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Although lmatinib mesylate (IM) is the gold standard drug for chronic myeloid leukemia (CML) 
treatment, resistance to IM emerges in a significant number of patients. Res istance could be due to 
several factors. Pharmacokinetic variability as a result of genetic polymorphisms in IM metabolizing 
genes could be a potential factor. This study was undertaken to investigate the genotype frequencies 
and the impact of ORM1 520G>A, PXR 1792A>G, CAR 540C>T, CYP3A4 878T>C and CYP3A5 
6986A>G polymorphisms towards CML susceptibility risk and IM response . A total of 540 subjects (270 
CML patients and 250 normal healthy controls) have been recruited in this study. Genotyping was 
performed and the association between allelic variants and CML susceptibility risk and response to IM 
treatment were assessed by means of odds ratio (OR) with 95% confident intervals ca lculated by 
logistic regression. Results showed that PXR 1792A>G, CAR 540C>T and CYP3A5 6986A>G were 
significantly associated with IM responses and CAR 540C>T, CYP3A4 878T>C and CYP3A5 6986A>G 
were significantly associated with CML susceptibility risk. Further study shou ld be done on a larger 
scale to validate whether this polymorphism can be used as a pred ictive biomarker for identifying 
resistance development among CML patients undergoing IM treatment. 

IM telah men·adi ubat utama dalam rawatan kronik leukemia mieloid 
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CML), sejumlah besar pesakit telah menunjuk rintangan kepada IM . Rintangan ini mungkin 
disebabkan oleh beberapa faktor . Salah satu faktor yang berpotensi menyebabkan rintangan ini adalah 
akibat daripada kepelbagaian farmakokinetik yang terhasil daripada polimorfisme genetik dalam IM 
metabolisme gen . Kajian ini dijalankan untuk mengkaji frekuensi genotip dan kesan polimorfisme 
ORM1 520G>A, PXR 1792A>G, CAR 540C>T, CYP3A4 878T>C and CYP3A5 6986A>G terhadap 
risiko kecenderungan CML dan tindak balas IM. Seramai 540 subjek (270 pesakit CML dan 250 
individu sihat) telah terlibat dalam kajian ini. Penjenisan gen telah dilakukan dan asosiasi diantara aiel 
variasi dan kecenderungan risiko CML dan tindak balas terhadap rawatan IM telah dinilai dengan 
menggunakan nisbah kemungkinan (OR) dengan 95% selang keyakinan yang dikira menggunakan 
regresi logistik. Hasil kajian menunjukkan bahawa PXR 1792A>G, CAR 540C>T dan CYP3A5 
6986A>G telah nyata berkaitan dengan tindak balas IM dan CAR 540C>T, CYP3A4 878T>C and 
CYP3A5 6986A>G telah nyata berkaitan dengan kecenderungan risiko CML. Kajian lanjut perlu 
dilakukan pada skala yang lebih besar bagi mengesahkan samada polimorfisme ini boleh digunakan 
sebagai penanda bio prediktif untuk mengenal pasti pembangunan rintangan dikalangan pesakit CML 
yang menjalani rawatan IM . 

Total Approved Budget 

Total Expenditure 

Balance 

: RM 227, 735.00 

Yearly Budget Distributed 

Year 1 : RM 88, 000.00 

Year 2 : RM 88, 000.00 

Year 3 : RM 46, 285.00 

: RM 227, 732.54 

: RM 2.46 

Percentage of Amount Spent (%) : 99.99% 

#Please attach final account statement (eStatement) to indicate the project expenditure 

ii Equipment Purchased Under Vot 35000 

No. Name of Equipment Amount (RM) Location Status 

# Please attach the Asset/Inventory Return Form (Borang Penyerahan Asetllnventori) -Appendix 1 

No. Project Objectives Achievement · . 
.. ' ... . 

RU Grant Final Report I RCMO July 2015 2 


	Button1: 
	Button2: 
	Button3: 
	Button4: 
	Button5: 


