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[Abstract] Objective To observe the efficacy and safety of sirolimus combined with calcineurin
inhibitor (CNI) in the treatment of glucocorticoid resistant/dependent extensive chronic graft- versus-host
disease (cGVHD). Methods A total of 27 patients with steroid- resistant/steroid- dependent extensive
c¢GVHD from November 2015 to January 2019 were enrolled and given sirolimus capsules combined with
cyclosporine or tacrolimus to observe the clinical efficacy and adverse events. Results The median
duration of medication was 14.2 months and the mean duration was 16.7 months. The median follow-up
time was 20.1 months (12.9 - 46.1 months). Following the 6-month follow-up, 3 cases achieved complete
response (CR) and 12 cases partial response (PR). The overall response rate (ORR) was 55.6% ; for
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progression-free survival (PFS), PFS-6 reached 88.9% (24/27), and for overall survival (OS), OS-6 was
100% . At the 1-year follow-up, there were 5 cases of CR and 11 cases of PR, ORR was 59.3%, PFS-12
reached 62.9% (17/27), and OS-12 was 100% . The subgroup analysis found that the program was more
effective for cGVHD in male donors and the target organ analysis had an advantage in the treatment of oral
cavity, skin, and liver rejection. Adverse events were observed: hyperlipidemia 11.1% , oral ulcer 7.4% ,
fungal infection 11.1%, liver injury 3.7% , renal insufficiency 0, and no new CMV and EB viremia.
Conclusion Sirolimus combined with calcineurin inhibitors is effective in treating steroid- resistant/
steroid- dependent extensive cGVHD, especially because adverse reactions (renal toxicity, CMV, EBV
infection) are low in number, which is suitable for long-term treatment of cGVHD.
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