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Table 1. Revision content for < Precautions Concerning Dosage and Administration > in the “Precautions”

After revision

Before revision

< Precautions Concerning Dosage and Administration >
1. General Precautions
1) In the case of the prevention of transmission of hepatitis B virus
from mother to neonate child in the perinatal period and the
prevention of hepatitis B due to exposure accidents associated
with HBsAg and HBeAg positive blood, Human Anti-HBS Immu-
noglobulin must be given simultaneously.
2) Consideration should be given to serological testing in approxi-

mately one to two months following a complete course of Hep-

tavax ® -1, Additional doses may need to be considered for per-
sons who do not respond or have a sub-optimal response to a

course of vaccinations.

< Precautions Concerning Dosage and Administration >

1. General Precautions
In the case of the prevention of transmission of hepatitis B virus
from mother to neonate child in the perinatal period and the pre-
vention of hepatitis B due to exposure accidents associated with
HBsAg and HBeAg positive blood, Human Anti-HBS Immunoglobu-
lin must be given simultaneously.

( ; Revision)
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Table 2. The question list of the questionnaire

1 Did you measure the antibody titer after completion of one cycle of Heptavax ® -1l vaccination (three administrations) to check antibody posi-
tive conversion?
a) Yes (Go to Question 2)
b) No (Go to Question 6)

2 We would like to ask you about the method and timing for confirmation of antibody positive conversion.

A Which of the methods below did you use to measure the antibody titer?
a) Quantitative; CLIA Method (Unit; mIU/mL)
b) Quantitative; PHA Method (Unit; times)
¢) Qualitative; Immunochromatography, etc.
d) Other ( )
e) I don't know.

B Was the antibody titer measured in one to two months after three vaccinations of the drug?
a) Yes (Go to Question 3)
b) No (Go to Question 6)

3 Itis said that about 10% of adults are unresponsive to HB vaccination (1). It has been reported that the antibody response decreases as people
get older (4), as while the antibody positive conversion rate is more than 90% after three vaccinations in healthy people who are 40 years old
or younger with no history of HB vaccination, it decreases to less than 90% in people over 40 years old and to about 70% in people over 55
years old (2, 3). By taking this into account, what was your impression of the antibody positive conversion rate after three vaccinations?

a) The positive conversion rate was low. (Check * below and go to Question 4)

b) About the same (Go to Question 4)

¢) The positive conversion rate was high. (Go to Question 4)
¥ If your answer is “The positive conversion rate was low,” please check any of the statements that apply below. (Multiple selection is al-
lowed)

a) Vaccination could not be given in appropriate intervals (0, 1, 5-6 months).

b) The drug was not shaken before administration.

¢) Measurement was performed with a method other than the CLIA Method (Unit; mIU/mL).

d) The age group of vaccinated subjects was relatively high.

e) The vaccination was administered subcutaneously.

f) Some of the vaccinated subjects received vaccination and did not have positive conversion in the past.

4 Did you give an additional fourth vaccination of Heptavax ® -Il when antibody positive conversion was not confirmed?
a) Yes (Go to Question 5)
b) No (Go to Question 7)

5 Itis said that antibody positive conversion is obtained in 25 to 50% of subjects who were negative after three vaccinations of this drug and re-
ceived an additional fourth HB vaccination (5). By comparing with this number, what was your impression of acquired antibodies by
Heptavax ® -l after four vaccinations?

a) Unknown (not measured)

b) Many did not turn positive (< 25%)
¢) About the same (25—50%)

d) Many turned positive (>50%)

6 In future, do you think you will measure antibody titer in one to two months after completing three vaccinations to confirm antibody positive
conversion by this drug?
a) Yes
b) No

7 In future, do you think you will give the fourth vaccination of Heptavax ® -1l if antibody positive conversion was not confirmed?
a) Yes
b) No

(1) Nobuhiko Okabe et al. Tokyo. Saikin Seizai Kyokai: 110, 2009
(2) Andre FE. Am ] Prev Med 1989; 87: S14-20

(3) Zajac BA et al. ] Infect 1986; 13: 39-45

(4) Averhoff F et al. Am ] Prev Med 1998; 15: 1-8

(5) MMWR 55 (RR-16), 2006
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Fig. 1. The department distribution of the respondents to the questionnaire.
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Fig. 2. The result of the questionnaire.
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Fig. 3. The present situation of the HBs antibody measuring method.
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A questionnaire about the HBs antibody check after Hepatitis B Vaccination
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Prevention of hepatitis B virus(HBV) infection is a major public health issue. HB vaccine plays an impor-
tant role in preventing HBV infection. The package insert of HB vaccine was revised in April 2010, and the
following sentences were added to the “Precautions”: “Consideration should be given to serological testing
approximately one to two months following a complete course of HB vaccine. Additional doses may need to
be considered for persons who do not respond or have a sub-optimal response to a course of vaccinations”. To
investigate the actual performance of antibody checking and the level of recognition of the package insert
revision by health care professionals, we performed a survey by questionnaire and received complete replies
from 105 institutions. A seroconversion check after 3 doses of HB vaccine was performed at 64% of the insti-
tutions. Antibody checking at a suitable time (one to two months after the 3rd dose) was performed by 56 %
of these institutions and 69% checked the antibody titer by CLIA. We also asked about the future intentions
of the institutions that answered “We did not measure the antibody at a suitable time”. It was commented by
43% of these institutions that it seemed to be difficult to perform antibody measurement at an appropriate
time because blood sampling was usually only performed at a periodic medical examination. Moreover, we
asked about the administration of an additional dose of the vaccine to persons who did not show seroconver-
sion. Additional inoculation of Heptavax®-II was not performed at 47% of these institutions. We also asked
about the future intentions of these institutions, and the comment was made by 86% of them that “booster
immunization” would be done by some method (other HBV vaccine inoculation, etc.). We concluded that the
package insert revision was effective for improving recognition of the importance of checking seroconver-
sion and performing booster immunization.



