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Brentuximab vedotin – the outstanding issues

u Long term follow up

u Efficacy in extracutaneous disease and LCT

u CD30 positivity

u Re-treatment

u C-ALCL – adding chemotherapy? 



Brentuximab vedotin antibody-drug conjugate (ADC)
Monomethyl auristatin E (MMAE), microtubule-disrupting agent

Protease-cleavable linker 
Anti-CD30 monoclonal antibody

ADC binds to CD30

MMAE disrupts
microtubule network

ADC-CD30 complex 
is internalized and 
traffics to lysosome

MMAE is released

Apoptosis

G2/M cell
cycle arrest

Brentuximab vedotin mechanism of action

CD-30



pcALCL Mycosis Fungoides 



u Brentuximab vedotin was far superior to physician’s choice, demonstrating improved ORR4 (56% vs 13%; p<0.0001), 
CR rate (16% vs 2%; adjusted p=0.0046), and PFS (16.7 vs 3.5 months; HR=0.270, 95% CI: 0.169, 0.430; adjusted 
p<0.0001), and a reduction in patient-reported symptoms (Skindex-29 symptom domain; –27.96 vs  –8.62; adjusted 
p<0.0001)1,2

u Safety data were consistent with the established tolerability profile1,2
1. Kim YH, et al. Blood 2016;128:182

2. Prince HM, et al. Lancet 2017;390:555–66

ALCANZA: A phase 3, randomized study comparing the efficacy and safety of 
brentuximab vedotin versus physician’s choice in CD30-positive MF or pcALCL

CI, confidence interval; CR, complete response; HR, hazard ratio; IV, intravenous; ORR4, overall rate of 
responses lasting ≥4 months; PFS, progression-free survival; PO, orally

Inclusion:
• Diagnosis of CD30-positive MF or 

pcALCL
– ≥10% CD30-positive on either 

neoplastic cells or lymphoid infiltrate 
by central review of ≥1 biopsy (≥2 
required for MF)

• MF patients with ≥1 prior systemic 
therapy

• pcALCL patients with prior 
radiotherapy or ≥1 prior systemic 
therapy

Exclusion:
• Progression on both prior 

methotrexate and bexarotene

Screening*

Ra
nd

om
iz

at
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n 
Methotrexate: 5–50 mg PO, weekly

or
Bexarotene: 300 mg/m² (target dose) 

PO, daily

Brentuximab vedotin: 
1.8 mg/kg IV, every 3 weeks

Up to 48 weeks (16 x 21-day cycles)
End of 

treatment
visit

Post-
treatment
follow-up

Every 12 
weeks for 

2 years and 
then every 
6 months 
thereafter

30 days 
after last 
dose of 

study drug

*Within 28 days of randomization

• Methotrexate or bexarotene was managed as standard of care, targeting maximum tolerated effective dose
• International study of 52 centers, 13 countries
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OS = median FU = 46months
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TTNT

Median = 16.7m Median = 14.2m

Median = 5.6m
Median = 3.5m

ALCANZA: PFS results ALCANZA: TTNT results
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PFS  

MF

pcALCL

ORR = 16%
PFS = 3.5m

ORR = 33%
PFS = 5.3m
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PFS  

MF

pcALCL

ORR = 65%
PFS = 16.1m

ORR = 75%
PFS = 27.5m
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Neuropathy
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u Efficacy in extracutaneous disease and LCT



Brentuximab vedotin therapy



LW – July 2019 to Jan 2020 – PET scans = CR

Baseline

End cycle 9



? Brentuximab vedotin

• How many in Alcanza had Visceral involvement? 
• How many in Alcanza had Visceral involvement and LCT?
• How many in Alcanza had Visceral involvement and LCT and low CD30?



Patient responses per IRF by baseline TNMB stage 
per investigator: MF

u For patients with MF, ORR4 and ORR were superior with brentuximab vedotin versus physician’s 
choice across subgroups defined by TNMB stage

*One patient in the physician’s choice arm had no biopsy performed to confirm visceral staging, and had no response; †One patient in the brentuximab vedotin arm had incomplete staging data, and had a PR; ‡One 
patient in the physician’s choice arm had confirmed blood stage B1 at screening and B2 at baseline

Treatment group
Brentuximab vedotin

(N=64)
Physician’s choice

(N=64)
n (%) Total ORR4 ORR CR Total ORR4 ORR CR
MF 48 (75) 24 (50) 31 (65) 5 (10) 49 (77) 5 (10) 8 (16) 0
Skin*

T1 5 (10) 1 (20) 1 (20) 0 1 (2) 0 1 (100) 0
T2 13 (27) 7 (54) 10 (77) 1 (8) 20 (41) 4 (20) 4 (20) 0
T3 25 (52) 13 (52) 16 (64) 4 (16) 24 (49) 1 (4) 3 (13) 0
T4 5 (10) 3 (60) 4 (80) 0 4 (8) 0 0 0

Node
N0 25 (52) 14 (56) 18 (72) 4 (16) 23 (47) 2 (9) 5 (22) 0
N1–NX 23 (48) 10 (43) 13 (57) 1 (4) 26 (53) 3 (12) 3 (12) 0

Visceral*
M0 41 (85) 22 (54) 27 (66) 5 (12) 48 (98) 5 (10) 8 (17) 0
M1 7 (15) 2 (29) 4 (57) 0 0 NA NA NA

Blood†

B0 43 (90) 23 (53) 28 (65) 4 (9) 41 (84) 4 (10) 6 (15) 0
B1 4 (8) 1 (25) 2 (50) 1 (25) 7 (14) 1 (14) 2 (29) 0
B2‡ 0 NA NA NA 1 (2) 0 0 0



ALCANZA: LCT status in patients with MF by patient demographics 
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• 35% of patients had LCT in both study arms 



ALCANZA: Efficacy of brentuximab vedotin by LCT status
• Proportions of patients who achieved an ORR4 were higher in LCT-positive patients versus LCT-negative 

patients in the brentuximab vedotin arm (65% vs 39%) and the PC arm (18% vs 6%) 
• Median PFS improved with brentuximab vedotin versus PC in patients with LCT (15.5 vs 2.8 months) and 

without LCT (16.1 vs 3.5 months)



LW – July 2019 to Jan 2020 – PET scans = CR

Baseline

End cycle 9
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u CD30 positivity



Assessment of CD30 expression and statistical analysis

CD30min = 10%
CD30max = 90%
CD30min ≥10%

CD30, 
10%

CD30, 
35%

CD30, 
90%

CD30, 
10%

CD30, 0%

CD30, 
5%

CD30, 
10%

CD30, 
90%

CD30min = 0%
CD30max = 90%
CD30min <10%



ORR4 with brentuximab vedotin across a broad range 
of baseline CD30 expression scores

Achieved

Not achieved

Response lasting 
≥4 months (N=50)

CD30min per patient Brentuximab vedotin
n/N (%)

Physician’s choice
n/N (%)

Difference
% (95% CI)

CD30min <10% 9/22 (40.9) 2/21 (9.5) 31.4 (2.8, 58.1)
CD30min ≥10% 16/28 (57.1) 3/29 (10.3) 46.8 (20.6, 67.0)
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Superior PFS with brentuximab vedotin versus 
physician’s choice regardless of baseline CD30 expression

Time (months) from randomization
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Censored
Censored

Brentuximab vedotin
Physician’s choice

Baseline CD30min <10%
Brentuximab vedotin
Physician’s choice

Baseline CD30min ≥10%

Brentuximab
vedotin

Physician’s 
choice HR (95% CI)

CD30min <10%
N 22 21 –
Median PFS 
(95% CI)

27.9 
(8.6, 27.9)

2.3 
(1.6, 3.5)

0.125
(0.044, 0.355)

Number of events 8 17 –
CD30min ≥10%
N 28 29 –
Median PFS 
(95% CI)

17.2 
(9.8, NE)

3.5 
(2.1, 4.6)

0.176
(0.072, 0.432)

Number of events 8 19 –

Enrolled patients with MF, N=100

NE, not estimable
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u Re-treatment



Treatment duration and follow-up status of 
patients receiving brentuximab vedotin (MF and pcALCL)

SD, stable disease
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Each row represents one unique patient; bar length represents treatment duration; bar color shows best overall response; 
black lines show response duration following end of treatment; black lines with no symbol at the end shows no PD/death at 

last assessment;*Patient response was not evaluable until 120 weeks (response assessment at 120 weeks showed PD).
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Brentuximab vedotin – the outstanding issues

u C-ALCL – adding chemotherapy in extracutaneous disease? 







C-ALCL – adding chemotherapy to BV

•Melchers et al, reported that 12% of patients with C-ALCL developed extracutaneous 
manifestations:

• CR 61% to front-line therapy with CHOP. 
• TTP = 27 months. 

• ECHELON-2 (PTCL): 50% were ALK negative systemic ALCL
• CR 56% with CHOP therapy. 
• PFS = 20.8 months.

• ALCANZA: extracutaneous C-ALCL (n =7)
•RR = 57% 
•CR only 14%.  
•PFS = 27.5 months but only 14.9 m for extracutaneous disease. 

Given ECHELON-2 which demonstrated the value of adding BV to CHOP-based Rx in sALCL .
Suggest BV+CHP be the preferred therapy for extracutaneous C-ALCL over BV-alone or 
systemic chemotherapy-alone. 
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