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Supplemental Materials

Severe dengue case definition

Virologically-confirmed dengue cases were classified as severe if they fulfilled the World

Health Organization 1999 definition of DHF grade I, II, III, or IV, i.e.,:
Clinical Manifestations

a) Fever: acute onset, high and continuous, lasting 2-7 days.

b) Any of the following hemorrhagic manifestations (including at least a positive tourniquet

test): petechiae, purpura, ecchymosis, epistaxis, gum bleeding, and hematemesis and/or

melena.

Laboratory findings

a) Thrombocytopenia (platelet count=100 000/mm3 or less).

b) Plasma leakage as shown by hemoconcentration (hematocrit increased by 20% or more) or

pleural effusion (seen on chest X-ray) and/or hypoalbuminemia.

The first two clinical criteria, plus thrombocytopenia and signs of plasma leakage are

sufficient to establish a clinical diagnosis of DHF. Pleural effusion (seen on chest X-ray)

and/or hypoalbuminemia provide supporting evidence of plasma leakage.

DHF was graded as follows:

Grade I: Fever accompanied by non-specific constitutional symptoms; the only hemorrhagic
manifestation is a positive tourniquet test.

Grade II: Spontaneous bleeding in addition to the manifestations of Grade I patients, usually
in the form of skin and/or other hemorrhages.

Grade III: Circulatory failure manifested by rapid and weak pulse, narrowing of pulse
pressure (20 mmHg or less) or hypotension, with the presence of cold clammy skin and

restlessness.

Grade IV: Profound shock with undetectable blood pressure and pulse.

The additional signs and symptoms were also taken into account by the IDMC when defining

severe dengue:

1) Thrombocytopenia: platelet count ≤ 50 000/mm3

2) Any hemorrhage requiring blood transfusion

3) Objective evidence of capillary permeability documented by one or several of the

following:

a) Increase in hematocrit by ≥ 20% compared to normal for age, or [(Maximum

hematocrit-minimum hematocrit)/min]*100% ≥ 20%
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b) Pleural or abdominal (ascites) effusion (diagnosed either by clinical signs or

radiography or other imaging method)

c) Hypoproteinemia

4) Signs of circulatory failure manifested by:

a) Narrow pulse pressure < 20 mmHg, or hypotension for age (as defined by

systolic pressure < 80 mmHg in children < five years and systolic pressure < 90

mm Hg in children ≥ five years), and

b) Rapid and weak pulse, and

c) Signs of poor capillary perfusion (cold and clammy extremities, delayed

capillary refill).

5) Visceral manifestations such as:

a) Neurological symptoms (convulsions or change in level of consciousness)

b) Hepatic failure or elevation of hepatic enzyme (> 5-fold normal level)

c) Metabolic (hypoglycemia) or electrolyte (hyponatremia, hypocalcaemia)

disturbances or volume overload (acute pulmonary edema or congestive heart

failure)

d) Other visceral manifestations such as cardiomyopathy, acute renal failure,

acute respiratory failure, cholecystitis
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Table S1. Incidence of hospitalized VCD during the entire six-year follow-up period, each phase of the trial for each serotype.

Serotype CYD-TDV group Control group Relative risk
(95% CI)Cases Annual incidence

rate (95% CI)
Cases Annual incidence

rate (95% CI)
Active phase (Y1–Y2)
Any 32/2 621 0.6 (0.4–0.8) 30/1 312 1.1 (0.7–1.6) 0.53 (0.31–0.91)
1 8/2 621 0.1 (0.1–0.3) 9/1 312 0.3 (0.2–0.6) 0.45 (0.15–1.30)
2 20/2 621 0.4 (0.2–0.6) 15/1 312 0.5 (0.3–0.9) 0.67 (0.32–1.40)
3 1/2 621 <0.1 (0.0–0.1) 3/1 312 0.1 (0.0–0.3) 0.17 (0.00–2.08)
4 0/2 621 0.0 (0.0–0.1) 2/1 312 <0.1 (0.0–0.3) 0.00 (0.00–2.66)
Unserotyped* 3/2 621 <0.1 (0.0–0.2) 1/1 312 <0.1 (0.0–0.2) 1.50 (0.12–78.81)
Hospital phase (Y3–Y6)
Any 85/2 098 1.0 (0.8–1.3) 46/1 058 1.1 (0.8–1.5) 0.93 (0.64–1.36)
1 21/2 098 0.3 (0.2–0.4) 11/1 058 0.3 (0.1–0.5) 0.96 (0.44–2.21)
2 29/2 098 0.4 (0.2–0.5) 11/1 058 0.3 (0.1–0.5) 1.33 (0.64–2.95)
3 21/2 098 0.3 (0.2–0.4) 10/1 058 0.2 (0.1–0.4) 1.60 (0.48–2.52)
4 15/2 098 0.2 (0.1–0.3) 12/1 058 0.3 (0.2–0.5) 0.63 (0.28–1.47)
Unserotyped* 0/2 098 0.0 (0.0–0.0) 3/1 058 <0.1 (0.0–0.2) 0.00 (0.00–1.22)
Entire study (Y1–Y6)
Any 117/2 272 0.9 (0.7–1.0) 76/1 142 1.1 (0.9–1.4) 0.77 (0.57–1.05)
1 29/2 272 0.2 (0.1–0.3) 20/1 142 0.3 (0.2–0.4) 0.73 (0.40–1.36)
2 49/2 272 0.4 (0.3–0.5) 26/1 142 0.4 (0.2–0.6) 0.95 (0.58–1.59)
3 22/2 272 0.2 (0.1–0.2) 13/1 142 0.2 (0.1–0.3) 0.85 (0.41–1.84)
4 15/2 272 0.1 (0.1–0.2) 14/1 142 0.2 (0.1–0.3) 0.54 (0.24–1.20)
Unserotyped* 3/2 272 <0.1 (0.0–0.1) 4/1 142 <0.1 (0.0–0.1) 0.38 (0.06–2.23)
* RT-PCR was unable to establish dengue serotype in virologically confirmed cases.
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Table S2. Incidence of hospitalized VCD during the study for any serotype, in

children aged 4–5 years at enrolment into the initial study.

Time
period

CYD-TDV group Control group

Relative risk
(95% CI)Cases

Annual
incidence

rate
(95% CI) Cases

Annual
incidence

rate
(95% CI)

Year 1 1/482 0.2
(0.0–1.2)

2/230 0.9
(0.1–3.1)

0.24 (0.00–4.58)

Year 2 3/465 0.6
(0.1–1.7)

1/219 0.4
(0.0–2.3)

1.41 (0.11–74.17)

Active
phase

4/474 0.4
(0.1–1.0)

3/225 0.6
(0.1–1.9)

0.63 (0.11–4.32)

Year 3 5/393 1.4
(0.5–3.2)

1/192 0.6
(0.0–3.1)

2.44 (0.27–115.54)

Year 4 5/393 1.3
(0.4–2.9)

3/192 1.6
(0.3–4.5)

0.81 (0.16–5.24)

Year 5 4/387 1.0
(0.3–2.6)

0/192 0.0
(0.0–1.9)

NC

Year 6 12/370 3.2
(1.7–5.6)

5/184 2.7
(0.9–6.2)

1.19 (0.39–4.32)

Hospital
phase

26/386 1.7
(1.1–2.5)

9/190 1.2
(0.6–2.2)

1.42 (0.65–3.45)

Entire
study

30/415 1.2
(0.8–1.7)

12/202 1.0
(0.5–1.7)

1.21 (0.60–2.60)

NC, not calculable.


