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Abstract

A retrospective cohort study using real-world data was conducted to analyze the treatment patterns
of tyrosine kinase inhibitors in patients with chronic myeloid leukemia (CML), compared with the guide-
line for regulating drug use of the National List of Essential Medicine (NLEM) category E(2), with the
purpose of determining the effectiveness of tyrosine kinase inhibitors in CML patients covered by Thai-
land’s universal coverage scheme and social security scheme. This study focused on the treatment
patterns and effectiveness of imatinib, nilotinib, and dasatinib. Data were obtained from the reimburse-
ment database of the NLEM category E(2) during fiscal year 2012-2018. Patients were followed up until
death or the end of fiscal year 2019. Descriptive statistics and non-parametric test using Kaplan-Meier
method were performed in the analysis. CML patients were divided into 3 groups based on their medical
history until the time of death or last follow-up as follows; 1) patients who received imatinib only (group
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A), 2) patients who received first-line imatinib and second-line nilotinib (group B), and 3) patients who

received first-line imatinib, second-line nilotinib, and third-line dasatinib (group C). Of 574 CML patients,

there were 400, 113 and 61 CML patients in groups A, B and C, respectively. The majority of patients in

each group were between the ages of 30 and 39 years old (34.2%, 36.3% and 29.5 %, respectively), with

a median follow-up of 36.6, 50.7 and 47.6 months. Prior to the last follow-up or drug switching, the av-

erage daily dose of imatinib in group A, B and C was 444.3, 474.1 and 474.8 mg, respectively. Real-world

effectiveness using survival analysis revealed 2-year survival rates at 84.3% (95%Cl: 80.3-87.6%) for group
A, 91.0% (95%Cl: 83.9-95.1%) for group B and 85.2% (95%Cl: 73.4-92.0%) for group C, with 5-year surviv-
al rates in each group were 83.2% (95%Cl: 78.9-86.7%), 85.7% (95%Cl: 76.7-91.4%), and 66.4% (95%Cl:
52.3-77.2%), respectively. Average daily dose of imatinib prior to drug switching was not complied with

the guideline, which recommended high-dose imatinib (600-800 mg/day). The 2-year survival rates were

comparable across groups (log-rank p-value 0.295), while the 5-year survival rates in group A and B were

significantly higher than in group C (log-rank p-value: group A vs. C; 0.016, group B vs. C; 0.004). However,

the causes of non-adherence to the guideline could not be identified due to the lack of important clin-

ical data including cytogenic/hematologic response, drug resistance, and occurrence of adverse drug

events during the treatment of CML.

Keywords: treatment pattern, effectiveness, tyrosine kinase inhibitors, chronic myeloid leukemia,

real-world data analysis
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Excluded:
- Received Nilotinib at first visit (N=937)

A 4

Eligible patients
N =574
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- Received Imatinib <300 or >1,000 mg/day (N=426)

| |

|
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as first-line therapy as second-line therapy
(Group A) (Group B)
N =400 N=113
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as third-line therapy
(Group C)
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A15797 1 Joyaiiuguveiay

(9 v [J Y1 v
anwasYaya uaugle (3e8az)

ngu A (N=400) ngu B (N=113)  ngu C (N=61)

a1edUe a1 Fuisumsinen @)

Aiade (Endsavumnnsg) 40.8 (11.4) 39.3 (11.6) 43.5 (12.2)

Adlsgnu (Wduadalng) 39 (17) 38 (17) 41 (15)
LNA

Al 243 (60.8) 70 (62.0) 43 (70.5)

IR 157 (39.2) 43 (38.0) 18 (29.5)
129818

0-19 9 1(0.2) 1(0.9) 1(1.6)

20-29 ¥ 64 (16.0) 22 (19.5) 6 (9.8)

30-39 U 137 (34.2) 41 (36.3) 18 (29.5)

40-49 U 99 (24.8) 26 (23.0) 15 (24.6)

50-59 U 76 (19.0) 15 (13.3) 15 (24.6)

=60V 23 (5.7) 8(7.1) 6 (9.8)
ansnisinen

Ansusenudeny 386 (96.5) 94 (83.2) 51 (83.6)
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e 3 (MAmile) 5(1.2) 4(3.5) 0(0.0)
wa 4 (A1ANANY) 25(6.2) 12 (10.6) 8 (13.1)
wa 5 (A1ANang) 24 (6.0) 6 (5.3) 5(8.2)
wa 6 (AANANY) 80 (20.0) 14 (12.4) 9 (14.8)
we 7 (MAnziueanidednie) 10 (2.5) 4(3.5) 1(1.6)
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wa 11 (Mals) 17 (4.2) 4(3.5) 3(4.9)
wa 12 (Mals) 8(2.0) 8(7.1) 4 (6.6)
A 13 (NJUNNUNIUAT) 166 (41.5) 34 (30.1) 27 (44.3)
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fresusyeEnaINT3NwIfeEe nilotinib AeuUAsy

\Uu dasatinib lungu C wiriu 7.9 ifou

ngu A (N=400) ngu B (N=113)  ngu C (N=61)

wuIAE1 imatinib dadu @adniu) neududanisinmavsenswisuntssnenduen nilotinib’

ALade (@udesuunnsgu)

a o

AlisegIu (Wduaalvd)

444.3 (118.4)
428.6 (50.6)

474.1 (149.0)
428.6 (94.1)

474.8 (123.9)
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