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722.ALLOGENEIC TRANSPLANTATION: ACUTE AND CHRONIC GVHD, IMMUNE RECONSTITUTION

Checkpoint Inhibitors and Allo-SCT in Hodgkin Lymphoma: A Matter of Time - a Study By the SFGM-TC
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Introduction: Allogeneic stem cell transplantation (allo-SCT) for patients with relapsed/refractory Hodgkin lymphoma (/R HL)
after autologous transplantation is now an established option. Many patients receive Check-Point Inhibitors (CPI) as relapse
treatment. Nevertheless, concerns have been previously reported on higher risk of acute graft versus host disease (aGVHD)
after CPI exposure, without any control group to elucidate risk factors.

Methods: We conducted a multicentric retrospective case control study on behalf of the Francophone Society for Bone
Marrow Transplantation and Cell Therapy to compare outcomes after allo-SCT for patients with r/R HL who were exposed or
not exposed to CPI.

Results: Between 2015 and 2018, 149 patients underwent allo-SCT for r/R HL in 21 centers. CPl was used for 50 patients
(n=48 Nivolumab, n=2 Pembrolizumab). We did not identify any differences regarding baseline characteristics. Reduced
intensity conditioning (RIC) was commonly used (90.2%), with Peripheral Blood Stem Cells (75.7%). A majority of patients had
haploidentical (44.6%), followed by siblings (28.4%), matched unrelated (24.3%) and mismatched unrelated donors (2.7%).
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Cumulative incidence (Cl) of aGVHD grade >l in the whole cohort was 39.6% and 14.8% developed a severe form (grade llI-1V).
There were no differences between CPI (n=50) and no CPI cohorts (n=99), regarding Cl of aGVHD of any grade (respectively
58% and 57.6%, p=1.00), grade >l (respectively 36% and 41.4%, p=0.65), severe aGVHD (grade llI-IV, respectively 12% and
16.2%, p=0.67) and chronic GVHD (respectively 26% and 34.3%, p=0.24), as described in Table 1. We did not observe excess
of mortality from GVHD between both groups.

The time interval between the last CPI injection and allo-SCT was found to be the only significant factor associated with
a higher incidence and severity of aGVHD, as depicted in Figure 1. The median time from the last CPI injection and allo-
SCT was 50 days [33;103]. Specifically, within 30 days, the incidence of severe aGVHD was significantly increased at 41.7%
compared to only 2.7% in the control group (p=0.002). No severe forms were observed after 60 days, but it persisted a higher
risk of aGVHD grade >Il even after 60 days of delay. Thus, a higher percentage of patients required systemic therapy for
aGVHD within 120 days compared to after 120 days (45% vs 0% respectively, p=0.03). The delay of CPI treatment did not
impact the Cl and severity of chronic GVHD or Cl of relapse after allo-SCT. Of note, post-transplant cyclophosphamide did
not reduce Cl of aGVHD. With a median follow-up of 34.7 months, the 2-year Overall Survival, Relapse Free Survival and
GVHD free, Relapse Free Survival (GRFS) were respectively 69.9% (IC95 41.1-78.5), 67.1% (IC95 58.8-76.7) and 48.5% (IC95
40.3-58.4), without differences between CPIl and no CPI cohorts. Two-year non relapse mortality was 17.4% in whole cohort,
without hepatic sinusoidal obstruction syndrome nor steroid-requiring febrile syndrome in CPI cohort.

Conclusion: CPI use before allo-SCT within 60 days before allo-SCT can lead to significant severe aGVHD, with persisting
higher risk of aGVHD grade >Il even after 60 days of delay. This highlights the importance of exercising caution when admin-
istering CPl injections within 60 days before allo-SCT. There is need to develop GVHD prophylaxis strategies in this population
at risk. The findings from this study may help inform clinical decision-making and management of HL patients undergoing
allo-SCT.
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Overall CPI exposure No CPl exposure p.value
N=149 N=50 N=99

Acute GVHD (%) 86 (57.7) 29 (58.0) 57 (57.6) 1.00
Acute GVHD 211 (%) 59 (39.6) 18 (36.0) 41 (41.4) 0.65
Severe grade GVHD (llI-1V) (%) 22 (14.8) 6 (12.0) 16 (16.2) 0.67
Stage skin aGVHD (%): 0.37
1 26 (17.4) 9(18.0) 17 (17.2)

2 26 (17.4) 8(16.0) 18 (18.2)

3 22 (14.8) 8(16.0) 14 (14.1)

4 2(1.3) 2(4.0) 0(0.0)

Stage gut aGVHD (%): 0.62
1 7(4.7) 2(4.0) 5(5.1)

2 6(4.0) 3(6.0) 3(3.0)

3 2(1.3) 1(2.0) 1(1.0)

4 12 (8.1) 2(4.0) 10 (10.1)

Stage aGVHD liver (%): 0.30
1 6 (4.0) 4(8.0) 2(2.0)

2 1(0.7) 0(0.0) 1(1.0)

3 4(2.7) 1(2.0) 3(3.0)

Best response first line (%): 0.61
CR 101 (67.8) 35 (70.0) 66 (66.7)

PR 9(6.0) 2(4.0) 7(7.1)

Stable 1(0.7) 1(2.0) 0(0.0)

Progression 14 (9.4) 4(8.0) 10 (10.1)

NA 24 (16.1) 8(16.0) 16 (16.2)

Chronic GVHD and NIH score (%): 47 (31.5) 13 (26.0) 34 (34.3) 0.24
Light 12 (8.1) 3(6.0) 9(9.1) 0.70
Mild 17 (11.4) 4(8.0) 13 (13.1)

Severe 11 (7.4) 4(8.0) 7(7.1)

NA 109 (73.2) 39 (78.0) 70 (70.7)

Table 1 - Acute and chronic GVHD in whole cohort and between groups

CPI: Check-Point inhibitor, GVHD: Graft Versus Host Disease, CR: Complete Response, PR: Partial Response, NA: Not Available, NIH :
National Institute of Health.
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Figure 1 — Comparison of Cumulative incidence (Cl) of acute GVHD > grade Il (left side) and severe acute GVHD (right side},

between CPl injection <60 days and = 60 days before allo-SCT

CPI: Check-Point inhibitor, GVHD: Graft Versus Host Disease, allo-SCT: allogeneic Stem Cell Transplantation

Figure 1
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