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Multicenter Clinical Investigation for the Safety and Efficacy of Advagraf® (Extended
Release Tacrolimus) versus Prograf® (Tacrolimus) in De Novo Kidney Recipients after
1 Month of Transplantation: Preliminary Results
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Background: Compliance from kidney transplant recipients might improve with less frequent doses of immunosuppressant
drugs. We describe the development of an extended-release formulation of tacrolimus that enables taking the drug just
once a day, instead of the current twice a day tacrolimus formulation.

Methods: We performed a prospective, open-label, 1:1 randomized, and multicenter study. Patients received Prograf"R
(Astellas Inc.,) twice a day for 1 month post-transplantation. The patients of the investigational group converted to a dose
of Advagraf® (Astellas Inc.) given once a day. We evaluated the efficacy, safety, and patient satisfaction of both groups.

Results: Within 5 months after conversion to Advagraf, the incidence of biopsy-confirmed acute rejection was 0%, while
patient and graft survival was 100%. We could not find differences of the patients' estimated glomerular filtration rate (eGFR)
between the Prograf and Advagraf treated groups 1~6 months post-transplantation. The safety profile and satisfaction
profiles (immunosuppressant therapy barrier scale) were also equivalent between the treated groups.

Conclusions: The preliminary results of this study support the safety, efficacy, and patient satisfaction from a single daily
formulation of tacrolimus (Advagraf®).
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Table 1. Demographic characteristics

Characteristic

Recipient M:F, n (%)
Donor M:F, n (%)
Recipient age (yr)
Donor age (yr)
Donor characteristics,
n (%)
Living-related donor
Living-unrelated
donor
Deceased
Cause of ESRD, n (%)
Diabetes
Hypertension
Glomerular disease
Unknown

Advagraf group

(n=20)

11:9 (55.0:45.0)
812 (40.0:60.0) 10:11 (47.6:52.4)

42.7+11.1
43 60+11.12

9 (45.00)
2 (10,00

9 (45.00)

5 (25.0)
4 (20.0)
3 (15.0)
8 (40.0)

Prograf group

(n=21)

12:9 (57.9:42.9)

49.0£8,5
42294920

6 (28.57)
4 (19.09)

11 (52.38)

4 (19.0)
6 (28.6)
2.09.5
9 (42,9

Abbreviation: ESRD, end stage renal disease.

Pvalue

0.8901
0.6232
0.0474
0.6817

0.4800

0.8184
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Fig. 1. Mean epidermal growth factor receptor (eGFR) by mod-
ification of diet in renal disease (MDRD).
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Table 2. Overall tolerability (adverse events) after 1 month post-

transplantation

Six-month analysis

General disorders

Cardiovascular disorders

Nervous system disorders
Gastro-intestinal system disorders
Liver and biliary system disorders
Metabolic and nutritional disorders
Musculo-skeletal system disorders
Neoplasm

Respiratory system disorders

Skin and appendages disorders
Urinary system disorders

Vision disorders

Blood disorders

Others

Total

258

Advagraf  Prograf

group
(n=20),
n (%)

12
12
36
12 (24)
12
7 (14)
24
12
36
36
48
36
24
7 (14)
50

group
(n=21),
n (%)

5 (10)
12
4®
6 (12)
6 (12)
5 (10)
2@
2@
8 (16)
3 (6)
6 (12)
2@
12
5 (10)
56

Total
(n=41),
n (%)

6 (5.7
219
7 (6.6)
18 (17.0)
7 (6.6)
12 (11.3)
4 (3.8
3 (2.8
11 (10.4)
6 (5.7
10 (9.4
5 4.7)
3 (2.8
12 (11.3)
106
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