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Purpose : To reduce the number of injections necessary to vaccinate young infants, various
combined vaccines have been developed. The Comvax"™ manufactured by Merck & Co. is a
combination of Hepatitis B and PRP-OMP conjugate Haemophilus influenzae Type b vaccine.
The purpose of this study is to evaluate the immunogenicity and safety of Comvax™™ in
Korean infants.

Methods : The infants who were vaccinated at O months of age with Hepatitis B
vaccine, were recruited for this study after parental informed consent was obtained. The
subjects were vaccinated with Comvax'™ at 2 and 4 months of age. At each visit, infants
were also immunized with DTaP, inactivated poliovirus vaccine, and pneumococcal vaccine
when indicated. The serum anti-PRP and anti-HBs were measured at 2 months after the Ist
dose(4 months age), and the 2nd dose(6 months age) by the ELISA and chemiluminescent
microparticle immunoassay method, respectively. The local and systemic adverse reactions of
vaccination were monitored for 3 consecutive days after each immunization.

Results : Among sixty-five healthy infants(35 male infants) enrolled in this study; fifty

eight(32 male infants) completed the scheduled immunizations. The geometric mean titers
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(GMTs) of anti-PRP at 2 months after the Ist dose and the 2nd dose were 1.96 pug/mL
(95% CI; 1.38~2.78) and 10.02 ug/mL (95% CI, 7.04~14.26), respectively. Anti-PRP >1.0
ug/mL, was obtained in 63.2%(95% CI;, 53.75~72.65) after 1 dose, and 96.6%(95% CI;
93.05 ~100) after 2 doses. The GMTs of anti-HBs were 38.32 mIU/mL(95% CI;, 2242~
65.51), and 101.17 mIU/mL(95% CI;, 65.94 ~155.25) at 2 month after the 1st dose and 2nd
dose of ComvaxTM, respectively. Anti-HBs =10 mIU/mL was observed in 73.7%(95% CI,
65.07 ~82.33) after 1 dose and 94.8%(95% CI; 90.45~99.15) after 2 doses. Most of the

adverse reactions after vaccination were mild. Irritability, the most common systemic reaction,

was observed in 24.8%, followed by drowsiness(19.2%), poor feeding(19.2%) and fever(7.2%).

Among the local reactions tenderness was observed in 25.6%, redness(= 5 mm) in 19.2%

and swelling(=5 mm) in 4.8%.

P ™
Conclusion : The Comvax

vaccine was highly immunogenic for PRP and safe in

Korean infants. Although the hepatitis B vaccine component was administered at 0, 2, 4

months, this study showed good immunogenicity against HBsAg.

Key Words : Immunogenicity, Safety, Haemophilus influenzae type b, Hepatitis B,

Vaccine, Combined
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Table 1. Demographic Characteristics of the 58 Subjects Who Finished the Study per Protocol*

Male(n=32) Female(n=26) Total(n=58) P-value

Body weight(kg) at enrollment(1 mon of age)(Mean*SD) 4.70%1.30 4.55+0.98 4.67+1.13 0.50

Age(day) at 1st dose(Mean= SD) 63351336  65.391+607 64.72+5.81 0.44
Age(day) at 2nd dose(Mean= SD) 127.54+5.19 127.85+824 127.78+7.35 0.95
Age(day) at 2 months after 2nd dose(Mean= SD) 191.65+7.85 191.92+11.50 19047£10.08 0.34

‘Includes one subject who received all the scheduled study vaccine and whose 2nd blood sample was
obtained but the 1st sample was not obtained
Abbreviation : SD, standard deviation

Table 2. Geometric Mean Titers of Anti-PRP Antibody before and after Immunization with
Comvax™(PRP-OMP +Hepatitis B Vaccine) Vaccine

Male (n=32) Female (n=26) Total
Timing GMT GMT GMT
95% CI 95% CI 95% CI
(ug/mL) ¢ (ugimL) ¢ (ug/mL) ¢
Age 2 months(Pre-vaccination)(n=58") - - - - 0.10 0.03~0.31
Age 4 months(After Ist dose)(n=57s')  1.59  1.02~2.49 253  147~434 196 138~2.78

Age 6 months(After 2nd dose)(n=58) 897 573~14.04 1148 6.51~20.23 10.02 7.04~14.26

"Prevaccination blood sample was obtained from normal infants of 2 months of age who were not includ-
ed in the study. "Data of 31 male and 26 female infants, excluding one infants whose blood was not
obtained at 4 months of age

Abbreviations : GMT, geometric mean titer; CI, confidence interval
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Table 3. Numbers and Percentage of Subjects with Anti-PRP Antibody >0.15 pg/mL and >1.0
pvg/mL in Infants Immunized with Comvax M(PRP-OMP+Hepatitis B Vaccine)

At 2 months after 1st dose
(Age 4 months)(Total vaccinee=57")

Anti-PRP Antibody

At 2 months after 2nd dose
(Age 6 months)(Total vaccinee=58)

Number of Vaccinee

%(95% CI)

Number of Vaccinee %(95% CI)

>1.0 pg/mL 36
>0.15 ug/mL 57

63.2(53.75 ~72.65) 56
100 (100 ~100) 58

96.6(93.05 ~100)
100 (100 ~100)

"Blood sample was not obtained from 1 infant at 4 month of age

Abbreviation : CI, confidence interval

Table 4. Numbers and Percentage of Subjects with Anti-HBs =10 mlU/mL and Geometric Mean
Titers in 58 Infants Immunized with a Hepatits B Vaccine at Birth and Comvax “(PRP-OMP+

Hepatitis B Vaccine) at 2 and 4 Months of Age

Anti-HBs

At 2 months after st dose(4 months of age)”

At 2 months after 2nd dose(6 months of age)

No. % (95% CI) No. %(95% CI)
>10 mIU/mL 42 73.7(65.07 ~82.33) 55 94.8(90.45 ~99.15)
GMT mIU/mL 38.32 22.53~65.20 101.17 65.94~155.25

‘Data of 57 subjects, excluding 1 infant whose blood was not obtained at 4 month of age.
Abbreviations : CI, confidence interval; GMT, geometric mean titer
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Table 5. Incidence of Adverse Reactions Reported for 3 Consecutive Days after Immunization with
Comvax™(PRP-OMP +Hepatitis B Vaccine)

1st dose(n=63) 2nd dose(n=62) Total(n=125)
Number with Number with Number with
indicated reaction(%) indicated reaction(%) indicated reaction(%)
Local reaction
Tenderness 19°(30.2) 13 (21.0) 32(25.6)
Redness(=5 mm) 14 (22.2) 10 (16.1) 24(19.2)
Swelling(=5 mm) 5(79) 1(1.6) 6( 4.8)
Systemic reaction
Trritability 19 (30.2) 12 (19.4) 31(24.8)
Drowsiness 15 (23.8) 9(14.5) 24(19.2)
Poor feeding 15 (23.8) 9(14.5) 24(19.2)
Fever(= 37.5TC) 8T(12.7) 1¥(16) 9(72)

‘only 2 cases showed severe tenderness(persistent pain and crying without touch) and the others showed
mild tenderness(presence of pain only with touch).
Tincluded 3 cases of high fever(=39.0°C)

Fthere was no case with high fever
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