



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Title: Phase III, Double-Blind, Randomized, Placebo-Controlled Trial to Investigate the 
Efficacy, Safety and Immunogenicity of a Tetravalent Dengue Vaccine (TDV) Administered 
Subcutaneously in Healthy Children Aged 4 – 16 Years Old 

NCT Number: NCT02747927

SAP Approve Date: 24 September 2020
Certain information within this Statistical Analysis Plan has been redacted (ie, specific content is masked 
irreversibly from view with a black/blue bar) to protect either personally identifiable (PPD) information 
or company confidential information (CCI). 

This may include, but is not limited to, redaction of the following: 

Named persons or organizations associated with the study.

Proprietary information, such as scales or coding systems, which are considered confidential 
information under prior agreements with license holder.
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1.0 APPROVAL SIGNATURES 
Electronic signatures can be found on the last page of this document. 
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potentially be due to dengue. This part will commence on the day of vaccination and finish once 
both of the following 2 criteria are fulfilled: 

• 120 cases of dengue fever are confirmed 

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

The end of Part 1 will be defined for each subject so that the duration of follow up after the 
second vaccination will be approximately the same for all subjects. Virologically-confirmed 
cases in Part 1 count towards the primary efficacy objective if occurring at least 30 days 
post-second vaccination. 
Part 2: Active surveillance for an additional 6 months for each subject following the completion 
of Part 1. During this time subjects will be contacted at least weekly to ensure identification of 
febrile illness that could potentially be due to dengue. 
Virologically-confirmed cases in Parts 1 and 2 contribute towards the secondary efficacy 
objectives. 
Part 3: Modified active surveillance for the assessment of safety in all subjects following the 
completion of Part 2 and lasting approximately 3 years for each subject. The modified 
surveillance during Part 3 will maintain at least weekly contacts through Part 3 of the trial, but 
the intensity of investigation will be modified based on the need for hospitalization. Surveillance 
will identify febrile illness of any severity that could potentially be due to dengue. 
Subjects may be enrolled into a dry-run to commence and test febrile surveillance methodology. 
This dry-run will involve pre-vaccination surveillance for dengue and may be conducted for up 
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; 6,700 placebo). 
Randomization by using an interactive system (Interactive Web Response System [IWRS] or 
Interactive Voice Response System [IVRS]) will be stratified by region (Asia Pacific and Latin 
America) 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 age-ranges in this trial. Each subject will receive TDV or placebo by a 
subcutaneous injection into the upper arm. A subset of the same subjects (n=4,000) will be 
included in specific safety and immunogenicity evaluations (safety/immunogenicity subset, 
hereafter referred to as ‘subset’). This subset will be selected randomly using IWRS or IVRS and 
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stratified by region (Asia Pacific and Latin America) 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 VCD fever induced by any dengue serotype, and will include active 
surveillance until the 2 conditions described previously are fulfilled. 
Part 2 is designed to provide additional data regarding the secondary efficacy objectives detailed 
in Section 4.2. 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 
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 
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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 4.a. Differences between active 
surveillance (dry-run, Parts 1 and 2) and modified active surveillance (Part 3) are summarized in 
Table 4.a. 

Figure 4.a Schematic Showing Parts 1, 2, and 3  

 

Table 4.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 
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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 
alternate laboratory confirmed etiology. The 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). 
Febrile illness cases within 30 days after vaccination will be investigated for the presence of WT 
or vaccine-derived dengue virus. The testing algorithm is described in the serology plan. Clinical 
evaluation will be performed for signs of hemorrhage or plasma leakage as well as any other 
abnormal signs or symptoms. Local standards of care may require additional tests, based on 
clinical presentation and at medical discretion. 
A febrile illness as described above will require an interval of at least 14 days from a previous 
febrile illness to avoid overlap of acute and convalescent visits from 1 episode with those from a 
second episode. 
Procedures 
After informed consent/assent has been obtained (which may be up to 10 months prior to 
vaccination on Day 1 [Month 0] as described above and as a result of the dry-run) each subject 
will be assessed for eligibility to participate in the trial. On Day 1 (Month 0) a pre-vaccination 
blood sample will be taken, randomization to TDV or placebo, and vaccination will occur. A 
second vaccination will be administered at Day 90 (Month 3). Subjects included in the subset 
(see above) will also be randomly selected using the IWRS or IVRS. 
Any withdrawals from enrollment until Day 1 will be replaced so that 20,100 subjects are 
randomized and vaccinated; any withdrawals after randomization will not be replaced. 
The trial schedule (subject flow and visits) is presented below in Figure 4.b. A detailed schedule 
of procedures is listed in Appendix A (Table 8.a). 
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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 
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TDV
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5.0 ANALYSIS ENDPOINTS 

5.1 Primary Endpoint 
Efficacy 
VE of 2 doses of TDV in preventing VCD fever induced by any dengue serotype occurring from 
30 days post-second vaccination (Day 120 [Month 4]) until the end of Part 1, with VE defined as 
1 – (λV/λC) (where λV and λC denote the hazard rates for the TDV and placebo arms, 
respectively). 

5.2 Secondary Endpoints 
Efficacy 

• VE of 2 doses of TDV in preventing VCD fever induced by each 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 VCD 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 VCD 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 VCD 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) adverse events (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 Part 1, Part 2, and Parts 1 and 2 combined. 

• Percentage of subjects with fatal SAEs and related SAEs during first and second half of 
Part 3. 
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The primary efficacy objective is considered to be met if the lower bound of the 2-sided 95% CI 
for the VE is above 25%. The following hypotheses will be tested in a confirmatory manner 
2-sided at a significance level of 5%: 

H0: 1 – λV/λC ≤ 0.25 
H1: 1 – λV/λC > 0.25 

For the primary efficacy evaluation, a case of VCD is defined as febrile illness with a positive 
serotype-specific RT-PCR (ie, positive dengue detection RT-PCR) and occurring at any time 
starting from 30 days post-second vaccination (Day 120 [Month 4]) through the end of Part 1. 
The primary analysis will be performed on the PPS (ie, for the primary analysis the end of Part 1 
will be defined based on the PPS).  
The primary analysis method will be based on a Cox proportional hazard model with trial 
vaccine as a factor, adjusted for age, and stratified by region, with two-sided 95% CIs provided 
for the VE. A p-value associated with the primary objective will also be provided. The p-value 
can be output directly from SAS or manually calculated from SAS PROC PHREG estimates of 
the regression coefficient associated with the treatment (𝛽̂) and the related standard error (𝑆𝐸̂) as 
shown below. 
The above hypotheses can be re-written as follows, given that the hazard ratio HR= λV/λC: 

H0: HR ≥ 0.75 
H1: HR < 0.75 

The primary objective is considered to be met if the upper bound of the 2-sided 95% CI for 𝐻𝑅̂ 
is below 0.75. 

p-value = P(obtaining a sample HR < observed HR| H0: HR ≥ 0.75) 

• If the observed HR<0.75, then the p-value can be obtained by solving the critical value Z in 
the following equation: 

Upper bound of 1-sided (1-p%) CI of HR=0.75 

e^[𝛽̂+Z*𝑆𝐸̂] = 0.75 
The 1-sided p-value is 1-(area to the left of the critical value Z from a standard normal 
distribution). Since the hypotheses will be tested in a confirmatory manner 2-sided at a 
significance level of 5%, the calculated 1-sided p-value should be compared with 0.025. 

 
• If the observed HR ≥ 0.75, then the p-value = P(obtaining a sample HR < observed HR| H0: 

HR ≥ 0.75) 
= 1-P(obtaining a sample HR > observed HR| HR ≤ 0.75) 

P(obtaining a sample HR > observed HR| HR ≤ 0.75) can be obtained by solving the critical 
value Z in the following equation: 

Lower bound of 1-sided (1-p%) CI of HR=0.75 
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CONFIDENTIAL 

Appendix A Schedule Of Trial Procedures 
Table 8.a Schedule of Trial Procedures for Parts 1, 2, and 3 

 

Possible dry-
run for 

surveillance 
between 

enrollment 
and 

vaccination 

Active surveillance Modified active 
surveillance 

Follow 
up  
visit (d) 

Part 1 (a) Part 2 (b) Part 3 (c) 

Day 1 
(Month 0) 
(Visit 1) 

Day 30 
(Month 1) 
(Visit 2) 

Day 90 
(Month 3) 
(Visit 3) 

Day 120 
(Month 4) 
(Visit 4) 

Day 270 
(Month 9) 
(Visit 5) 

Day 450 
(Month 15) 

(Visit 6) 
 

Y 1 
D815 
(M27) 
(V7) 

Y 2 
D1180 
(M39) 
(V8) 

Y3 
D1545 
(M51) 
(V9) 

 Procedure for all subjects 

Visit window 

 

 -1 day/ 
+7 days ±15 days -1 day/ 

+7 days ±21 days ±30 days 

 

±45 days 

±45 
days (e) 

-45 days/ 
+180 days 

(f) 

 

Visits X X X X X   NA    
End of trial phone 
Contact          X (g)  

Signed informed 
consent/ 
assent (h) 

X X         

Assessment of 
eligibility criteria (h) X X         

Check 
contraindications to 
vaccination 

   X       

Check criteria for 
delay of vaccination    X       

Demographics X X         
Medical history X X  X      X 
Concomitant 
medications (i) X X X X X     X 

Complete physical 
examination ( j) X X  X       

Targeted physical 
examination (k)   X  X     X 

Pregnancy  
test (l) X X  X       

Continued 

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



Takeda’s Tetravalent Dengue Vaccine Candidate  
Trial No. DEN-301 Page 65 of 73 
Statistical Analysis Plan (Final, Version 5.0) 24 September 2020 

 

CONFIDENTIAL 

Table 8.a Schedule of Trial Procedures for Parts 1, 2, and 3 (Continued) 

 

Possible dry-
run for 

surveillance 
between 

enrollment 
and 

vaccination 

Active surveillance Modified active 
surveillance 

Follow 
up  
visit (d) 

Part 1 (a) Part 2 (b) Part 3 (c) 

Day 1 
(Month 0) 
(Visit 1) 

Day 30 
(Month 1) 
(Visit 2) 

Day 90 
(Month 3) 
(Visit 3) 

Day 120 
(Month 4) 
(Visit 4) 

Day 270 
(Month 9) 
(Visit 5) 

Day 450 
(Month 15) 

(Visit 6) 
 

Y 1 
D815 
(M27) 
(V7) 

Y 2 
D1180 
(M39) 
(V8) 

Y3 
D1545 
(M51) 
(V9) 

 Procedure for all subjects 

Visit window 
 

 -1 day/ 
+7 days ±15 days -1 day/ 

+7 days ±21 days ±30 days 
 

±45 days 
±45 days (e) 
-45 days/ 

+180 days (f) 

 

Visits X X X X X   NA   
Randomization (m)  X         
Vaccine administration  X  X       
Surveillance for dengue 
fever (n) X 

Blood  
sample (o) (8 mL)  X   X      

Febrile illness blood  
sample (p) X 

SAEs (q) X  
 Additional procedures for the subset 
Visits      X X NA X X X  
Targeted physical 
examination (k)      X X  X X X X 

Injection site 
evaluation (r)  X X X X        

Diary card  
distribution (s)  X  X         

Diary card collection 
and review   X  X        

Documentation of 
AEs (s) (t)   X  X        

Blood sample (u) (5 mL)   X X  X X  X X X (v)  
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Appendix B Solicited and Systemic Adverse Events and Intensity 

Table 8.c Solicited Local and Systemic AEs 
 Infant/Toddler (15–24 

months)/Child (<6 years) Adult and child (≥6 years) 
Local AEs (injection site) Pain Pain 

Erythema Erythema 
Swelling Swelling 

Systemic AEs Fever (a) Fever (a) 
Irritability/fussiness Asthenia 
Drowsiness Headache 
Loss of appetite Malaise 
 Myalgia 

(a) Body temperature ≥ 38.0°C or 100.4°F is defined as fever irrespective of site of measurement 
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Table 8.d Intensity Scales for Solicited Safety Parameters (Infant/Toddler/Child 
<6 Years) 

Adverse Event Intensity grade Severity/Intensity 
Pain at injection site 0 None 

1 Mild: Minor reaction to touch 
2 Moderate: Cries/protests on touch 
3 Severe: Cries when limb is moved/spontaneously painful 

Erythema at injection 
site (a) 

0 <10 mm 
1 Mild: ≥10 – ≤ 20 mm  
2 Moderate: > 20 – ≤ 40 mm 
3 Severe: > 40 mm 

Swelling at injection 
site (a) 

0 <10 mm 
1 Mild: ≥10 – ≤ 20 mm  
2 Moderate: > 20 – ≤ 40 mm 
3 Severe: > 40 mm 

Drowsiness 0 Behavior as usual 
1 Mild: Drowsiness easily tolerated 
2 Moderate: Drowsiness that interferes with normal activity 
3 Severe: Drowsiness that prevents normal activity 

Irritability/fussiness 0 Behavior as usual 
1 Mild: Crying more than usual/no effect on normal activity 
2 Moderate: Crying more than usual/interferes with normal 

activity 
3 Severe: Crying that cannot be comforted/prevents normal 

activity 
Loss of appetite 0 Appetite as usual 

1 Mild: Eating less than usual/no effect on normal activity 
2 Moderate: Eating less than usual/interferes with normal activity 
3 Severe: Not eating at all 

  Fever (b) NA None 
 NA 38.0-<38.5°C 
 NA 38.5-<39.0°C 
 NA 39.0-<39.5°C 
 NA 39.5-<40.0°C 
 NA 40.0-<40.5°C 
 NA 40.5-<41.0°C 
 NA ≥41.0°C 

(a) Subjects are to record greatest surface diameter in mm in the Diary 
(b) Fever is defined as greater than or equal to 38.0°C (100.4°F) irrespective of site measurement 
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Table 8.e Intensity Scales for Solicited Safety Parameters (Child ≥6 Years) 
Adverse Event Intensity grade Severity/Intensity 

Pain at injection site 0 None 
1 Mild: No interference with daily activity 
2 Moderate: Interference with daily activity with or without 

treatment 
3 Severe: Prevents daily activity with or without treatment 

Erythema at injection 
site (a) 

0 <25 mm 
1 Mild: >25 – ≤ 50 mm 
2 Moderate: > 50 – ≤ 100 mm 
3 Severe: > 100 mm 

Swelling at injection 
site (a) 

0 <25 mm 
1 Mild: >25 – ≤ 50 mm  
2 Moderate: > 50 – ≤ 100 mm 
3 Severe: > 100 mm 

Headache 0 None 
1 Mild: No interference with daily activity 
2 Moderate: Interference with daily activity with or without 

treatment 
3 Severe: Prevents normal activity with or without treatment 

Asthenia 0 None 
1 Mild: No interference with daily activity 
2 Moderate: Interference with daily activity 
3 Severe: Prevents daily activity 

Malaise  0 None 
1 Mild: No interference with daily activity 
2 Moderate: Interference with daily activity 
3 Severe: Prevents daily activity 

Myalgia 0 None 
1 Mild: No interference with daily activity 
2 Moderate: Interference with daily activity 
3 Severe: Prevents daily activity 

Fever (b) For categories refer to Table 8.c. 
(a) Subjects are to record greatest surface diameter in mm in the Diary 
(b) Fever is defined as greater than or equal to 38.0°C (100.4°F) irrespective of site measurement 
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