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]3Assessing Safety of Simultaneous/Combination Vaccinations (SCV) :
R T Chen, D. Gu, H. Takahashi, P. Gargiullo, the Vaccine Safety Datalink (VSB). Tear,
National Immunizafion Program, (DC, Atlonta, GA 30333 .

Objective: Given the large number of permutations of SCV possible, especially with new
vaccine-preventoble diseases, pre-icensure evaluation of the safety of each permutation of
SCV is limited. We explored the use of YSD for more complete safety date on SCV.
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Results: The safety of nine permutations of MSY among 17,783 children 0-11 months of
age and 17 permutations of MSV among 13,396 children 12-23 months of age was
evaluated. For all permutations, the relative incidence of medical visits postMSV did not
differ significantly from that post-OPV. The sample size, relative risk and 95% confidence
interval for the most common permutations in 0-11 month olds were: DTP+HIB (8,903,
0.86, 0.42-1.85), DTP+HIB+OPY (20,106, 0.72, 0.51-1.01), DTP+HIB+Hep.B+OPV
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(9,270, 0.54, 0.380.76). For 12-23 month olds: DTP+OPY {5,495, 0.8, 0.58-1.11) and

DTP+HIB+ MMR+OPY (3,790, 0.73, 0.52-1.02). These results were similar when odjusie
for frequency of medical visits within a week before vaccination, a possible cause of
confounding by contraindication.

Discussion: Our data suggest that: 1) VSD is o useful means fo expand deta on safety of
SCV posticensure, 2) SCV is a safe way fo complete the increasingly complex childhood
immunization schedule, and 3) expansion of similar analyses fo the entire VSD data set
is warranted.

" 4A Pilot, Ascending Dose-Study of the Safety and .
Adjuvant Activity of Subcwtaneous (SC) Recombinant Human 11-12
(thil-12) with Hepatitis B Vaccine in Healthy, Older Adults
M FoDe Bruin = F Kelly? Y. Pork.) E Ainderson, - J--Ryan. Genelics Insiitute,
Combridge; MA: *PPD Phormaco, Moriswille, NC F

Objective: Asséss tha safsty and adjvont effect of thil-12.in healthy udults oges 5070

nses of 1 2, or 4 meg of thit=17 were evaly ofs were enrolled in
sequential cohorts to receive: e standard 3.dose regimen of i )
Recombivax® 10 mg of days 0, 30, and 180, All subjects received SC injections of hil-12
or placebo concurent with the vaccine administration-within 5:cm of the IM injection site.
Within o dosing cohort. subtects ware randomly assigned to-receive 0,1 or 2 ijections of
thil-12 or placebo. Escalations to a higherdose cohort occurred ofter o demonstration of o

safisfactory sofety experience within the prior dosing cohort.

Result: Preiminary safety and serologic dota e avoilabl. A totel of 96 subjects were
envolled (24 to placebo;-24 each fo.1,2, and 4 meg of thit-12). The overall patter-and

severity of observed adverse avents wars simila bebwegn vaceine/plocebo and vacane/ thit:
17 recinionts. The 4 meo dose of thil- 12 had mora ndverse events thon the:lower dose levels

12 recipients. The 4 meg dosé of ora nduarse over r.dose lovel

or placebo. Local injection site reactions, headache; asthenia, myalgia, navses ond upper
respiratory symptoms were most commonly reporied, and were of mild or modetate severity.
Two injactions of rhil-12 were associated-with ari intrensed gesmetric-mean fiter. {mil /m)

of anti-HBsAb 30 days after the finol vaccie iniection compared with vcdne only {placeho
only: 208; 1 meg: 1813 (p<0.01); 2 meg: 890 {(p0.05); 4 meg: (1728 {p<0.01).

Summary: Subcutaneous administration of low doses of thil-12 was wel-folsrated, with
avidence of adjuvont effect, when administered concurrently with inframuscular hepaiifis -
B vaccine. L

'I SSnfeiy of a Combined Diphtheria-Tetanus-Acellvlar Pertussis (DT-
tricomponent Pa)-Hepatitis B (HB)-Inactivated Poliovirus (IPV)
Admixed with Haemophilus inflvenzae type b (Hib) Vaccine in Infants
M. M. Blatter,” D. R. Terwelp,” F. J. Del Buono,? B. J. Howe.** Pitshurgh Pediatric

Research, Pittshurgh, PA; “Center for Clinical Research, Austin, TX; *SmithKline Beecham

(SB) Pharmaceuticals, Collegeville, PA

The comparison of injection site reacfions in combination vaccine studies is problematic. When local reactions af o
single injection site for the combinafion vaccine ars compared to local seactions at more than one site for

simulianeously administered separate component vaccines, a seemingly incongruous comparison must be made. One

method commenly used is fo compare the single combination vacdine injection site fo the most reaciogenic of the
muiple injection sites, but this does not account for reactions that invariably occur af other separafe injection sifes.

We recently completed an open, sandomized, mulficenter frial which evaluated the safety of a combined DTPGHB-IPV

admixed with a lyophilized Hib (mfr by SB Biologicals) given es a single injection compared o separafe, concurrent
administration of DTPa (nfandix”) given in one limb; H (Engerix-8®) and Hib (OmniHIB™) both given in the
opposite limb, olong with oral poliovirus (OPY) (ORIMUNE®) to 268 healthy infants at 2, 4, end'é months of age.
Ruies of local reactions ot the DTPaHBAPY/Hib injection site were compuru‘éle to those reporfed at the most
reactogenic (DTPa alone) separate injection site (pain: 23.5% vs. 23.9%; redness: 28.9% vs. 26.0%; swelling:
17.9% vs. 16.6%, respctively); rates of systemic symptoms were also similar. In order to account for the foct that
children who received the combination vacane only a(r injection reactions at one site (one fimb) whereas these in
the control group could experience local reactions ot three sites (two limbs), a further analysis was undertaken.

% of Doses in Which One or Both Limbs Were Involved

DTPa-HB-IPV /Hib* ﬁu"u.HB.'riib**
DI D2 D3 Al DI H; D3 All Total
Pain 1 limb* 31 13 16 21 13 7 13 " 30
2 limbs** - = = = 2 6 13 19
Redness 1 limb 26 30 30 29 12 7 1 12 31 }
2 limbs - - = — 1 9 2 19
Swelling 1 limb 7 19 18 18 11 7 U 1 99 }
2 limbs - - - - 9 3 11 11

D=Dase; All=All Doses; *1 injecfion; **3 injections

Remmark: The percentage of doses followed by a seport of  specific local reaction in at least one limb wos
slightly higher overcfl in the separate injection (DTPa, HB, and Hib) group than in the single injection (DTPa-HB-
IPY /Hib) group. Additionally, 1,/2 to 2/3 of al reports in the triple injection group involved both limbs. 2

'I 6Response to Jupanese Encephalitis Vaccine in
HiV-infected Children, Bangkok, Thailand F
S. Rojonasuphot,” N. Shaffer** T. Chotpitayasuriondh’ S. Phumiomom, 2 Mock? S,
Chearskul* N. Waranawat? T. D. Mastro,> TF Isai®* 'NiH, Bept. of Medical
Sciences, MOPH, Bangkok, Thailand: “The:HiV./ZAIDS. Collaboration; Nenthabur,
Thailand: *CDC, Atlanta, GA; “Children’s Hospital. WOPH. Bongkok. Thailand: *Siirgj
Hospital, Mahidol University, Bangkok, Thailend; DVBID CDC, Ft. Callins, £O

JE vaccing is @ component of the EPL in-norhem Thailand, where IF and HIV infection both are
prevolent. To evaluate JE vaccine immime response ond safefy in HIVAnfected children, ve
refrospectively studied HV-infected and uninfected children, bom to HiV-seroposifive mothers,
who had received 2 JE vaccine.doses at 12 months as pait of routine pediafric core. Excluding
5 children with pre-immunization anfibodies. 5 of 14 (36%) W-infected and 18 of 27
(67%) HN-uninfected children developed JE neurdlizng ontibody tirers > 10 {0R 0.3, P=
0.06); the absolute différence in response was 31% (95% (1. 0-61.7%). Amang those with.
positive titers, the GMT of HIVAnfected children was lower than that of control children (15.1
vs. 23.8; P=0.17). Among HiV-nfected chidren, JE vaccineresponders had slightly higher
(D4+ counts than nondespanders (1756 vs. 1400; P-=0:6). No siqnificant vacine:
associated adverse evenis were noted, ; .-



