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Attenuated dengue serotype 2 construct
5-1{C [prM E NST | 2A |2B NS3 Al 4B NS5 -3
A—— A A o

Chimeric dengue serotype 2/1 construct
5-1[C [prM E NS1 | 2A |2B NS3 Al 4B NS5 -3
A A A

Chimeric dengue serotype 2/3 construct
5-1[C |prM E NST | 2A |2B NS3 Al 4B NS5 -3
A A A

Chimeric dengue serotype 2/4 construct
5-1[C [prM E NS1 | 2A |2B NS3 Al 4B NS5 -3
A A A
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Add equivalent volume of diluted

A virus to 96-well plate containing
diluted serum

; Virug s neutralized
Decrease serum concentration (2-6°C overnight)

Start dilution - 1:10
2-fold serial dilution <

Seed Vero cells in 96-well plates
Incubate 18-24 hours at 37°C
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Plaques are visualized by Immunostain Transfer virus/serum mixture to confluent monolayers on
96-well plate
-Adsorption of virus is performed at 37°C for 90-120 minutes
Methylcellulose is added to each well and plates are
incubated for a specific number of days (virus dependent)

Figure 2
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Figure 3 A
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Figure 4 A
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Figure 4 B
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Figure 6
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Figure 7
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Screened
N=23401
Not enrolled
n=3302
Enrolled & randomized
n=20,099
[ I I
Placebo TAK-003
n="5598 n=13401
Not treated n = 11 Not treated n= 17
f protocol volaton < o 15withdrawn by parents
9 W|thdrawn by parents 2 Other reasons
1 other reason
Received first dose Received first dose i
0=6,687 0= 13381 Safety set
Discontinued before dose 2 Discontinued before dose 2
5 adverse events 5 adverse events
5 lost to follow-up 16 lost to follow-up
6 pregnancies n > 11 pregnancies
2 protocol violations 4 protocol violations
102 withdrawn by parents 181 withdrawn by parents
2 other reasons 10 other reasons
Received two doses Received two doses
n= ?,573 n= 1|3,164
Completed Part 1 Completed Part 1
n= I6,521 n= 1|3,038
Evaluated for illness Evaluated for illness Per protocol
n=6,316 n=12700 efficacy analysis
Immunolgenecity Immunodenecity Per protocol
analysis per protocol analysis per protocol immunogenecity
n=1.247 n=2518 analysis
Intlly Intlly Intally el Efficacy analysisis
seronegative seropositive seronegative seropositive by initial
n=1832 n=4852 n=3714 n=3714 serostatus
Figure 9
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Figure 10A
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Incidence of Hospitalized VCD Cases
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Month 0 Month30  Month145  Month159  Month18.0
Placebo-Seronegative n=1:832 n=1827 n=1776 n=94 n=7
Placebo-Seropositive n=4:852 n=4823 n=4,700 n=220 n=6
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