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Background: Methods: Analysis: Preliminary Results:

Tacrolimus (TAC), a calcineurin inhibitor, is commonly used » Retrospective study in pediatric patients who received « Analysis was stratified according to CYP3A5 metabolizer » _ _ _

after bone marrow transplantation (BMT) to prevent Graft BMT at UCSF between 2013-2015. status: Extensive Metabolizers (EM), Intermediate ) Ir?'t'al TAC concentration (24 hours gftgr I\./llnfu3|on): the

vs. Host Disease (GvHD). Despite prophylactic _ _ _ _ Metabolizers (IM), and Poor Metabolizer (PM). difference between the two groups is significant (Co/Dose

immunosuppression treatment, an estimated 20-80% of »  Electronic medical records were reviewed to determine + SD: EM = 11.4 £6.53; IM&PM = 3.20 £ 1.26; P =

allogeneic BMT recipients develop GvHD, and this patient eligibility, extract patient demographic »  TAC concentration at 24 hours post initial infusion and 0.0329). | |

observation is not unique to adults. In pediatrics, the clinical information, and obtain relevant clinical data and lab the time to therapeutic trough will be compared between * The EM group had lower mean time to therapeutic trough

use of TAC is complicated by its variable pharmacokinetics, results. the groups using ANOVA. compar:(ec![ tf[J_ tthe II:\/I&I.:’M.fgroutp(;l\r/}owe\éer, tr][e Slﬁerinice
o - - was not statistically significant (Mean days to trou

garrO\;\( the:apeutlcr:].W|nd(.)wihang\v(vs:|3g¥\15t-based dos{(lng. ‘ « CYP3AS5 phenotypes were constructed using genotype  If a significant difference between the groups is SD: EM =1.80 + 0}_/53?”\4 & PM = 1.30 iyo_64; P =g

enetic polymorphisms in the gene are known fo data to define the following three alleles: *3, *6, *7. observed, post hoc analysis using individual independent 0.167).

influence TAC’s pharmacokinetic profile, which subsequently

: : : : . e . t-tests will compare the average time to therapeutic TAC .
may impact GvHD. A meta-analysis that included 23 studies Inclusion Criteria Exclusion Criteria troughs betweepn the differentgmetabolizer Ievgls. COHCIUSIOHS & Flltllfe

in different patient populations (renal and liver

transplantation; 22 in adults, 1 in pediatrics) showed that  ageEe > Wi LNe ElERY o - To correct for covariates such as age, concomitant azole D1 t1 >
CYP3AS5-expressors not only require higher TAC doses to | Metdr_((ejquwements 27 AU (I_Dlontr?mddlc?tlonr Child antifungal therapy, and renal function, multivariate linear lrection:
e s e A S S o | B Sa i e e s e ol s hou 3 ru s e
i st peutic TAC concentration. concentration and shorter time to therapeutic tough
transplantation compared to non-expressors (OR: 3.27; 95% and subsequent hospital bilirubin >2mg/dL) e . beutic toudh,
Cl: 1.57—6.81). Thus, refining the initial dosing regimen to stay at UCSF facility * Livertransplant Wh'Ch Is the opposite of Wha? we expect. This r(?search
achieve and maintain therapeutic levels is imperative to « Given intravenous TAC « OnTAC therapy prior to is in progress. The sample size is too small, which
improve therapeutic outcomes. This study seeks to identify BMT, or given PO TAC makes the study underpowered to show a significant
genetic and non-genetic predictors that determine TAC difference at this time.
treatment in a unique pediatric BMT patient group. « More subjects need to be screened for inclusion in the
study, and the analysis will be done to compare the
Current CPIC Guidelines: TAC Concentration 24 Hrs Post Infusion three phenotypic metabolizer status (EM, IM, and PM).
Prellmlnafy Results: o - IV formulation at 24 hours was chosen over oral to
CP'C recommendations Y — distinguish between Gl and liver effects.
*1/*1 Extensive metabolizers Increase dose 1.5-2 times %’ S * This StUdy can be fu_rther.expanded to inCIu-de patients
standard dosing Variables P-value > © | ' who take oral tacrolimus in order to determine the effect
. _ (NTE 0.3 mg/kg/day) g - of liver vs intestinal CYP3AS on TAC'’s PK profile.
*1/*3, *1/*6, *1/*7 Intermediate metabolizers 5 o |
A g - Acknowledgements:
*3/*3, *6/*6 , *7/*7, *3/*6, Poor Metabolizers Standard dosing (typical ge, years S w1 .
67, "3/ G‘::?kp‘/’c’j‘ao 03 = dludod: 47 on cvolosoorin mean+sD  (OOF>  987ESS P00 © i = « The patients who participated in the study and their
oicay o Gender, n (%) o | | parents.
' EM IM & PM « Dr. Cayabyab, Dr. Tamraz, and Dr. Long-Boyle for their

Obijectives:

To identify the genetic and non-genetic factors associated
with TAC concentration in pediatric BMT recipients.
To determine the effect on CYP3A5 phenotype on
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