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Salient Feature

Mr. R, 27 year old non smoker, non alcoholic,
non diabetic, normotensive muslim unmarried
male, a businessman and resident of
Bangladesh working in Saudi Arabia was
admitted to DMCH on 25" June’14 with the
complaints of

-High grade continuous fever with dry cough and
occasional vomiting for 5 weeks

-Pruritic maculopapular rash all over the body
for 4 weeks

-Progressively increasing Jaundice for 4 weeks
-Ascites and Ankle oedema for 3 weeks.




Salient Feature

His fever was continuous, high grade, highest
recorded temperature was 104°F , not associated
with chills and rigor, subsided by taking anti-
pyretics. He gave history of vomiting for frequent
episodes but no history of haematemesis or
malena. He also had cough for same duration
which was non-productive ; not associated with
chest pain , dyspnoea or haemoptysis .




Salient Feature

Two weeks prior to this illness, he gave history of
non specific bodyache for which he consulted a
doctor in KSA and was given three doses of
Inj.Diclofenac and other medications which he
could not mention by nhame.

On 7th day of fever, he developed generalized
maculo-papular rash all over his body which was
non-tender, non-pruritic initially but later became
itchy.




Salient Feature

On 8th day, he developed conjunctival congestion
followed by jaundice . On his arrival in Bangladesh
, he got admitted to a tertiary care hospital where
he was diagnosed as a case of Expanded Dengue
Syndrome with Acute Hepatic Failure.

During his admission in that hospital, he developed
oedema and ascites. He first noticed ankle edema
then gradually swelling of his abdomen.




Salient Feature

He stayed there for 14 days, went through series of
investigations but did not improve significantly in
spite of receiving a number of broad spectrum
antibiotics.

He was discharged but got readmitted in same
tertiary care hospital after few days with
persistent high grade fever, progressive jaundice
and non resolving maculopapular rash. After 10
days there, his symptoms did not improve rather
deteriorated. So he came to DMCH for better
management.




: Salient Feature
He gave no history of —

© Headache

© Unconsciousness

o Joint pain or swelling

O Photosensitivity of the rash
O Weight loss

o IV drug abuse

O Sexual Exposure

O Urinary complaints

O Loose motion

O Active bleeding

O Travel to Malaria or Kala-azar endemic zone
o0 Contact with active Tuberculosis patients
O Intake of sulfur containing drugs




Treatment History

Salient Feature

The treatment he received in tertiary care hospital in Bangladesh

Inj. Meropenem 1gm iv for
15 days

Inj. Tazobactum + In;j.
Piperacillin 4.5 gm iv for 7
days

Inj. Tigecycline

Cap Fluconazole 50mg
Inj Ondanseiron 8mg

Inj. Konakion 10mg

Inj. Albumin 25%

Tab Paracetamol

Tab. Meclizine + Pyridoxine
Tab. Ursodeoxycholic Acid
300mg

Tab. Domperidone 10mg
Tab. Fexofenadin 120mg
Tab. Pantoprazole 20mg
Syp. Lactulose

Clobetasone Butyrate 0.05%
creme + Atoderm

Ointment Hydrocortisone+
Cinchocaine+Neomycin+
Esculin

Creme Doxepin Hydrochloride
Multivitamin Supplements




|
EXAMINATION

General Examination :
O Appearance: Toxic

O

Pulse : 110bpm

O Body built: Average BP  :110/80mmhg
O Anaemia: + Temp : 102°F
0 Jaundice: +++ RR : 16 /min

O Ulcerated patch over his lower lip .

0 Oedema: +

O Thyoroid gland: normal

© Jugular Venous Pressure (JVP) : Not raised
O Lymph nodes: not palpable

© Maculo-papular rash all over the body which were
desquamated during examination













Systemic

Examination




Systemic Examination

Gastrointestinal System

Oral Cavity:

Ulcerated patch over his lower lip

Teeth: Normal

Buccal mucosa: white patches over the buccal mucosa
Tongue was slightly pale and deeply icteric

Abdomen
On inspection:

Abdomen in distended( generalized), umbilicus is centrally
placed, flat, desquamated maculo-papular rash all over
the abdomen.

No engorged vessels




Systemic Examination

On palpation:

Temperature is raised all over the abdomen, non tender on
superficial and deep palpation

Liver is enlarged, 2cm from the right costal margin along
the mid clavicular line, surface is smooth, edge is regular,
consistency is firm, non tender, no audible bruit

Spleen is just palpable, around 1 cm long along its long axis
towards the right iliac fossa, surface is smooth, edge is
regular, firm in consistency, non tender.

No other mass is palpable, no other organomegaly
Shifting Dullness: Positive
Fluid Thrill : Absent




Systemic Examination

On Auscultation:
Bowel sound : present

No aortic bruit was audible, nor any bruit was
present over any organs

© Hernial Orifices : Intact
O Testes : Normal in size and shape
O Rectal Examination:

DRE : Normal




Systemic Examination

Respiratory system

On Inspection:

Size and shape of the chest is normal & symmetrical, no scar
or engorged vessels, Respiratory movement symmetrical on
both sides, no signs of respiratory distress, maculopapular
desquamated rash all over the chest.

On Palpation:

Apex beat : at left 5" intercostal space along the mid
clavicular line

Trachea: Not shifted
Chest expansion : Symmetrical expansion on both sides

Vocal Fremitus : Reduced from 7" intercostal space to
downwards on both sides




Systemic Examination

On Percussion :

Percussion note is dull from 7t intercostal space
to downwards on both sides.

On Auscultation:

Breath Sound: Absent from 7" intercostal space to
downwards, on both sides, vesicular in rest of
the lung field

Vocal Resonance : Decreased from 7t intercostal
space to downwards, on both sides, normal in
rest of the lung.

Added Sound: Absent




Systemic Examination

Examination of other systems
reveal -
Nervous system : No Abnormality detected Q
l Cardiovascular System : No Abnormality detected J

Locomotor System : No Abnormality detected




CLINICAL DIAGNOSIS

?




DIFFERENTIAL
DIAGNOSIS




Differential Diagnosis

oDisseminated Tuberculosis

OLeptospirosis

oSystemic Lupus Erythematosus

oLymphoma




Investigation




Complete Blood Count
o Test | 07.0614
S s s s
Total Count 44.2 13.5 6.78 7.36 5.00
Neutrophils 61.8 % 51.2 % 45.2 % 55%
Lymphocytes 25.5 % 18.0 % 30.0% 25%
Eosinophil 6.40% 19.9 % 16.2% 10.4 %
l Platelets 193000 170000 166000 I
’ ESR 51 40 10 05 &
Circulating 1.19 K/uL 0.52 K/uL
Eosinophils

Reticulocytes




Peripheral Blood Film

23.06.2014

*Normocytic
normochromic
anaemia with
anisocytosis,
occasional target cells
and rare pencil cells
present.

*PMNs exhibit mild
reactive ( toxic)
changes.

*Rare large platelets
present

25.06.2014

Normocytic
normochromic red cells
with anisocytosis,
occasional target cells
and rare pencil cells
present.
Unremarkable WBC
morphology, rare
reactive lymphocytes
present

Rare large platelets
present

27.06.2014

Normocytic
normochromic red cells
with anisocytosis,
occasional target cells
and rare pencil cells
present

Eosinophilia, rare
reactive lymphocytes
present.

Rare large platelets
present




29.05.2014

01.06.2014
05.06.2014
08.06.2014
17.06.2014
’ 21.06.2014

25.06.2014

Ammonia (9-30 umol/L)

13.4
19.6
12.6
16.5
16.8
14.8
20.2

7.5
13.8

41umol/L

40umol/L

97
82
70
72

40umol/L




31.05.2014
01.06.2014
07.06.2014
17.06.2014
21.06.2014
24.06.2014

2.0 g/dI
2.3 g/dl
2.8 g/dI
2.5 g/dl
3.6 g/dI
4.3 g/dl

N

6.5 g/dl 4.2 g/di 0.5

Gamma-GT( 7-51U/L)

254 U/L 131U/L

LDH (313-618 U/L)

623 U/L 823U/L



Prothrombin Time

29.05.2014 20.4 11.5 1.73
01.06.2014 27.3 11.5 2.29
03.06.2014 19.3 11.5 1.65
07.06.2014 12.4 11.5 1.08
17.06.2014 15.1 11.5 1.30

} 21.06.2014 12.8 11.5 1.11

P 28.06.2014 14.2 11.5 1.21

Partial Thromboplastin Time
 Dale  Patent  Confrol

N 29.05.2014 51.0 27.7
| & 01.06.2014 54.6 27.7




43.8 mg/L 25.5 mg/L 61.7 mg/L 48.5 mg/L

S. 0.9 mg/di 0.9 mg/di 0.8 mg/di 0.7 mg/di
Creatinine

Uric Acid 5.4 mg/dl
Blood Urea 14 mg/dl

Random 3.8 mmol/L
Blood Sugar




Slelum ED@@@D@@Dy

Sodium
Potassium 5 4.5 4.3 4.2 3.7 4.0 4.3 3.5
I Chloride 94 95 99 101 101 104 99 92

TCO2 24 21 25 22 23 20 20 20




Urine Routine Examindtion

30052014 18062014 2206.14  28.06.14

Colour Yellow Yellow Yellow

Turbidity Clear Clear Clear

Specific 1.010 1.020 1.025

gravity

Albumin + + +

Sugar Trace

Blood Trace Trace

Leukocytes Trace Trace Z

Ketones +

Bilirubin +++ ++ ++ ++

Urobilinogen + + Nil B
. RBC 0-2 Nil 1-3 2-5

Pus cells 2-5 0-2 2-5 0-4

Crystals Nil Bilirubin + Bilirubin + Nil




Urine culture and sensitivity

31.05.2014 No Growth
02.06.2014 No Growth

Incubation aerobically at 37°C for 48 hours




Blood Culture and Sensitivity

03.06.2014 No growth

22.06.2014 No growth

Incubation aerobically at 37°C for 5 days




Fibrinogen 178mg/dl 180-350mg/dlI I

D-Dimer 2.88 mg/L FEU < 0.55 FEU

FDP/FSP 8.10 ug/ml <5.0




Anti Dengue IgG Positive
Anti Dengue IgM Positive
HSV IgG Positive
HSV IgM Positive
Anti HAV IgM

HBsAg

Anti HBc IgM Negative
Anti HCV Negative
Anti HEV IgM Negative

Positive

Positive

Negative

Negative



TEST

HIVI& Il ( Ag & Ab)

Chikungunya IgM

Malarial Parasites

Test for Infectious Mononeucleosis
(monospot)

Leptospira IgM

Sputum for AFB

Mantoux( Tuberculin) test

Kala-azar Antibody

RESULT

Negative

Negative

Negative

Negative

Negative

Negative

Negative

Negative



OX2 1:40

OX19 1:40

ANA 09 U/ml Negative

Anti-dsDNA 72 Borderline




Blood Gé6P-DH 8.3U/gHb Normal

Ham'’s Test Negative

Direct Coomb’'s Test Positive Grade 1 out of 4

Indirect Coomb'’s Negative
Test




USG of Whole *Mild hepato- Bilateral mild pleural
Abdomen splenomegaly effusion
‘Thickened GB wall Hepatomegaly with
*Mild to moderate diffuse GB wall
ascites thickening

Bilateral pleural
effusion




26.06.2014

CT Scan of Whole
Abdomen

. 6
——i

Bilateral minimal
pleural effusion with
sub segmental
consolidation

‘Hepato-splenomegaly
with fatty change of
liver
*Ascites
«Coniracted GB with ,'
pericholecystic
collection and sludge

=

*Tiny left renal calculus

Prominent abdominal
lymph nodes
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Imaging

o0Chest X-Ray P/A View suggest

Right sided pleural effusion/pleural
thickening
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Magnetic Resonance
Cholangiopancreatography

Findings:
Intra & extra hepatic bile ducts appear normal

Common bile duct shows normal position, caliber and
length with a homogenous fluid equivalent
intraluminal signal

The gall bladder is contracted with evidence of
pericholecystic oedema

Pancreatic duct shows normal position, length and
caliber with homogenous internal structure

Screening MRI shows enlarged liver
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Endoscopy of Upper G. I. Tract

o Stage lll Reflux Oesophagitis with Monilial
Oesophagitis and Gastritis




CLINICAL DIAGNOSIS

?




oDRESS SYNDROME




FURTHER INVESTIGATIONS
TO CONFIRM THE |

DIAGNOSIS ?
! B




Percutaneous Liver Biopsy

Sections showing liver tissue which reveals diffuse
hydropic change and feathery degeneration of the
hepatocytes along with hepatocellular cholestasis.
Portal tracts show infiltration of acute and chronic
inflammatory cells including few eosinophils.

No tuberculoid granuloma or evidence of malignancy
Is seen.

Comment : Drug Induced Hepatotoxicity




CONFIRMATORY
DIAGNOSIS

Py




DRESS SYNDROME

(Drug Reaction with Eosinophilila
and Systemic Symptoms)




DRESS SYNDROME

DRESS Syndrome

It is a syndrome, caused by exposure to certain
medications, characterized by a long latency of onset after
exposure to the offending medication ; there is rash,
involvement of internal organs, hypereosinophilia, and
systemic illness.

The estimated mortality is up to 10 %

The pathogenesis of DRESS syndrome is partially
understood. Different mechanisms have been implicated in
its development, including detoxification defect leading to
reactive metabolite formation and subsequent
immunological reactions, slow acetylation and
reactivation of human herpes 6 and 7 .




DRESS SYNDROME

Drugs those are most reported to be the culprit are
Carbamazepine and Allopurinol. More than 50 drugs
including NSAID’s can also result in DRESS .

Long latency between symptoms and initiation of offending
drug and clinical worsening despite discontinuation of the
culprit drug is considered as a characteristic feature of
DIHS/DRESS.

The extent of skin involvement and its severity does not
always correlate with the extent of internal organ
involvement. So it is very important to look beyond the skin.




Criteria Unknown/ Score of our
Unclassifiable | patient

Fever (38.5°C) -1 0 -1 0
LYMPHADENOPATHY (2 o 1 0 0
sites ;> 1lcm)

Circulating atypical 0 1 0 0
lymphocyes

Peripheral o 1 (10%=19.9%) 2 (>20%) 1
hypereosinophilia

Skin Involvement 1
=Extent of cutaneous 0 1 0

eruption .50%

=Cutaneous eruption =1 1 ) 1
suggestive of DRESS

-Biopsy suggests DRESS =1 0 ) 0
Internal organ Involved o 0 2
=-One 1 0
= two or¥ more 2

Resolution in >_ 15 days -1 0 -1 0
Lab result Negative for at o 1 0

least Three of the following 1

1.ANA 2.BLOOD CULTURES

3.HAV/HBV/HCV serology

4.CLAMYDIA and Score 6
MYCOPLASNMA serology




DRESS SYNDROME

Final Score

0 <2 -No case

o 2-3- possible case

o 4-5 - probable case
o >5 Definite case




DRESS SYNDROME

Treatment

o N acetyl Cystine

O Methylprednisolone
o Ursodeoxycholic Acid

O H1 receptor blocker




DRESS SYNDROME

Convalescence

After commencement of the treatment on
regular follow up everyday,

O General condition of the patient was
improving

O Fever was subsiding
oJaundice was decreasing clinically

O Edema and Ascites were gradually
decreasing

/N

o Severity of Rash was decreasing.
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Serial Total Bilirubin Measurement
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DRESS SYNDROME

During Discharge

On General Examination:

o Appearance & general condition : Improving
o0 BP: 110/70 mmHg
O Pulse: 92 bpm, regular

I O Temperature : 99°F B
P O Respiratory Rate: 16 per min z
O Anaemia: -
o Jaundice: +
0 Oedema: - B

o No rash , scar marks of the rash present




DRESS SYNDROME

On Systemic Examination:

O Gastrointestinal System : Normal

O Respiratory System: Normal

o Cardiovascular System : Normal

[ T/

l o Nervous System: Normal

o Locomotor System : Normal




DRESS SYNDROME

During Follow up
after Discharge




DRESS SYNDROME

During Follow
up after
Discharge




Before After




THANK

YOU..




