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Background:

Acute graft versus host disease (aGVHD) remains one of the most frequent complications following allogeneic hematopoi-
etic stem cell transplantation (allo-HSCT) with high mortality. Traditionally, alternative donor transplantation (ADT) from an
unrelated donor or a haploidentical family donor has been reported in an increased incidence of aGVHD and severe GvHD.
Sitagliptin is a selective inhibitor of dipeptidyl peptidase 4 (DPP-4; also known as CD26), a transmembrane receptor expressed
on T cells which has a costimulatory function in activating T cells.
This trial aims to evaluate the safety and ef�cacy of sitagliptin plus a calcineurin inhibitor, methotrexate (MTX), mycophenolate
mofetil (MMF) and antithymocyte globulin (ATG) in the prevention of aGVHD for ADT.
Methods:

We are performing a prospective, multicenter, open-label, randomized controlled trial (NCT05149365). From 5 HSCT centers
in China competitively, patients(pts) who underwent their �rst allo-HSCT in �rst or second complete remission (CR) state
with hematologic malignancies were received busulfan and cyclophosphamide (Bu/Cy) myeloablative conditioning regimen
followed by ADT. 190 eligible pts(18-60 years) were planned randomly assigned in a 1:1 ratio to either a sitagliptin group
(600mg sitagliptin taken orally every 12 hours on day -1 to +14, plus conventional prophylaxis including Cyclosporin A(CsA)/
tacrolimus (FK506), MTX, MMF and ATG) and a conventional prophylaxis control group (CsA/FK506, MTX, MMF and ATG).
The randomization was based on a computer-generated priori list of 190 binary numbers, with block-balanced with random

4922 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 © 2023 by The American Society of Hematology

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/142/Supplem

ent 1/4922/2182880/blood-1523-m
ain.pdf by guest on 30 M

ay 2024

https://doi.org/10.1182/blood-2023-189348
https://crossmark.crossref.org/dialog/?doi=10.1182/blood-2023-189348&domain=pdf&date_stamp=2023-11-02


POSTER ABSTRACTS Session 722

variable block sizes of two or four pts, without strati�cation. The primary endpoint was grade II to IV aGvHD by day +100. Key
secondary endpoints included severe (grade III or IV) aGvHD by day +100, transplant-related mortality (TRM), relapse-free
survival (RFS) and GVHD-free, relapse-free survival (GRFS) from HSCT. At present we have completed pts enrollment and are
at the stage of follow-up the study endpoints.
Results :

From December 2021 to May 2023, a total of 191 pts were enrolled. The ratio of male to female was 113 to 78 with a median
age of 38 years (range, 18-60 years). Pts were randomly assigned to the sitagliptin group of 95 and the control group of 96.
The clinical and transplantation characteristics at baseline of the intention to treat (ITT) population of the two groups were
well balanced (Table1). The last follow-up was on May 30, 2023 and the median follow-up time was 164 (20-512) days.
Comparison of the sitagliptin group and the control group by day +100, the cumulative incidence rate of grade II-IV aGVHD
was 15.1% and 28.6%, respectively ( P= 0.019), and the cumulative incidence rate of grade III or IV aGVHD was 7.6% and
15.9% ( P= 0.068); median days of neutrophil engraftment were +11.48 and +11.65 days, respectively (P=0. 545 ); TRM was
3.7% and 7.1% (P=0.454), RFSwas 98.7% and 95.9% (P=0.889), respectively andOSof the two groups(96.7% vs 93.6%, P=0.341)
was also the same as the RFS. There was no signi�cant difference between the sitagliptin and control groups with regard to
cytomegalovirus reactivation, Epstein-Barr virus reactivation, and transplant-related complications (Table 1, Figure 1).
The regimen was well tolerated. Only 5(/95) pts discontinued sitagliptin treatment due to adverse events: 4 patients expe-
rienced abdominal pain (CTCAE Grade1-2) undergoing sitagliptin therapy 3-7 days and one of them also exhibited hypo-
glycemia (CTCAE Grade1), which were deemed by clinicians as probable (WHO-UMC) associated with sitagliptin. Symptoms
resolved spontaneously within 2 days of cessation. Another patient discontinued treatment due tomild hematemesis initiating
sitagliptin therapy only 2 days, which was determined by the clinician as unlikely (WHO-UMC) associated with sitagliptin.
Conclusions :

Our trial showed sitagliptin combined with conventional prophylaxis (CsA+MTX+MMF+ATG) resulted in a signi�cant reduc-
tion of grade II-IV aGVHD in ADT. Furthermore, sitagliptin is ready available, easy of administration, safe, and relatively inex-
pensive. It remains to be followed up whether it would increase infection and relapse or improve the prognosis of patients
after allo-HSCT.

Disclosures No relevant con�icts of interest to declare.

OffLabel Disclosure: Sitagliptin is a selective inhibitor of DPP-4 that is approved for the treatment of type 2 diabetes mellitus.
In our trial sitagliptin is for prevention of aGvHD in patients received alternative donor transplantations.
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Figure 1
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