Name of Sponsor/Company: Wyeth- Individual Study Table (For National Authority Use only)
Lederle Vaccines and Pediatrics Referring to Part of the Dossier
Name of Finished Product: 7-valent Volume:

pneumococcal conjugate vaccine,
meningococcal group C conjugate
vaccine

Name of Active Ingredient: Page:
saccharide-CRM)g7 conjugates of
pneumococcal serotypes
4,6B,9V,14,18C,19F,23F,

sactharide - CRM;97 conjugate of mening
C

Criteria for evaluation:

Efficacy:
Invasive Disease: A case of invasive pneumococcal disease was defined as a positive culture of 5. pneumoniae from

a normally sterile body fluid obtained from a child presenting with an acute illness consistent with pneumococcal
disease. A subject was considered vaccinated per protocol if the following criteria were met: first dose 242 days of
age, minimum 35 days between primary series doses, third dose given by 365 days of age, booster dose administered
between 365 days (12 months) and 480 days (16 months), and 260 days between primary series and booster dose.
Per-protocol follow-up started 14 days after dose 3 and continued until the earliest of the following: onset of invasive
pneumococcal disease, 480 days (16 months) withaut receipt of booster dose, termination of trial. Intent-to-treat
follow-up occurred in all subjects who were randomized into the study and began immediately following
randomization. The primary efficacy variable was cases of invasive disease due to a serotype contained in the vaccine
during the per-protocol follow-up period in children immunized per-protocol. Secondary efficacy variables were
1)cases of invasive pneumococcal disease due to a vaccine serotype in the intent-to-treat population, 2)cases of any
invasive pneumococcal disease, regardless of serotype, during the per-protocol follow-up period in children :
immunized per-protocol, and 3)cases of any invasive pneumococcal discase, reganiless of serotype, in the intent-to-

treat population.

Otitis Media (OM): A subject was immunized per-protocol if the following criteria were met: first dose 242 days of
age, interval of 35-120 days between primary series doses, third dose given by 365 days of age, booster dose
administered between 365 days (12 months) and 480 days (16 months), and 260 days between primary series and
booster dose. Per-protocol follow-up began 14 days after dose 3 and continued until either dropout from the health
plan, age 16 months without receipt of booster dose, or April 30, 1998. Intent-to-treat follow-up occurred in all
subjects who were randomized into the study and began immediately following randomization. The primary outcome
was the overall incidence of OM episodes (“new visits™) in the per-protocol follow-up. A child experienced a “new
visit” if they had not had a visit for OM in the preceding 21 days. Secondary outcome variables included overall
incidence of OM episodes in intent-to-treat population, and the risk of first OM episode, frequent OM cpisodes,
tympanostomy tube placement, and all OM clinic visits in per-protocol and intent-to-treat follow-up. Cases of
spontaneously-ruptured ear drums were also assessed.

Immunogenicity: Antibodies (IgG) to the 7 pneumococcal serotypes included in the 7VPnC vaccine were determined
by ELISA on samples drawn at 2, 7 12-15, and 13-16 months of age. GMCs and % of subjects achieving defined

values (i.¢.20.15ug/mL and 20.50ng/mL for pneumococcal assays) were determined.

Safety: In a subset of subjects, prompted local reactions (erythema, induration, tendemness) were assessed for 2 days
following each dose and prompted systemic events (irritability, change in sleep patterns, loss of appetite, vomiting,
diarrhea, hives, change in skin tone, fever) and other systemic events (wheezing, convulsions, lethargic/limp, loss of
consciousness, twitching) were assessed for 14 days after cach dose. Emergency room visits within 3, 14 and 30 days
of each dose, hospitalizations within 3, 14, 30 and 60 days of each dose, and outpatient clinic visits for seizures
within 3 and 30 days and allergic reactions including hives as well as wheezing, asthma, breath holding and shortness
of breath within 3 days were also assessed. All subjects who received a dose of study vaccine were included in the
assessment of hospitalizations, ER visits, and outpatient clinic visits.
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Attachment 6

Primary Analysis
r Prot i Wi jve Di

Case definition: any case of invasive discase due to vaccine serotypes occurring in an immune
competent per protocol subject during the per protocol specified follow-up intervals - both for the
primary and booster setias. All cases must have at least one isolate of pneumococcus of one of
the seven vaccine serotypes isolated from a normally sterile site. More than one isolate from a
single sample will count as a single event.

The analysis is described in the submitted protocol. The analysis takes the total number of cases
and evaluates whether the split between the vaccine and control group is different from that
expected if occurring at random (i.e. the vaccine has 0% efficacy). It has been agreed that an
interim analysis may be done with 17 cases and the trial stopped if the vaccine/control split is
better than or equal to 2/15.

It should be noted that the test depends on the ratio of follow-up times in the groups, but not on
the specific follow-up time in the groups. In a completely randomized design with dropouts
completely at random a ratio of 0.5 is expected. The planned interim analysis assurned a follow-
up ratio of exactly 0.5.

The raw, actual per protocol follow-up (pers-mnths) as of March 31 has been calculated as
follows:

Vaccine 1 - 141,118 ratio = 0.5007 . ‘
Vaccine 2 - 141,516

The databases necessary for the calcutation of the follow-up time ratio will be closed by April 30,
1998. The next databases will be available Scptember 30, 1998 and then December 31, 1998.-
Efficacy calculations dons prior to September 30 will use the April 30 database and calculations
done between September 30 and December 31 will use the September 30 database. As noted
previously, these follow-up time differences will have a minimal effect on the expected binomial

pof 0.5,

In addition to the per protocol analysis, the robustness of the conclusion will be tested using an
intent to treat analysis (al) subjects randomized to treatment and all cascs regardless of when they

occurred).
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Statistical Methods for Invasive Pneumocuccal
Disease

Protective efficacy against invasive pneumococcal

disease was estimated as

Exact Binomial Test

67

0068



Exact Confidence Interval
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Attachment 7

a. Exclusions from per protocol analysis

Table 6 summarizes the number of subjects excluded from the per-protocol
analysis for invasive disease by the reason for their exclusion. Table 7
summarizes the number of subjects who were included in the per-protocol
analysis of invasive disease but with shortencd per-protocol follow-up period for
protocol violation, death, or invasive disease (as of April 30, 1999).

No disparity in the percentage of subjects excluded from per-protocol analysis of
invasive discasc was seen between the two stdy vaccine groups: 21.6% and
21.8% of children enrolled as of Apxil 30, 1998 in the 7VPnC and MnCC group
respectively (Table 6). Similarly, no disparity was seen between the two study
vaccine groups in the percentage of subjects whose invasive disease per-protocol
follow-up period ended early due to protocol violations, death or invasive
disease: 7.6% and 7.5% of children enrolled as of April 30, 1998 in the 7VPnC
and MnCC group respectively (Table 7). The per-protocol follow-up time,
therefore, was nearly identical between the two vaccine groups as of April 30,
1998: 12889.15 and 12886.11 child years in the 7VPnC and MnCC group
respectively'. The ratio of the per-protocol follow-up time in 7VPuC subjects
versus the total PP follow-up time was 0.500059. The intent-to-treat follow-up
time as of April 30, 1998 was 21265.94 and 21254.42 child years in the 7VPnC
and MnCC group respectively. The ratio of the ITT follow-up time in 7VPnC
subjects versus the total ITT follow-up time was 0.500135.

b. Eﬂ'ectofmuclndingsubjemwhot‘aﬂedtogetthed"’doseontim

In the primary analysis for invasive disease, subjects were dropped from the PP
analysis if they did not reccive their 4* dose by 16 months of age. In a telephone
conversation with Dr. Lydia Falk, we were asked to determine what effect d
including these subjects would have on follow-up time and efficacy. If the PP
follow-up period of those subjects who did not receive dose 4 by 16 months of
age is allowed to continue to April 30, 1998, the PP follow-up time would
be13635.36 and 13593.93 child years in the 7VPaC and MnCC group,
respectively. The ratio of the follow-up time in 7VPnC subjects versus the total
PP follow-up timne would then be 0.500761. Since none of the invasive disease
cases (PP or ITT) that occurred prior to interim analysis were in children who
cither had dose 4 out-of-schedule or missed dose 4, the vaccine efficacy estimate
will be the same as the vaccine efficacy estimate from per-protocol analysis and -

' please note that in the submission dated Angust 30, 1999, Table 1 showed that the PP follow-up (days at 5isk) as
of Apri) 30, 1998 was 10047 and 10098 child in the 7VPnC and MnCC group respegtively. Those were PP

follow-up time for otitis media endpoints. dataset FDARE SEptembei\13, 1999 contains
; mbe hildyearsquou:d

the complere follow-up time data for Invasive discase. These
here are directly derived from the datases FDAREQ2.
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Table 6: Number (Percentage) of Subjects Excinded from Per-Protocol Analysis for Invasive Disease as of

April 30, 1998
TVPuC Group MnCC Group Total
Total number of subject randomized 17070 17076 34146
Total number (%) of subjects excluded from per- 3696 (21.6%) 3723 (21.8%) 7419 (21.7%)
protocol analysis of invasive disease
Reasons for Exclution
Dosc 3 was not given prior 10 4/16/98 (the last day 2 2859 (16.7%) 2877 (168%) 5736 (16.8%)
subject could receive dose 3 and stll contribute per-
protocol follow-up prior 10 4/30/98) .
‘lilewhed 365 days of age without receiving three 629 (3.7%) 607 (3.6%) 1236 (3.6%)
oses
Age at dose 1 < 42 days or > 120 days 35 (02%) 35 (0.2%) 70 (0.2%)
Interval between dose 1 and dose 2 < 35 days 15 (0.1%) 19 (0.1%) 34 (0.1%)
Interval between dose 2 and dose 3 < 35 days 32 (0.2%) 36 (02%) 68 (02%)
Dose 4 given within 14 days of dose 3 1 (<D1%) 0 1 (<0.1%) .
Required other vaccines not given atdose 1,0r2,or 3 7 (<0.1%) 1 (<0.1%) 8 (<0.1%)
Other vaceine given prior to the dose 1 ' ‘41 (D.2%) 55 (0.3%) 96 (0.3%)
More than one vaccine with Hib or pertussis 1 (<0.1%) 1 (<0.1%) 2 (<0.1%)
components given at dose 1, or 2, or 3
Not eligible at enroliment (did not meet all protocol 12 (0.1%) 13 (0.1%) 25 (0.1%)
subject enrollment criteria)
Received incomrect study vaccine given at dose 1 14 (0.1%) 10 (0.1%) 24 (0.1%)
(departure from randomized assigmment)
Received incorrect vaccine at dose 2 or dose 3 29 (0.2%) 48 (0.3%) 17 (0.2%)
Received gamma globulin 14 (0.1%) 8 (<0.1%) 22 (0.1%)
Died prior to the stant of per-protocol follow-up 6 (<0.1%) 7 (<0.1%) 13 (<0.1%)
Invasive pneumococcal disease prior to the start of 1 (<0.1%) 6 (<0.1%) 7 (<0.1%)

per-protocol follow-up



Table 7: Number of Subjects Whose Per-Protocol Follow-up Period for Invasive Disease Ended Due to
Prutocol Violations, Death, or Invasive Disease as of April 30, 1998

_ 7VPuC Group MnCC Gronp Total
Total number of subject randomized 17070 17076 34146
Total number (%) of subjects included in per- 13375 (784%) 13353 (78.2%) 267128 (78.3%)
protocol analysis of invasive disease
Total number (%) of subjects inchxled in per- 1300 (7.6%) 1289 (1.5%) 2589 (7.6%)
protocol analysis of invasive disease but with
shortened per-protocol follow-up period due to
protocol violations, death, or invasive discase
Reasons for Ending Per-Protocol Follow-up Period
Reached 16 moaths of age without receiving dose 4 1213 (7.1%) 1171 (6.9%) 2384 (7.0%)
Age at dose 4 < 12 months 41 (02%) 69 (0.4%) 110 (0.3%)
Interval between dose 3 and dose 4 < 60 days 9 (0.1%) 10 (0.1%) 19 (0.1%)
More than one vaccine with Hib or pertussis 2 (<0.1%) 0 2 (<0.1%)
components given at dose 4
Received incorrect vaccine at dose 4 11 (0.1%) 8 (<0.1%) 19 (0.1%)
Received a 5° dose of study vaccine 19 (0.1%) 13 {0.1%) 32 (0.1%)
Died afier the stant of per-protocol follow-up period’ 2 (<.1%) 2 (<0.1%) 4 (<0.1%)
Invasive pneumococcal discase after the startof per- | 2 (<0.1%) 16 (0/1%) 18 (0.1%)

protocol follow-up period®

' These are deaths occurred prior to May 1, 1998

* These are the cases of invsive pneumococcal disease of any serotype that occurred prior to May 1, 1998,
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Table 1: Follow-Up Time for Invasive Disease

Threngh April 30, 1998 Through Angust 20, 1998t
TVPaC MnCC TVPaC MnCC
Per-Pretocol (PP) Analysis
Number of Children Incladed 13374 13353 15161 15115
Total Follow-up (childyears)  12889.2 12886.1 16834.5 16828.5
Propostion of Follow-up 0.50006 0.50009
Time in 7VPnC Group
Intent-to-Treat (ITT) Analysis
Number of Childsen Included® 17070 17076 18906 18910
Total Follow-up (childyears)  21265.9 21254.4 267733 26757.3
Propostion of Follow-up 0.50014 0.50015
Time in 7VPnC Group '

* All randomizcd children.
t Preliminary database for tho period May 1, 1998 through Angust 20, 1998.
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Initial Catch-up Protocols

The results from the following clinical studies were analyzed to determine the appropriate catch
up schedules. In most instances these results are only a part of a more encompassing protocol.
Details on each study are presented in the sections on the individual catch up studies.

DI 18-P9: Eligible subjects, 15-24 months of age, were recruited and randomized to receive a
single dose of one of two pilot plant lots of 7VPnC vaccine. For this report the immunogenicity
of a single dose of 7VPnC vaccine (regardless of lot) in toddlers with the age at 1st vaccination
of 15-17 months and 18-23 months was evaluated. The safety at > 12-24+ months was also

tabulated.

D118-P12: For Amendments 2 and 4 to protocol D118-P12, control subjects who had not
received the primary series (2, 4, 6 month) of 7VPnC vaccine were reenrolled in order to evaluate
the immunogenicity and safety of 7VPnC vaccine administered at 7 and 9 months (catch up
series) and 15-18 months (booster dose).

D118-P15: The primary objective of this protocol was to demonstrate that 7VPnC vaccine is
effective in preventing invasive vaccine-type pneumococcal disease in Native American infants
and toddlers after a primary 3 dose series or a primary series and booster dose. For this report the
immunogenicity of one or two doses of 7VPnC vaccine in children who received the Ist dose of
7VPnC vaccine at 12-17 months and 18-23 months of age is described. This is an ongoing,
blindedstudy, and only subjects with immunogenicity results from the described catch up
schedules have been unblinded.

D 118-P8: The primary objective of this study was to determine the efficacy of 7VPnC vaccine in
infants enrolled at Northern California Kaiser Permanente. The 7VPnC vaccine has been shown
to be 100% efficacious against vaccine type invasive pneumococcal disease in this study.
Therefore, the immune response in two subsets of infants who received the primary series of
7VPnC vaccine concomitant with either DTP/HbOC or DTaP + HbOC vaccines are used as a
reference of acceptability for the various catch up schedules. Please refer to the individual
clinical study reports of the D118-P8 study for additional information on the immune responses
to 7VPnC vaccine in these infant subjects.

Study 118-16
Objectives:

To compare the safety and immunogenicity of a pilot plant lot of heptavalent pneumococcal
conjugate (formulated with Adjuphos aluminum phosphate and filled in blow-molded vials,
referred to as pilot)) to the first full-scale manufacturing lot of this vaccine, formulated with
commercial Lederle aluminum phosphate in place of Adjuphos and filled in single dose tubing
vials instead of blow-molded vials (referred to as Manufacturing New)



—

To compare the safety and immunogenicity of a pilot plant lot of heptavalent pneumococcal
conjugate to the first full-scale manufacturing lot of this vaccine using the same formulation
(Adjuphos aluminum phosphate and filled in blow-molded vials and referred to as Manufacturing

Pilot).
To assess the compatibility of heptavalent pneumococcal conjugate with simultaneously
administered inactivated poliovirus vaccine (IPV) and hepatitis B vaccine, a control group

received only routine vaccinations at 2,4, and 6 months of age. This Control group received
7VPnC vaccine at 7 and 9 months of age.

Amendment #1 implemented a 7VPnC booster dose to all children at 12-15 months of age.

The results for the subjects who received primary immunization with 7VPnC at 2, 4, and 6
months of age have been submitted as a separate report with the PLA.

In this synopsis, the immunogenicity and safety of the 7VPnC vaccine administered at 7, 9 and
12-15 months of age was evaluated.

Study 118-18

This study was an open-label, non-controlled outpatient study. Subjects were enrolled in one of

_five study treatment groups dependent on age of subject as follows:

(1) Group A: Subjects >12 and <18 months old received two IM injections of 0.5 ml of 7VPnC
in the left thigh, one injection was given at enrollment and the second given two months later.

(2) Group B: Subjects > 18 and <24 months old received two IM injections of 0.5 ml of 7VPnC
in the left thigh, one injection was given at enrollment and the second given two months later.

(3) Group C: Subjects >24 months and < 36 months of age received one IM injection of 0.5m1
7VPnC in the left deltoid.

(4) Group D: Subjects > 36 months and < 60 months of age received one IM injection of
0.5m17VPnC in the left deltoid.

(5) Group E: Subjects >5 and <10 years of age received one IM injection of 0.5ml 7VPnC in the
left deltoid.

The acceptable interval between the two doses in Groups A and B was 42-72 days. No
concomitant vaccinations were given.




()

)

Parents were instructed to contact the investigator immediately in the case of any severe adverse
event or hospitalization for any reason.

Blood was drawn from each subject on two occasions during the course of the subject's
participation in the study: preimmunization (at time of enrollment) and at 1 month (21 - 42 days)
following the second immunization in Groups A and B, or the single immunization for Groups C,
D and E. For the analysis 21-42 days was widened to 21-63 days to be consistent with the other

catch up analyses.
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In all studies in which the immune responses to Prevnar™ were contrasted to control, a

significant antibody response was seen to all vaccine serotypes following three or four doses,

. . . . 18.19.20,21,22,23,24.25
although geometric mean concentrations of antibody varied among serotypes.

The minimum serum antibody concentration necessary for protection against invasive
pneumococcal disease has not been determined for any serotype. Prevnar™ induces functional

antibodies to all vaccine serotypes, as measured by opsonophagocytosis following three

R
doses.”

Previously Unvaccinated Older Infants and Children

To determine an appropriate schedule for children 7 months of age or older at the time of the /
first immunization with Prevnar™, 764 children 1 cillary studies received Prevnar™ at
various schedules. GMCs attained using the various schedules among older infants and children

were comparable to immune responses of children in the NCKP efficacy study (118-8) after 3

170
doses for most serotypes, as shown in Table 4. These data support the schedule for previously
unvaccinated older infants and children who are beyond the age of the infant schedule. For -
usage in older infants and children see DOSAGE AND ADMINISTRATION.
175
TABLE 4
Geometric Mean Concentrations (g/mL) of Pneumococcal Antibodies Following Immunization of
Children From 7 Months Through 9 Years of Age With Prevnar™ 2
Age group, Study Sample 4 6B A% 14 18C 19F 23F
Vaccinations Size(s)
7-11 mo. 3 doses 118-12 22 2.34 3.66 2.11 9.33 2.31 1.60 2.50
118-16 39 3.60 4.63 2.04 5.48 1.98 2.15 1.93
12-17 mo. 2 doses 118-15* 82-841 3.91 4.67 1.94 6.92 2.25 3.78 3.29
- 118-18 33 7.02 4.25 3.26 6.31 3.60 3.29 2.92
18-23 mo. 2 doses 118-15* 52-541 3.36 4.92 1.80 6.69 2.65 3.17 2.71
118-18 45 6.85 3.71 3.86 6.48 3.42 3.86 2.75
24-35 mo. 1 dose 118-18 53 5.34 2.90 3.43 1.88 3.03 4.07 1.56
36-59 mo. 1 dose 118-18 52 6.27 6.40 4.62 5.95 4.08 | 6.37 2.95
5-9 years, 1 dose 118-18 lQL» 6.92 20.84 7.49 19.32 6.72 12.51 11.57
118-8, DTaP Post dose 3 }f-32T N\ 147 2.18 1.52 5.05 224 1.54 148
Bold = GMC not inferior to 11848, DTaP pdbt dose 3 (one-sided lower limit of the 95% CI of GMC ratio >
180 0.50).

* Study in Navajo and Apache p ations.
1t Numbers vary with serotype.
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Name of Active Ingredie
Saccharide CRM,y; conjugate of
serotypes 4, 6B, 9V, 14, 18C, 19F,
23F,

Methodology: This was a multicenter, randomized, double-blind study in healthy 2 month old (defined as 50 - 100
days of age) infants. Subjects in three of the groups received heptavalent (4, 6B, 9V, 14, 18C, 19F, 23F)
pneumococcal conjugate vaccine (one of three different lots) administered concurrently with HbOC from separate
syringes in the left leg, with DTaP in the right leg. The fourth group received HbOC only in the left leg and DTaP in
the right leg and served as a control group for evaluating compatibility of pneumococcal conjugate administered
concurrently with these vaccines. As the immunization schedule coincided with that of polio vaccine, OPV (2, 4, 6
months) or IPV (2, 4 months) were also concurrently administered.

Subjects were monitored for reactogenicity for three days post immunization and for any significant adverse events
defined as those requiring prescription medications or a physician visit within 7 days of immunization, a hospitalization
at any time during the 5 month study period or any event resulting in study termination.

Blood samples were obtained prior to the first vaccination (at approximately 2 months of age), prior to the third
,vaccinatlon (at 6 momhs of age) lnd one month followmg the third vaccination (at approximately 7 months of age)

'_,l¢t'A,8610tB.86lotC.86Conuol. e
; zzas« 74 1o¢A, 61/1m n‘ 7410t C,'GBGowol.

4Tutpmduct.duemllmodeoladnﬁlisﬁ'aﬂon,lo!mmbwBachOSnﬂdoscoH-valentpneumococcalconjugate
vaccine contained 2 pg per scrotype of 4, 9V, 14, 18C, 19F, 23F and 4 ug of serotype 6B (16 pg total saccharide);
appmnmatelyZOugof CRM \y carrier pmtanmdappmxnmatclyOSmgalunnnum phosphate.

Mode of admipi H j : igh.
Lot numbers:

Duration of WMt: _
Bach subject received pneumococcal conjugate vaccine at 2, 4, and 6 months, followed by a final bleed at 7 months.

Reference therapy, dose and mode of administration, batch number: None

Criteria for evaluation:

: . Geometric mean concentrations (anti-PnC IgG, ug/mL) to each of the 7 serotypes were obtained by
ELISA from sampla drawn at 2, 6, and 7 months. The results were also expressed as % subjects with defined IgG
conoentrations (2 0.15 ug/mL, 2 0.5 pg/mL) to cach of the 7 pneumococcal serotypes. Sera was also analyzed for
antibody responses to the components of DTaP and HbOC vaccines. The results were expressed as geometric mean
concentrations (GMC - ng/mL) and % subjects that achieved defined IgG concentrations to the Hib-PRP (% 2 0.15
pg/mL, % > 1.0 ug/mL), Diphtheria (% 2 0.01 IU/mL, % 2 0.10 IU/mL), Tetanus (% 20.01 [U/mL, % 20.10
IU/mL), or seroconverted to Pertussis toxin (% 2 2 fold rise, 2 4 fold rise), Pertussis fimbriae (% 2 2 fold rise, 2 4
fold rise), Pertussis pertactin (69 kDa) (% 2 2 fold rise, 2 4 fold rise), Pertussis FHA (% 2 2 fold rise, 2 4 fold rise)
antigens of the DTaP and HbOC vaccines. Reverse cumulative distribution curves of the antibody responses to the
seven serotypes of the 7VPnC vaccine and to the DTaP and HbOC vaccine antigens were also generated,

04-May-99 3
D118-P12 0003




[ sauare’ uest. lnaddition. the shape aud spread of the entire anubody titer distrﬁmuon was evaluated using reverse
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Name of Sponsor/Company: Wyeth- | Individual Study Table Referring (For National Authority Use only)
Lederle Vaccines and Pediatrics to Part of the Dossier

Name of Finished Product: 7-valent | Volume:
pneumococcal conjugate vaccine

Name of Active Ingredient: Page:
Saccharide CRM,g; conjugate of
serotypes 4, 6B, 9V, 14, 18C, 19F,
23F,

Safety: Local reactions (induration, erythema, and tenderness), systemic events (fussiness, drowsiness, decreased
appetite, and temperature), and use of antipyretics were assessed by the parent or guardian on the day of each
immunization and for three days following each immunization. Any serious adverse events were repoited at any time
during the study period.

Statistical Methods:

| Immunogenicity:

ELISA IgG Antibody Response by 7 VPnC Lot: The geometric mean concentration (GMC) of antibody titers along
with confidence intervals were determined for the seven vaccine serotypes in each vaccine lot. Analysis of covariance
was performed on logarithmic transformed titers for each serotype to compare the responses of the three vaccine lots.
Vaccine lot and study center were used as classification variables in the analysis of covariance and the pte-vaocmauon
futer (on a logarithmic scale) was used as a covariate. Differences in the proportion of subjects in the two vaccine .
groupa maching a given l¢vel of antibody concentration (2 0.15 pg/mL, 2 0.5 pg/mL) were determined by Pearson chi-

oSy ul)’l‘al’ahdllb()(‘»‘z Todamimmsimm&mmﬂmiﬁmm
Jugape _ayﬂ routine immunization was companble, antibody. responses to di btheﬂa. tetanis, -
pertuss HOC antigens  were compared between the subjects receiving the DTaP/HbOC vacciiies coricuirently
with or without 7VPnC vaccine. Comparisons were made on the antibody response to the DT4P and HHOC antigens -
based on (1) GMC, (2) sero-conversion rate [proportion of subjécts achieving 2 0.15 pg/mL and > 1 pg/mL anti-PRP.
" antibody for Haemophilus influenzae type b (Hib-PRP); 2 0.01 IU/mLand 2 0.1 IU/mL antitoxin for diphtheria; 2 0.01,
' IU/mL and 2 0.1 IU/mL antitoxin for tetanus; and > 2-fold and > 4-fold rise for pertussis toxin, fimbrige, pertactin, and
FHA] (3) the overall antibody titer distribution by reverse cumulative distribution curves.

Kinetics of the 7VPnC Antibody Response: The anti-pneumococcal antibody responses following the second and .
third doses were analyzed to determine the kinetics of immune response. GMCs and sero-conversion rates at 0.15
ug/mL and 0.5 pg/mL and their confidence intervals were determined.

Safety: Rates of local reactions and systemic events among the three 7VPnC groups were compared using the Pearson
chi-square test; comparisons between the pooled 7VPnC and Control groups were made using the Fisher’s Exact Test
or McNemar's Test. The rate of adverse events reported post-vaccination was tabulated.

04-May-99 4 ~
D118-P12 0004




Attachment 12

alqey, 'y xipuaddy 23s) 1oewss 9q Kews duop sem Kesse yoes Yoiym soj ajdures sajdures jo soquinu fenioe ], ‘dnoid yoea oj sojdures J|qe|IBAE JO JIQUINY WINWIXBW Y] |
"SO|RLIRA UONEIIJISSE|D SB O1S APMIS ‘10 QUIDORA Ylm JOpoWl Y AONY UE UO PISBq 239m S10] 921Y) 3y1 Jo uosuredwod | aso(] 214 Jo sanjea-4
"suafnue ([ 10§ 91RLIRAOD B ST (9[ros S0 ut ueaw | 3sop asd [[rIdA0 Y punose

14

UOISIIA feutd ¢id-811Q

€TV

PAINILDD) 194D | 950 21d puR ‘SI{QEURA UONEDIJISSE[D SB IS APNIS *10] JUIDILA YIIM [P0t Y AQDNY UE UO paseq 21om s10] 9231 3y1 Jo uosuedwod ¢ 950 1504 Jo sonfea-4 |

I -

9v'6v ‘62°S€) ULy ‘10¥E)  (S0°09 ‘88°0%) —_— (866 9L°6) )\ (169°Sy'y) (989 ‘ST'H)
$67°0 ‘LY 81°0¥ $S'6F LO10 86°L ¢SS or's VHA
—_— (sTsy'9c’1€)  (86'Sy ‘L1°T€)  (€£€16 ‘L8€EE) (S€01 '909)\ (8S°L'SOt) (£S°S ‘S€°€)
0660 06'8¢ 69°6¢ 691 000 6°L ; £6'S gy 69
ey ‘vv'0) vy ‘0ST) (zZe'v ‘08D (sS'1'¢6'0)  (ST'1'08°0) (8T'1 ‘pR0O)
866°0 743 £€'€ 67'¢ 80 0Z'1 00'1 $0°1 serquily
(€L 1Z°s0°s1)  (0s'1Z ‘19%1)  {(zg'sT'ol'8l) (65T '8S°1)  (8ST ‘v¥'1)  (PET ‘OF'1)
98¢°0 80°81 rANA! 112 LI80 0T €61 181 uixoy, s1ssmuudg
vy ‘90°¢) (€6'€ ‘€9°7) Ty 's6'T) (L6'0 ‘vS0)  (LOT ‘0s0) (OL'O ‘Tv0)
+09'0 19°¢ 12°¢€ €S'E 06Z°0 o £L°0 $S'0 snueja,
(so't ‘zL o 011 ‘pL0) (ZO't ‘1L°0) (900 ‘€0'0) (500 ‘TO'0) (bO'0 ‘€0'0)
190 L8O 16'0 $8°0 €220 SO0 €00 £0°0 eryydig
(§9'6 ‘€¥'¢) (96°L ‘26'€) (1€°8 ‘'0¢'p) (€10 ‘'80°0)  (¥1°0 ‘80°0) (010 ‘LOOQ)
8TH'0 YL 24 86'S 8070 01’0 110 800 did
L= N L9 =N vL =N L= N L9 =N vL =N
OnjeA-d D10} g107] V0] SneA-d *D 1071 *f 107 *V 307 udnuy
€ 3so( 1504 [ ¥soQ 31d

sdnon 10 JUJAL JO ([eAIIU] 32U3PYUOD % 56) DIND Apoquuy

dnous 107 DUJAL Yded ul DOGH Pu® JeLd ul suaSpuy o) Apoquuy Jo JIAO L1 dqeL,

0017




8y UOIIDA euld Z1d-R11d1

(€TV2lqe], TV xipuaddy
235) 19|feuls 3q Aewr duop sem Kesse yoea YoIym 1oy sjdures ssjdures jo Joquinu jemoe oﬁ, asohw yoes 10j sojdures ojqejieae Jo JoquInu WNWIXEWs Y], "
‘(11 xipuaddy u1 sprejop) £Z0°0 Sem Ly Uonaeisiui oy 10j an[eA-g oY) se ‘ais Apnis pue (JUJA L INOYIm
10 Yilm) JUSWIBSI) U9IM]I] WIS} UOHORISIUL S PAPNIOUl OS[E [9pou ) ‘senquiyy 104 ; a xtpuaddy ul S[1219p) G1(0°( Sem ULIS) UONORIAUI 3Y) 10§ INBA
-d Y1 Se ‘[9A3] | 3s0p a1d pue (DQUJAL INOYIIM 1O LIIM) JUSUNEST UIIMISQ ULIS) UORDIBINUI YY) Papnoul osje [dpour ays ‘eusyiydip 10, “senquuy pue
euayydip 1daoxa suadnue 1deoxa susBnue [[e 10 1eLreAod € s (a1eds Sof ut wesw | 950p 21d {[B15A0 oY) pUNOIE PaIsIuad) [9A3] | 350p id pue ‘sajqeLrea
UONBIYISSBID SB 9IS APNIS *10] JUIDIBA YIIM [9pOoWl Y AODNY UE UO paseq 2Iom u&_o& jusunesn om) oY) jo uosuredwod ¢ 3s0(] 104 JO Sanjea-4 |

‘pautquiod sdnoid 10] DUJA L PIYL

(TI'L “18°0) $60 $65°0 (bL'vS *S8'6E) OL'9Y (6v'8Y ‘0S'6E) LLEY VHA
(860 ‘'S9°0) 080 (LT79 ‘'S9'1Y) €6°0S (6T°sy ‘TS’SE) 11°0Y 69
(r1°1 '85°0) 180 (LE'S ‘vTE) LIV (98¢ ‘6LT) 6T°€ seLquut g
(671 ‘T6'0) 601 ¥ov°0 (8212 .mm..vc. £8°L1 (sriz'srLn) so6l urxoJ, stssnjrag
(S6'0 ‘£9°0) 080 Er (Lo's ‘6£€)  pI'p (€8°€ ‘11'E)  Sp'e . snuepa ],
(€T°1 'L8°0) +O'I L0 (10'1 ‘'€90) 080 (L6'0 '6L'0) 880 euaypydiq
(96'1 ‘v0'1) €¥'1 W. L90°0 _ (619 ‘L0E) 9¢¥ L ‘L) 129 did
L9=N viZ =N
(1D %06 Ym) [oxuo) 0 ON[EA-d OudAL uadnuy
DUJA L IUILINIUO)) JO HIAS) JO oney JT221N0U0)D) INOPIM ADUJAL IUILINDUOY) 1M

Apoguuy ¢ 350(] 1504 JO ([EAISIU] 5UIPYUOY) % 56) DD
[o1u0) pue sjuarday JUJAL UdmIag DOGH PUe deL( Ul sudBnuy o3 Apoqnuy Jo O Jo suostredwio)) 30z alqeL,

0020




Appendix II

Table A.JL1: Summary of ANCOVA Models for Immunogenicity Analysis

Table A.IL.2-A.IL8: Comparisons of Post Dose 3 Pneumococcal Antibody -
Responses of Three Lots — Evaluable Subjects

Table A.IL9-A.IL.15: Comparisons of Post Dose 3 Pneumococcal Antibody
Responses of Three Lots — All Subjects with Post Dose 3
and Pre Dose 1 Samples '

Table A.II.16-A I1.22: Comparisons of Post Dose 3 Pnenmococcal Antibody
Responses of 7VPiC versus Control -~ Evaluable
Subjects

Table A.IL.23-A.11.29: Comparisohs of Post Dose 3 Antibody Responses to
DTaP and HbOC among Three 7VPnC Lots —
Evaluable Subjects

Table A.IL.30-A.I1.36: Comparisons of Post Dose 3 Antibody Responses to
DTaP and HbOC between 7VPnC Recipients and
Control - Evaluable Subjects '

Table A.IL.37-A.11.43: Comparisons of Post Dose 3 Antibody Responses to -
DTaP and HbOC between 7VPnC Recipients and
Control — All Subjects with Post Dose 3 and Pre Dose 1

Samples _

- 0072




Attachment 13

LY UOISIOA [Puid T1d-R11d

(€TV 2IqeL ‘T'V xipuaddy
99s) 1a|[eWs 9q Avw SuOp Sem Aesse Yora ydiym 1o djdures sajdures jo 1aquinu [emde ay ], “dnosS yoes Joj sajduwies ]qe|IEAL JO JOqUINU WNWIXEW YL
(11
xtpuaddy ut sje19p) £70°0 Sem W) UOIIDBISIUL Y) J0] anfeA-J S Sk ‘9IS Apnis pue (DQUJA £ INOYIM 10 UYNM) JUIUWIBAT} UIIM)IG ULII) UONDBIANUL Y} pIpN]oul
os[e [apous Y} ‘seriquuiy 10.£ _-seriquuy 1dasxI suaFnue [[e 10] 21eLILA0D € SE (3]eds Sof ul urow | asop aid {|RISA0 Sy PUNOIR PAISILaD) [9AT] | 9sop aid
pue ‘SO[QRIIEA UOTIEDIJISSE[D S 9IS APNIS TO[ JUIITEA Ylim [9poWl Y AOQDNY Uk uo paseq a1om sdnoid juaunean omi ay Jo uostredwos ¢ aso( 1504 Jo sanjea-4 L
‘pourquiod sdnoid 10] QUJAL POHYL «

3

0019

$65°0 (bL'¥S ‘S8°6E) OL'9Y (6v'8y ‘05°6€) LLEV €080 (V'L ‘€9V) L8'S (€0°L‘8T'S) 609 YHA
T900 (LTT9 'S9'1¥) €605  (6T'SY ‘TSSE) 110¥ ,omm.o (bL'9 ‘TTY) PE'S (8L'920°S) €8S 69
91¢'0 (Le's 'vze) LIy (98°€ ‘6L°7)  6T€ Lty00 (001 ‘L9°0) T80 (€T'1'v60) 801 aelaquity
+0y'0 (8T'1T ‘€6'p1) €8°LI (Sri1z'srLt) so6l £69°0 (€€T ‘LED) 6L'1 (€2T 's9°)  T6'1 urxoJ, sissnirdg
}g (LO'S ‘6€°€)  ¥I'¥ (€8¢ ‘11'e)  Spe 061°0 (90'1 ‘99°0) +8°0 (6L°0 ‘SS0) 990 snuejd ]
L0 (10°'1 '€9'0) 080 (L6'0 ‘'6L°0) 880 L90°0 (LO'0 ‘¥0'0) SO0 (¥0'0 ‘'€0'0)  +0°0 eryydiq
L90°0 (619 ‘LOE) 9€'p L 'L1's) 129 hwod (91°0 ‘01°0) <TI0 (11’0 ‘800> 010 didd
L9 =N P17 =N L9 =N P1T =N
20eA-d JudAL *JUdAL 0BA-d JUdAL *JUdAL uadnuy
WALINDUOY) JROYIM JUILINDUOY) YHM JU31INDUOY) INOYPIM JUILINDUOY) YIIM
€ 3so( 1504 1 3so(] 214

Apoqnuy jo (JeA1aju] 3dUIPYUO)) % §6) UOHELIIUIIUC)) ULIPN I1IJAW0IL)

paulquo) sdnols 107 JUJAL 32141 - DJOGH Pue JeL( ui suadnuy o3 Apoquuy Jo JIND :6] dIqel,




8P

UOISIIA [eut] Z14-811C]

(€TV2Iqel, ‘T'V xipuaddy
29s) Joj|rws 2q Avw dUOp sem Aesse yoea Yaiym 10§ s|dures sajduwres jo roquinu [emoe ay], ‘dnoid yoes 1oy sojdures sjqejreae Jo JdQUINU WNWIXEW L

‘(11 xtpuaddy ut spEIaP) L7070 SeM WLIS) UONORIAAUL 3Y) 10f SNfEA-J SYI SE ‘ONs ApMIS pue (JUJA L INOYIM

10 YIm) JUSWIEDIT UDIMIDG ULIA) UONORIMUL AY) PIPN[IUIT OS[E japow oY) ‘dequuly 1o, (I Xtpuaddy ul S|Ie19p) G100 Sem W) UOHIRIANUL AU} JO] an[eA

-d 941 S® ‘[9Ad] | 950p 21d pur (QUJAL INOYNM 1O Y)iM) IUDUNEII) UIIMIIQ ULIG) UOTDBIANUL 3Y) PIPRIOUL OS[e [9pow a1 ‘ensayiydip 10, ‘ovuquitj pue

erayydip 1dooxa suadnue 1dooxa suadnue [[e 10§ 9181IBA0S © SE (9[RS S0] U1 udW | 350 21d [[RISA0 AY) PUNOIE PaIdIUSD) 12A3] | 3sop 21d pue ‘sojqeiiea
UOHEDIJISSTD SE 9IS APNIS ‘10| JULOIRA Yl [9POW YV AQDNYV UE U0 paseq 210m sdnoid wuounesn om1 ays Jo uostiedwos ¢ aso( 1504 josonfea-g |
‘paulquiod sdnoad 10| DUJAL OIYL

I't ‘180 $6'0 $65°0 (PL'YS '$8°6E) OL9Y (6v'8Y ‘05°6€) LL'EY VHA
(860 'S9°0) 080 ¢ L900 (LT'T9 ‘S91¥) €60 (6T'SY ‘TS’SE) 11°0F 169
(r1°'1 '8S°0) 180 91€0 ?m_.m. YTe) Ly (98°¢ ‘6L'T)  6T€ seLiquity
(6T'1 ‘T6'0) 60'1 vOv'0 (8T'1T ‘€6'¥1) €8°L1 (SI'1Z*SILD)  so6l uIxo ], SIssnjaag
(S6'0 'LYD) 080 E c.o.m ‘6€€)  pl'Y (€8¢ ‘11'e)  Sp¢ snueja |,
(€T1 L8O 01 1vL0 (101 '¢9°0) 080 (L6'0 ‘6L°0) 880 eryydiq
(96’1 'v0'1) €1 v L900 (619 'L0'E) 9¢¥ 'L “L1s) 179 did
L9 =N Y17 =N
(1D %06 Wm) [onuc) 0y AneA-d JUdAL uadnuy
DUJAL :-v.::u:o“.v Jo DINH jo oney uﬂwhh-—u:oU noyim *IJUdAL aﬂu._.:-u:cnv s

Apoquuy g 350(] 1504 JO ([EAINU] IUIPYUO)) % 56) DIND

[onuo)) pue sjuatday HudA L uadmMIdg DOGH Pue geL( ul suadnuy o) Kpoquuy jo SO Jo suostiedwo)) :07 d|qe

- . “ -

0020



6 UOISIOA [eutd Z1d-811d]

(€TVdqel IV xipuaddy

" 09S)  19f[eWS 9g Aeul dUOP SeM ABSSE Yora Ydiym 1¢) ajdwes sojduwigs Jo 1aquinu [paide sy, .@E sojdwies d[qejieAt Jo 1oquinu wnwixeW 2Y], |

[ S

(11 x1puaddy 23s S[1e1ap) IS APNIS PUE (HUJA L INOYIM JO [1IM) TUSUINEST USOM)I] WLID) UOHIBISNUL SY) PIPA[OUI OS[E [Ipow )

‘deLIquILy 104 23] [ 9s0p a1d pue (QUJA L INGYTIA 10 (ITA) JUSUNBAT UIIMII] ULIS) UOTIORISIUL ST PIPN[OUT OS[e [apow oY) ‘erroyiydip 104 ‘seuquiy pue
eayiydip 1daoxo suagnue 1dooxs suo3nue [fe 10j 1e1IBAOD © S (3[eds S0] Ul uesw | 950p 21d [[E12A0 2Y) punoie palsiuad) [9A9] | 9sop aid pue ‘sajqeiiea
UONERIIJISSELD SE IS APNIS 10| SUIIRA Ylim [9pOW YAOQINY UP UO Paseq a1am sdnois jusunean om) oy Jo uostredwos ¢ 950(] 1504 JO sanfea-4 L

‘paurquiod sdnoad 10] DUJA L 91U

(601 ‘6L0) €60 vEY'0 (00°€S ‘Tr6g) IL'SY (YS'LY '86'8€) SO'EY VHA
01 '0L'0) S8°0 181°0 (8S°LS ‘8T'8€) S6'9F @9y ‘vT'se) S96¢ 69
(911 ‘190) ¥8°0 6LE0 (v6'v ‘€0€)  L8€E (69°¢ ‘0L SI'g Jenquuiy
(et ‘€60 ol LSE0 (0£°0Z ‘61'v1) L691 (L9°0T ‘vL'91) 0981 uxoJ, sissnjiag
(960 ‘89°0) 1870 €400 (SL'y '€Te) o€ (99'¢ ‘'86'7) 0¢'€ snuepa,
(€1 'S80 20l 9¢8°0Q - (L6'0°19°0)  LLO (960 ‘LL'0) 980 eryydiq
(r6'1 €0’ TP £L0°0 (L6'S ‘06D 9y (YO'L ‘t6'v) 68°S dud
£L= N 677 =N
(1D %06 Yns) joxnuo) 0y LN[eA-d JUdAL uadnuy
DUJAL IU1INdU0)) Jo JIND Jo onjey JUILIMUO)) INOYIIM *JUJAL «=0uh=u=co ym

Apoquuy ¢ 3so(f 1504 JO ([EAIdU] 2UIPYUO)) % 56) IO

papnpuj sajdureg ¢ aso( 1504 pue | aso(] 314 s s)aalqns [y

= [01ju0)) pue suatddY HUJA L uddMIdG DOGH PUe JeLd Ul suadnuy 03 Kpoqnuy Jo SHAL) Jo suostredwo)) :y7 dqey,

0021



oS UOISIOA [Culg Tid-R1 1

1oeY RIS Suisn paindwod S{EAISIUL 9OUIPIFUOD 1BXD PUB SIN[BA- 198X

(ETV 198l
‘I'v xipuaddy 935) Io[jews 2q Aew duop sem Aesse Yoea Yyoiym 10j ajdures sajdures Jo saquinu femde 3y, “dnoid yoes o) sajdwies dqe|ieAL JO J2QUINU WINWIXEW Y], |
pauiqwod sdnoid 10] DUJAL UL, «

4

(€8 ‘6s1) €¢ ¥$9°0 (5’08 “1°LS) L'69 (8'ZL ‘v'6S) 99 ISLPIOJ $ 2
(8701 '6'11°) +'0- 0001 (6'L8'6'99) 8'8L (8°€8°1'TL) v'8L oS POy T 2
VHA
(zo- .o.mm-é $60°0 (L'98‘€'S9) €LL (0'TL'9'8S) 969 IS PIO) $ 2
(97 ‘1'81-) 0’8 661°0 (LY6'S'LL) 6'L8 (S8 ‘8EL) 6'6L S PlOJ T 2
M69
E@ S100 (€L S6Y) ST9 (81S°LLE) Lby SUPIO) b 2
(90 LY v- €L0°0 (0'S8'979) 0O'SL (€69 ‘9°6S) 979 suploy 2
Jenaquuny
($91 '99) € 9750 ($°08°1°LS) L'69 (6'6L°S°L9) O'FL S POJ p 2
(86 ‘6'11-) I'I- 000'1 F16°17L) €£€8 (TL8°'€9L) T8 asuplo)z2
uIxoJ, sissn}idg
19 ‘s¢) 0 000't (0°001 ‘S'¥6) 001 (0001 ‘'T'86) 001 TNl 02
(1'9 ‘s¢) 0 000'1 (0001 ‘S'¥6) 001 (0001 ‘T'86) 001 Tw/ N1 1002
snueyd |,
(o1 ‘I o¢ 950°0 (L'66 ‘v'68) 0L6 (0'001 'T'86) 001 T ALl 032
(1'9 '¢¢) 0 000'! (0°001 ‘S'¥6) 001 (0°001 ‘7°86) 001 W NI 02
eLydiq
(601 ‘'08) 0 000'1 (8°v6‘8°LL) 188 (£76'7€¢8) €188 Twdn [ 2
o1 ‘81°) ST o (L'66 '968) 0L6 (0001 ‘v'L6) S66 B g2
diad
h@"wz v_Nsz
+SHUIIT dUIPYUO)) % (6 ,20[eA-d JUJAL +DJUJAL uadnuy
pue (jonuo)) - JUILINIUOY)) JUALINDUO)) JNOYIIAA JULINDUOD) YA
uonaodoiyg ur U (,ID %56) 194377 Apoquuy 3unaydy ua1ppy) %

pautquio) sdnois) 30T DUJA L 331y |, ~foayuo)) pue sjuandiday
DUJAL uadmidg DOGH Pue JeLd ul suadnuy 0 Apoqnuy 0} sa)ey UoISIIAU0I0IIS Jo suostiedwio)) 177 dqel,

0022



Attachment 14

QOURIBJJIP 2Y1 JO uonNgINSIp

LEl

66-AnIN-81
[ruty Aewiwing (eotutj)y paeadaug

SUONENUIDU0D Fo[ JO urdW Y ut SANOIT 10] OM) Y1 USIMIAY

1 U0 PAseq PIALISP SEM [BAIIUI QDUIPHUOD %()6 UL ‘[PAIIUT JDUIPLJUOD %()G Y1 JO W[ JOMO[ YL 4

1670

£L0

0L 0

6$°0

99°0

16°0

601

v9°0

88°0

v8°0

pL()

6L0

99°0

(4%

90
£8°0
8L0
£9°0
89°0
v9°0

o1l

8L0 or'l A 12T A€T
001 891 161 16'1 A6L
£6°0 LL'1 96’1 60T o8t
08°0 €Cy v9'y | £8°S bl

"T80 Pl 81°1 St A6
80 O 6ET L6T - 9€ 19
€1 20T £0'C €51 v

vS1=N 6S1=N ZS1=N ad£youag

107

JOlld SNSI9A 30 J Jnueiy

JolId 515324 9

<3071

; OINNURINL e

-

0137




g€l

66-AeA-§1
frury Awwiwung o]y papead g

19RYIPIS JUISN W] OUIPIJUOD 190X 4

L6 9s°C- Ov'e- or'l 91'v6 1186 1L°96 - 810 dE€T
988~ 96 °¢C- _m.c- 120 18°v6 €96 LELO 9z d61
6V 6- 06't- SL- 4 X% 01°96 8Y°L6 001 10 I8l
cL'8- 09°¢C- 9L°6- 69't- , (4230 129070 £0'86 8¢°0) 14

0cvyl- 6L L- 16°6- 0vv- 12726 09°S6 001 80 A6
6501- 3. % 1Ty LLO 9876 8V°'Lo 1L796 YA 49
0s'S- v9°0- 18°¢- £00 0L'86 LE60 - P66 S1°0 14

vS1=N 6S1=N ¢S1=N adfyouas

L e S N o o 1 |
1IMOT %06 UABYI . JINOT %06
1073 :
1011d SNSIAA  ‘JNUCiy 10710114 STISIdA N JRUBy

yury
AUIPYUO)) JIMOTT % ()6 PUE aTL)usd1ag ul DuYIq’

(91-811) SUONEIIUIIUOD APOqIIUY UIALID SUNAMNPY udAPIy) Jo suonaodoa jo suostieduwo)) g9 dqe.L

0138



GO-ArIN-§ 1

[rut] Kewwing featut|)) payridapy

10RXIPIS JUISN JIWI] OUIPLJUOD 108X ,

1186
9896
8Y°L6
8v°L6
11°86
11°86
LE'66

6SI=N

1L796
001
001
v€66
001
£0'86
Pe 66

¢SI=N

d€T

461

J81
14
A6
a9

14

adfyoaag

gy
«19M07] %06  ddudaIq

~3073001d

1077 10[Id SNSJAA J ‘Jnuey

107 3011d SNSAIA N ‘Jnueyl






