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EDITO

-

Chers amis,

C'est un plaisir de partager avec vous le livret du GEM Reso 2021. Cette année, notre
dynamisme collectif a permis 27 communications & des congrés et 12 publications, et ce
malgré la pandémie qui a continué a perturber notre quotidien.

En plus des communications sur le psoriasis, la dermatite atopique, la maladie de
Verneuil, l'urticaire, nous avons mené une enquéte de pratiques sur la prise en charge
de la pelade, ouvrant la voie au sein du GEM Reso & de nouvelles dermatoses
inflammatoires chroniques.

Nos études ont & nouveau permis de répondre & des questions pratiques: Peut-on
prescrire en toute sécurité des biothérapies chez des patients avec un antécédent
d’hémopathie ou de cancer? Comment sont utilisés les traitements systémiques pour le
psoriasis, la dermatite atopique ou la maladie de Verneuil?

Méme si hous n'aurons pas loccasion de nous retrouver catte année lors des JDP, je

vous invite d prendre connaissance des études & venir, et & me solliciter pour vos
projets de recherche au sein du GEM.

Merci encore pour votre mobilisation.

Amitiés a tous et rendez-vous aux JDP 2022!
Anne-Claire Fougerousse
Coordinatrice scientifique Reso

02



SOMMAIRE

Etudes en cours

Synthése des communications et
articles au sein de Reso

o ;



.

£ ETgUDES EN COURS
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RELEVE : RECIDIVE LOCALE APRES EXCISION CHIRURGICALE DE LA MALADIE DE VERNEUIL
Investigateurs principaux:

Drs Anne-Cécile Ezanno et Philippe Guillem

Nombre de patients inclus : 95

Nombre de centres participants : 5

Communications

SHSA 2021
EVALUATION OF PERIOPERATIVE QUALITY OF LIFE IN HIDRADENITIS SUPPURATIVA

Anne- Cécile EZANNO , Anne- Claire Fougerousse, Manuela Perez , Pierre- André Becherel , Juliette Delaunay, Christelle
Perat, Philippe Guillem and GEM RésoVerneuil

PROFILE OF PATIENTS OPERATED FOR HIDRADENITIS SUPPURATIVA IN FRANCE: RESULTS OF A
MULTICENTER OBSERVATIONAL STUDY
Anne- Cécile EZANNO , Anne- Claire Fougerousse, Pierre- André Becherel , Philippe Guillemnand GEM RésoVerneuil

Journées Dermatologiques de Paris 2021

Evaluation de la qualité de vie péri opératoire dans la maladie de Verneuil
Anne- Claire Fougerousse , Manuela Perez, Pierre- André Becherel, Juliette Delaunay, Christelle Perat, Philippe Guillem et
GEM ResoVerneuil

Profil des patients opérés pour une maladie de Verneuil en France en 2021 : résultats d'une

étude observationnelle multicentrique.
Anne- Cecile Ezanno, Anne- Claire Fougerousse , Manuela Perez, Pierre- André Becherel, Juliette Delaunay, Christelle Perat,
Philippe Guillem et GEM ResoVerneuil

ENQUETE DE PRATIQUES CONCERNANT LA PRISE EN CHARGE DE LA PELADE

Investigateurs principaux :

Drs Pierre- André Bécherel , Anne-Claire

Fougerousse , Frangois Maccari, Ines 95 dermatologues ayant deja répondu au
Zaraa questionnaire

ENQUETE DE PRATIQUES

Objectif : Décrire les pratiques de prise en charge des patients atteints de pelade auprés
des dermatologues exergant en ville, & I'hépital ou en pratique mixte



ETUDES EN PROJET

ENQUETE DE PRATIQUES CONCERNANT LA PLACE DU TRAITEMENT CHIRURGICAL DE LA
MALADIE DE VERNEUIL POUR LES DERMATOLOGUES

Investigateurs principaux :
Drs Anne- Cécile Ezanno, Philippe Guillem

ENQUETE DE PRATIQUES
Prévue début 2022

Objectif : Décrire les pratiques des dermatologues concernant 'adressage au chirurgien de
patients atteints de maladie de Verneuil, identifier les éventuelles difficultés.

ENQUETE DE PRATIQUES CONCERNANT L'UTILISATION DES RETINOIDES DANS LA MALADIE DE
VERNEUIL

Investigateurs principaux :
Drs Anne- Claire Fougerousse, Germaine Gabison

-

ENQUETE DE PRATIQUES
Prévue début 2022

Objectif : Décrire les modalités de prescription des rétinoides dans la maladie de
Verneuil.
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ETUkDES A VALORISER

i |

PSORIASIS

e SKIN CAT

Investigateur principal : Dr Edouard Begon

Objectif : Création d’'un questionnaire patient & type d’'échelle de
quantification visant & évaluer le fardeau du traitement (Treatment
burden) / les contraintes liées au traitement (CAT ou Contraintes
Associées aux Traitements) chez les patients psoriasiques en
France.

Communications

Journées Dermatologiques de Paris 2019

Premiére échelle d’évaluation des ETUDE TERMINEE

contraintes associées aux traitements Nombre de patients inclus : 241
dans le psoriasis : le questionnadire SKIN-
CAT (SKIN- Contraintes Associées aux
Traitements).

Edouard BEGON, Nathalie Beneton, Emmanuel MAHE, Anne- Claire FOUGEROUSSE, Jean Luc PERROT, Domitille THOMAS
BEAULIEU, Josiane PARIER, Marc Perrussel, Laure Mery Bossard, Diane Pourchot, Catherine Goujon, Caroline Jacobzone,
Anne Caroline Cottencin, Juliette Delaunay, Helene Aubert, Anne Benedicte Duval Modeste, Nathalie Quiles, Claire Boulard,
Annie Vermersch Langlin, Pierre Pfister, Michele Zeitoun, Frangois Maccari, Laurent Wagner, Bruno Halioua, Chantal
Rousseaux, Marc Marty, Hugues Barthelemy, Alain Beauchet et GEM RESOPSO

Nombre de centres participants : 23

e SWITCH ANTI IL17

Investigateur principal : Dr Anne- Claire Fougerousse

Objectif : Analyser la réponse terme (efficacité et tolérance) a
court (3 mois) et long (12 mois) chez les patients ayant regu
plusieurs anti Il- 17, en switch immédiat ou « décalé ».

d

Communications )
ETUDE TERMINEE

World Congress of Dermatology 2019 Milan . .
9 9 Nombre de patients inclus : 100

Switch between interleukine-17A Nombre de centres participants : 21
antagonists for psoriasis : a french
multicentric retrospective experience.

A.- C. Fougerousse, C Boulard, Z Reguiai, L Mery-Bossard, H Barthelemy, E Begon, F Maccari, C Girard, C . Jacobzone, J
Parier, J- B Monfort, D Lons- Danic, , N Sultan, A- C Cottencin, E. Mahé , for the GEM Resopso



Journées Dermatologiques de Paris 2019

Switch entre anti IL17 pour du psoriasis: étude rétrospective multicentrique

Anne- Claire Fougerousse, Ziad Reguiai, Claire Boulard, Edouard Begon, Nathalie Beneton, Guillaume Chaby, Juliette
Delaunay, Hughes Barthelemy, Josiane Parier, Laure Mery Bossard, Frangois Maccari, Marie Bastien, Dominique Lons Danic,
Jean-Luc Perrot, Caroline Jacobzone, Nathalie Sultan, Anne- Caroline Cottencin, Mahtab Samimi, Jean-Benoit Monfort,
Emanuele Trovato, Emmanuel Mahe et pour le GEM Resopso

e APREPSO

Investigateur principal : Dr Anne-Claire Fougerousse

Objectif : Evaluer la tolérance du traitement par Otezla® apres sa
prescription initiale chez des patients adultes atteints de psoriasis
en plaques chronique modéré a sévére, en conditions réelles de
prescription en France

~d

Communications )
INCLUSIONS TERMINEES

World Congress of Dermatology 2019 Milan . .
9 9 Nombre de patients inclus : 229

Profile of the patients treated by apremilast Nombre de centres participants : 27
in a prospective non interventionnal,

descriptive, multicenter study in France: first

results.

A.-C. Fougerousse , D. Bouilly- Auvray, M. Bastien, R. Safar, C. Girard, E. Begon, M. Perrussel, M. Zeitoun, J.- B. Monfort,
C. Jacobzone, P. Pfister, E. Mahé, V. Pallure, D. Thomas- Beaulieu, B. Solyga, F Maccari, for the GEM Resopso

Journées Dermatologiques de Paris 2019

Evaluation de l'utilisation de I'apremilast dans la prise en charge du psoriasis en plaques
chronique modéré a sévere chez I'adulte en pratique courante en France: résultats & 4 mois
d'une étude prospective multicentrique

Anne- Claire Fougerousse, Danielle Bouilly- Auvray, Marie Bastien, Ziad Reguiai, Josiane Parier, Edouard Begon, Valérie
Pallure, Nathalie Beneton, Jean- Benoit Monfort, Claire Boulard, Juliette Delaunay, Laure Mery Bossard, Caroline Jacobzone,

Emmanuel Mahe, Céline Girard, Catherine Goujon, Mathilde Kemula, Marc Perrussel, Pierre Pfister, BEnédicte Solyga,
Michele Zeitoun, Maud Steff, Domitille Thomas-Beaulieu, Nihal Bekkali, Eric Esteve, Frangois Maccari pour le GEM Resopso



« ENQUETE DE PRATIQUES : GESTION DES DIARRHEES SOUS APREMILAST

Coordinateurs :
Chloé Venuto (interne en dermatologie au CHU
d’Angers) avec le Dr Hervé Maillard

ETUDE TERMINEE
ENQUETE DE PRATIQUES
165 dermatologues ayant participé

Objectif : Etablir une conduite & tenir concernant la gestion des diarrhées sous APREMILAST &
laide d'un questionnaire en ligne & destinée des dermatologues.

Article soumis pour publication

« CANCER-BIO

Investigateurs principaux :
Drs Anne- Claire Fougerousse,
Laure Mery-Bossard

o ) o Nombre de patients inclus : 112
Objectif : Décrire la tolérance et I'efficacité

des biothérapies ou de l'apremilast & partir
d’une série de

patients atteints de psoriasis ayant des
antécédents de cancer solide en rémission
ou évolutif.

Nombre de centres participants : 22

Communications

Journées Dermatologiques de Paris 2021

Tolérance des biothérapies et de 'apremilast pour un psoriasis chez des patients avec
antécédent de cancer solide : étude rétrospective multicentrique

Anne- Claire Fougerousse, Valérie Failla, Emmanuel Mahé, Guillaume Chaby, Frangois Maccari, Jean- Luc Perrot,Claire
Boulard, Emilie Brenaut, Pierre- Dominique Ghislain, Céline Girard, Pierre- André Becherel, Charlotte Lepelley-

Dupont, Josiane Parier, Nathalie Quiles, Edouard Begon, Anne- Sophie Dillies, Valérie Florin, Caroline

Jacobzone, Sophie Osdoit, Mahtab Samimi, Hervé Maillard, Laure Mery-Bossard et Pour le GEM Resopso
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MALADIE DE VERNEUIL

o ENQUETE DE PRATIQUES SUR LANTIBIOTHERAPIE DANS LA MALADIE DE VERNEUIL

Investigateurs principaux:
Drs Anne- Claire Fougerousse, Ziad Reguiai

Objectif : Décrire les modalités de traitement par
antibiotiques au cours de la maladie de Verneuil
selon le stade de Hurley

=l

Communications 108 réponses au questionnaire

EHSF 2021

Antibiotic use in Hidradenitis suppurativa: a practice survey
Anne- Claire Fougerousse , Ziad Reguiai, for the GEM ResoVerneuil

Journées Dermatologiques de Paris 2021

Antibiothérapie dans I'hidradénite suppurée: enquéte de pratiques.
Anne- Claire Fougerousse, Ziad Reguiai et Pour le GEM ResoVerneuil

e EPIVER

Investigateur principal :
Pr Jean-Luc Perrot

Objectif : Permettre une meilleure connaissance des malades
francgais atteint d'une maladie de Verneuil en précisant leurs
antécédents inflammatoires et cardiovasculaires personnels et
familiaux, leurs expositions aux toxiques, leur profil démographique
et phénotypique, I'étude de leur qualité de vie, le ressenti de la
douleur

Communications

Journées dermatologiques de Paris 2017

Données démographiques et biométriques ETUDE TERMINEE

de 882 sujets atteints de maladie de Nombre de patients inclus : 1428
Verneuil : EpiVer étude multicentrique

frangaise ville- hépital

S Allal, P Guillem, AC Fougerousse, N Beneton, F Maccari, B Labeille, E Tisserand, F Vuering, S Vergote- Pelamopurgues,
E Cinotti, JL Perrot, ResoVerneuil

Ressenti des patients atteints de maladie de Verneuil & propos de 882 sujets EpiVer étude
multicentrique francaise ville- hépital

S Allal, P Guillem, AC Fougerousse, N Beneton, F Maccari, C Girard, | Kupfer, V beraud, A Brams, T Bonnefoy, E Cinotti, JL
Perrot, ResoVerneuil

Descriptif des sites atteints par la maladie de Verneuil & propos de 882 sujets sujets
EpiVer étude multicentrique frangaise ville-hépital.
JL Perrot, P Zuckervar, M Salavert, J Parier, JL Michel, JP Barrachin, P Guillem, E Cinotti, B Labeille, ResoVerneuil
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Addictions au tabac et ou au cannabis et maladie de Verneuil EpiVer étude
multicentrique frangaise ville- hdpital
S Allal, P Guillem, AC Fougerousse, C Girard, C Fite, J] Gand- Gavanou, N Quiles, E Cinotti, JL Perrot, ResoVerneuil

Antécédents personnels et familiaux de 882 sujets atteints de maladie de Verneuil étude Epiver

P Guillem, S Allal, AC Fougerousse, N Beneton, F Maccari, B Labeille, E Tisserand, F Vuering, S Vergote- Pelamourgues, E Cinotti,
JL Perrot, ResoVerneuil

Journées dermatologiques de Paris 2018

Influence de I'ancienneté de la maladie de Verneuil sur la qualité de vie et la douleur &
propos de 1428 sujets : étude Epiver

AC Fougerousse, P Guillem, S Allal, F Maccari, N Beneton, R Binois, E Cinotti, F Cambazard, JL Perrot, ResoVerneuil

Tabagisme et sévérité de la maladie de Verneuil : & propos de 1428 sujets : étude Epiver

E Ravni, F Cambazard, AC Biron, C Couzan, E Couty, JL Perrot, ResoVerneuil

Modalités de prise en charge thérapeutique de 1428 sujets atteints de maladie de Verneuil :
étude Epiver study

Z Reguiai, C Jacobzone, E Tisserand, E Esteve, A Nassif, A Duval Modeste, P Bravard, T Boyé, N Sultan, E Cinotti, JL Perrot,
ResoVerneuil

EHSF 2019 Wroclaw : Posters

Influence of the duration of Hidradenitis Suppurativa on the quality of life and pain in 1428
subjects: EpiVer study
AC Fougerousse, S Allal, G Tonini, Ph Guillem, F Maccari, N Beneton, R Binois, C Fite, E Cinotti, P Rubegni, JL Perrot

Is severity of Hidradenitis Suppurativa related to hypertension and angina pectoris ?
EpiVer study on 1428 subjects
AC Fougerousse, S Allal, G Tonini, Ph Guillem, F Maccari, N Beneton, R Binaois, C Fite, E Cinotti, P Rubegni, JL Perrot

Demographic and biometric data of 1428 patients with Hidradenitis suppurativa: EpiVer
French multicenter study
AC Fougerousse, S Allal, G Tonini, Ph Guillem, F Maccari, N Beneton, R Binois, C Fite, E Cinotti, P Rubegni, JL Perrot

Personal and family history of 1428 subjects with Hidradenitis Suppurativa: EpiVer study

Z Reguiai, C Jacobzone, E Tisserand, AB Duval Modeste, P Bravard, T Boyé, N Sultan Bichat, A Nassif, E Cinotti, P Rubegni,
JL Perrot

Therapeutic management of 1428 subjects suffering from Hidradenitis Suppurativa:
EpiVer study

Z Reguiai, C Jacobzone, E Tisserand, AB Duval Modeste, P Bravard, T Boyé, N Sultan Bichat, A Nassif, E Cinotti, P Rubegni,
JL Perrot
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e RESOVERNEUILNET

Investigateur principal :
Dr Anne-Claire

Inclusions en cours :
Inclusions terminées

| Fougerousse
Centres sollicités : tous les membres de
ResoVerneuil
Objectif : . .
- Décrire les caractéristiques des patients Nombre de patients inclus : 501
atteints de maladie de Verneuil consultant Nombre de centres participant : 28

internet, de décrire le contexte et impact de
ces recherches sur le comportement des
patients

- Analyser les sites les plus visités (critéres de
qualité des sites, qualité de l'information)

Communications

EHSF 2020 Athenes
Use of internet by hidradenitis suppurativa’s patients: an observationnal studly,
Resoverneuil.net

Anne- Claire Fougerousse, Ziad Reguiai, Germaine Gabison, Nathalie Beneton, Juliette Delaunay, Jean-Luc Perrot, Anne-
Cécile Ezanno, Marie Bastien, Valérie Pallure, Frangois Maccari, Philippe Guillem for the GEM ResoVerneuil

EADV 2020 Vienne

Use of internet by hidradenitis suppurativa’s patients: an observationnal studly,
Resoverneuil.net

Anne- Claire Fougerousse, Ziad Reguiai, Germaine Gabison, Nathalie Beneton, Juliette Delaunay, Jean- Luc Perrot, Anne-
Cécile Ezanno, Marie Bastien, Valérie Pallure, Frangois Maccari, Philippe Guillem for the GEM ResoVerneuil

URTICAIRE

e OMALIZUMAB ET GROSSESSE

Investigateur principal : APPEL A CAS
Dr Antoine Badaoui

Etude collaborative avec
le GUS Nombre de centres participants : 5

Nombre de patients inclus : 12

Objectif : Evaluer la tolérance et I'efficacité de 'omalizumab au cours de la grossesse

Communications

5th GAZLEN Global Urticaria Forum 12/2020
Pregnancy outcome following maternal omalizumab use for chronic spontaneous urticario:
a French retrospective cohort

Antoine Badaoui, Emmanuelle Amsler,Anne- Sophie Darrigade, Anne- Claire Fougerousse, Ziad Reguiai, Florence Castelain,
Angele Soria,
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CFA 2021
Prescription d'Omalizumab pendant la grossesse chez des patientes atteintes d'urticaire
chronique spontanée : résultats d'une étude rétrospective francaise.

Antoine Badaoui, Emmanuelle Amsler, Anne- Sophie Darrigade, Anne- Claire Fougerousse, Ziad Reguiai, Florence
Castelain, Angeéle Soria et Groupe Urticaire de la SFD et du GEM Reso

GERDA 2021

Prescription d'Omalizumab pendant la grossesse chez des patientes atteintes d'urticaire
chronique spontanée : résultats d'une étude rétrospective francaise.

Antoine Badaoui, Emmanuelle Amsler, Anne- Sophie Darrigade, Anne- Claire Fougerousse, Ziad Reguiai, Florence
Castelain, Angeéle Soria et Groupe Urticaire de la SFD et du GEM Reso

Journées Dermatologiques de Paris 2021

Prescription d'Omalizumab pendant la grossesse chez des patientes atteintes d'urticaire
chronique spontanée : résultats d'une étude rétrospective francaise.

Antoine Badaoui, Emmanuelle Amsler, Anne- Sophie Darrigade, Anne- Claire Fougerousse, Ziad Reguiai, Florence
Castelain, Angele Soria et Groupe Urticaire de la SFD et du GEM Reso

e MODIFICATION DE LEQUILIBRE THYROIDIEN SOUS OMALIZUMAB

Investigateurs principaux:

Drs Anne- Claire Fougerousse,
Angéle Soria

Etude collaborative avec le GUS

Objectif : Colliger les cas de patients ayant APPEL A CAS

vu leurs besoins en hormones thyroidiennes Nombre de patients inclus : 2
diminuer apres lintroduction de Nombre de centres participants : 2
Lomalizumab.

Communication EADV 2020

Decrease thyroid hormones needs after introduction of omalizumab in patients with chronic

spontaneous urticaria and non auto-immune hypothyroidism
Anne-Claire Fouge-ousse, Angele Soria
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ECZEMA

e DAPHNE

Drs Caroline Jacobzone et Sébastien Barbarot

Etudier la répartition des formes
_ phénotypiques de dermatite atopique de
\ ladulte en recueillant les données cliniques et
\ épidémiologiques chez tous les patients
adultes vus en consultation.
Décrire les modalités d'utilisation des
traitements systémiques chez ces patients.

Journées Dermatologiques de Paris 2019

REPARTITION DES FORMES PHENOTYPIQUES INCLUSIONS TERMINEES

DE LA DERMATITE ATOPIQUE CHEZ L’ADULTE

PREMIERS RESULTATS DE LUETUDE DAPHNE Nombre de patients inclus : 809
Caroline Jacobzone, Ziad Reguiai, Anne Claire Nombre de centres porticipqnts - 28

Fougerousse, Emmanuel Mahé, Francois Maccari,

Antoine Badaoui, Jean- Luc Perrot, Eric Esteve, Domitille

Thomas Beaulieu, Edouard Begon, Juliette Delaunay,

Michelle Pillette Delarue, Marie

Jachiet, Nicole Jouan, Valérie Pallure , Jeffrey Loget ,

Magali Bourrel, Nathalie Beneton, Maud Steff, Paul Bilan,

Flavien Huet, Josiane Parier, Claire Alice de Salins,

Josiane Parier, Claire Alice de Salins, Sophie Osdoit, Germaine Gabison, Marc Perrussel, Charlotte Lepelley- Dupont,
Nathalie Sultan, Charles Taieb, Sébastien Barbarot et Resoeczema

Journées Dermatologiques de Paris 2021

DERMATITE ATOPIQUE DU SUJET AGE. Cohorte Daphné.

Caroline Jacobzone Leveque, Ziad Reguiai, Anne Claire Fougerousse, Francois Maccari, Antoine Badaoui, Eric Esteve, Jean
Luc Perrot, Domitille Thomas Beaulieu, Edouard Begon, Juliette Delaunay, Michelle Pillette Delarue, Nicole Jouan, Marie
Jachiet, Valérie Pallure, Nathalie Beneton, Josiane Parier, Charlotte Fite, Laure Mery,Claire Abasg, Emmanuel Mahe et GEM
RESO

Dermatite atopique de lI'adulte & type de prurigo — Données de la cohorte Daphné.

Caroline Jacobzone Leveque, Ziad Reguiai, Anne Claire Fougerousse, Francois Maccari, Antoine Badaoui, Eric

Esteve, Jean Luc Perrot, Domitille Thomas Beaulieu, Edouard Begon, Juliette Delaunay, Michelle Pillette Delarue Nicole
Jouan, Marie Jachiet, Valérie Pallure, Nathalie Beneton, Josiane Parier, Laurent Misery, Charlotte Fite, Catherine Goujon
Henry, Dominique Lons Danic, Emmanuel Mahe et GEM RESO

Description de la dermatite atopique de l'adulte, résultats de la cohorte DAPHNE.

Caroline Jacobzone Leveque , Ziad Reguiai, Anne Claire Fougerousse, Francois Maccari, Antoine Badaoui, Eric Esteve,
Jean Luc Perrot, Domitille Thomas Beaulieu, Edouard Begon, Juliette Delaunay, Michelle Pillette Delarue,Nicole Jouan, Marie
Jachiet, Valérie Pallure, Nathalie Beneton, Josiane Parier, Laurent Misery, Charlotte Fite, Catherine Goujon Henry,
Dominique Lons Danic, Magali Bourrel, Laure Mery, Claire Abasa, Claire Alice de Salins, Charlotte Lepelley, Emmanuel
Mahe et GEM RESO

Recours aux médecines alternatives chez les patients adultes atteints de dermatite atopique
— Cohorte Daphné.

Caroline Jacobzone Leveque, Ziad Reguiai, Anne Claire Fougerousse, Francois Maccari, Antoine Badaoui, Eric Esteve, Jean
Luc Perrot, Domitille Thomas Beaulieu, Edouard Begon, Juliette Delaunay, Michelle Pillette Delarue,Nicole Jouan, Marie
Jachiet, Valérie Pallure, Nathalie Beneton, Josiane Parier, Laurent Misery, Charlotte Fite, Emmanuel Mahe et GEM RESO
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ETUDESTABOUTIES

PSORIASIS

e ENQUETE DE PRATIQUES SUR L'UTILISATION DU METHOTREXATE DANS LE TRAITEMENT DU
PSORIASIS EN PLAQUES MODERE A SEVERE

Investigateurs principaux : ENQUETE DE PRATIQUES
Drs Anne- Claire Fougerousse, Frangois 204 dermatoloaues avant barticios
Maccari, Laure Mery-Bossard, Josiane g Y P P

Parier

Objectif : Décrire les pratiques de prise en charge des patients adultes traités par MTX pour
un psoriasis en plaque modéré a sévére aupres des dermatologues exercant en ville, a
'hépital ou en pratique mixte.

communications

Journées Dermatologiques de Paris 2021

Utilisation du métho:rexate dans le psoriasis modéré & sévére en France: résultats d'une
enquéte de pratiques.

Anne-Claire Fougerousse®, L.au-e Me-y-Bossa d, Josiane Parier, Charles Taieb, Anzoine Bertolotti, FrangoisMaccari et
Pou- le GI:M Resopso

Publication

Fouge-ousse AC, Mery-Bossard |, Pa‘ier J, Taieb C, Beroloi A, Maccari F; G:M ResoPso. Use of Methotrexate in the
Trearmen: 0° Moderate 0 Severe Plague Psosiasis in IFrance: A Praciice Su-vey. Clin Cosmet Investig Dermatol. 2021 Apr
23:14:389-393



e EBIP

Investigateur principal : Dr Héléne Aubert

Objectif : Evaluer les stratégies d'adaptation des doses des
biothérapies lors de l'obtention de la rémission du psoriasis

Communications

Journées dermatologiques de Paris 2019 ETUDE TERMINEE

Stratégie d'espacement et de diminution des ENQUETE DE PRATIQUE
doses de traitementpar biothérapie dans le
psoriasis cutané en rémission ou avec une
faible activité : enquéte de pratique

Helene Aubert, Emmanuel MAHE, Anne- Claire FOUGEROUSSE, Frangois Maccari, Nathalie BENETON

54 dermatologues ayant participé

Accepté pour publication dans les Annales de Dermatologie et de Vénéréologie.

« HEMOPATHIES ET BIOTHERAPIE

Investigateur principal : ETUDE TERMINEE
Dr Guillaume Chaby Nombre de patients inclus : 21

Nombre de centres participants : 8

Objectif : Décrire de l'efficacité et de la tolérance des biothérapies ou de I'apremilast & partir

d'une série de patients atteints de psoriasis ayant des antécédents d’hémopathie maligne en
rémission ou évolutive

Communications

Journées Dermatologiques de Paris 2021

Tolérance et efficacité du traitement du psoriasis par biothérapies ou apremilast en cas
d'antécédent dhémopathie maligne : étude multicentrique rétrospective.

Raphaella Cohen-Sors, Guillaume Chaby, Anne- Claire Fougerousse, Frangois Maccari, Aude Roussel, Ziad
Reguiai, Emmanuel Mahe, Maud Amy de la Breteque, Juliette Delaunay, Anne- Caroline Cottencin, Antoine Bertolotti,
Helene Kemp et Groupe RESOPSO

Publication

Cohen-Sors R, Fougerousse AC, Reguiai Z, Maccari F, Mahé E, Delaunay J, Roussel A, de la Breteque MA, Cottencin C,
Bertolotti A, Kemp H, Chaby G. Biological Therapies or Apremilast in the Treatment of Psoriasis in Patients with a History of
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Purposd: Hocend shilies have illustrabed that systemie medications ae undemused fog
Ereahmg adult abopes dermuanies (AD) and that dermatcllopmsts hinve concerms reparding the
safely profile of cyelosporing in AD

Patients and Methods We performed o natomal onlime practice sunvey’ befwen March
and Apnl 200

Redailte A total of 305 demmaicopsts fesponided, 57% wath hospial-tased sctvaty and 43
with privale practce. Owverall, 46.9% presonbed cyclosponme for adall AD. Before imtiating
treatmient, 56 9% dd not perfonms evaliahon scofing. Reasons for nod prescribang oyclospor-
me were o chpble paterts (24 7% lack of mlormason (5T 6%, need for hosptal
prescription (31.3%), and lack of experience (79 2a). Fiftysfour parcent of the dermatolos
gists prescribed methoirexate for sdelt AD Befors isstisting treatment, 50.5% «d not
perfomn evalmtion scoring. Reasons for nol prescribing methotrexate were no eligible
paticeits (85 7250, leck of inforemanon (39, 3%), bk of expericnes (75 7%6), and mol approved
for ALY (47 4%) A total of 2.1% demmalologets presenbed olber syslemo treatments B
ndult ALY, 9.5% presonibed comsoostencids and 36 4% preccnbed dugilumah

Condimlon: Svalomred trcalments for AD are used by ball of dermatodogasts, althougl
ayebosporine and dupilumeb mus be inibated in hosptals i Prance. hethotrecabe is mone
freqquendly wsed tham cyclosporine, although it is not approved for this indication in France:
A vast magonty of demnalclognats do ned perlomm amy evaluation seonng belore mmtiating
systermic treatment for adult AL

Kaywards: afope dermatitis, cvelosponng, methotrasste, practios sumvey

Introduction

Aadult atepre dermatitis 15 a frequent chronss inflammatory  dermatoss, the
prevalence of which is estimated to be 4.65% in France," with 68% of patients
havirg moderate o severe forma” Ia treatnsent is based on local trestments
{emolliends, dermocorticords, topical calcineunn inhabitors) and, in moderate
t severe forms, in the event of failure, phototherapy, immuEncsuppressants
{eychosporme (the only systemic treatment with marketing asthorsation for
this indication in Framce), methotrexate, azathiopnne, mycophenclate mofetil)
and dupilumab.” We are at the dawn of a therapewtic revolution for AD with
new realments like baotherapies targeting 1L 13 (tralokinumab, lebrikizumak)
ar [ ¥ (nemohzumab) and Janus Kinase mhibitors (bancitnb, apadacitinib,
abrogitinit ... being developed *
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In France, only dermatologists with hespital activity
can insiate cyclosporine and dupilumab, and private der-
matologists can only renew these treatments. In 2007,
a French stady showed that systemic treatments for atopse
dermatitis were underprescribed, smee in 8 cohart of 401
patients, 73% had a moderate to severe form, while only
£% were receiving systemic treatment® Dermatologists
have abo expressed concems about the safety profile of
evelosporine for this indication® We evaluated the mod-
alities of the use of systemic treatments for adult atopse
dermatitis in France,

Patients and Methods

We conducied a practice survey among FesoEcrema mem-
ber dermatologists by means of a questionnaire semt by
eyl (with two reminders) betwesn March and
April 200

Questionnaire

The questionnaire collected the gender of the dermatolo-
gest, the year the thess was obtined, the mode of practice
thospatal, private or mexed), and the presenption of evelos-
parine, methotrexate, general corticosteroids, ather mmmniu-
nosuppressants and duptlumab for adull stopic dermatitzs
The questionnaine collected information on how the treat-
mends were prescribed (seventy scores, treatment lme,
dose and durateon of trestment, montoning methods) and,
if necessary, the ressons for not wing these treatments. For
this type of study, French regulations do not require sub-
mission 1o an ¢thics commities, as this study does ol
enter the field of the deliberation n*2018-154 of the 3™
of May 2018 (JORF n"0160 of the 13th of July 2018)

Statistics

Chuaniriafive data are eopressed & the average £ standard
deviation (S0, and qualitative data are eopressed as head-
cound (%), Means were compared using Stodent's r-est,
and frequencies were compared with the Chal test. A vahse
of p = (05 was considered statistically =signaficant.
Siatistical analyses were performed using B software ver-
aion 351

Results

Characteristics of the Dermatologists
Three hundred five demmatologists arswered the question-
naire, representing % [source JO Sdnat da 1171223004 -
page 2T26] of French dermatologists. The average length

of practice since the thesis was 19 wears +-9.98, 202
(5. 2%) were women, 87 (28.5%) practised in hospitals,
131 {42%%) practised in private practice and 87 (28 5%)
had 8 mixed practice. There was no difference in the
length of practice between self-employed demmatologisis
amd dermatologists with hospital activity (hospital and
mized ).

Prescription of Cyclosporin

One hundred thinty-six dermatologists (46 9% 2%0) pre-
scribed cyclosporine for adult atepie dermatitis. Thus
drug was used as a first-line svsiemic treatment in 77.2%
of cases and as a sccond-line treatment in 31.6% of cases.
A ol of 46.3% of dermatologists prescribed i for moed-
erite mlopic dermatitis and 99.3% for severe atopic derma-
utis. The daily doses prescribed were 3 mg/kg in 42.6% of
cases, 5 mphkyg m 36% of cases, 2.5 mgkg in 16.9% of
cnses, and other m 4.41% of coases. Faological momtonng
was carmed oul every month (75, 7%), every 2 months
(9.56%), every 3 months (2%}, and a1 other momtonng
rates {11.8%), The averge durabions of tremtment were
less than 3 months (9.6%), from 3 10 6 months (31.5%),
fromy & months 1o 1 year (36.8%), and more than | year
(22260 Atotal of 36.9% of dermatologists did moa perform
any evahmtion sconmg belore the initmtion of cyclospoe-
ine, 7.9%% performed the Investigator Global Assessment
(BGAN 23.8% performed the Scoring Mopic Dermatitis
(SCORAD), 134% performed the Eczema Activity and
Sevenity Index (EASI), 17.2% evahaated the affected body
surface area (SCA) and 34.8% performed the Dermatology
Life Chaality Index (THLGT).

Among the 154 dermmologists who not prescribing
cvclosporine for adult aftopes dermatitis, the resns
gwven were the absence of elgible patients (n=38,
241 the fact that the product 15 nol coversd by
a mirketing authonizton, n=3 (1.9%); o ek of knowls
edge of the recommendations, n=15 {4 M) a bk of
information and wuaning, n=¥1 (52.6%); the need for an
inizal hospital prescripion, n=4§ (31.2%) and a kack of
expenience, n=122 (79 2%)

Prescription of Methotrexate

Ome hundred fifty-eight dermatologists (3392203} pre-
scribed methotrexate for adult atopic demmatitia. This drug
wiat used &8 a first-line systemic treatment in 47.4% of
cases, &% a 2nd line or above treatment in 47 4% of cases,
and after failure of dupibumak in 26.6% of casea. A total of
1.3% of dematologists prescribed it for mild atopic
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dermatitis, with 30%% and 98.5% prescnbing 1 for mosder-
ate and severe stopic dermatitis, respechively. The pre-
scribed weekly doses were 13 mg in 48.4% of cases,
20 mg in 41 4% of cases 25 mg m 4.5%, and other in
A, 7 of cases. In the event of an msulficient response, the
dosage wis merensed m T0,2% of coses. Biological mon-
normg was camed ol every month (26%) every 2
months { 19%), every 3 months (31.6%), and with other
monioring rhythms (23 4%). A total of 30 3% of derma-
tologists did pot perform any evaluation scormg before
methotrexate initiation, 7.8% performed [GA, 2853% per-
formed SCORAD, 13% performed EASI, 1% perfommed
SCA and 38%% performed DLOI

Among the 135 dermatologists ned prescnbing metho-
trexcate for acult atopic dermatitis, the reasons given were
a8 follows: no eligible patients, n=63 (46 7). no MA in
this indication, n=34 (474%), a lack of information and
tranang, n=33 (393%) and a lack of expenence,
n=34 (25.2%5)

Prescription of Other Treatments

A tolal of 453% of dermatologists (14°280) prescnbed
other systemic treatments for adult atopic dermatitis,
guch & phototherapy, a=10, amthioprine, a3, and myco-
phenolate maletil, n=3,

A ol of 98% of dermuclogists (n=28287) pre-
seribed systemic corticosteronds for adultl stopic dermatitis
m moderate (17.9%) or severe (B6.4%) forms. The
dosages were <IU3 mpkgiday in 21.4% of cases and 0.5
to | mglke'day in T8.6% of cases. The average durations
ol treatment wiere less than 7 days i 32.1% of cases, from
7 o 30 days in G432 of cases, more than | month in 3,6%
of cases, and other in 3.6% of cases

A total of 56.4% of dermatologists prescribed dupalu-
mzb for atopic demmatitis i adults, with initial prescription
i Tl.4% of cases and exclmive remewal m 28.6% of
cases,

Table 1 presents the resulis according to the mode of
prictice (hespitalimixed and private practice),

Discussion

Systemic treatments for atopec dermatitis are used by hall
of the dermatologists who responded to this practice sur-
vy, hethotrexate is more commonly used than cyclospor-
ine, although it does nod have marketing authorisation for
this ndication, This illustrates a cenain reluctance 1o use
eyclosporine due to fear of side effects, the lack of expeni-
ence of dermatologists with ths medication, and the need

For an smitial hospital prescniption, among other factors,
The greater familiarity with the prescription of methotrex-
ate may alss explain is extensive use.

There are differences m practice between private amed
hospital/mixed practice dermatologists, the latler prescrib-
ing more cyvclosporme and dupilumab v the expected
manner sinee they require an matial hospital prescriptson
and more methotrexate. Similarly, the scores were wsed
much less by private dermatologmsts than by hospital’
mived dermatalogists hefore the nitmtion of systemie
treatment, probably due to a lnck of habit and lack of time.

This underuse of evelosporme is alse found in cther
countries

In a practice survey conducted in 2003 1n the Unsted
Kingdom. cyvelosporine was less commonly used (37 4%
of dermatologists) than other ofal systemic trestments,
mich o amthioprine (51.2%) and peneral comicosteroid
therapy (42.9%%], whereas only oyclosporine had marketng
authorisation for this indication m the Unated Kingdom at
the time. According to the swthors, the maximun recom-
mended duration of treatment of one year for evclosporine
explamed the choice of azathioprine, which can be wsed
for longer periods.”

In & recent Australian survey, 22% of dermatologists
surveyed had never wed cyvelosporne. Phototherapy
(72%%) and methotrexate (15%) were prefemed 1o cyclos-
porme (%3] in the event of topical treatment failure. The
durations of prescnption of cyclosponine were less than 6
months i ™e of cases. 6 1o 12 months m 24% of cases
and mone than 12 months in 69%% of eases. The dose wed
was more than 5 mgkg/day in 1% of cases, from 3.5
5 mg kpiday in 42% of cases and bess than 3.5 mpkeday
in 6% of cases®

In cur stsdy, abmest 107 of dermatologists prescribed
short courses of gemeral comicosteroid therapy for sdul
atopic dermattis. [is use should be limited 1o patienis with
a severe foom, at @ dose of less tham 0.5 mp'ke/day and
with o macimum duration of 8 davs® The need for
repented use illustrates the seventy of atopie dermatitis
and the need for specific systemic trestment.®

It should be noted that the proportion of dermatologists
prescribing  dupilumab is higher than those prescribing
cyclosporine of metholrexate. This reflects an interest
new therapses for slopic dermatitis as well as a twolerance
profile and manageability considered supenor to that of
Syslemic ireatments,

The majonty of dermatologists do nod use on assess-
ment score before mitisting systemsc treatment for sdult

Clinioadl, Cosrmetst and Investigacional Dermavcdogy 2020014
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Table | Resuhz by Mode of Exercite (Hospital and Mixed PracticoPrivate Practicg)
Hespital/Flined Pracoice (8 178} | Liberal Praceice (n=131) | Chi Sauars
Preongtson of seedhoreane SRS (n=| 1 %1&T J44% =441 & G001
HO: B MDx 4
Respon for fed preicnbing mathosreone =52 m= B3
« iibserce of Seplle paEELL BTN (m=D052) ~19. 8% {n=32r83)
- Me marketing authansstion fer AD —di | % [R5 ) ~48 2% | n=4 083}
» Mo mponence wish methotreoin 8% (e S5 F9% {n= 203
- Lack of ramingfinfarmation -20.1% (=l 152) ~50.8% =4 283}
Preworigaeon of cydoapsoring T51% {n= | 24145 DTS e | 3018 & 9.000
| =[] MCx &
R fer st preicnbing eyclasparee p= 41 m=ll3
* Ahsence of digble pasent =268% (w0 M) ~TI0% (n=20T101 %)
® Lack of bnowledge of the recommeandnisant = =133% {n=| SF10E)
® Mo experience with opcloaporine TH% (=125 ) Tah% (n=9U 1 F)
® Lick of prakingnkamibon A1 5% [m=1TMI) —EEA% | A=EAr] 1 F)
® Rpgare initial hoapital prescmiption =4 5 (n= ) -3, 7% (n=44F1 13}
Prewcrpsion of aral corticosd 5% (n= A0 Sy IL 1% (n= 1 524y S
HO: % M ¥
Preporpaon of dugdbamab BOS% (n= | JRMI4T) 8% dna 300 24 & 2,001
HO: & M0 7
Absence of ute of 1eore befare methairesate prescription | 39.5% (n=847147) &A8% (nEBRIIT) £ Q001
MC: B MC: 4
Absene of we of soore before opcdosporine prescription | 350 % (n=587) 45) B0 (o ORI 26 = 001
MO 1D M 5
Abbreviathaed) MO sniing dua &D siogs] derwsioe MNE ned dipeioee
atopic dermatitis. This makes it more difficult 1o assess the Admwmmmt;

severnty of atopic dermatitis and the effectivencss of treat-
ments. Lack of femihanty with stopee dermatitis assess-
mienl scores (SOORAD, EASL Patient Oriented Eerema
Measure, ¢tc. ) and the sbsence of a consensus defindtion of
the sevemty of atopic dermatmis, unlike other chromc
inflammatery dermatosss such as psorsasis, may explain
this loww use,

Conclusion

Chur study showed that hall of French dermatologists use
systemic freatments in topical dermatitis in adults.
Methotrexate 15 used more than cvelesponmne, probably
due 1o greater familiarity with this medication and the
absence of an initial hoapatal prescription. Dupilumab,
although more recently available, s already quite widely
used. Our study also highlights an underutilisation of
nssessment scores for mlopsc dermatitis prior 1o the
imroduction of systemic theatments
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Purpose: To evaluate the modalities of methotrexate prescription for moderate to severs
peonasis by dermatologists in Franee,

Patients and Methods: We performed a national online prachics survey between Ogtolker
and Drecember 20200

Resultz: A total of 254 demnatologsts respondsd, 237 reported presenbimg methodresate for
moderate o severe psomiasis in adults, of whach 5™ as a fisst line systemic meatment
Mimeteen percent reported perfomming a test dose at the immtaton of treatment. Methotrexate was
prescribed orally in 54 7% of cases, subcitanaously in 44 8% of cases and intramuseudary in 0.4%
of cases. The imbal weekly dose of methotneate was <15 mg for 3% of the dermatologists and
=15 mg for T0% of them. Two huelred and three demmmitologists el alpssdy chamge the route of
admirstration for methotresate from the oral to oyectable form due to poor tolerance (48, 3%), leck
of efficacy (35%) or lack of compliance { 16 7). Two lmdred thirty-four dermatologists (98.7%)
reported prescnbing folie acicd with methotnecate, and 79.3% reported presenbing tests evaluating
the msk of hepatic fibrosis. Forty-three percent of demmatol ogists have not inttated or have reducad
therr presciptions sance the beginning of the pandemic of COVID-192. Prescribing paticms were
dlifferent sccording to the type of practice (privale practice versis hospital/maxed practice),
Concusion: Methotrexate 15 used by the majonty of dermatologiss inferviewed for mod-
erale 1o severe peonasis in adulls, with heterogeneity of practices

Keywords: psonasis, methotrexate, prichcs survey, demmtologisis

Adult psonasis 15 a frequently occurming chronic inflammatory dermatosis, the
prevalence of which is estimated to be 4.4% in France.' Moderate to severe
forms, defined by a Psonasis Activity and Sevenity Index (PASI) score =10, an
affected skin surface =10, a Dermatology Life Cuality Index (DLOD) score =10, or
the involvement of particular locations (palms and soles, scalp, face, genital area,
nails, ete.) justify prescription of a systemic treatment. Methotrexate is the first-
line systemic treatment recommended in France.” Surveys of inemational practice
have highlighted heterogeneity in the prescripion of methotrexate for this
indication** Herein, we evaluate the modalities of methotrexate prescription for
moderate to severe psonasis by dermatologists in France.

Patients and Methods

We conducted a practice survey of Reso member dermatologists. Reso gathers more
than 700 French dermatologists [1ie nearly one French dermatologist out of 4).
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These dermatologists work exclusively in hospitals, exclu-
sively in private practice of in a mixed practice. They were
asked by email to answer a digital questionnaire between
Oictober and December 2020, In the nwvitation emanl 1o
participate in the project, each doctor had to confirm his or
her agreement (o participate in order (o access the online
questionnaire. They were under no obligation to respond
and were not paid for it

Questionnaire

The questionnaure was developed by dermatologists and
a physician specialist m public health. It collected the age
of the dermatologist, the length of the practice, the mode
of practice (hospatal, private or mixed), whether consulta-
tion dedicated to psoriasis is offered, and the prescription
of methotrexate for adult psonasis. It collected information
on the methods of prescribing methotrexate, including the
method of administration, dose, concomitant prescription
of folic acid, monitorng methods, as well as the impact of
the COVID-19 pandemic on prescriptions. The reasons for
not prescribing methotrexate were collected for dermatol-
ogists who stated that they did not prescribe methotrexate
for this indication.

For this tvpe of study, Fremch regulations do not
require submission to an ethis commitiee as this study
does not enter the field of the dehberstion n®2018-154 of
the 3rd of May 2018 (JORF n®0160 of the 13th of
July 2018}

Statistics

Quantitative data are expressed as the average + standard
deviation (31¥), and qualiative data are expressed as per-
centages (%e). Means were compared using Student’s r-test,
and frequencies were compared using Chi-square test
Avalue of p < 0005 was considered statistically significant.
Statistical analyses were performed using R software ver-
sion 3.5.1.

Results

Characteristics of Dermatologists

Two hundred fifty-four dermatologists answered the ques-
tionnaire, represénting 7.6% of French dermatologsts
[source JO Sénat du 11/1272014 - page 2726]. The average
length of practice was 18.9 years, 74 (29.1%) worked in
hospitals, 93 (36.6%) in private practice and 87 (34.2%) in
a mixed practice, and 71 (27.9%%) offered consultation
dedicated to psoniasis.

Prescription of Methotrexate

Two hundred thirty-seven dermatologists (93.3%) reported
prescribing methotrexate for moderate 10 severe psoriasis
in adults. This proportion was 10(% for dermatologists
with hospital activity and 90°% for those in private or
mixed practices.

Seventeen dermatologists declared themselves to be
non-prescribers. Among these physicians, 9 were in pn-
vate practice, and 8 were in a mixed practice. Reasons
given for non-prescription included fear of side effects
{n=8), lack of expenience (n=7), and dearth of elgible
patients {n=2).

Prescription Modalities

Among prescribers, 57% stated that they prescribed meth-
otrexate as a first ling systemic treatment for adult psor-
iasis, 29% as a secomd line treatment and 14% as a third
line treatment or less frequently. Dermatologists estimated
the perceniage of ther moderale 0 seveére psoniatic
patients treated with methotrexate to be 36.2%.

Forty-sre dermatologists (19%%) reported that they per-
form a test dose at the initiation of treatment. Methotrexate
was prescribed orally in 54.7% of cases, subcutaneowsly in
44,8% (pen, 36.1%; syringe, 8. 7%%), and intramuscularly in
0.4% of cases. The proportion of patients judged to be
autonomous in carmying out the injections was 65.4%. The
initial weekly dose of methotrexate was less than 15 mg
for 30% of the dermatologists (7.5 mz: 7.0%; 10mg: 16%;
and 12.5 mg: 6.7%%) and =15 mg for 7% (15 mg: 51.9%;
17.5 mg: T.1%; 20 mg: 9.7%; 22.5 mg: 0.4%; and 25 mp:
(0.4%0). The time ¢lapsing between dermatologists prescrib-
ing and evaluating the efficacy of methotrexate was less
than 6 weeks for 9% (2 weeks: 0.4%; 4 weeks: 8.4%),
from & to 8 weeks for 13%6 (6 weeks: 4.6%; § weeks: 5%)
and greater than or equal to 10 weeks for 78% (10 weeks:
1.3%, 12 weeks: 30.4%; and 16 weeks: 46.8%). Two
hundred and three dermatologists (86%) stated that they
had already changed the route of admimstration for meth-
otrexate (from the oral to injectable form) due to poor
tolerance (48.3%), lack of efficacy (35%) or lack of com-
pliance (16.7%).

In the event of a therapeutic response being deemed
insufficient, 40 dermatologists (16.9%4) declared changing
to subcutaneous administration, 20 (8.4%) changing treat-
ment and 177 dermatologists (74.7%) to increasing the
dose of methotrexate. Of these changes, the adjustment
steps were 2.5 mg/week in 54.9% of cases, 5 mg'week in

390 e

Dhrve

Chrdcal, Cowmetic and Ivesogatoral Dermatclogy 2021: 14

24



Diove

Fouperousye et al

41.8% of cases, and other in 3.4% of cases, In the case of
digestive side elfects, 172 dermatologists (72.6%) reported
switching to subcutaneous administration, 29 (12.2%) to
decreasing the dosage of methotrexate, and 36 (15.2%) to
changing treatment. In cases of asthemia, 122 dermatolo-
gists (51.5%) reported reducing the dose of methotrexate,
BT (36.7%) changing treatment, and 28 (11.8%) switching
to subcutancous adm mistration,

Two hundred thirty-four dermatologists (98 7%4)
reported presenbing folic acid with methotrexate. The
dose was 5 mg'week for 539 dermatologisis [(24.9%),
10 mg/week for 134 (56.5%) and more than 10 mg'week
for 44 (18.6%). The recommended day of use was the day
after taking methotrexate for 24 dermatologists (10,1%%),
48 hours after taking methotrexate for 204 dermatologisis
(86.1%%), and every day except for the day of methotrexate
use for 9 dermatologists (3.8%).

One hundred eighty-eight dermatologists (79.3%) sta-
ted that they prescribed tests evaluating the risk of hepatic
fibrosis, incheding Fibrotest™ for 25 (13.3%), pro-collagen
IIT assay for 110 (58.5%) and Fibroscan for 132 (70.2%).

Since the start of the COVID-19 pandemic, 128 der-
matologists (54%) reported that their methotrexate pre-
scriptions  for psoriasis had remained stable, 71 (30%%)
that they had decreased, and 3 (1.3%) that they had
increased. Twenty-eight (11.8%) reported that they had
not imtiated methotrexate singe the beginming of the
pandemic.

Prescnbing patterns by type of practice are shown in
Table 1.

Discussion

The results of this survey underline the heterogeneity of
practices in the prescription of methotrexate in moderate to
severe psoriasis in adult patients in France. In fact, even
though almost all dermatologists questioned used metho-
trexate for moderate © severe psormsis in adults, the
methods of prescription vary, apart from to the association
with folic acd
systematic,

Only slightly more than one-hall of dermatologisis ques-
troned indicated that they prescnbe methotrexate as a first-
lime systemic meatment for moderate 1o severe psormsis,
whereas it 15 the first-lme systemic treatment recommended
in France.” A fifth of dermatologists questioned stated that
they perform a test dose, which i3 currently no longer
compulsory” but may be useful in fragile patients®’
Almost two-thirds of dermatologists questioned start at

supplementation, which is almost

2 dose between 7.5 and 15 mg'week, mn accordance with
French recommendations® However, a high cumulative
dose during the first month of treatment (between 60 and
75 mg) was associated with im proved efficacy in one study,”
while an imtial dose of 15 mg/week was proposed in some
recommendations. ™ The oral route of administration is pre-
ferred, althowgh recent data have shown better efficacy and
tolerance with a subcutaneous route of admmestration m
a cohort of German patients.” Even though the different
recommendations agree on the need lor folic ackd
supplementation,™ ™" prescription modalities differ: while
there are currently no British recommendations,' a daily
supplementation, except if methotrexate is administered con-
comitantly is suggested by Amenican recommendations’ and
a Smg supplementation, 24h after the intake of methotrexate,
is suggested by French recommendation.® The time taken to
evaluate the efficacy of treatment is more than 10 weeks for
78% of dermatologists, consistent with the kinetics of the
molecule.™” The vast majority of dermatologists interviewed
stated that they monitor the nsk of hepatic fibrosis upon
methotrexate use by dedicated testing. This risk remains
debated since meta-analyses have vielded contradictory
results, the cumulative dose of methotrexate has not been
systematically identified as a risk factor, in contrast to dia-
betes, alcoholism and obesity. "' The COVID-19 pandemic
has impacted the prescription of methotrexate among the
dermatologists questioned, since 43% of them have not
imitEted or have reduced therr prescriplions since the begin-
ning of the pandemic. However, data have highlighted the
absence of a seriously increased risk of COVID-19 in those
undergoing systemic treatment for psoriasis, whether in the
mitiation or maintenance phase of reatment ' It might be
useful to vaccinate against COVID-19 before mitiating meth-
olrexate treaiment, particularly in patients al nsk of severe
COVID-19, as there is a lower vaccing response in patients
on this treatment

For the analysis, we grouped dermatologists im mixed
and hospital-based practices together, as practsing m
a hospital environment in France allows access to the pri-
mary prescription of certain psormsis treatments (cvelospor-
ime ard botherapy). This study highlights differences n
practice according to prescribing patterms. Diermatologists
in hospital and mixed practice more frequently prescnbe
methotrexate as a first line systemic treatment at a higher
mitial dosage, more often in the form of subcutaneous pens,
and evaluate their patiemts later. This may reflect a greater
habit of methotrexate use. Their patients are more autono-
mous in performing subcutaneous ijections, likely because
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Table | Resulus by Mode of Pracuce (Hospital and Mixed Practice/Private Practice)

Sudy Population Hospital Mined Practice Private Practice Chi Square
(=181} (n=%1)

Frescription of methotreaie 33% r=153061) 0.32% (=841 161) M5

#verage lkength of service (years) 182 19.% p=0.02

Bnalyse population Hospital/mined practice Private practice Chi sguare
(w=153) (n=g4)

Average length of service (years) 182 9% p=0.02

Systemic treacment line in which methowre=ate is prescrbed

* gl H3F3% (n=107) 33.3% (n=18) p=0.001

® I line 115% (n=3&) 19.3% (n233)

* 3rd lne £.5% nE | 0 15% (nEll)

® 4th line 0% =0} L4% (n=1)

Carrying cut a nest dose at initiaion 19.4% (n=30) 1%9% [n= &) (3 ]

How methotredate is adminisered

* Per oz 52.1% 594% NS

* Suboutanecus pen Al Fi b p=0u007F

# Subonamecus yyringe TA4% % (T3]

¥ |rvtramuscular 0.3% e [y 3

Percontage of prients whe are JASRSMSE in carrying st HRA% s80% p= 004

imetian

irdtation dossge of methotrems

® < |5 mgiwonk 11%{n=31) 52.4%n=40) P00

® 2 15 mgiweek Tesn=120) 47.6% n=44)

Tiene frame for evaluting the efleciveness of methareate

¥ o b vl A4.8% n=T) 14, 7% n=14) p 0LO0T

® b owo B oweeks 1.0 %n=17) I154% (n=13)

® 2|0 wecks B4.3%n= | I9) &7.9%(n=57)

Dose adjusbment bevel used

® 1.5 mghwenk 470 %n=T1) 9% [n=58) p< 0001

* 5 mplwesh 503 %n=TT) 6. 2%n=11)

* Cithery 1.6% (r=d) 4.8%n=4})

Reatans for fwitching fram an oral 1o an injectable form 9% To% g 00l

* Poor woleranog A3 9% n=61) ST B%n=3T) p= 0004

® Lack of efficacy 352 %(n=49) T4 4%(nET1)

® |ack of compliance 20.9%(n=19) T.B%(naS)

Concomitam presoription of folic ackd @e% H.I% S

Prescription test for the evalumion of hepatic fibrosis TTE%n=1 1% B =4 pe 0000

Abbreviation: MI, net sipnifican.

they benefit from therapeutic education by paramedical staff.
Dermatologists m private practice, on the other hand, carry
out more tests 1o monitor risk 1o the liver. We have assessed
whether the date of graduation has an impact, it does not for

the prescripion of methotrexate, test dose or fibrosis lest,
only the initiation dose is different.

The limitations of this study are the declarative nature
of the data and the method of recrustment of the
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dermatologists questioned as they all participate in
a network dedicated 1o chronic inflammatory dermatoses.

Conclusion

The results of our study show that methotrexate 15 used by
the majority of dermatologists interviewed [or moderate 1o
severe psoriasis in adults. We highlighted heterogeneity in
prescription modalities depending on the mode of practice
(hospital based or private) but not the years of experience.
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Background; Few studies addressaing the safety and efficacy of iological therapy (BT) or
apremilast (APR) in patients with psonasis with a hastory of hematologic malignancy (HM)
exist.

Alm: To descnibe the tolerance and efficacy of BT and APR in moderate-to-severs psenasis
in patients with a story of in-remizsion of evelving HM

Mathodology: A retrospective, multicenter chart review of the tolerance and efficacy of BT
or APR in patients with modermte-io-savere psonasis and a chmeal hastory of in-remssion or
evolving HM

Results: Twenty-one patients with severe psonasis and a history of HM were inclded m
France by the GEM Resopso study group. Of the 16 patients treated wath one or more BT
limes, none showed recummence of their HM whach was considered as stable or in remassion,
and only 2 patients showed an evolution of their HM which had been considered as stable at
the begimning of treatment. In the 10 patients treated wath APR, the HM of one patient whao
wlso receved BT worsenad. The 3 evolutions did net impact ihe ireatment with BT or APR
Tolerance was very sabisfactory, with a low ocouwrencs of infections. Regardmg efficacy,
only one patient treated with APR did not actoeve sy nodable chnacal improvement.
Condluslon: Despte supportive data regarding tolerance, the heterogeneity of the analyied
popmilation and Lmuted availabde data, BT and APER should be used wath caubon in this
paticnt popalation and imvestigations on langer cohorts should be comducted to further assess
their tolerance in this patient population

Keywords: biclogical therapies, apremilast, psoriasis, hematological malignancies

Introduction
Biological therapies (BT) are humanized profeins synthesized by genetic engineer-
ing. BT in psoriasis comprise anti-TWNFa {(adalimumab, etanercepl, inflamab,
certolizumab pegol) and anti-interleukns including ustekinumab (anti-[1.-12/23),
secukinumab and ixekizumab (anti- IL-17), brodalumab (anti-receptor of IL-17),
guselkumab and risankizumab (anti-[L-23)."*

BT are well tolerated in patients with psoriasis. The most commonly reported
adverse effects (AEs) associated with BT were upper respiratory tract infections.”
Generally the incidence of severe AEs in psoriatic patients receiving anti-I1L-12/23

Parcermd. 31 WMay 2002
Accaplnd: 25 Juns 200
Publsived. 8 July 2000
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antibody or [L-17 mhibitors was reported to be lower than
that of THF-a inhibiters, although that of TINF-a inhibitors
is still very low.”

Apremilast (APE, phosphodiesterase inhibitor 4) is an
immunomadulator marketed since 2015 in Europe.™ In
vitro and in vivo studies showed that APR 15 efficient on
PDE4 activity, inflammatory signal expression, and dermal
psonasiform signs. In patients with moderate-to-severs
psonasis, APR significantly reduced plasma levels of
interleukin (IL)-17F, IL-17A, IL-22, and tumor pecrosis
factor-a as well as of cytokines. ™ Overall, treatment with
APR is safe. However, a few common (=5% of patients)
mild to moderate AEs have been reported, including diar-
rhea, nausea, headache, and masopharyngitis.”

Patients with psoriasis have been reported o pressnt
with an ncreased risk of cancer, which may be due to
impaired mmune surveillance, immune modulatory treat-
ments, chronic inflammation and'or co-risk factors such as
obesity. BT are independently associated with a slight
increase risk of cancer, but this is less than cyclosporine,
with the risk confounded by disease seventy and other co-
nisk factors, The data on small molecule therapies such as
APR are currently considered to be immature for com-
ment, although no signal has vet been identified '™

In France, BT and apremilast APR are recommended
as a treatment option in adults with moderate-to-severe
psonasis that has not responded to at least 2 standard
syslemic therapies, such as cyclosponne, methotrexate, or
phototherapy; or in patients who are intolerant of, or have
a contraindication to these treatments. !

The use of BT and APR 15 currently not contraindi-
cated in patients with psoriasis and a history of hematolo-
gical  malignancies (HM).'""  However,  several
recommendations encourage caution and propose to limit
their use to severe psoriasis after consultation with
a hematologist as part of an individual benefitnsk
consideration."*"*

The influence of BTs on the evolution of HM remans
largely unknown. The evidence from basic research does
not support the existence of a potentially deleterious effect
of THNFa or interleukin inhibition on the evolution of blood
disorders."* " Conversely, in some situations, treatments
with anti-THWF alpha or anti-IL17 have been proposed for
the treatment of different malignant  hematologic
diseases,”" ™ The most substantiated clinical information
from registries relates to the nsk of relapse of TNF lym-
phoma during rheumatoad arthritis with reassuning conclu-
sions. However, these findings are based on a small

number of patients and a limited follow-up *-" Except
for these data, there i no information available in the
literature about the nsk of recurrence or evolution of any
malignant HM, and especially in indications other than
RA. particularly in psoriasis. No treatment-related carci-
nogenic risk with APR has been identified n anmal car-
cinogenicity studies*” However, no current practice data
are available 1o discuss its potential impact on patients
with HM.

The purpese of this study was 1o descnibe the tolerance
and efficacy of BT and APR in moderate-to-severe psor-
13515 in patients with a history of in-remission or evol-
ving HM.

Methodology

This study was a national-wide, retrospective, multicenter
observational chart review conducted in France in private
practice or at hospital sites by the GEM Resopso study
group. Resopso (hitp://resopso.{r) 18 an assocmtion of der-
matologists throughout France involved in the care and
research of patients with psonasis. The research protocol
was approved by the local research and innovation depart-
ment (Dhrection de la  Recherche Chinique et de
IInnovation CHU Amiens - ref: PI2020-843-0025),
According to the French law JARDE (Décret no 2016
1537), paticnts had to provide a written non-opposal for
using their data for this project. The study was conducted
according o the principles of the declaration of Helsmki
and conformed to local legal data protection requirements
(CNIL, MROO3).

Any adult patients receiving BT or APR for their
moderate-lo-severe peoriasis (ongoing or discontinued)
and who had a clinical hstory of remission or of an
evolving HM were suitable for the study. Data from
patients with a history of monoclonal gammapathies of
undetermined significance were not to be included.

The following data were collected: demographic, psor-
sz severity before BT/APR, type of HM prior 1o BT/
APE, type of BT, efficacy of BT or APR on psoriasis,
reported adverse events with BT or APR and evolution of
HM during treatment with BT ar AFE.

Data about the HM stage according to its classification
as well as its prognostic score, il indicated, were collected
in order to assess its seventy. For each type of HM, its
status (in remission, stable or evolving before initiating BT
or APR) was indicated.

Evolution was defined as a) in remission, if chinieal and
biological normalization; b) stable, if no worsening of the
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HM or no introduction of a new-treatment for HM and ¢)
evolving, m case of worsening of the HM stage or exacer-
bation of HM (eg evolution into acute myeloid leukemia
for myelodvsplastic syndrome (MDS), or evolution into
lymphoma for chronic lymphoid leukemia (CLL)) and'or
in the event of a newly initiated treatment for HM and/or
recurrence of Hi

Tolerance was assessed according to the evolution of
HM after treatment with BT or APR had staned. Adverse
events (infections or other events) that occurred during
treatment with BT or APE were collected,

The efficacy of BT or APR. was evaluated, based on the
psoriasis severily score assessed during the last dermatol-
ogy consultation using the psoriasis global assessment
(PGA), body surface area (BSA), and psoriasis area sever-
ity index (PASI).

Descriptive stalistics were performed for all para-
meters, For categorical variables, numbers and frequencies
were caleulated. For continuous numencal vanables,
averages, median, minimum, maximum and standard
deviations were calculated.

Results

Patient and Disease Data
We analyzed data from 21 patients, 4 women and 17 men;
the mean age was 63, ranging from 50 to 82 vears. Twenty
(200 patients had plaque psonasis, the remaining patient
had palmoplantar pustular psoriasis,

Eighteen (18) patients had past first-line psoniasis treat-
ments including phototherapy, acitretin, methotrexate and
cyvchsponine prior o BT or AFRE. In tofal, 24 treatment
courses with BT (7 etanercept, 2 adalimumab, 2 mflia-
mab, 7 ustekinumab, 4 secukinumab, 1 ixekizumab, 1
guselkumab) were dentified in 16 patients; 10 patients
received APRE. Of those 10, 3 received APR prior to and
2 after treatment with BT, and 5 received only AFR.

The median treatment duration with BT and APR was
16 months [3-120] and 6 months [2-30] respectively.
Seven (1/721) patients had been on BT/APE treatment far
less than one year and the majority of patients (14/21) had
been on BT/AFR treatment for more than 2 years at the
last evaluation.

The delay between diagnosis of HM and imitiation of
BT or APR. was on average 54 months, ranging from O to
240 maonths,

Detailed patient and disease miormation is provided in
Table 1.

Tolerance
Detailed tolerance results for each of the 21 patients are
provided in Table 2.

Of the 9 patients considered in remission before BT/
APR, none had recurrence reported. Four (4) patients
received BT, 4 recewed APR, and one received both
Only one patient was still receiving maintenance treatment
(brentuximab  for large-cell  stage IV
T-lymphoma)

Ebeven (11) patients had a stable HM at the time BT or
BT/APR was started. HM had been stabilized in 8 patients.
The other 3 patients observed an evolution of their HM
during treatment with BT (2 patients) and APR (one
patient). One of these patients had a mult-treated Vaquesz
polycythemia, stabilized under muxolitinb, After 31
months of successive treatments with elanercept, AFPR
and secukinumab, his Vaquez disease evolved into
a severe sccondary myelofibrosis grade 3, requiring the
introduction of envihropoietin and mulliple transfusions of
globular caps. Because of the patient’s transition 1o pallia-
tive care, and o maintain his comfort, secukinumab was
maintained. The second patient, followed by essential
thrombocythemia JAK2 +, under simple supervision
before the introduction of treatment with BT, presented
with an schemic stroke at 9 months from the start of the
treatment with etanercepd, associated with thrombocyiosis,
which motivated the introduction of treatment with hydro-
xycarbamide. Treatment with etanercept was continued
with no evolution of HM. Finally, the last patient had
a stable CLL grade A for 4 vears after successive treal-
ments with etanercept then adalimumab. Ten (10) months
after switching 10 APR, an evolution of CLL was observed
leading 1o the introduction of a treatment with cobinutues-
mab and chlorambucil. APR was continued and then
stopped, due to a lack of efficacy.

The patient with an HM evolving prior to the introduc-
tion of BT/AFR was followed for a recurrent stage I'V
follicular B lymphoma along with a severe psoriasis oul-
break. Two (2) months after the minatbon of AFPR, the
patient had receved vinblastine and was waiting for treat-
ment with CAR-T cells (gene therapy, manufactured from
the patient’s T lymphocytes).

Five (5) patents presented a total of 7 significant
adverse events. Three (3) patients had infectious compli-
cations: 2 patients with one episode of herpes skin infec-
tion after 3 months of secukinumab treatment and 6
months of ustckinumab treatment, respectively (the latter
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Table | Patient Demeographic and Disease Data

Gender, M (%)
Wamen 4 (1%
HMen 17 (Bl
Age (years)
Median [min-max] 63 [50-81]
Main pioriasis type, M (%)
Flagus ype 0 (95)
Palmeoplantar Pustular 1 (5]
Severity score prior to treatment;, Meant5D
FASI 166 (8)
PG, 3.6 (0,E5)
BSA, M 15)
Prior systemic treatment, N (%) I8 (B4)
Phovotherapy 11 (52}
Methotrexae 13 (6l )
Cydlogporime 210y
Agitreting 12 (57}
Erretinane I (%)
BT cype administersd, M (3)
Eunareept 733
Irflocimaly 2(10)
Adalimumak 2 (1ay
Listekirurmah 733
Secukinumab 4 (19
leskimumnat I (5)
Gunalkumab 1 (5
APFR, No (%) 10 (48)
Type of malign HM, M (%)
Mon-Hodgkin's lpmphoma 5 (24)
Hodgkin's lymphoma 4 (1%)
Chronic lymphoid leukemis 5 (24)
FHultiple myeloma I (%)
Waldenstrdm discase 1 (5
Yagquez discase 3(14)
Exsenial thrombocythemia 2 (1)
Dielay berween dingnosis and smrt of PT/ 53 [0=204]
APR treatment, Median [min-max]
{rmvanihs)

Abbrevistion: APR, apremilivg BT, Blologesdl tresessent HM, hesasclspical
muigriancy; PAS], pserisb srea sewerity iMdic PGA, psorinsh glabal meedsment
BS&, body surface area

patient had been treated for more than 2 years with several
successive BTs). The third patient presented with an acute
prostatitis and secondary bilateral broncho-preumaopathy,
which occurred more than 10 vears after the start of his
etanercept treatment and which led to its temporary sus-
pension. One  patient had multiple squamous  cell

carcinomas treated with surgery, 4 vears after the onset
of BT. This patient had previously received treatment with
multiple sessions of phototherapy, prior to the enset of BT,

Two (2) patients had a stroke after taking etanercept for
9 months and more than 10 years after treatment had
started, treatment was maintained (Table 2).

Efficacy

Mean psonass seventy scores were evaluated during the
last treatment received (BT or APR) for psoriasis. The
PASI, PGA and BSA average scores at introduction of
BT or APR were 166, 3.6 and 29% respectively.
Imprevement was signaficant in almoest all patients (200
21) with average scores al the end of follow-up of 2.2,
0.9 and 2.6%. Eighteen (18) of the 21 patients had a PGA
'] of which 6 had their psoriasis cured. Only one patient
had not shown a marked improvement during treatment of
more than 2 years of APR, with a PGA score of 410 3 m
the end of the follow-up.

Discussion

This study analyzed data from 21 patients with severe
psoriasis, who had a history of HM and were treated
with BT or APR. Of the 16 patients treated with one or
more BT lines, none showed recurrence and only 2
patients had an evolving HM. The HM of one patiemt
who received APR and BT worsened However, none of
these 3 relapses impacted treatment with BT or AFR.
Telerance was very satisfactory, as shown through the
low oceurrence of infectious episodes. Reparding efficacy,
only one patient treated with APR did not achieve any
notable climcal improvement

To our knowledge, this is the most important serwes of
cases of patents with a history of HM treated with BT for
psoriasis. Furthermore, to date, no studies have evaluated
the tolerance of APR regardless of the indication, in cases
of a history of hematologic malignancy. Only Kahn et al,
in 2019, reported results for patients treated with BT or
APR for psoriasis with a history of cancer. ™ In total, of the
16 patients with a history of cancer out of 690 patients in
the cohort, only one patient had a history of hematologic
malignancy and with ne recurrence after a treatment last-
ing 23 months.

In the majonty of our patients, HM did not recur or
remained stable during treatment with BT or APR
Nevertheless, 3 patients observed an evolution of their HM.
Two (2) cases of evolution observed with BT were reported
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for one patient with a Vagquez polycythemia, and for one
patient with a JAK 2+ essential thrombocyiheman, The patsent
with Vaquez's polycythemia was followed for more than 10
vears during the transformation mto myelofibrosis. However,
as Vaguez polycythemia or an essential thrombocythemia
may progress mio secondary myelofibrosis in about 10%%6 of
cases after 10 years of follow-up depending on the studies,
BT might not be considered to be responsible for the
evolution.™ The second patient had an essential thrombo-
cvihemia that worsenad following a stroke 9 months after the
introduction of etanercept. The stroke was consdered
a progressive sign of hematology caused by the mtroduction
of hydroxycarbamide. However, this interpretation can be
weighted by the fact that thrombocythemia was not treated
af the time of the introduction of BT amd that platelet counts
remained stable dunng the first months of BT treatment prior
to introduction of hydroxycarbamide.

Evolution when taking APR was observed in one patient
with a grade A CLL. The evolution of the disease 1o high-
stage CLL led to the ntroduction of obinutwumab and
chlorambucil As the nsk of evolution from stage A to
stage B or C, regardless of treatment with BT or APR s
S0P, reatment with APR was considered not to be respon-
sible for the evolution by the hematologists ™ APR was
continued and then stopped, due to lack of efficacy.

Deespite an increased risk of infection in patients with
HM, and particularly when considered active, BT treat-
ment wlerance was acceptable in 15-patient series afler
a median treatment duration of 16 months. Two patients
had herpes skin infection, a well-known adverse effect in
patients treated with BT outside of any history of cancer or
hematology, Another patient presemted successively with
acute prostatitis and pneumopathy under etanercept, which
evolved favorably after a transient cessation of BT, No
opportunistic or mycobacterial infections, and no serious
sepais were reported Furthermore, no infectious complica-
lions were observed in patients who received APE. This
favarable resull of APR is consistent with tolerance resulls
of the Phase I studies, which note the absence of
a significant difference with placebo regarding the occur-
rence of infections, since these events are also considered
exceptional and of low seventy.'®

The efficacy of BT and APR was very satisiactory in
paticnts with severe psonasis that was not controlled by
one or more conventional systemic treatment lines. This
point is important to underline because these cases are diffi-

cult 1o manage due 1o their malignant hematology, excluding
certain immumosuppressants usually wsed in severe psoriasis.

Deespite the encouraging results, our data analysis has
certain limitations. The main limit of our study 15 the lack
of data that would have possibly allowed a comparison
reflecting a rare prescription circumstance, whether in the
field of Dermatology, Rheumatology or Gastroenterology.
Our workforee remains relatively small despite the mvol-
vement of the multi-center RESOPSO group. It is also
likely that the low numbers are related to the reluctance
of prescribers who suffer from a lack of clear recommen-
dations when BT is indicated in patients with a history of
HM. The majority of patients had a confirmed history of
HM: with a status considerad o be i remission or stable,
and therefore results cannot be generalized to HM with
a less favorable prognosis. Furthermore, one third of the
patients received BT or APR for less than one vear at the
time of inclusion. We agree that a longer follow-up of
these patients would have been preferable in order to
confirm the good tolerance and efficacy of the treatments.

In conclusion, despite the present supportive tolerance
data. the heterogeneity of our population and the limited
available data, BT and APE should be used with caution in
this patient population and investigations on larger cohorts
should be conducted in order to further assess its tolerance
in this type of patent with HM.
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L'urticaire chronique spontanée (UCS) est une pathologse fréquente touchant 1% de |a

populstion, le plus souvent des Ferimes, Lomalizumab est acwellement recommande dans |a U" u.,\
prise en charge des UCS résistanies & depj danti-histaminigue (1,23 Bien que Patilisation & ‘f
d'omalizumab ait déjd &€ rapporié comme siire chez des patienies enceintes atteintes d'asthime x\
sévire dans une cohorte nord-amdricaine (3), pou détudes ont Guadié les conséquences -'f

matcmclles et foetales éventuclics de l'omalimmab chez des paticntes enceintes aticintes d'UCS
(-7

Erude rétrospective de 12 patientes traitées par omabizumab pour une UCS, qui ont déclaré une grossesse sous ©¢
trivitement

Douze patients (29 4 42 ans) ont é1¢ inclecs dans I'érude. Le traitement par omalizumab avait éé introduit i b posologic
de 300mg toutes les 4 semaines pour une UCS résistante 4 4ep) @anti-histaminique. Cing patientes avait un terrain
atopigue, Toutes les patientes avait une LUCS modérde d sévére aves un score LTAS = 13 etfou un score DILOH = 10,

Le traitement par omalizumab avait ¢ introduit avant le début de la grossesse chez woutes les patientes, par consbguent,
taites bes patienies ont & exposées & ce rallement pendant le premicr rimestre de grossesse, Cing patienics ont
interrompu le iraitlement pendant le premier rimesire el 2 pendant le deuxiéme trimestre en raison dune rémission de
MUCS et de la crainte de complications fsctales.

Sur les 12 patientes, T ont ¢u une grossesse of un accouchement sans complication, 2 ont cu un accouchement par
cEsarienne en riison de trouble du rvthme cardisgque foctal, 2 ont eu une Tausse couche spontanée an premicr
frimestre ¢ 1 a cu une faovsse couche spontanée au 2éme trimesine,

Aucune malformation foetale n'est & noter sur les 9 noauveau-nés, ;EE\’—D

o m b ey

Dans notre éude, aucune complication foctale de lomalizumab n'a éé retrouve, ce qui est concordant avec les
publications antéricures dans I'UCS et dans Fasthme {registre EXPECT). Trois patientes ont cu une fausse couche
spontanée {25%) ce qui est comparable aw taux de fausse couche spontanée dans la population frangaise (8).

Crmahizumab est un traatement sir e eMicace chex les femmes enceintes atteintes d'UCS
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