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Can we cure relapsed/refractory Hodgkin lymphoma 
without a stem cell transplant?

A remarkable development in the treatment of classic 
Hodgkin lymphoma (cHL) has been the striking efficacy 
observed when PD-1 blockade is combined with cytotoxic 
chemotherapy. In this issue of Haematologica, Ding and 
colleagues publish results of a single-arm trial testing the 
safety and efficacy of tislelizumab, gemcitabine, and 
oxaliplatin (T-GemOx) in relapsed and/or refractory (R/R) 
cHL.1 All 30 evaluable patients responded, and only one 
patient did not achieve complete remission (CR). To date, 
this is the third published data set of combined PD-1 
blockade and combination chemotherapy in R/R cHL fea-
turing a best CR rate exceeding 90%. However, in addition 
to its role in the evolving story of PD-1 blockade and 
chemotherapy in cHL, this study also provides a potential 
glimpse into the future, as no patient was consolidated 
with autologous stem cell transplant (autoSCT), yet the 
12-month progression-free survival (PFS) was 96%. 
Published trials of PD-1 with chemotherapy in the R/R 
setting include pembrolizumab with gemcitabine, vino-
relbine, and liposomal doxorubicin (pembro-GVD), as well 
as nivolumab with ifosfamide with carboplatin, ifosfam-
ide, and etoposide (NICE).2,3 The high CR rate with T-
GemOx is consistent with the data from pembro-GVD and 
NICE, as all three studies featured best CR rates exceed-
ing 90%. Nonetheless, pembro-GVD and NICE were tested 
strictly in the second-line setting with a goal of bridging 
patients to curative autoSCT. These are the first prospec-
tive data evaluating PD-1 blockade with chemotherapy 
beyond second-line treatment and also as a destination 
treatment without consolidative autoSCT. T-GemOx was 
administered to a patient population that was signifi-
cantly more heavily pre-treated than those in the pem-
bro-GVD and NICE trials, nearly half of whom (43.3%) had 
received at least two prior lines of therapy, and 16.7% of 
whom had undergone prior autoSCT. Even still, in this 
high-risk group of R/R cHL patients, the best CR rate and 
12-month PFS both exceeded 95% with a median follow-
up of 15.8 months, remarkable results that are com-
parable to those obtained with pembro-GVD and NICE. 

The results of this trial raise at least two important ques-
tions. One is whether or not there is, in fact, an optimal 
choice of anti-PD-1 antibody and specific cytotoxic 
chemotherapies, and the other is whether or not anti-PD-
1 combined with chemotherapy could potentially repre-
sent curative therapy in the R/R setting without 
subsequent consolidative autoSCT. Pembro-GVD, NICE, 
and T-GemOx all use different anti-PD-1 agents and very 
different chemotherapy backbones, yet return very simi-
lar results. As patients enrolled on this trial were more 
heavily pre-treated than in NICE and pembro-GVD, both 
of which restricted enrollment to patients after one prior 
line of therapy, is it possible that there is something 
special about T-GemOx in comparison to the other two 
regimens? Tiselizumab is specifically engineered to de-
crease FcγR binding on macrophages via a mutated Fc re-
gion with a single-agent CR rate of 62.9%. This is 
numerically higher than the CR rates observed with either 
nivolumab or pembrolizumab.4-6 Gemcitabine and oxali-
platin have immunogenic properties including, but not li-
mited to, depletion of myeloid-derived suppressor cells 
and promotion of cytotoxic lymphocyte-driven 
responses,7 mechanisms which may augment synergy 
with PD-1 blockade. However, a trial comparing these 
regimens head-to-head is impractical, and off-protocol 
use of T-GemOx is restricted by the fact that tislelizumab 
is currently not approved for use outside China. GemOx 
is also not a widely used standard salvage regimen for 
R/R cHL, although the various regimens used in studies 
of anti-PD1-based salvage therapy reflect the lack of a 
clear standard chemotherapy salvage backbone in cHL. 
One important question that will be answered definitively 
with a randomized trial is whether the addition of PD-1 
blockade to salvage chemotherapy improves efficacy 
compared to chemotherapy alone as initial salvage ther-
apy for R/R cHL (Co-operative Group Trial EA4211; 
https://clinicaltrials.gov/ct2/show/NCT05711628).  
Perhaps the more provocative and compelling question is 
whether or not a subset of patients with R/R cHL can be 
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cured without consolidative autoSCT. As modern salvage 
regimens built around PD-1 blockade deliver unpreced-
ented rates of complete metabolic response, a previously 
unimaginable possibility has now become one of the most 
critical unanswered questions in cHL. The long-term dur-
able remission rate when PD-1 blockade is used as mono-
therapy in later lines of therapy is low.8-10 Will the 
combination of PD-1 blockade with moderate dose, but not 
high-dose chemotherapy, be sufficient for cure? How much 
chemotherapy is enough? As consolidative autoSCT was 
not performed for patients treated with T-GemOx, the re-
sults presented by Ding and colleagues are an incremental 
but important step in exploring long-term outcomes of 
anti-PD1-based salvage therapy without autoSCT. However, 
a relatively short median follow-up, that is shorter than the 
planned two years of tislelizumab maintenance, means 
that these results can only be taken as an early provocative 
signal of a potential pathway towards cure without 
autoSCT in R/R cHL. Other efforts in this area are ongoing; 
there is a cohort of the pembro-GVD study evaluating on-
going pembrolizumab maintenance without planned 
autoSCT (clinicaltrials.gov: NCT03618550), and brentuxi-
mab vedotin and nivolumab are being studied in the sec-
ond-line setting specifically for patients who are ineligible 
for or who refuse autoSCT (clinicaltrials.gov: 
NCT04561206).  Further optimization of therapy in R/R cHL 

will likely be bolstered by incorporation of more quanti-
tative measures of disease burden such as tumor meta-
bolic volume and circulating tumor DNA, both of which 
have shown significant promise in refining prognostication 
in cHL and may enable response-adapted approaches.11,12 
In spite of the above limitations, Ding and colleagues have 
conducted an important trial which continues to build 
upon the remarkable story of combining PD-1 blockade and 
chemotherapy while potentially helping to usher in curative 
therapy for R/R cHL without autoSCT. 
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