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i World's
. Deadliest

-
crsor N Animals
4&_ 500 Hippopotamus

-S— Number of people

killed by animals per year
ME.OOO Tapeworm

3 -

% 2,500 Ascaris roundworm
* 10,000 Freshwater snail (schistosomiasis)
.

% 10,000 Assassin bug (Chagas disease)
: 7

10,000 Tsetse fly (sleeping sickness)
=

= 25,000 Dog (rabies)

Mosquito
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e Chikungunya

* Dengue

e Eastern equine encephalitis

* Filariasis, including dirofilaria, which causes dog heartworm
e Jamestown Canyon virus disease

* Japanese encephalitis

* LaCrosse encephalitis

e Malaria

* Rift Valley fever

* Ross River virus diseaseo St. Louis encephalitis
* Venezuelan equine encephalitis

* Western equine encephalitis

* Yellow fever






ERR5E

2o ANEMBEE A
S—EME_HERER
« BERBHAR - ofERBRET]

« BRECGRARAA (FRIZ2FE_H ) ARSEMRERE
FEFRENE

%
S

[ J
N]J
|




I

SEERERIGEE

T Rk 5t 2 R AN E A 8~12 BT
(BES1E~%58) Bt el A (5 b5 B A
%717 pEH B4 B A 3 7 )

1 5 7 17 %"
0 5 10 15 20 25 30 B 2%

1 1

3542 5% 7] % 9% B R— kIR F34% 5% B

10 31
P Fomm e -
1, ::.,y 7+3 17+14
o (wReaaBRHB3IX) (REBERHI4X)

BEHBRAITTAR 42 Rk —ikmpEma (BiKEA3~148)



Days of iliness 1 2
Temperature La
:

Potential Dehydration
clinical issues .
Laboratory
changes ‘Hematoc i

Viraemia
Serology and
virology

Course of dengue illness: Febrile

Critical

7 8 9 10

Reabsorption
Fluid overload

Platelet

Recovery Phases

ERFE @ Handbook for clinical management of dengue,

WHO 2012
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PHIR 827 KASE

» SEElERAT

« %3-4H => maculopapular, rubelliform

CBIERIR = R

a red sea

s B HERB
e 5 B HDENV3EE - EEZRADENV], DENV2,

DENV4

SEARO Dengue Guideline 2011
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« —ARIEA ~ K2~ BRMRIRENHEE S =
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- REMINBEEE (abnormal hemostasis)
- [M#T2 % (plasma leakage)
- BREEENARE - A LEME FNEEBRRE - HEZEER
- ithEhE R - FEEKE - 5 - HEH"“%?TQ
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SEARO Dengue Guideline 2011
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DENV-1 DENV-2
DENV-3 DENV-2
DENV-4 DENV-2
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Am J Epidemiol. 1984; 120(5): 653—669.
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MEK{E B (< 5000 cells/mm?3)
o M/PNRIET (< 1088 cells/mm3)

« FHFINgE F
« AST <200 U/L
« AST/ALT > 2

+ PT, aPTTHE &
- {EIMaER - EMES

o UM BE MAE

» ESRA S (BT RLAE Bl —fix UMM IR 52)

SEARO Dengue Guideline 2011
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« FIRARTIR - AFESKESK
BRAAEE 7 B e R CrmiE e FEE & B i |
%DF%LJIH/J\T&EEZK M/t Ean#arE £6.5 — 53/)\F
« BENH10-158%cells/mm3
ﬁ—:—tb@ 1E675A10%'cells/mm3 Er5&cells/
mm38tH=
- BB MELE —ﬂ ~10%
« FFIhBE =FF : AST > ALT
s ARNMBENZEELIERE

SEARO Dengue Guideline
2011
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RESEARCH ARTICLE

Symptoms associated with adverse dengue
fever prognoses at the time of reporting in the
2015 dengue outbreak in Taiwan

Chun-Yin Yeh', Po-Lin Chen?, Kun-Ta Chuang?®, Yu-Chen Shu?®, Yu-Wen Chien®®, Guey
Chuen Perng’, Wen-Chien Ko?, Nai-Ying Ko'**

1 Institute of Allied Health Sciences, College of Medicine, National Cheng Kung University, Tainan, Taiwan,
2 Department of Medicine, College of Medicine, National Cheng Kung University, Tainan, Taiwan,
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Public Health, College of Medicine, National Cheng Kung University, Tainan, Taiwan, 6 Department of
Occupational and Environmental Medicine, National Cheng Kung University Hospital, Tainan, Taiwan,

7 Department of Microbiology and Immunology, College of Medicine, National Cheng Kung University,
Tainan, Taiwan, 8 Department of Nursing, College of Medicine, National Cheng Kung University and
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2015 Outbreak

e 22,777 laboratory-confirmed dengue patients

* Mean age was 45.6 years (standard deviations [SD] =
21.2)

* 50.4% were female

* Severe symptoms: 3.3% (396/11,922)
* Admitted to the ICU: 3.7% (337/9197)
* Death: 0.8% (189/22777)



Signs and Symptoms

* Most common symptoms
* Fever: 21135 (92.8%)
* Myalgia: 6048 (26.6%)
 Headache: 5093 (22.4%)

* Factors associated with mortality
* Increasing age
* Respiratory distress
* Altered consciousness
* Thrombocytopenia at the time of reporting



Clinical presentation and duration of dengue in elderly patients (aged = 65) and young
adults (aged =65) in an ED

Clinical variable Patient number (% )* P values
Young patients, Elderly patients,
n= 162 n= 31
The period between symptoms 39+ 24 23+ 18 001
onset and ED arrival, mean + 5D
Symptomy/signs of dengue during the ED stay
Isolated fever 29 (17.9) 13 (41.9) 003
Typical presentations of dengue” 123 (75.9) 13 (41.9) =001
Detailed symptom/signs
Fever 160 (98.8) 29 (93.5) 12
Maculopapular rash 60 (37.5) 2 (6.5) 001
Headache 50 (30.9) 7 (22.6) 35
Myalgia 41 (253) 6 (19.4) 48
General malaise 38 (23.5) 8 (25.8) 78
Bone pain 36 (22.2) 4 (12.9) 24
Hemorrhage® 34 (21.0) 6 (19.4) 1.00
Retroorbital pain 7 (4.3) 0(0) 060
Arthralgia 6 (3.7) 1(3.2) 1.00
Neurologic abnormality® 1(0.6) 1(3.2) 30

¢ Data are expressed as case numbers {percentages), unless indicated specifically.
b Fever plus at least 1 of following symptoms: bone pain, myalgia, arthralgia,
retroorbital pain, headache, and maculopapular rash.

Am J Emerg Med. 2013 Feb 8
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 Virus isolation

. L . R -
« Viral nucleic acid detection i
« RT-PCR EPNEEL Y
. BURSIEEAAL - SEEES0-100%] =
« Viral antigen detection -
. - . SIEE]1-
» NS1 protein : U E60 - 75% 6%

H—1471-80%

« Immunological response based tests
« IgM and IgG antibody assays

SEARO Dengue Guideline 2011
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o« HIRKZR
« IgM : E815E3 - SKEBHIR - Oli54E2 - 3MEH
 I9G: BE1FABILIR - olISEHE
o _ WK
» QMBS BVER# R AR
» IQGREEFAESEE @ WoHERS
« [gM/IgG ratio < 2.6

SEARO Dengue Guideline 2011
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024084%% ’*‘LNSl#mﬁ? /P é Dengue NS1 | % %= 3 *3| DIAGNOSTI
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R AR E-32 B | Dengue NS1 | & ¥ CS, INC.
P Ag+Ab

Combo
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@ World Health
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**Dengue guidelines for diagnosis, treatment, prevention and control, WHO 2009.
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NRFEEAZEREZE

- M AERISCEEERMIEAE.
« E4TSRARU N/S, Ringer's lactate or Hartmann's
solution.
. R

ECYE
s EATEEAESERTERNRESZEHE - BU/OEEK
#9 0.5 ml/kg/hrBT]

- kBT E S REE24-48 /)\5.
e IFIFEARNE ZE R R BSR4 %%E;MEQD U/O, Hct,

vital signs, peripheral perfusion =
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- ZREIEEMNAEILESE - YERRZEL F=IERE:
* the corresponding haemodynamic state

* response to fluid therapy
* the acid-base balance

. 1@15’@5’]?&:51&@ :'EE'TEEJE@QVF%E’JELHH
B PSS B B aERNIARNS - B
SAAXLIM - WHER Mﬁiﬂﬂtb’éﬁ

o EZ AL MEZENZEifresh whole blood or PRBC
. /xﬁw?)ﬁiiiw‘ﬁﬂimﬂﬁkﬁHjJI[lH—J,Z\ B/ NS FFP
« BNIREZPREMNE ME20.5 ml/kg/hour LUk G 35 Y,

fluidoverload.

« EREARIEE - S ERDEFIkERE

- {B=MIE=E A osmotic diuresis MEB B BB M B KRTE. 3SR
"BERIREHL" HERZE
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UMM BB T
« FRIREBIE 48 /N8 B EE &
« BRIRARILEZ == (general well-being, appetite,

naemodynamic status, urine output, no respiratory
distress)
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65 EM - 1£00 - 10/16/ & 24
N =

ssan L o FEHRE ARS8 (D1=10/15)
olERaba © AR R E
el . T/P/R=38/83/19, BP=138/86

-5« Hb=9.7, PLT=121K, WBC: WNL, Seg=78%, Cr=7.3

* Keto1lamp + N/S 250ml

* Dx: URI/pharyngitis

* FF1L panadal, keflex and peace x 3 days
* MBD (10/16 11AM)
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Dengue without warning signs
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T IFIFRE#ERE TR SO *

(FHolliday-Segar N30 LR KRR E N A 2R EE H
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3K

pAN =/\
N #l==2 (7A.M 10/19(D5)
Al * SOB and chest discomfort for 2 days
AEIRSGEN o T/P/R=37.4/103/24, BP=116/94

* uscle soreness(+), low grade fever(+)
P.E&R.O.S ' ’
abd pain (+), deny URI symptoms or rash

« WBC=7.5K, Hb=15, PLT=37K, ALT=73,
Lab BUN/Cre=121/10, ABG=7.322/22/63/11.3,
INR=1.15, aPTT1=39.4

* EARE (11AM)
* Abd echo: ascites (+), CXR: bil lower lung
A=} - .
infiltrate(+), cardiomegaly(+)
* Diagnosis: DF + thrombocytopenia, acute on CKD
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s T ERRR?
- Dﬁl%‘ni&?)!%i%%ﬁﬁ%lﬁbﬁ%ﬁ@ﬁﬁ%@ ( BETEcritical phase

- =EAZEREIZ(warning signs)
c NERZEEFEE?
- DSH BREE =S /0B B S % Acritical phase
e Vital signs A= "FH 1 BPME - 2R BB EREERC
oHBEmER




i 8= & E’J%TE&%EW% ?

Hct _[:ﬂ,fﬁiPLT IR
o —K7% Hb=9.7»15, PLT=121K=>»37K

Qu

Clinical fluid accumulation
* Abd echo: ascites (+)
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2017/12
suspension of the

dengue vaccination program
2017/11

Sanofi Pasteur: Dengvaxia is more risky for people

not previously infected by the virus
2015/12:

~ The Philippines grants marketing approval to Dengvaxia
2014: phase 3 trial 3 5_pijlion to purchase the vaccines.

—

2016/2:
nationwide launch of Dengvaxia.

2016/3:

WHO: Dengvaxia may be ineffective or

may even increase that risk in those who are seronegative
at the time of first vaccination

2016/4:
school-based dengue immunization program



Updated SAGE recommendations on
the use of CYD-TDV (Dengvaxia®)

* Pre-vaccination screening strategy
* Dengue virus IgG

* Rapid diagnostic tests - could be considered in high
transmission settings

* Age: 9 to 45 years
* Three dose series given 6 months apart
* No data on the use of booster doses

http://www.who.int/immunization/diseases/d
engue/revised_SAGE_recommendations_deng
ue_vaccines_apr2018/en/



Dengue vaccine pipeline status

TOENV-PIV + Butantan-DV
TOENV-PI CYD-TDV
TOENV-LAV L (TV003)
y WRAIR,
by WRAIR GSK & Flocruz by Butantan
(Hoterologous > Institute”

by Sanofi
Pastour

Ina at Live attenuate
peime boost) FAcHivaiec) (Live attenuated) amicin Vated)

TVOONTVO0S TDV
by NIAID by Takeda

(Live attenuated) {Live attenuated)

SLOGAL DERGE + AEDESTALENTTED
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