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• CD30 e meccanismo di azione



CD30, recettore delle citochine che appartiene alla 
superfamiglia del  tumor necrosis factor receptor (TNFR)
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• diffusion of MMAE into the tumour microenvironment.

• Receptor binding of MMAE itself can trigger an 
apoptotic signal.
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ORR:66%



Progression-free survival was 1.1 year (95% CI, 
0.9 to 1.4 years; 
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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)1

– Sample size calculation: 90% power to detect 30% improvement in ORR4

• Key secondary endpoints
– CR rate
– PFS
– Symptom burden/PRO (measure of QoL using Skindex-292)

1. Olsen EA, et al. J Clin Oncol 2011; 29(18):2598–607 

2. Chren MM, at al. Arch Dermatol 1997;133:1433-40
mSWAT, modified severity weighted assessment tool; PRO, patient reported outcome; QoL, quality of 
life



Patient baseline characteristics: 
ITT population, N=128

Brentuximab vedotin 
(n=64)

Methotrexate or 
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 biopsies at baseline, % (range) 33 (3–100) 31 (5–100)

MF*, n (%) 48 (75) 49 (77)
Early (IA-IIA) 15 (31) 18 (37)
Advanced (IIB-IVB**) 32 (67) 30 (61)

pcALCL, 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 
(range) 2.0 (0–11) 2.0 (1–8)

*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





Endpoint

Brentuximab 
vedotin

N=64

Physician’s 
Choice
N=64

Difference 
Between Arms

(95% CI)
Statistical 

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 adj

Median PFS, months 16.7 3.5
p<0.0001 adj

HR=0.270 
(95% CI: 0.169, 0.430)

Mean maximum reduction in 
Skindex-29 symptom 
domain, points

-27.96 -8.62 -18.9 (-26.6, -11.2) p<0.0001 adj

Primary and key secondary endpoint analyses 
(ITT population)

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



ORR4 and response rates by disease type and extent

NA, not applicable

Brentuximab Vedotin Bexarotene or 
Methotrexate

Total
N = 64
n (%)

ORR4
(%)

ORR
(%)

CR
(%)

Total
N = 64
n (%)

ORR4
(%)

ORR
(%)

CR
(%)

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-IIA 15 (31) 40 53 7 18 (37) 22 28 0
IIB 19 (40) 63 68 16 19 (39) 5 16 0
IIIA-IIIB 4 (8) 50 75 0 2 (4) 0 0 0
IVA 2 (4) 100 100 50 9 (18) 0 0 0
IVB 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



Progression-free survival (ITT population)



Summary of adverse event (AE) impact - termination, SAEs, deaths

Adverse event (AE), n (%) Brentuximab vedotin 
(n=66)

Methotrexate or 
bexarotene (n=62)

Any AE 63 (95) 56 (90)

Any grade ≥3 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









Median follow-up 45.9 months







PFS

TtNT





According to neuropathy: no worsening in Skindex-29
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Remissione clinica 
completa cutanea e 
linfonodale





72 pazienti

BJD 2021

Brentuximab 
vedotin 
(n=64)

Methotrexate 
or bexarotene 

(n=64)
MF*, n (%) 48 (75) 49 (77)

Early (IA-IIA) 15 (31) 18 (37)
Advanced (IIB-IVB**) 32 (67) 30 (61)

pcALCL, 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 (range) 2.0 (0–11) 2.0 (1–8)

ALCANZA patient groups









BJD Oct 5, 2021

• 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). 



Complete remission with brentuximab vedotin in a case of primary cutaneous gamma-
delta T-cell lymphoma relapsed after allogeneic stem cell transplantation.
Lastrucci I, Grandi V, Gozzini A, Vannucchi M, Kovalchuk S, Santucci M, Pimpinelli N. Int J 
Dermatol. 2021 Jun;60(6):778-780. 
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