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Background/Purpose: A new reduced-dose tetanusediphtheria (Td) vaccine was developed in
Korea, and phase I and II clinical trials were successfully undertaken. We conducted this
double-blind, randomized, multicenter phase III clinical trial to assess the immunogenicity
and safety of the new Td vaccine.
Methods: Healthy adolescents 11e12 years of age were enrolled and randomized to receive
the new Td vaccine (study group) or a commercially available Td vaccine (control group). Blood
samples were collected prior to and 4 weeks after the vaccination. Between the study and control groups, seroprotection rate, booster response, and geometric mean titer of antibodies
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against diphtheria and tetanus toxoids were compared after the vaccination. All solicited and
unsolicited adverse events and serious adverse events during the 6-week study period were
monitored.
Results: A total of 164 adolescents received vaccination, and 156 of them were evaluated to
assess immunogenicity. The seroprotection rate and geometric mean titer for antibodies
against diphtheria were significantly higher in the study group, whereas those against tetanus
were significantly higher in the control group. However, all seroprotection rates against diphtheria and tetanus in the study and control groups were high: 100% against diphtheria and
tetanus in the study group, and 98.7% against diphtheria and 100% against tetanus in the control group. No significant differences in the frequency of solicited and unsolicited adverse
events were observed between the two vaccine groups.
Conclusion: The new Td vaccine is highly immunogenic and safe, and this new Td vaccine can
be effectively used for preventing diphtheria and tetanus.
Copyright ª 2015, Taiwan Society of Microbiology. Published by Elsevier Taiwan LLC. This is an
open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/bync-nd/4.0/).

Introduction
Although the incidence of diphtheria and tetanus has been
markedly reduced owing to the use of diphtheriaetetanusepertussis (DTP) vaccines, intermittent diphtheria outbreaks have continued to be reported in countries
where the DTP immunization program in children has not
been successful or where reduced-dose tetanusediphtheria
(Td) booster immunization in adolescents and adults has
been ineffective.1e3 Furthermore, tetanus can only be
prevented by vaccination because protective immunity is
not acquired after natural infections or exposures.4,5 In this
aspect, booster immunization against diphtheria and
tetanus has been strongly recommended for maintaining
long-term protective immunity.6e10
Td vaccines, which can elicit protective immunity and
are less reactogenic, have been developed since the late
1990s through many manufacturing trials,11 and they are
currently available in many countries. Sequentially, the Td
and inactivated poliovirus (Td-IPV) vaccine and the
reduced-dose
tetanusediphtheriaeacellular
pertussis
(Tdap) vaccines were also developed. In most countries,
decennial booster immunization for diphtheria and tetanus
is recommended for people who completed four DTP vaccinations prior to 6 years of age with the booster Td vaccine
recommended to start at 11e12 years of age.12 However,
the shortage of Td or Td-combined vaccines is a concern
because of a limited Td vaccine supply, which is particularly problematic for Korea because Korea depends entirely
on Td vaccine imports. Because of this, a novel Td vaccine
was developed in Korea, and we attempted to confirm the
immunogenicity and safety of this new Td vaccine in adolescents through a noninferiority comparison study.

Materials and methods
Participants and study design
Healthy adolescents aged 11e12 years, who had received
four or five doses of diphtheriaetetanuseacellular pertussis

(DTaP) vaccine prior to 6 years of age and had no history of
Td or Tdap vaccination, were enrolled in this study. This
study was an active controlled, double-blind, randomized,
multicenter phase III study, that was conducted at outpatient clinics in the pediatric departments of 10 hospitals in
Korea. Participants with no proven vaccination history,
acute febrile illness within 3 days, and underlying acute or
chronic diseases were excluded. All participants visited the
hospital three times for vaccination and prevaccination
blood sampling, postvaccination blood sampling, and
adverse diary card confirmation. Based on the premise of a
98% production rate of diphtheria and tetanus protective
antibody, a 5% allowable error for the trial, and a 5% level
of significance, the necessary number of participants was
73 per group; 82 per group considering a 10% wastage rate.
This study was approved by the Institutional Review Board
of
each
investigator
hospital
(Approval
No.
XC11MDMS0089K), and written informed consent was obtained from all participants and their parents. The study
was registered in ClinicalTrials.gov (NCT01402713).

Vaccines and immunization
The GC1107-T5.0 Td vaccine (Green Cross Corporation,
Yongin, Korea) was selected as the phase III study vaccine
based on the previous phase II study,13 and used as the
study vaccine. The study Td vaccine contained 5.0 Lf
(20 IU/0.5 mL) tetanus toxoid and 2.5 Lf (2 IU/0.5 mL)
diphtheria toxoid. The control vaccine was Td pure
(Novartis Korea, Seoul, Korea), which contains 20 IU tetanus
toxoid and 2 IU diphtheria toxoid in a 0.5-mL suspension.
The diphtheria seed bacteria were the Corynebacterium
diphtheriae Park-Williams #8 strain in both the study and
control groups; the tetanus seed bacteria were the Clostridium tetani Harvard strain in the study group and the C.
tetani Massachusetts F1 strain in the control group. Both
the study and control Td vaccines included alum salt and
were prefilled vaccines with a dose of 0.5 mL. Their color
was light yellow or white, which could not be visually
differentiated, and all the vaccines were preserved and
monitored in a refrigerator at 2e8 C. The vaccine was
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intramuscularly injected in the deltoid muscle of all
participants.

Immunogenicity assessment
Blood samples (5.0 mL) were collected prior to and 4 weeks
after the vaccination. All serum samples were kept at
70 C until analysis. Two different enzyme-linked immunosorbent assay kits (RE56191 for diphtheria, RE56901 for
tetanus) from the same company (IBL, Hamburg, Germany)
were used to determine serum antibody levels against
diphtheria and tetanus toxoids according to the manufacturer’s instructions. An antibody level of 0.1 IU/mL
against diphtheria or tetanus toxoid was considered indicative of seroprotection. A group comparison was conducted
by calculating the geometric mean titer (GMT) and geometric mean titer ratio (GMR) of antibodies against diphtheria and tetanus toxoids between participants who
received the study vaccine (study group) and the control
vaccine (control group). The GMR was defined as the ratio
of postvaccination antibody titer to prevaccination antibody titer. In addition, boosting responses for diphtheria
and tetanus were analyzed by the following definition
previously described.14 A positive boosting response was
defined as a postvaccination antibody titer of 0.4 IU/mL in
participants with a prevaccination antibody titer <0.1 IU/
mL, or a 4-fold increase of the postvaccination antibody
titer in participants with a prevaccination antibody titer of
0.1 IU/mL.

Safety assessment
The study physicians observed any immediate adverse reactions within 30 minutes after vaccination. Daily telephone monitoring was conducted for 7 days after
vaccination, and any solicited local or systemic adverse
events (AEs) that occurred within 4 weeks after the vaccination were recorded on a diary card by the participants’
parents. All participants were monitored for an additional
2-week safety follow-up period for unscheduled hospital
visits and serious unsolicited AEs. The symptom intensity of
AEs was graded on a scale of 0 to 3 with “grade 0” representing an absence of symptoms and “grade 3” representing
a symptom that prevented normal activity, redness or
swelling with a diameter 50 mm, or an axillary temperature 39.5 C. All unsolicited AEs and serious AEs that
occurred during the study period were monitored, and the
causal relationship between the AEs and vaccination was
evaluated. All AEs were followed up until they were
resolved.
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after vaccination, and all unsolicited AEs were observed up
to 42 days after vaccination. Categorical factors were
compared using a Chi-square test, and numerical factors
were compared using Student t test between the study and
control groups. A two-tailed p < 0.05 was considered significant. Statistical analyses were performed using SPSS
version 15.0 (SPSS Inc., Chicago, IL, USA).

Results
Study participants
A total of 164 participants (study group, 83; control group,
81) were enrolled in and completed this clinical study.
Among them, three in each group were eliminated owing to
violations of the selection criteria and one in each group
was eliminated owing to a coadministration drug violation.
Overall, a total of 156 participants (study group, 79; control
group, 77) were included in a per-protocol set in this study.
The sex ratio, age, height, and weight were not
significantly different between the two vaccine groups
(Table 1).

Immunogenicity
Immunogenicity was assessed in a per-protocol set. The
seroprotection rate against diphtheria after vaccination
was 100.0% in the study group and 98.7% in the control
group (Table 2). The seroprotection rate against tetanus
after vaccination was 100.0% in both groups (Table 2). The
boosting response against diphtheria was 87.3% (69/79) in
the study group and 77.9% (60/77) in the control group
(Table 2). The boosting response against tetanus was 92.4%
(73/79) in the study group and 97.4% (75/77) in the control
group (Table 2). There were no significant differences in
boosting responses against diphtheria and tetanus between
the two groups (Table 2). The GMTs for antibodies against
diphtheria prior to the vaccination were 0.31 IU/mL and
0.32 IU/mL in the study and control groups, respectively
(Table 3). The GMTs for antibodies against diphtheria after
vaccination were 3.56 IU/mL in the study group and
2.73 IU/mL in the control group (Table 3). The GMRs for
diphtheria were 11.45 in the study group and 8.54 in the
control group (Table 3). The GMT and GMR for antidiphtheria antibodies in the study group were significantly
higher than those in the control group after vaccination

Table 1 Demographic characteristics of safety-analyzed
study participants and control groups.

Statistical analysis

Characteristics

The sex distribution, age, height, and weight were
compared between the study and control groups. For
immunogenicity analysis, the seroprotection rates against
diphtheria and tetanus were evaluated with a 95% confidence interval. GMTs, GMRs, and boosting responses prior
to and after the vaccination were also calculated using a
95% confidence interval. In safety assessments, all solicited
local and systemic AEs were actively observed up to 28 days

Sex
Male
Female
Age (y)
Height (cm)
Weight (kg)

Study group
(n Z 83)

Control group
(n Z 81)

40 (48.2)
43 (51.8)
11.7  1.6
152.7  10.5
47.1  12.4

43(53.1)
38 (46.9)
11.5  1.7
151.6  11.1
46.4  13.2

Data are presented as n (%) or mean  SD.
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Seroprotection rate and boosting response after reduced-dose tetanusediphtheria vaccination.

Seroprotection rate against diphtheria
Boosting response against diphtheria
Seroprotection rate against tetanus
Boosting response against tetanus

Study group

Control group

p

100.0
87.3
100.0
92.4

98.7
77.9
100.0
97.4

0.494
0.120
NA
0.277

(79/79)
(80.0e94.7)
(79/79)
(86.6e98.3)

(76/77)
(68.7e87.2)
(77/77)
(93.9e100.0)

Data are presented as %, n/N or % (95% CI).
CI Z confidence interval; NA Z not available.

(Table 3). The GMTs for antibodies against tetanus prior to
the vaccination were 0.44 IU/mL in the study group and
0.41 IU/mL in the control group (Table 4). The GMTs for
antibodies against tetanus after vaccination were 15.04 IU/
mL in the study group and 16.34 IU/mL in the control group
(Table 4). The GMRs for tetanus were 34.09 in the study
group and 39.47 in the control group (Table 4). The GMT and
GMR for antitetanus antibodies in the control group were
significantly higher than those in the study group after
vaccination (Table 4). Although significant differences were
found in the immunogenicity analyses, both vaccines produced very strong immunogenicity against diphtheria and
tetanus after Td booster vaccination.

Table 3

Safety
Safety was assessed in all of the 164 vaccinated participants. A total of 172 AEs were observed in 62 (74.1%) of the
study group participants and 175 AEs were observed in 65
(80.3%) of the control group participants, and AEs due to
the vaccine were observed in 165 episodes in 61 (73.5%)
study group participants and 169 episodes in 63 (77.8%)
control group participants (Table 5). The frequencies of AEs
in both groups were not significantly different. Unsolicited
AEs included seven episodes in six (7.2%) participants in the
study group and six episodes in four (4.9%) children in the
control group. No significant differences in the frequency of

Antidiphtheria antibody responses following reduced-dose tetanusediphtheria vaccination.
Study group (n Z 79)
Prevaccination

Antibody titer (IU/mL)
0.01e0.1
14
0.1e1.0
55
1.0e2.0
4
2.0
6
GMT (IU/mL)
0.31
GMR

(17.7)
(69.6)
(5.1)
(7.6)
(0.24e0.41)

Control group (n Z 77)

Postvaccination

Prevaccination

Postvaccination

0
2
12
65
3.56
11.45

9
53
12
3
0.32

1
4
6
66
2.73
8.54

(0.0)
(2.5)
(15.2)
(82.3)
(2.95e4.30)*
(9.26e14.15)**

(11.7)
(68.8)
(15.6)
(3.9)
(0.25e0.41)

(1.3)
(5.2)
(7.8)
(85.7)
(2.29e3.27)*
(6.87e10.62)**

Data are presented as n (%) or n (95% CI).
* The p value for postvaccination GMTs between the study and control groups was 0.024.
** The p value for GMRs between the study and control groups was <0.001.
CI Z confidence interval; GMR Z geometric mean titer ratio; GMT Z geometric mean titer.

Table 4

Antitetanus antibody responses following reduced-dose tetanusediphtheria vaccination.
Study group (n Z 79)
Prevaccination

Antibody titer (IU/mL)
0.01e0.1
6 (7.6)
0.1e1.0
58 (73.4)
1.0e2.0
7 (8.9)
2.0
8 (10.1)
GMT (IU/mL)
0.44 (0.34e0.57)
GMR

Control group (n Z 77)

Postvaccination

Prevaccination

Postvaccination

0
0
0
79
15.04
34.09

9
53
12
3
0.41

0
0
0
77
16.34
39.47

(0.0)
(0.0)
(0.0)
(100.0)
(12.86e17.59)*
(25.69e45.24)**

(11.7)
(68.8)
(15.6)
(3.9)
(0.32e0.53)

Data are presented as n (%) or n (95% CI).
* The p value for postvaccination GMTs between the study and control groups was <0.001.
** The p value for GMRs between the study and control groups was <0.001.
CI Z confidence interval; GMR Z geometric mean titer ratio; GMT Z geometric mean titer.

(0.0)
(0.0)
(0.0)
(100.0)
(13.85e19.28)*
(30.81e50.56)**
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Table 5 Incidence of solicited local and systemic adverse events due to vaccination during a 4-week follow-up period after
reduced-dose tetanusediphtheria vaccination.
Study group (n Z 83)
Grade 1
Local adverse events
Pain
Induration
Swelling
Erythema
Systemic adverse events
Malaise
Headache
Arthralgia
Fever
Skin rash or itching
Gastrointestinal symptoms
Total adverse events

Grade 2

Grade 3

Control group (n Z 81)
Total

139 episodes in 60 (72.3%) participants
45 (54.2) 7 (8.4)
1 (1.2)
53 (63.9)
32 (38.6) 5 (6.0)
1 (1.2)
38 (45.8)
23 (27.7) 1 (1.2)
1 (1.2)
25 (30.1)
14 (16.9) 5 (6.0)
4 (4.8)
23 (27.7)
26 episodes in 17 (20.5%) participants
11 (13.3) 3 (3.6)
0 (0.0)
14 (16.9)
4 (4.8)
0 (0.0)
0 (0.0)
4 (4.8)
3 (3.6)
0 (0.0)
0 (0.0)
3 (3.6)
1 (1.2)
0 (0.0)
0 (0.0)
1 (1.2)
3 (3.6)
0 (0.0)
0 (0.0)
3 (3.6)
0 (0.0)
1 (1.2)
0 (0.0)
1 (1.2)
165 episodes in 61 (73.5%) participants

Grade 1

Grade 2

Grade 3

p

Total

138 episodes in 63 (77.8%) participants
57 (70.4) 3 (3.7)
0 (0.0)
60 (74.1)
35 (43.2) 4 (4.9)
0 (0.0)
39 (48.1)
18 (22.2) 0 (0.0)
0 (0.0)
18 (22.2)
14 (17.3) 5 (6.2)
2 (2.5)
21 (25.9)
31 episodes in 21 (25.9%) participants
11 (13.6) 0 (0.0)
0 (0.0)
11 (13.6)
7 (8.6)
1 (1.2)
0 (0.0)
8 (9.9)
2 (2.5)
0 (0.0)
0 (0.0)
2 (2.5)
2 (2.5)
0 (0.0)
0 (0.0)
2 (2.5)
6 (7.4)
0 (0.0)
0 (0.0)
6 (7.4)
2 (2.5)
0 (0.0)
0 (0.0)
2 (2.5)
169 episodes in 63(77.8%) participants

0.533
0.158
0.762
0.250
0.797
0.409
0.558
0.214
1.000
0.494
0.440
0.618
0.532

Data are presented as n (%).

solicited and unsolicited AEs were observed between the
two groups. In addition, no cases with serious AEs were
reported in either the study or control group. Pain was most
frequent among solicited local AEs in both vaccine groups
(Table 5). For the solicited local AEs of grade 3, there were
seven (8.4%) participants in the study group and two (2.5%)
participants in the control group. An analysis of the solicited systemic AEs revealed that malaise was most frequent
in both groups and no solicited systemic AEs of grade 3 were
reported in either group (Table 5). All unsolicited AEs
revealed no causalities with the vaccines in either group.
No significant differences in the number of AEs, or the
prevalence and degree of severity of the solicited and unsolicited AEs, were observed in either group. In addition, no
statistical significance in the rate of solicited AEs of grade 3
was detected between the two groups. All solicited AEs
spontaneously resolved within 3e5 days without any medical management.

Discussion
The results of this study, which evaluated the immunogenicity and safety of a newly developed Td vaccine in Korean
adolescents, showed satisfactory immunogenicity and
safety. There have been a few comparative studies concerning the immunogenicity and safety of available Td
vaccines from different manufactures and a few clinical
studies concerned on a single Td vaccine. In this respect,
the results of this comparative study of Td vaccines may be
valuable.
In Korea, the diphtheriaetetanusewhole cell pertussis
vaccine was introduced in 1958, and the DTaP vaccine has
been used for primary and booster immunizations since
1982.15e17 The DTaP immunization coverage rate of >95%
resulted in a decrease in the prevalence of diphtheria and
neonatal tetanus, and no cases of diphtheria have been
reported since 1987 in Korea.15 About 10 cases of tetanus
have been reported annually in Korea,18 and one case of
polyneuropathy that was assumed to be caused by a

diphtheria infection was reported.19 However, previous
seroepidemiological studies in Korea reported that most of
the studied participants older than 40 years had antibodies
against diphtheria and tetanus at < 0.1 IU/mL,16,17,20 suggesting that Td booster vaccination is necessary for adolescents and adults to maintain long-term protective
immunity against diphtheria and tetanus.
In the earlier stages of adult-type Td vaccine development, the goals were to overcome the poorly immunogenic
and reactogenic low-dose diphtheria toxoid preparations.21
Now, Td vaccines containing reduced-dose diphtheria and
tetanus toxoids are well known to be immunogenic in adolescents and adults with previous DTP vaccinations, and
the antibody response might be dependent on the history of
DTP vaccination.22e24 Also, the dose of diphtheria and
tetanus toxoids contained in the vaccines may influence the
immunogenicity against diphtheria and tetanus. Nevertheless, many studies reported that available Td or Tdcombined vaccines could produce remarkable immunogenicity in adolescents and adults.25e29 Typically, the GMTs of
antibodies against diphtheria and tetanus are strongly
protective (exceeding 1.0 IU/mL) and the GMT of antibodies
against tetanus is higher than that of diphtheria after Td
booster immunization. Both study and control Td vaccines
in the present study revealed strong immunogenicity
against diphtheria and tetanus with 100.0% seroprotection
rates against diphtheria and tetanus after vaccination.
Antidiphtheria antibody levels after vaccination of the
study group were raised to >1.0 IU/mL in almost all participants, and the antitetanus antibody levels after boosting immunization were raised to >2.0 IU/mL. These results
were not significantly different from those of the control
group. The GMT and GMR levels of antidiphtheria antibodies
in the study group were significantly higher than those of
the control group; however, the GMT and GMR levels of
antitetanus antibodies in the control group were significantly higher than those of the study group. Based on our
results, we speculated that the differences in the extent of
titer increase were caused by interindividual variability of
the immune response against diphtheria and tetanus
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toxoids. Moreover, we suspected that the different toxoid
purification processes and different seed bacteria might
also influence these results. The study vaccine was developed with an enhanced manufacturing method that consists
of fermentation followed by a gel filtration purification
process. Variable immune responses to Td vaccines have
also been reported in previous studies.30,31
By contrast, the boosting responses against diphtheria
and tetanus in the study group were 87.3% and 92.4%,
respectively. The concept of the boosting response after Td
vaccination was introduced in the early 21st century, and
this response may be dependent on the definition of
boosting response. In this context, the results of boosting
responses in the present study may not definitively indicate
a good response. However, the boosting responses against
diphtheria and tetanus in the study group showed noninferiority compared with those of the control group.
Generally, it is well known that adverse reactions can
occur after immunization with diphtheria and tetanus
toxoids-containing vaccines. The greater number of AEs
occurring after Td vaccination may be related to previous
frequent DTP vaccinations with alum salts, young age, female sex, the amount of antidiphtheria and antitetanus
toxoid level, and high immunoglobulin E response rates to
diphtheria and tetanus toxoids.32e34 There have been attempts to minimize these adverse reactions, including the
use of adjuvants not eliciting an immunoglobulin E
response. However, many studies have reported that most
AEs were mild and resolved within a few days.27,29 Previous
studies reported that the most common solicited local AE
after Td vaccination was injection site pain (60e80%), followed by swelling and erythema (13e19%).26e28 In the
present study, injection site pain was also the most common local event in both groups. The number of participants
with grade 3 local reactions was seven in the study group
and two in the control group. Erythema, which occurs when
antigeneantibody complexes are formed in the presence of
high antibody levels that deposit in blood vessel walls and
initiate a local inflammatory response,22 was the most
common severe local adverse reaction in both groups.
However, the rates of local AEs of the two groups were not
significantly different, and severe local AEs resolved spontaneously without treatment within 3e5 days. Previous
studies reported that headache was the most common
systemic AE (30e40%), followed by malaise, then skin rash
with itching. In addition, systemic serious AEs were rare
after Td booster vaccinations. In the present study, the
most common systemic AE was malaise rather than headache. Malaise as the most common systemic AE was similar
to the results of a previous study in Korea,24 suggesting that
malaise might be a race-specific AE. The rates of systemic
AEs of the two groups were not significantly different. All
unsolicited AEs were not related to Td vaccination, and no
significant differences in the unsolicited AEs were observed
in the two vaccine groups.
In conclusion, we found that the new Td vaccine was
successfully immunogenic against diphtheria and tetanus
after the boosting vaccination, and was not inferior to the
control vaccine. The study vaccine was safe and tolerable.
Based on these results, we hope that this new Td vaccine
will be available in the future and contribute to the control
of diphtheria and tetanus.

S.B. Han et al.

Conflicts of interest
D.H.A. is an employee of the Green Cross Corporation, but
he was not involved in the data acquisition and analysis. All
of the other authors declare no conflict of interest.

Acknowledgments
This study was supported by the Green Cross Corporation
(Grant No.: 5-2014-D0083-00001); however, this support
had no influence on the study, analysis, or writing of this
work. We thank the volunteers who participated in this
study and the staff of the Vaccine Bio Research Institute of
the Catholic University of Korea, who supported and helped
with the practical organization of this study.

References
1. Galazka AM, Robertson SE, Oblapenko GP. Resurgence of
diphtheria. Eur J Epidemiol 1995;11:95e105.
2. Centers for Disease Control and Prevention. Diphtheria epidemicdnew independent states of the former Soviet Union,
1990e1994. MMWR 1995;17:177e81.
3. Galazka AM, Robertson SE. Diphtheria: changing patterns in the
developing world and the industrialized world. Eur J Epidemiol
1995;11:107e17.
4. Turner TB, Velasco-Joven EA, Prudovsky S. Studies on the
prophylaxis and treatment of tetanus. II. Studies pertaining to
treatment. Bull Johns Hopkins Hosp 1958;102:71e84.
5. Cain HD, Falco FG. Recurrent tetanus. Calif Med 1962;97:
31e3.
6. Williams WW, Hickson MA, Kane MA, Kendal AP, Spika JS,
Hinman AR. Immunization policies and vaccine coverage among
adults. The risk for missed opportunities. Ann Intern Med 1988;
108:616e25.
7. Balestra DJ, Littenberg B. Should adult tetanus immunization
be given as a single vaccination at age 65? A cost-effectiveness
analysis. J Gen Intern Med 1993;8:405e12.
8. Galazka AM, Robertson SE. Immunization against diphtheria
with special emphasis on immunization of adults. Vaccine 1996;
14:845e57.
9. Tiwari TSP, Wharton M. Diphtheria toxoid. In: Plotkin SA,
Orenstein WA, Offit PA, editors. Vaccines. 6th ed. Philadelphia:
Elsevier Saunders; 2013. p. 153e66.
10. Roper MH, Wassilak SGF, Tiwari TSP, Orenstein WA. Tetanus
toxoid. In: Plotkin SA, Orenstein WA, Offit PA, editors. Vaccines. 6th ed. Philadelphia: Elsevier Saunders; 2013.
p. 746e72.
11. Relyveld EH, Bizzini B, Gupta RK. Rational approaches to
reduce adverse reactions in man to vaccines containing tetanus
and diphtheria toxoids. Vaccine 1998;16:1016e23.
12. Broder KR, Cortese MM, Iskander JK, Kretsinger K, Slade BA,
Brown KH, et al. Preventing tetanus, diphtheria, and pertussis
among adolescents: use of tetanus toxoid, reduced diphtheria
toxoid and acellular pertussis vaccines recommendations of
the Advisory Committee on Immunization Practices (ACIP).
MMWR Recomm Rep 2006;55:1e34.
13. Rhim JW, Lee KY, Kim SY, Kim JH, Kim HH, Kim HM, et al.
Evaluation of immunogenicity and safety of the new tetanusreduced diphtheria (Td) vaccines (GC1107) in healthy Korean
adolescents: a phase II, double-blind, randomized, multicenter
clinical trial. J Korean Med Sci 2013;28:586e92.
14. Blatter M, Friedland LR, Weston WM, Li P, Howe B. Immunogenicity and safety of a tetanus toxoid, reduced diphtheria

Td vaccine in adolescents

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

toxoid and three-component acellular pertussis vaccine in
adults 19e64 years of age. Vaccine 2009;27:765e72.
Kang JH. The need of Td vaccination according to the changes
of tetanus and diphtheria Immunity. J Korean Med Assoc 2008;
51:127e36.
Kang JH, Hur JK, Kim JH, Lee KI, Park SE, Ma SH, et al. Age
related seroepidemiological study of diphtheria among Koreans. Korean J Infect Dis 2000;32:1e7.
Kang JH, Hur JK, Kim JH, Lee KI, Park SE, Ma SH, et al. Age
related serosurvey of immunity to tetanus in Korean populations. Korean J Infect Dis 2001;33:104e11.
Shin DH, Yu HS, Park JH, Shin JH, Kim SJ. Recently occurring
adult tetanus in Korea: emphasis on immunization and
awareness of tetanus. J Korean Med Sci 2003;18:11e6.
Yun YH, Park HJ, Yu SW, Kwon SB, Minn YK, Cho SJ, et al. A case
of polyneuropathy suggesting diphtheritic neuropathy. J
Korean Neurol Assoc 2005;23:288e9.
Sung H, Jang MJ, Bae EY, Han SB, Kim JH, Kang JH, et al.
Seroepidemiology of tetanus in Korean adults and adolescents
in 2012. J Infect Chemother 2014;20:397e400.
Aggerbeck H, Wantzin J, Heron I. Booster vaccination against
diphtheria and tetanus in man. Comparison of three different
vaccine formulations-III. Vaccine 1996;14:1265e72.
Scheifele DW, Dobson S, Kallos A, Bjornson G, Ochnio JJ.
Comparative safety of tetanusediphtheria toxoids booster
immunization in students in Grades 6 and 9. Pediatr Infect Dis J
1998;17:1121e6.
Bayas JM, Vilella A, Bertran MJ, Vidal J, Batalla J, Asenjo MA,
et al. Immunogenicity and reactogenicity of the adult tetanusediphtheria vaccine. How many doses are necessary? Epidemiol Infect 2001;127:451e60.
Lee SY, Kwak GY, Nam CH, Kim JH, Hur JK, Lee KY, et al.
Immunogenicity and safety of diphtheriaetetanus vaccine in
pre-adolescent and adolescent South Koreans. Vaccine 2009;
27:3909e12.
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