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All about acute undifferentiated febrile diseases

Nil

Abrupt onset of fever of unknown origin,
headache and rashes in an elderly farmer

CASE PROFILE*

Reason for admission

A 60-year old male farmer presented to the physician with abrupt
onset of fever of unknown origin for 5 days, headache and rashes.

There was no history of travel to another place.

On physical examination, an eschar was observed in the left upper arm
near the axilla.

Laboratory investigations

Platelet count: 70,000/MI

Aspartate aminotransferase: 144 U/L

Alanine aminotransferase: 444 U/L

Malaria strip test and blood smear for malarial parasite were negative

Weil Felix reaction and IgM ELISA for scrub typhus (Orientia
tsutsugamushi) was positive.

Physical examination
An eschar was observed in the left upper arm near the axilla

Travel history

Diagnosis: Scrub typhus

*Denotes a fictitious case



Scrub typhus: Diagnosis and management

Scrub typhus is a rickettsial infection caused by
Orientia tsutsugamushi and is transmitted to humans

through vector mites'?

Clinical Clues3-*

Abrupt onset of fever

* Lately it is presented as painless ulcers (5-20mm)

Lymphadenopathy

with black necrotic center surrounded with pink

areola (resembling cigarette burn)é

Eschar at the site of bite*

* Seen in relatively warm and moist body parts (neck,

*Eschar is an ulcer with black necrotic center and erythematous border

Eschar: A typical scrub typhus marker

* The incubation period is around 10-12 days. It can

arm pits, waist, groins, under the breasts) ¢

How to predict scrub typhus?*

Parameters supporting scrub typhus

Parameters against scrub typhus

also vary from 6 to 21 days® diagnosis diagnosis
+ Eschar + Bone pain or bleeding manifestations
*  Maculopapular rashes develop on the trunk by the _ or WBC <5,000/mm? or AST >500 U/L
. . + Regional lymphadenopathy (Dengue)
end of one week, which may spread to the limbs?® 9

* Fever 28 days + Loose stools (Enteric fever)

* Eschar at the site of vector bite is a hallmark .+ CRP>82mgl + Biliubin >2 mg/dL or ALT <100 UL
diagnostic feature for scrub typhus, occuring few © . ALT/AST >1 (Malaria)
days after vector bite' © . Defervescence within 48-72 hours *  Bilirubin >2 mg/dL or ALT >500 UL
: of specific therapy (Hepatitis A)

e Eschar begins as a papular lesion which further

. ALT: Alanine aminotransferase; AST: Aspartate aminotransferase; CRP:C-reactive protein; WBC: White blood cells.
enlarges and undergoes central necrosis

Diagnostic algorithm of scrub typhus'*

( Acute undifferentiated febrile illness (=5 days) with headache, rash and lymphadenopathy j

Yes |= H > No

< 1 History of exposure = N

(Suspected case)

Y
RDT

[Rule out other rickettsial]

Eschar + Eschar -
+ Weil Felix test (titres = 1:80)

v IgMELISA+

| Probable case

+  Positive PCR detection
y * Positive IFA and IPA results

Positive

Negative
diseases and treat

Confirmed case

Other rickettsial diseases
or
False -ve scrub typhus

IFA: Indirect immunofluorescence assay; IgM ELISA: Immunoglobulin M enzyme-linked immunosorbent assay; IPA: Indirect immunoperoxidase assay; PCR: Polymerase chain reaction; RDT; Rapid diagnostic test.
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Complications of scrub typhus

The complications associated with scrub typhus are:35
*  Myocarditis

*  Pneumonia

*  Meningoencephalitis

e Acute renal failure

*  Shock

¢ Acute respiratory distress syndrome (ARDS)

¢ Multiorgan dysfunction syndrome (MODS)

* Gastro-intestinal bleeding

* Sepsis

All cases of scrub typhus should be
treated with antibiotics

Recommended antibiotics are:'*
* Doxycycline
e Azithromycin

*  Chloramphenicol

Management algorithm of scrub typhus'-

( Confirmed case of scrub typhus )
I

\

( Uncomplicated case

\ 4

Complicated case

\ 4

( Adult ) ( Children

Y Y

\ 4
Y e "
( ) * IV doxycycline

Pregnant women (100mg twice daily) or

Y + IV azithromycin or

Doxycycline (100 mg

Y
( <8 years old ) ( >8 years old )

( Azithromycin (oral) ) « IV chloramphenicol

i

twice daily, orally)

X,

* Individual management

Y
( Azithromycin (oral) ) (Doxycycline (oral) ) L of complications

IV: Intravenous.

Doxycycline is better than
azithromycin in scrub typhus

Doxycycline therapy showed higher fever
resolution rate compared to azithromycin’

1007

801
P <0.03

59.3

% of patients remained afebrile

Doxycycline group Azithromycin group

!

Follow oral therapy after
initial IV administration

Clinical pearls

* Doxycycline is recommended as the drug of
choice for scrub typhus

* Doxycycline therapy should be initiated in all
categories of complicated scrub typhus

* Doxycycline therapy is better than azithromycin
for scrub typhus
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