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CD30, recettore delle citochine che appartiene alla
superfamiglia del tumor necrosis factor receptor (TNFR)
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BRENTUXIMAB

Brentuximab has three components:

" Antibody: the antibody cAC10 specific for human CD30

<

& = Cytotoxic agent: the
antimicrotubule
agent
monomethyl
auristatin E

(MMAE)
= Linker: a protease-cleavable linker that covalently attaches
MMAE to CaclO.
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Fig 1. How brentuximab vedotin (BV) works.
(1) BV [anti-CD30 monoclonal

antibody + monomethyl auristatin E (MMAE)]
binds to CD30 receptor; (2) internalization by
endocytosis of BV-CD30 receptor complex;
(3) fusion with lysosomes; (4) MMAE release
through lysosomal cysteine proteases; (5)
MMAE disrupts the microtubule network,
which leads to cell-cycle arrest and induces
apoptosis.



Katz J, Janik JE, Younes A. Brentuximab vedotin (SGN-35). Clin
Cancer Res 2011; 17:6428-36.

Mir SS, Richter BW, Duckett CS. Differential effects of CD30 acti-

vation in anaplastic large cell ymphoma and Hodgkin disease cells.
Blood 2000; 96:4307-12

e diffusion of MMAE into the tumour microenvironment.

* Receptor binding of MMAE itself can trigger an
apoptotic signal.
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Youn H. Kim, Mahkam Tavallaee, Uma
Sundram, Shufeng Li, Sima Rozati, A B S TR A C T
Table 1. Patient Baseline Demographics, Clinical Characteristics, and Clinical Response
Evaluable for Response, n = 30
All Patients, N = 32,
Characteristics n (%) CR PR SD PD NE ORR,* n (%)
Sex
Male 19 (59) 0 13 1 4 1 130f 18 (72)
Female 13 (41) 1 7 3 1 1 80f 12 (67)
Age, years, median (range) 62 (20-87) 78 60 (38-87) 60 (20-82) 64 (57-77) 60 (50-70)
Clinical stage
All 32 (100) 1 20 4 5 2 21 of 30 (70)
1B 4(13) 0 2 1 0 0 3of 4 (75)
11B 18 (56) 0 14 2 2 0 14 0f 18 (78)
ORR:66% V/sst 10@31) 1 3 1 3 2 4018 (50)
Adverse prognostic factors
LCT or FMF 29 (90) 1 19 3 5 1 20 0f 28 (71)
LCT 16 (50) 1 9 2 3 1 100f 15 (67)
FMF 8 (25) 0 7 1 0 0 70f8(88)
LCT + FMF 5(16) 0 3 0 2 0 3 0of 5(60)
No. of prior systemic therapies
<3 15 (47) 0 8 2 4 1 80of 14 (57)
=3 17 (53) 1 12 2 1 1 13 0f 16 (81)
CD30 grouping at screening
A (< 10%) 14 (44) 0 7 4 2 1 7 0f 13 (54)
B (10% to 50%) 14 (44) 0 1 0 3 0 11 0f 14 (79)
C (> 50%) 4(13) 1 2 0 0 1 30f3(100)
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Results of a Phase II Trial of Brentuximab Vedotin for
CD30" Cutaneous T-Cell Lymphoma and
Lymphomatoid Papulosis
Madeleine Duvic, Michael T. Tetzlaff, Pamela Gangar, Audra L. Clos, Dawen Sui, and Rakhshandra Talpur
See accompanying articles on pages 3691 and 3750

A B S TR ATCT

Purpose

imab vedotin, a antibody (cAC10) j to istatin E,
targets CD30" receptors. This phase Il open-abel trial was conducted to evaluate safety and
efficacy in CD30" cutaneous T-cell lymphomas.

Patients and Methods

Table 2. Response in Evaluable Patients

Response
Total No. of
Diagnosis Patients (N = 48) No. % Secondary Response (No.)

All patients 48 35 73

MF 28 13 PR, 2 CR 54

LyP 9 5CR, 4 PR 100

pc-ALCL 2 2CR 100

LyP/IMF 7 6 LyP CR, 1 LyP PR 100 6 MF PR, 1 MF SD
pc-ALCL/LyP 1 CR 100 1LyPPD
pe-ALCLUMF 1 CR 100 1 MF PR

Abbreviations: ALCL, anaplastic large-cell ymphoma; CR, complete response; LyP, lymphomatoid papulosis; MF, mycosis fungoides; pc, pnmary cutaneous; PD,

progressive disease; PR, partial response; SD, stable disease.

R21-CA74117, Naonal Institute of Forty-eight patients with CD30* or mycosis (MF) received
m’&ﬁ‘mﬂm an infusion of 1.8 mg/kg every 21 days.
A
Low <10% | ?:’%R
g/ (n=10) 4D, 1PD
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Progression-free survival was 1.1 year (95% Cl,
0.9 to 1.4 years;
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Brentuximab Vedotin Demonstrates Significantly Superior Clinical
Outcomes in Patients With CD30-Expressing Cutaneous T-Cell
Lymphoma Versus Physician's Choice (Methotrexate or Bexarotene): the
Phase 3 ALCANZA study
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ALCANZA: arandomized, open-label, phase 3 trial of brentuximab vedotin vs
physician’s choice (methotrexate or bexarotene) in patients with CD30+ CTCL

Screening*
Inclusion: End of Post-
Up to 48 weeks (16x 21-day cycles
- Diagnosis of CD30+ MF or = . ( y cycles) treatment treatment
pcALCL o visit follow-up
+ 210% CD30+ on either E=) Brentuximab vedotin:
neoplastic cells or lymphoid ﬁ 1.8 rerllkuxll\r/na A 30 b K Every 12
infiltrate by central review of g -0 mg/kg IV, every 5 weeks 30 days weeks for
21 biopsy (2 required for o AT 2 years
MF) - dose of and then
- MF patients with 21 prior c Methotrexate: 5-50 mg PO, weekly G every 6
systemic therapy g 5 SR °"l o ‘d months
pcALCL patients with prior exarotene: POn:igairIn (target dose) thereafter
radiotherapy or 21 prior ’ y
systemic therapy
Exclusion:
* Progression on both prior » Methotrexate or bexarotene was managed as standard of care,
D D I S e targeting maximum tolerated effective dose
* within 28 days of randomization » Patients were recruited from 52 centers across 13 countries

1V, intravenously; PO, orally

AlFA
RIMBORSABILITA
: CTCL CD30+

SOTTOPOSTI A
1 PREC TERAPIA
SISTEMICA




ALCANZA study endpoints

*  Primary endpoint
— ORR4 = rate of objective response lasting >4 months

— Independent review of global response of all compartments using consensus criteria (mSWAT
for skin evaluation, radiographic assessment, and circulating Sézary cell assessment as
appropriate)!

— Sample size calculation: 90% power to detect 30% improvement in ORR4
* Key secondary endpoints

— CRrate

- PFS

— Symptom burden/PRO (measure of QoL using Skindex-292)

1. Olsen EA, etal.J Clin Oncol 2011; 29(18):2598-607

mSWAT, modified severity weighted assessment tool; PRO, patient reported outcome; Qol, quality of

life 2. Chren MM, at al. Arch Dermatol 1997;133:1433-40



Patient baseline characteristics:
ITT population, N=128

Brentuximab vedotin Methotrexate or

(n=64) bexarotene (n=64)
Median age, years (range) 62 (22-83) 59 (22-83)
Male gender, n (%) 33 (52) 37 (58)
ECOG performance status 0-1, n (%) 61 (95) 62 (97)
Median of average CD30 expression from
multiple biopsieg at baselinz, % (range) <9 (=) il =)
MF*, n (%) 48 (75) 49 (77)
Early (IA-11A) 15 (31) 18 (37)
Advanced (IIB-IVB**) 32 (67) 30 (61)
pPcALCL, n (%) 16 (25) 15 (23)
Skin only 9 (56) 11 (73)
Extracutaneous disease 7 (44) 4 (27)
Total number of prior therapies, median (range) 4.0 (0-13) 3.5 (1-15)
Number of prior systemic therapies, median 2.0 (0-11) 2.0 (1-8)
(range)

*One patient in each arm had incomplete staging data and are not included
** stage IVB MF, n=7 in brentuximab arm vs. n=0 in methotrexate/bexarotene arm



1548 (31%)
1948 (40%)

4/48 (8%)
0

248 (4%)
7/48 (15%)
16(25%)

V16 (6%)
/16 (19%)
12/16 (75%)

10/16 (63%)
216 (13%)
2/16 (13%)
216 (13%)

12/16 (75%)
416 (25%)

18/49 37%)
19/49 (39%)
2/49 (4%)
149 (2%)

8/49 (16%)
0
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6/15 (40%)

115 (72%)
VI15(7%)
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2/15(13%)

14/15(93%)

33/97 (34%)
38/97 (39%)
6/97 (6%)
1/97 (1%)
10/57 (10%)
7197 7%)

31(24%)

5/31(16%)
8/31(26%)
18/31(58%)

21/31(68%)
3/31(10%)
3/31(10%)
4/31(13%)

26/31(84%)
§/31(16%)




Primary and key secondary endpoint analyses
(ITT population)

Brentuximab Physician’s Difference
vedotin Choice Between Arms Statistical
Endpoint N=64 N=64 (95% CI) Significance
Primary endpoint
ORR4, n (%) 36 (56.3%) 8 (12.5%) 43.8% (29.1, 58.4) p<0.0001
Key secondary endpoints
CR, n (%) 10 (15.6%) 1(1.6%) 14.1% (-4.0, 31.5) p=0.0046 29
p<0.0001 29
Median PFS, months 16.7 3.5 HR=0.270

(95% Cl: 0.169, 0.430)

Mean maximum reduction in
Skindex-29 symptom -27.96 -8.62 -18.9 (-26.6, -11.2) p<0.0001 ad

domain, points

Adj, adjusted p-value calculated from a weighted Holm’s
procedure; Cl, confidence interval; HR, hazard ratio



Brentuximab Vedotin

ORR4 and response rates by disease type and extent

Bexarotene or

Methotrexate
Total ORR4 ORR CR Total ORR4 ORR CR
N = 64 (%) (%) (%) N =64 (%) (%) (%)
n (%) n (%)
ITT population 64 (100) 56 67 16 64 (100) 13 20 2
MF 48 (75) 50 65 10 49 (77) 10 16 0
Stage
IA-1IA 15 (31) 40 53 7 18 (37) 22 28 0
1B 19 (40) 63 68 16 19 (39) 16 0
A-I11B 4 (8) 50 75 0 2(4) 0 0 0
IVA 2 (4) 100 100 50 9 (18) 0 0 0
VB 7 (15) 29 57 0 0 NA NA NA
pcALCL 16 (25) 75 75 31 15 (23) 20 33 7
Disease involvement
Skin-only 9 (56) 89 89 44 11 (73) 27 45 9
Extracutaneous disease 7 (44) 57 57 14 4 (27) 0 0 0

NA, not applicable



Progression-free survival (ITT population
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Summary of adverse event (AE) impact - termination, SAEs, deaths

Adverse event (AE), n (%) Brentu):innizz)vedotin b?:;?;:ﬁ’::l:;)
Any AE 63 (95) 56 (90)

Any grade 23 AE 27 (41) 29 (47)

Any serious AE 19 (29) 18 (29)

AE resulting in discontinuation of study regimen* 16 (24) 5(8)

On-study death (death <30 days from last dose)** 4 (6) 0




Commonly reported (215% of patients) treatment-emergent AEs

Brentuximab Methotrexate or
vedotin Bexarotene
I Peripheral neuropathy® | 67 s |
Nausea " I —" 13
Diarrhea * 0% E— *
Fatigue 29 =m ——— 21 M Grade 1
Vomiting * * I Grade 2
Alopecia M Grade 3-4
Pruritus o 1
Pyrexia — % 18%
Decreased appetite 5
IHyportriglycoddomla" i i . i _ > - = o . ] ! ' _
70 60 50 40 30 20 30 40 50 60 70

Percantage incdence

Nine patients discontinued assigned treatment due to
peripheral neuropathy in the brentuximab vedotin group
(none in the physician’s choice group). At the last followup
(median 22-9 months), 36 (82%) of 44 patients in the
brentuximab vedotin group had improvement (=1 grade)
or resolution of peripheral neuropathy.



Tabella 3: Raccomandazioni posologiche per ’esordio o il peggioramento di neuropatia
periferica sensoriale o motoria durante la monoterapia

Severita della neuropatia periferica sensoriale o
motoria
(segni e sintomi [descrizione abbreviata CTCAE?"])

Modifica della dose e posologia

Grado 1 (parestesia e/o perdita di riflessi, senza alcuna
perdita della funzione)

Proseguire con dose e posologia invariata.

Grado 2 (interferisce con la funzionalita ma non con
le attivita quotidiane)

Sospendere la somministrazione fino a quando la
tossicita torna a < Grado 1 o al basale, quindi
riprendere il trattamento a una dose ridotta di

1,2 mg/kg fino a un massimo di 120 mg ogni

3 settimane.

Grado 3 (interferisce con le attivita quotidiane)

Sospendere la dose finché la tossicita non
ritorna < Grado 1 o al livello basale, quindi
riprendere il trattamento con una dose ridotta di
1,2 mg/kg fino a un massimo di 120 mg ogni

3 settimane.

Grado 4 (neuropatia sensoriale debilitante o
neuropatia motoria potenzialmente fatale o
che porta a paralisi)

Interrompere il trattamento.

& Classificazione basata sui criteri del National Cancer Institute (
(CTCAE) v3.0; vedere neuropatia: motoria; neuropatia: sensori;

UTANEI DI DERIVAZIONE T-LINFOCITARIA:

JNCI), Common Terminology Criteria for Adverse Events
ale; e dolore neuropatico.

i

CIPLINARITA OTTIMIZZA IL RISULTATO
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Final data from the phase 3 ALCANZA study: Brentuximab vedotin versus
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Median follow-up 45.9 months

Randomized phase 3 ALCANZA study of brentuximab vedotin vs

physician's choice in cutaneous T-cell lymphoma: final data

Short title for the running head: Brentuximab vedotin vs physician's choice in CTCL

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,' Pablo
L. Ortiz-Romero,'® Michael Weichenthal,'® David C. Fisher,"” Jan Walewski,'® Judith
Trotman,'® Kerry Taylor,®® Stephane Dalle,?' Rudolf Stadler,? Julie Lisano,* Veronica

Bunn,* Meredith Little,** and H. Miles Prince®®

€ blood advances

Table 1. Summary of efficacy (ITT population)

Brentuximab Physician’s
vedotin choice
(n=64) (n=64) P

ORRA4 per IRF, n (%) 35 (54.7)* 8 (12.5) <.001

Best response per IRF, n (%)

ORR (CR + PR) 42 (65.6) 13 (20.3) <.001
CR 11 (17.2) 1(1.6) .002
PR 31 (48.4) 12(18.8)

SD 10 (15.6) 18 (28.1)

PD 5(7.8) 22 (34.4)

Median PFS per IRF, months (95% CI)* 16.7 (15.4-21.6) 3.5(2.4-4.6)

HR for PFS (95% CI) 0.38 (0.25-0.58) <.001

3-year OS rate, % (95% Cl)
HR for OS (95% ClI)

64.4 (50.7-75.2)

61.9 (47.3-73.6)

0.75 (0.42-1.32) .310




Table 3. Patient response per IRF by baseline disease subtype and stage per investigator (ITT population)

Patients, n (%)

Brentuximab vedotin Physician's choice
(n=64) (n=64)
Total ORR4 ORR CR Total ORR4 ORR CR

MF 48 (75) 24 (50) 31(65) 5(10) 49 (77) 5(10) 8(16) 0
Stage

IA-IIA 15 (31) 6 (40) 8 (53) 1(7) 18 (37) 4(22) 5(28) 0

1B 19 (40) 12 (63) 13 (68) 3(16) 19 (39) 1(5) 3(16) 0

A-lIB 4(8) 2(50) 3(75) 0 2(4) 0 0 0

IVA 2(4) 2(100) 2(100) 1(50) 9(18) 0 0 0

IVB 7(15) 2(29) 4(57) 0 0 - - -

Unknown 1(2) 0 1(100) 0 1(2) 0 0 0
C-ALCL 16 (25) 11 (69) 11 (69) 6 (38) 15(23) 3(20) 5(33) 1(7)
Involvement

Skin only 9 (56) 8(89) 8 (89) 4 (44) 11(73) 3(27) 5 (45) 1(9)

Extracutaneous 7 (44) 3(43) 3(43) 2(29) 4(27) 0 0 0

disease

One patient in each arm had incomplete staging data and are not included in the table: 1 patient in the brentuximab vedotin arm had a PR and 1 patient in the

physician’s choice arm had no response.

- Indicate data were unavailable.

Abbreviations are explained in Table 1.



Table 2. PFS per IRF by number of cycles of brentuximab vedotin received (ITT population)

Number of treatment cycles

1-5 6-12 13-16
(n=19) (n=17) (n=28)
Median PFS, months 3.8 154 21.6
PFS for extended follow-up, %*
12 months 27.3 58.8 96.0
18 months 18.2 32.7 57.3
24 months 18.2 26.1 46.9

*Kaplan-Meier estimates.
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Table 4. Resolution, improvement, and duration of PN (SMQ) (safety population)

Brentuximab vedotin Physician’s choice
(n=44) (n=4)
Data cut-off May 31, 2016 Sep 28, 2018 May 31, 2016 Sep 28, 2018
Patients with resolution or improvement of PN events, n (%) 36 (82) 38 (86) 1(25) 2 (50)
Patients with resolution of all PN events, n (%) 22 (50) 26 (59) 1(25) 2 (50)
Median time to resolution, weeks 27.0 33.0 20 105
Patients with improvement in PN events by =1 grade, n (%) 14 (32) 12(27) 0 0
Median time to improvement, weeks 8.0 150 - -
Patients with ongoing PN events, n (%) 22 (50) 18 (41) 3(75) 2 (50)
Maximum severity grade 1, n (%) 17 (39) 15 (34) 1(25) 1(25)
Maximum severity grade 2, n (%) 5(11) 3(7) 2 (50) 1(25)

PN indicates peripheral neuropathy.
— indicate data were unavailable.
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Patient-reported quality of life in patients with relapsed/ @ ®

refractory cutaneous T-cell lymphoma: Results from the

randomised phase III ALCANZA study
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Fig. 1. Mean change from baseline in Skindex-29 total and domain scores in evaluable patients, including the key secondary end-point
of Skindex-29 symptom domain score: (A) total score, (B) symptom domain, (C) emotions domain and (D) functioning domain. Bar
represents mean + standard deviation. Higher scores indicate a higher impact of skin disease on quality of life. The psychometric validity
of a sum score has not been established. The developer recommends calculating and reporting it largely to simplify the presentation of
results. C, cycle; D, day; EOT, end of treatment.
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Response to brentuximab vedotin versus physician’s L)
choice by CD30 expression and large cell transformation =
status in patients with mycosis fungoides: An ALCANZA
sub-analysis

clllca(.'): o1 premuxmmab vedotin and PC by CD30 expression and LCT status.

Treatment CD30n < 10% (n = 43) CD30n = 10% (n = 57)
Brentuximab vedotin Physician’s choice Brentuximab vedotin Physiaan’s choice
(n =22 (n = 21) (n = 28) (n = 29)
ORR4, n (%) 9 (40.9) 2(9.5) 16 (57.1) 3(103)
A versus PC, % (95% CI) 314 (2.8-58.1) 46.8 (20.6—-67.0)
Median PFS, months (95%  16.7 (8.6—-27.0) 23 (1.6-3.5) 15.5 (9.8-22.8) 39 (2.2-6.3)
Cl)
HR (95% CI) 0.189 (0.087—0.414) 0.340 (0.172-0.674)
Treatment LCT present (n = 34) LCT absent (n = 62)
Brentuximab vedotin Physician’s choice Brentuximab vedotin Physiaan’s choice
(n =17) (n=17) (n = 31) (n = 31)
ORR4 per IRF, n (%) 11 (64.7) 3(17.6) 12 (38.7) 2 (6.5)
Median PFS, months (95% 155 (9.1-22.8) 28 (14-73) 16.1 (8.6-21.6) 3.5(2.2-43)
CI)
Median CD30,,,,, % (range) 30.0 (0-95.0) 20.0 (0-95.0) 5.0 (0-60.0) 8.0 (0-50.0)

CD30,yin, minimum CD30 levels; CI, confidence interval; HR, hazard ratio; IRF, independent review facility; LCT, large cell transformation;
ORR4, objective response rate lasting >4 months; PC, physician’s choice; PFS, progression-free survival.
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Rapid response of nodular CD30-positive mycosis fungoides to

brentuximab vedotin

A patient diagnosed with mycosis fungoides presented
with erythrodermic and scaly patches and plaques cover-
ing almost his entire body surface, with nodular lesions
(up to 10 x 10 cm) fungating from the abdominal wall.
Immunohistochemical analysis of the skin biopsy specimen
showed CD30 expression in 50% of CD3/CD4-positive
lymphoid cells. We treated the patient with four courses

lesions had completely disappeared and the other skin
lesions had improved (bottom). CD30 positivity (defined
as =10% of the lymphoid infiltrate) has varied from 10%
to 63% in two reported series of patients at all stages of
the disease (Duvic, 2011; Krathen et al, 2012) indicating
that brentuximab vedotin is a potential new therapy for
mycosis fungoides.



BJD
MEDICAL DERMATOLOGY British Journal of Dermatol‘u!gy

Multicentric EORTC retrospective study shows efficacy of
brentuximab vedotin in patients who have mycosis
fungoides and Sézary syndrome with variable CD30
positivity

E. Papadavid,’ E. Kapniari (' V. Pappa,” V. Nikolaou (," T. lliakis,” M. Dalamaga (,? C. Jonak,* S. Porkert,*

S. Engelina, P. Quaglino , P.L. Ortiz-Romero (,° C. Vico ®,” A. Cozzio,*? F. Dimitriou (,* R. Guiron,*
E. Guenova (»,"** E. Hodak,® M. Bagot (9**** and ). Scarisbrick (*

/2 pazienti

BJD 2021

ALCANZA patient groups

Brentuximab  Methotrexate

vedotin or bexarotene
(n=64) (n=64)
MF*, n (%) 48 (75) 49 (77)
Early (IA-11A) 15 (31) 18 (37)
Advanced (IIB-1VB**) 32 (67) 30 (61)
pcALCL, n (%) 16 (25) 15 (23)
Skin only 9 (56) 11 (73)
Extracutaneous disease 7 (44) 4 (27)
Tota_l number of prior therapies, 4.0 (0-13) 3.5 (1-15)
median (range)
Number of prior systemic 2.0 (0-11) 2.0 (1-8)

therapies, median (range)

Table 1. Patients’ demographics and clinical characteristics

Age (years)
Mean = SD 1613+124
Sex (N, %)
Male 43/72(59.7 %)
Female 29/72(40.3 %)
Country (N, %)

Switzerland

16/72 (22.2%)

No of systemic previous treatments (N,

Ive 12/72 (16,6%)
B involvement (N, %)
80 54/72 (75%)
B1 3/72(42%)
82 15/72 (20,8%)
N involvement (N, %)
NO 34/72 (47.2%)
N1 4/72 (5.6%)
N2 4/72 (5.6%)
N3 23/72 (31.9%)
NX 7/72 (9.7%)
M Metastases (N, %)
MO 62/72 (86.2%)
M1 10/72 (13.8%)

cD30 presence(N, %) |

<5 14/72 (19.4%)
5-10 14/72 (19.4%)
>10 44/72 (61.2%)
LCT (N, %)

49/68* (72.1%)

UK 15/72 (20.8%)
Greece 10/72 (13.9%)
France 10/72 (13.9%)
Austria 6/72 (8.3%)
Spain 5/72 (6.9%)
italy 4/72 (56 %)
Israel 6/72(83%)
Disease Characteristics
Disease Duration (Years)
Median (IQR) 4(2-8)
CTCL type(N, %)
53 15/72 (20.8%)
ME 57/72 (79.2%)
CTCL stage at BV initiation(N, %)
8 1/72 (1,4%)
) 32/72 (44,4%)
A 1/72(1,4%)
s 14/721(5,6%)
VA1 5/72 (7%)
IVA2 17/72 (23,6%)

*N of patients with available data

%)
<3 46/72 (63.9%)
23 26/72 (36.1%)
No of previous treatment

Median (IQR) 2(1-3)
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Multicentric EORTC retrospective study shows efficacy of
brentuximab vedotin in patients who have mycosis
fungoides and Sézary syndrome with variable CD30
positivity

E. Papadav:d E. Kapnlarl @' V. Pappa V leolaou® T. lliakis,* M. Dalamaga (,> C. Jonak,* S. Porkert,*
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Table 2 Response rates, durability results and overall survival of
brentuximab vedotin in patients with mycosis fungoides/Sézary
syndrome
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Brentuximab Vedotin for Relapsed or Refractory Sézary Syndrome

Daniel J. Lewis, MD; Paul L. Haun, MD; Sara S. Samimi, MD; Carmela C. Vittorio, MD;
Jennifer Villasenor-Park, MD, PhD; Stefan K. Barta, MD; Daniel J. Landsburg, MD; Jakub Svoboda, MD;
Sunita D. Nasta, MD; Stephen J. Schuster, MD; Alain H. Rook, MD; Ellen J. Kim, MD

IMPORTANCE Treatment options for Sézary syndrome (SS) are limited and associated with
low response rates. Brentuximab vedotin is a CD30-directed antibody-drug conjugate
approved for refractory CD30-positive cutaneous T-cell ymphoma. However, limited data
exist on its efficacy in SS, including in the pivotal phase 3 ALCANZA (A Phase 3 Trial of
Brentuximab Vedotin (SGN-35) Versus Physician’s Choice [Methotrexate or Bexarotene] in
Participants With CD30-Positive Cutaneous T-Cell Lymphoma) trial.

OBJECTIVE To assess the preliminary efficacy and tolerability of brentuximab vedotin for SS.

Key Points

Questions What is the global response rate of brentuximab
vedotin in Sézary syndrome (SS), and how does it compare with
other therapies used for SS?

Findings In this case series, 5 of 13 patients with SS (38%)
achieved a global response, including 1 complete response.
Response rates by disease compartment were 38% in the skin,
63% in the blood, and 50% in the lymph nodes.

Meaning Brentuximab vedotin is associated with some efficacy
in SS.

[ A } Global and disease compartment responses to brentuximab
vedotin compartment

13 Patients

\J

Global responses
1 CRs
4 PRs
6 SD
2 PD

l l l
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Article type  : Research Letter

Corresponding author mail id: julia.scarisbrick@uhb.nhs.uk
Brentuximab a novel antibody therapy: Real-World Use Confirms Effic
positive cutaneous lymphoma

s. Engelina, M. Saggu, 1. Yoo, F. Shah, A. Stevens, C Irwin, 5. Chaganti: 1 F MF 57 1B 4 12 10 SD 3
University Hospital Birmingham (UHB), Birmingham, UK.

2 M MF 60 1B 9 27 30 CR 3

3 M MF 60 1B 13 39 27 PR 3

4 F MF 57 1B 7 21 10 CR -

5 M MF 76 1B 16 48 100 CR 3

6 M MF 47 IVA2 5 15 5 PR -

7 M MF 43 IVA2 9 27 10 PD -

8 M MF 48 IVA2 10 30 100 CR 2

9 F MF 50 IVA2 16 48 15 PR 1

10 M pcALCL 59 T3NOM1 4 12 100 PD 2

11 M pcALCL 39 T2CN1IMO 6 18 100 CR 1

12 M pcALCL 41 T3AN2MO 8 24 100 CR 2

pcALCL: primary anaplastic large-cell lymphoma.MF: mycosis fungoides. CR: complete response. PR: partial response. SD: stable disease. PD:

disease progression.
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Real-world effectiveness of brentuximab vedotin in the treatment of CD30-positive cutaneous T- BJ D O Ct 5 ) 2 O 2 1

cell lymphoma: A single-centre retrospective review
M.-H. Henderson Berg,' K. Davison® and G. Popradi?

Divisions of ‘Dermatology and “Hematology, McGill University, Montreal, Quebec, Canada

* Overall response rate sustained for 4 months (ORR4) was 52.9% (9/17).

* CR in skin occurred in 35.3% (6/17) after a median of 8.7 weeks (IQR: 5.2-13.7
weeks) and 6.5 cycles (IQR: 3.75-8 cycles), lasting for a median of 65.8 weeks
(IQR: 15.2-100.8 weeks).

* Toxicities occurred in 76.5% (13/17) (grade 1-3). Six patients required dose
reduction (to 1.4 mg/kg) due to toxicity (peripheral neuropathy [4/6], febrile
neutropenia [1/6], elevated liver enzymes [1/6]).

* Discontinuation due to toxicity occurred in 23.5%. Peripheral neuropathy, the
most common toxicity, occurred in 47% (7/17 grade 1-2; 1/17 grade 3).
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Compls ission with br imab vedotin in a case
of primary delta T-cell lymph

lapsed after all ic stem cell

Dear Editor,

Primary cutaneous gamma-delta T-cell lymphoma (GD-
TCL) is a rare and aggressive entity. Clinically, it has a variable
presentation more frequently as rapidly growing erythematous,
ulcerated plaques, and nodules; less frequently, yet typically,
with initial subcutaneous invol it eous
panniculitis. such as T-cell lvmphoma (SPLTCL). proaressina

bling sub

International Journal of

Dermatology

CD30 immunotoxin) was started while considering a new allo-
transplantation procedure. BV was administered (1.8 mg/kg i.v.
qg21) for 16 cycles. A clinical CR was obtained already after
eight cycles, with non-remarkable side effects, and chimerism
assay showed 100% of donor cells. The patient is currently still
disease-free.

At last clinical follow-up, after 36 months from last BV
cycle, the patient is still in complete remission.

The 2016 update of the WHO classification for myeloid
and lvmphoid neoplasms recoanizes primarv cutaneous GD-

Figure 1 Clinical photos showing details of
lesions on both legs at the time of relapse.
Active lesions presented as multiple, painful
subcutaneous plaques and nodules with
tendency to ulceration

International Journal of Dermatology 2021, 60, 778-780

@© 2021 the International Society of Dermatology

Complete remission with brentuximab vedotin in a case of primary cutaneous gamma-
delta T-cell ymphoma relapsed after allogeneic stem cell transplantation.

Lastrucci |, Grandi V, Gozzini A, Vannucchi M, Kovalchuk S, Santucci M, Pimpinelli N. Int J
Dermatol. 2021 Jun;60(6):778-780.



Table 2 Overview of the pooled data

Number of studies
Number of patients
CR

PR

ORR (%)

13
149
37
75
75

CR, complete response; PR, partial response; ORR, overall

response rate.

Table 3 Alternative treatment regimens

Dose (mg kg™")

Interval

1.2

Every 3 weeks

1-2 Start every 3 weeks

Extension of the intervals depending

on the response
1-8 followed by

reduction to 1-2

Start every 3 weeks
Extension of the intervals
depending on response

British Journal of Dermatology (2017) 177, pp1503—1509

» BJD
REVIEW ARTICLE British Journal of Dermatology

Brentuximab vedotin in CD30" cutaneous lymphoma: How

do we treat, how shall we treat? A review of the literature
R. Stranzenbach®,* E. Dippel,> M. Schlaak® and R. Stadler*

‘Department of Dermatology, Venerology, Allergology and Phlebology, Johannes Wesling Medical Centre, University Hospital of Ruhr-University Bochum, Minden,
Germany

"Department of Dermatology, Klinikum Ludwigshafen, Skin Cancer Centre Rheinpfalz, Ludwigshafen, Germany

*Department of Dermatology and Venereology, University of Cologne, Cologne, Germany

Linked Comment: Scarisbrick. Br | Dermatol 2017; 177:1474-1475

Records on brentuximab Records on brentuximab identified through
identified through screening of screening of Cochrane Central Register of
PubMed Controlled Trials
(n=248) (n=82)
\ n=330 /
Remaining after
removing redundant
duplicates of reports
(n=306)

Excluding reports on brentuximab for
not involving brentuximab therapy and
lymphoma/CD30 malignancies
(n=126)

Records screened

Partll (n=180) Partl

Excluding reports (n = 165)
- beinga review (n=37)

- combination therapy (n =
23)

- not dealing with CTCL (n =
101)

- no relevant statistics (n = 4)

Full-text articles

assessed for
eligibility
(n=15)

Full-text articles
assessed for
eligibility
(n=5)

Excluding reports (n = 175)

- beingareview (n = 37)

- combination therapy (n = 23)

- no study on T-cell lymphoma (n =
7)

- not being a prospective clinical
study (n = 38)

- having no relevant statistics (n =
70)

Part2
Excluding reports (n = 2)
- No relevant statistics (n = 2)

Part1
Excluding reports (n = 4)
- No relevant statistics (n = 4)

Studies included in
this systematic review

(n=13)

Studies included in
this systematic review
(n=1)
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CLINICAL PRACTICE GUIDELINES

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

(=) (===

ECP = IFNa + retinoids
PUVA + IFNa
Prednisone (+ chlorambucil)
Low-dose MTX
[v. B]

Gemcitabine
Liposomal doxorubicin
Brentuximab vedotin
[, 8]

Expectant policy
Topical steroids IV, A) SOT* + local RT I, A]
nb-UVB [Ill, A] (SDT* +) retinoids [N, B]
PUVA [ll, A] (SDT* +) IFNa I, B)
Topical mechiorethamine [il, B] TSEBT [N, A]
Local RT [IV,A)

N

(SDT" +) retinoids [Ill,B] Gemcitabine IV, B] TSEBT IV, B] Low-dose alemtuzumab [IV, A]

Gemcitabine [V, B]
Liposomal doxorubicin [V, B]
Combination ChT [IV, B]
AlloSCT [Iv, C)

(SDT* +) IFNa [N, B)
Retinoids [lll, B]
IFNa [1ll, B]
Retinoids + IFNa [II, B]
TSEBT [IV, A)

Liposomal doxorubicin [IV, B]
Brentuximab vedotin [Il, B]
Combination ChT [IV, B]
AlloSCT [V, C)

Figure 1. Recommendations for the treatment of MF/SS.

*Most commonly PUVA,

AlloSCT, allogeneic stem cell transplantation; ChT, chemotherapy; ECP, extracorporeal photopheresis; IFNx, interferon alpha; MF, mycosis fungoides; MTX, methotrexate; nb-UVB, namow-
band ultraviolet B; PUVA, psoralens plus ultraviolet A; RT, radiotherapy; SS, Sézary syndrome; SDT, skin-directed therapy; TSEBT, total skin electron beam therapy.



Current Clinical Management of CTCL

1A IB/IIA IIB i v

Limited patch/plaque Generalized Tumors Erythroderma Extracutan disease
patch/plaque

Topical steroid, retinoid (bex), NM ECP + IFN, bexarotene
phototherapy, local RT, imiquimod Y Photo therapy
! . bexarotene or IFN

Bexarotene, methotrexate, IFN
vorinostat, romldepsln

TSEBT + ECP, IFN

rentuximab vedotin, Pralatrexate, Steven Horwitz
Treatments are mostly palliative osomal doxorubicin, gemcitabine, others
* More effective Alemtuzumab
* Lesstoxic Combination
* At aminimum more options s

« »'Pmuge based therapies-Longer remissions? Allo-HSCT




NCCN GUIDELINES® INSIGHTS

Primary Cutaneous Lymphomas,
Version 2.2020
Featured Updates to the NCCN Guidelines

Neha Mehta-Shah, MD'*; Steven M. Horwitz, MD?*; Stephen Ansell, MD, PhD*; Weiyun Z. Ai, MD, PhD%
Jeffrey Barnes, MD, PhD?; Stefan K. Barta, MD, MRCP, MS*; Mark W. Clemens, MD’; Ahmet Dogan, MD, PhD?
Kristopher Fisher, MD®*; Aaron M. Goodman, MD®*; Gaurav Goyal, MD'®%; Joan Guitart, MD'";
‘Ahmad Halwani, MD'2; Bradley M. Haverkos, MD, MPH, MS'**; Richard T. Hoppe, MD'4*; Eric Jacobsen, MD'5;
Deepa Jagadeesh, MD, MP'4*; Matthew A. Lunning, DO'’; Amitkumar Mehta, MD'’; Elise A. Olsen, MD'®%;
Barbara Pro, MD''; Saurabh A. Rajguru, MD'; Satish Shanbhag, MBBS, MPH2; Aaron Shaver, MD, PhD?';
Andrei Shustov, MD?2*; Lubomir Sokol, MD, PhD?*; Pallawi Torka, MD**; Carlos Torres-Cabala, MD’;

Ryan Wilcox, MD, PhD?%; Basem M. William, MD*-*; Jasmine Zain, MD?’; Mary A. Dwyer, MS, CGC?%*;
Hema Sundar, PhD?*; and Youn H. Kim, MD'4*

LNFOMI PRIMITIVI CUTANEI DI DERIVAZIONE T—LINFOCITARIA LA M

SUGGESTED TREATMENT REGIMENS*®

SYSTEMIC THERAPIES
Preferred Regimens (alphabetical order) Other Recommended Regimens Useful Under Certain Circumstances
+ Brentuximab vedotin'J* * Acitretin"
SYST-CATA |+ Bexarotene" + All-trans retinoic acid"
Extracorpond photo heresis (ECP)! « Isotretinoin [13-cis-retinoic acid]"
« Interferons (IFN ™ or FN-gnmml 1b)
. Mcthotnxlto (SSO mg q week|
. Mogamullzumab“
+ Romidepsin"
« Vorinostat"
« Brentuximab vedotin'd* + Relapsedirefractory disease requiring
SYST-CATB . uGomdtab“i:o bick gsumlc therapy; alphabetical order
* Liposom xorubicin category|
* Pralatrexate (low-dose or standard dose) » Alemtuzumab*P
» Chlorambucil
Large-cell |+ Brentuximab vedotin* S Elponie Phamide
transformation |+ Gemcitabine » Pentostatin
(LCTm) * Liposomal doxorubicin » Temozolomide for CNS involvement
* Pralatrexate (low-dose or standard dose) » Bortezomib (category 2B)
* Romidepsin » Pembrolizumab (category 2B)%"
* See TCEL-B 2 of 5 for regimens listed for » See TCEL-B 2 of 5 for regimens
PTCL-NOS® listed for PTCL-NOS®

B See relemnces fof regimens MFSS-A 4 of 8, MFSS-A 5 of 8, and MFSS-A 8 of &
The optimal treatment for any patient at any given Sme s often individalized based on symplams of dsease, route of
adminstraton, toxoties, and overall goals of tharapy.

“smmmmrsemmmmmwm HOAC inhibloes (such as vorinostat or romidepsin), or
mogamuizamab, or combining phototherapy with vornostat or romidepsin is unknown.

'hMALCANZAMutPﬂmNM of al. Lancet 201 7,330 565-566) brentuximab vecotin (BV) was associaind with superior
clinical outcome in patierts with CD30+ MF and pcALCL. COI0 postivity was defned s CD30 expression 210% of
total lymphoid cslls. Howsvar, in other cinical sludies, Clnicel responses with BV have bean reporied scross all CD30
axprassion levels including nedligble CD30 apression,

| Paants with Sézary syndrome were exciuded from the ALCANZA ¥iai,

Jsee Care for Brontud Vedotn and b (LYMP.C).

'EQmwmmm-momnmmmNoomm(m«M

M Pagniadaron sfa-2s may be substitted for other Inlarferon preparations. Schiler M, ot al. J Eur Acad Dermasiol Venerol
2017,31:1841-1847.
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The NCCN G, may nat be i ey form withou! the aspress wiition pamsisson of NCCN.

"PMNWLCTMMMNMK:W
2 y rogl are g reserved for patients with
ae trealed with

di Mos(
mulprYST-CATNBva Vi L
Hmmaamummmwmumnwmm
incidencs of ifections complications,
“mmmmnmlnpﬁmmuFmﬂss Disease flare is seen in
S0Me y i eryth skin/Sazary pationts) and should be
ummmmwwmmmus Rook AM, Porcu P, ot al.
in rel fu and Sézary syndrome:
Awmmmuw Jmmwmvszmmdm)
T Rapid progression has been reported in HTLY positve paients receiving
pembrolzumat,

MFSS-A
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STAGE! PRIMARY TREATMENT RESPONSE TO THERAPY?

(MFSS=3 and
Relapse with low skin

WFSS4) l disease burden _l
Lower skin Skinedirected therapies™ ORPR™ Relapse with high skin disease burden (see below)
disease (skindimited/locall) (MFSS-A) oo MPSSL4
burden (eg, —| (may be alone or in
predominantly combination with other skin= | Progression to >stage IB—A —— for appropriate
patch disease) directed therapies) Inadequate clinical stage

High skin disease burden (sce below)

Stage IB (skin l J

onlly discase Skin-directed theraples™ Rellapse with T1=T2 disease
with 210% (generalized) (ursgqn
- Stage BAY or CRIPRX
(SYSTLCAT A MFSS-A) 2
o > —
wiane skin skinedi therapies™ Relapse with >stage IB-]IA disease Soe MESS<4 for app
disoase g’Fss-A) Progression to >stage IB-IA —»| "l Stage
burden (eg, Combination theraples or
predominantly (MFSSsA) + skin=directed Clinical trial
plaque disease) | |therapies™ (MFSS-A) or
or Inadequate | Refractory disease to multiple TSEBTY (if not previously
If blood B1 involvement, | response  |Previous therapies T "|administered)
consider primary or
treatment for stage ll or Combination therapies
‘: rodermic discase) (MFss-Alt skin-directed
33-10*@'“90'9 2B) Persistent T1=T2 skin disease —I therapy™ (MFSSa=A)

t See Principles for Mycosis Fungoides/Sézary Syndrome (MFSSAINTRO-1),

¥ Rebiopsy if suspect LCT; if histologic evidence of LCT, see MFSS-12,

Win patients with histologic evidence of follculotroplc MF, skin disease may be kess responsive to topical theraples.

* Patients with disease achieving a cinical benefit and/or those with disease responding to primary treatment should | See Supportive Care for MF/SS (MFSS-B) |
be considered for maintenance or tapering of regimens to oplimize response duration,

¥ See Principles of Radialion Therapy (LYMP=-A),

 Imaging Indicated when susplcious of dinical extracutaneous disease with modalties used In workup.

Version 22020 © Natiorad Comgrehensive Cancer Netwerk, Ire. 2020, Al rights reserved.
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BV should be considered in cases with multifocal skin lesions
CD30+, preferentially plaques and/or nodules, refractory to con-
ventional therapies and in patients developing extracutaneous
disease.

According to the available data, the Panel stated that MOGA has
become a part of the “2nd line” setting of the therapeutic arma-
mentarium, for patients with SS or highly-symptomatic eryth-
rodermic MF. B.

Both drugs BV and MOGA represent compelling strategies as
potential bridge to alloHSCT in transplant-eligible patients.
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