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Se in altre forme di linfoma l’avvento di nuovi farmaci 
ha indebolito il ruolo del trapianto autologo di cellule 
staminali, nell’Hodgkin conserva un ruolo cardine per il 
trattamento del paziente recidivato/refrattario



Salvage strategy: 

SALVAGE SC COLLECTION ASCT

• Predictive role of pre-ABMT negative PET

• Conventional salvage regimens allows CR (PET-) achievment
in 40-70% of Pts

Relapsed /Refractory HL

IGEV CR = 53%
(Santoro A et Al. Haematologica. 2007 Jan;92(1):35-41) 

IEV CR = 45%
(Zinzani PL et Al. Haematologica. 2002 Aug;87(8):816-21)

DHAP CR = 32% 
(Josting et Al. Ann Oncol. 2005; 16 (1):116-123.)

ICE CR = 31% 
(Hertzberg MS et Al. Ann Oncol 17 (Supp 4): iv25–iv30, 2006)



Gemcitabine
800 mg/m2 d 1-4

Vinorelbine
20 mg/m2 d 1

Bendamustine
90 mg/m2 d 2-3



Diagnosis Relapse

First line

Cure

New drug
incorporation in 
chemo salvage ASCT

New drug incorporation in traditional salvage



Pre-ASCT strategy incorporating new agents

• Hagenbeek A et Al. haematologica 2019; 104:e153

Brentuximab vedotin plus DHAP as salvage therapy in R/R HL 

– DL1: 75% cisplatin, 75% cytarabine (n=3)
– DL2: 75% cisplatin, 100% cytarabine (n=3) 
– DL3: Full dose of all agents (n=6)

After three cycles of BV-DHAP, PET CT 
showed a CMR in 11 out of 12 patients 
(92%).

All 12 patients underwent subsequent 
BEAM chemotherapy and ASCT.

All remained alive in complete response 
after a median follow up of 2.0 years (range 
1.8-3.0 years).

We observed grade 3-4 adverse events in 7 patients; neutropenia grade 
4 (n=2, DL1), neutropenia grade 3 and thrombocytopenia grade 4 (n=1, 
DL3), thromboembolic event grade 3 (n=1, DL 1), elevated 
transaminases grade 3 (n=1, DL3, resolved), leukocytosis grade 4 (n=1, 
DL3) and hypokalemia (n=1, DL3)



Pre-ASCT strategy incorporating new agents

• Garcia-Sanz R et Al. Ann Oncol 2019 Apr 1;30(4):612-620



Pre-ASCT strategy incorporating new agents

• Garcia-Sanz R et Al. Ann Oncol 2019 Apr 1;30(4):612-620

before transplant: 
OR = 91% 
CR = 70% 

60 patients were transplanted with no failure engraftments. Post-
transplant response was CR in 49 patients and PR in 6

39 SAE were reported in 22 patients, most frequently 
fever (n=25, 35% neutropenic), including 3 deaths.

PFS

OS



Safety: Median 2 cycles (1–6) of brentuximab vedotin 1.8 mg/kg 
+bendamustine 90mg/m2, median10 cycles(1–14) of single-agent 
brentuximab vedotin (n=31;25ASCTpts ,6non-ASCT pts). 
3pts died, due to progression of HL (2pts) or septic shock after transplant 
(1pt)
•IRRs were observed in 58% of pts overall, most common symptoms 
(≥15%) were pyrexia, chills, dyspnea, flushing, and nausea
•Protocol was amended to require premedication with corticosteroids and 

antihistamines, the use of  which decreased the severity of IRRs:
LaCache A et Al. blood-2017-11-815183



Updated 2y results:

Overall estimated 24-month  
PFS:
•All pts: 63% (95% CI: 46,76)
•ASCT: 70% (95% CI: 51,83)

11 of 39 pts in CR experienced an event
10 of 34 pts (29%) who underwent ASCT
1 of 5 pts (20%) without ASCT



Pre-ASCT strategy CHEMO-FREE

• Advani RH et Al. ASH 2018

Parts 1 and 2 (61 pt) PFS

Part 3 (30 pt) PFS

Parts 1,2,3 (91 pt) PFS

Serious adverse events (17%): 
Guillain-Barre syndrome (G3), 
pancreatitis (G4), 
pneumonia (G2), 
pneumonitis (G4), 
cellulitis (G3) 

CMR/CR rate: 67%; ORR: 85%
Estimated PFS at 18 months (95% CI): 84% (74%, 91%) 
Median follow-up time from first dose: 16.3 months 

Part 3 results, along with the durable remissions noted in Parts 1 
and 2, support BV+Nivo combination as an encouraging first 
salvage therapy prior to ASCT in patients with R/R cHL

Immune-Related Adverse Events (IRAE) 
Requiring Systemic Corticosteroids: 
2 patients (7%): 

pneumonitis (G4), 
GBS (G3) 

No treatment discontinuations 



Cohort 1: 45 R/R HL pts received 2 cycles of brentuximab
vedotin (1.2 mg/kg weekly, 6 doses over 8 weeks); 

Cohort 2: 20 R/R HL pts received 3 cycles of brentuximab
vedotin (1.2 mg/kg weekly, 9 doses over 12 weeks). 

In both cohorts, pts with residual PET-positivity received 2 
cycles of augmented ICE 

Response adapted stategies



Dopo BV

Dopo BV+ICE



Diagnosis Relapse

First line

Cure

salvage ASCT

Post ASCT
consolidation

Post ASCT consolidation



Rituximab maintenance therapy after 
transplantation prolonged event-free survival, 
progression-free survival, and overall survival 
among patients with mantle cell lymphoma

Ulteriore terapia dopo ASCT:
Strategia consolidata anche in altre malattie linfoproliferative 
(Mieloma, linfoma follicolare, mantellare..)



Post ASCT consolidation











• Una parte rilevante dei pazienti trattati con ASCT in seconda linea 
ottiene la eradicazione della malattia, per questi non è necessaria una 
terapia di consolidamento. 

• Il consolidamento con Brentuximab vedotin va quindi impiegato nei 
pazienti a rischio di recidiva o progressione dopo ASCT.          Come 
identificarli?



• Relapse <12 months or 
refractoriness to frontline 
therapy; 

• Partial response or stable 
disease to most recent 
salvage therapy;

• Extranodal disease at pre–
auto-HSCT relapse; 

• B symptoms at 
pretransplantation relapse;

• >2 prior salvage therapies.

Risk Factors:













• Moskowitz CH et Al. BLOOD 20 DECEMBER 2018 | VOLUME 132, NUMBER 25

At 5-year follow-up, BV continued to provide patients with 
sustained PFS benefit; 5-year PFS was 59% with BV vs 41% 
with placebo (hazard ratio [HR], 0.521; 95% CI, 0.379- 0.717)

Peripheral neuropathy continued to improve and/or 
resolve in 90% of patients

• Relapse <12 months or refractoriness to frontline therapy;  
• Partial response or stable disease to most recent salvage therapy;
• Extranodal disease at pre–auto-HSCT relapse; 
• B symptoms at pretransplantation relapse;  
• >2 prior salvage therapies.

5-year PFS HR:
<1 risk factors: no difference
>2 risk factors:  0.424 (95% CI, 0.302-0.596) 
>3 risk factors:  0.390 (95% CI, 0.255-0.596) 

Risk 
factors



Significantly fewer patients treated with BV received 
subsequent anticancer therapy (32%, n = 53) compared with 
patients treated with placebo (54%, n = 89) 

Peripheral neuropathy (PN; 67%), infections (60%), and 
neutropenia (35%) were the most common BV-associated 
treatment-emergent AEs. 

After the end of treatment, PN continued 
to resolve: 60 months after the end of 
treatment, 85% of patients who 
experienced treatment-emergent PN with 
BV had PN resolution. 

Physicians should consider each patient’s HL risk 
factor profile when making treatment decisions.



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%.

PFS
All patients

(81% at 19m)

PFS
Patients with >1 risk factor
(85% at 19m)

Risk factors:
• primary refractory or relapse within 1 year 
• residual FDG-avid disease at ASCT 
• >1 salvage regimen 
• extranodal disease  
• B symptoms at relapse

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.

Post ASCT consolidation

Blood. 2019;134(1):22-29



Post ASCT consolidation



Today options:

ABVD
GEMCITABINE

/PLATINUM 
SALVAGE

ASCT

CMR

NO
CMR BV 

SINGLE AGENT

Post ASCT BV
CONSOLIDATION

If risk factors

Allways consider
Peri-transplant RADIOTHERAPY 

in localized rests



Next future scenario:

ABVD
New drug
+ chemo
SALVAGE

ASCT
Post ASCT BV

CONSOLIDATION
If risk factors

or

ABVD Chemo-free
SALVAGE ASCT

Post ASCT BV
CONSOLIDATION

If risk factors

or

ABVD
Response-

adapted
SALVAGE

ASCT
Post ASCT BV

CONSOLIDATION
If risk factors



or

BV-AVD

SALVAGE:
Gemcytabine/platinum
BV+CPI
Response adapted
BV+chemo

ASCT
Post ASCT BV/CPI
CONSOLIDATION

If risk factors

Next future scenario:

Allways consider
Peri-transplant RADIOTHERAPY 

in localized rests



• In HL the introduction of new drugs allows optimization of the ASCT, without reducing the central
role of the procedure;

• Central role of new drugs in increasing efficacy (CMR) / reducing toxicity of pre-ASCT salvage;

• Post ASCT BV consolidation: 
- not necessary in patients going to be cured by ASCT alone
- high efficacy in patients with risk factor(s): 
(R/R <12 months, PR/SD to salvage, Extranodal disease, B symptoms, >2 salvage therapies)

• 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.

• Updated results also show a reduction of neuropathy over time.

• CPI post ASCT consolidation: promising (in pt. coming from BV in first line?) 

Take home message:


