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CONFLITTO DI INTERESSI



Consolidation in pts with HL

Aim: eliminating minimal residual disease and preventing 

subsequent relapse

• When?

• How?

• Which patients?
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HL Standard tx PFS %                 aim

Early ABVD 2-4 + RT 90% - tox

Advanced   ABVD 6-8 75 %     + efficacy - tox

Ref/Rec HDT ASCT 50%          ++ efficacy

…different challenge for different 
conditions…



Schmitz N, Lancet 2002
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Salvage with ASCT in Hodgkin Lymphoma

OS from relapse 
after ASCT

LWP EBMT/GITMO, Martinez,Ann Oncol 2013

FFTF after ASCT



How to improve outcome after ASCT?

• Various treatment strategies have been investigated (for high risk 
pts, variably defined)

– Intensification of the conditioning regimen (Josting A, J Clin Oncol 2010)
– Tandem transplantation Auto-Auto or Auto-Allo (Fung HC, BBMT 2007; 

Morshhauser F, JCO 2008, Castagna L, BMT 2015)
– Radiation before or after transplantation (Moskowitz AJ, Br J Haematol 

2009)
– PET-adapted approaches (Moskowitz AJ, Blood 2012)
– Consolidation with chemotherapy after ASCT (Rapoport AP, BMT 2004)
– Consolidation with Panobinostat after ASCT (von Tresckow B, Blood 

2013 abx)

• Challenge: difficult of delivery effective and well-tolerated therapy 
early after ASCT, where there might be the greatest therapeutic 
effect



• Delivery of cytotoxic agent specifically to malignant cells (CD30 is 
usually not tipically expressed in most human tissue under normal 
physiologic conditions)

BRENTUXIMAB VEDOTIN

• Active in Hodgkin Lymphoma in different settings
• Acceptable toxicity



Brentuximab-Vedotin  as consolidation post ASCT:
AETHERA trial

Mosckowitz CH et al, Lancet 2015

329 pts
Median age: 33 (18-76)

Primary objectives: PFS by IRF



Mosckowitz CH et al, Lancet 2015

AETHERA trial: Baseline characteristics



AETHERA trial: Progression free-Survival



Mosckowitz CH et al, Blood 2018

AETHERA trial: 5-Year PFS per investigator:
All patients

5-y PFS 59%

5-y PFS 41%



AETHERA trial: No 
difference in overall 

survival



AETHERA trial: PFS by response to frontline 
therapy (eligibility criteria)

Mosckowitz CH et al, Lancet 2015



Mosckowitz CH et al, 
Lancet 2015

Subgroup analysis 
of PFS by 

indipendent review



≥ 3 Risk factorsb (n = 166)≥ 2 Risk factorsb (n = 280) 

Risk factors:
• Primary refractory or relapse < 12 months from completion of front-line tx
• < CR achieved with salvage tx
• >1 previous salvage tx
• Extranodal disease at relapse or progression after frontline therapy
• B symptoms before starting salvage therapy

No PFS difference in pts with 1 risk factor (<15% of pts)

AETHERA trial: 5-Year PFS in pts according to risk factors





AETHERA trial: how many BV cycles do we need?



AETHERA trial: Toxicity

Mosckowitz CH et al, Lancet 2015

Two deaths for ARDS in the BV arm
One acute pacreatitis in the BV arm



Peripheral Neuropathy 67%
• 56% sensory and 23 motor PN
• Median time to PN onset 13.7wks (.1 to 47.4)
• Most PN cases (57%) were managed with 
dose delays and reductions
• 23% of pts discontinued treatment 
because of BV–associated PN (no impact on 
PFS)
• After the end of treatment, PN continued to 
resolve: 60 ms after treatment, 85% of pts 
had resolution
• Median time to resolution or improvement 
was 37.6 weeks
• Of 95 pts (76 BV arm, 19 placebo arm) with 
treatment emergent PN who remained for > 5 
ys without further treatment, 95% had 
resolution or improvement of PN

Nademanee A
BBMT 2018



Nademanee A
BBMT 2018

Infections and polmonary toxicity



• 13 patients with relapsed HL after allo-SCT received BV as 
treatment for active disease

• 3 patients without progression of HL after allo-SCT received BV 
as consolidation (two in PR and one in CR at day +100)

• Ten out of 16 patients received BV in combination with DLI

Tsirigotis P, et al. BMT 2016 

OR rate CR rate PFS
13 pts relapsed after Allo 69% 54% NR

3 pts without progression after 
Allo 100% 100% NR

BV consolidation: is feasible in other setting?



Post-ASCT consolidation: other than BV?



Pembrolizumab: 200 mg IV every 3 weeks for up to 
8 cycles
Primary end point: to improve the progression-free 
survival (PFS) at 18 months after ASCT from 60% to 
80%.

90% at least 1 risk factor (40% > 1):
• primary refractory or relapse within 1 year 
• residual FDG-avid disease at ASCT 
• >1 salvage regimen 
• extranodal disease  
• B symptoms at relapse
78% would have met eligibility criteria for the 
high-risk AETHERA study

Multicohort phase 2 study
Inclusion criteria:
• Previous ASCT and chemosensitive disease   
(metabolic PR or CR)
• No more than 3 previous line of therapy
• Allow prior PD-1 blockade

Armand P, Blood 2019



PFS
All patients

(81% at 19m)

PFS
Patients with >1 risk factor

(85% at 19m)

Among patients who would have been 
eligible for the AETHERA study  the 19-
month PFS was 85% (95CI, 64% to 
94%). 

The 19-month PFS of 85% in this 
subgroup compares favorably to that of 
patients treated with placebo (45%) and 
that of patients treated with BV (70%) on 
AETHERA.

Armand P, Blood 2019

Pembrolizumab as consolidation 
after ASCT in HL



77% completed all planned 8 cycles of 
therapy

• Toxicity in this setting appeared 
similar to its use in other settings
• Pembro did not perturb the immune 
reconstitution of pts after ASCT

Armand P, Blood 2019

Pembrolizumab as consolidation 
after ASCT in HL



• Phase II Nivolumab as post-ASCT consolidation (NCT03436862). Nivo 

Maintenance Therapy After ASCT in Hodgkin Lymphoma Pts at 

Relapse/Progression Risk

• Brentuximab Vedotin + Nivolumab as post-ASCT consolidation 

(NVT03057795). A Phase 2 Study of Nivo and BV Consolidation After 

ASCT in Patients With High-Risk Classical Hodgkin Lymphoma

• Consolidation with BV after ABVD first-line, after AlloSCT, pre-post 

ASCT

Is it time to random BV vs anti PD-1 as consolidation 
after ASCT?

Post-ASCT consolidation: perspectives?







Risk factors from the AETHERA study (2 or more risk factors):

•Primary refractory or relapse < 12 months from completion of front-line tx
•< CR achieved with salvage tx
•>1 previous salvage tx
•Extranodal disease at relapse or progression after frontline therapy
•B symptoms before starting salvage therapy

Which patients?

• Are there stronger risk factors?
• Other risk factors?
• If pt had already received BV?

Consolidation in pts with HL



The role of pre-transplant PET in relapsed and 
refractory HL

Moskowitz AJ; Blood 2010

75%

31%

Spaepen, Blood 2003
Filmont, Cancer 2007
Jabbour, Cancer 2007
Gentzler, Br J Haematol 2014
Akthar, BMT 2013
Devillier, Haematologica 2012
Smeltzer, BBMT 2011
Mocikova, Leuk Lymphoma 2011





Moskowitz AJ et al. Blood 2017

• MTV improved the predictive power of 
pre-ASCT PET

• MTV may be used to stratify pts for more 
or less aggressive therapy

Prognostic significance of baseline metabolic tumor 
volume in relapsed and refractory Hodgkin lymphoma 

Rel/ref pts with HL enrolled in sequential BV > ICE protocol, receiving subsequent ASCT

Other risk factors?



If pts had already received BV?



retreatment…



Post ASCT consolidation



Comments (I)

• Post ASCT BV consolidation:
• Prevents a relevant proportion of relapses

occurring early after ASCT
• The sustained PFS advantage is stable over time. An 

updated OS estimation is programmed in 2020
• Is effective in patients with risk factors
• Is recommended by NCCN, ESMO, ASBMT, CIBMTR, 

EBMT-LWP
• Also recommended if previous BV exposure (if

responsive)
• Post ASCT CPI consolidation: promising (in pts coming 

from BV in first line?)
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Comments (II)

• Which patients?
– One or more risk factor? (PET)
– Other risk factors (bMTV, biomarkers after ASCT?)

• How long is it useful to treat patients?
• Next studies should enroll pts previously treated with 

BV and/or CPI

Milano, 21 Gennaio 2020



Guardiamo le stelle: guai a chi non le vede!

Grazie


