LETTERS TO THE EDITOR

Comment on “Efficacy and safety of radotinib in
chronic phase chronic myeloid leukemia patients
with resistance or intolerance to BCR-ABL1 tyrosine
kinase inhibitors”

Radotinib is effective and well tolerated in chronic phase-
chronic myeloid leukemia patients with resistance and/or
intolerance to BCR-ABL1 tyrosine kinase inhibitors and
may represent a promising alternative therapy.*” High dis-
continuation rates of second-line nilotinib or dasatinib have
been reported at different time points®® and overall rado-
tinib discontinuation rate was also comparable to other
studies (Table 1). In detail, discontinuation rate at 12
months due to adverse events (AEs) and laboratory results
was 23.4% in radotinib, but was respectively 16.8% at six
months and 20.9% at 24 months with nilotinib. However,
the radotinib discontinuation rate because of disease pro-
gression was lower than in other studies. The radotinib dis-
continuation rate because of abnormal laboratory results
may be higher, but additional abnormalities have shown
minimal increase after 12 months.” Hyperbilirubinemia was
studied and shows a different pattern to UGT1A1 gene
promoter polymorphism of nilotinib.” Overall, discontinu-
ation rates for AEs and abnormal laboratory data should be
interpreted with care due to different eligibility criteria,
body size, and genetic background of patients. Previous
studies suggested that potential higher rates of AEs in the
Asian population may be associated with increased expo-
sure to BCR-ABL1 tyrosine kinase inhibitors (TKIs).*’
Therefore, a radotinib study including a majority of Asian
patients might show higher AEs, including laboratory
abnormality. As a starting dose, we consider that the cur-
rent 400 mg twice daily dose may be appropriate for sec-
ond-line therapy, but first-line studies with various reduced
dosages are ongoing for further dose optimization.
Regardless of the limitations of the radotinib study already
mentioned in a prior manuscript,' the data suggest the over-
all response rate with radotinib is comparable with other
2"-generation tyrosine kinase inhibitors. In a radotinib
phase II study, the primary end point was achievement of
MCyR and patients who achieved MCyR were assessed as
responders. Also the definition of treatment failure in our
study was not that the base-line mutation remained, and,
although the base-line mutation was maintained, if the
patient achieved MCyR, this patient was assessed as a
responder. Therefore, we assessed and explained in our
article that if patients achieved MCyR and have no newly

detectable mutation on treatment, these patients are
defined as responders. Moreover, O'Hare T et al. are cur-
rently comparing radotinib resistance profiling to that of
other TKIs using a panel of Ba/F3 cells (unpublished data,
2015) and the overall in vitro activity of radotinib was com-
parable to that of nilotinib against native BCR-ABL1 and
single BCR-ABL1 mutants. As already stressed by a CML
expert panel, globally, treatment penetration and compli-
ance rates of TKIs are low due to high prices. However,
Korean prices for nilotinib and dasatinib are approximately
20%-30% that of Western countries because of the
approval of radotinib based on our study. Finally, cost-effec-
tiveness of radotinib could improve drug accessibility and
may be necessary in emerging regions."
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Table 1. Reasons for discontinuation in second-line studies with radotinib, nilotinib and dasatinib.

Radotinib Nilotinib Dasatinib

Follow-up duration 12mos* 24mos’ 6mos® 24mos* 8mos® 15.2mos*

(n=77) (n=77) (n=280) (n=321) (n=186) (n=387)
Discontinued Tx 33 (42.9) 35 (45.5) 97 (34.6) 197 (61.4) 43 (23.1) 119 (30.7)
Disease progression 8 (10.4) 15 (19.5) 32 (11.0) 88 (27.4) 12 (6.5) 29 (7.5)
Adverse events 3(3.9) 4(5.2) 42 (15.0) 61 (19.0) 22 (11.8) 58 (15.0)
Abnormal laboratory test 15 (19.5) 17 (22.1) 5 (1.8) 6 (1.9) - -
Death 2 (2.6) 2 (2.6) 2(0.0) 3(0.9) 2 (LD 4 (1.0)
Elective stem cell transplantation - - - - - 8 (2.1)
Other 5" (6.5) 4% (5.2) 177 (6.1) 39° (12.1) 7(38) 20 (5.2)

mos: months; Tx: therapy. *Includes protocol violation, withdrawal of consent, lost to follow up, administrative problems, and T3151 mutation. *Includes protocol violation, with-
drawal of consent, lost to follow up, and administrative problems. 'Including administrative problems, loss of follow up, consent withdrawal, and protocol violation. *Includes
protocol violation, withdrawal of consent, lost to follow up, not stated, and administrative problems.
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