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3.0 TRIAL REFERENCE INFORMATION 

3.1 Trial-Related Responsibilities 
The Sponsor will perform all trial-related activities with the exception of those identified in the 
Trial-Related Responsibilities template. The identified vendors in the template for specific 
trial-related activities will perform these activities in full or in partnership with the Sponsor. 

3.2 Principal Investigators/Coordinating Investigators 
Selection criteria for the principal investigators and coordinating investigators will include 
significant knowledge of the trial protocol, the investigational vaccine, their expertise in the 
therapeutic area and the conduct of clinical research as well as trial participation. Takeda will 
select one or more signatory/signatories from the investigators who participate in the study. The 
signatory coordinating investigator(s) will be required to review and sign the clinical protocol. 
The signatory coordinating investigator(s) will also be required to review and sign the Clinical 
Study Report(s) (CSR[s]) and by doing so agree(s) that it accurately describes the results of the 
trial. 
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3.4 Corporate Identification 
TV Takeda Vaccines, Inc. 
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4.0 INTRODUCTION 

4.1 Background 
Dengue fever is caused by infection with the dengue virus (DENV), a ribonucleic acid (RNA) 
virus that occurs as 4 recognized serotypes, DENV-1, DENV-2, DENV-3 or DENV-4. These 
dengue viruses are transmitted from human to human by mosquitoes (primarily Aedes aegypti). 
The 4 dengue viruses have spread worldwide and are endemic in Asia, Central and South 
America, the Caribbean, the Pacific Islands, parts of Australia, and parts of Africa. An estimated 
50 - 100 million cases of dengue fever occur annually, which results in around 500,000 cases of 
dengue hemorrhagic fever (DHF) and an estimated 22,000 deaths, primarily in children. It is 
estimated that 2.5 billion people (40% of the world’s population) live in areas at risk of dengue 
virus transmission [1-4]. 
Dengue fever is clinically defined as an acute febrile illness with 2 or more manifestations 
(headache, retro-orbital pain, myalgia, arthralgia, rash, hemorrhagic manifestations, or 
leucopenia) and occurrence at the same location and time as other confirmed cases of dengue 
fever. The most severe forms of dengue infection – DHF and dengue shock syndrome (DSS) – 
are life threatening. Primary infection with any 1 of the 4 dengue serotypes is thought to result in 
life-long protection from re-infection by the same serotype, but does not protect against a 
secondary infection by 1 of the other 3 dengue serotypes and may lead to an increased risk of 
severe disease (DHF/DSS) [3-6]. 
Treatment of dengue fever is based solely on symptoms and signs, with fluid replacement 
required for hemorrhagic or shock cases. No antiviral therapy for dengue virus infection is 
available. Preventive measures that rely on mosquito control and individual protection, are of 
limited efficacy, complex to implement and questionable in terms of cost-effectiveness. There is 
a great unmet global public health need for a safe and effective vaccine that will protect against 
all serotypes of dengue infection, and thereby reduce the morbidity and mortality associated with 
dengue disease [1-7]. A first recombinant dengue vaccine (chimeric yellow fever virus-dengue 
virus tetravalent dengue vaccine [CYD-TDV]) has been approved since 2015 in several Asian 
and Latin American countries [8] as well as in the United States and in the European Union. 
Clinical data indicate an unfavorable risk-benefit profile for children aged <9 years with this first 
approved vaccine. Additionally, vaccine efficacy was different between serotypes and depended 
on dengue pre-exposure status [9]. More recent analyses found that people who had not been 
infected by dengue virus before vaccination had a higher risk of getting severe disease when they 
were infected with dengue virus after vaccination with CYD-TDV [10]. In a revised Strategic 
Advisory Group of Experts on Immunization (SAGE) recommendation in April 2018, the SAGE 
concluded that for countries considering CYD-TDV vaccination as part of their dengue control 
program, a “pre-vaccination screening strategy” would be the preferred option, in which only 
dengue-seropositive persons are vaccinated [11]. 
Hence, there is a continued unmet public health need for safer and more efficacious dengue 
vaccines [12]. 
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• VE of 2 doses of TDV in preventing virologically-confirmed dengue fever induced by any 
dengue serotype from 30 days post-second vaccination (Day 120 [Month 4]) until the end of 
Part 2 in subjects dengue seronegative at baseline. 

• VE of 2 doses of TDV in preventing virologically-confirmed dengue fever induced by any 
dengue serotype from 30 days post-second vaccination (Day 120 [Month 4]) until the end of 
Part 2 in subjects dengue seropositive at baseline. 

• VE of 2 doses of TDV in preventing hospitalization due to virologically-confirmed dengue 
fever induced by any dengue serotype from 30 days post-second vaccination (Day 120 
[Month 4]) until the end of Part 2. 

• VE of 2 doses of TDV in preventing virologically-confirmed severe dengue fever induced by 
any dengue serotype from 30 days post-second vaccination (Day 120 [Month 4]) until the 
end of Part 2. 

Safety 
Subset (post-first and post-second vaccinations): 
• Frequency and severity of solicited local (injection site) AEs for 7 days (day of vaccination + 

6 subsequent days) and solicited systemic AEs for 14 days (day of vaccination + 13 
subsequent days) post-vaccination. 

• Percentage of subjects with any unsolicited AEs for 28 days (day of vaccination + 27 
subsequent days) post-vaccination. 

All subjects: 

• Percentage of subjects with SAEs during Parts 1 and 2, Part 1 and Part 2 combined. 

• Percentage of subjects with fatal SAEs and related SAEs during the first and second half of 
Part 3. 

Immunogenicity 
Subset (post-first and post-second vaccinations): 

• Seropositivity rate (% of seropositive subjects) for each of the 4 dengue serotypes at pre-
vaccination on Day 1 (Month 0), post-first vaccination on Day 30 (Month 1), pre-vaccination 
on Day 90 (Month 3); post-second vaccination at Day 120 (Month 4), Day 270 (Month 9), 
Day 450 (Month 15), and then annually. 

• Seropositivity rate (% of seropositive subjects) for multiple (any 2, 3 or 4) dengue serotypes 
at pre-vaccination on Day 1 (Month 0), post-first vaccination on Day 30 (Month 1), pre-
vaccination on Day 90 (Month 3); post-second vaccination at Day 120 (Month 4), Day 270 
(Month 9), Day 450 (Month 15), and then annually. 

Note: Seropositivity is defined as a reciprocal neutralizing titer ≥10. 

0062

Prop
ert

y o
f T

ak
ed

a: 
For 

Non
-C

om
merc

ial
 U

se
 O

nly
 an

d S
ub

jec
t to

 th
e A

pp
lica

ble
 Term

s o
f U

se



CCI



CCI



CCI



CCI

CCI
CCI



Takeda’s Tetravalent Dengue Vaccine Candidate  
Trial No. DEN-301 Page 66 of 150 
Protocol Version 7.0 20 April 2021 

 

 

to 10 months prior to vaccination on Day 1. It may not be required in all sites and may not be 
applicable to all subjects at the trial sites where it is conducted. The need for and duration of the 
dry-run at an individual site will depend on the experience of the site in conducting similar trials. 
For ease of terminology, trial time points will use the date of first vaccination (Day 1) as the 
reference point, so activities occurring prior to the day of first vaccination (Day 1) will be 
referred to as Day –x to Day -1 (the day before first vaccination). 
The target sample of 20,100 healthy children and adolescents aged between 4 and 16 years will 
be randomized to receive either TDV or placebo in a 2:1 ratio (13,400 TDV; 6700 placebo). 
Randomization by using an interactive system (Interactive Web Response System [IWRS] or 
Interactive Voice Response System [IVRS]) will be stratified by region and age range (children 
aged 4-5 years, 6-11 years, and 12-16 years) to ensure each age range has the appropriate ratio of 
TDV to placebo in each region. In addition, recruitment will follow an enrollment plan to ensure 
representative enrollment across the age ranges and regions. This is considered necessary to 
mitigate the relative difficulty of recruitment of subjects at the extremes of the age-ranges in this 
trial. Each subject will receive TDV or placebo by a subcutaneous (SC) injection into the upper 
arm. A subset of the same subjects (number [N]=4,000) will be included in specific safety and 
immunogenicity evaluations (safety/ immunogenicity subset, hereafter referred to as ‘subset’). 
This subset will also be selected randomly using IWRS or IVRS and stratified by region and age 
range (children aged 4-5 years, 6-11 years, and 12-16 years). 
Aspects of active surveillance (dry-run, Parts 1 and 2): 
Definition of active surveillance 
During active surveillance (dry-run, Parts 1 and 2), any subject with febrile illness (defined as 
fever ≥38°C on any 2 of 3 consecutive days) will be asked to return to the site for dengue fever 
evaluation by the Investigator. Subjects/guardians will be contacted at least weekly to ensure 
robust identification of febrile illness by reminding subjects/guardians of their obligation to 
return to the site in case of febrile illness. This contact will be implemented through appropriate 
methods that may differ in each trial site (eg, phone calls, text messaging, home visits, school-
based surveillance). The text messaging system, if used, will be identified and evaluated by the 
Sponsor before use. Each trial site will have locally-developed Standard Procedures (ie, Internal 
Operating Procedures) that details the local healthcare map relevant to the trial (as assessed by 
the trial site), methodology of febrile illness surveillance and case handling. 
Duration of active surveillance 
Active surveillance for febrile illness will commence at the dry-run or on Day 1 (Part 1) and will 
continue until the end of Part 2. 
Part 1 is designed to support the primary objective of assessment of efficacy of the vaccine 
candidate in preventing virologically confirmed dengue fever induced by any dengue serotype, 
and will include active surveillance until the 2 conditions described above are fulfilled. 
Part 2 is designed to provide additional data regarding the secondary efficacy objectives detailed 
in Section 5.1.2. These analyses involve subsets of dengue cases, such as dengue due to a single 
serotype, and will therefore be less precise than the primary efficacy endpoint which considers 
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dengue cases regardless of severity or serotype. A longer surveillance period enables the 
identification of additional dengue cases, thereby improving the precision of the secondary 
efficacy objectives. For this reason, all subjects will continue active surveillance for 6 months 
following the completion of Part 1. 
Aspects of modified active surveillance (Part 3): 
Modified active surveillance will start after the completion of Part 2, and will last for 
approximately 3 years. Modified active surveillance will be implemented to detect dengue cases 
of any severity in a tiered approach based on the need for hospitalization. Any subject with 
febrile illness (defined as fever ≥38°C on any 2 of 3 consecutive days) will be asked to return to 
the site for evaluation by the Investigator. Subjects presenting with febrile illness not requiring 
hospitalization will be screened for dengue disease (by reverse transcriptase polymerase chain 
reaction [RT-PCR]) unless there is alternate laboratory confirmed etiology. They will undergo 
local laboratory evaluations as per standard medical practice. Subjects with febrile illness 
requiring hospitalization will be evaluated as during active surveillance (ie, dry-run, Parts 1 and 
2). During Part 3, there will be a minimum frequency of 1 contact every week through 
appropriate methods that may differ in each trial site (see above). Modified active surveillance 
will be performed according to locally-developed Standard Procedures as described above. 
The trial design (Parts 1, 2, and 3) is presented below in Figure 6.a. Differences between active 
surveillance (dry-run, Parts 1 and 2) and modified active surveillance (Part 3) are summarized in 
Table 6.a. 

Figure 6.a Schematic Showing Parts 1, 2, 3 

 

Part 1
Active surveillance
Completion after:

1. 120 cases of dengue fever confirmed

2. Minimum duration of subject follow-up of 
12 months post-second vaccination

Part 2

Active surveillance

6 months

Part 3

Modified Active surveillance

3 years
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Table 6.a Differences between Active Surveillance (Dry-Run, Parts 1 and 2) and 
Modified Active Surveillance (Part 3) 

 Active Surveillance 
(dry-run, Parts 1 and 2) 

Modified Active Surveillance 
(Part 3) 

Contact frequency At least weekly At least weekly 
Threshold for 
evaluation 

All febrile illness (irrespective of 
need for hospitalization) 

Febrile illness requiring 
hospitalization 

Febrile illness not requiring 
hospitalization (unless the 
febrile illness has an alternate 
laboratory confirmed etiology). 

Laboratory 
evaluations 

- Within 5 days: RT-PCR, NS1 antigen, IgM, IgG ELISA (central 
laboratory); and platelet count, hematocrit, ALT, and AST (locally) 
- 7-14 days after the acute sample: IgM and IgG ELISA (central 
laboratory); and platelet count, hematocrit, ALT, and AST (locally) 
- Other laboratory evaluations as per standard of care (locally) 

- Within 5 days: RT-PCR 

(central laboratory) 
- Other laboratory evaluations 
as per standard of care (locally) 

ALT = alanine aminotransferase; AST = aspartate aminotransferase; ELISA = enzyme-linked immunosorbent assay; 
IgG/IgM = Immunoglobulin G/M; NS1 = nonstructural protein 1; RT-PCR = reverse transcriptase polymerase chain reaction 

Case definition for efficacy objectives: 
A virologically confirmed dengue case is defined as febrile illness (defined as temperature 
≥ 38°C on any 2 of 3 consecutive days) or illness clinically suspected to be dengue by the 
Investigator with a positive serotype-specific RT-PCR. The presence of febrile illness or 
clinically suspected dengue will be recorded in the electronic Case Report Form (eCRF) by the 
Investigator. 
Handling of febrile illness cases (suspected dengue cases): 
Subjects presenting with febrile illness (defined as temperature ≥38°C on any 2 of 3 consecutive 
days) or clinically suspected dengue during the dry-run, Parts 1 and 2 or requiring hospitalization 
during Part 3 will have 2 blood samples taken to confirm dengue infection, in addition to those 
taken as part of the clinical care of the subject. The first or acute blood sample will be taken 
during the acute phase of the disease (ie, as soon as possible and preferably within 5 days after 
the onset of fever). Testing will include dengue IgM and IgG enzyme-linked immunosorbent 
assay (ELISA), dengue NS1 antigen ELISA, dengue RT-PCR, hematocrit, platelet count and 
liver function tests (LFTs [aspartate aminotransferase (AST) and alanine aminotransferase 
(ALT)]). The second or convalescent blood sample will be taken during the convalescent phase 
of the disease (ie, between 7 and 14 days after the acute sample) and will be tested for dengue 
IgM/IgG by ELISA, hematocrit, platelet count, and LFTs (as above). 
Local standards of care may require additional tests, based on clinical presentation and at 
medical discretion. Additional dengue neutralizing antibody and other laboratory tests may be 
performed. In addition to blood tests, clinical evaluation will be performed for signs of 
hemorrhage or plasma leakage as well as any other abnormal signs or symptoms. 
In addition, during Part 3, subjects presenting with febrile illness (defined as temperature ≥38°C 
on any 2 of 3 consecutive days) or clinically suspected dengue and not requiring hospitalization 
will have 1 blood sample taken for dengue infection confirmation by RT-PCR unless there is an 
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Active surveillance (dry-run, Parts  1 and 2) and modified active surveillance (Part 3)

Note: (i) Any subjects who withdraw between enrollment and randomization will be replaced so that 20,100 subjects are randomized; subjects who withdraw after randomization will not be replaced.
(ii) Subjects presenting with febrile illness (defined as temperature ≥38°C on any two of three consecutive days) or clinically suspected dengue during  the dry-run, Parts 1 and 2, or with febrile illness requiring hospitalization 
during Part 3 will have two blood samples taken to confirm dengue infection. The first or acute blood sample will be taken during the acute phase of the disease (i.e., as soon as possible and preferably within 5 days after 
the onset of fever); the second or convalescent blood sample will be taken during the convalescent phase  of the disease (i.e., between 7 to 14 days after the acute sample).
(iii) During Part 3, subjects presenting with febrile illness (defined as temperature ≥38°C on any two of three consecutive days) or clinically suspected dengue and not requiring hospitalization will have one blood sample 
taken during the acute phase of the disease (i.e., as soon as possible and preferably within 5 days after the onset of fever) unles s there is an alternate laboratory confirmed etiology.

aPrior to entry into the dry-run  or Day 1 (Month 0)
bBlood sample for dengue neutralizing antibodies for all subjects 
c Additional blood samples for dengue neutralizing antibodies will be taken in the subset on Day 30 (Month 1), Day 90 (Month 3), Day  270 (Month 9), Day 450 (Month  15), and then every 12 months until  the end of Part 3.
d Day 30 (Month 1) and Day 120 (Month 4) blood samples should be taken at least 28 days after  the first and second vaccination , respectively.
V= Visit

V 1
Day 1

(Month 0)
Randomization 

TDV:placebo (2:1)
(N=20,100)

Pre-vaccination 
blood sample (b)

Enrollment (a)

V2
Day 30

(Month 1)
Post-first 

vaccination blood 
sample (c,d)

Day 1
TDV

(N=13,400)

Day 1
Placebo

(N=6,700)

V4
Day 120

(Month 4)
Post-second 
vaccination

blood 
sample (b,d)

V5
Day 270

(Month 9)
Post-second 
vaccination

blood 
sample (c)

V6
Day 450

(Month 15)
Post-second 
vaccination

blood 
sample (c)

Post-second 
vaccination

blood sample 
visits (c)

V3
Day 90

(Month 3)
Pre-vaccination 
blood sample(c)

TDV

V3
Day 90

(Month 3)
Pre-vaccination 
blood sample(c)

Placebo

CCI

Active surActive 
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presenting withpresenting
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sufficient cases of dengue identified to enable a powered assessment of VE while also 
ensuring an adequate duration of surveillance following vaccination, both at an individual 
and a group level. 

• Part 2 adds an extra 6 months of active surveillance in order to provide additional data for 
the secondary objective of assessment of efficacy of the vaccine candidate (see 
Section 5.1.2). As dengue cases due to individual serotypes are both less common and less 
predictable in epidemiological terms than a composite assessment of dengue regardless of 
serotype, it is likely a surveillance duration that supports the later will be inadequate for the 
former. Part 2 will identify additional cases of dengue to minimize this risk. 

• Part 3 fulfils the WHO recommendation of long-term safety follow-up by continuing 
surveillance for approximately 3 years. The modified active surveillance aims to capture 
dengue fever of any severity with higher focus on hospitalized dengue fever which has 
more clinical relevance and societal impact than mild dengue fever managed as an 
outpatient. Identification of all symptomatic dengue cases will allow monitoring of disease 
severity over time. However, the surveillance mechanism is modified to lessen burden on 
subjects and parent/guardian, with the potential to ensure greater compliance to longer term 
active follow-up. Febrile illness with an alternate laboratory confirmed etiology and not 
requiring hospitalization will be of lesser clinical relevance in the context of long-term 
safety assessment of the trial vaccine. 

The age range of 4 to 16 years of age has been chosen based on the epidemiology of dengue in 
the Asian and Latin American countries included in the trial. Symptomatic dengue is most 
common during a second infection, less common during a primary infection and unusual during 
a third or fourth infection. Efficacy assessment based on detection of symptomatic dengue is 
therefore best performed in age groups for which a secondary infection is likely. The peak of 
symptomatic dengue tends to be younger in Asia (where dengue incidence is higher) and older in 
Latin America (where incidence is lower, leading to ‘delayed’ secondary and symptomatic 
infections). An age range of 4 to 16 years enables some overlap of this epidemiology in the 
2 regions and is also an age range for which febrile surveillance and long-term follow-up is more 
successful. 
For the efficacy endpoint, case detection will be supported by a combination of a highly sensitive 
clinical case definition and a highly specific confirmation method. Febrile episodes will be 
confirmed virologically by specific RT-PCR to detect specific serotypes and distinguish vaccine-
derived from WT viruses. Serological diagnosis will be performed as part of the standard of care 
but will not be used to confirm cases because the vaccine and other flavivirus infections may 
induce IgM and IgG responses thereby reducing specificity. 
All efforts will be made to detect any possible febrile case as early as possible to optimize the 
chances of virological confirmation in a timely fashion. However, there may be situations where 
fever is not documented or may not persist for 2 consecutive days, or atypical presentations 
trigger the Investigator’s suspicion of dengue. To increase the likelihood of capturing more 
dengue cases, a more flexible criteria that specifies fever on ‘any 2 of 3 consecutive days’ rather 
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6.4.2 Criteria for Premature Termination or Suspension of Investigational Sites 
A trial site may be terminated prematurely or suspended if the site (including the Investigator) is 
found in significant violation of GCP, protocol, or contractual agreement, is unable to ensure 
adequate performance of the trial, or as otherwise permitted by the contractual agreement. 
A trial site that enrolls subjects prior to randomization may not be able to continue participation 
in the trial. Examples of reason for non-continuation include failure to adequately implement 
febrile surveillance or a change in the local standard of care such as availability of a licensed 
dengue vaccine. 

6.4.3 Procedures for Premature Termination or Suspension of the Trial or the 
Participation of Investigational Site(s) 

In the event that the Sponsor, IRB/IEC or regulatory authority elects to terminate or suspend the 
trial or the participation of an investigational site, a trial-specific procedure for early termination 
or suspension will be provided by the Sponsor; the procedure will be followed by applicable 
investigational sites during the course of termination or trial suspension. 
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7.2 Exclusion Criteria 

7.2.1 Trial Entry 
Any subject who meets any of the following criteria will not qualify for entry into the trial:  
1. Febrile illness (temperature ≥38°C) or moderate or severe acute illness or infection at the time 

of randomization. 
2. History or any illness that, in the opinion of the Investigator, might interfere with the results 

of the trial or pose an additional risk to the subject due to participation in the trial, including 
but not limited to: 

a. Known hypersensitivity or allergy to any of the vaccine components. 
b. Female subjects (post-menarche) who are pregnant or breastfeeding. 
c. Individuals with any serious chronic or progressive disease according to judgment of 

the Investigator (eg, neoplasm, insulin-dependent diabetes, cardiac, renal or hepatic 
disease, neurologic or seizure disorder or Guillain-Barré syndrome). 

d. Known or suspected impairment/alteration of immune function, including: 
i. Chronic use of oral steroids (equivalent to 20 mg/day prednisone ≥ 12 weeks/ 

≥ 2 mg/kg body weight/day prednisone ≥ 2 weeks) within 60 days prior to 
Day 1 (Month 0) (use of inhaled, intranasal, or topical corticosteroids is 
allowed). 

ii. Receipt of parenteral steroids (equivalent to 20 mg/day prednisone ≥ 
12 weeks/ ≥ 2 mg/kg body weight/day prednisone ≥ 2 weeks) within 60 days 
prior to Day 1 (Month 0). 

iii. Administration of immunoglobulins and/or any blood products within the 
3 months prior to Day 1 (Month 0) or planned administration during the trial. 

iv. Receipt of immunostimulants within 60 days prior to Day 1 (Month 0). 
v. Immunosuppressive therapy such as anti-cancer chemotherapy or radiation 

therapy within 6 months prior to Day 1 (Month 0). 
vi. Human immunodeficiency virus (HIV) infection or HIV-related disease. 

vii. Genetic immunodeficiency. 
3. Receipt of any other vaccine within 14 days (for inactivated vaccines) or 28 days (for live 

vaccines) prior to Day 1 (Month 0) or planning to receive any vaccine within 28 days after 
Day 1 (Month 0). 

4. Participation in any clinical trial with another investigational product 30 days prior to Day 1 
(Month 0) or intent to participate in another clinical trial at any time during the conduct of 
this trial. 
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Further details regarding the unblinding procedure for the primary analysis after Part 1 can be 
found in Section 13.2. 

8.6 Accountability and Destruction of Sponsor-Supplied Vaccine(s) 
Vaccine supplies will be counted and reconciled at the site before being destroyed or returned to 
the Sponsor or designee as noted below. Sites will maintain source documents in addition to 
entering data in the IVRS/IWRS. 
The Investigator or designee must ensure that the Sponsor-supplied vaccines are used in 
accordance with the approved protocol and is administered only to subjects randomized in the 
trial. To document appropriate use of Sponsor-supplied vaccine(s) (TDV, diluent and placebo), 
the Investigator must maintain records of all Sponsor-supplied vaccine delivery to the site, site 
inventory, administration and use by each subject, and destruction or return to the Sponsor or 
designee. 
Upon receipt of Sponsor-supplied vaccine(s), the Investigator or designee must verify the 
contents of the shipments against the packing list. The verifier should ensure that the quantity is 
correct, the investigational vaccine is received within the labeled storage conditions, and is in 
good condition. If quantity and conditions are acceptable, the Investigator or designee will 
acknowledge receipt of the shipment by recording in IVRS/IWRS. 
If there are any discrepancies between the packing list versus the actual product received, the 
Sponsor or designee must be contacted to resolve the issue. The packing list should be filed in 
the Investigator’s essential document file. 
The Investigator must maintain 100% accountability for all Sponsor-supplied vaccines received 
and administered during his or her entire participation in the trial. Proper vaccine accountability 
includes, but is not limited to: 

• Verifying that actual inventory matches documented inventory. 
• Verifying that the log is completed for the vaccine lot number used to prepare each dose. 
• Verifying that all containers used are documented accurately on the log. 
• Verifying that required fields are completed accurately and legibly. 
If any dispensing errors or discrepancies are discovered, the Sponsor must be notified 
immediately. 
The Investigator or designee must record the current inventory of all Sponsor-supplied vaccines 
(TDV and placebo) on a Sponsor-approved vaccine accountability log. The following 
information will be recorded at a minimum: protocol number and title, name of the Investigator, 
site identifier and number, description of Sponsor-supplied vaccine(s), expiry date and/or retest 
date and amount. The IVRS/IWRS should include all required information as a separate entry for 
each subject to whom Sponsor-supplied vaccine is administered. 
Prior to site closure or at appropriate intervals throughout the trial, before any clinical trial 
materials are returned to the Sponsor or its designee for destruction, a representative from the 
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Sponsor or its designee will perform clinical trial material accountability and reconciliation. The 
Investigator will retain a copy of the documentation regarding clinical trial material 
accountability, return, and/or destruction, and originals will be sent to the Sponsor or designee. 
The pharmacist (or designated individual) at each site will be responsible for vaccine 
accountability and will document receipt, use, return, or destruction of TDV and placebo. 
Vaccine accountability documentation will be reviewed by the unblinded monitor during clinical 
monitoring visits. 
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include any medical history that contributes to the understanding of an AE that occurs during 
trial participation, if it represents an exacerbation of an underlying disease/preexisting problem. 
History of vaccination against Japanese Encephalitis or against Yellow Fever until Day 120 
(Month 4) will be recorded in the eCRF irrespective of time of administration and including the 
vaccine type (Japanese Encephalitis: inactivated, live-attenuated, live recombinant or other; 
Yellow fever: live-attenuated or other). Additionally, any supportive documentation for these 
vaccinations will be recorded in the eCRF. 
All concomitant medications and any vaccine taken/received during the period starting 1 month 
(minimum 28 days) prior to administration of trial vaccine (Day 1 [Month 0] and Day 90 
[Month 3]) and ending 1 month (minimum 28 days) after each trial vaccination are to be 
recorded on the relevant sections of the eCRF. Medications/treatments specifically 
contraindicated at trial entry and time of first vaccination including steroids and 
immunostimulants within 60 days prior to Day 1 (Month 0), immunoglobulins and blood 
products within 3 months prior to Day 1 (Month 0), and immunosuppressive therapy within 
6 months prior to Day 1 (Month 0) are to be recorded on the relevant sections of the eCRF (See 
also Section 7.2). The use of antipyretics and/or analgesic medications within 24 hours prior to 
vaccination must be identified and the reason for their use (prophylaxis versus treatment) must 
be described in the source documents. Trial vaccination should be delayed if subjects have used 
antipyretics and/or analgesic medication within 24 hours prior to vaccine administration. 
Medications taken for prophylaxis are those intended to prevent the onset of AEs following 
vaccination. Medications taken for treatment are intended to reduce or eliminate the presence of 
symptoms that are present. 
Prohibited therapies (see also Section 7.2): 

• Parenteral immunoglobulin preparation, blood products, and/or blood-derived products 
within the 3 months prior to Day 1 (Month 0). 

• Immunosuppressive therapy within 6 months or systemic (eg, oral or parenteral) 
corticosteroid treatment within 60 days prior to Day 1 (Month 0) or immunostimulants within 
60 days prior to Day 1 (Month 0). 

• Any vaccine within 14 days (for inactivated vaccines) or 28 days (for live vaccines) prior to 
Day 1 (Month 0) and Day 90 (Month 3), and 28 days after each trial vaccination. 

• Receipt of any other clinical trial product within 30 days prior to Day 1 (Month 0). 
These data must be written in the source documents. 
Medical history (including corresponding medication) to be obtained will include any significant 
conditions or diseases that have disappeared or resolved at or prior to signing of informed 
consent/assent. Additionally, reasons for delay of second trial vaccination and contraindications 
for second vaccination must be recorded in the eCRF (see Section 7.3). 
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