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Accesso Pazienti con sospetto o provato linfoma cutaneo
In Ematologia MO da

 UO-C Dermatologia
« PS Affido Onco-Ematologico lun-ven 8.00-20.00 e sab 8.00-13.00

« Ambulatorio di riferimento Ematologico per MMG e territorio AUSL
MO, lun-ven 14.00-16.00
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Diagnosi di neoplasie ematologiche

in Ematologia MO si basa su

Piattaforma diagnostica avanzata che

comprende esami di

«  Cito-isto-immunoistochimica
« Biologia molecolare
« Citogenetica

* Citofluorimetria

e produce un referto integrato

v

PD1 for dd between Sezary Syndrome and

Erythrodermic Inflammatory Dermatoses

CLINICAL PRACTICE GUIDELINES

Primary cutaneaus lymphomas: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up®

e, o, 2, S Lo’ o e s ESMD G Coms

Scoring system

Clinical
Ba.

sic

Persistent and/or progressive patchesfthin plagues

Additional

(1) Non-sun-exposed location
(2) Sizefshape variation

(3) Poikiloderma
Histopathological

Basic

Superficial lymphoid infiltrate

Additional

2 points for basic criteria and 2
additional criteria
1 point for basic criteria and 1
additional criterion

Early stage MF vs inflammatory benign
dermatoses like eczema, parapsorisis,
lichenoid dermatoses, drug eruptions etc.

2 points for basic criteria and 2
additional criteria
1 point for basic criteria and 1
additional criterion

(1) Epidermotmopism without spongiosis

(2) Lymphocytic atypia
Molecular biclogical

(1} Clonal T-cell receptor gene reamangement

1 point for clonality

(1) <50% CD2+, CD3+, andfor CD5+ T cells

(2) <10% CDT+ T cells

1 point for one or more crileria

(3) Epidermal/dermal discordance of CD2, CD3, CD35, or CD7 (T-cell
antigen deficiency confined to the epidermis)

Pimpinelli N, Olsen EA, Santucei M, Vonderheid E, Haeffner AC,
Stevens 5, el al. Defining early myvcosis fungoides. J Am Acad
Dermatol. 2005:53:1053—63.

International Society for Cutaneous Lymphoma
Algorithm for diagnosis of Early MF

Table 2. Recommendations for staging evaluation in patients with MF/SS
(6]

Complete physical examination induding:

* Determination of type(s) of skin lesions

* |dentification of any palpable lymph node, espedially those = 15cm in
largest diameter or firm, imegular, clustered or fixed

* |dentification of any organomegaly

Skin biopsy

* Maost indurated area if only one biopsy

* Routine histology and immunophenatyping

* Evaluation for clonality of TCR gene rearmngement (optional)

Blood tests

* CBC with manual differential, liver function tests, LOH, comprehensive

chemistries

TR gene rearmngement and relatedness to any clone in skin

(optional)

Analysis for abnormal lymphocytes by either Sézary cell count with

determination absolute number of Sézny cells andfor flow oytometry

(including CD4*/CD7 or CD4"/CD25 ) (optional)

Radiological tests

* (T scans of chest, abdomen and pelvis alone x FDG-PET (optional in
patierts with early-stage MF)

Lymph node biopsy

* Excisional biopsy in patients with a node that is either > 1.5cm in
diameter and/or is firm, iregular, clustered or fixed

* Routine histology, immunohistochemistry and TCR gene
rearangement analysis

CBC, complete blood count CT, computed tomography; FDG-PET, fluoro-
deoxyglucose-positron emission tomography; LDH, lactate dehydogen-
ase; MF, mycosis fungoides; 55, Sézary syndrome; TCR, T cell receptor
Adapted from [6] with permission from the American Socety of
Hematology; permission conveyed through Copyright Clearance Center,
Inc.
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Percorso Ematologia Diagnostica Neoplasie mieloidi

Quesito clinico-laboratoristico:
Citopeniafe, Citosi, Cit /e

Raccolta campioni:

SP/SM/BOM

Area della Diagnostica Ematologica Integrata ‘

Lab Di i Lab Ci imetri Lab i Lab Ci
Emolinfopatologica

| +

Lab Citogenefica Ematologica
Diagnosi NO
Lab Citoflucrimetria s o] Fusio TED
Profilo Neoplasie Mieloid I
copasie Helod Ne."i"’.:" Lab Ematologia Molecolare
mieloide NGSM (Priorita C)
st
MDS-LB/ MDS-IB/ MDS-1B2/
MPN MDS/MPN MDS, NOS MDS-EB MDS/AML AML
(<5% blasti) (55 & <10% blasti) (>10 e <20% blasti) ealbatiast)

Y B v S B

Esecuzione di indagini

ey

Lab Citogenetica Ematologica Lab Ematologia Molecolare
LMAMDSes, APLes, E E‘ LMAMDSes, APLes,
GTG (Priorita A) NGSM (Priorita A)
LMAMDSes, LMAMDSes,
5 ;
GTG (Priorita A) NGSM (Priorita A)
MDS, 4 4 NGSM (Priorita A)
GTG (Priorita A)
o NGSM (Priorita B)
o 3
GTG (Priorita B) MPNnoPV, LMCes, EO,
LMC, MDS, EO, CMML; 2 NGSM (Priorita B)
GTG (Priorita B) [1] PV, MPNnoPV, LMCes,
LMC, POLIG, MPNnoPYV, EO; E NGSM (Priorita B) per MF
GTG (Priofita B)

Percorso Ematologia Diagnostica delle
Neoplasie dei Precursori Linfoidi

‘Raccolta campioni:

SP/SM/BOM

Quesito clinico-laboratoristico:
alterazioni emocromocitometriche, —
linfoadeno-/organomeaalie

Area della Diagnostica Ematologica Integrata ‘

Unusual ALK pos C-ALCLs, with excellent
prognosis, although possibly progressing to
systemic ALCL

DUSP22-IRF4 rearrangements in 25% of C-
ALCLs and rare in LyP but without
prognostic signficance.

TP63 gene rearrangement rare in C-ALCLSs.

CCRA4 expression and mutations?

v v
Lab Citogenetica Lab Ematologia Lab Citogenetica Lab Ematologia
Ematologica Molecolare Ematologica Molecolare
LLAes LLAes LLAes
GTG NGSL GTG NGSL
(Priorita A) (Priorita A) (Priorita A) (Priorita A)

Courtesy of A. Paolini and E. Tagliafico

Percorso Ematologia Diagnostica Neoplasie delle cellule B mature
(“Small B cell neoplasms™)

Quesito clinico-iaboratoristico:
alterazioni emocromocitometriche,

Raccolta campioni:
SP/SM/BOM

Area della Diagnostica Ematologica Integrata ‘

Lab Diagnostica Lab Citofluorimetria Lab i Lab Cit
Emolinfopatologica
|
l Lab Citogenetica
Neoplasia delle NO Ematologica
Lab Citefluorimetria cellule B mature Profilo TBD
Profilo Neoplasie delle stadiazione positiva o
Cellule B mature diagnosi su SP/SM/BOM Lab Ematologia

Molecolare
Profilo TBD

lSI

CLL MCL FL MZL HCL LPL MM
lE ][] [7]

Esecuzione di indagini

citogenetiche e molecolari

Lab Citogenetica Ematologica Lab Ematologia Molecolare
Profilo CLL Profilo CLL
Profilo MCL Profilo NHL
Profilo FL Profilo NHL
Profilo MZL [4] Profilo B
Profilo HCL Profilo HCL
Profilo W E E Profilo W
Prafilo MM Profilo B
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Table 2. WHO Classification of Haematolymphoid Tumours, 5t edition: T-cell and NK-cell lymphoid proliferations and lymphomas.

Primary cutaneous T-cell lymphomas

mmelp  Primary cutaneous CD4-positive small or medium T-cell lymphoproliferative (Same)
disorder
) Primary cutaneous acral CD8-positive lymphoproliferative disorder Primary cutaneous acral CD8-positive T-cell lymphoma
Mycosis fungoides (Same)
Primary cutaneous CD30-positive T-cell lymphoproliferative disorder: (Same)
SEPARATE Lymphomatoid papulosis
ENTITIES
Primary cutaneous CD30-positive T-cell lymphoproliferative disorder: Primary (Same)
cutaneous anaplastic large cell lymphoma
Subcutaneous panniculitis-like T-cell lymphoma (Same)
— Primary cutaneous gamma/delta T-cell lymphoma (Same)
m——)p  Primary cutaneous CD8-positive aggressive epidermotropic cytotoxic T-cell (Same)
lymphoma
Primary cutaneous peripheral Tcell lymphoma, NOS Not previously induded

The 5th edition of the World Health Organization Classification
of Haematolymphoid Tumours: Lymphoid Neoplasms

Rita Alaggio (', Catalina Amador (2%, loannis Anagnostopoulos (i, Ayoma D. Attygalle (1%, Iguaracyra Barreto de Oliveira Araujo®,
Emilio Berti()®, Govind Bhagat(%’, Anita Maria Borges®, Daniel Boyer()°, Mariarita Calaminici('®, Amy Chadburn(3",

John K. C. Chan(®'?, Wah Cheuk (", Wee-Joo Chng (9", John K. Choi (3", Shih-Sung Chuang (3'%, Sarah E. Coupland (2%,
Magdalena Czader (377, Sandeep S. Dave([)'®, Daphne de Jong (3%, Ming-Qing Du(®?°=, Kgjo S. Elenitoba-Johnson (97",

Judith Ferry (5%2%, Julia Geyer (", Dita Gratzinger ()%, Joan Guitart(5?, Sumeet Gujral (5%%, Marian Harris (525,

Christine J. Harrison (5%, Sylvia Hartmann (%%, Andreas Hochhaus (7%, Patty M. Jansen (%™, Kennosuke Karube®, Werner Kempf(2*%,
Joseph Khoury (%, Hiroshi Kimura(H*, Wolfram Klapper (3°%, Alexandra E. Kovach (3°%, Shaji Kumar (¥, Alexander J. Lazar ()",
Stefano Lazzi ”, Lorenzo Leoncini 39, Nelson Leung 40’ Vasiliki Leventaki ",Xiao—Qiu Li ‘2, Megan S. Lim >
Wei-Ping Liu ("%, Abner Louissaint Jr. (5?2, Andrea Marcogliese(H™, L. Jeffrey Medeiros(3*, Michael Michal (5
Roberto N. Miranda (5, Christina Mitteldorf (5™, Santiago Montes-Moreno (57, William Morice (3%, Valentina Nardi()®,

Kikkeri N. Naresh s;g, Yasodha Matkunam 542' Siok-Bian Ng Su, IlsksesOschIies "‘5, §?man o™ » Marie I;anens 2 -

Melissa Pulitzer » S. Vincent Rajkumar ', Andrew C. Rawstron , Karen Rech ’, Andreas Rosenwald (5)°, Jonathan Said A H N

Clémentine Sarkozy (°7, Shahin Sayed (3% Caner Saygin (3, Anna Schuh (5°°, William Sewell (3°", Reiner Siebert (52, LELI lﬂmla rfz‘]lz} 351 ?zu - 1 ?43
Aliyah R. Sohani ()™, Reuben Tooze([)**, Alexandra Traverse-Glehen (1%, Francisco Vega (™, Beatrice Vergier (7%,

Ashutosh D. Wechalekar (%%, Brent Wood™, Luc Xerri (9% and Wenbin Xiao (5*

Bologna, Royal Hotel Carlton - 7 gennaio 2023



Il management del linfoma primitivo cutaneo di derivazione T-linfocitaria nell’'ambito della regione Emilia-Romagna
® —0

894 Dermal CD8" lymphoproliferative disorders, W. Kempf et al.

BJD
MEDICAL DERMATOLOGY British Journal of 8y

Clinical, histopathological and prognostic features of
primary cutaneous acral CD8* T-cell lymphoma and other
dermal CD8* cutaneous lymphoproliferations: results of an
EORTC Cutaneous Lymphoma Group workshop*

Werner Kempf?."2 Tony Petrella,? Rein Willemze,* Patty Jansen,> Emilio Berti,® Marco Santucci,”

Eva Geissinger,” Lorenzo Cerroni,’ Eve Maubec(®," Maxime Battistella," John Goodlad,™

3 Il ©.2" Katariina L inen, ™ A i Ranki," Paul Craig,® Eduardo Calonje,’
Blanca Martin,®® Sean Whittaker 3, liske Oschlies i,*® Ulrike Wehkamp ,*® Jan P. Nicolay,*®

Marion Wobser 3, Julia Scarisbruck ,** Nicola Pimpinelli,”* Rudi Stadler ,** Katrin Kerl French,®

Pietro Quaglino(3,%® Jinran Lin,* Lianjun Chen,*” Michaela Beer,* Patrick Emanuel,2*% Stephane Dalle3® and
Alistair Robson?**

British Journal of Dermatology (2021) 186, pp887—897

Nonulcerated nodule (acral) Ulcerated tumour(s) Papulonodular lesions Multiple papules
Congenital i deficiency HIV infection
Medium-sized lymphocytes Medium-sized to large Solid organ transplantation
tumour cells
CD8* TIA-1* Gran'/Perf Numerous histiocytes, Small CD8* lymphocytes
CD68" dot-like pattern CD8* TIA-1* Gran*/Perf* small CD8"* lymphocytes

Figure § Differentation of dermal small- to medium-sized CD8" infiltrates. Summary of the most relevant dlinical, histological and
immunophenotypic features for the differentation of dermal CD8" infiltrates. Gran, granzyme B; NOS, not otherwise specified; Perf, perforin.
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Primary cutaneous T-cell lvmphoid proliferations and

rimary cutaneous T-cell lymp p
(CTCL) comprise a dedicated family within the mature T/NK-cell
neoplasms chapter in WHO-HAEMS, and include nine entities.

In WHO-HAEMA4R, primary cutaneous gamma/‘delta T-cell
I)mpﬁﬂma, E|ﬁp05mve aggressive epﬂermﬂnaprc cytotoxic
W

-ce mphoma, acra positive [-ce mphoproliferative
disorder an posiive small or medium mphopr
erative disorder were grou ther under t Term
cutaneous penpheral T-ce ma, rare su ut are
now each listed as separate entities in WHO-HAEMS acknowl-
I eir specihic clinicopat ical a enetic character-

ics. The wvariants of my_cnsis fumﬂides from WHO-HAEMAR

remain in place as subtypes; however, within_the folliculotropic
ca clinical early wversus advanced stage rns _are

described, and should be distinguished, to acknowledge differi
clinical outcomes. There still remain rare cases that do not fit into

the other known CTCL entities, and that are grouped into the

FMF

newly coined entity “primary cutaneous peripheral T-cell
phoma, NOS", awaiting further studies to clarify their nature [224].

NOS

=R e is morphologic and immunophenotypic overlap
among the various forms of primary CTCL, correlation with clinical
history, signs and symptoms is a key element of the diagnostic
work-up. Thus, dermatological examination and clinical photo-
graphic documentation are indispensable in reaching the comrect
diagnosis [224, 225].
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Leukemia (2022) 36:1720- 1748

The 5th edition of the World Health Organization Classification
of Haematolymphoid Tumours: Lymphoid Neoplasms
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®
3 clinical subgroups of Folliculoptropic Mycosis fungoides with significantly different survival data were distinguished:

early skin-limited FMF (group A; n = 84; 5-year and 10-year OS, 92% and 72%);
advanced skin-limited FMF (group B; n = 102; 5-year and 10-year OS, 55% and 28%);
FMF presenting with extracutaneous disease (group C; n = 17; 5-year and 10-year OS, 23% and 2%).

Age at diagnosis, large cell transformation and secondary bacterial infection were independent risk factors for disease progression
and/or poor survival Charli-Joseph et al., JAMA Dermatol. 2021 Feb; 157(2): 1-9.

[E Overall survival Disease-specific survival

1.0

1.0
Early stage
0.8+ 0.8
—— Early stage
—+—H
= 0.6 = 0.6
2 L 2 L
5 >
5 Advanced stage S Advanced stage
A 0.4- A 0.4+
0.2 0.2
o777 T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Time, y Time, y
No. at risk No. at risk
Early stage 31 28 27 2524 22 191412 7 6 5 5 5 3 0 0 Early stage 31 28 27 2524 22 191412 7 6 5 5 5 3 0 0
Advancedstage 11 10 10 7 6 5 4 4 4 4 4 3 3 1 1 1 O Advancedstage 11 10 10 7 6 5 4 4 4 4 4 3 3 1 1 1 0
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Clinical Morphologic Features in Folliculotropic Mycosis Fungoides

A, Perifollicular papules coalescing into plaques on the flank in a patient with early-stage cutaneous disease.
B, Comedone-like papules and cystic nodules on the face of a patient with early-stage cutaneous disease.

C, Multiple plaques without follicular prominence on buttocks in a patient with advanced-stage cutaneous
disease.

Charli-Joseph et al., JAMA Dermatol. 2021 Feb; 157(2): 1-9.

E Perifollicular papules Papules and cystic nodules E] Multiple plaques
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|z| Moderate lymphocytic infiltrate Mucin in follicular epithelium E Lymphocytes in follicular epithelium in early stage

[] Dense and deep lymphocytic nfiltrate [E] iffuse infittrate (Flu Patients with Earl}r_ stage FMEF may benefit from

standard shndri;caaimﬂmum“mm
of early-stage MF

L N
Histopathologic Features Seen in Folliculotropic Mycosis Fungoides (FMF)

A, Low-power image of early-stage cutaneous FMF with perifollicular and intrafollicular sparse to moderate lymphocytic infiltrate
(hematoxylin-eosin, original magnification x40). B, Medium-power image of early-stage cutaneous FMF demonstrating mucin within
follicular epithelium (hematoxylin-eosin, original magnification x200). C, High-power image of early-stage cutaneous FMF

demonstrating penetration of lymphocytes into follicular epithelium (hematoxylin-eosin, original magnification x400).
Charli-Joseph et al., JAMA Dermatol. 2021 Feb; 157(2): 1-9.
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|I| Moderate lymphocytic infiltrate Mucin in follicular epithelium E

\ [r. g

those with generalized indolent/
plaque FEMF (without evidence of LCT) should initially be
considered for options under SYST-CAT A before pro-
ceeding to options listed under SYST-CAT B.

25 15

|£| Dense and deep lymphocytic infiltrate El Diffuse infiltrate |E| Lymphocytes in follicular epithelium
in advanced stage

T T L BT R S ST
s

Histopathologic Features Seen in Folliculotropic Mycosis Fungoides (FMF)

D, Low-power image of advanced-stage cutaneous FMF with a dense and deep perifollicular and intrafollicular lymphocytic infiltrate
(hematoxylin-eosin, original magnification x40). E, Medium-power image of advanced-stage cutaneous FMF demonstrating follicular
prominence of the infiltrate despite the diffuse configuration (hematoxylin-eosin, original magnification x200). F, High-power image of
advanced-stage cutaneous FMF demonstrating penetration of lesional lymphocytes into the follicular epithelium and follicular distortion
(hematoxylin-eosin, original magnification x400).

Charli-Joseph et al., JAMA Dermatol. 2021 Feb; 157(2): 1-9.
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Preferred Regimens (alphabetical order)

SYST-CAT A includes regimens that can often be

tolerated for longer periods with less cumulative tox- SYST-CATA

iCity, Tess immunosuppression, and/or ElEEer eEcacE
In a patient with_stage IIB disease with limited tumor

lesiﬂﬂsl—l_l_w
tumor stage disease

ﬁwe would consider a SYST-CAT
A tegimen, often following initial RT.

SYST-CAT B

includes regimens that can have more significant
cumulative toxicity, but in_our experience, can be
effective for stage IIB generalized tumor disease

stage Il erythrodermic disease » Brentuximab vedotin® %
SYST-CATB |+ Gemcitabine

, or stage IV disease +Tiposomal doxorubicin
. ﬁ%mmnr standard dose)

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 18 Issue 5 | May 2020
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© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 18 Issue 5 | May 2020

LCT of MF

LCT is diagnosed when large cells are present in >25% of
lymphoid/tumor cell infiltrates in a skin lesion biopsy,
and the incidence of LCT is strongly dependent on the
disease stage at diagnosis (1% in early-stage disease vs
27% for stage 11B and 56% to 67% for stage IV disease).™@
[CT is often, but not always, aggressive. CD30 ex-
pression is associated with LCT in MF or 55 in 30% to
50% of cases and this finding may have potential im-
plications for CD30-directed therapies.” However, it
should be noted that CD30 expression is variable in MF
and SS, with the leukemic Sézary cells typically being
CD30-.

Systemic therapy (brentuximab vedotin, gemcita-
bine, liposomal doxorubicin, pralatrexate, or romi-
depsin) with or without skin-directed therapies is the

initial treatment of genem]lzed cutaneous or extrac-
utaneous lesions with LCT |
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© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 18 Issue 5 | May 2020

Clinical Staging of MF and S8l
Clinical Stage" T (Skin) N (Node) M (Visceral) B (Blood Involvement) Guidelines Page
S Kl N _ 1A (patches, pagl:uules and/lor plagues NO MO B0 or B MFSS6
(Limited skin involvement) covering <1 surface area
DIRECTED [BSA)
TH E R APY (Skin only disease) {patch%sn vgaa%gla}ﬁ Dauﬂdfol;\plaques NO MO BO or B1 MFSS=7
A T1=2 N1=2 Mo B0 or B1 MFSS-T
|
e (One or more mors [21 cmin NO-2 Mo BO or B1 MFSS-8
{Tumor stage diseasa) diameter])
A NO-2 Mo BO MFSS-10
(Erythrodermic disease) | (Confluence of er;dhema 280% BSA)
SYSTEMIC me T4 NO—2 Mo B1 MFSS-10
{Erythrodermic disease) | (Confluence of erythema 280% BSA)
TH ERAPY VA, T1-4 NO—2 Mo B2 MFS5-11
VA, T1-4 N3 MO BO or B1 or B2 MFSS-11
VB T1-4 NO=3 M1 B0 or B1 or B2 MFSS-11
Large-cel transformation (LCT)? MFS5-12

I Olsen E, Vanderheid E, Pimpinelli N, =t al. Blood 2007;110:1713-1722.

" Folliculotropism is a histologic feature that can occur irrespective of stage. Histologic evidence of folliculotropic MF is associated with higher risk of disease progression.
In selected cases or inadequate response, consider primary treatment for stage B (tumor stage disease).

% LCT is a histologic feature that can ocour imespective of chnical stage. LCT often but not always corresponds to a more aggressive growth rate requining systemic therapies.
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Terapia sistemica di pazienti con linfoma T cutaneo
iIn Ematologia MO offerta a

« Pazienti in stadio IIB-IV (MF), SS, linfomi cutanei anaplastici CD30+

« Terapie sistemiche: bexarotene, MTX, ECP, brentuximab (Alcanza e
real life), mogamulizumab (MAVORIC), (allo-tx)

« Tossicita vs Progressione (mogamulizumab)

* Resistenza (mogamulizumab)

* Progressione dopo vaccino Sars CoV2

 Terapia Supportiva/Palliativa Precoce, integrata a terapia sistemica
standard emato-oncologica
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© JNCCN—Journal of the National Comprehensive Cancer Network | Velume 18 Issue 5 | May 2020

Extracorporeal photopheresis (ECP) is an immu-
nomodulatory therapy in which patient’s leukocytes are
removed by leukapheresis, treated extracorporeally
with 8-methoxypsoralen and UVA, and then returned to
the patient.®5* ECP may be a more appropriate sys-
temic therapy for patients with some level of blood
involvement (B1 or B2).

Blood BO Absence of significant blood involvement: £5% of peripheral blood lymphocytes or <250/mcL are atypical (Sézary) cells or <15% CD4+/
CD26- or CD4+/CD7- cells of total lymphocytes

B1 Low blood tumer burden: >5% of peripheral blood lymphocytes are atypical (Sézary) cells or >15% CD4+CD26- or CD4+CD7- of total
lymphocytes but do not meet the criteria of BO or B2

\ B2 ) High blood tumor burden: 21000/mcL Sézary cells" determined by cytopathology or 21000 CD4+CD26- or CD4+CD7- cells/ul or other

abnormal subset of T lymp blood same as that in skin. Other criteria for documenting high blood
tumor burden in CD4+ MF/SS include CD4+/CD7= cells 240% and CD4+CD26- cells 230%.
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Phase Il and IIF* Bexarotene 300 mg/m?/d Stage lA-IIA (n=28)
=300 ma/m?/d Stage lA-IlA (n=15) ORR
Phase Il and IIF* Bexarotene 300 mg/m?/d Stage IIB-IVB (n=>5&)
=300 mg/m*/d Stage IIB-IVB (n=38)

favorable tolerability profile without significant cumula-
tive toxicity, the NCCN Guidelines recommend consid-
eration of bexarotene for patients with early-stage MF who
have insufficient disease control with skin-directed ther-
apy. Bexarotene is also used in combination with pho-
totherapy or ECP for early-stage disease with inadequate
response to single-agent therapy and in patients with
advanced-stage disease.™ ™ It is important to note that
bexarotene is associated with hypertriglyceridemia and
central hypothyroidism, which necessitates laboratory
monitoring for triglycerides, and serum levels of free

thyroxine (T4), often requiring additional management.
B
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: : : Volume 28 - wuweEm 18 - Sune 20 2011 Clinical End Points and Response Criteria in Mycosis
P‘ué;hsﬁj f’;}fuﬂ E?gj fjn;);gi: g ber - 19(9): 573-581 J G o erEciAL ARTICLE Fungoides and Sézary Syndrome: A Consensus Statement of
Ay Hemarol Cneol eprember ; 19(9): 573-581. OURNAL OF LLINICAL DRCOLOGY the International Society for Cutaneous Lymphomas, the

United States Cutaneous Lymphoma Consortium, and the
Cutaneous Lymphoma Task Force of the European

How We Treat Mycosis Fungoides and Sézary Syndrome Organisation for Research and Treatment of Cancer
Elise A. Olsen, Sean Whittaker, Youn H. Kim, Madeleine Duvic, H. Miles Prince, Stuart R. Lessin,
Gary S. Wood, Rein Willemze, Marie-France Demierre, Nicola Pimpinelli, Maria Grazia Bernengo,
- . Pablo L. Ortiz-Romero, Martine Bagot, Teresa Estrach, Joan Guitart, Robert Knobler, José Antania Sanches,
Niloufer Khan, MD', Sarah J. Noor, MD2, Steven Horwitz, MD' Keii Iatsuki, Makoto Sugaya, Reinhard Dummer, Mark Pittekow, Richard Hoppe, Sarecta Parker,

Larisa Geskin, Lauren Pinter-Brown, Michael Girardi, Gunter Burg, Annamari Ranki, Maartan Vermeer,
Steven Horwitz, Peter Heald, Steve Rosen, Lorenzo Cerromi, Brigette Dreno, and Eric C. Vonderheid

I ow-dose methotrexate, an oral antifolate agent (<50 mg/wk orally), 1s also a treatment

option for those with patch/plaque MF. In retrospective studies, methotrexate has shown a

33% ORR m 60 patients with stage T2 disease. Time to treatment failure was approximately
15 months (95% CI. 9—2[1}.3[} The ORR was 58% 1n another, similar retrospective study

of 29 patients who had erythrodermic CTCL, with 12 CRs (41%) and 5 PRs (17%).

The median time of freedom from treatment failure was 31 months. ! Of note, the initial

trials for bexarotene and methotrexate were conducted before implementation of the global

response criteria. T hese consensus criteria for disease assessment incorporate a detailed

assessment of the CTCL burden in ]EmPh nodes and blood, as m:.':]] as 1n skan, and Em:ide

a umform method for staging disease response in clinical trials 32 When bexarotene and

methotrexate were used as controls 1n prospective randomuzed trials, response rates were

lower than previously rep-:-rtedl I .
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Table 1. Systemic Therapy for MF and SS

Trial

Regimen/Dose

Disease Stage and
MNumber of Patients

ALCANZA trial (phase lll RCT)=*

MAVORIC trial (phase Il RCT)=*

Phase Il and Il

Phase Il and Il

Phase IIB*
Phase |13

Brentuximab vedotin (1.8 mg/kg
avery 3 weeks; up to 16 3-week
oycles)

Oral methotrexate (5-50 mg once
per week) for up to 48 weeks or
Oral bexarotene (300 mg/m® once
per day) for up to 48 weeks

Mogamulizumab (1 mg/kg
intravencusly on a weekly basis for
the first 28-day cycle, then on days
1 and 15 of subsequent cycles)

Vorinostat (400 mg daily)

Bexarotene 300 mg/m?/d
=300 ma/m3/d

Bexarotene 300 mg/m?/d
=300 ma/m3/d

Vorinostat (400 mg daily)

Romidepsin (14 mg/m? as a 4-hour
IV infusion on days 1, 8, and 15 of
each 28-day cycle forup to & cycles)

Bologna, Royal Hotel Carlton - 7 gennaio 2023

Stage IA-IVB MF (n=48)

Stage IA-IVB MF (n=49)

Stage IB-IVA (n=186)

Stage IB-IVA (n=186)

Stage [A-IlA (n=28)
Stage A=A (n=15)
Stage [IB-IVB (n=54&)
Stage IIB-IVE (n=38)
Stage IB-IVA (n=T74)
Stage |B-IVA (n=96)

ORR Median PFS
65% (10% CR) 17 mo
16% 4 mo
28% 8 mo
{23% by IR) {7 mo by IR)
5% 3Imo
(4% by IR) {4 mo by IR)
54%
&67%
45%
55% (13% CR)
30%
34% (6% CR)
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® hlood advances 14 pecemaen 2001 - vowwme s, numser 23 Table 1. Summary of efficacy in the ITT population
Brentuximab vedotin Physician's choice
Randomized phase 3 ALCANZA study of brentuximab vedotin vs (-8 (n -84 P
physician’s choice in cutaneous T-cell lymphoma: final data ORR4 per IRF, n (%) 36 (547" 8lizg <001
Best response per IRF, n (%)
ORR (CR+PR) 42 (65.6) 13 (20.8) <001
Steven M. Horwitz,' Julia J. Scarisbrick,” Reinhard Dummer,” Sean Whittaker,* Madeleine Duvic,® Youn H. Kim,® Pietro Quaglino,”
Pier Luigi Zinzani Oliver Bechter? Herbert Eradat,'® Lauren Pinter-Brown,'! Oleg E. Akilov,'? Larisa Geskin,'® Jose A. Sanches,™* CR 1 (17.2 101.8) 002
Pablo L. Ortiz-Romero,'® Michael Weichenthal,'® David . Fisher,'” Jan Walewski,'® Judith Trotman,'® Kemry Taylor, Stephane Dalle, FR 31 (484 12 (18.8)
Rudolf Stadler,%? Julie Lisano,%* Veronica Bunn,?* Meredith Litle, 2 and H. Miles Prince™
sD 10 (15.6) 18 (28.1)
o 5 (7.8) 29 (34.4)
Median PFS per IRF, months (95% €Nt 16.7 (16.4-21.6) 35 (2.446)
A HR for PFS (85% Cl) 0.38 (0.25-0.58) <001
1.0 4 Events Median HR (9% Cl)  Logrank test Fvalue 3y OS rate, % (95% CD 64.4 (50.7-75.9) 61.9 (47.2-73.8)¢
0.8 — Hrentuimah vedatin 34 161 0.384 y " ;
— Methotrasate of bexarctens. 41 a8 (D.240-0813) <om [ECENE RG] 026 {042-1.37) 310
0.8 PD, progressive disease; PR, partial response; SD, stable disease.
0.7 4 *Based on additional information provided to the IRF after the 31 May 2016 data cutoff, the IRF determined that 1 patient had not achieved ORR4 as was originally reported; the change in
©e status was determined through a standard IRF adjudication process.
= 0.6 +Median fellow-up for OS in the brentusimab vedotin arm was 48.4 mo.
g 0.5 - - . - I +#Median follow-up for OS in the physician's choice am was 42.8 mo.
n
ﬁ 0.4 1 . )
03] PFS for patients with MF.
024
o1 ] a i +—+ t .
e A NI Median follow up, 45,9
0 2 4 & 8 10 12 14 16 1B 20 22 24 26 28 30 32 34 36 38 40 42 44 46 4B 50 52 54 G6 ] 1
" o - Tims (months) from randomization
. r 1100000077735 44444443333333211 111111 |I|On S
Mathotremats or bearolons 40423224181211100 6 6 6 6 6 6§ 8 8 6 6 6 6 5 4 4333333333211 1111

B
o a3V O o ee Median PFS for BV vs
£ or) PFS for patients with C-ALCL. physician’s choice was
I e P 16,7 vs 3,5 months

wodotin 1E14141Z1ZIZIZIIIIIII11 S 9 9 0BT 66 6 &
Mathotremate or bemrotens 131210106 8 22 2222222222222 2
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= TABLE 1 Clinical characteristics, responses, and adverse events in cutaneous T-cell lymphoma patients treated with Brentuximab Vedotin
B imab vedotin in th f T-cell IR
rentuximab ves nfm intl ?\lrhlllmtu(.u cul:zwous' -cel Tﬂhl,N(%) MF,N(%) SS,N(%) N(":’
Iymphomas: Data from the Spanish Primary Cutancous Lymphoma
Registry P F S Of 10 [l 3 VS Clinical characteristics
S wmsremins! .. [16,7 months in the Number 67 (100 8 709 28
R | e | s | i Sex
R [ v | M ALCANZA study Male ae 169 467 660
Female 26(39) 17 (35) 3(43) 6(50)
Age al BV Initiation (years)* 59 (24-92) 58 (24-92) 65 (43-80) 59 (36-76)
Previous systemic treatments® 4(1-11) 4(2-9) 5(2-11) 2(1-5)
1.00 1 Time from diagnosis to BV (years), mean 5.7 6.3 44 4.2
— Wyeosis Lingoides
— Serary syndeme
075 | __ coaos CD30 expressing cells
. <10% 26 (39) 21 (44) 4(57) 1(8)
é ReSpO nse in >10% 30 (45) 21 (44) 3 (43) 6 (50)
0.50 1
g’ SS and LyP Unknown 11 (16) 6(12) 0(0) 5(42)
a BV cycles, median (p25-p75) 7 (4-12) 8(4-12) 4(2-7) 7 (5-16)
0.25 1
0.00 - Retreatment with BV 13 (20) 8(17) 1(17) 4(33)
L T T T T T T I
fi] 10 20 30 40 50 Response to BV retreatment
Time (I‘I'IDI'I hs) Complete response 3(23) 1(12) 0 (0) 2 (50) O R R 53%
Nurnber al & Partial response 4031 2423 1(100) 129 C R 2 3%
'—m 48 20 8 4 3 o Stable disease 4 (31) 4(50) 0 (0) 0(0)
Sezary T 2 z o 1] /] Progression disease 2(15) 1(12) 0(0) 1(25)
Coaoe 12 L 5 2 0 0 HSCT after BV 8(12) 5 (10) 2(33) 1(9)
I
Follow-up (months), median (p25-p75) 18.4 (5.8-29.1) 17.3 (5.7-31.1) 10.3 (3.9-22.8) 23.6 (14.7-
29.5)
FIGURE 1 Kaplan-Meier curve for progression free survival Current status
in patients with mycosis fungoides, Sézary syndrome and CD30+ e a— 1624) 8(17) 343) 52)
lymphoproliferative disorders treated with Brentuximab Vedotin.
ymphop:
BMD= 2
CLINICAL PRACTICE GUIDELINES Personalised medicine
T e * BV isused for the treatment of advanced stage refractory or relapsed CD30™ CTCL, including both patients with C-ALCL and patients with MF/SS, also

Guidelines for diagnosis, treatment and follow-up'

with the purpose of bridging eligible patients with MF/SS to an alloSCT

Rl E Mok, L Zinzad, L e M Lackens’,on e of the ESWID Guines Comerioes” p—
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Table 1. Systemic Therapy for MF and SS

SS excluded

MAVORIC trial (phase Ill RCT)=*'

LCT MF excluded
ORR 68% blood, 42%
skin, 19% lymph nodes

Phase Il and Il

Phase Il and Il

Phase IIB*
Phase |13

avery 3 weeks; up to 16 3-week
oycles)

Oral methotrexate (5-50 mg once
per week) for up to 48 weeks or
Oral bexarotene (300 mg/m® once
per day) for up to 48 weeks

Mogamulizumab (1 mg/kg
intravencusly on a weekly basis for
the first 28-day cycle, then on days
1 and 15 of subsequent cycles)

Vorinostat (400 mg daily)

Bexarotene 300 mg/m?/d
=300 ma/m3/d

Bexarotene 300 mg/m?/d
=300 ma/m3/d

Vorinostat (400 mg daily)

Romidepsin (14 mg/m? as a 4-hour
IV infusion on days 1, 8, and 15 of
each 28-day cycle forup to & cycles)
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PFS of about 10 months in real life

Disease Stage and
Trial Regimen/Dose MNumber of Patients ORR Median PF5
ALCAMNZA trial (phase Il RCT)=* Brentuximab vedotin (1.8 mg/kg StB MF (n=48) 65% (10% CR) 17 mo

Stage IA-IVB MF (n=49) 16% 4mo
Stage IB-IVA (n=186) 28% 8 mo
by R (7 mo byl
Response lasting > 12 months in 11% patients
Stage IB-IVA (n=186) 5% 3mo
(4% by IR) (4 mo by IR)
Stage IA-IIA (n=28) 4% Gemcitabine
Stage IA-IIA (n=15) 67% 1000  mg/m2  day
Stage IIB-IVB (n=56) 45% 1,8,15, every 4 weeks
Stage IIB-IVE (n=38) 55% (13% CR)
Stage IB-IVA (n=74) 30% IFN-alpha
Stage IB-IVA (n=96) 34% (6% cR) | X106 Ul

3 times a week
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@ JAMA Network™ « MAR onset in 1/3 cases (56 days to 3,8

From: Clinical Characterization of Mogamulizumab-Associated Rash During Treatment of Mycosis ys_,-medl_an t'me 119 C_Iays')' )
Fungoides or Sézary Syndrome » Discontinuation, topical and systemic

JAMA Dermatol. 2021:157(6):700-707. doi:10.1001/jamadermatol.2021.0877 corticosteroids, low dose MTX
* MAR does not preclude retreatment

C I | n |Ca.| C h aracte r | Stl csS Of P a.tl e ntS W | th [A] F-MF-like plaques on the face and scalp with alopecia F-MF-like plaques on the scalp with alopecia [] F-MF-like plaques on the neck
Mogamulizumab-Associated Rash (MAR)

Patients with MAR exhibit 4 predominant
clinical presentations, including (1)
folliculotropic mycosis fungoides (F-MF)-like
plaques with alopecia on the head and neck,
including the scalp (A-C); (2) papules and/or
plaques, often with lichenoid or psoriasiform
features (D); (3) photoaccentuated dermatitis
(E); and (4) morbilliform or erythrodermic
dermatitis (F).
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@ JAMA Network”

From: Clinical Characterization of Mogamulizumab-Associated Rash During
Treatment of Mycosis Fungoides or Sézary Syndrome

JAMA Dermatol. 2021;157(6):700-707. doi:10.1001/jamadermatol.2021.0877

:L] Psoriasis and chronic spongiotic dermatitis

Histopathologic Features of Mogamulizumab-
Associated Rash (MAR)

Three major histopathologic reaction patterns of
MAR were identified. The most common pattern
showed overlapping features of psoriasis and a
chronic spongiotic dermatitis (hematoxylin-eosin,
original magnification X20) (A). Other cases
showed a lichenoid or interface pattern with
dyskeratosis (hematoxylin-eosin, original
magnification X 10) (B). A smaller subset of cases
had a granulomatous reaction pattern with
moderately to well-formed granulomas.
(hematoxylin-eosin, original magnification x 20) (C).
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Resistance to mogamulizumab is associated with loss of
CCR4 in cutaneous T-cell lymphoma

Sara Beygi,“" George E. Duran,'®* Sebastian Femandez-Pol,” Alain H. Rook,* Youn H. Kim,'? and Michael S. Khodadoust'?

Low CCR4 expression in 65% of resistant pts

Thus, we find that patients with resistance to_mogamulizumab

fall into 3 categ;ories: E1:| CCR4 EIHE- en loss associated with ® blood® 30 JUNE 2022 | VOLUME 139, NUMBER 26
Eenc:mic events disruEinE CCR4 [FIEUTE 2E, left), (2) loss of 2E — I —

CCR4 {-:-Eressicn in the absence of detectable Eenc:mic events
Egure 2E, middle), and (3) an as-ofyet undetemmined mecha-
nism_of mogamulizumab_resistance_with_retained high CCR4
expression (Figure 2E, right). Low CCR4 expression was ident-
&WMh Sezary syndrome and 1 of 3
patients with mycosis fungoides. Additional studies of mycosis
fungoides are needed to determine it CCR4 loss is commeon S ok e,
among mogamulizumab-treated patients. These findings have

practical implications for the development and use of the next coE corr

generation of CCR4-targeting therapies, such as cellular thera- A

pies currently in development. Our results suggest that CCR4- @ Conctimetn B Tarsmemirone_ » GoF

targeted therapies may only be Eﬂeﬁ; than halt of -Mogamummabgp::?.wm.zlmmmar_ 52 Favorable

p_aﬁents previously treated with amulizumab and that ry I S L ¢ response?

screening_for CCRA expression shcur;;}%e considered to select —

patients more likely to respond to second-line therapies. T o 20 20 am0 e Sa(?\llzorable
=152 | response
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Figure 1 (a) a crusted ulcerated violaceous nodule on the left paim of the patient (Ib) following BioNTech, P!izer (BNT162b2) COVvID-19

MRNA vacine. (b) Difuse, polymorphi infltration of the demnis by smal and d large and with red cell :‘:d';’:n":s (:{) f;’;':g md (s"m"“:::su:":;) of the second P“”L" (b and c) Diffuse, heavy infiltration of the dermis -‘:‘rz
s J;':M st s o i (emaegna m‘ Al e 'gg)” (:'fg';:’" stainig, x10 and 20, respectively. (d) CDAO expression by the majorty of mosty large lymphocytes (D3O staining, x40). (¢) COB
expression by all lymphocytes (CD3 antibody stain, x 10). (e) Significant predominant expression of CD8 by small and large lymphocytes expression on all T-lymphocytes (CD3 staining, x10). (f) CD8 by the (CD8 staining, x10)
(CD8 antibody stain, x40). (f) CD30 ion by the large lymphocytes (CD30 antibody stain, x40)

Lymphomatoid papulosis (LyP) after AZD1222 and International Journal of Dermam‘ogy 2022, 61, 900-902

BNT162b2 COVID-19 vaccines

LEUREMIA & LYMPHOMA 5
2021, VOL 62 NO. 10, 2554-2555 @ 'Tf:zlur&ancls
hups=//cini org/101 0801 0428194202 11924371 & Francts Greum.

LETTER TO THE EDITOR W) Comch for rianen

Recurrence of primary cutaneous CD30-positive lymphoproliferative disorder
following COVID-19 vaccination

Caitlin M. Brumfiel® (3, Meera H. Patel® (5, David J. DiCaudo® @, Allison C. Rosenthal® (3, Mark R.
Pittelkow® (® and Aaron R. Mangold® &

3 . = *Department of Dermatology, Maye Qinic Arizona, Scottsdale, USA; Department of Medicine, Division Hematology-Oncolegy, Figure 1. mwpmm CD30+ lmpmifemnw disorder.
ﬁgurez. Histopathologic Findings. (A): Large m;smwm cells (amows) scattered among numerous eosinophils (hema-  Phaeni, USA A 3-centimeter ulcerated tumor with surounding erythema in
igeal 000} stalning:showing styplcal CO0: ymphocytes: the left axilla. Photo taken 6 days after COVID-19 vacdnation.

Bologna, Royal Hotel Carlton - 7 gennaio 2023



Il management del linfoma primitivo cutaneo di derivazione T-linfocitaria nell’'ambito della regione Emilia-Romagna

® g
i « Use of TBI associated with lower
Allogeneic hematopoietic stem cell transplantation for advanced InCIde nce Of re | apse
mycosis fungoides and Sézary syndrome. An updated experience of
the Lymphoma Working Party of the European Society for Blood and a 100 Relapee
Marrow Transplantation - .
eepomong 1t ot £ 1 =" | Advanced phase and URD independent
AL e T e WA o' Ol g7 80 | adverse prognostic factors for OS
hg.
g
3 7 MF vs SS ?77?
BV before allo-tx (and H
Mogamulizumab in trials? Y]
despite high rates of -1V °
. 20
aGVHD in ATL, due to donor- f NRM of 28%
derived Tregs depletion) oz
0 12 24 36 4[8 E;I] ?:2
Months after SCT
Mo. at risk as a2 28 21 17 15

Results lﬁpaﬁents were included [77 MF (689%)]; 61 (54%) were in complete or ial remission, 86 (76%) received reduced-
intensit tocols and 44 (39%) an URD allo-HSCT. With a median follow up for survivin ients of 73 months, allo-HSCT
resulted in an estimated overall survival (OS) of 389 at 5 years, and a progression-free survival (PFS) of 26% at 5 years.

Bologna, Royal Hotel Carlton - 7 gennaio 2023



Il management del linfoma primitivo cutaneo di derivazione T-linfocitaria nell’'ambito della regione Emilia-Romagna
[

®
o - Bone Mamow I::;:Iﬂr::\'i;\m(zﬁlﬂ 49, Bﬁﬂ]—xlnx;f . Annals of Hematology (2018) 97:1041-1048
e CIBMTR: 129 MF/SS pts with ey 010 O
ORIGINAL ARTICLE
PFS 17% and OS 32% at 5 yrs @ s
ORIGINAL ARTICLE
Allogeneic hematopoietic cell transplantation for myCOSiS Allogeneic hematopoietic stem cell transplantation in Primary
. Cutaneous T Cell Lymphoma
fungoides and Sezary syndrome
M Lechc’, Lz’ o G Lapart 5 Cle 1 Whr' G e © Mabar, 9 ol % R, Mo ot Mty Pot: - Eoerors SHon - Coane Do ot bty N
Francesco Pisani? + Enrico Scala®+ Fabio Di Piazza' + Alessandro Lanti* - William Arcese for the Rome Transplant
Network
4-year PFS of 11,4 % in MF and 73% in SS DFS of 34% at 10 yrs. Pre-transplant
In 5-year DFS of 27,5% in MF and 56% in follow up adverse factor
SS in the 2019 update of Milan experience O
b . - - DlangX =46m
‘ =
B Progression-free survival by combination of . Z E'
histology and transformation Long-term outcomes for allogeneic bone marrow - | |
10l P ——— transplantation in Sezary syndrome and mycosis fungoides = Y
ssino v 7 i
— MFfno transform  — SSino iransform Bone Marrow Transplantation (2022) 57:1724-1726; httpsi/ E =24 i ‘
ngfj L [T MPransiormation — SSfransformation doi.org/10.1038/541409-022-01787-3 32 o] -,
Jessica Elliott ("™, Shalini Ahlawat’, H. Miles Prince (32, i = i
- oed Glen Kennedy’, Jillian Wells*, Gillian Huang®, Jenny Collins", ° g :
£ Peter Bardy®, Carrie Van Der Weyden', David Ritchie' and —_— .
3 b Amit Khot (3" - S
=044 1.00 4 1 . . ; ] .
§ IJ'_I P=002 a 1 ] 3 4 5 6 ra 8 9 10
0.2+ . £ 078 . Years after Transplant
ﬁ ]
£ oso
0.0 E I :
(1] 2 3 6 8 10 12 B o2s1 I
Progression-fres survival (years) e NO AVAILABLE

Flu/Mel +- ATG === s I a——— MAC: TBF; BuCy
e s il Sl i kol Time post alogeaft (monthe) RCT STUDIES RIC: Thiotepa/Cy/Flu

institution Number at risk
. Hosing ™, R Bassett’, B. Dubiis, A Takur, A. Alous, S. Curea’,U. Popal!, M. Quibesh, Disease = MF 17 10 8 5 4 1
E.J.Shpall, Y. 0P, Y, Nisto, C. Prnéc?, M, Fanale®, F. Maadani’, M. Donatc?, R Chamgin' & Disease =58 0 8 & 5 4 3
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Terapia sistemica di pazienti con linfoma T cutaneo
iIn Ematologia MO offerta a

« Pazienti in stadio IIB-IV (MF), SS, linfomi cutanei anaplastici CD30+

« Terapie sistemiche: bexarotene, MTX, ECP, brentuximab (Alcanza e
real life), mogamulizumab (MAVORIC), (allo-tx)

« Tossicita vs Progressione (mogamulizumab)

* Resistenza (mogamulizumab)

* Progressione dopo vaccino Sars CoV2

« Terapia Supportiva/Palliativa Precoce, integrata a terapia sistemica
standard emato-oncologica

Bologna, Royal Hotel Carlton - 7 gennaio 2023



Il management del linfoma primitivo cutaneo di derivazione T-linfocitaria nell’'ambito della regione Emilia-Romagna
[ ®

Benefici delle Cure Palliative Precoci in Pazienti Emato-Oncologici

Maltoni
etal.
EurJ Cancer o
Bakitaset Temeletal. Bandieriet Zimmermann Bakitas et _ Bandieri et al. El-Jawahri BPotenzaetal,, Zagonel
al - | El-Jawahri BMJ etal.
. NEJM al. etal. al. SubDOItive & et al. BMJ
JAMA Ann Oncol Lancet JCcO etal. Palﬁgtive Care JAMA Supportive & Cancers
JAMA/JCO Oncol Palliative Care
2009 2012 201
> 2019 2021 2021
Miglioramento del controllo dei sintomi ASCO
Miglioramento della qualita di vita statements
R'duzfone dei sintomi depressivi ) Accesso alle cure palliative era definito .
Maggiore consapevolezza della prognosi e PRECOCE EPC solo in
obiettivi di cura Quando iniziava entro 8 settimane dalla ematologia
Riduzione della aggressivita di cura nel legresl €l el
fine vita

Maggiore sopravvivenza mediana
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Early palliative/supportive care in
acute myeloid leukaemia allows low
aggression end-of-life interventions:
observational outpatient study

Leonardo Potenza ' Miki Scaravaglio,’ Daniela Fortuna,?

Davide Giusti,' Elisabetta Colaci,’ Valeria Pioli,' Monica Morselli,’

Fabio Forghieri,' Francesca Bettelli,' Andrea Messerotti,'

Hillary Catellani,” Andrea Gilioli,’ Roberto Marasca,’

Eleonora Borelli © ,* Sarah Bigi,* Giuseppe Longo,* Federico Banchelli,®
Roberto D'Amico,® Anthony L Back,” Fabio Efficace © °

Eduardo Bruera ©,” Mario Luppi ' Elena Bandieri'®

5.

11 panel raccomanda, laddove fattibile, il precoce coinvolgimento del team di cure palliative e I’eventuale

servizio di Assistenza Psicologica (istituzionale o supportato dalle Organizzaziom di Volontariato) nell’ottica di promuovere

un simultaneo intervento dell’ematologo e del medico palliativista.

BM) Poenza |, et sl M Spporthe & Paliative Care 20710018 6ol 101 T36bmispare- 07 1-007898 |

LEUCEMIA ACUTA MIELOIDE

NON PROMIELOCITICA

NEL PAZIENTE = 60 ANNI

Versione settembre 2022

SIE

SOCIETA ITALIANA DI EMATOLOGIA

| benefici delle EPC sono stati dimostrati in
studi randomizzati di pazienti con neoplasia
ematologica, sottoposti a regimi intensivi
come la chemioterapia di induzione o il
trapianto di cellule staminali emopoietiche

(El-Jawahri A et al, JAMA 2016, JAMA Oncol.
2021).

In uno studio nella nostra Regione di piu’ di
215 pazienti con leucemia mieloide acuta,
un intervento di EPC riduce i sintomi fisici,
aumenta la consapevolezza della prognosi
di malattia e degli obiettivi di
riducendo I' accanimento terapeutico

(Potenza et al, BMJ Supp & Pall Care 2021).

cure

Table &. Triggers for specialty palliative care consultation for
patients with lymphoma

High or refractory symptom burden
Psychological distress

Difficulty coping with illness

Misperceptions about illness understanding despite goals-ofcare
discussions

Complex goals-of-care discussions

Complicated family dynamics

AManned hematopoietic stem cell transplant

Recurrent unplanned hospital admissions

Surprise question (You would not be surpnsed if the patient diedin the
next 1y.)

Ruolo EPC in
Linfomi T Cutanei?

Strategies for introducing palliative care in the
management of relapsed or refractory aggressive

lymphomas
| Hematology 2020 | ASH Education Program
Oreofe O, Odejide

Dana-Farber Cancer institute, Boston, MA; and Hervard Medical School, Bostan, MA
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Table 1 Primary cutaneous lymphoma: the 2018 update of the WHO-EORTC
Relative frequency and prognosis of primary cutaneous lymphomas included in the classification Presse Med 51 (2022) 104126
2018 update of the WHO-EORTC classification [5]. Rein Willemze*
WHO-EORTC Classification 2018 Frequency (%)# 5-yearDSS(%)" ¥ Based on data included in Dutch and Austrian cutaneous lymphoma registries
Cutaneous T-cell lymphomas between 2002 and 2017.
Mycosis fungoides 39 88
Mycosis fungoides variants
» Folliculotropic MF 5 75
'Eagmjlid "Etk“'ﬂslisk i <1 1$ Treatment Considerations
s ranuiomatous Siacksiin <! ! Although MF and SS are treatable, they are not curable
Séza ndrome 2 36 C— . . . e
ﬂmt - emia/lymphoma <1 NDA with conventional systemic therapy, and symptoms
Primary cutaneous CD30-positive lympho- have significant impact on quality of life. :
proliferative disorders
» Primary cutaneous anaplastic large cell 8 95 Optimal treatment of any patient at any given
L'Fmp::ﬂma - X o time should be individualized based on overall goals of
» Lymphomatoid papulosis 1 . . . . _
Subcutaneous panniculitis-like T-cell 1 87 m.erapy (improve disease burden and quality of life, at
lymphoma tain adequate response to reduce/control symptoms,
Extranodal NK/T-cell lymphoma, nasal type <1 16 and minimize the risk of progression), route of admin-
Chronic active EBV infection <1 NDA istration, and toxicity profile. Discussions regarding cu-
P"m"'z':l:":r'le;ftyﬂsph“al T-cell lym- mulative toxicity of therapy, impact of therapy on quality
« Primary cutaneous /3 T-cell lymphoma <1 1 of life, and supportive care f?r symptom control are a key
« Primary cutaneous aggressive epidermo- <1 31 part of management of patients with MF and SS. I I

tropic CD8-positive T-cell lymphoma
(provisional)
* Primary cutaneous CD4+ small/medium T- 6 100
cell LPD (provisional ) 1 1 1
 Primary cutaneous acral CD8+ T-cell lym- <1 100 SI, RICerca SUI RUO'O EPC In
phoma (provisional)

Primary cutaneous peripheral T-cell lym- 2 15 — Llnfoml T Cutanel

phoma, NOS

® JNCCN—Journal of the National Comprehensive Cancer Network | Volume 18 Issue 5 | May 2020
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