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 Tacrolimus from Day 0 to Day 365 with

an initial postoperative dose of 0.2

mg/kg/day

 All patients received oral MMF each

day (1 g twice daily until Day 14,

reduced to 0.5 g twice daily until Day

27)

 Sirolimus once daily from Day 28 to

the EOS, with an initial daily dose of 1

mg and a target trough level range of

2–4 ng/ml (maximum dose 2 mg daily)

Flow of patients through the ADHERE study









• findings suggest that:

low-dose SRL in combination with TAC can be effective in

preventing acute rejection, while being safe and preserving graft

renal function.

 Low dose SRL allows minimization of TAC dosage, thereby

maintaining good renal function and a low incidence of acute

rejection, comparable to the outcomes observed with MMF plus

TAC

Conclusions



From 838 patients in the randomized study, 587 were included in the long-

term follow-up, of whom 510 completed the study at year 5.



• Patients randomized to receive prolonged-release tacrolimus in

combination with mycophenolate mofetil (MMF) (Arm 1) or sirolimus

(Arm 2).

• At 5 year post-transplant, graft and patient survival rates were 84.0% and

90.8%, respectively.

• Renal function remained stable over the follow-up period

Results



Conclusion

The findings support the role of long-term once-daily prolonged-release

tacrolimus-based immunosuppression, in combination with sirolimus or

MMF, for renal transplant recipients in routine clinical practice.





• From June 2013 to December 2016, 442 patients have received a kidney transplant at

the Hospital clinic of Barcelona.

Flow chart of the study



• Patients in mycophenolate (MPA) group treated with 720 mg or 1000 mg

bid and later reduced progressively to 360 mg or 500 mg bid during the first

year

• In other group, patients received mTORi (either everolimus or sirolimus)

target trough level 3–8 ng/ml

• Tacrolimus target trough levels were 6–10 ng/ml, adjusted according to the

immunological risk profile of the patient and progressively reduced in the

mTORi group to 3–8 ng/ml during the first year.

• Patients received induction with anti-thymocytes polyclonal

immunoglobulins or basiliximab



• Primary endpoints:

 Incidence of 1-year biopsy-proven acute rejection

Renal function expressed as creatinine

Graft loss and patient survival

• Secondary endpoints:

 1-year incidence of infections

Common side effects

Neoplasia



Results

• Patients receiving mTOR have the same results in terms biopsy-proven acute

rejection, with an observed tendency towards better results (P = 0.063)

• Graft survival at one year favored the mTORi group (P = 0.025)

• One-year and last follow-up patient survival favored the mTOR group (P <

0.001 and P < 0.001, respectively)

• There were no differences between MPA and mTORi for rejection or graft

failure, although the better result about patients’ survival for mTORi group

persisted.

• One-year creatinine was not different between groups (P > 0.90) but in

living donors was better in mTORi group (P = 0.02)

• Banff chronicity index at 1-year renal biopsy were not different



The analysis of common immunosuppression-related side effects

 Patients taking mTORi had favorable outcomes in terms of CMV reactivation

and hospitalization for CMV disease

 The probability to be hospitalized for any infection during the first year was

lower in the mTORi group (P = 0.014)

 There were no difference regarding the development of neoplasia at last

follow-up (P = 0.837) or 1-year New-Onset Diabetes (P = 0.997)

 One-year triglycerides were comparable between groups (P = 0.869) while

total cholesterol was higher in the mTORi group (P = 0.005).

There was a tendency towards higher Proteinuria in the mTORi group (P =

0.084)



Conclusion

• In the present study, the use of a de-novo immunosuppressive regimen based

on mTORi and CNI is an effective approach in a real-life setting, with good

results in terms of rejection, graft loss, and survival when compared with a

classical regimen based on MPA and CNI



• A total of 10 officially published studies were included in this meta-analysis

• A total of 2357 patients undergoing SRL combined with TAC (n=1256, 53.3%) and 

MMF combined with TAC(n=1101, 46.7%) were analyzed.



• The outcomes showed no significant differences, including:

Graft function, anemia, graft survival, AR, infectious complications

• The MMF group showed slightly lower rates of diabetes, and hyperlipidemia compared to the 

SRL group.



Conclusion

• In general, there were no significant differences between the SRL group and 

MMF group. 

• They were equally safe and effective for kidney transplantation recipients.





The German Sirolimus Study Group has established a database among 10

transplant centers in Germany to study indications, contraindications, adverse

events, and outcomes in more than 700 renal transplant patients who were

switched to a SRL-based therapy.

Aim of the present analysis is to identify predictors, which can help to assign

those patients for SRL who benefit from this therapy most likely.

Introduction



• Multicenter, retrospective study

• includes patients with a kidney or combined kidney transplantation with another solid organ 

• Patients were put on an SRL-based maintenance immunosuppressive therapy at 3 months post-

transplantation or later

• Data were collected in the first year of sirolimus therapy at 3, 6, and 12 months, and semiannually 

thereafter

• eGFR was calculated by the MDRD formula

• Urinary protein determinations were recorded

Methods



• Clinical Condition at the Time of Sirolimus Initiation:

 The eGFR at the time of sirolimus initiation was 39 mL/min

 Median Protein excretion was 108 mg/L

• Graft-related reasons were implicated in half of patients, mostly CNI toxicity and chronic GFR

decline.

• A second common cause was the presence of malignancies (24.9%).



Results

• From 726 Patients, Successful sirolimus therapy was observed in 304 patients.

• Therapy failures included graft loss (n =106) and sirolimus-discontinuation for various reasons

(n= 276).

• Most favorable results for sirolimus-use were observed in patients:

 eGFR: above 32 mL/min.

 Proteinuria: below 300 mg



Conclusions

 eGFR and proteinuria are the major determinants for successful sirolimus therapy.

 The findings help stratifying patients who will benefit most from this therapy and avoid

toxicities in patients without potential benefits for this therapy.


