.. . J Korean Soc Transplant 2016;30:165-171
@) rigin al Article https://doi.org/10.4285/jkstn.2016.30.4.165

HOISHE QB AMXo|Al BIXlof|A| Sirolimus?}t Tacrolimus Zgk:

| [T
=11 =1 1 2 = =1 1
olFe - $5U' - oM ZWA’ - siFal - A
dMtHetd o|athet oapetmAl, LapetmAL

Sirolimus Combination with Tacrolimus in Kidney Transplant Recipients at
High Immunological Risk: Observational Results 3 Years after Transplantation

Juhan Lee, M.D.", Seung Hwan Song, M.D.", Jae Geun Lee, M.D.",
Beom Seok Kim, M.D.?, Kyu Ha Huh, M.D." and Yu Seun Kim, M.D."

Departments of Surgery' and Internal Medicine?, Yonsei University College of Medicine, Seoul, Korea

Background: The optimal immunosuppressive strategy for renal transplant recipients at high immunological risk requires
clarification. We compared the 3 year outcomes of a sirolimus group (tacrolimus plus sirolimus) to those of a control group
(tacrolimus plus mycophenolate mofetil).

Methods: This observational study was an extension of a prospective pilot study. We assessed acute rejection, glomerular filtration
rate, adverse events, graft, and patient survival.

Results: Overall, 43% of the sirolimus group versus 78% of the control group were still on the initial immunosuppressive regimen
at 3 years (20.005), and most discontinuations in each group were due to adverse events. No differences were observed between
two groups with respect to acute rejection. The mean glomerular filtration rate at 36 months was greater in the sirolimus group
than in the control group, but this was not statistically significant (64.0+ 16.8 mL/min/1.73 m*vs. 61.8+17.1 mL/min/1.73 m?,
P=0.576). Graft and patient survival were similar in both groups. Importantly, mean tacrolimus through levels were significantly
lower in the sirolimus group than in the control group at each time point. No neoplasm was reported in the sirolimus group. In
the control group, three cases of neoplasms developed during the study period.

Conclusions: The sirolimus group had a greater number of discontinuations, particularly related to adverse events. Nevertheless,
optimal concentration of sirolimus allowed reduced calcineurin inhibitor exposure in high immunologic risk patients, without
increasing the risk of acute rejection and graft failure.
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v v
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Fig. 2. Immunosuppressive protocol.
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Table 1. Baseline characteristics
Characteristic

Recipient factors

Age (yr) 46 (39.0~53.5)
Male recipient 6 (46.2)
HD/PD/Preemptive 8/4/1

Dialysis duration (mo)
Donor factors
Donor age (yr)

Male donor 5 (38.5)
Living donor 12 (92.3)
Immunologic risk factors

Retransplantation 1 (7.7)

PRA =50% 5 (38.5)

HLA mismatch =>4 8 (61.5)
HLA-A mismatch 1 (0.5~2.0)
HLA-B mismatch 1 (1.0~2.0)
HLA-DR mismatch 1 (1.0~2.0)

Data are presented as median (range) or number (%).

Sirolimus group (n=13)

16 (3.25~74.0)

45 (40.5~50.5)

Control group (n=54) Pvalue
44 (38.75~52.0) 0.414
32 (59.3) 0.392

32/13/9 0.684
52 (6.0~85.0) 0.209

43.5 (34.0~51.25) 0.794
24 (44.4) 0.696
29 (53.7) 0.010

4 (7.4) 0.972
17 (31.5) 0.630
40 (74.1) 0.368
1 (0.5~2.0) 0.465
2 (1.0~2.0) 0.207
1 (1.0~2.0) 0.299

Abbreviations: HD, hemodialysis; PD, peritoneodialysis; PRA, panel reactive antibody; HLA, human leukocyte antigen.
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Fig. 3. Change in mean estimated glomerular filtration rates bet-
ween study groups. Abbreviation: eGFR, estimate glomerular
filtration rate.
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Fig. 4. Mean study drug trough levels during the study period. (A) Tacrolimus. (B) Sirolimus. *P<0.05.

Table 2. Serious adverse events

Sirolimus Control

Variable group (n=13) group (n=54)

Respiratory system disorder
Urinary system disorder
Cardiovascular disorder

Blood disorder

Gastrointestinal system disorder
Metabolic disorder

Viral infections

Neoplasm

Death
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