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TAK-003 is a vaccine candidate for dengue fever that has 

been approved for use by health authorities in various 

dengue-endemic and non-endemic countries. Additional 

regulatory reviews are underway.

However, it is important to note that there is no guarantee of 

TAK-003's approval in any specific country or countries for 

use in the indications currently being investigated in the 

trials or studies mentioned herein.

The regulatory approval and use of TAK-003 are contingent 

upon the completion of clinical development programs and 

reviews conducted by regulatory authorities in their 

respective countries.
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Rapid Increase of Dengue/DHF

Average Anual Reports to WHO
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Jelinek T. Dengue-Fieber bei Reisenden. Thieme-Refresher Reisemedizin 2022; 12: 1–12

PAHO. Report on the epidemiological situation of dengue in the Americas. 
As of epidemiological week 31, 2024. Update: Aug 22, 2024  

Dengue in the
Americas 2024
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Source: WHO: Figure 2: Geographical distribution of dengue cases as reported to WHO from January to April 
2024*. https://www.who.int/emergencies/disease-outbreak-news/item/2024-DON518 accessed Sep 2024

Source: ECDC. Aedes albopictus - current known distribution: May 2024. https://www.ecdc.europa.eu/en/publications-data/aedes-
albopictus-current-known-distribution-may-2024 accessed Sep 2024

https://www.who.int/emergencies/disease-outbreak-news/item/2024-DON518
https://www.ecdc.europa.eu/en/publications-data/aedes-albopictus-current-known-distribution-may-2024


15/10/2024

5

Most hospitalizations and severe dengue 
after secondary infections1,2

CI, confidence interval; DENV, dengue virus; VCD, virologically confirmed dengue.
Sam Clifford and Stefan Flasche LSHTM, personal communication.
1. Sridhar S, et al. N Engl J Med 2018;327–340; 2. Flasche S, et al. Plos Med 
2016;13:e1002181.

Serotype of 

DENV infection

Proportion of infections that proceed to disease 

outcome during follow-up, % (95% CI)

Symptomatic 

VCD

(2 Year)

Hospitalized 

VCD 

(5 Year)

Severe VCD

(5 Year) 

DENV-1 48.7 (43.5, 53.8) 3.4 (2.2, 4.8) 0.5 (0.1, 1.1)

DENV-2 55.3 (51.4, 59.8) 12.7 (11.6, 14.0) 2.6 (2.0, 3.2)

DENV-3 30.5 (27.1, 34.4) 3.3 (2.6, 3.9) 1.0 (0.7, 1.4)

DENV-4 30.5 (27.1, 34.4) 3.3 (2.6, 3.9) 1.0 (0.7, 1.4)

>85% of hospitalizations and severe disease in seropositive individuals 

Steffen R et al. J Travel Med. 2023

Vaccine-Preventable Infections in Travellers: 

Incidence per Month
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Huits R, et al. Ann Intern Med. 2023;176(7):940-948.

GeoSentinel study; 5,958 patients with dengue, 

95 (2%) complicated dengue

Huits R, et al. Ann Intern Med. 2023;176(7):940-948.

GeoSentinel study; 5,958 patients with dengue, 

95 (2%) complicated dengue
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Huits R, et al. J Travel Med 2021;28(5):taab020. 

GeoSentinel, 9 Dengue fatalities 

GeoSentinel, 9 Dengue fatalities

• 9 detailed reports of dengue with fatal outcome 
among travelers from non-endemic countries

• 8/9 female. median age: 32 yo (range 21–63)

• 6 Primary DENV infections, 1 secondary 
infection, 1 data not reported.

• DENV-1 (n=2), DENV-2 (n=2), DENV-3 (n=3), 
DENV-1 or 2 (n=1), in one the serotype could 
not be determined.

Huits R, et al. J Travel Med 2021;28(5):taab020. 
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All travellers are at risk – no specific behaviour or

destination

Rate of asymptomatic cases is unknown

Reasons for complications are not clear

Complications increase with 2nd infection, 

Many cases develop during travel, and are treated there

Tt is symptomatic, monoclonals may be game changers

An effective protection against dengue is important

Current advice to travelers to dengue endemic regions:

Avoid travel (unrealistic)

Mosquito bite protection (incomplete)

Vaccination (?)

Dengue in Travellers: Considerations

Steffen R et al. J Travel Med. 2023

Impact and Incidence of Vaccine-Preventable 
Diseases in Travelers
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VE against VCD and hospitalized VCD 
(TAK-003)

30 days after second vaccination until end of 
Month 12 
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P<0.001

30 days after second vaccination until end of 
Month 18  

0
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100 P<0.001

Primary endpoint: 
VE against VCD at Month 12*1

Key secondary endpoint: 
VE against hospitalized VCD at Month 

18*†2

1. Biswal S, et al. N Engl J Med. 2019;381:2009–19; 2. Biswal S, et al.

Lancet. 2020;395:1423–33; 3. Tricou V, et al. Lancet. 2024;12:e257–70
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Incidences in TAK-003 group, 
n/total participants, n

Incidences in placebo group, 
n/total participants, n

61/12,700

149/6,316

13/12,700

66/6,316

VE against VCD and hospitalized VCD, 
irrespective of baseline serostatus1

.

*TIDES; Per Protocol Set dataCI, confidence interval; n, number of dengue 

incidences; TIDES, Tetravalent Immunization Against Dengue Efficacy Study; VCD, 

virologically confirmed dengue; VE, vaccine efficacy.

1. Biswal S, et al. Lancet. 2020;395:1423–33. 
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(68.5, 95.5) 
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(81.7, 95.9) 

Secondary endpoint: 
VE against VCD by baseline serostatus*

Exploratory endpoint: 
VE against hospitalized VCD by baseline serostatus*

30 days after second vaccination until end of
18 months 

30 days after second vaccination until end of
18 months 

Seronegative Seropositive Seronegative Seropositive

39/3,531

56/1,726

5/3,531

21/1,726

75/9,167

150/4,589

8/9,167

45/4,589

Incidences in TAK-003 
group, n/total participants, n

Incidences in placebo group, 
n/total participants, n
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Cumulative VE against VCD and hospitalized 

VCD 4.5 years post second dose, regardless of 
baseline serostatus 

*TIDES; Safety Set data; n, number of dengue incidences; †Reciprocal neutralizing 

titer ≥10 for one or more DENV serotypes at baseline; ‡Seronegative to all four 

DENV serotypes at baseline

1. Tricou V, et al. Lancet. 2024;12:e257–70.
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Cumulative VE against VCD at
4.5 years post second dose* 
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Exploratory endpoint: 

442/13,380

547/6,687

147/3,714

153/1,832

295/9,663

394/4,854

Incidences in

TAK-003 group, 
n/total participants, n

Incidences in
placebo group, n/total 
participants, n
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VE against each of the four serotypes, at 4.5 
years post second dose1

*TIDES; Safety Set data.

CI, confidence interval; DENV, dengue virus; n, number of dengue incidences; NE, 

not established; TIDES, Tetravalent Immunization Against Dengue Efficacy Study; 

VCD, virologically confirmed dengue; VE, vaccine efficacy.

1. Tricou V, et al. Lancet. 2024;12:e257–70. 
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Exploratory endpoint: 
Cumulative VE against VCD at 4.5 years by 

serotype*

Exploratory endpoint: 
Cumulative VE against hospitalized VCD at 4.5 years by 

serotype*
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Incidences in TAK-003 

group, n/total participants, n

Incidences in placebo group, 
n/total participants, n
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Safety profile of TAK-003 was favorable, 
regardless of baseline serostatus

SAE rates during part 3 of 

the pivotal Phase 3 trial*

TAK-003 Placebo

*Approximately 22–57 months after the first dose, TIDES; Safety Set data

n, number of participants; SAE, serious adverse event; 

TIDES, Tetravalent Immunization Against Dengue Efficacy Study.

1. Tricou V, et al. Lancet Global Health. 2024;12:e257–70.

<0.1% 
discontinuation 

In TAK-003 
recipients, regardless 
of baseline 
serostatus:1 

• No evidence of 

increase in disease 
severity 

• No increased risk 
of hospitalization 

• No deaths related 
to TAK-003

183
3,714

481
9,663

105
1,832

291
4,854

SAEs, n
Total, n

TAK-003 Placebo

SAEs, n
Total, n

Baseline 
seropositive

Baseline 
seronegative

4.9

%

5.7

%

5.0

%

6.0

%

TAK-003 integrated safety analysis

1. Patel SS, et al. Clin Infect Dis. 2023;76:e1350–9; 2. Takeda. QDENGA summary 

of product characteristics. Available at: 

https://www.ema.europa.eu/en/documents/product-information/qdenga-epar-product-

information_en.pdf (accessed February 2024).
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AEs
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systemic AEs
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AEs

Related

unsolicited local

AEs

TAK-003 Placebo

‡ §

Most frequent 
unsolicited AEs were 
nasopharyngitis (2.6%) 
and upper respiratory 
tract infection (2.3%)1

Most frequent TAK-
003-related unsolicited 
AEs were injection-site 
pruritus (0.7%), 
bruising (0.7%), and 
pyrexia (0.8%)1

Fever occurred in 8.9% 
after any dose1

Rash was an 

uncommon AE 

(≥1/1000 to <1/100)2

AEs after any dose†

908
14,627

542
7,167

1,642
3,782

437
1,703

1,655
3,782

623
1,702

815
3,830

394
1,725

114
3,830

30
1,725

AEs, n
Total, n†
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Local AEs, solicited systemic AEs, and 
unsolicited AEs were shown to be similar 
between TAK-003 and placebo groups in an 
integrated safety analysis*1

https://www.ema.europa.eu/en/documents/product-information/qdenga-epar-product-information_en.pdf
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Tolerability of the Dengue Vaccine Qdenga® in 

German Travellers: a prospective survey
Total number pre-travel visits at BCRT from Feb 2023-Feb 2024: 111,059

Doses Qdenga® applied: 26,032 (23.4%)
Female: 13,384 (51.4%)
Male: 11,255 (44.2%)
Undefined: 1,393 (5.4%)
Age Range: 4-79y
Age Average (Median) 34.7y (32y)

First Vaccination: 15,599 (59.9%)
Second Vaccination: 10,433 (40.1%)

8392

1639

1801

1564

1967
499

4056

1083

1855

Agreed being contacted: 13,845 (53.2%)
Declined: 12,187 (46.8%)

Source: Tomas Jelinek. Data on 
File

Tolerability of the Dengue Vaccine Qdenga® in 

German Travellers: a prospective survey

Total number of replies: 5,262 (38.0%)

Female: 3,036 (57.7%)
Male: 2,211 (42.0%)
Undefined: 15 (0.3%)
Age Range: 4-70+y
Age Average (Median) 34.2y (32y)

Prior Dengue Infection 237 (4.5%)

2136 
(25.5%)

405 
(24.7%)

332 
(18.4%)

411 
(26.3%)

390 
(19.8%)

84 
(16.8%)

806 
(19.9%)

194 
(17.9%)

423 
(22.8%)

Agreed being contacted: 13,845

Declined: 12,187

First Vaccination: 4,489 (85.3%)
Second Vaccination: 757 (14.4%)
No answer: 16

Already travelled: 2,904 (55.2%)
Not yet: 2,342 (44.5%)
No answer: 16

Dengue during the journey: 2

Source: Tomas Jelinek. Data on 
File
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Tolerability of the Vaccine Qdenga® in 
German Travellers: Adverse events

Local AE

Yes (any): 2521 (47.9%)

No (any): 2728 (51.8%)

No answer: 13

Systemic AE

Yes (any): 2112 (40.1%)

No (any): 3128 (59.4%)

No answer: 22

Local AEs

Pain 2521 (47.9%)

Swelling 1099 (20.9%)

Erythema1432 (27.2%)

Systemic AEs

Flu-like Symptoms 1262 (24.0%)

Fatigue 2112 (40.1%)

Fever (>38.5°C) 465   (8.8%)

Arthalgia 924 (17.6%)

Myalgia 1502 (28.5%)

Rash 881 (16.7%)

Itching 659 (12.5%)

Other 622 (11.8%)

Headache 198  (3.8%)

Tail-end events

Relapse Hashimoto 1

Myocarditis (MRT confirmed) 1

Picture: T. Jelinek

Picture: T. Jelinek

Source: Tomas Jelinek. Data on 
File

Tolerability of the Vaccine Qdenga® in German 

Travellers: Adverse Events Duration
Days

372 (80.0%) 53 (11.4%) 20 (4.3%) 6 (1.3%) 4 (0.9%) 2 (0.4%)

1309 (61.7%) 524  (24.7%) 147 (6.9%) 29 (1.4%) 24 (1.1%) 8 (0.4%)

768 (60.9%) 342 (27.1%) 82 (6.5%) 18 (1.4%) 5  (0.4%) 4 (0.3%)

705  (49.2%) 438 (30.6%) 150 (10.5%) 48 (3.4%) 16 (1.1%) 9 (0.6%)

684 (62.2%) 287 (26.1%) 79 (7.2%) 14 (1.3%) 13 (1.2%) 1 (0.09%)

1862 (73.9%) 500 (19.8%) 83 (3.3%) 16 (0.6%) 12 (0.5%) 8 (0.3%)

560 (60.6%) 238 (25.8%) 62 (6.7%) 19 (2.1%) 11 (1.2%) 3 (0.3%)

1003 (66.8%) 345 (23.0%) 75 (5.0%) 22 (1.5%) 11 (0.7%) 5 (0.3%)

334 (37.9%) 330 (37.5%) 109 (12.4%) 29 (3.3%) 12 (1.4%) 5 (0.6%)

326 (49.5%) 217 (32.9%) 63 (9.6%) 7 (1.1%) 5 (0.8%) 3 (0.5%)

292 (46.9%) 157 (25.2%) 56 (9.0%) 38 (6.1%) 21 (3.4%) 14 (2.1%)

Local Pain
n=2521 

Local Swelling
n=1099 

Local Erythema
n=1432

Flu-like Symptoms
n=1262

Fatigue
n=2122

Fever (>38.5°C)
n=465

Arthralgia
n=924 

Myalgia
n=1502 

Exanthema
n=881 

Itching
n=659

Others
n=622

1-3 4-7 8-10 11-14

8 (1.7%)

81 (3.8%)

43 (3.4%)

62 (4.3%)

21 (1.9%)

40 (1.6%)

31 (3.4%)

41 (2.7%)

62 (7.0%)

38 (5.8%)

44 (7.1%)

15-20 21-30 30+

Source: Tomas Jelinek. Data on 
File
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Tolerability of the Vaccine Qdenga® in German 

Travellers: Adverse Events Severity

Local Pain
n=2521 

Local Swelling
n=1099 

Local Erythema
n=1432

Flu-like Symptoms
n=1262

Fatigue
n=2122

Fever (>38.5°C)
n=465

Arthralgia
n=924 

Myalgia
n=1502 

Exanthema
n=881 

Itching
n=659

Others
n=622

Very weak Weak Medium Strong Very Strong

379 (15.0%)

203 (18.5%)

198 (13.8%)

46 (3.6%)

65 (3.1%)

27 (5.8%)

34 (3.7%)

77 (5.1%)

57 (6.5%)

57 (8.6%)

26 (4.2%)

1157 (45.9%)

551 (50.1%)

611 (42.7%)

279 (22.1%)

552 (26.1%)

79 (17.0%)

233 (25.2%)

482 (32.1%)

180 (20.4%)

242 (36.7%)

88 (14.1%)

814 (32.3%)

264 (24.0%)

407 (28.4%)

539 (42.7%)

862 (40.8%)

196 (42.2%)

343 (37.1%)

582 (38.7%)

270 (30.6%)

208 (31.6%)

224 (36.0%)

141 (5.6%)

65 (5.9%)

166 (11.6%)

289 (22.9%)

487 (23.1%)

104 (22.4%)

205 (22.2%)

253 (16.8%)

234 (26.6%)

101 (15.3%)

180 (28.9%)

19 (0.8%)

10 (0.9%)

36 (2.5%)

105 (8.3%)

138 (6.5%)

56 (12.0%)

104 (11.3%)

101 (6.7%)

135 (15.3%)

50 (7.6%)

93 (15.0%)

Source: Tomas Jelinek. Data on 
File

Tolerability of the Vaccine Qdenga® in German 

Travellers: Adverse Events and Co-Vaccination

AEs Any Other 

Vaccination

n=3,352

No Other 

Vaccination

n=1,892

P-Value

Local Pain 1748 (52.1%) 771 (40.8%) <0.01

Local Swelling 729 (21,7%) 381 (20.1%) n.s.

Local Erythema 936 (27.9%) 510 (27.0%) n.s.

Flu-like Symptoms 841 (25.1%) 392 (20.7%) <0.01

Fatigue 1479 (44.1%) 639 (33.8%) <0.01

Fever >38.5°C 342 (10.2%) 128 (6.8%) <0.01

Arthralgia 649 (19.4%) 279 (14.7%) <0.01

Myalgia 1045 (31.2%) 452 (23.9%) <0.01

Rash 618 (18.4%) 278 (14.7%) <0.01

Itching 437 (13.0%) 229 (12.1%) n.s.

Other 408 (12.2%) 211 (11.6%) n.s.

Source: Tomas Jelinek. Data on 
File
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Tolerability of the Vaccine Qdenga® in German 

Travellers: Systemic AE and Co-Vaccination

Co-Vaccination

AEs None Cholera YF Flu Hep A Hep 

A+B

Jap. 

Enc.

MMR Men 

ACWY

Polio TdapP Rabies Typhoid

Flu-like 

Symptoms

392 

(20.7%)

45 

(20.4%)

122 

18.9%

27 

25.2%

72 

22.4%

29 

(16.8%)

214 

(28.7%)

8 

(17.4%)

49 

(31.4%)

30 

25.6%

49 

(36.3%)

423 

(27.9%)

229 

(25.6%)

Fatigue 639 

(33.8%)

87 

(39.4%)

250 

38.8%

40 

37.4%

138 

42.9%

58 

(33.5%)

363 

(48.7%)

16 

(34.8%)

74 

(47.4%)

49 

41.9%

68 

(50.4%)

728 

(48.0%)

395 

(44.2%)

Fever 

>38.5°C

128 

(6.8%)

17 

(7.7%)

38 

5.9%

9 

8.4%

25 

(7.8%)

8 

(4.6%)

89 

(11.9%)

1 

(2.2%)

15 

(9.6%)

8 

6.8%

16 

(11.9%)

166 

(10.9%)

87 

(9.7%)

Arthralgia 279 

(14.7%)

36 

(16.3%)

96  

14.9%

17 

15.9%

51 

(15.8%)

20 

(11.6%)

161 

(21.6%)

5 

(10.9%)

37 

(23.7%)

15 

12.8%

29 

(21.3%)

314 

(20.7%)

160 

(17.9%)

Myalgia 452 

(23.9%)

57 

(26.0%)

166 

25.8%

32 

29.9%

106 

(32.9%)

51 

(29.5%)

254 

(34.1%)

16 

(34.8%)

53 

(33.9%)

30 

25.6%

55 

(40.7%)

501 

(33%)

284 

(31.8%)

Rash 278 

(14.7%)

38 

(17.2%)

57 

8.9%

18 

16.8%

48 

(14.9%)

22 

(12.7%)

139 

(18.7%)

3 

(6.5%)

34 

(21.8%)

23 

19.7%

31 

(23.0%)

321 

(21.1%)

169 

(18.9%)

Itching 229 

(12.1%)

23 

(10.4%)

64 

9.9%

7 

6.5%

45 

(14.0%)

21 

(12.1%)

101 

(13.6%)

5 

(10.9%)

26 

(16.7%)

16 

13.7%

18 

(13.3%)

194 

(12.8%)

113 

(12.6%)

Other 211 

(11.6%)

19 

(8.6%)

57 

8.9%

9 

8.4%

41 

(12.7%)

17 

(9.8%)

92 

(12.4%)

4 

(8.7%)

27 

(17.3%)

12 

10.3%

20 

(14.8%)

191 

(12.6%)

86 

(9.6%)

N= 1,892 221 644 107 322 173 745 46 156 117 135 1,518 894

Source: Tomas Jelinek. Data on 
File

Dengue Vaccination in Travellers: 
Problems and Challenges

• Dengue is well known by many travellers, 
• Reports of dengue outbreaks motivate travellers
• Image of dengue vaccine suffered from CYD-TDV
• Awareness of potential ADE risk in experts
• Public expert statements tend to be over-

cautious, ignoring the risk of infection
• Complaints by vaccinees after checking internet
• Enormous increase of mails and phone calls
• Vaccinees informed about SE of vaccination
• Last minute vaccination not advisable due to SE
• Vaccine is expensive, 
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Questions?

Picture: T. Jelinek


