
6715/  X  / 3

10. Kobata H, Kondo A, Iwasaki K. Cerebellopontine 
angle epidermoids presenting with cranial nerve hyper-
active dysfunction: pathogenesis and long-term surgical 
results in 30 patients. Neurosurg. 2002;50:276-85. 

11. Kornienko VN, Pronin IN. Diagnostic Neurora-
diology. Berlin: Springer. 2009;580. 

12. Schiefer TK, Link MJ. Epidermoids of the cere-
bellopontine angle: a 20-year experience. Surgical neuro-
logy. 2008;70:584-90. 

13. Lopes M, Capelle L, Duffau H, Kujas M, Sichez 
JP, Van Effenterre R. Surgery of intracranial epidermoid 

cysts. Report of 44 patients and review of the literature. 
Neurochirurgie. 2002 Feb;48(1):5-13. 

14. Lynch JC, Aversa A, Pereira C. Surgical strategy 
for intracranial dermoid and epidermoid tumors: an 
experience with 33 Patients. Surg Neurol Int. 
2014;5(163). 

15. Akar Z, Tanriover N, Tuzgen S, Kafadar AM, 
Kuday C. Surgical treatment of intracranial epidermoid 
tumors. Neurol Med Chir. 2003;43:275-80. 

13.02.2015 

 616.155.392-036.1:577.21:575-08:615.355:615.015.8

. . ,
. . ,
. . ’ ,
. . ,

. . *,
. . *

--

 « »
. , 45, , 79044, 
 «  4» * 
. , 31, , 49600, 

SI «Institute of Blood Pathology and Transfusion Medicine of NAMS of Ukraine» 
General Chuprynky str., 45, Lviv, 79044, Ukraine 
ME «Multidisciplinary Dnipropetrovsk City Clinical Hospital N 4» * 
Blyzhnja str., 31, Dnipropetrovsk, 49600, Ukraine 
-mail: zvenyslava_masliak@yahoo.com 

: ,  BCR-ABL, ,
,

Key words: chronic myeloid leukemia, kinase domain mutations of BCR-ABL gene, chromosome aberrations, imatinib, 
nilotinib 

. -
.

. ., . ., . ., . ., . ., . .  – -
- -

 ( )  ( )  ( )  ( ). .
 32 , -

. ,
 BCR-ABL .

.  37% (12 ), -
 - E255K/V; 315I; F359V; Y253H.  15  (47%) 

 ( ), 



68

.  BCR-ABL ,
, .  2  12 

. .
. , ,

R/ABL  – . -
.

.
, .

Abstract. Molecular genetic and cytogenetic determinants of primary resistance or loss of the response to 
treatment with tyrosine kinase inhibitors in patients with chronic myeloid leukemia. Kotlyarchuk K., Maslyak 
Z., Lukianova A., Tsyapka O., Selina I., Usenko A. Aim of this study was to analyze molecular genetic and 
cytogenetic reasons for disease resistance to tyrosine kinase inhibitors (TKI) imatinib (IM) and nilotinib (NI) in patients 
with chronic myeloid leukemia (CML). Material and methods. A group of 32 CML patients with primary or acquired 
resistance to TKI treatment was investigated. Cytogenetic response was determined by conventional karyotyping with 
differential banding. Presence of BCR-ABL kinase domain mutations was investigated by direct sequencing. Results 
and discussion. The frequency of mutations was 37% (12 patients) with prevailing occurrence of mutations with low 
sensitivity to nilotinib – E255K/V; 315I; F359V; Y253H. In 47% of the cases (15 patients) additional chromosome 
aberrations (ACA) were revealed which could also be the reason for TKI resistance in patients without BCR/ABL 
mutations. Patients with detected mutations of BCR/ABL gene were either switched to nilotinib or treated with 
increased dose of IM. Cytogenetic response was achieved in only 2 patients with mutations and in 12 patients without 
them. Frequency of blast crisis development did not differ significantly in both groups. Conclusions. Among the 
investigated patients with CML resistant to IM BCR/ABL gene mutations were detected in more than third of the cases 
whereas ACA were found in almost half of the group. Taking into account revealed prevalence of mutations not 
sensitive to the 2nd generation TKI nilotinib, investigation of mutational status has to be obligatory in all patients for 
whom treatment correction is considered. Presence of ACA should also be taken into account in patients requiring 
administration of the second line TKI since they can adversely influence expected treatment response as well.  
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