Diagnosis and severity assessments§

Treatment

Follow-up

Medical algorithm: Diagnosis and treatment of DRESS

[ Suspicion of DRESS (rash suspected to be drug-related, head and neck oedema,

+/- eosinophilia), differential diagnosis considered

Basic work-up

medical history

* Drug intake history

*  Symptoms

+ Personal history

Physical examination

+ Skin, mucosa and lymph node examination
» Systemic physical examination

 Vital sign evaluation

Laboratory investigations

+ Differential blood count, smear

« Liver function tests?, kidney function tests?
» Troponin if cardiac involvement suspected
+ Viral PCRs (HHV6, EBV, CMV)
Examinations

» Electrocardiogram

Skin

k Skin biopsy - histopathology?

Consider alternative diagnosis ]

4

No
1

-

Meets validated diagnostic score criteria? 4 ]
Compatible drug history (including exposure timeline)? °

Other organ involvement

suspected? Yes

)

/

ALL of the following fulfilled:

<

Liver

* Liver enzymes for cytolysis
AST, ALT <4 N 1

» Liver enzyme for cholestasis
AP <3N 1

Blood

* Hemoglobin >10 g/dL

* Neutrophils > 1500/mm?3

* Platelets > 100,000/mm3

Kidney

* Creatinine < 26.4 mmol/L or <1.5N 1

\

Mild DIRESS

AN

\ 4

[ Severity assessment® ]47

-

AT LEAST ONE of the following fulfilled:

Liver

» Liver enzymes for cytolysis
AST, ALT 4-15N 1

» Liver enzyme for cholestasis
AP 3-5N 1

Blood

* Hemoglobin 7-10 g/dL

* Neutrophils 500-1500/mms3

 Platelets 50,000-100,000/mm3

Kidney

* Creatinine > 26.4 mmol/Lor>1.5N 1

ModerateI DRESS

k Lumbar puncture

AN

Yes

=» Complementary, case-specific work-up 6

Liver \
» Coagulation tests (prothrombin time +/- Factor V)
» Serological screening Hep A, B, C
* In selected cases only ultrasound or CT
Lung
 X-rayor CT
* In selected cases only
bronchoscopy +/- bronchoalveolar lavage
pulmonary function testing
Heart
* ProBNP/BNP, troponin, echocardiography
Kidney
* In selected cases only ultrasound or CT
Gastrointestinal (Gl) tract/pancreas
*  Amylase, lipase
» Ultrasound or CT
Central or peripheral nervous system (CNS,
PNS):
MRI/CT

ﬁT LEAST ONE of the following fulfilled: \

Liver

» Liver enzymes for cytolysis AST, ALT >15 N1

» Liver enzyme for cholestasis AP > 5N 1

* Factor V < 50%

Blood

* Major cytopenia (Hb<7g/dL, neutrophils
<500/mmé3, platelets <50,000/ dL)

* Hemophagocytosis

Kidney

» Major failure or rapidly progressive oligo-
/anuria

Any organ involvement of

* Lung * Pancreas

* Gltract *+ CNS/PNS

e Heart

/

Severe DIRESS

Withdrawal of culprit drug(s) immediately

v

Very high-potent topical
corticosteroids
(class IV; e.q. clobetasol propionate cream?)

Systemic glucocorticoids (prednisone po®)

or very high-potent
topical corticosteroids
(class IV; e.q. clobetasol propionate creams?)

Systemic glucocorticoids (+/-
methylprednisolone iv %)

A 4

Yes

Symptomatic reactivation of HHV-6, CMV viruses?

= 1

Consider concurrent antiviral treatment 0:

Ganciclovir, Valganciclovir

Yes

Good treatment response:

Regressive symptoms, regressive signs of organ damage and

reduction of eosinophils

| —
) No

Taper steroids (after disease control)

* Mild DRESS: 6 weeks - 3 months

* Moderate DRESS: 6 weeks - 3 months
» Severe DRESS: 3 -6 months

A 4

Complete resolution?

Yes

Steroid-refractory

» Regular follow-up care

e ) 4 )
Upon release from the hospital Use alternative agents, consider 1L
+ Preliminary allergy card » Cyclosporine
* Inform patient and companion/family + Anti-IL5 / anti-IL5Ra antibodies
about suspected drug(s), avoidance, « Cyclophosphamide
cross-reactivity < Janus kinase inhibitors
\ J * Intravenous immunoglobulins (combined with GCS)
* Anti-IL13Ra
\\ J
N [ Relapse suspected, ] o
© | Dpifferential diagnosis considered | » Return to initial

Basic work-up

P
Visit intervals
 First follow up within 1 month after
discharge
* Regular follow up visits in first 6 months
» After 6 months, adapt according to
needs

P
Laboratory investigations
+ Blood tests according to initial organ
involvement
+ Autoantibody screening (ANA)
« Thyroid function and antibodies

Allergological work-up
ideally 4-6 months after recovering;
when on <10mg prednisone
» Patch testing +/- intradermal testing
« Ifavailable: LTT, ELISPOT
» Allergy card after investigations

(N

Briiggen MC et al. Medical algorithm: Diagnosis and treatment of drug reaction with eosinophilia
and systemic symptoms in adult patients. Allergy. 2024 Apr 8. doi: 10.1111/all.16122



