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Dengue is the most important mosquito-borne viral disease in the world.
Worldwide, there were around 500,000 infections leading to 25,000 deaths each
year. Although Taiwan is not an endemic country of dengue, there were around
1,000 infections every year due to the spread from imported patients with dengue.
In particular, there were over 40,000 infections and 228 deaths in the major
outbreak in 2015. To prevent the spread of dengue is a major issue all over the
world. Development of an effective and safe vaccine used to be the best solution
to control viral diseases. However, the development of dengue vaccine
encountered many hurdles and was not successful until the release of TV005
vaccine. TVO0OS is a live attenuated tetravalent vaccine. Around 90% of adults
who were 18 — 50 years of age could develop protective immunity against all of
the 4 serotypic dengue virus after a single-dose vaccination of TV005. However,
the immunogenicity and safety of TV005 among people 50 — 70 years of age are
not clear so far. In Taiwan, people who aged 50 to 70 years accounted for over
40% of the patients infected by dengue virus every year. Therefore, to understand
the immunogenicity and safety of TV005 vaccine among people aged 50 to 70
years is important for decision of whether TVO005 1is suitable to be introduced
into Taiwan as a major intervention to control dengue. This trial is a phase II,
double-blind, multicenter, and placebo-controlled one. The study started since
Oct., 2018, we enrolled 252 subjects whose age were 50 to 70 years at three
study sites. One single-dose TVO005 vaccine or placebo was given
subcutaneously. After vaccination, detailed data of the subjective symptoms,
physical examination, laboratory examination, and titer of neutralization
antibody from all subjects were recorded.

The present trial demonstrates that the most prevalent serotypes of dengue



virus among Taiwanese aged 50 — 70 years are type II and III, the vaccinee

tolerate investigated product well.

Keyword: Tetravalent dengue vaccine, Phase II clinical trial, senior
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7. GHERSGFG L TERE B

8. WL A BIPNY FF b ira %-ﬂ ; T{f"’

9. HIV ~ HBV ~ & HCV ! 4* °

10. A7 2 ©

11, p g @ % Fups EAE (38 57 da P AL )

12. 28 = 3 i * FFFHEE (A EAZE S X @ * prednisolone 10mg 12 + > i
Fl4x 1) &L RmFrFHE

13. B2 14 2 p g SR E” F ()]33—*) uw (killed vaccine ) » 242 28
TN ¥ XA (attenuated) £ w L fv]“—"z o

14. %% -

15, 2 A K28 2P > Fa X B U TRARRY FLART A o
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APk ehi 8 2% (primary outcome)

(- )#% - & TV00S £ v 15418 72 % che foFdli B S > £ ¢ 1 x’;é—%f
W A FFEEERLLETA R AT o

(= )52 - & TV005 # 571 6+15 180 X P A cna f67 2L F s 4 & o

* Bk & %% (secondary outcome )
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(F)a¥fHamore S5 as il s FRA Y B EORES
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rFEFE 2 2.2 % (exploratory outcome )
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() #% - H TVO0S B o iddtis »— £ 3 &~ = #7 forullisF 5
fif A o
(=) #Frrme 45 F B genome-wide transcription pattern jp| Z_ °
ol A
Aips FES NP ol N L 0 02 ¢ foduil 4 s ot
Ao A RIE T PETE IR L KA T o T00 rtest K e b s ST R IE
MOt RE R I U+ 2 H T 2 Fisherexacttest & e i vt i o A enkit o
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RER AR 0 2 (78 ¢ & 47 (interimanalysis ) d 3~ AR 24 E B —*ﬁ e
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ZEERASR AT AT RF SR E L T M E Rl RS
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(N=92)

v
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250 taR X sk £ stx > B A AT st (baseline ) £
FHREFHAEGEFINA S o THEE 612460 F 097 ERE LI
(97/250,38.8%) » = #R 5 153 = (153/250,61.2%) > 250 =% 3% % & &
A o BMI L3595 248438« & fEBLMA Feg b R ELRY LR

)‘/#”/T\ % Ak
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250 PR EET FLRE AATA LD (baseline) £ % 3

a5
E >R
FHc
(n=250) (n=250)
5 (&, #F) 61£6.0 9 (3.6%)
g+ 97 (38.8%) 19 (7.6%)
BMI 24.843.8 18 (7.2%)
A Bl

R T RN Y

LIS K

Nt e A }”‘5
oA A B
< F B
s

® & FE
Hvp A
% pAp B oA Vg
AR B R ¥
SRR RCE
i F i A s
i AR B A R
SR }I—,‘a
ep F AR R
S B
@&3ﬁﬁ%
R P T

BHROFHRIRARS

o diakak £
T TRk L

58 (23.2%)
(%, n=153)
17 (11.1%)
125 (81.7%)
11 (7.2%)
142 (56.8%)

10 (4.0%)
85 (34.0%)
36 (14.4%)
65 (26.0%)
19 (7.6%)
22 (8.8%)
16 (6.4%)
42 (16.8%)
84 (33.6%)
2 (0.8%)
6 (2.4%)
47 (18.8%)
38 (15.2%)
32 (12.8%)
21 (8.4%)

0
2 (0.8%)
31 (12.4%)
1(0.4%)
13 (5.2%)
8 (3.2%)
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LT FTIRER Y B o 1 :/Zr%i s ghA, A H 2% (plaque-forming unit assay,
PFUA ) » & 47 % Fé—“z ¥} ELAE R :Lr%,:i 2w 4 i 5 1+ (dengue virus
seropositive ) B 75 > 4k = o

22 R Exirafte )5 R ?fﬁf‘i-%- 2w 4 5 2 5 (seropositive rate )

45

s

?Jzﬁflﬁif* E3 S J

N\?

Jir

h\?

A % E}%i 5= fg]’g}i:)r;ai

}iﬁrj%}

i S 7.3%(18/250) | 68.8%(170/250) | 55.9%(138/250) 4.5%(11/250)

Primary outcome :
Bk - A TVO0S B3 2 % AL 180 X R M che /67 2 F B ¢
#F 2

ARk iR 2 3 AR RER S 235" 1 5{8 21 X NIpH 1L
2T e LR BEE (solicited AE) ~ 28 = p 2EFpHp M2 23 Tk bk
% 2k ¥ % (unsolicited AE) > 2 2#pif iz = (3£ ) #0975 SAE

Buwiris 21 2 > £ 171 ¢4 30 M- BRI 2F
BE & (solicited AE) (171/250, 68.4% ) o % B 2R3k T ieékrd 2k BT &
(local solicited AE) # > 5 43 *’éi;fsiﬂ"i M- BRI T iesR 2
FRRE 1 (43/250, 17.2% ) o ~ 304 B RK T3ed? 2 F BE & 5 EMK
(grade 1, mild) - 5 164 f«;;é"ﬁi ST B PR T LR
F 2 (164/250,65.5% ) =% LA 2k BEZE 5 A% (492%) H = ;

2

e (332%) %= 50k BF (244% ) 304 2P HR Tk LF

26



BE &5 i (grade |, mild) > %

LA S 5 grade 3 (severe)

(2%,5/250) » v v > BeE /2R & # 4rB - -

w2 TIEsAA LR BRE 2 (solicited AE)
Number 4, Percentage 7 4 +*
(n, N=250) (%)

k30K T3esEH L F R E % (Local solicited AE)

A B+3R =% JF (Pain at injection site) 27 10.8
3 5+3R% i+ 4= o7 (Redness at injection site) 13 5.2
1 B3R i Fh Bk (Swelling at injection site) 10 4.0
i3 53R > 35 7 (Pruritus at injection site) 15 6.0
> EPBE T L 4F 2 F BT ¥ (General solicited AE)

% & (Fever) 7 2.8
#f K (Headache) 57 22.8
fs P% & J& (Pain behind the eyes) 32 12.8
+ 3£ (Photophobia) 17 6.8
v o /rE et (Nausea/vomiting) 17 6.8
Jk & (Fatigue) 83 33.2
sUp f (Myalgia) 61 244
i &% (Arthralgia) 51 20.4
& 7 (Diftuse rash on trunk) 123 49.2
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Vaccine-related Solicited AEs
group

Diffuse rash on trunk |

Fatigue

Fever

Headache

Arthralgia

Photophobia

Myalgia

Nausea/vomiting

Pain at injection site

Pain behind the eyes l

Pruritus at injection site |

Redness at injection site |

Swelling at injection site
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