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MEDICAL NEED IN HL

OUTCOME REDUCE TOXICITY
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FIRST LINE
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CONSOLIDATION THERAPY
MAINTENANCE THERAPY

RISK-ADAPTED 
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ESPERIENZA REAL-LIFE NELL’AMBITO 
DELLA REP

NIVOLUMAB

BRENTUXIMAB 
VEDOTIN

Single agent for R/R HL after ASCT 
or following 2 prior lines, not 

elegible to transplant

Single agent for R/R HL 
after ASCT and BV



Regimen N Rel Primary
ref

CR-PET 
neg pre
ASCT%

CD34x10
6/Kg

ASCT% PFS
ITT

BV (not elegibile to
ASCT/multi-agent
CHT)
Walewsky J et al, 2016

60 22% 67% 12% CR ND 47% ORR 50 %
DOR 6,1 
mo in CR

BV
(R. Chen,2015
A.F.Herrera,2018)

57 22 35 43% 6 88% 67% at 2 
yrs

BV Sequential ICE
(Moscowitz, 2015)

66 33 33 73% 6,2 95 79% at 3 
yrs

Benda-BV
(LaCasce, 2018)

54 27 27 74% 4 74% 63% at 2 
yrs

BV-ICE
(Stamatoullas, 2017
Cassaday, 2016)

16 5 11 69% 11 75% Too soon

BV-ESHAP
(Garcia-Sanz, 2015)

66 26 40 70% 5,75 92% Too soon

BV-DHAP
(Hagenbeek, 2016)

12 10 2 90% 5,3 100% Too soon



75% patients had >1 therapies after BV

17%  re-treatment with BV: ORR 60% - CR 
30% and median DOR 9,2 mo

21,5% patients got alloHSCT (41% in RC)

9% RC without other therapies

A. Younes,2012
B. R.Chen, et al Blood 2016



Hegerova et al. Bone Marrow Transplant. 2017 May ; 52(5): 697–703 

BazarbachiA, et al. Br J Haematol2018;181:86



Vincenzo Pavone, Anna Mele et al, Annals of Hematology https://doi.org/10.1007/s00277-018-3379-5

MULTICENTRIC RETROSPECTIVE STUDY

STUDY PERIOD
APRIL 2014- JANUARY 2016

ENDPOINTS

PRIMARY:                             ORR

SECONDARY:                        PFS-OS
N° pts brought to SCT
post-SCT ORR
SAFETY



DEMOGRAPHIC CHARACTERISTICS



Whole cohort
70

Bridge to ASCT
16

Bridge to allo SCT
29

Salvage Therapy
25

p

No. (%) No. (%)

Objective Response 41 (59%) 12 (75%) 18 (62%) 11 (44%)

Complete remission

Partial remission

18 (26%)

23 (33%)

5 (31%)

7 (44%)

7 (24%)

11 (38%)

6 (24%)

5 (20%) 0,31

Progressive Disease 29 (41%) 4 (25%) 11 (38%) 14 (56%)

ASCT: autologous stem cell transplant; AlloSCT: allogeneic stem cell transplant ; No.; 
number 

KEY RESPONSE RESULTS



N (%)
Bridge to auto 

HSCT
16

Bridge to allo HSCT
29

Transplanted

patients

10/16 (63%) 28/29 (97%)

ORR

CR

PR

10 (90%)

4 (40%)

5 (50%)

14 (52%)

8 (30%)

6 (22%)

Stable Disease // 1

Progressive 

Disease

// 12 

Not evaluable 1 2
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POST TRANSPLANT KEY RESPONSE RESULTS



Univariate and multivariate analysis of whole group



Median OS: 20 months (1-82)

Median PFS: 17 months (1-82)2y OS 70%

2y PFS 62%

2
A

2
B

KAPLAN-MEIER PLOTS: WHOLE GROUP



First remission >12 months

P=0,04

First remission <12 months

2y PFS 82%

2y PFS 43%

Chemosensitive disease

P=0,03

Refractory disease

2y PFS 73%

2y PFS 48%

Bridge ASCT

Bridge AlloSCT

Salvage therapy

P=0,21

PFS Bridge Allo SCT : 18 months (1-57)

Median (range)
PFS Bridge ASCT : 11 months (1-26)

PFS Salvage therapy T : 9 months (1-82)

3B3A

3C

3B3A

3C

PFS according to (3°A)  time to 
relapse, (3B) to refractory disease and 
(3C) to timing of  Brentuimab Vedotin
(BV)

KAPLAN-MEIER PLOTS 2



SAFETY



BV CONCLUSIONS

REP Real Word Experience is comparable with literature data  

BV is very effective and safe salvage therapy in R/R HL 

Very effective as bridge to transplant producing substantial level of CR 

Key agent to  improve post-transplant outcome

BEST RESULTS  if Bridge to ASCT



Agent Trial / phase Author N / N ASCT ORR 
%

CR% Median
duration
Response

MONOTHERAPY

Nivolumab Checkmate 039/I Ansell, 
NEJM 2015

23 / 18 87% 17% NR; 
6mPFS 86%

Nivolumab Checkmate 205/II Younes, 
Lancet
Oncol 2016

80 
(ASCT/BV)

68% 9% 17 mo;
PFS 15 mo

COMBINATION THERAPY

Nivolumab + BV I/II (first relapse) Herrera, 
Blood 2018

Ongoing
(55)

82% 61% 6mPFS 91%
44% 1-2 IRR

LITERATURE DATA







6 mo PFS      77,3%
6 mo OS        91,2%

Bridge to ASCT    9 pts
Bridge to Allo-SCT     11 pts (2 dead/4 GvHD>2)

H. Beköz et al, Oxford University Press 2017

REAL LIFE



Reyad Dada, et al Oncol Pharm Practice 2018 0(0) 1–4

REAL LIFE
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NIVOLUMAB 
REP’S REAL LIFE EXPERIENCE



Age median (range) 33
(19-67)

Sex M 5 (50%)

Stage IV 3 (30%) 

Bulky 5 (50%)

B Sint. 7 (70%)

PET2+ 6 (86%)

Relapse<6 mo 7 (70%)

Chemorefractory disease 8 (80%)

PET+ pre ASCT 8/9 (89%)

Previous Allo-SCT 4 (40%)

Previous ASCT 9(90%)

BV Refractory 6(60%)

Median prior chemotherapy regimens 5 (2-8)

NIVOLUMAB 
DEMOGRAPHIC CHARACTERISTICS



0

2

4

6

8

10

12

Post BV Post ASCT Post-AlloSCT Salvage 
Therapy

Pa
tie

nt
s

Bridge 
to Allo

NIVOLUMAB 
FIELD OF USE
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BRID GE TO A LLO

N° CYCLES

Mediana mo (range)

Time from DG  to Nivolumab 80 (8,3-152)

Time from BV to Nivolumab 33,5(1-63)

Time from ASCT to Nivolumab 86 (3-131)

Time from Allo-SCT to Nivolumab 41 (8,5-87)

Duration of Nivolumab therapy 4 (1,5-23,5)

Mediana (range)

N° Cycles 8 (3-47)

Ongoing Therapy 6

WD TX
Tox
PD

SCT

4
1 (epat. G3)

2
1

NIVOLUMAB  THERAPY 
TIMING AND DURATION



Median mo (range)

Time from ASCT to
Nivolumab

24 (2,8-41)

N° Cycles 4 (3-47)

N° (%)

BV Refractory 2 (50%)

Responce to Prior
Therapy
RC
PR
PD/NR

0
1 (25%)
2 (75%)

Response to Nivo
PD/SD
NV

2 (50%)
2 (50%)

WD
N 1 (Exitus)

1 (25%)
PD

0,0 20,0 40,0 60,0

1

2

3

4

Time (mo)

Time from ASCT to Nivolumab

NIVOLUMAB 
KEY POINTS IN POST ASCT SETTING



Median mo (range)

Time from Allo-SCT to
Nivolumab

35,3 (-2,7-87)

N° Cycles 10 (5-19)

N° (%)

BV Refractory (40%)2

Responce to prior therapy
RC
RP
PD/NR

1 (20%)
2 (40%)
2 (40%)

Responce to Nivo
RC
RP
PD/SD

1 (20%)
2 (40%)
2 (40%)

WD (SCT/TOX/PD) 3 (60%)

-10,0 10,0 30,0 50,0 70,0 90,0

1

2

3

4

5

Time ftom Allo-SCT to Nivolumab

aGvHD>2 cGvHD>2

N1 0 Cute G2

N2 missing missing

N3 0 0

N4 0 0

N5 Epatica G3 Epatica G3

NIVOLUMAB 
KEY POINTS NEL SETTING POST Allo-TMO



% Mediana 
mo(range)

Responce
RC
RP
SD
PD
NA

1
2
2
3
2

ORR 37,5%

CR 12,5%

F-UP 7,8 (1-27,7)

Toxicity G3-4 10%

Exitus 10%

NIVOLUMAB 
OUTCOME AND SAFETY
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NIVOLUMAB OUTCOME 

62,5% Progressive/non Responders

At a median time of 18 mo 60% of 
these still on continuous treatment 
getting a long term control of disease



NIVOLUMAB CONCLUSION

REP Real Word Experience is comparable with literature data  

In our experience Nivolumab is effective and safe (also in post allogeneic SCT setting)  

Long  control of disease even in pts with sub optimal response ?

Predictive Biomarkers

REP Multidisciplinary CPI-TASKFORCE 
to periodically review clinical cases and response
assesment

INTERMEDIATE RESPONSE: HOW DEAL IT ?

Could they be targets for the REP?

REP SHARING 
- Salvage Therapy

Strategy
- Experiences

?
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