Relapse after Autologous Stem Cell
Transplantation:
Anti-PD1 Consolidation vs
Allogeneic stem cell transplant



Definite answer

* This study was not sufficient to elucidate on
this matter, due to the small number of
patients exposed to alternative strategies (as

Nivolumab/Brentuximab) and short term
follow up.

* Only a few patients were exposed to anti-PD-
L1 and Brentuximab previously to the alloSCT.



The alloSCT is used for R/R HL
since the early 1980s

* A meta-analysis about alloSCT in HL patients
showed that relapse free survival rates at 3-
yvears was31%(95%Cl: 25—-37), the overall
survival(OS) was 50% (95% Cl: 41-58),

* The role of the alloSCT in HL is well
established nowadays,with a follow-up longer
than 15 years.(adventage)



non-relapse mortality (NRM)

 Day-200 NRM was defined as death before day-
200 after transplant that was not preceded by
recurrent or progressive malighancy.

* Relapse-related mortality (RRM) was defined as
death that was preceded by a relapse or
progression of malignancy.

* non-relapse mortality (NRM)was 28% to
42%(95%Cl: 1-19). Other studies showed similar

results.



Table 1. Summary of the key studies evaluating the role of AlloHSCT in cHL.
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More than 11 cohort each of them 30
patients with almost same result (what
dose slop say???)
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In non HLA match nothing to say
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Regimen intensity effect (Allo-HCT)

* MAC: myeloablative conditioning with NRM
up to 40% and lower rate of relapse 30%
improve in event free survival 48%.

* RIC: reduced intensity conditioning with NRM
of 23% and relapse rate 52% and EFS of 36%.

* So this suggests improved outcome using MAC
regimens in current area largely due to
decrease NRM



GVHD is treatment or headach

* The literature reports nearly 48% of aGvHD
(grade Il or more in 15%) and 47% of cGvHD
(extensive in 46%). This population had aGvHD
in a similar rate, but cGvHD was more
frequent and severe.

* This higher frequency cGvHD was the most
probable cause for the higher NRIM.



Second neoplasia

* the incidence of a second neoplasia was 14%

usually described in the literature. Possible
factors contributing to this rate are the
radiation and chemotherapy previously used,
the conditioning regimen for the alloSCT,
immunodeficiency from incomplete recovery
after alloSCT, immune stimulation and
suppression from GvHD and its treatment.



Pembrolizumab versus brentuximab
vedotin in relapsed or refractory
classical Hodgkin lymphoma
(KEYNOTE-204):

* an interim analysis of a multicentre,
randomised, open-label, phase 3 study



R/R 40% relapse after AUTO-BMT

338 patients screened

34 ineligible®
9 no measurable disease
8 did not have relapsed or refractory dassical Hodgkin
lymphoma
3 nowritten informed consent
3 inadequate organ function
3 ECOG performance status of 2
- 2 no evaluable core or exasional lymph node biopsy
1 immunosuppression or systemic steroid
1 history of active tuberculosis
1 active hepatitis BorC
1 no response to previous brentuximab vedotin
1 active infection requiring intravenous therapy
1 known malignancy progressing or requiring active
treatment

¥

304 patients randomly assigned
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40% relapse after AUTO

Previous autologous HSCT

Yes

No (ie, ineligible for autologous HSCT)

Disease status after front-line therapy
Primary refractory
Relapsed <12 months
Relapsed =12 months

Number of previous lines of therapies
1
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Previous radiotherapy
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Progressive free survival in all patients
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Progression-free survival (%)

Number at risk
(number censored)
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Brentuximab vedotin
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Comparable CR

Pembrolizumab group  Brentuximab group
(n=151) (n=153)

Proportion of patients with objective response 09 (65-6% [57-4-73-1]) 83 (54-2% [46-0-62-3])
Best overall response

Complete response 37 (25%) 37 (24%)
Partial response 62 (41%) 46 (30%)
Stable disease 21 (14%) 36 (24%)
Progressive disease 26 (17%) 28 (18%)
Mot evaluable 1(1%) 1(1%)
Mo assessment 4 (3%) 5 (3%)

Data are n (% [95% C]) or n (%).

Table 2: Objective response as assessed by blinded Iindependent central review by International
Working Group 2007 criteria



Side effects

Pembrolizumab group (n=148) Brentuximab vedotin group (n=152)

Grace})  Gradel  Graded  Cradel  Gradel  Graded  Graded  Grade§
Any BISGN)  B(6%) 5% 1) 79EM)  NMW) 6@ 0
Hypothyridism Bg) 0 0 0 M0 0 0
Pyrea B 1) 0 0 06% 0 0 0
Pruritus 6% 0 0 0 B (5%) 0 0 0
Diarrhoea 12 (B%) 2% 0 0 7 (5%) 0 0 (
Faigue BOK 0 0 0 6w 0 0 0
Preumonitis 6 (4%) 3 3 0 0 1% 0 0
Hyperthyroidism 8 (5%) 0 0 0 0 0 0 0
Rash 8 (5%) 0 0 0 7 (5%) 0 0 0



Side effects

Pembrolizumab group (n=148) Brentuximah vedotin group (n=152)

Gradel-2  Graded  Graded  Crade5  Cradel  Craded  Craded  (Grade§
(Continued from previous page)
Tubulointerstitial nephritis 0 0 0 0 0 0 %) 0
Interstitial lung disease 1(1%) 2l%) 0 0 0 1% 0 0
Pleuriy 0 1) 0 0 0 0 0 0
Pulmanary embolism 0 0 0 0 0 1% 0 0
Ezema 3(2%) 0 0 0 0 1% 0 0
Urticara 1% 1% 0 0 0 0 0 0
Capillary leak syndrome 0 1) 0 0 0 0 0 0
Hypotension 0 0 0 0 0 1(1% 0 0
Hypovolaemic shock 0 0 0 0 0 0 1lw) 0



