducted May 12-14, 1986. No

objectionable practices or exceptions to the regulations were
observed.

ENVIRONMENTAL IMPACT ANALYSIS REPORT

An environmental assessment for the manufacture and use of
RECOMBIVAX HB was completed to address the environmental impact
considerations of 21 CFR, Part 25. The information provided for
this environmental assessment supports the finding of no significant
environmental impact. (Exhibit 2)







These serological studies show that although the antibodies induced by
yeast-derived and plasma-derived antigen are comparable, 1) yeast-derived
antigen is slightly less capable of adsorbing antibody induced by
plasma—-derived antigen, 2) the antibody induced by yeast-derived antigen
is somewhat less reactive in a cross inhibition assay with a protective
monoclonal antibody and 3) the antibodies induced by yeast-derived
antigen show greater variability in their avidity constants.

MEDICAL:
A. GENERAL INFORMATION

Hepatitis B virus is one of several viruses (hepatitis A, hepatitis
B and several non-A, non-B hepatitis) causing a systemic infection
with pathologic changes in the liver. It is a major cause of acute
and chronic hepatitis and cirrhosis and has been implicated in the
etiology of primary hepatocellular carcinoma worldwide. There is no
effective treatment for hepatitis B infection. Six to 10% of young
adults infected with hepatitis B in the United States fail to
eliminate the virus and become persistently infected (chronic HBsAg
carriers). It is estimated that there are 0.7 to 1.0 million
chronic carriers of hepatitis B virus in the United States and more
than 170 million in the world.

In the United States and Northern Europe, hepatitis B virus infects
mainly adults, while children are most affected in developing areas
of the world. In both cases, the virus is maintained in populations
primarily by transfer of infection from chronic carriers. Such
spread is effected through blood transfusion, exposure to
contaminated needles or instruments, through sexual contact and by
spread from carrier mother to infant in the perinatal period.

Hepatitis B surface antigen is the main component of the outer
envelope of the 42 nm hepatitis B virus. Excess HBsAg is also
produced in particles that are 18-22 nm in diameter. HBsAg has been
found in the blood and other clinical specimens including saliva,
urine, bile and feces of infected persons.

Antibodies to HBsAg (anti-HBs) have been shown to be protective
against infection with HBV. A safe and effective hepatitis B
vaccine comprised of hepatitis B surface antigen (HBsAg) purified
from the plasma of human carriers of the virus is commercially
available. An attractive alternative to human plasma as a source of
HBsAg is the use of recombinant DNA technology to effect synthesis
of HBsAg by a culture of microorganisms. Vaccine prepared from
yeast by recombinant DNA technology was shown to be safe and
antigenic in monkeys and chimpanzees and also protective in
chimpanzees subsequently challenged with infectious hepatitis B
virus.




CLINICAL STUDIES

From July 1983 to January 1986 RECOMBIVAX HB was administered to
approximately 3800 participants enrolled in 50

clinical studies to assess immunogenicity and safety. The
populations included in the studies are summarized in Table 1. 1In
addition, the four studies in infants born to carrier mothers were
designed to assess protection from chronic infection.

The vaccine was administered as a series of three intramuscular
injections.—The first two injections were given one month apart
followed by a third or booster injection given six months after the
first dose.

Vaccine recipients were asked to report their temperature and any
injection site or systemic sequelae that occurred within a five day
period following each injection of vacecine.

Post-vaccination blood samples were obtained for the determination
of antibody to hepatitis B surface antigen (anti-HBs), other
hepatitis B virus serologic markers (HBsAg, anti-HBc), serum alanine
aminotransferase (ALT) activity, and in some instances, antibody to
yeast antigens.

1. SAFETY

The vaccine was proven non-infectious for man in a human safety
test in which a single 1.0 ml dose of vaccine containing 10 mcg
of HBsAg was administered to each of five initially
seronegative persons who were followed serologically for 6
months for appearance of markers of hepatitis B infection. No
markers were detected.

RECOMBIVAX HB has been well tolerated. There have been no
serious or alarming reactions directly attributable to vaccine
reported among subjects who participated in the clinical
studies. The types and incidence of complaints which were
reported within five days following administration of 3258
injections of vaccine to 1252 healthy adults who participated
in clinical studies for which analysis has been completed are
summarized in Table 2. Injection site and systemic complaints
were reported following 17% and 15% of the injections,
respectively. Comparable rates of systemic reactions were
observed in controlled clinical studies using plasma—-derived
vaccine in both the immunized and placebo groups. The most
frequent specific injection site reactions were soreness, pain
and tenderness. The most frequent systemic complaints were
fatigue/weakness and headache.







recombinant vaccine and 93% (38/41) for the plasma-derived
one. The GMT (402 mIU/ml) seen in these recipients of the
recombinant vaccine was less than half that seen in the
recipients of the plasma-derived vaccine (1676 mIU/ml).

3. EFFICACY

The protective efficacy of RECOMBIVAX HB has been demonstrated
in neonates born to mothers positive for both HBsAg and HBeAg.
In two clinical studies of infants who received the recommended
one injection of hepatitis B immune globulin at birth followed
by a three injection regimen of vaccine, efficacy in prevention
of chronic hepatitis B infection was 93% in 40 infants at 6
months in one study and 93% in 57 infants at nine months in the
other study.

VI. ADVISORY PANEL CONSIDERATION.
Data concerning the manufacture, safety and efficacy of Hepatitis B
- Vaccine (Recombinant) for the prevention of hepatitis B were discussed at
the Vaccines and Related Biological Products Advisory Committee meeting
on June 7, 1984, October 4, 1984 and April 3, 1986.
VII. APPROVED PACKAGE INSERT

A copy of the approved package insert is attached. (Exhibit 1)
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TABLE 1

PERSONS INCLUDED IN CLINICAL STUDIES OF HEPATITIS B
VACCINE (RECOMBINANT) BETWEEN JULY 1983 AND JANUARY 1986

No. Vaccinated

Populations (>1 Injection)
Health Care Personnel/ Other 2414

Healthy Adults
Healthy Teenagers 165
Healthy Infants/Chi]dfen 258
Dialysis/Predialysis Patients 288
Infants of Carrier Mothers 289
Other Groups 447

Mentally retarded
institutionalized patients

Patients with thalassemia, hemophilia,
or sickle cell anemia '

Hyporesponders or nonresponders to
plasma-derived vaccine

Preimmune adults

Chronic carriers of HBsAg




TABLE 2

FREQUENCY OF CLINICAL COMPLAINTS WITHIN 5 DAYS FOLLOWING
ADMINISTRATION OF 3255 INJECTIONS OF HEPATITIS B
VACCINE (RECOMBINANT) TO 1252 HEALTHY ADULTS

"% of Injections
Clinical Complaint With Complaint

INJECTION SITE

Injection site reactions consisting 16.7
principally of soreness, and including

pain, tenderness, pruritis, erythema,

ecchymoses, swelling, warmth, and

nodule formation.

800Y AS A WHOLE

Fatigue/weakness 4.2
Headache 4.
Fever (>100°F) 3.2
Malaise 1.2
Sweating 0.5
Achiness 0.4
Sensation of warmth 0.4
Lightheadedness 0.3
Chills 0.2
Flushing 0.2

DIGESTIVE SYSTEM

Nausea

Diarrhea

Vomiting

Abdominal pains/cramps
Dyspepsia

Diminished appetite

QOOQO ==
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RESPIRATORY SYSTEM

Pharyngitis 1.2
Upper respiratory infection 1.0
Rhinitis 0.8
Influenza 0.3

0.2

Cough




TABLE 2
(Continued)

FREQUENCY OF CLINICAL COMPLAINTS WITHIN 5 DAYS FOLLOWING
ADMINISTRATION OF 3255 INJECTIONS OF HEPATITIS B
VACCINE (RECOMBINANT) TO 1252 HEALTHY ADULTS

% of Injections
Clinical Complaint With Complaint

NERVOUS SYSTEM

Vertigo/dizziness 0.5
Paresthesia 0.1

INTEGUMENTARY SYSTEM

Pruritis 0.3

Rash (non-specified) 0.2

Urticaria 0.1
MUSCULOSKELETAL SYSTEM

Arthralgia including monoarticular 0.5

Myalgia 0.4

Back pain 0.2

Neck pain 0.2

Shoulder pain 0.2

Neck stiffness 0.2
HEMIC/LYMPHATIC SYSTEM

Lymphadenopathy ‘ 0.2
UROGENITAL SYSTEM 0.2
CARDIOVASCULAR SYSTEM 0.2
PSYCHIATRIC/BEHAVIORAL

Insomnia/Disturbed Sleep 0.1

SPECIAL SENSES

Earache 0.2




TABLE 3

FREQUENCY OF CLINICAL COMPLAINTS WITHIN 5 DAYS FOLLOWING
ADMINISTRATION OF 231 INJECTIONS OF HEPATITIS 8
VACCINE (RECOMBINANT) TO 80 HEALTHY CHILOREN

— % of Injections
Clinical Complaint With Complaint

INJECTION SITE

Injection site reactions consisting 2.2
principally of soreness

BODY AS A WHOLE

Fatigue/weakness 3.0
Headache 0.8
Sweating 0.4
Bruise from venipuncture 0.4
I1iness 0.4

DIGESTIVE SYSTEM

Diarrhea 2.0
Vomiting 1.3
Diminished appetite 0.4
Loose stool 0.4
Nausea 0.4
Teething 0.4

RESPIRATORY SYSTEM

Upper respiratory infection 2.6
Pharyngitis 0.8
Rhinitis 0.8
Cough 0.4
Croup 0.4

INTEGUMENTARY SYSTEM

Papular Rash 0.8
Rash (non-specified) 0.4
Urticaria 0.4




TABLE 3
(Continued)

FREQUENCY OF CLINICAL COMPLAINTS WITHIN S5 DAYS FOLLOWING
ADMINISTRATION OF 231 INJECTIONS OF HEPATITIS 8
VACCINE (RECOMBINANT) TO 80 HEALTHY. CHILDREN

% of Injections
Clinical Complaint With Complaint

PSYCHIATRIC/BEHAVIORAL

Irritability 1.7

Insomnia/Disturbed Sleep 0.4
INFECTIOUS SYNDROMES

Viral infection 1.7

SPECTAL SENSES

Otitis media 0.4




TABLE 4

ANTIBODY RESPONSES AT 7/8 MONTHS AMONG HEALTHY INDIVIDUALS

AND DIALYSIS PATIENTS WHO RECEIVED THREE INJECTIONS OF
HEPATITIS B VACCINE (RECOMBINANT) AT O, 1 AND 6 MONTHS

% Seroconversion GMT(mIU/m1)

Population Age No. Dose mIu/>10 mIU/m1>10
Healthy Individuals 1 - 11 yrs. 14 5 mcg 100 15966.0
12 - 19 yrs. 69 10 mcg 100 2913.4

20 - 29 yrs. 344 10 mcg 99 1737.0

30 - 39 yrs. 111 10 mcg 95 730.0

>40 yrs. 56 10 mcg 91 586.5

Dialysis Patients >20 yrs. 53 40 mcgq 68 178.1
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BRIEF SUMMARY OF YEAST RECOMBINANT HEPATITIS B VACCINE CLINICAL REPORT

1. CLINICAL AND SEROLOGIC DATA

Hu?ber vaccin;ted Clinical Rengcgg Sgrolggic Dgta
>

Study Pogu]at1on n]egtio injections Igjgciion nject19n ;gjectio nject1on

Health Care Personnel/

Other Healthy Adults 2414 1442 1626 990 1616 1048
Healthy Teenagers 165 165 165 165 165 165
Healthy Infants/

Children 258 122 220 100 213 97
Dialysis/Predialysis

Patients 288 196 288 184 258 166
Other Groups 136 362 581 110 633 BO

I1. _IMMUNOGENICETY

Antibody responses across all dose levels used are summari{zed below:

% with Anti-HBs After 3 Injections
Minimal Titer Fully Protective Titer
Study Populattions (S/8 >2.1) (miU/ml >10)

Heatth Care Personnel/

Other Healthy Adults 98 36
Healthy Teenagers 100 98
Healthy Infants/Children 100 100

Halysis/Predialysis *
Patients 94 88

*Figures apply to patients that received three 40 mcg doses in the
dettoid. See SUMMARY - DIALYSIS AND PREDIALYSIS FATIENTS for
discussion of other regimens that were less immunogenic.

NN
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ITI. CLINICAL REACTIONS

There have been no reports of serious adverse experiences attributable
to vaccination. Clinical reactions follewing vaccinatien have been mild
and transient consisting mostly of soreness at the injection site,
fatigue/weakness, headache, and nausea. Complaint freguencies acrass
all dose levels used are summarized below:

% of Injections Followed by Clinical Complaints

Local Any Temperature
Study Populations {Injection Site} Systemic Compiaint >100°F {Oral)
Health Care Personnel/

Other Healthy Adults 17 15 27 3
Healthy Teenagers 5 2 ] 0.2
Healthy Infants/Children 2 9 11 1
Otalysis/Predialysis

Patients K| B 10 5

IV. EFFICACY

Passive-active prophylaxis consisting of hepatitis 8 dmmune globulin
and vyeast recombinant hepatitis B vaccine was 98% effective in
preventing chronic hepatitis B infection among infants born to mothers
positive for both HBsSAg and HBeAg (59 infants evaluated at six months).

311/3
/12/86
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Table 9 summarizes the mogt frequent injection site or systemic complaints
reported by healthy adult vaccine recipients. Injection site and sys ic
complaints were reported with frequencies of 17% and 15%, respectively. ihe
most frequent specific injection site reactions were ‘el .S, painm, and tender-
ness., The most frequent specific systemic complaints were fatigue/weakness and
headache (see SUMMARY-HEALTH CARE PERSONNEL AND OTHER HEALTHY ADULTS for a more
detai'ed listing of clinica)l complaints),

In addition tu monitoring clinical complaints, recipients of the yeast
recombinant hepatitis 8 vaccine were also followed for antibody to yeast anti-
gen, elevations of alanine aminotransferase, and acquisition of the hepatitis B
virus serplogic markers HBsAg and anti-HBc. Singe the yeast recombinant
hepatitis B vaccine does not involve intact hepatitis B virus at any star of
its formulation, and it also cannot contain core antigen, post-vaccination
assays for HBsAg and anti-HBc were included only to detect | siblie breakthrough
hepatitis B infections or infections that might have been in an early stage of
incubation when vaccination was initiated.

- PR R
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In order to look for antibody to compcnents of the yeast used to prepare the
vaccine, sera from vaccine recipients were tested by radioimmune assay. The
yeast antigens utilized in the assay we  derived from the parent strain of 5.

used for the production of HBsAg. This strain does not contain the
gwrw .w. ..BSAg. Sera from 133 vaccine recipients (adults and children) were
tested for antibodies to yeast antigen. One hundred percent of individuals
tested had anti-yeast IgG in both pre and postvaccination sera. The titers in
prevaccination sera ranged from 12,000 to 104,000 antibody units.
Postvaccination anti-yeast 1gG titers fluctuated over time with some increasing
and others decreasing, However, a statistical test failed to show any
significant trend in postvaccination anti-yeast titers of antibedy (Table 10)
There was also no associatien found between changes in the titer of anti-yeast
antibody and the incidence of ¢linical complaints following vaccination {Table
10}.

The most prominent yeast antigen found in preparations of the yeast recombinant
hepatitis B vaccine is designated P60. Antibody to P60 is detected and
semi-quantitated using a Western blot assay. Frevaccination and 3 month
postvaccination sera from 42 individuals have | :n assayed for antibody to P6O.
There were no statistically signidicant associations between the level of
antibody tc P60 ana the incidence of clinical complaints following vaccination
{Table 11).

flamina h,,,.ino.---“—: hhhhh fhl T

A1l subjects enrolled in a clinical study have pre-vaccination ALT levels
¢ .ermined. To date, one or more post-vaccination levels have been obtahr | in
most individuals. Thirty-one subjects, whose p accination ALT levels were
normal, had elevated levels of this enzyme (1.5 - /.0 times the upper limit of
normal} at some time during & 7-B month period of observation following vac-
cination. Elevations were transient in 22 cases., For 3 subjects, transient

evations in ALT were attributed to infectious mononucleosis, cholecystitis, or
non A non B hepatitis. In all other instances, a reason for the ALT elevation
was nct ascertained. None of the subjects has shown any clinical or serologic
signs {(HBsAg or anti-HBc) of hepatitis B. For the remaining 9 subjects, one
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Two subjects had prevaccination serum samples positive for anti-HBc. In ore
case, the anti-HBc was transient, [In the other case, all but one serum sample
taken after vaccination remained positive. Serum samplec for these individuals
have remained negative for HBsAg and there has been no report of clinical
11lness.

One healthy aault was reported in the Interim Submission to have had a ¢ month
postvaccination serum sample positive for anti-HBc. The same serum sample was
reported negative on retest. All subsequent samples through 12 months were
negative. In two additional adults, the & and 8 month serum samples,
respectively, were borderline positive for anti-HBc. A1 previous serum sampies
were negative. Both subjects remained HBsAg negative, and there has been no
¢ of clinical illness. Repeat testing will be done and follow-up samples
are pending,

Pemddal rnis Mardmmtr

in ti Interim Submission serum samples from & predialysis patients were
reported positive for anti-HBc at some time during the 7 month observation
period, Four of the 6 were transiently positive. 0f the remaining 2 patients,
one was negative on retest, anc one on retest was positive for anti-HBc of the
IgG class but negative for anti-HBc of the IgM class.

[\-:-\‘I...--:‘- Do mmteas

Three dialysis patients had prevaccination serum samples which tested positive
for anti-HBc. For one patient the positive anti-HBc was transient. Anti-HBc
persisted in the other two patients. MNone of the patients was reported to have
developed ciinical iliness or become HBsAg positive.

Three dialysis patients were reported to have one or more serum samples positive
for anti-HBc postvaccination. In one case, the positive anti-HBc was transient.

In the : :ond case, the 9 month sample was positive. 1In the third case, the 3
and 6 month samples were positive. Further samples were not available. WNone of
the patients was reported to have gped clinical iliness.

The 8 month serum sample from a patient with hemophilia was reported positive
for anti-HBc. The pre, 1 and 6 month samples were negative. The patient has
been anti-HBs positive since 2 months., The patient has remained HBsAg negative
and there has been no report of clinical illness.

The small | -~centage of vaccine recip ts with serum samp™ ; positive for
anti-HBc may reflect both the frequency of false positives seen with this assay
and the fact that predialysis, dialysis and hemophiliac patients eive

transfusions of biood and blood products at varying intervals during the course
of their disease. Where possible retesting will be done ard follow-up samples
obtained.
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EFFICACY

Four studies have been initiated to evaluate the efficacy of yeast recombimant
hepatitis B vaccine in preventing chronic | iatitis B antis emia in healthy
infants born to mothers who are positive for HKBsAg and eirther positive or
negative for HBeAg. Two of the studies are being conducted in China, one is in
Hong Kong, and one is in the United Sta- . In 3 of the studies, infants
receive a single injection of hepatitis B immunoglobulin immediately after birth
followed by injections of yeast recombinant hepatitis B vaccine (5 mcg dose) at
0, 1 and 6 months. One ¢f these studies also inciur ; infants that receive HBIG
plus plasma-derived hepatitis B vaccine (10 mcg dose). Two of the studies being
conducted in China include groups of infants that receive a three injection
regimen of yeast recombinant hepatitis B vaccine alone {5 or 10 mcg dose), and
one study has a group that receives plasma-derived hepatitis B vaccine (20 mcg)
without « -+ HBIG.

Te date, 412 infants have been enrclied in the 4 studies, 289 of these in groups
receiving the yeast recombirant hepatitis B vaccine. No serious adverse experi-
ences related to the vaccine have been report [

Data are currently available for 59 infants, born to mothers positive for both
HBsAg and HBeAg, who receive a single dose of HRIG and three 5 mcg doses of the
yeast recombinant vaccine. A single infant in this group was HBsAg poasitive at
6 months. This infant was aiready antigen positive at birth. Based on these
data, the efficacy of this passive-active prophylaxis ip preventing chronic
I titis B vaccine is estimated to be 98%.

COMPARISON OF RECOMBIMANT AND PLASMA DERIVED VACCINES

The only hepatitis B wvaccine currently licensed in the United States
(HEPTAVAX-B) is comprised of noninfectious HBsAg that has been purified from ti

piasma of chronical’y infected persons. By contrast, the investigational
recombinant hepatitis B vaccine is made from HBsAg produced by a strain of
baker's yeast (S, ~~=~vici=e} containing that portion of the hepatitis B virus

gene which codes | antigen, HBsAg purified from yeast is essentially
the same as that from human plasma including its partic’ ippearance. Unlike
the plasma-derived HBsAg the yeast HBsAg is not glycosyl [. The recombinant

HBsAg vaccine 1s adsorbed to alum as is the plasna-derived product.

A direct comparison of the two vaccimes with respect to immunogenicity and
clinical complaints will be available from two studies. One 1s a small (56
participants) randomized study (4807). The results for this study are presented
in the appropriate study summary (see SUMMARY-HEALTH CARE PERSONNEL AND OTHER
HEALTHY ADULTS). The other is a double blind study in which 300 healthy adult

male homosexuals will eive three doses of either yeast recemhinant (10 mcg
dose) or plasma-derived (20 mcg dose) hepatitis B wvaccine, ..is study was
initiated * ently. The ¥irst in  tion of vaccine * . been administered to 197

subjects, while 113 bhave received the second of tnree scheduled injections,
Assays far hepatitis B serologic markers will not be done on any samples unti)
subjects have received all injectians nf vaccine. However, interim clinical
reports submitted foilowing the first two injections have been examiped by the
clinical monitor at Merck and complaints and elevated temperatures tallied
dccording to the type of hepatitis B vaccine [recombinant or plasma-derived)
that was administered.
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Clinical complaints from the study invelving homosexuals a1 summarized in Table

12. A1l 1 ctions have been mild and transient. Among recipients of plas-
ma-derived vaccine, 39% reported injection site reactions while 31% had systemic
¢ lajints within a 5 day period following vaccination. Recipients of

recombinant vaccine reported injection site reactions following 32% of the
injections, while 24% had systemic complaints. Local complaints consisted
almost exclusiv y of soreness at ti  injection site for recipients of either
vaccine. The mest frequent systemic complaints following injection of
recombinant vaccine were fatigue/weakness (6%}, arthralgia (6%}, and nausea
{4%), while the most frequent systemic complaints following injection of the
p?asm?—d?ri\ | vaccine were fatigue/weakness {16%), arthralgia (7%), and head-
ache {(6%).

Further comparison of the antibody and clinical responses to the plasma~derived
and yeast recombinant | atitis B vaccine is possible using data from multiple
ongoing studies involving the recombinant vaccine and historical data obtained
in eartier studies with the plasma-derived vaccine, This type of comparison is
described below and . onstrates that both recombinant and plasma-aeri:
vaccines are well tolerated and highly immunogenic. Tables 13 to 17 compare
anti-HBs responses of health care personrel and other healthy adults who re-
ceived 10 mcg doses of yeast recombinant hepatitis vaccine in the current
clinicat trials program with similar subjects who received 20 mcg doses of
plasma-derived hepatitis B vaccine in earlier studies. Seroconversion rates
among adults 20-49 years of age, after 3 imiactions of vaccine, were 94% or
greater for either vaccine {Table 15). The G... of respon¢ 's in this age range
were 1554 .0 mlU/ml (approximate conversion from ‘Y (4)units} and 1282.3 mlU/ml
for recipients of plasma-derived and recombinant vaccines, respectively.

The per: tages of botk plasma-derived and recombinant vaccine recipients
developing anti-HEs (S/N 7.1} declined with increasing age. The geometric mean
titers of responders als. varied inversely with age. Although 94 - 99% of the
vaccinees ages 20-45 years of age had anti-HBs after 3 imnjections of vaccine,
the frequency of sercconversion n subj)ects 50-59 years of age was 90% among
recipients of recombinant vaccine and 85! for those who received plasma-derived
vaccine. The geometric mean titers of anti-HBs at 7/8 months 1in persons
receiving recombinant vaccine rar :«d from 1707 mIU/mi for the 20-29 year age
group to 442 mlU/ml in the 50-5Y year age qroup. The GMT for recipients of
pl. 1a-derived vaccine was 2830 mlUu/mi for the 20-29 year age group and 306
mlUu/ml tar the 50-59 year age group (Table 15),

Table 16 shows the distribution of antibody titers achieved by healthy adult
vaccinees of all at . following 3 injections of either yeast recombinant or
plasma-derived hepatitis B vaccine. Among recipients of the recombinant
vaccine, 98% had at least minima) evidence of antibody (S/N >2.1), while 97%
developed fully protective levels of anti-H8s {mIU/ml >10}. Eighty-nine percent
of the vaccinees had a titer of mlU/ml >100, wnile 5B% had a titer of mll/m)
>1000. A fairly similar distribution of titers was characteristic of persons
Te:« ‘ving the plasma- ‘ived vaccine. Ninety-five percent seroconverted for
ant1-HBs (S/N >2.1}, wiile 92w developed fully protective levels of antibedy
{mlU/ml >10). ~Seventy-sight percent of the plasma-derived vaccine recipients
had & titer of mIlU/ml >100, while 53% had a titer of mIU/m} 21000.

Tables 17 and 1B summarize the anti-HBs status of recombinant and plasma-derived
vaccine recipients at 12 moenths, The GMTs of responders at 12 months are 2 to
5-fola Jower than those observed at 7/8 months. However, when tallied across
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all age groups, 90% of the recombinant vaccinees and 92% of the recipients of
plasma-derived vaccine retaincd “ully protective titers (mIU/mY >10) at 12
months {Table 18}. Sixty-five percent of the recombinant vaccine recipients had
titers of miU/m] >100 at 17 months, while 25% still had titers of miUsm? >1000.
Among vaccinees .0 received the plasma-derived vaccine, 70% had titérs of
mIiU/m1>100 at 12 months, while 37% retained titers of miu/ml >1000.

Table 19 shows the frequencies of local injection 5ite complaints, any type of
clinical complaint, and elevated temperatures reported by health care personnel
and oti - healthy adults following vaccination with the yeast recombinant
hepatitis B vaccine in current studies compared with the freguencies of sucn
complaints among similar subjects in eariier studies of piasma-derived hepatitis
B vaccine. With either vaccine, the frequencies of compiaints were somewhat
Tower following the second and third injections. Over all injections, the fre-
quencies of injection site complaints and any type of complaint v e 12% and
20%, respectively for plasma-derived vaccine, while the use of recombinant
vaccine was followed by reports of injection site complaint or any type of
complaint with freguencies of 17% and 27%, respectively. Al complaints were
mitd, trans® 1t in nature and consisted most frequently of injection site
soreness, fatigue/weakness and headache. The frequency of elevated temperature
f5100°F, oral) reported by healthy adults during a 5 day period follewing
vauCination was approximately 3%, both for recipients of plasma-derived vaccine
and of yeast recombinant vaccine (Tatle 19),

Clinical studies with the recombinant vaccine demonstrate its safety and
immunogenicity. A comparison with histori data ovtained using plasma-derived
hepatitis B vaccine shows that 10 mcg doses of the recombinant vaccine and 20
mcg doses of the plasma-derived vaccine yield similar seroconversion rates and
GMTs in healthy adult recipients. Using historica) data from past studies
involving the plasma-derived vaccine, clinical reactions appear to be somewhat
more f |uent following injection of the recombinant vaccine as compared to t
plasma-derived vaccine, However, in pone contemparary double-blind study
involving both vaccines, clinical complaints were more frequent among recipients
of the plasma-derived as compared to the recombinant vacci Both vaccines
v e well tolerated with postvaccination reactions being of a miid and transient
hature.

































Table 2

List of Number Yaccinated with

Yeast Recombinant Hepatitis B Vaccine, Clinical Reports, ang
Post-Vaccination Anti-HBS Data by Population Group

Health Care Personnel/Cther 2414
Healthy Adults

Healthy Teenagers 165
Healthy Infants/Children 258

Dialysis/Predialysis Patients 288

Mentally Retarded Insti- 202
tutionalized Patients

Thalassemic Children 3

Hemophiliacs 15

Patients with Sickle 4

Cell Anemia

Nonresponders to Plasma-
Derived Vaccine

Healthy Adults 55
Dialysis Patients 26
Hyporesponders/Transient 5

Responders to Plasma-
Berived Vaccine

Preimmune Adults 31
Chronic Carriers of HBsAg 18

infants of Carrier Mothers

HBsAgt/HBeAg* 214
HBsAgY/HBeAg™ .
TOTAL 3Bb1

wvi 165I1-1-1/10/8B6

2286

165
222
281

e

1

15

54
24

NA

NA

18

157
13

3537

1442

165
122
196
200

21

24

HA

KA

18

13
30

2309

1626

165
220
286

202

ao

13

30

25

48
18

135
15

2878

1508

1§
191
2b4

201

30
10

28
24

HA

NA
18

114

13

2626

990

165
100

184

24

NA

NA

18

43
30

151N

1616

165
213
258
202

31
15

52

20

88
8

133

10

2885

non2s

1436

165
189

230

21

15

25
21

WA

NA
18

110

41

2217

1048

165
97

166

14

Na

NA

8

19

1551
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Table 9

Most frequent Complaints (>}.0%) Reported by
1252 Health Care Personnel and Other Healthy Adults
During a Five-Day Period Following 3255 Injection of

Yeast Recombinant Hepatitis B Yaccine

Local {In, tion Site)

Soreness
Pain
Tenderness
Pruritis

— o

Systemic

Fatigue/Weakness
Headache

Nausea

Diarrhea

Malaise
Pharyngitis

Upper Respiratory
Infection (Nos)

— ottt ) P B

31091/3
1/8/86
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Table 10

Statistical Tests Regarding Anti-Yeast Antibody

1. Test for Trend in Antibody Titer (Log Titer)

T

First Second Third
Mean Log Titer 1G.6 10.6 10.8 11.0
Std. Error 0.05 0.07 0.06 0.19
Number Tested 133 10 30 12

Conclusion: Ko significant trend in Log Titer (p 0.70)

2. Test of Association between Change in Anti-Yeast Antibody {Pre ws.
Postvaccination Titers) and Incidence of Clinical Complaints {logistic
Rt -ession Model Controlied for Age and Sex)

X2 o -
Post
First Injection 0.14 0.7
Post
Second Injection 0.04 0.84

Conclusion: No asscciation betwt 3 change in anti-yeast antibody and
incidence of clinical complaints

324511
1/23/86
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Table 11

Statistical Test of Association between Antibody to a Specific
st Antigen (PBO} and Incidence of Clinical Complaints*

Table of p Values

Level of P P o roae
Aptibody to First Second Third
3 Months 0.49 0.60 0.95 0.76

(2 Months Post
First Injection)

Change in Antibody 0.42 0.49 0.97 0.82
to Po0 from

Pre :cination to

3 Months

* Mante]l Haenzel Test with Responses Corrected for Study and Prevaccination
Level of Antibody to PB0. Test significant for p <0.05.

3245172
1/23/86



Table 12

naopaz2

. Percentage (Proportion} of Healthy Adult Male Homosexuals with
Clinical) Complaints Following Injections of Yeast Recombinant (10 mcg Dose)
or Plasma-Derived Hepatitis 8 Yaccine (20 mcg Dose) in Study B94

_Type of

Local

(Injection Site)

Systemic

Any

Temperature
> 100°F (oral)

317611
1/11/86

Plasma-Derived

Recombinant

P ima-Derived

Rect inant

Plasma—[Cerived

Recombinant

Plasma-lerived

Recombimant

First

T _ar

42 (31/88)

30 (25/83)

35 (31/88)

29 (24/8B3)

B1 (54/88)

51 (42/83)

2 (2/B4)

5 (4/83)

Sgccnd

a5

35

25
18

51
a1

7

(24/61)

(21/60)

(17/67)
(11/60)

(34/81)
(28/60)

(0/87)

(4/57)

Both

39 (61/155)

32 (46/143)

31 (48/155)

24 (357143}

37 (BB/153)
4% (70/143)

2 (2/151)

b (8/140)
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Table 13

Ant IBs Responses at 3 HMonths Among Health Car  Personnel and
Other Healthy Adults Receiving Yeast Recombinant or
Plasma-Derived Hepatitis B Yaccine at 0, 1 and & Months

E e PRI - n

Age ~owr e e ~ e (¥l N ]
:‘ - - n‘_t.‘ e e ot ST N ke A & T AP ke F e THE Tl e
20 29 92 (359, 68 91 (436/477) 107
-3 8 { 81/112) 39 88 (271/315} 46
40 - 49 15 (21/28) 48 BO {124/156) 28
50 - !¢ 82 {14/17) 22 67 (66/108) 27

* S/H L

** pesponders only; titer in mIU/m} for recipients of plasma-derived
vaccine approximated as (D) (4)titer + 4.

308611
1/11/86



Table 14

eo0aYy

Ant}-HBs Responses at 6 Months Among Health Care Personnel and

Other Healthy Adults Receiving Yeast Recombinant or

Plasma-Derived Hepatitis B Vaccine at 0, 1 and & Months

.hge -

20
30
40

50

ok

gasls2
1/11/886

-~ 29

- 3%

S/N 2.1

~ e

96 (403/419)
8% (110/129)
8 (30/39)

81 {13/16)

I

96
53
a5

4?

95 (434/459)
93 . _'3/293)
88 (128/146)

6 (81/107)

[* R

A s

148
56

40

39

Responders only; titer in mIU/mi for recipients of plasma-derived

vaccine approximated as (b) (4) titer + 4.
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Tabtle 15

Anti-HBs Responses at 7/8 Months . ng Health Care Personnel and
Other Healthy Adults Receiving Yeast Recombinant or
Plasma-Derived Hepatitis 8 Vaccine at 0, 1 and 6 Manthst

_”Age _ P s . e wr
o SeTaele R L LTTARTL o e
20 - 29 99 (3431/344) 1707 98 (412/7421) 2830
30 - 39 96 (106/111) 694 95 {261/274) 1050
40 - 49 97 (33/34) 484 94 {134/142) 528
50 ~ 59 90 (171/19) 442 85 (81/102) 360

* Includes some responses measured at 9 months when that was the first
blood sample obtained following the third injection of vaccine

* S/N >2.1

“* Responders only; titer in mIU/ml for recipients of plasma-derived
vaccine 1 fipients approximated as (D) (4)titer + 4.

30861/1
1/11/86
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TABLE 16

Distribution of Apti-HBs Titers at 7/8 Months
Among Health Care Personnel and Other Healthy Adults
| ving Yeast Recombinant or Plasma-Qerived
Hepatitis 8 Vaccine at O, 1, and & Months

- —

S/N 2.1
mIy/ml >10
mlu/ml >100

mil/ml ~ " 000

98 (498/509)
97 (494/509)
89 {451/509)

58 (294/509)

95 (930/983)
92 (900/983)
78 (772/983)

53 (519/981)

* Titer in mIU/m]l for recipients of plasma-derived vaccine
approximated as (b)(4)titer + 4,

wva/31221
1/11/886



Table 17

Ant  Bs Responses at 12 Months Among Health Care Personnel and
Other Healthy Adults Receiving Yeast Recombinant or
Plasm terived He “itis B VYaccine at 0, 1 and & Months

Age - wrl [ N - e T
- - A _2 1l iR PR P )

20 - 29 98 (115/118) 343 99 (233/236) 954
30 - 39 94 (74/79) 235 97  {67/69) 34)
40 - 49 91 (21/23) 238 87  (33/38) 1Ak
50 - 59 B8 (15717} 151 87  (46/53) 116
* S/N »2.1

*» pesponders only; titer in mIU/m] for recipients of plasma-derived
vaccine approximated as (b) (4)titer + 4.

3086174
1/11/86

ooo04aT



TABLE 18

Distribution of Anti-HBs Titers at 12 Months
Among Mealth Care Personnel and Other Healthv
Adults Receiving Yeast Recombinant or Plasma-D  ved
Hepatitis B Vaccine at 0, 1, and & Months

S/ ~72.1
miu/mi] ~*0
miu/mt ~*00

miu/mi >1000

*Titer in mIU/m] for recipients of plasma-derived vaccine approximated as

(b) (4) titer + 4.

317411
1/11/86

95 (225/237)
90 (2137237}
65 (155/237)

25 (60/237)

95 (400/422)
92 (387/422)
70 (294/422)
37 (157/422)

00048



Table 19

0004e

Percentage (Proportion) of Health Care Personne! and Other Healthy Adults

With Clinical Complaints During a 5 Day Period Following

Injections of Yeast Recombinant or Plasma-Derived Hepatitis 8 Vaccine

Jpe of

F ol R Y

Local
(Injectian
Site)

Any
Complaint

Temperature
>100%F
Toral)

H'--_.'_"
Plasma-l -ived

Recombinant

Plasma-Perived

fecombinant

Plagsma-Derived

Recombinant

Firsp
13 { 92/687 )

20 (248/1252}

24 (164/687 )
34 {426/1252)

3 ( 18/681 )
4 ( 45/1217)

Sgcond
10 ( 67/650)

14 (157/1162)

18 (119/650)
23 (263/1162)

3 ( 20/640 )
3 ( 28/1111)

Third

t s

11 ( 55/480)
17 {139, 1)

18 ( 87/48D)
23 (196/841)

2 ( 10/467)
4 ( 27/769)

ANl

ﬂ.‘--a.."_ -
12 (214/1817)
17 (544/3255)

20 (370/1817)
21 {""7/3255}

3 ( 48/1788)
3 {100/3097)
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Lots of the yeast recombinant hepatitis B vaccine used in the clinica;
trials summarized in this report are identified by an alpha-numeric code
consisting ¢ two Or three segments. In the Interim Submission {Report #2)
issued in August 1985, many lots of vaccine were identified in text and
tabtes using either the prefix or internal segments. In the present report,
all lots are ¥ tified by the 5 digit suffix segment. To facilitate cross
reference between the Interim Submission and the present report, tl
compiete lot number for each lot of vaccine in use is listed below:
934/C-J625
972/C-K444
§74/C-K446
978/C-X563
979/C-K564
985/C-K732
986/(-K733
987/C-K734
993/C-K937
81990D/18066/C-L215
817668/18067/C-L216
819910/18068/C-L217
B1992A/18070/C-L219
819541/18071/C-L220
89303/1005/C-L915
89426/22930/C-M718
85860/22123/C-M125

8¢ 31/22124/1 1126
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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.

#r900



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.

&n90o



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.

09900



Table 4
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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)
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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
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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)
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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
P« 18.84) | ¢ 18.82) ) ¢ 20.0%3 | ¢ 18.84) | ( 108.87%) i t e1.440 i } { 18.82%)
| | I I { |
< 97 | 7 | e | s | ? | * | s | I 5
| € 3.8 | ¢ S0.023 ) ( B3 .32) | ¢ 8&.3%) | ( B4. 3y 4 { s7.100 | | €.31.3)
| | | | | 1 \ I
99 - 99,9 | s | 4 | . I | 3 1 3 | 3| i 7
I ¢ 31.32) | ¢ 25.0%2 | ( 20.0¥%) | ( 18.8%4) | « 18.8%) | { 2l.ex) | i [ a3.8x)
i | H { . i | I
100 - 100.9 | 0 1 I | 1 | 1| 1 | o | i 0
o oy 1t o)) 6701 .30 ] 6.3 |1 0,00 ) It 0.0}
| | | t | | | I
101 - 101.9 | 1 | o | o | o | o | |
e 630 1 6,322 0 0.0:) [ 0,023 1 (¢ 0,000t 0.0 1 1t 6. 5/1
------------------------ R e B e R g e R T B
TEHPERATURE TAKEN | ST | 16 | 15 | 16 | 1s | 16 | i 16
foz2.vo L7272y ) (68227 | € 7272y Lt 72,720 0 1 63.670 | It 72.72)
------------------------ e B B et B B e e ] Dttt
TEMPERATURE NOT TAKEN | 6 | 6 | v | ¢ | 6 | s | | ]
Poeez.30 | v27.32y | ¢ 31.82) | ( 272.32) |« 22.32) | 1 36.42) | |t 27.%0)

$8900



Table 7 {cont)
PATIENT COUNT MAXIMUM TEMPERATURES
RECOMBIMANMT HEPATITIS B VACCINE

STUDY ¢ 0809

TREATHMENT :

LOT HUMBER ¢ CKa44
DOSE t 5 MCG

PATIENT CLA33: HEALTHY CHILDREN

i TOTAL VACCIMEES { 21 PATIENTS) - DOSE 3 I
e et el e e L R P P |
| DAYS POST YACCIMATION | . MRBER
MAX TEMPERATURE T L LT L T T T T DT T T PP | MITH
(DEG F, ORAL) i ] | 1 | z I 3 | 5 | L) | ] | MAX TEHP
30 0 3 E 0 30 D00 000 00 00 30 D0 0 000 0 ) 000 0 0 0 00000600 0 | 060 0 0 00 0 0 00 0
| 1 | | | | |
HORMAL | & | 4 | 4 | 4 | 4 | 4 | | 4
| ¢ 22,220 ) ¢ 22,220 | ¢ 22,220 | € 22.24) | ¢ 22.2%y | ¢ 22.24) | 1t 22,20
| | | [ | | ! )
< 99 | 4 | e 1 1m 1 10 | 1n | 11 | | 2
| « 2ge.2x) | ( 50.0%) | ¢ 6L.0%4) | € 85.62) | ( 61,14 | ¢ 61.1%) | 1 € 12.1%)
| | { | | | | ]
99 - 99.9 | & | 4 | 3| & | 3| 3 | | 10
| 1 &6.62) 1 1 22.272) 1 € 16.74) 1 { 22.22) F 4 26,770 | 16,740 | | € 55.64)
| | | | ! | | |
100 - 100.9 I 1 1 1 | o | o | o ] o | | 1
It 8.6 1t S.62) | € 0.02) | 4 0.02) [t 0020 | ¢ w.04) ] 1t 5.62)
t | | 1 | ] i |
101 - 101.9 | 1 o | [ | o I o | o | | 1
bt s6) 1 0.02) | ¢ 0,00 ) ¢ 0020 b & 0,020 1 & 0.04) | | 1 5.62)
et DL L LT St BT L R |=mmmmmem—- | EEEL LS Lt Jomemmmmeee fommememne R e DL E L B B
TEHPERATURE TAKEHN | 18 | 18 | 18 | 1a | 18 { 1a | | 18
: ta5.72) 1 ces.720 | € 85,721 1 € 85.72) | 1 85.74) : { 85.74) = : ( 85.74)
TEMPERATURE NOT TAKEN | L I | 3 | I | - I | 3 | 3 | | 3
o630 1 C1a3) | @ as.32) | (26,30 ) € 14.34) | ( 14.30) | | ¢ 14.30)

949900



STUDY 865



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.
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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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