Cumulative Imatinib Exposure is associated with Renal but Not Skeletal
Dysfunction in Chronic Phase CML
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INTRODUCTION @ AIM METHOD CONCLUSIONS
* Tyrosine kinase inhibitors (TKlS) have * To assess Imatinib exposure-related . Design: Cross-sectional study at King George’s Medical * In this cross-sectional cohort, renal
transformed chronic myeloid leukemia versus patient-related determinants of University, Lucknow, India dysfunction was associated with
(CML) into a long-term survivorship renal function and bone mineral density | pgpylation: 600 chronic-phase CML patients exclusively cumulative imatinib exposure,
dAlseai_e- < e decades hevard d | (B';]/!D)_'” Cthm?'c Pft‘aS_T Ct'V'L patients  treated with imatinib, including 124 newly diagnosed, thfeas fedtt;czd B’V’tD Wtas ;l’ftlvsn ;
* AS patients live decades beyond diagnosis, achieving treatment milestones. imatinib-naive controls. predominantly by patient-related ris
g:::::l((::c;rlnes beyond molecular response are IMATINIB EXPOSURE-RELATED RENAL STATUS OUTCOMES . Imatinib Exposure groups: Controls (n=124), 1-5 years faCtOrS-‘]r’
. * Duration of therapy * eGFR trends (CKD-EPI) — _ — — - - -
° Imat|n|b haS been aSSOClated Wlth renal and * Cumulative dose (gram-years) * CKD Stage =3 incidence (n 231)’5 10 years (n 131)’ and 210 years (n 114) ° These flndlngs Support rOUtlne
* Long-term exposure (=10 yrs) \ * Multivariable predictors = OUtCOmeS: Renal fUﬂCtIOn (eGFR, CKD ZStage 3) and IOngitUdinal renal surveillance in
skeletal changes, but whether these reflect . . . _ = : o
cumulative exposure or patient skeletal status .(WI-.IO-deflned o§teop§n|a/osteopor05|s). patlents receiving prglonged imatinib
characteristics remains uncertain. PATIENT-RELATED COVARIATES peterminant SKELETAL HEALTH OUTCOMES Analysis: Multivariable regression a_dJUSte_d for age, se.x, ther apy and suggest that bone-
* Female sex & menopausal status (MUL:?;J:;ME * DEXA T-scores (spine, hip) menopausal Statusa BMI; HypertenSIOna Dlabetesa CaIC|um, health assessment ShOUId be
* Age, BMI & serum Vitamin D \ +Reduced BUD prevalence Phosphorus, and Vitamin D levels in serum; cumulative individualized according to baseline
B ey RS precier exposure expressed as gram-years. risk factors. o
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» Age at initiation: Each additional year of age at imatinib
Initiation independently increased CKD risk by 9%
(OR 1.09; p<0.001).

 Cumulative Imatinib exposure™: Each additional gram-

year of imatinib exposure was independently associated
with a 1.8 mL/min/1.73 m? lower eGFR (p<0.001).

 Bone Health: Reduced BMD (58-71%) was associated

= l
with menopausal status, female sex, lower BMI, and older - l l : Hematol. 2019;109:494-501. S o H 0
. . . ) Con.trol 1-5 Years 5-10 Years =10 Years Con.trol 1-5 Years 5-10 Years 210 Years
age, but not to cumulative imatinib exposure. f (Haiely Digies ranty Highosas

* Cumulative imatinib exposure (g-years) = daily dose (g) x actual treatment duration (years), accounting for Imatinib Exposure Imatinib Exposure
treatment interruptions.
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