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To the Editor,

Immune checkpoint inhibitors (ICIs) are an effective treat-
ment for metastatic malignancies. Renal transplant recipients
(RTRs) have a higher risk of developing advanced malig-
nancy over time, however, ICI use comes with potential
risk for acute allograft rejection through immune activa-
tion [1, 2]. Due to exclusion from clinical trials, the safety
profile and ICI response outcomes among RTRs are largely
unknown. We add to this evolving literature with a case
series of RTRs with advanced malignancy treated with ICIs.

Patients treated between 1/1/2011 and 11/15/2019 were
identified from electronic health records at Brigham and
Women’s Hospital and Massachusetts General Hospital
using International Classification of Diseases codes (Ninth
and Tenth Revisions) for renal transplantation* and free
text search for ICIs FDA-approved for treatment of malig-
nancy**. Inclusion criteria were (1) RTR, (2) post-transplant
advanced malignancy treated with ICI, and (3) functioning
allograft at ICI initiation.

We identified eight patients who met aforementioned
criteria (Table 1). Malignancy type included cutane-
ous squamous cell carcinoma (n=35), melanoma (n=1),
tonsillar squamous cell carcinoma (n=1), and gastric
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adenocarcinoma (n=1). All patients were treated with pem-
brolizumab or cemiplimab.

Four patients suffered acute allograft rejection observed
at5 (n=2), 34 (n=1) and 35 weeks (n=1) following ICI
initiation. All rejection episodes were treated with high-dose
corticosteroids (methylprednisolone 250-500 mg) resulting
in either preservation of allograft function and no dialysis
requirements (n=2), ongoing rejection (n=1) or death
(n=1; patient declined further care and discontinued dialy-
sis). Among four patients who received peri-infusional pred-
nisone mini-pulses (40-20 mg over 1-2 weeks, beginning
the day of or prior to ICI infusion) followed by 10 mg daily
for maintenance, only one experienced acute rejection which
occurred 34 weeks after ICI initiation following prednisone
discontinuation. Of four patients on mTOR inhibitors, three
had no acute rejection episodes, all of whom were also on
prednisone 10 mg daily.

Malignancy treatment outcomes were: complete response
(n=3; one with disease relapse after 12 months), sympto-
matic deterioration (n=2), progression of disease (n=1;
subsequently developing complete response on cetuxi-
mab), mixed response (n=1) and stable disease (n=1).
Survival following treatment initiation ranged from 1 to
19 months. Patients with any tumor response to ICI was
similar between those who did and did not develop acute
graft rejection (2/4 vs. 3/4, respectively). Of those receiv-
ing peri-infusional prednisone mini-pulses, one complete
response was observed, one maintained stable disease, one
experienced progressive disease, and one had a dramatic
partial response shortly after discontinuing cemiplimab and
starting cetuximab (Table 2). During that time, she devel-
oped progressive cellular and antibody-mediated rejection
during the 6 months following the last dose of cemiplimab.

This case series adds to the growing literature on ICI
use in RTRs. Previous reports cite acute renal allograft
rejection risk from anti-PD-1 of 52% [2], which is similar
to the 50% reported herein. Use of higher maintenance and
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Table 2 Allograft rejection and response to ICI therapy in relation to
peri-infusional prednisone mini-pulse and mTOR inhibitor use (n=8)

Case Peri-infusional Use of mMTOR  Allograft Response to ICI

Follow-up after ICI
initiation (months)
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