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Absence d’atteinte cutanée
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DRESS

Hyper Eosinophilie —

C [ Critere non indispensable au Dg ]

Japon: DIHS (drug induced hypersensitivity syndrome)

Introduction



Epidémiologie

 Incidence estimée entre 0,1% et 0,01%
« Plus élevée chez les personnes de race noire et les femmes

« Une morialitée entre 3,8 et 10%

épidémio



Group Drugs

Antiepileptics Aromatic antiepileptic drugs
I (Carbamazepine, lamotrigine
44 meédicaments responsables ohenobarbital, phenytoine,

oxcarbazepine)

- Antibiotics Amoxicillin, ampicillin,
Dans 10 a 20%: agent non azithromycin, levofloxacin,

. oo r minocycline,
identifie sulfamethoxazole-

trimethoprim, vancomycin

Antituberculosis | Ethambutol, isoniazid,
agents pyrazinamide, rifampin

DRESS syndrome: A literature review and | NSAIDS Aspirin, celecoxib, diclofenac,
treatment algorithm ibuprofen, piroxicam

Ana Maria Calle, MD*P?, Natalia Aguirre, MD**, Juan Camilo Ardila, MD*€ and Others Allopurlnol, amltrlptylme'
Ricardo Cardona Villa, MD*® dapsone, . | o
hydroxychloroquine, imatinib,
Calle et al. World Allergy Organization Journal (2023) nevirapine, om eprazole,
16:100673 sulfasalazine

Table 1. Most commonly associated drugs. Adapted from Cho Y T7°.

épidémio



Mecanismes physiopathologiques

Classé dans les hypersensibilités type IV (classification de Gell et Coombs) /

Lym p h OCyteS T+t CLASSIFICATION DES MALADIES ALLERGIQUES (ET AUTO-IMMUNES)
SELON GELL & CODMBS

IgE lgG CD4 Tht? CD8 cytotoxique

Ag solubles Ag cellulaires Récepteurs
ou matriciels cellulaires

Mastocyte Complément, Ac altérant Complément, Macrophages Eosinophiles Neutrophiles Cytotoxicité
phagocytes, NK la signalisation phagocytes

| tles - complexes immuns
@ Dauue : -
nnmplemenl X * -
physiopath




Prédisposition génetique
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Prédisposition génetique

Protéine du soi
\+‘

Haptenisation

Médicament ou son métabolite

~
Protéine virale

Récepteur spécifique du
lymphocyteT

Lymphocyte T

Pl: pharmacological interaction with immune
receptor

P-i concept

Tobleou 2 Typages HLA réferences comme facteur de isque de DRESS syndrome

. CMH:

PROTEINES HLA
+++

. PRESENTATION
AUX
LYMPHOCYTES T

. GRAND
POLYMORPHISME
DEs HLA
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Altération du métabolisme des
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Le DRESS (drug reaction with eosinophilia and systemic symptoms) :
une synergie medicaments—virus qui peut conduire en réanimation

DRESS (drug reaction with eosinophilia and systemic symptoms): a synergy between drug
and virus leading to the intensive care unit

V. Descamps * S. Ranger-Rogez « P. Musette + A, Barbaud
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Prise en charge diagnostique




Pruritus

Manifestations cliniqgues

Pain
Fever

l Malaise genéral, Prurit, Dyspkh
Dysphagia

Lymph nodes

Polyadénopathies | ‘ |

Manifestations cutané

Day of onset of early signs and symptoms in relation to onset of erythema.

Atteintes multi-organ

Onset of erythema is defined as Day 0.

BID
CLINICAL AND LABORATORY INVESTIGATIONS British Journal of Dermatol‘ggy

| bars = extreme values, boxes = interquartile range, vertical bars = median

Drug reaction with eosinophilia and systemic symptoms
(DRESS): an original multisystem adverse drug reaction.

Results from the prospective RegiSCAR study
S.H. Kardaun,® P. Sekula,? L. Valeyrie-Allanore,? Y. Liss,* C.Y. Chu,® D. Creamer,® A. Sidoroff,” L. Naldi,® diagnostic
M. Mockenhaupt** and J.C. Roujeau,>* for the RegiSCAR study group




Manifestations cliniques
l Malaise general, Prurit, Dysphagie, fievre '

Erythéme maculo-papuleux généralisé
— cedeme erythémateux

C CEdeme facial
l Atteinte des mugeuses '

Pustules, vésicules, cocarde..

>




Manifestations cliniqgues
l Malaise general, Prurit, Dysphagie, fievre l

Polyadénopathies

Manifestations cutanées

Atteintes multi-organes

> Diagnostic




Manifestations cliniqgues

Atteintes multi-organes

Leukocytose, anémie, Cytolyse, IRNA Pnp interst
thrombopénie, hépatite
Sd hémophagocytose,
hyperéosinophilie

v

Myocardite, . Encéhalite
péricardite, IC thyroidite pancreatite méningite (HHV6)




Criteres diagnostiques

4 h

Le long délai d’apparition apres le debut de la prise
medicamenteuse (typiguement de 03 semaines a 03 mois)

\_ J

4 h

La persistance, voire I'aggravation, des manifestations apres arrét
du médicament imputable

\_ J




Table Il. Proposed criteria of the diagnosis for Drug Rash with Eosinophilia

and Systemic Symptoms (DRESS) [reproduced from Bocquet et al.,*'! with
permission]

l Cutaneous drug eruption? I

ematologic abnormaiities

Eosinophilia >1.5 10%/L or

Presence of atypical lymphocytes
/Systemic involvement? I
Adenopathies >2cm in diameter or

Hepatitis (liver transaminases values =2 N) or
Interstitial nephritis or

Interstitial pneumonitis or
\garditis /
a The proposed classification is based on three criteria. A person shall

be said to have DRESS ire present.

Seminars in Cutaneous Medicine and Surgery, Vo115, No 4 (December), 1996: pp 250-257




Diagnostic criteria for DRESS by the RegiSCAR.?"

1. Acute rash

2. Reaction suspected drug-related

3. Hospitalization

4. Fever (>38 °(C)

5. Laboratory abnormalities (at least 1 present)
a. Lymphocyte above or below normal
b. Low platelet
¢. Eosinophilia

6. Involvement of >1 internal organ

7. Enlarged lymph nodes >2 sites

The first 3 criteria are necessary for diagnosis, and the presence of 3 out of the
other 4.




Tableagu 3 Scare de Regiscar ou de Kardaun

MNan ou
Figwre = 38 5°C . Oui
inconnu
Adeénopathie Mon ou inconnu Oui
Eosinophilie :
-Eosinophiles 0.7-149G/L | = 1.5G/L
-Eosinophiles, si leucocytes <4G/L 10— 19.9% = 20%
Lymphocytes atypigues MNon ou inconnu Oui
Atteinte cutanée :
-Etendue a»50% de la surface ,

Mon ou inconnu )
carporelle Oui
-Rash cutané suggestif d'un DRESS
-Biopsie cutanés suggestive d'un Non inconnu ) Oui
DRESS Maon Inconnu ou Chui
Atteinte d’organes *:

- Foie Mon ou inconnu Oui
- Rein Mon ou inconnu O
- Poumon MNon ou inconnu O
- Musclefcoeur Mon ou inconnu Oui
- Pancréas Mon ou inconnu O
- Autres organes Non ou inconnu Oui
Reésolution des sympidmes = Mon ou oui

15jours inconmnu

Diagnostic différentiel :

- Ar antinucléaires

- Hémocultures

- Sérologies HVA, B, C

- Chlamydia, mycoplasme

i tous ou >3 négatifs Mon Oui

*Apres avoir exclu d'autres pathologies - 1 pour un organe touché. 2 pour 2 ou plus

d’organes touches

Score <2 : DRESS exclu
Score 2-3 : DRESS possible
Score 4-5 : DRESS probable
Score >5 : DRESS certain

Mdcalc (WEB)

Diagnostic



Diagnostic criteria for DiHS established by a Japanese consensus group.'®

1. Maculopapular rash developing >3 weeks after starting with a limited

number of drugs
2. Prolonged clinical symptoms after discontinuation of the causative drug
3. Fever (>38 °(C)
4. Liver abnormalities (ALT>100 U/L)'
5. Leukocyte abnormalities (at least one present)
a. Leukocytosis (>11 x 107/L)
b. Atypical lymphocytosis (>5%)
c. Eosinophilia (>1.5 x 10°/L)
6. Lymphademopathy
7. HHV-6 reactivation

The diagnosis is confirmed by the presence of the seven criteria above (typical DiHS)

or of five of the seven (atypical DiHS).
" This can be replaced by other organ involvement, such as renal involvement.




Autres moyens diagnostiqgues

Histologie (Biopsie cutanée):

« Anomalies histologiques importantes et touchant

tous les segments du tissu cutané de I'épiderme a

'hypoderme, ce qui n'est pas retrouvé dans les

exanthemes bénins
* Images de vascularite
« Infiltrat inflammatoire  important riche en

lymphocytes actives.

>




Autres moyens diagnostigues

Identification de I’'agent causal:

= Patch test
» Testintradermique

» Test de transformation lymphocytaire (recherche)

>




_® ¢ \“"T’ Prise en charge thérapeutique
)

Arrét du medicament imputable
Corticothérapie locale ou genérale en fonction de la sévérité

IGIV et cyclosporine? En cas d’échec de la corticothérapie



GUIDELINES

Calle et al. World Allergy Organization Journal (2023) 16:100673 4.) WORLD ALLERGY
http://doi.org/10.1016/j. .2022.100673
prrdoLors Fwacon Cpecste ORGANIZATION
JOURNAL

Open Access

DRESS syndrome: A literature review and
treatment algorithm

Ana Maria Calle, MD*®, Natalia Aguirre, MD**, Juan Camilo Ardila, MD*€ and
Ricardo Cardona Villa, MD?*P

Spanish Guidelines for Diagnosis, Management,
Treatment, and Prevention of DRESS Syndrome

Cabanas R"**% Ramirez £**®, Sendagorta £*°, Alamar R’, Barranco R**®, Blanca-Lopez N'°, Dona I'"'?,
Fernandez J", Garcia-Nunez 1'%, Garcia-Samanieqo J™, Lopez-Rico R'S, Marin-Serrano L', Mérida

C'®, Moya M", Ortega-Rodriguez NR*°, Rivas Becerra B**', Rojas-Perez-Lzquerra P***, Sanchez-
Gonzalez MJ*”, Vega-Cabrera C**, Vila-Albelda C**, Bellon 1776




DRESS syndrome
treatment

y

- Suspend the drug involved
- Multidisciplinary group evaluation
- Symptomatic treatment: antipyretics,
antihistamines, topical steroids, emollients
- Avoid NSAIDs and antibiotics

! v Evidence of viral reactivation:
IV Ganciclovir 5 mg/Kg for one
Non severe DRESS syndrome * Severe DRESS syndrome ** — week and follow-up or
Valganciclovir 900 mg oral
3 v every 12 hours

Prednisolone 0.8-1 mg/kg/day for 2-3

weeks and perform gradual tapering in
4 to 6 weeks

Daily clinical and laboratory follow-up
every 48 hours

- - e = e = e = e e e e e e e e e e e e e e e e m e e e e e ey

, *DILI<1(ALT>5ULNorAP>2ULNand TB<2 ULN, Lack of control or contraindication for
i without other organ involvement. dCR O COMra1 OFSONHAINAICARIONA0

------------------------------------------------ : corticosteroids:

** Moderate to severe organ involvement. DILI > 2 (ALTzi - Cyclosporine 4 - 5 mg / kg / day for 5
5ULNor AP >2 ULN and TB > 2 ULN; AKI > 2 (Creatinine to 7 days and tapering
> 2 — 2.9 times above baseline or urinary output - IVIG 2 g / kg for 5 days

<0.5/ml/kg/h r> 12 hours, hemophagocytosis, pulmonary i - Plasmapheresis
or cardiac involvement :

_________________________________________________

NSAIDs: non-steroidal anti-inflammatory drugs; IVIG: intravenus immunoglobulin; AP: alkaline phosphatase; ULN: upper limit of
normality; TB: total bilirubin; ALT: alanine aminotransferase; AKI =: acute kidney injury; IV: intravenous




DRESS syndrome
treatment

y

- Suspend the drug involved
- Multidisciplinary group evaluation
- Symptomatic treatment: antipyretics,
antihistamines, topical steroids, emollients
- Avoid NSAIDs and antibiotics

! v Evidence of viral reactivation:
IV Ganciclovir 5 mg/Kg for one
Non severe DRESS syndrome * Severe DRESS syndrome ** > week and follow-up or
Valganciclovir 900 mg oral
3 v every 12 hours

Prednisolone 0.8-1 mg/kg/day for 2-3

weeks and perform gradual tapering in
4 to 6 weeks

Daily clinical and laboratory follow-up
every 48 hours

une cytolyse a 5 fois la normale,

tati de | satini de b d corticosteroids:
augmentation | e la créatinine de base de . Cyclosparine 4 -5 me / ke / diy for &
plus de 26,4 micromoles/L, to 7 days and tapering
un syndrome d’activation macrophagique, -IVIG 2 g/ kg for 5 days

. . g - Plasmapheresis

une atteinte cardiaque, pulmonaire ou
autre atteinte menacante (auto-immune,

neurologique).

G: intravenus immunoglobulin; AP: alkaline phosphatase; ULN: upper limit of
nsferase; AKI =: acute kidney injury; IV: intravenous




DRESS syndrome
treatment

y

- Suspend the drug involved
- Multidisciplinary group evaluation
- Symptomatic treatment: antipyretics,
antihistamines, topical steroids, emollients
- Avoid NSAIDs and antibiotics

! v Evidence of viral reactivation:
IV Ganciclovir 5 mg/Kg for one
Non severe DRESS syndrome * Severe DRESS syndrome ** > week and follow-up or
Valganciclovir 900 mg oral
3 v every 12 hours

Prednisolone 0.8-1 mg/kg/day for 2-3

weeks and perform gradual tapering in
4 to 6 weeks

Daily clinical and laboratory follow-up
every 48 hours

une cytolyse a 5 fois la normale,
une atteinte rénale aigué définie par une | | ‘ackof controlor C°""Z"‘d"a"°“ for
. T corticosteroids:
augmentation de la créatinine de base de . Oyclosnosine 45 g / ke / day for S
plus de 26,4 micromoles/L, to 7 days and tapering
un syndrome d’activation macrophagique, -IVIG 2 g/ kg for 5 days
. . i - Plasmapheresis
une atteinte cardiaque, pulmonaire ou
autre atteinte menacgante (auto-immune,

neurologique).

G: intravenus immunoglobulin; AP: alkaline phosphatase; ULN: upper limit of
nsferase; AKI =: acute kidney injury; IV: intravenous




Drug-induced hypersensitivity syndrome (DiHS)/drug reaction with
eosinophilia and systemic symptoms (DRESS): An update in 2019

Tetsuo Shiohara’, Yoshiko Mizukawa Allergology International 68 (2019) 301—308

Department of Dermatology, Kyorin University School of Medicine, Tokyo, Japan

Table 5
Composite scores for evaluating the seventy of drug-induced hypersensitivity syndrome and drug reaction with eosinophilia and systemic symptoms (DiHS/DRESS) and

predicting the disease outcomes.

Score —1 1 2 3
Fixed parameters
Age (yr) <40 =75
Duration of drug exposure after onset =7 days
Allopunnol exposure Yes
Variable parameters
Prednisolone intake Pulse
Skin involvement
Erythematous rashes (% body surface area) =T70% Erythroderma
Erosive lesions (% body surface area) 10—-29% =30%
Fever = 38.5 “C (duration) 26 days =7 days
Appetite loss =5 days with <70% of regular food intake
Renal dystunction (creatinine, mg/dl) 1.0-2.0 =21 orHD
Liver dysfunction (ALT, [IU/1) 4001000 =1001
C-reactive protein (mg/dl) <2 10-15 =15.1

Abbreviations: ALT, alanine aminotransferase; CMV, cytomegalovirus; HD, hemodialysis.
' Each variable parameter was determined at early (day 0-3 after initial presentation) and later times (2—4 weeks after initial presentation) and on an as—needed basis.



I. Shiohara, ¥. Mizukawa / Allergology mtermational 68 (2019) 301-308

DiHS/DRESS cases \

, <0
Mild cases _/

No needs for systemic
corticosteroids

Moderate cases

1 4<
Severe cases

Need for systemic
corticosteroids (<=50mg/day)

Need for systemic
corticosteroids (=50mg/day)

<<

Increase or no change in scores

¢ Thorough investigation
CMV reactivation

s Tapering corticosteroids
gradually (5-10mg/2weeks)

CMV+ / \ CMV-

Decrease In scores

Tapering corticosteroids
gradually (5-10mg/week)

Immediate treatment with
Anti-CMV agents

Through evaluation of
CMV reactivation

Thorough investigation of

progression to autoimmune
disease

Fig. 3. Proposed flow diagram for diagnosis and prognostication of DiHS/DRESS based on early and late scores.’

|



Nouvelles Thérapeutiqgues (recherche)

Biothérapies ciblant Pimmunité TH2 au vu du profil des patients
repondeurs tardifs, comme le benralizumab ou le meépolizumab (anti-
IL5), en cas de corticodéependance

L’omalizumab, un anticorps monoclonal ciblant les IgE, pourrait
avoir un intérét en cas de déependance aux corticoides

Les inhibiteurs de Janus Kinase




Pronostic

* Mortalité estimée a 3,8% (hépatite fulminante, nécrose
hépatique...)

« Facteurs prédictifs de mauvais pronostic:
« Hyperéosinophilie >6000
« Pancytopénie
 Hyperleucocytose
 Thrombopénie
 Coagulopathie
« Comorbidites
« Traitements au long cours (minocycline, allopurinol..)

e Surveillance +++ apparition de maladie auto-immune



Conclusion

Maladie iatrogene et souvent méconnue, diagnostic est retardé

Il associe des lésions cutanées et des atteintes visceérales
Pathogenese encore discutee : prédisposition géenétique avec une
reponse immunitaire dans un contexte d’une réactivation virale

Une corticothérapie systémique ou topigue en fonction de la
severite

Evolution clinique lente: un suivi rapproché+++
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