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STUDY SITE (1)

THAILAND

Thai-Myanmar border

Kanchanaburi Province
Sangkhlaburi District

Ethnic groups:.
Karen, Mon, Thai, Burmese




STUDY SITE (2)




STUDY SITE (3)
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BACKGROUND
Rickettsial Diseases in Sanghklaburi (2)

The AFRIMS/ Kwai River Clinical Center Fever Project
First 150 felnle voluears awdied (July 1999-February 2000)
e 3%: serccaovatnfa SFG nd<ettsioses (IFwith R. nakettsin)
« SFG antibodies: 9%
» serOaxevalance of Efviichiaspp.

E. chaffeasis 3 %

A. phagooytgohila 5 %




OBJECTIVES

AFRIMS study ofthe etidiogy of udifferatiated fevar sydrames in
Sangkhlabun District
Determime whether

human ehriichiosis and / aor SFG nd<ettsiosis

may sene as etdogc agatsfafevars




MATERIAL AND METHODS (1): Patients

Patiatsreauited framthe populationofadulswwo presa ttio KRCH far:
Ordtemparatre = 38° C OR with histaryoffeva-durgthe past 48 hours.
Particulariy if rash, artivapod biteareschar

Exclusion Criteria;

» Patiatsunnilliingaruabie to
rovde bloodsamples 2-6 weeks
aftatheday dfaydma




MATERIAL AND METHODS (2): Samples
(WRAIR protocdl 745,596)

Blood Sampling:

6.5 cc ACD for routine laboratory investigation,
molecular assays and rodent inoculation

5 cc (clotted) to be fractionated, sera used for
Immunofluorescent serology and western-blot

1 cc (heparinized) for isolation in cell-culture
systems

Skin biopsy of rash and/or eschar

Setto Unitedes Ridettsies
PrD. Raoulkk

WHO Collabaratve Cantearfar
Ridkettsial Refaraxe ad
Research nMar=ellle

FHaxce




MATERIAL AND METHODS (3): Testing

Diagnostic tools:

 |F serology using a panel of 13 rickettsial antigens
acute and convalescent (Day 21) samples
completed by Western blot

* PCR detection using
OmpA and gltA specific primers (Rickettsia sp.)
16SRNA gene primers (Ehrlichia sp.)

 Cdll cutureby the shéell-viall technic

RIAP RITT RHON RHEI RAT1 ATy RHEL OTSU

}
I




RESULTS

14 CONFIRMED RICKETTSIOSES

« 3 cases of murine typhus (R. typhi)
« 3 cases of scrub typhus (O. tsutsugamushi)

» 8 cases of SFG rickettioses (?)




3 cases of murine typhus: R. typhi

N® Age Clinical particularities IF R. typhi
AFRIMS (y) TITERS
IgG/IgM
Fever Diffuse Eschar Local Other
rash nodes
H199 35 Yes No NoO Femord Chills N°1: 16/256
left Headache  N°2: 512/256
H431 37 Yes No No NoO Chills N°1: 64/8
Headache = NI°2: 512/256
NaLisea
N
H444 20 Yes No No No Headache N°1: 0/64
N°2: 128/256




Cases of scrub typhus (1): H 535

35-yearaldThal Man

Seveare. 3-dayfever
+ chillls + headache + vomitig

Fallureofa 5-day ceftriaaae

Recovaedviith Daxyoydine

Removed multide artivgoods after judietirps




H 535: multiple bites




H 535: diagnosis

Serdogy IF (IgG/IgM) Acute | ate

O. tsutsugamushi  Gillliam 0/32 256/32
Kap 0/8 256/32
Kato 0/0 0/0
Kanazaki 0/8 0/8

R. japaica 0/16 0/16

R. helvetica 0/16 0/16

R. haa 0/8 0/8

PCR bigosy: negative

Biopsy/Blood cultLre. negative




Cases of scrub typhus (2): H 541

50-year-old MonWoman

3-day Fever + Chills
ESCHAR + RASH

After Grass Cutlr g
Chraxwcalcoholism
NoO bite naticed

Recovared
with Daogyoydine TRT




3 eschars

H 541

Rightcalf 4 cm

calf. 3 cm

L

Shouldar: 4 cm




H 541: Macular rash




H 541: diagnosis

Serdogy IF (IgG/IgM) Acute | ate

O. tsutsugamushi - Gillliam 128/64 128/16
Kap 0/0 0/0
Kato 0/0 0/0
Kanazaki 0/0 0/0

R. japaica 0/32 0/32

R. helvetica 0/32 0/32

R. haa 0/16 0/16

PCR bigosy: negative

Biojpsy/Blood cultLre. negative




Cases of scrub typhus (3): H 548

42-year-old MonMan

3-day Fever + Chills
+ Headache
Multxdle bites after
atrp Niothe Juge
Recovaed
with Dogyoydine TRT




H 548: multiple bites




H 548: diagnosis

Serdayy IF (IgG/IgM)
O. tsutsugamushi - Gillliam
Karp

Kanazai
R. japaica
R. haei
R. helvetica

PCR bioosy: negatve

ACUte

0/0

0/0
0/0
0/0

0/0
0/8
0/16

Biopsy/Blood culture: negative

Late

512/128
512/0

0/0

0/0

16/16
0/8
16/16




8 cases of SFG rickettsioses (1)

Age | Comments | Fever | Rash | Eschar | Nodes | Other SFG |WB
1IgGl/Ig
M
H111 | 50 Severe Yes | Yes Yes No Chills | R. conoril
Abdom. Indian
Left Rales N°1:
Knee Confus. 12816
Tpenia
Anemia N°2:
128/16
H131 | 45 Severe Yes | No No No | Nausea | R.conorii f 4
Vomiting Indian
Diarrhea NP1 64/32
Jungle HMG '
trips SPM | N°2: 64/32




8 cases of SFG rickettsioses (2)

Age | Comments | Fever | Rash | Eschar | Nodes | Other SFG |WB
1IgGl/Ig
M
H380 |35 Jungletrips | Yes | No Yes No [ Shiines R. +
heaped H,\?adaChe helvetica
ausea
Severe edge vomiting
. . 0.8cm Coughing N°1:
Tick bite Myalgia 64/256
one HMG
week before WBC 14 NC2:
16/128
H191 (37 Insect” Yes | No No No [ hiines R. +
entered the left Headache |\ |\ atica
ear ? Nausea
vomiting
Coughing N°1: 0/16
Myalgia
WBC 19.8 N°2:
GGT 168 128/32

ALT 88




8 cases of SFG rickettsioses (3)

Age | Fever | Rash | Eschar | Nodes Other SFG WB
IgG/IgM
HO46 53 Yes NO Yes No Cfglrll:lr;:ﬁs SFG: I§h IRc | +
Headache N°1'.32/8
Myalgia N°2: 64/8
Chilliness SFG: Rh/Rc
H284 70 Yes No No No Headache A +
Nausea vomiting N°1: 0/32
Abdominal pain o
HMG N°2: 32/32
AnemiaHb 9
Chilliness Rh:
H207 28 | Yes | No No No Headache | et 16108 |
Nausea vomiting N°2: 16/64
Resp. Rt:
Myalgia o
N°1: 64/128

N°2: 32/32




8 cases of SFG rickettsioses (4): H 492

49-yea-dd Karen\Woman
3-day Fever + Chillls

Retrogoedive questa T Y g,
Removed atidk
ffom harbody

10 days pafever




H 492: tick-bite eschar




H 492: diagnosis

Serdayy IF (IgG/IgM) Acute Late
R. helvaetica 64/16 32/16
R. hael 128/0 64/0
R.caoxn 64/8 32/8
PCR bioosy: negative

Biopsy/Blood cultLre: negative




In process: Cross absorption studies

TIQ. THAILANDE : R.JAP R.ITT R.HON R. HEI R.AT1 R.TYP R.HEL O.TSU

serumn®: 2111888 13/ THAILANDE

RJAP RITT RHON RHEI RAT1 RTYP RHEL OTSU

=erclogie : R, JAP
R.ITT
R. HON
H. HEI
R. AT1
R. TYP
R. HEL
0.TsU

16/8
016
16/256
3232
0/32
0256
64/256
0/0




CONCLUSION




CONCLUSION (1)

Rickettsial diseases are causes of fever in the
Thai-Myanmar border:

 Murine typhus

e Scrub typhus

« SFG rickettsioses




CONCLUSION (2)

SFG Nndkeatssioses: what is the causative RickatlSa’?

o R. hanarard Thaitidktyphus Rickettsia
associated withtidss nThaillad
notnvaolved Nthese cases

e R.caxawirda ? R. helvatica?

« Otheratss reacdtrgnd<ettsia ?




CONCLUSION (3)

Human Ehrlichioses ?

 NOtdemadairasd

+ Severd rna/wvehrichiae detected fram udkss

Postar sessiion: abstract 456




CONCLUSION (3)

Empiric treatment of patients
with unspecific febrile diseases

Place of a 7-day doxycycline treatment ?
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