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Name of Sponsor/Company: Wyeth­
Lederle Vaccines and Pediatrics 

Indhidual Study Table 
Referring to Part of the Dossier 
Volume: 

Page: 

(For National AlIIhority Use only) 

Name of Finished Product: 7-valent 
pneumococcal conjugate vaccine. 
meningococcal group C conjugate 
vaccine 
Name of Active Ingredient: 
saccharide-CRMI97 conjugates of 
pneumococcal serotypes 
4,68,9V,14,18C,19F,23F, 
sactharide - CRMI97 conjugale of mening 
C 

Criteria for evaluation: 
Emcacy: 
Invasive Disease: A case of invaSive pneumococcal disease was defined as a positive culture ofS. pnellmonioe 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 ~42 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). ~~ 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) witheut 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 Sccondary efficacy variables were 
I )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 disease. regardless of serotype. in the intent-to­
treat population. 

Otitis Media (OM): A subjcct was immunized per-protocol if the following criteria were met: first dose ~42 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 ~ 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 episodes, 
Iympanostomy 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. 

Immunogenidty: AntibodieS (lgG) to the 7 pneumococcal serotypes included in the 7VPnC vaccine were determined 
by ELISA on samples drawn at 2. 7 12-lS. and 13-16 months of age. GMCs and % of subjects achieving defined 
values (j.e.~.15J1gImL and ~.50J1g1mL for pneumococcal assays) were determined. 

Safety: In a subset of subjects. prompted local reactions (erythema. induration, tenderness) were assessed for 2 days 
(ollowing 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 each dose. Emergency room visits within 3. 14 and 30 days 
of each dose. hospitalizations within 3. 14. 30 and 60 days ofeach 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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Efficacy Estimates With 95% Confidence Limits For All Possible Case Splits n,at Would Permit Rejection of the Null 
Hypothesis. 
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Per Protocol SUbjects With Invasive Disease 

Case definition: any case of invasive disease due to vaccine serotypes occuning in an immune 
competeot per protocol subject during the per protocol specified follow-up intervals - both for the 
primary and booster series. All cases must have at least one isolate of pneumococcus of one of 
the seven vaccine scrotypcs isolated from a nonnally sterile site. More than one isol81e 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 c8$es . 
and evaluates whether the split between the vaccine and control group is ditrenmt from that 
expected if ocx:wring at random (i.e. the v~ine has 0% efficacy). It bas been agreed that an 
interim analysis may be doDe with 17 cases and the trial stopped if the vacc:indcontrol split is 
better than or equal to 2IIS. 

It should be noted that the test depeods on the ratio of fo]Jow-up times in the groups, but not 00 

the specific foHow-up time in the groups. In a completely raodomizcd design with dropouts 
completely at random a ratio of 0.5 is expected. The planned interim analysis ISSUJMd a fonow­
up ratio of exactly O.S. 

The ...w, actual per protocol follow-up (pcrs-mntbs) as of March 31 bas been calculated as 
follows: 

Vaccine I - 141.118 ratio =0.5007 
Vaccine 2· 141,516 

The databases necessary for the calculation of the follow-up time ratio will be closed by April 30, 
1998. The next databases will be available September 30. 1998 and then December 31, 1!>98.­
Efficacy calculations done prior to Seprember 30 will use the April 30 dalabasc and calculations 
done between September 30 and. December 31 will use the September 30 daabase. As noted 
previously. these follow-up time differences will have a minimal effect on the expected binomial 
p ofOS. 

In nddidon to the per protocol analysis. the robustness of the conclusion will be tested using an 
intent to treld analysis (all subjects randomized to treatment and aU cases regardless of when they 
OCCUlted). 
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Attachment 7 
a. ExclusiODS from per protocollUUllysis 

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

No disparity in me pelCCDtap of5Ubjccts exCluded from per-protocol analysis of 
invasive disease was seeD between the two $Oldy vaccine groups: 21.6% and 
21.8~ ofclUldIaa enrolled IS ofApdl30. 1998 in the 7VPuC 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 1.5CJ& ofcbIldren enroned as of April 30. 1998 in the 7VPnC 
and MnCC group IeSpcctively (Table 7). The pet.protocoJ foUow-up time. 
therefore, was nearly identical betwccD the two vaccine groups as ofApril 30, 
1998: 12889.15 and 12886.11 cbild yean in the 1VPnC and MnCC group 
respectively'. The ratio of the per-protoc:ol follow-up time iD 7VPnC subjects 
venus the total PP follow-up tUne was 0.500059. The intem--to-tn:al follow-up 
time as of April 30. 1998 was 21265.94 anI21254.42 cbild years in the 7VPnC 
and MnCC group respectively. The ratio of the rrr follow-up time in 7VPnC 
subjects venus the total rrr follow-up time was 0.50013S. 

b. Effect ofI!2lududiDl subjects who failed to get the 4'" dose on time 

In the primaIy analysis for invasive disease. subjects were dropped from the pp 
analysis if they did not receive their 4* dose by 16 months of age. In a telephone 
convcrsabon with Dr. Lydia Falk, we were asked to detennine what effect 
including"thc:sc subjects would have on fonow-up lime and efficacy. Ifthe PP 
follow-up period oftbose subjects who did not ec:eive dose 4 by 16 months of 
age is allowed to conliDue to April 30. 1998. the PP follow.up time would 
be1363S.36 and 13593.93 cbild years in the 7VPnC and MoCC group, 
respectively. Tbc ratio of the fonow-up time in 7VPnC subjeclS VCJSUS the roral 
PP follow-up time would then be 0.500761. Since none of the invasive disease 
cases (PP or rrn that occum::d prior to interim analysis were in children who 
either bad dose 4 out-of-scbedule OI missed dose 4, the VKCine efficacy estimate 
will be the same as the vaccine cft1cacy estimate from per-protocol analysis and 

1 Please nOlI: dial iIllbe submission dawI Aopst 30, 1m.Table 1 showecIlhallhe PP follow-tlp (days III rist) as 
of April 3D, 1998 was 10047 ancI10098 child ~iD die 7VPnC and MBce poup 'YC!Y. Those were pp 
follow-up time for otitis media endpoiIlCs. ~dawcl FD on 13, 1999 contains 
the complete Collow-up lias daIa for brluivv di.-. 'I'bae hild years quoted 
hep: are dlrecdy cieri_ fionIlbe ~ FDAREQ2. 

• 12889.15 J2886.1I 

http:13593.93
http:be1363S.36
http:follow.up
http:anI21254.42
http:21265.94
http:12886.11
http:12889.15
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Table 6: Number (PlUUbtage) 01 Subjec:ts Euloclecl froID Per-Protocol Analym for Invasive Disease as 0' 

AprO 30. 1'" 

7VPaC Group MaCCGl'ODp Total 

Total Dumber of ,uhjed rudomlzed 17070 17076 34146 

Total mamba" (~) ofsubjcc:ts exc:luded from per­ 3696 (21.6'1» 3723 (21.S") 7419 (21.7'1» 
protocol aDllYlis ofiavasiw diseuls 

RasuaJ lor LrL..ton 

Dose 3 was not "VIm prior10 4116198 (the laSt clay. 2859 (16.1") 2871 (16.8'1» 5736 (16.8") 
subject could receive docc 3 aDd mil conlribule per­
protocol follow-up prior to 4J3Q/98) 


Reached 36S days of ase witIII)IIl receivinC three 629 (3.71Jo) 6Cf7 (3.61Jo) 1236 (3.6") 

doses 


Age at doso 1 < 42 days or> 120 days 35 (0.2") 35 (0.2"') 70 (0.2") 


Interval between dose 1ud dose 2 < 35 clays 15 (0.1'1» 19 (0.1"') 34 (0.1'1» 


interVal betweea doso 2 and doso 3 < 3S days 
 32 (0.2'1» 36 (O.2~) 68 (0,2..) 

Dose 4 gi~n wilbiD 14 days of close 3 1 (<0:1"') 0 1 (<o.llJo) 

Required 0Ihcr vaceiucI Rot givca al dose I. or 2, or 3 7 (<0.1"') I (<0.1") 8 (<0.1'1» 

Other- vaccloo Biven prior 10 the dose J 41 (0,2*) 55 (0.3";') 96 (0.3'1» 

Mon: than one vac;Qne wilh Bib or penussis 1 (<0.1*) 1 (<0.1") 2 (<0.1'1» 
CDmpoo.cnts pVCIlaldoK 1. or 2, or 3 

Not eligible at emoUmeat (did not meet all prolOeoJ 12 (0.1'1» 13 (0 .• ") ZS (0.1*) 
subject emollmcr&l criteria) 

Received Incorrect study VKCiDo "YEll III doso 1 14 (0.1") 10 (0.1") 24 (0.1") 
(depanure fivm randomized assipmcnt) 

Rea:ivcd iDcorrcct vacciDe at dose 2 or doso 3 29 (0.2") 48 (0.3") 17 (0.2*) 

Received pmma globulin 14 (0.1") 8 (<0.1") 22 (0.1*) 

Died prior 10 die stan of per-protocol follow-up 6 (<0.1'1» 7 (<0.1") 13 (<0.1") 

Invasiw pnewnococcal disease prior to Ihi1II8d of • (<0.1'1» 6(<0•• '1» 7 (<0.1*) 
per-prolOCOl £ollow-up 
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Table 7: Number 01 Subjects Whose P"'l'OtacoI Follow ..... Puiod for r..,.Niv. Disease ElIded Due to 
Protocol V'~ I)QtJa. or Iansift~ as ofApril 30. 1'" 

7VhCGrmap MaCCGroup Total 

Total nwnbcr ofsubject randomized 17070 17076 34146 

Total ftUDlber ('lI» ofsubjects Included in pel' 
protocol aaalysis ofinvasive disease 

13315 [18.4'1.) 133S3 (1&.2'11) 26728 (78.3'11) 

Total nWDber (..) of subjects included ill per­
protocol analysis of iAvasive di5eaIc but with 
shoJ1ened per-prolDCOl follow-up period duo to 
pro&oc:ol violations. dcatb. or invasive diIcIIso 

1300 (7.6") 1289 (7oS"') 2589 (7.6'l1» 

Reasoas lor EadiDl Per-ProtocoI FoDo"..p Period 


Reached ,6 moIIIhs ofage without rcceivipl dose 4 1213 (7.1'11) 1171 (6.94) 2384 (7.~) 


Age at dose 4 < 12 monlbs 41 (0.2'11) 69 (0.4'11) 110 (0.3") 


Interval bctweeD dose 311Dd dole 4 < 60 days 9 (0.1'11) 10 (OJ'll) 19 (0.1") 


More than one vacciDe willa Bib or pertussis 2 (<0.1") 0 2 (~.1'11) 


compollCDtS giveD at dose 4 


Received lncomct vaccine at doso 4 11 (0.1") 8 (~.l'll) 19 (0.1'11) 


Received. S· dose of study vaccine 19 (0.'''') 13 (0.1"') 32 (O.I'lI» 


Died after !he SllIrt ofper-prvtoco1 follow-up period' 2 (<0.1") 2 (<o.I'lI» 4 (<0.1"') 


IDVlllive pneumococcal dixasc after the stilt ofpu- 2 (<0.1'11) 16 (0:1'11) 18 (O.lCJL) 

protocol follow-up period* 

, These are deaths oc:cuned prior to May I. 1998 
• These arc Ibo cases of iDvsive pIICUIIIOCOCC8l disease of any saoqrpc hl occurred prior to May 1. 1998. 



( 

( 

( 

Attachment 8 




( 


( 


October 1999 communication 



( 

(
'. 

Table 1: FoDow-Up TillIe for Invasive Disease 

~ (I'P) AuIyIIs 

Number ofChildreIl1Dcluded 

Total Follow-lip (cIIild,ears) 

PropwtioD oIFoUow...., 
Time ill 7VPDC O&oup 

IJdaaHo.Treat (JTI) AMI1IiI 
NlJIIIIa 01 Childrell fDc:ludIIrP 
Tolal FoDcnr-up (cbUd yars) 

PropmtioD ofFoUow-ap 
Time ill 7\'PJtC Group 

1'ImIIIgh ADpat 10, 1998t 

7VPIlC Mace 

13374 13353 15161 15115 

12889.2 12886.1 16834.5 16828.5 
0.S0006 0.S0009 

17070 17076 18906 18910 

21265.9 212'4.4 26m.3 26757.3 

0.SOO14 O.SOOIS 

• AllIillldoDUzcd cbiJdna. 
t PrdimbuuydalabascfortbcperioclMay 1. 1991throuPADpst20. 1991. 
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Attachment 9 

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 of7VPnC vaccine. For this report the immunogenicity 
ofa single dose of7VPnC vaccine (regardless oflot) in toddlers with the age at 1st vaccination 
of 15-17 months and IS-23 months was evaluated. The safety at > 12-24+ months was also 
tabulated. 

Dl1S-PI2: For Amendments 2 and 4 to protocol DllS-PI2, control subjects who had not 
received the primary series (2,4,6 month) of7VPnC vaccine were reenrolled in order to evaluate 
the immunogenicity and safety of 7VPnC vaccine administered at 7 and 9 months (catch up 
series) and IS-IS months (booster dose). 

Dl1S-PI5: The primary objective ofthis 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 prithary series and booste~ dose. For this report the 
immunogenicity ofone or two doses of 7VPnC vaccine in children who received the 1st dose of 
7VPnC vaccine at 12-17 months and IS-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-PS: The primary objective of this study was to determine the efficacy of7VPnC 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 DTPlHbOC 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 DllS-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 ofa 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 ofthis 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) 



1'0 compare the safety and immunogenicity of a pilot plant lot of he pta valent pneumococcal ( 
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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 he pta valent 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 ofage. 

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 ofage 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 1M injections of 0.5 mlof7VPnC 
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 1M 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 1M injection ofO.5ml 
7VPnC in the left deltoid. 

(4) Group D: Subjects> 36 months and < 60 months of age received one 1M injection of 
0.5m17VPnC in the left deltoid. 

(5) Group E: Subjects >5 and <10 years of age received one 1M injection ofO.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. 
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Parents were instructed to contact the investigator immediately in the case ofany 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, 


I()() 	 although geometric mean concentrations ofantibody varied among serotypes. 18.19.20.21.22.23.24.25 

The rninimum senun antibody concentration necessary for protection against invasive 

pneumococcal disease has not been determined for any serotype. Prevnar™ induces fimctional 

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

doses. 25 

165 

Previously Unvaccinated Older Infants and Children 

To detennine an appropriate schedule for children 7 months ofage or older at the time of the / 

first immunization with Prevnar™, 764 children ~Cillary studie

rious schedules am

ren in the NCKP e

s received Prevnar™ at 

various schedules. GMCs attained using the va ong older infants and children 

170 	 were comparable to immune responses ofchild fficacy study (118-8) after 3 

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 ofthe infant schedule. For' 

usage in older infants and children see DOSAGE AND ADMINISTRATION. 

175 

TABLE 4 

Geometric Mean Concentrations (p,g/mL) of Pneumococcal Antibodies Following Immunization of 


Children From 7 Months Through 9 Years of Age With Prevnar TM 26 


Age group, 
Vaccinations 

Study Sample 
Size(s) 

4 6B 9V 14 18C 19F 23F 

7-11 mo. 3 doses IIS-12 22 2.34 3.66 2.11 9.33 2.31 1.60 2.50 
IIS-16 39 3.60 4.63 2.04 5.48 1.98 2.15 1.93 

12-17 mo. 2 doses IIS-15* S2-S4t 3.91 4.67 1.94 6.92 2.25 3.78 3.29 
IIS-18 33 7.02 4.25 3.26 6.31 3.60 3.29 2.92 

IS-23 mo. 2 doses IIS-15* 52-54t 3.36 4.92 1.80 6.69 2.65 3.17 2.71 
IIS-18 45 6.85 3.71 3.86 6.48 3.42 3.86 2.75 

24-35 mo. I dose liS-IS 53 5.34 2.90 3.43 I.SS 3.03 4.07 1.56 
36-59 mo, I dose 118-IS 52 6.27 6.40 4.62 5.95 4.08 6.37 2.95 
5-9 years, I dose liS-IS !OI 6.92 20.84 7.49 19.32 6.72 12.51 11.57 

IIS-S, DTaP Post dose 3 A'-32t 1\ 1.47 2.18 1.52 5.05 2.24 1.54 I.4S 

Bold" GMC nol ;nf,"o"o II:0.,1do" 3 (ono-,;do<l low" Inn;1 ofIho 95% CI ofGMC "I;O? 
IS0 0.50). 

* Study in Navajo and Apache p ations. 

t Numbers vary with serotype. 
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Name ofSpolllOl'/~pany: Wyeth­ individual Study Table Refel'J'iog 
Lederle Vaccines and Pediabics to Part of the Dossier 

Name oU1Dished Procia 
pneumococcal conjugate , 

Name of Active 
Saccharide CRMI97 conjugate of 
serotypes 4, 6B, 9V, 14, 18C, 19F, 

Attachment 11 

National Authority Use only) 

Methodology: This was a multicenter, randomized, double-blind study in healthy 2 month old (defined as 50 - 1 
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 
cOllCUlIently 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 
. vaccinatioli (at 6 mOIitJis of ag~) and one month following the third vaccination (at approximately 7 months of age). 

vaccine contained 2 J18 per serotype of 4, 9V,14, 18C, 19P, 23P and4", of serotype 6B (16 Jtg total sacchari~); 
approximately 20 j.lg of CRM 197 carrie&' protein and approxi~ly O.S tog aluminum phosphate. 

Modeofadmi 11 • t· ~ '..L! _, I t''-----.!! _..... _ I U.1.' i 1 gh. 
Lot numbers: 

treatmeot: 
Duratioa of 
Each subject received pneumococcaI conjugate vaccine at 2, 4, and 6 mon~, followed by a final bleed at 7 months. 


Refereace therapy, dose and mode ofadministratioD, batch Dumber: None 

Criteria for evaluation: 

1IamunopDidtJ: . Geometric mean concentrations (anti-PnC IgG, pg/mL) to each of the 7 serotypes were obtained by 
EUSA from samples ~wn at 2. 6. and 7 months. The results were also expressed as 9& subjects with defined IgO 
concentrations (~0.15 pg/mL. ~ 0.5 J&g!mL) to each ofthei 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 (OMC - pg/mL) and 9& subjects that achieved defined IgG concentrations to the Hi~PRP (9& ~ 0.15 
Jtg/mI., 9& ~ 1.0 Jtg/mL), Diphtheria (9& ~ 0.01 IU/mL, 9& ~ 0.10 IU/mL), Tetanus (9& ~.Ol IU/mI., 9& ~ 0.10 
IU/mL), or seroconverted to Pertussis toxin (9& ~ 2 fold rise, ~ 4 fold rise), Pertussis fimbriae (9& ~ 2 fold rise, ~ 4 
fold rise), Pertussis pertactin (69 kDa) (9& ~ 2 fold rise, ~ 4 fold rise), Pertussis FHA (9& ~ 2 fold rise, ~ 4 fold rise) 
antigens of the DTaP and HbOC vi1cciaes. 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. 
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Safety: Local reactions (induration. erythema. and tenderness), systemic events (fussiness, drowsiness, decreased 
appetite, and tempemture), and use of antipyretics were assessed by the parent or guardian on the day of each 
immunization and for three days foUowing each immunization. Any serious adverse events were reported at any time 
during the study period. 

Statistical Methods: 

Immunogenidty: 

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. 
Vaa:ine lot and study center were used as classification variables in the analysis of covariance and the pre-vaccination 

(uter (on a 100aridunlc scale) 'w1lS used as a covariate. Diffemaces in the proportion of subjects in the two vaccine 

IPPS.n*hing.8 given l~votOf·antibody concentration ~ 0.15 ",glmI.. ~ 0.5 "",mL) Well' dcttnnincd,by Pearson chi­

"~:: t,eSt. .I..~tion.. the shipe and spread of the entire antibody Uter diilribulionwasfiat...uslngrevene· 
 i 

f~~:::i<;' .._ ...,.' .1b__........~.i .•,.... , 
 ;
(.~'~·fe·i·'~,~tineimm~::···bI~·,aDd.res~'C~ I"~II1.'"~;i~Jl!" ..~B,IltI ',. . "~ c;" body ...~., p, ., . " .., I' 
:~is..oonlJU\.:.ailti~·.__ comparedbetWeenthe$ul:ijectsrotdvm,thODTiPlnUUl.:.:v~·~Y: . 
With or without 7VPnC vaccine. Comparisons Well' made on tho IUltibody response toth~ DTaP Ilnd I(bOC anliaent 
based on (1) GMC, (2) sero-cooversion rate [proportion of subjects achieving:i!: 0.15 ",glmL and ~ I ",glmL anti-PIW 

',antibody for Haemophilw in./blDtule type b (Hib-PRP); ~ O.OIIU/mLand ~ 0.1 lU/mL antitoxin for diphtheria; ~ O.~l. 

'IU/mL and ~ O.llU/mL antitoxin for tetanus; and ~ 2-fold and ~ 4-fold riSe for pertussis toxin, fimbriic. pertactin. and 

FHA) (3) the ovcrall antibody titer distribution by reverse cumulative distribution curVes. • 


Kinetics 01 the 7VPnC AntibodJ 1tesponIe: The anti-pneumococcal antibody responses following thC second and . 

third doses were analyzed to determine the kinetics of immune response. GMCs and sero-conversion rates at 0.1 S 

"glmL and 0.5 ",glmL 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 Bxact Test 

or McNemar's Test. 1be rate ofadverse events reported post-vaccination was tabulated. 


I·,. 
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Table 17: GMC of Antibody to Antigens in DTaP and HbOC in Each 7VPnC Lot Group 

Antibody GMC (95% Confidence Interval) of 7VPnC Lot Groups 

Pre Dose 1 Post Dose 3 

Antigen Lot A* Lot B* Lot C* P-Value* Lot A Lot B Lot C P-Valuet 

N' == 74 N' == 67 N' == 72 N' == 74 N' == 67 N' == 72 

PRP 0.08 0.11 0.10 0.208 5.98 5.44 7.24 0.428 
(0.07, 0.10) (0.08, 0.14) (0.08, O. \3) (4.30, 8.31) (3.92, 7.56) (5.43, 9.65) 

Diphtheria 0.03 0.03 0.05 0.223 0.85 
1, 1.02) 

0.91 (un 0.641 >(0.03, 0.04) (0.02, 0.05) (0.03, 0.06) (0.7 (0.74, I. 10) (0.72, 1.05) f""t­
f""t-

Tetanus 0.54 0.73 0.72 0.290 3.53 3.21 3.61 0.604 r') = 
(0.42, 0.70) (0.50, 1.07) (0.54, 0.97) (2.95, 4.22) (2.63, 3.93) (3.06, 4.24) =­ePertussis Toxin 1.81 1.93 2.02 0.817 21.41 17.72 I!1.08 0.386 tr) 
(1.40, 2.34) (1.44, 2.58) (\.58, 2.59) (18.10, 25.32) (14.61, 21.50) (15.05, 21.73) =f""t-

Fimbriae 1.04 1.00 1.20 0.482 3.29 3.33 3.24 0.998 I-' 
(0.84, 1.28) (0.80, 1.25) (0.93, 1.55) (2.50, 4.32) (2.50, 4.44) (2.44, 4.31) N 

69K 4.30 5.93 0.004 41.69 39.69 38.90 0.990 
(3.35, 5.53) (4.65, 7.58) (33.87, 51.33) (32.17, 48.98) (31.36,48.25) -

FHA 5.40 5.55 7.58 0.107 49.55 40.18 41.78 0.294 
(4.25, 6.86) (4.45,6.91) (5.76,9.98) (40.88, 60.05) (34.01, 47.47) (35.29,49.46) 

t*~-------------->.~~----------------------P-values of Post Dose 3 comparison of the three lots were based on an ANCOY A model with vaccine lot, study site as classification variables, and pre dose I level (centered 
around the overall pre dose I mean in log scale) as a covariate for all antigens. 

o :/: P-values of Pre Dose I comparison of the three lots were based on an ANOY A model with vaccine lot, sludy site as classitkation variables. o 
, The maximum number of available samples for each group. The actual number of samples sample for which each assay was done may be smaller (see Appendix A.I, Table 

-.J A.I.3). 
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Table 20: Comparisons of GMCs of Antibody to Anti~DS in DTaP and HbOC Between 7VPnC Recipients and Control 

GMC (95% Confidence Interval) of Post Dose 3 Antibody 
. _. 

with Concurrent 7VPnC· without Concurrent Ratio of GMC of Concurrent 7VPnC 
Antigen '7VPnC P-Valuet to Control (with 90% CI) 

~=214 	 ~=67 

PRP 6.21 (5.17, 7.44) 4.36 (3.07, 6.19) 0.067 	

1I1.,!

\.43 (\.04, 1.96) .j 
Diphtheria 0.88 (0.79, 0.97) 0.80 (0.63, 1.01) 0.741 \.04 (0.87, \,23) 

Tetanus 3.45 (3.11, 3.83) 4.14 (3.39, 5.07) [0.037 '\ 0.80 (0.67, 0.95) 

Pertussis Toxin 19.05 (17.15,21.15) 17.83 (14.93, 21.28) 0.404 l9 (0.92. 1.29) 

Fimbriae 3.29 (2.79, 3.86) 4.17 (3.24, 5.37) 0.316 0.81 (0.58. 1.\ 4) 

69K 40.11 (35.52, 45.29) 50.93 (41.65, 62.27) 0.80 (0.65, 0.98) \~0.067 J 
0.95 (0.81. 1.12) FHA 43.77 (39.50, 48.49) 46.70 (39.85, 54.74) 0.595 

• 	 Three 7VPnC lot groups combined. 
t P-values of Post Dose 3 comparison of the two treatment groups were based on an ANCOV A model with vaccine lot. study site as classification 

variables, and pre dose I level (centered around the overaUpre:~oselmean in log scale) as a covariate for all antigens except antigens except diphtheria 
and fimbriae. For diphtheria, the model also included the interaction term between treatment (with or without 7VPnC) and pre dose I level. as the P­
value for the interaction term was 0.015 (details in Appendix U)/For fimbriae, the model also included the interaction term between treatment (with or 
without 7VPnC) and study site, as the P-value for the interru:tidn'ierm was 0.027 (details in Appendix II). 

, 	 The maximum number of available samples for each group. TIle actual number of samples sample for which each assay was done may be smaller (see 
Appendix A.l, Table A.I.3). ~ 

o 
o 
N 
o 
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Appendix II 

Table A.II.I: Summary of ANCOVA Models for Immunogenicity Analysis 

Table A.II.2-A.II.S: Comparisons of Post Dose 3 Pneumococcal Antibody . 
Responses of Three Lots - Evaluable Subjects 

Table A.II.9-A.II.IS: Comparisons of Post Dose 3 Pneumococcal Antibody 
Responses ofThree Lots - AU Subjects with Post Dose 3 
and Pre Dose 1 Samples 

Table A.II.16-A.1I.22: Comparisons ofPG$t Dose 3 PnelllllOCOCcai Antibody 
. RespODses'of7VPnC·versus Control- Evaluable 

Subjects 

Table A.II.23-A.II.29: Comparisons of Post Dose 3 Antibody Responses to 
DTaP and ObOC among Three 7VPnC Lots -
Evaluable Subjects 

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

Table A.II.37-A.ll.43: Comparisons of Post Dose 3 Antibody Responses to . 
DTaP and,ObOC between 7VPnC Recipients and 
Control- AU Subjects with Post Dose 3 and Pre Dose 1 
Samples _ 

. 0072 


http:A.II.37-A.ll.43
http:A.II.30-A.ll.36
http:A.II.23-A.II.29
http:A.II.16-A.1I.22
http:A.II.9-A.II.IS
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Table 19: GMC of Antibody to Antigens in DTaP and "bOC - Three 7VPnC Lot Groups Combined 

Geometric Mean Concentration (95 % Confidence Interval) of Antibody 

Pre Dose 1 Post Dose 3 

with Concurrent without Concurrent with Concurrent without Concurrent 
Antigen 7VPnC* 7VPnC P-Valuet 7VPnC* 7VPnC P-Value t 

N'I= 214 N'I= 67 	 N' =214 N' == 67 
.....> .....PRP 0.10 (0.08, 0.11) 0.12 (0.10, 0.16) 0.087 6.21 (5.17, 7.44) 4.36 (3.07, 6.19) 0.067 

~ = Diphtheria 0.04 (0.03, 0.04) 0.05 (0.04, 0.07) 0.067 0.88 (0.79, 0.97) 0.80 (0.63, 1.0 I) 0.741 =-
Tetanus 0.66 (0.55, 0.79) 0.84 (0.66, 1.06) 0.190 3.45 (3.11, 3.83) 4.14 (3.39, 5.07) 	 53 

~~ 
Pertussis Toxin 1.92 (1.65, 2.23) 1.79 (1.37, 2.33) 0.653 19.05 (17.15,21.15) 17.83 (14.93, 21.28) 0.404 .....== 

I-' 
Fimbriae 1.08 (0.94, 1.23) 0.82 (0.67, 1.00) 0.047 3.29 (2.79, 3.86) 4.17 (3.24, 5.37) 0.316 W 

69K 5.83 (5.02, 6.78) 5.34 (4.22, 6.74) 0.550 40.11 (35.52, 45.29) 50.93 (41.65, 62.27) 0.067-
FHA 6.09 (5.28,7.03) 5.87 (4.63, 7.43) 0.803 43.77 (39.50, 48.49) 46.70 (39.85, 54.74) 0.595 

* 	Three 7VPnC lot groups combined. 
t 	 P-values of Post Dose 3 comparison of the two treatment groups were based on an ANCOVA model with va ·neJ.ot study site as classification variables, and 


pre dose I level (centered around the overall pre dose I mean in log scale) as a covariate for all antigens except fimbriae. or fimbriae, the model also 

included the interaction term between treatment (with or without 7VPnC) and study site, as the P-value for the interac IOn term was 0.027 (details in Appendix 

II). 


, 	 The maximum number of available samples for each group. The actual number of samples sample for which each assay was done may be smaller (see 

Appendix A.I, Table A.I.3). 


o 
o 
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Table 20: Comparisons of GMCs of Antibody to Antigens in DTaP and ObOC Between 7VPnC Recipients and Control 

GMC (95% Confidence Interval) of Post Dose 3 Antibody 

with Concurrent 7VPnC* without Concurrent Ratio of GMC of Concurrent 7VPnC 
Antigen 7VPnC P-Value t 

to Control (with 90% CI) 

N' = 214 N'= 67 


PRP 6.21 (5.17, 7.44) 4.36 (3.07, 6.19) 0.067 
 .j 1.43 (1.04, 1.96) 

Diphtheria 0.88 (0.79, 0.97) 0.80 (0.63, 1.0 I) 0.741 111.

111.

04 (0.87, 1.23) 
Tetanus 3.45 (3.11, 3.83) 4.14 (3.39, 5.07) 19·037 \ OJm (0.67, 0.(5) 

Pertussis Toxin 19.05 (17.15,21.15) 17.83 (14.93, 21.28) 0.404 

Fimbriae 3.29 (2.79, 3.86) 4.17 (3.24, 5.37) 0.316 0.81 (0.58, 1.14) 

69K 40.11 (35.52, 45.29) 50.93 (41.65, 62.27) 0.80 (0.65, 0.(8)e 
FHA 43.77 (39.50, 48.49) 46.70 (39.85, 54.74) 0.595 0.95 (0.81, 1.(2) 

09 (0.92, 1.29) 

* Three 7VPnC lot groups combined. 
t P-values of Post Dose 3 comparison of the two treatment groups were based on an ANCOV A model with vaccine lot, study site as classification 

variables, and pre dose I level (centered around the overall pre dose I mean in log scale) as a covariate for all antigens except antigens except diphtheria 
and fimbriae. For diphtheria, the model also included the interaction term between treatment (with or without 7VPnC) and pre dose I level, as the p_ 
value for the interaction term was 0.015 (details in Appendix II). For fimbriae, the model also included the interaction term between treatment (with or 
without 7VPnC) and study site, as the P-value for the interaction term was 0.027 (details in Appendix II). 

, The maximum number of available samples for each group. The actual number of samples sample for which each assay was done may be smaller (see 
Appendix A.I, Table A.I.3). 
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Table 21: Comparisons of GMCs of Antibody to Antigens in DTaP and "bOC Between 7VPnC Recipients and Control _ 
All subjects with Pre Dose 1 and Post Dose 3 Samples Included 

GMC (95% Confidence Interval) of Post Dose 3 Antibody 

with Concurrent 7VPnC* without Concurrent Ratio of GMC of Concurrent 7VPnC 
Antigen 7VPnC P-Valuet 

to Control (with 90% CI) 

N' = 229 	 N'= 73 

PRP 5.89 (4.93, 7.04) 4.16 (2.90, 5.97) 0.073 	 1.42 (1.03, 1.94) 

Diphtheria 0.86 (0.77, 0.96) 0.77 (0.61,0.97) 0.836 	 1.02 (OJ~5, L23) 

Tetanus 3.30 (2.98, 3.66) 3.92 (3.23, 4.75) 0.043 	 0.81 (0,68, 0.96) 

Pertussis Toxin 18.60 (16.74,20.67) 16.97 (14.19, 20.30) 0.357 	 1.10 (0.93, 1.31) 

Fimbriae 3.15 (2.70, 3.69) 3.87 (3.03, 4.94) 0.379 	 0.84 (0.61,1.16) 

69K 39.65 (35.24, 44.62) 46.95 (38.28, 57.58) 0.181 	 0.85 (0.70. 1.04) 

FHA 43.05 (38.98, 47.54) 45.71 (39.42, 53.00) 0.434 	 0.93 (0.79, 1.09) 

* Three 7VPnC lot groups combined. 
t P-values of Post Dose 3 comparison of the two treatment groups were based on an ANCOV A model with vaccine 10l, sludy sile as dassificalion 

variables, and pre dose I level (centered around the overall pre dose I mean in log scale) as a covariate for all antigens except antigens except diphtheria 
and fimbriae. For di htheria, the model also i Iud the interaction term between treatment with or without 7VPnC) and pre dose I level For fimbriae, 
the model also included the interaction term between treatment wit or wit out P C and stud site (details see Appendix II). 

1 	 The maximum number of available samples or each group. The actual number of pmples sample fpr which each assay as done may be smaller (see 
Appendix A.l, Table A.I.3). 
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Table 22: Comparisons of Seroconversion Rates to Antibody to Antigens in DTaP and HbOC Between 7VPnC 
Recipients and Control- Three 7VPnC Lot Groups Combined 

% Children Achieving Antibody Level (95% Cit) Difference in Proportion 

With Concurrent Without Concurrent (Concurrent - Control) and 
Antigen 7VPnC* 7VPnC P-Value t 

90 % Confidence Limits* 

N'=214 N'=67 
PRP 

2! 0.15 ~g1mL 99.5 (97.4, 100.0) 97.0 (89.6,99.7) 0.142 2.5 (-1.8, 10.4) 

2! I ~g1mL 88.3 (83.2, 92.3) 88.1 (77.8,94.8) 1.000 0.2 (-8.0, 10.9) 
Diphtheria 

2! 0.0 I IV ImL 100 (98.2, 100.0) 100 (94.5, 100.0) 1.000 0 ( -3.S. 6.1 ) 

2! O. I IV ImL 100 (98.2, 100.0) 97.0 (89.4,99.7) 0.OS6 3.0 (-1.1, 10.7) 
Tetanus 

2! 0.0 I IV ImL 100 (98.2, 100.0) 100 (94.5, 100.0) 1.000 a ( -3.5, 6.1 ) 

2! O. I IV ImL 100 (98.2, 100.0) 100 (94.5, 100.0) 1.000 0 ( -3.S, 6.1 ) 
Pertussis Toxin 

2! 2 fold rise 82.2 (76.3, 87.2) 83.3 (72.1, 91.4) 1.000 -1.1 (-11.9, 9.8) 

2! 4 fold rise 74.0 (67.5, 79.9) 69.7 (57.1, 80.5) 0.526 @(-6.6, 16.4) 
Fimbriae 

2! 2 fold rise 62.6 (55.6,69.3) 75.0 (62.6,85.0) 0.073 -12.4 [(-24.7, -0.6) I 

69K 
2! 4 fold rise 44.7 (37.7, S1.8) 62.5 (49.5,74.3) ~ Ev-~ 
2! 2 fold rise 79.9 (73.8, 85.2) 87.9 (77.5,94.7) 0.199 -8.0 (-18.1,2.6) 

2! 4 fold rise 6S.6 (58.6, 72.0) 77.3 (65.3,86.7) 0.095 eV--23.6, -0.2) 7 
2! 2 fold rise 78.4 (72.1,83.8) 78.8 (66.9,87.9) 1.000 -0.4 (-11.9, 10.8) 

2! 4 fold rise 66.4 (59.4, 72.8) 69.7 (57.1,80.5) 0.654 0(-IS.9, 8.3) 

* Three 7VPnC lot groups combined 
o The maximum number of available samples for each group. The actual number of samples sample for which each assay was done may be smaller (sec Appendix A.I. o 
N Table A.1.3). 

N t Exact P-values and exact conlidence intervals computed using StatXact. 
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Table 67: Comparisons of Post Dose 3 GMCs (118-16) 

.••. ':.!!:!t!!i:i.::ij~wr~fu£) .••.•.... lii/i:i;•. i;iililini,~j.;;"·:ll:i'ij1',!~~::0~~Ot.GMC .nd·..~% Lower Confidence·Limit 
Manuf. P Lot versus Pilot 

Lot 
. ....... . .. . 


··9 9&···L· ....·,<~t.)~,:~9W.r •...... Ratio CL,·,oW4lr . 
::"'1J~mn",·········· ·······."J!;lmlt.··· 

Serotype N=152 N=159 N=154 >­
~ 
~ 

4 1.53 2.03 2.02 1.33 1.10 1.32 1.09 
~ 
~ 
= 

68 3.62 2.97 2.39 0.82 0.64 0.66 0.5\ 53 
~9V 1.45 1.18 1.14 (U~2 0.68 0.79 0.66 =~ 

14 5.83 4.64 4.33 0.80 0.63 0.74 0.59 ~ 
~. 

18C 2.09 1.96 1.77 0.93 0.78 O.R4 0.70 

19F 1.91 1.91 1.68 1.00 0.83 0.88 0.73 

23F 2.21 1.71 1.40 0.78 0.62 0.64 0.5\ 

* The lower limit of the 90% confidence interval. The 90% confidence interval was derived based on t-distrihution of the difference 
between the two lot groups in the mean of log concentrations. 
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Table 68: Comparisons of Proportions of Children Achieving Given Antibody Concentrations (118-16) 

Difference in Percentage and 9()% Lower Confidence 

Limit 


: ...... : "::.. . 

%GhU~..~nt\c,hieyingGjv¢nJ\~ti~Q~YL,l!Vl!l ...l\1anuf. N versus Pilot Lot Manuf. P versus Pilot:.:';:;::;.": :::'::-::::.:' .:::.:;:: ).~ :.: ~.: ~« ~.: ~:~< ~: :::/:: ;";; :"::. ::: Lot 

qf;;:fl: .~1!~~~®~j~"j~~~~~~~~!:i~.. '[l:::i:m~"fi'~:~i:I!"~:~I~~r~~~:~~Il:~r .Dlfl'erence ·.~O%J..ower 
Limit· 

Serotype N=152 N=159 N=154 

4 0.15 99.34 99.37 98.70 0.03 -3.R I -0.64 -5.50 

68 0.25 96.71 97.4R 92.R6 0.77 -4.21 -3.85 -10.59 

9V 0.28 100 95.60 92.21 -4.40 -9.91 -7.79 -14.20 

14 0.38 98.03 94.34 95.42 -3.69 -9.76 -2. 60 -1(72 

18C 0.21 100 97.48 96.10 -2.52 -7.52 -3.90 -9.49 

19F 0.26 97.37 96.23 94.81 -1.14 -6.91 -2.56 -8.86 

23F 0.18 96.71 98.11 94.16 1.40 -3.40 -2.56 -9.07 

* Exact confidence limit using StatXact. 
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Table 69: Comparisons of Proportions of Children Achieving Antibody Concentrations ~ H.lS Jlg/mL (1IS-16) 

.. J)ifference in Percentage and 90% Lower Confidence Limit I 

% Children Achieving Antibody ~ 0.15 J.1.glmL Manuf. N versus Pilot Lot Manuf. P versus Pilot Lot 

PllotLot. ....•• ·······.·M,~~gf:,I~ ·M~~~~i!! .OJa,tencIt . 90%l,.pwer Difference 90% Lower· 
: ::;, ~ : ~ :~ ~':': : : .; : : 

Lindt'" Llmit 

Serotype N=152 N=159 N=154 

4 99.34 99.37 98.70 0,()3 -3.81 -0.64 -5.50 

68 98.03 98.11 96.10 0.09 -4.51 -1.92 -7.83 

9V 100 98.11 96.75 -1.89 -6.67 -3.25 -8.67 

14 99.34 97.48 97.39 -1.86 -6.98 -1.96 -7.34 

18C 100 97.48 97.40 -2.52 -7.52 -2.60 -7.82 

19F 100 96.86 97.40 -3.15 -8.33 -2.60 -7.82 

23F 96.71 98.11 94.16 1.40 -3.40 -2.56 -9.07 

* Exact confidence limit lIsing StatXact. 
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