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Advagrafis a ProlongedRelease
Formulation of Tacrolimus

ADVAGRAF capsules' PROGRAF capsules?

» Tacrolimus drug substance » Tacrolimus drug substance

» Lactose hydrate Lactose hydrate

* Hypromellose Hypromellose

» Ethylcellulose Croscarmellose cellulose

f8

» Magnesium stearate Magnesium stearate

Release slowly from capsule



Pharmacokinetic comparison In
healthy volunteers

ACompared with the BID formulation,
tacrolimus QD yields similar exposure
(AUC), Cmin and terminal half lifea reducent
peak eonecanwahanCnax), and a similar

correlation between AUC ar€hin.






ORAL TACROLIMUS IS A SUBSTRATE OF CYP3AAND P-GP IN THE GIT"?

B Available tacrolimus dose

. [ Eliminated dose

Gl tract Liver
CYP3A4/5

—_— A

~25%

\ enters
systemic
‘ circulation

To faeces Pre-first-pass First-pass metabolism
~15% metabolism ~10%
"-’50 D/D Adapted from Cervelli M, Russ G. 20122

Mean oral bioavailability of tacrolimus is 20-25%; the individual range in adult

patients is 6—-43%?

CYP3A, cytochrome P450-3A; Gl, gastrointestinal; P-gp, permeability-gly coprotein

1. Undre NA. Nephrol Dial Transplant 2003;18(Suppl1):i12—15. 2. Cervell M, Russ G. Aus JPharmacy 2012;93:83-6. 3. ADVAGRAF tacrolimus prolonged-release capsules.
Surmmary of Product Characteristics. hitps:/Awww medicines org uk/emc/product/345/smpc




Medscape® www.medscape.com

Intestings

/
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Source: Am J Health-Syst Pham © 2006 Amencan Socealy of Health-System Phamacsts




ORAL TACROLIMUS IS ABLE TO BE ABSORBED THROUGHOUT
THE GI TRACTAND IS INFLUENCED BY CYP3A4/5"2 AND P-GP?

CYP3A
4/5

Tacrolimus is generally rapidly absorbed throughout the gastrointestinal tract!.2:3
differences in Gl metabolism affects oral bioavailability of tacrolimus4>

CYP3A, cytochrome P450-3A; Gl, gastrointestinal; P-gp, permeability-glycoprotein

1. PROGRAF Summary of Product Characteristics. https //www medicines org. uk/emc/product/6720/smpc. 2 ADVAGRAF tacrolimus prolonged-release capsules. Summary of

Product Charactenistics. https /iwww.medicines.org.uk/emc/product/345/smpc. 3. Jeong H, Chiou WL. Xenobiotica 2006;36(1):1-13.4. Tuteja 5, et al. Transplantation
2001;71(9):1303—7_5. Cervell M, Russ G. Aus J Pharmacy 2012;93:83—6




THEORETICAL TACROLIMUS ABSORPTION PROFILE OVER TIME WITHADVAGRAF
AND PROGRAF - A COMPARISON

Absorption of Absorption of
PROGRAF ADVAGRAF1

Relative to immediate-release PROGRAF, ADVAGRAF results in lower tacrolimus absorptionin
the proximal small bowel, potentially reducing the effect of pre-systemic metabolism’-3

PROGRAF, tacrolimus immediate-release capsules; ADVAGRAF, tacrolimus prolonged-release capsules; Gl, gastrointestinal

1.Tanzi MG et al. Clin Transplant, 2016;30:901-911. 2 ADVAGRAF Summary of Product Characteristics. https://www.medicines.org.uk/emc/product/345/smpc
3. UrgesiR, et al. Fur Rev Med Pharmacol Sci, 2013:17:1167-1173




UNDER-IMMUNOSUPPRESSION CAN LEAD TO GRAFT
REJECTIONAND GRAFT LOSS?

Clinicians ‘minimising’ Variability in tacrolimus

Non-adherence’ i - 5
immunosuppression exposure

Thereis a link between under-immunosuppression with
tacrolimus and development of DSA and graftrejection?

DSA., donor-specific antibody

1. Sellarés J, et al. Am J Transplant 2012;12(2):388—99. 2. Rodrigo E, et al. Transplantation 2016;100(11):2479-2485









































































