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A decrease in the psychological burden of HS may improve
QoL, although we did not test this. While dermatologists and
healthcare providers treating HS can manage psychological
aspects of the disease, most lack formal training in psychiatric
diagnoses and psychopharmacology. Moreover, patients often
refuse psychiatric referral.” Screening for psychiatric comor-
bidities and traits, such as the tendency towards having social
anxiety, may help implement effective nonpharmacological
and pharmacological interventions.” Thus, a multipronged
approach to HS treatment, involving both pharmacological
and psychosocial interventions, may help decrease HS burden
and improve QoL. The use of online support groups may also
provide an accessible and effective intervention for patients
with HS.*

One limitation of the study was its sample size; however,
the study was sufficiently powered to find statistically signifi-
cant differences, indicative of the large effect size that the ten-
dency towards social anxiety has on patients’ lives. While
there were nonresponders, the comparable demographics of
respondents and nonrespondents contribute to the generaliz-
ability of the findings.
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Granulomatous slack skin: clinical
characteristics, prognosis and response to
therapy. A study from the Cutaneous
Lymphoma French Study Group

DOI: 10.1111/bjd.21699

Dear Eprtor, Granulomatous slack skin (GSS) is an extremely
rare subtype of mycosis fungoides (MF) with characteristic
Although GSS is
described as an indolent, slowly progressive disease, its associ-

clinicohistological ~ features." classically
ation with second lymphoma was reported in up to 48% of
cases in a previous case report and literature review.” The
effectiveness of several treatments has been described in a few
single GSS case reports,” but their efficacy varies between
reports, and complete response (CR) is exceptional. Conse-
quently, GSS remains poorly understood and there is no con-
sensus on its management. Thus, we conducted a retrospective
multicentre study to analyse the clinical characteristics, evolu-
tion and response to therapy of GSS. This study was approved
by the local institutional review board.

We included all cases (n = 8) found in the multicentre
Cutaneous Lymphoma French Study Group database from
1998 to 2021. Seven patients (88%) were male and the med-
ian age was 29 years (range 22—70) (Table 1). One case has
already been published separately.* The most frequently
affected area was the inguinal folds (75%), but involvement
of all body segments was observed (additional figure at
https://figshare.com/articles/figure/fig_GSS_bjd_pdf/
19945268). The search for a cutaneous T-cell clone was posi-
tive in seven cases (88%).

All patients had whole-body imaging for staging, two
(25%) had histologically confirmed visceral involvement
(stage IVB) and another (13%) had nodal involvement (ISCL-
EORTC stage N2). Overall, (38%) had
advanced-stage disease (> IIB) at diagnosis.

The efficacy of 30 lines of treatments (of 21 different treat-
ments in six different cases) could be characterized. At best,

three patients
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Table 1 (continued)
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Case 8

Case 7

Case 6

Case 5

Case 4

Case 3

Case 2

Case 1

Other lymphoid

malignancy

0-5

0-5

4-5
+

Alive at last follow-up +

Follow-up (years)

NA

NA

NA

S-year overall survival

NA

aHSCT, allogeneic haematopoietic stem cell transplantation; Brentuximab v., brentuximab vedotin; BSA, body surface area; BXT, bexarotene; CR, complete response; CS, systemic corticosteroids; GSS,

granulomatous slack skin; HTS, high-throughput sequencing; IEN, interferon; MTX, methotrexate; NA, not available/applicable; PCR, polymerase chain reaction; PD, progressive disease; PR, partial

response; PUVA, psoralen and ultraviolet A; RT, radiotherapy; SD, stable disease; TCS, topical corticosteroids; TNMB, tumour—nodes—metastasis—blood. “Presenting as a single 20-cm long-axis subcuta-

neous mass. bBy GSS lesions. “Displaying granulomas within the lymphoma infiltrate. dHistologically documented. “With an ongoing complete response 5 years after cessation of methotrexate (20 mg

per week). FVenous thromboembolic disease. 8Haemophagocytic lymphohistiocytosis. "Hypercalcaemia.

stable disease (SD) was achieved after 13 of the treatment
lines (43%), partial response (PR) after 12 (40%), CR after
two (7%) and progressive disease (PD) after three (10%). The
treatments assessed in at least two patients were methotrexate
(1 SD, 2 PR, 1 CR), bexarotene (2 SD, 1 PR, 1 PD), gemc-
itabine and brentuximab vedotin (1 SD, 1 PR each) and dox-
orubicin (2 PD) and brentuximab vedotin (1 SD, 1 PR).

The median follow-up duration was 6 years (range 0—15).
One patient (stage IVB) experienced large-cell transformation.
Follow-up data were available for seven patients. At the last
visit, one patient (14%) was in ongoing CR 5 years after stop-
ping methotrexate and three patients (43%) had controlled
disease, including one without treatment. The other three
patients (43%) had died (7—15 years after the diagnosis), two
related to GSS (the two patients with stage IVB) and one, in
the context of loss of follow-up, haemophagocytic lymphohis-
tiocytosis (HLH) and uncontrolled GSS. In these three patients,
potential paraneoplastic events were reported: venous throm-
boembolic disease (two cases), granuloma-mediated hypercal-
and HIH. No patient
lymphoma. The 5-year survival rate was 100%.

caemia® experienced a second

We report the largest case series of GSS to date. Our rate of
extracutaneous involvement (38%) is higher than previously
reported (0%) in a series of four cases,” which could be partly
explained by the systematic use of whole-body imaging for
staging. As extracutaneous involvement has a prognostic value
in MF," our findings support the systematic use of whole-
body imaging for GSS staging.

GSS treatment is challenging and mostly allows patients
to achieve SD or PR. With a response rate of 75%, we
identified for the first time the efficacy of methotrexate in a
case series of GSS. Methotrexate is known to be an effective
drug in MF (overall response rate of 70% among all sub-
types taken together),® as well as in granulomatous inflam-
matory skin diseases, such as granuloma annulare.” It could
thus be effective on both tumoral and granulomatous com-
ponents.

No patient experienced a second lymphoma despite a
median follow-up duration of 6 years, which contrasts
with the 48% rate found in a literature review. This could
be due to several reasons. Firstly, this previous review
included mainly single case reports and was therefore
prone to publication bias.”> Furthermore, a misinterpreta-
tion of extracutaneous involvement and/or large-cell trans-
formation of MF is possible, considering the lack of
comparative clonality studies between GSS and presumed
second lymphoma in these previous case reports. Secondly,
as HLH is not a common finding in MF, an undiagnosed
second lymphoma associated with HLH seems possible for
one patient in the current series.®

Although the 5-year survival rate was 100%, three patients
eventually died, including two related to GSS (25%), high-
lighting the fact that lethal forms exist but after a slow initial
progression.

To conclude, in this largest series published so far, GSS is
characterized by a relatively

important  frequency of
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extracutaneous involvement, a slow but sometimes lethal
course with paraneoplastic events, and challenging therapeutic
management. Among MF treatments, methotrexate showed
the best results.

Acknowledgments: We thank the patients enrolled in this
study.

! Caroline Ram-Wolff,! Gabor Dobos,"

Frangois Aubin,2 Marie-Paule Algros,3 Emmanuella
4,5,6

Gilles Battesti

Guenova (1), Pascal Joly,” Philippe Courville,® Samia

Mourah,®1° Jean-Michel Cayuela,11 Jean-David Bouaziz,''°

' Maxime Battistella,'®"?

Héléne Moins-Teisserenc
. - . 12 . . 12

Marie-Dominique Vignon-Pennamen, ]acquehne Rivet,

1,10 5 33 1,10

, Adele de Masson and the

Cutaneous Lymphoma French Study Group

Martine Bagot

lDepartment of Dermatology, Saint-Louis Hospital, Paris, France;
zDepartment of Dermatology, University Hospital, Besangon, France;
3Department of Pathology, University Hospital, Besangon, France;
*Department of Dermatology, Centre Hospitalier Universitaire Vaudois
(CHUV), Facult¢ de Biologie et Médecine, Université de Lausanne, Lausanne,
Switzerland; 5University of Lausanne, Lausanne, Switzerland; 6Department of
Dermatology, University Hospital Zurich, Zurich, Switzerland; 7Department of
Dermatology, Rouen University Hospital, Rouen, France; 8Department of
Pathology, Rouen University Hospital, Rouen, France; °Department of
Pharmacology and Tumor Genomics, Saint-Louis Hospital, Paris, France;
Université de Paris, Paris, France; “Laboratory of Hematology and
EA3518, Saint-Louis Hospital, Paris, France; and 12Department of
Pathology, Saint-Louis Hospital, Paris, France

Email: adele.demasson@aphp.fr

Funding sources: none.

Conflicts of interest: the authors declare they have no conflicts
of interest.

Data availability section: Data are available upon request of the
corresponding author.

References

1 Willemze R, Cerroni L, Kempf W et al. The 2018 update of the
WHO-EORTC classification for primary cutaneous lymphomas. Blood
2019; 133:1703—14.

Clarijs M, Poot F, Laka A et al. Granulomatous slack skin: treatment

[N}

with extensive surgery and review of the literature. Dermatology
2003; 206:393-7.

3 LeBoit PE, Zackheim HS, White CR. Granulomatous variants of cuta-
neous T-cell lymphoma. The histopathology of granulomatous
mycosis fungoides and granulomatous slack skin. Am J Surg Pathol
1988; 12:83-95.

4 Bettuzzi T, Ram-Wolff C, Hau E et al. Severe hypercalcemia compli-
cating granulomatous slack skin disease: an exceptional case. ] Eur
Acad Dermatol Venereol 2019; 33:e354—6.

5 Kempf W, Ostheeren-Michaelis S, Paulli M et al. Granulomatous
mycosis fungoides and granulomatous slack skin: a multicenter

© 2022 British Association of Dermatologists.

Research letters 793

study of the Cutaneous Lymphoma Histopathology Task Force
Group of the European Organization For Research and Treatment of
Cancer (EORTC). Arch Dermatol 2008; 144:1609—17.

6 Alenezi F, Girard C, Bessis D et al. Benefit/risk ratio of low-dose
methotrexate in cutaneous lesions of mycosis fungoides and Sézary
syndrome. Acta Derm Venereol 2021; 101:adv00384.

7 Hrin ML, Bowers NL, Feldman SR, Huang WW. Methotrexate for
generalized granuloma annulare: a 60% response rate in a retro-
spective case series of 15 patients. ] Am Acad Dermatol 2022; in press;
doi:https://doi.org/10.1016/j.jaad.2021.07.037.

8 Daver N, McClain K, Allen C et al. A consensus review on malig-
nancy-associated hemophagocytic lymphohistiocytosis in adults.
Cancer 2017; 123:3229-40.

Ixekizumab rapidly improves inflammatory
markers in patients with generalized pustular
psoriasis

DOI: 10.1111/b]'d.21701

Drar Epitor, Generalized pustular psoriasis (GPP) is not only
a skin disease but is also associated with systemic inflamma-
tion and microvascular hyperpermeability, resulting in fever
and oedema. Reflecting this, laboratory data demonstrate ele-
vated inflammatory markers and reduced serum levels of
albumin.! As GPP is sometimes life threatening, sufficiently
strong treatment with a rapid onset of effectiveness is
needed, especially in patients with systemic inflammation.
Although the effectiveness of ixekizumab for skin manifesta-
tions has been demonstrated,”* the rapidity of its effective-
ness for systemic inflammation has not been reported yet.
Furthermore, to date, data on GPP are limited due to its rar-
ity. We investigated the immediate impact of ixekizumab on
systemic inflammation on a daily basis over the first 7 or
14 days in patients with GPP.

Patients with GPP with systemic inflammation treated with
a loading dose of 160 mg of ixekizumab in our department
from March 2017 to November 2022 were included in this
study. We defined systemic inflammation as meeting all of
the following criteria: body temperature (BT) > 37 °C, white
blood cell (WBC) count > 10 X 10° cells L7}, serum C-
reactive protein (CRP) > 0-3 mg dL™' and serum albumin
level < 3-8 ¢ del; and at least one criterion among the fol-
lowing: BT > 38-5 °C, WBC count > 15 x 10 cells L™,
CRP > 7-0 mg dL ™

the GPP guidelines in Japan.' Data were retrospectively col-

and albumin < 3-0 g dL™', according to

lected from patients’ charts. Their BT, WBC count, neutrophil
count, CRP and serum albumin were evaluated daily until
day 7 or 14, relative to the baseline values. As serum albu-
min was not measured daily in most patients, the mean of
3 days’ results was calculated and assessed. This study was
approved by the ethics committee of Teikyo University (19-
080), and was carried out under the principles of the Decla-
ration of Helsinki.

Nine GPP patients (one female, eight male) with systemic
inflammation were analysed (https://doi.org/10.6084/m9.
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