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PE3VJ/IbTATBI TEPAIIM UMATUHUBOM

V BOJbHBIX XPOHNYECKMM MUEJOJENKO30M
B HAITMOHAJIbHOM MHCTUTYTE T'EMATOJIOTNNA
N TPAHCOY3NOJOT'MU BBETHAMA

Result of the treatment of chronic myeloid leukemia with imatinib from
the Vietnam National Institute of Hematology and Blood Transtusion
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Beepenue. Xpouuueckuin muenoneitkos (XMJ1) sensercs
PACNPOCTPAHEHHOM naTonorveit Bo BbeTHame, 3aHMMas
TPETbe MECTO B CTPYKTYPE 3/10KAYECTBEHHbIX 3060NEBAHMIA
kpoeu. C 2009 r. Bo BoeTHame B kayecTee cTapTOBOM Te-
panuu 6onbHbix XMJT npumensetcs MaTMHKMG, sddekTue-
HOCTb KOTOPOTO HbIIA OLEHEHA B LOHHOM MCCNEAOBAHMM.
Martepuanel n metopbl. [lposegeH aHanus pesynbra-
ToB Tepanun umatuHnbom (400 mr/cyt) y GonbHbix XMJ
(n = 121), Haxoauslmxcs Ha neveHmn B HaumoHansHom
MHCTUTYTE remMaTonornu u TpaHceysuonormm BeetHama B
2010—-2014 rr.

Pesynbratel. Ha dore Tepanumn umatnHnbom kymynsitue-
HAs 4OCTOTA MOJIHOTO LMTOrEHETUHECKOrO OTBETA COCTABMIA
67,8%, nonHoro monekynspHoro oteeta — 66, 1%. YcraHos-
NIEHA KOPPENsUMs MEXAY MPOAOIXMTENBHOCTBIO MEPUOAT
BPEMEHM OT yCTaHOBKM anarHosa XMJ1 o Havana nedetus
MMOTUHUOOM, C OAHOM CTOPOHbI, M YOCTOTOM BOCTUXEHMS NOJ-
HOTO UMTOreHeTHYeckoro oteeta (otHowenue puckos 0,158;
p = 0,001) u nonHoro MonekynsipHOro oTeeTa (OTHOLEHWe
puckoe 0,263; p = 0,018), ¢ gpyroi cropoHbl. BuiseneHo,
yto y 6onbHbix XMJ1 npumeHeHne MmatMHMOA ymeHbliaeT
BNMSIHME HA TeuyeHue 3abONEeBAHMS YCTAHOBMEHHBIX PAHee
NPOrHOCTUYeCKMX PakTopoB. ExeropHbiit puck nporpeccum
XMJT ymeHbluancs co BpemeHem. TpexneTHue nokasarenu
BbIXMBAEMOCTH 6e3 nporpeccun 3a60neBaHus 1 obLuei Bbi-
xmsaemoctm coctasunm 94,2 u 98% cootsetcteenHo. le-
maTosnormyeckme noboyHble 3¢pdeKTbl NETKOM CTeneHM BbIPa-
)XEHHOCTM OTMEYeHbl B TEYEHME MEPBOrO rofd HAGMIOAEHMS:
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Introduction. Chronic myeloid leukemia (CML) ranks third
among hematological malignancies in Vietnam. Imatinib
has become the standard therapy for CML patients in
Vietnam since 2009.

Materials and methods. A phase IV clinical study for
1st line imatinib treatment of CML patients, carried out in
121 CML patients treated in NIHBT and receiving imatinib
400 mg/daily from 2010 to 2014.

Results. Cumulative CCyR and CMR were achieved in 82
(67.8%) and 80 (66.1%) of patients, respectively. There
was a correlation between the time interval (from CML
diagnosis to initiating imatinib treatment) and both complete
cytogenetic (OR 0.158; p = 0.001) and molecular (OR
0.263; p = 0.018) responses. The analysis demonstrated
that imatinib treatment minimized the prognostic impact
of previously established prognostic factors in CML. The
3-year PFS and OS rates were 114 (94.6%) and 118
(97.5%), respectively. Hematologic adverse effects were
mild with 1st and 2nd grades anemia, granulocytopenia
and thrombocytopenia found in 17 (14%), 27 (22.3%) and
29 (23.9%) patients, respectively. The most commonly non-
hematologic adverse effects occurred in 1st year of follow-
up including periorbital edema, nausea, musculoskeletal
pain, and rash.

* The first two authors have contributed equally to this work
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y 17 (14%) 6onbHbix B BUae aHemmnn 1—2-i crenenn, y 27
(22,3%) — rpanynoumntonennm, y 29 (23,9%) — Tpombo-
umtoneHnn. M3 Herematonormyecknx nobouHbx 3pdekTos
Hanbonee 4YaCTO PerncTpUpOBANM NEPUOPBUTANBHBINA OTEK,
TOLIHOTY, ChiMb, GOAM B MbILILAX W CYCTABAX.
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Beenenue

Xpounuecknit muenoneiikos (XMJI) — naubonee pac-
NpPOCTPAHEHHOE 3JI0Ka4eCTBEHHOE Mmuesonpoandepa-
TUBHOe 3a00JIeBaHMe, ACCOLMUPOBAHHOE C [IUTOreHeTH-
yeckoi anomanueit t(9;22), Bosuukawoueil B peaysabrare
obbenunenus rena ABL 9-it xpomocomsr ¢ renom BCR
22-it xpomocomsr [1]. Ob6bepunenune renos BCR-ABL
NPUBOAUT K aKTUBALMU TUPO3WHKUHA3bI, WHULUUPY-
IoEed HEKOHTPOJIUPYEMYIO MPOAU(EPALUI0 MUETOUA-
ubix kiaerok [1]. Bo Beername XMJI sanumaer tperne
MECTO B CTPYKTyp€ IeMaTOJIOTMYECKUX 3JI0Ka4eCTBEH-
Hpix 3abonesanuii [2]. Umarunu6 — unruburop tupo-
3MHKUWHAa3bl, AaHOMaJbHOTO (pepMeHTAa, MPOLYLIUPYEMOTO
rubpunusim renom BCR-ABLI, — npopemonctpuposan
o deKTUBHOCTD NpHU NpumMeHeHUU B 1-i nuHUM Tepa-
nun XMJI, 9To moBaMsAIO0 HA TAKTHUKY BeIEHUS] DTUX
6oapubix [1]. C 2009 r. umarunu6 npumensiercs BO
Brername kxak mpemapart ctapToBoi#l Tepanuu y 60sb-
ueix XMJI B pamkax MexayHapoaHoii nporpammsi
MOMOLIY MAalMEeHTaM, HY )KAAIumMcs B npenapare [nn-
ek (Glivec®), — GIPAP (Glivec International Patient
Assistance Program).

Llesnp HacTOsILIErO MCC/IEIOBAHUSI — AHAJIU3 TEPAaNUuU
umatunu6om Gombubix XMJI B xponnueckoii dase, Ha-
6monaBumxcs B Haunonansnom nucruryre remaronornu
u trpancdysunonornn Beetnama (Xanoit).

32 | TEMATONOTUS M TPAHC®Y3MONOTNS | 01.2018 |

Keywords: chronic myeloid leukemia; imatinib; cytogenetic response;
molecular response; survival

For citation: Nguyen Ha Thanh, Nguyen Anh Tri, Nguyen Thi Thao, Le
Xuan Hai, Vu Thi Bich Huong, Duong Quoc Chinh, Bach Quoc Khanh.
Results of the treatment of chronic myeloid leukemia with imatinib
from the Vietnam National Institute of Hematology and Blood
Transfusion. Russian Journal of Hematology and Transfusiology (Ge-
matologiya i transfusiologiya) 2018; 63(1):31—43 (in Russian)

doi: http://dx.doi.org/10.25837 /HAT.2018.26..1..003

For correspondence: Nguyen Ha Thanh, associate professor,
Department of Chemotherapy, National Institute of Hematology and
Blood Transfusion, Hanoi, Vietnam

E-mail: ha_thanh_nguyen_vhhim@yahoo.com

Information about authors:

Nguyen Ha Thanh, http://orcid.org/0000-0002-4884-0522;
Nguyen Anh Tri, ID 04405700004 1;

Nguyen Thi Thao, ID 013132321;

Le Xuan Hai, ID 00107 1006372;

Vu Thi Bich Huong, ID 001179017747,

Duong Quoc Chinh, ID 012179370;

Bach Quoc Khanh, ID 011020509.

Acknowledgements. This study was funded in part by the
Department of Science, Technology and Training (the Ministry of
Health of Vietnam).

Conflict of interest. The authors declare no conlflict of interest.
Received 25 Jan 2018

Accepted 16 May 2018

Introduction

Chronic myeloid leukemia (CML), the most common
myeloproliferative neoplasm, has a typical t(9:22)
cytogenetic abnormality, in which the ABL gene
on chromosome 9 is fused with the BCR gene on
chromosome 22 [1]. BCR-ABL fusion gene results in
activation of tyrosine kinase, which leads to uncontrolled
proliferation of myeloid cells [1]. In Vietnam, CML ranks
third among hematological malignancies [2]. Treatment
for CML has changed significantly when imatinib, the
first tyrosine kinase inhibitor (TKI) developed to block
the activity of the BCR-ABL protein, was approved and
became effective 1+t line therapy in CML [1]. Imatinib
has become the standard therapy for CML patients in
Vietnam since 2009, when Glivec® was made available
for Vietnamese CML patients from the Vietnam
Patient Assistance Program (VPAP) and the Glivec®
International Patient Assistance Program (GIPAP). The
present study was carried out in chronic phase CML
(CP-CML) patients registered to the National Institute
of Hematology and Blood Transfusion (NIHBT), the

largest institute of hematology in Hanoi, Vietnam.



Marepuasx u meronsr
Hacrosmee wuccnenoBanme mnpoBOAMIIOCH B pamMKax
1V dasbl kinHMYecKoro nayvyeHus npenapara UMaTuHUO
B Hanmonanbnom uncrutyre remarosoruu u rpancdysu-
osoruu Brernama (Xanoii) kak npenapara 1-it nunum re-
panuu 6onbubix XMJI B xponuueckoii dasze. lo neuenus
MMaTUHUOOM GOJIBHBIM MPOBOJMJIOCH JIEUeHHE FUAPOKCH-
moueBrHOM. Bce GonbHble monyuanu umarunub B crap-
tosot nose 400 mr 1 pas B cytkn. Ilpoananusuposans
peaynbrarsl Tepanuu y Goapnabix XMJI (n = 121), naxo-
nuBmmxcs Ha gedenuu ¢ 2010 oo 2014 r.

Uccnenosanu nemorpaduueckue m kamHuko-iabopa-
TOpHbIe /laHHble, BKJIOUYaBLIME B ce0si 1OJ, BO3PACT, Bbl-
Pa’KEHHOCTb CIJIEHOMETAJNH, OLEHKY IO IIKaJe PHUCKa
Sokal [3], ouenxy craryca 6onbnoro no wrkase ECOG,
NPOJOJKUTENBHOCTh MEPUO/a BPEMEHU MEX/Y yCTa-
HoBseHuem auarnHosza XMJI u Hayanom nedyeHuss umaru-
nubom. Kpome rtoro, usyuanu noxasarenu remorsobu-
Ha, JIEHKOLUTOB, TPOMOOIMTOB, JAKTATAErUPOreHasbl
(JIAT), moueBoit kucaoTer B kposu. Vccnenosanu nanu-
ane dpunanennduiickoit xpomocoms, BCR-ABLr2I0, rmy-
OUHY LMTOreHEeTHYECKOrO0 M MOJIEKYJSPHOIO OTBETOB,
FOAMYHY10, ABYXJIETHIOIO U TPEXJIETHIOI BbI)KMBAEMOCTb,
BKJIOYas obuiyto seikusaemocts (OB) u BeKUBaemocTh
6e3 nporpeccuposanus (BBII).

[Tockonbky nccnenoBanue 6b110 Havato B 2010 r., TO
MCIIOJIb30BAJIN TIOHATHE IIOJHOTO MOJIEKYJISIPHOTO OTBETA
BMECTO TAKUX NPUHSTHIX B HACTOSIIIEE BPEMSI TEPMUHOB,
KaK «MOJIEKYJISIDHO HEOIPEAeIUMast JEHKEMHUS» U «TJLy-
GOKMIi MOJIEKY/ISIPHBINA OTBET».

I1pu ouenke nnpekca no mkase pucka Sokal yuursisa-
JIM TaKWe MapameTpbl, KaK BO3PacT OOJIBHOrO MpPH MOCTY-
IJIEHWU, pa3Mep CeJe3eHKM HMYKe Kpas JeBOH pebepHoii
AyTH, NMPOLEHTHOE COAeprKaHHue OJIACTHBIX KJIETOK B Ie-
pudepuueckoii kposu u nokasarenu tTpombouurtos. [lpu
unaexce no mkase Sokal menee 0,8 GonpHOro oTHOCHIM K
rpymmne HU3Koro pucka, B npegenax 0,8—1,2 — k rpynmne
YMepeHHOro pucka, bosnee 1,2 — k rpynne BbicOKOrO pu-
cka. Minpexc no mkane Sokal [3] Bruncasam no crenyro-

e (i)opmyne:

WNupexc no mkane Sokal = exp [0,116 (Bospact — 43,4)]
+ 0,0345 (pasmep cenesenxu — 7,561) + 0,188 [(rpombonu-
61/700) x 2 —0,563] + 0,0887 (% 6macTHBIX KIeTok — 2,1)

Craructnueckyto o06pabOTKy IOJyYEHHBIX [JaHHBIX
IPOBOJMJIN C TOMOLIBIO AKETA KOMITBIOTEPHBIX IPOrPaAMM
SPSS Statistics 19. 'paduueckue sasucumoctn OB u BBIT
ObLIU MOCTPOEHBI C MOMOIIBIO JIOTPAHTOBOTO KPUTEPUS U 1O
xkpusoi Kannana—Meiiepa.
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Material and methods

This is a phase IV clinical study for 1+ line imatinib
treatment of CML patients in chronic phase (hydroxyurea
treatment prior to imatinib was accepted), carried out in
NIHBT. All patients received 400 mg imatinib daily as
starting dose. The study has been carried out in 121 CML
patients treated in NIHBT with imatinib from 2010 to
2014.

We investigated clinical and laboratorial parameters,
including age, sex, splenomegaly, Sokal score, ECOG
performance status, imatinib treatment starting time
from diagnosis, hemoglobin, WBC, platelet count, LDH,
uric acid, Philadelphia (Ph) chromosome, BCR-ABL?210,
cytogenetic and molecular response levels, and l-year,
2-year and 3-year survivals, including overall survival
(OS) and progression-free survival (PFS). As the study
has started since 2010, the term complete molecular response
(CMR) was still in use instead of more updated terms such
as molecularly undetectable leukemia or deep molecular response
(DMR) etc.

Parameters included in Sokal index were: (1) age
of patient at presentation, (2) spleen size below the left
costal margin, (5) peripheral blood blast percentage and
(4) platelet count. A patient is categorized as low-risk if
Sokal index < 0.8, intermediate-risk if Sokal index is 0.8 —
1.2, and high-risk if Sokal index > 1.2. Sokal index was

calculated according to the following formula [3].

Sokal index = exp[0.116 (age — 43.4)] + 0.0345 (spleen
size — 7.51) + 0.188[ (platelets/700) 2 — 0.563] + 0.0887
(% blasts — 2.1).

We analyzed parameters using IBM SPSS statistics
Version.19. The OS and PFS were plotted with log-rank

test and Kaplan—Meier survival curves.
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PesynabraTsr Results

Patients characteristics
Characteristics of CML patients before imatinib treatment
are presented in the table 1.

Xapaktepumctmkm 60nbHbIX
XapaKTePI/ICTI/IKa 6OJII)HI)IX A0 Ha4daJia JIedyeHUusI MMaTuHU-
6OM npeacraBJji€eHa B TB.6]I. 1.

Tabnuua 1. [lemorpaduueckas v knHUKo-1060pATOPHAR XAPAKTEPU- Table 1. Baseline parameters at the diagnosis (n = 121)

CTMKQ NAUMEHTOB [O HAYANa Tepanmm UMATUHUOOM

Mokasarensb BonbHbie Cpeanee = CO Parameters Patients Mean % SD
n % | %
Bospacr 46,5+ 159 Age 46,5+ 159
po 60 net 88 72,7 <60 88 727
crapwe 60 net 33 27,3 > 60 33 27.3
Mon Sex
Mysxckoit 70 57,9 Male 70 57.9
KeHckuit 51 421 Female 51 421
Cnnexomerans Splenomegaly
< 10 cm Hixe kpas 23 19,0 < 10 cm below the left 23 19
nesoro pebpa costal margin
> 10 cm Huxe Kpas 98 81,0 > 10 cm below the left 98 81
nesoro pebpa costal margin
Craryc no wkane ECOG ECOG performance status
01 120 99,2 0—1 120 99.2
2—-4 1 0,08 2—4 1 0.08
Puck no wkane Sokal Sokal score
Huakuit 6 5,0 Low 6 5
YmepeHHsiit 43 35,5 Intermediate 43 355
Buicokmit 72 59,5 High 72 50.5
Bpems oT ycTaHOBREHMS AMATHO3a A0 HAHAMA NEYEHUS MMATUHUOOM Imatinib freatment starfing time from diagnosis
<6 mec 79 65,3 < 6 months 79 65.3
6—12 mec 18 14,8 6—12 months 18 14.8
12—18 mec 10 8,3 12—18 months 10 8.3
18—24 mec 6 5,8 18—24 months 6 58
> 24 mec 7 58 > 24 months 7 58
femornobuH, r/n Q1 +36 Hemoglobin (g/1) 91 +306
Nevikouptsl, x 109/n 164+ 147 WBC (x 10°/1) 164 + 147
ToomBoumsl, x 107/ 486 + 369 Platelet (x 109/ 486 + 369
NOF, en/n 1542 + 937 LDH (U] 1542 + 937
Movuesas kmncnota, mmons,/n Uric acid (mmol/1)
Myl 379 +265 Male 379 +265
Kenuwmnsl 243+ 189 Female 243 + 189
Ph-xpomocoma 119 08,3 Ph chromosome 119 08.3
BCR-ABLP210 121 100,0 BCR-ABLP210 121 100
Tun b3a2 63 52,1 b3a?2 type 63 521
Tun b2a?2 58 479 b2a? type 58 47.9

Ph-xpomocoma — dpunanensduiickas xpomocoma; CO — cTaHgapTHOE OTKNOHEHMe.
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Yacrotsl nonHoro rematonornyeckoro otsera (M0),
nonHoro umtoreHetmyeckoro orseta (MLO)

u nonHoro monekynspHoro otseta ([TMO)

K Tperbemy mecsiny seueHnss ©MaTMHUOOM MOJHBIN rema-
tronoruveckuii orser (I1I'O) 611 nocturnyr y 117 (96,7%)
u3 121 6onbaoro. CpenHee Bpems oT Havasla mpuema nma-
tuanba no moctmxenus 111'O cocrasmio 1,22 = 1,12 mec.
[Tonnerit unrorenernueckuit orser (I1LLIO) 6611 pocturuyr
v 82 (67,8%) ns 121 6onbHoro, us nux y 31 (37,2%) pemuc-
cus ormeueHa k 6-my mecsauny u y 44 (63,7%) — x 12-my
mecsany seuenus: (puc. 1). Iloanbiit mosnexynsapusiii orBer
(ITMO) 6b11 pocturnyTy 80 (66,1%) Gonbubix, us Hux y 13
(16,5%) x 12-my mecsany, y 23 (28,9%) — x 18-my mecany, y
61,1% — Gonee uem uepes 18 mec or Havasa Tepanuu uma-
tunubom (puc. 2).

[porHoctnueckme pakTops
Bausauue [TLO u [TMO na tremnb nporpeccuu 3abosesa-
HUS MOKa3aHo OblIO paHee B psje uccuaenoBanuil [4—6].

%
70

| DOI http://dx.doi.org/10.25837 /HAT.2018.26..1..003 |

Rates of complete hematologic response (CHR),
complete cytogenetic response (CCyR)

and complete molecular response (CMR)

CHR was achieved in 96.7% patients at 3 months. Mean time
from start of imatinib to CHR is 1,22 + 1,12 months. CCyR
was achieved in 67.8% patients following imatinib treatment
(from which 37.2% had CCyR at 6 months and 53.7% had
CCyR at 12 months) (figure 1). 66.1% patients had CMR in
total (from which 16.5% had CMR at 12 months, 28.9% — at
18 months and 66.1% after > 18 months following initiating
imatinib treatment) (figure 2).

Prognostics factors

Several studies have shown the impact of CCyR and
CMR on PFS and progression rate [4—6]. In this study,

%
70

60

40+

30

20

6 mec 12 mec 18 mec > 18 mec 6 months 12 months 18 months > 18 months
PucyHrok 1. KymynatusHas 4acTOTA NONHOTO UMTOTEHETUHECKOTO OTBETA Figure 1. Cumulative CCyR rate.
y 6onbHbix XM, nonyyaslumx umatmHmb.
% %
70 701
60 - 66,1 60 - 66.1
50 50
40 401
30+ 30l
28,9 28.9
20| 20k
10k 1ok 16.5
NI s | H . . D . . .
6 mec 12 mec 18 mec > 18 mec 6 months 12 months 18 months > 18 months

PucyHok 2. KymynstsHasi 4acToTa NOHOrO MONEKYNPHOTO OTBETA Y
6onbHbix XMJ1, nonyuasLumx umatmuHm6.

Figure 2. Cumulative CMR rate.
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Tabnuua 2. OnHodaKTOPHbI AHANM3 BAMAHMS GAKTOPOB PUCKA HA

poctmxenne [TLO n NMMO

Table 2. Univariate analysis of risk factors for CCyR and CMR

®dakTop pucka Monnas Monxas Risk factor
uMTONOrMYeCcKas MoneKkynspHas
pemuccus peMuccus
OrHoleHne p OrHolenne p
LWQHCOB WaHCoB
Bospacr 2 60 nert 0,734 0,473 0,899 0,795 Age (> 60) 0.734 0.473 0.899 0.795
Mysxckoit non 0,959 0,915 0,844 0,642 Sex [Male) 0.959 0915 0.844 0.642
Cnneromeranus Splenomegaly
[> 10 cm Huxe kpas 0,270 0,045 0,472 0,119 (> 10 cm below costal 0.270 0.045 0.472 0.119
pebepHolt ayru) margin)
femornobun < 120 r/n 3,258 0,043 1,077 0,865 Hemoglobin (< 120 g/I) 3.258 0.043 1.077 0.865
Hefikouyma > 100 x 0626 |0336| 0933 |og871| |WBG[>100x 0626 | 0336| 0933 | 0871
109/n 109/1)
TpomBoumtsl > 450 x Platelet (> 450 x
10°/n 0,913 0,818 0,790 0,519 109/ 0.913 0.818 0.790 0.519
Mhpekc no wkane Sokal Sokal index
[HW3KMiA /ymeperHbit/ 0,603 0,159 0,805 0,484 (Low/Intermediate / 0.603 0.159 0.805 0.484
BLICOKMI PUCK) High risks)
Bpems o1 ycTaHos- Imatinib treatment
JIeHAR ANArHosa A 0481 0000 0569 |0000 starting fime from 0481 | 0000| 0569 | 0000
HA3HAYEHWS UMATUHM- diagnosis
6a (> 12 mec) (> 12 months)

Tabanua 3. MHOrobaKTOpHBIN GHAMM3 BAMSHKS GAKTOPOB PUCKA HA

poctmxenne [TLO 1 NMMO
nuo NMMO

OrtHowleHKe P
LaHCOB

®Dakrop pucka

OrHoleHue p
LIGHCOB

Table 3. Multivariate analysis of risk factors for CCyR and CMR

Risk factor

Bospacr 2 60 net 0,774 0,615 0,875 0,769 Age (> 60) 0774 0.615 0.875 0.769
Myxckom non 0,945 0,902 0,875 0,740 Sex (Male) 0.945 0.902 0.875 0.740
Cnneromeranus Splenomegaly

(> 10 cm Huxe kpas 0,397 0,216 0,512 0,231 (> 10 cm below costal 0.397 0.216 0.512 0.231
pebepHolt ayru) margin)

Temornobun < 120 r/n 2,590 0,148 0,913 0,853 Hemoglobin (< 120 g/I) 2.500 0.148 0913 0.853
Tedxouys > 100 x 0970 0950 1084 0872 | BC[>100x 0970 |0959| 1084 |0872
10°/n 10°/1)

ToomBounts >450x 4504 ge0s 0886 0763 | Flolelet>450x 1264|0608 0886 | 0763
109/n 10°/1)

MHpexe no wkane Sokal Sokal index

(HM3KMIA/ yMmeperHbIit/ 0,803 0,665 0,947 0,973 (Low/Intermediate / 0.803 0.665 0.947 0.973
BLICOKMI PUCK) High risks)

Bpems ot yctaHos- Imatinib freatment

NSRS A/AMHO30 A0 0158 0001 0263 001 |dortingtimefrom 0158 | 0001 | 0263 | 0018
HAZHAYEHMS MMATUHM- diagnosis

6a (> 12 mec) (> 12 months)
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PucyHok 3. Exeropras yactota soisenenms $assl akcenepaumm,/6nact-
HOro Kpu3a.

B nacrosueit pabore npoaHaJM3NpPOBaHbI KJIACCUYECKHUE
nporHoctuyeckue pakTopbl, ONpesessIolie pasindus B
sBepositHoctn poctvokenus [111O u ITMO B xponunveckoi

dbasze XMJI (taba. 2, 3).

Yacrotsl nporpeccum B pasy akcenepaumm/
6nactHoro kpusa

HOJIy‘-IeHHbIe JAaHHBbIE CBH}IeTeJIbCTByIOT O TOM, 4YTO €>XKe-
I‘OﬂHbIﬁ pI/ICK HpOFpeCCI/II/I 3&60HeBaHI/I$I HpI/I JEe4YEeHHU N
I/IMaTI/IHI/I6OM CHUMIKAeTCHd, OCO6eHHO HadYMHas C 5-1‘0 roga
neuenus (puc. 3).

BeixusaemocTs 6e3 nporpeccupoBaHms

M 06LWas BbIXMBAEMOCTb

Ananus BeDxkuBaemoctu mnokasat, uyro BBIl nna 1, 2 u
3-ro rogos cocrasasiaa 98,3, 97,5 u 94,6% coorBercTBen-

Ho, a OB — 100, 99,1 u 98% coorsercrBenno (puc. 4 u 5).
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PucyHok 4. Buxusaemocts 6e3 nporpeccrposarma (BBIM) GonbHbix
XM, nonyyaswmx mmaTuimo.
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Figure 3. Annual AP/BC rates.

we investigated impact of classical prognostic factors
associated with differences in the probability to achieve
of CCyR and CMR in CP-CML. Results of analysis are
shown in tables 2 and 3.

Accelerated phase/blast crisis (AP/BC) rates

Our data showed that the annual risk of progression seemed
to decrease over time, especially since 3 year of imatinib
treatment (figure 3).

Progression-free and overall survivals

The l-year, 2-year and 3-year PFS rates were 98.3%;
97.5% and 94.6%, respectively. The l-year, 2-year and
3-year OS rates were 100%; 99.1% and 98%, respectively
(figures 4 and 5).
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Figure 4. Progression-free survival.
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PucyHok 5. O6wias seixmsaemocts 6onbHeix XMJT, nonyuaswmx nma-
TUHNO.
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PucyHok 6. BuxvsaemocTs 6e3 nporpeccuposanms (BBIM) B sasmcu-
MOCTM OT MHOekca no wkane Sokal.

BBI 1 nporHoctdeckme ¢pakTopb

WNupexe no mkane Sokal ssasncs menee snauumpim npo-
HOCTMYECKUM (DAKTOPOM, YeM MpPUMeHeHHe MMAaTHHHUOa
B KauyecTBe Npernapara MepBoil JUHUU JedeHUs GONbHBIX
XMJT (p > 0,05). Kpome toro, goctrxenne I111O k 6-my
MECSILLY TEPATMU HE SIBJSJIOCH CTATUCTUYECKH 3HAYUMBIM
nporuocTudeckum (akTopom 06e3pelnuMBHOrO TeYeHUs!
sabonesanus (puc. 6 u7).

[To6oyHbie 3¢pPpexTbi

Bosnbhble xopoiio nepeHocuiu JedeHue MMaTUHUOGOM B
nose 400 mr/cyT. IToGounsle remaronornueckue apdexTo
JIETKOIi CTeNeHU BbIPa’KeHHOCTH OTMEUEHbl B TeueHue 1-ro
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Figure 5. Overall survival.
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Figure 6. PFS by Sokal index.

PFS according to prognostic factors

The analysis showed how established risk models such as
the Sokal index in CML has become less relevant since
imatinib treatment was introduced as 1I¢t line therapy (p
> 0.05). Also, our data showed that the level of CCyR
at 6 months was not a significant prognostic factor for
freedom from progression (figures 6 and 7).

Adverse effects

In our study, imatinib was well tolerated at a daily dose of
400 mg. The adverse effects were mild: 1st and 274 grades
anemia, granulocytopenia and thrombocytopenia were
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PucyHok 7. Bexusaemocts 6e3 nporpeccuposaris (BBM) npu MLO y
6onbHbix XMJ1, nonyyasLumx nevere matTuHrbOMm.

ropa nabmopenus: y 17 (14%) Gonbubix B Buse anemuu
1—2-i1 crenenn, y 27 (22,3%) — rpanynouunronenun, y 29
(23,9%) — tpombonuronenuu. Vs nHeremaronoruueckux
noGOYHBIX SIBJEHUN BCTpeYaJuCh MepUOpPOUTAIbHbBIE
orexkn — y 35 (28,9%) GosnbHbix, TomHOTa M pBOTa — Yy 21
(17,3%), nosbllleHMe AKTUBHOCTH MEYEHOYHBIX (PepMeH-
toB — y 12 (9,9%), coins — y 18 (14,9%), 6oab B mprnax
u cycraBax — y 24 (19,8%), cynoporu — y 8 (6,6%) 6051b-
HbIX (Taba. 4).

OGcyxpaenne

Cpennuii Bospact Goapnbix XMJI B nannom nccrenosa-
HHUU 6I)IJI HMOKE, YemM B CTpaHax 3a1‘IaILa, 4TO OoTpaxxaer
BO3pAaCTHOE pacnpejeseHue HacesneHus Bo Beetname. Io-
nobHast TeHaeHLMS peobasanHus Gojiee MOJIOABIX OOIb-

Tabnuua 4. Hacrota Bo3HMKHOBEHMS NOGOUHbIX 3bdekTos

BonbHble

Mo6ouHbiit 3 ekt

4]

fematonornyeckrie nobouHsie 3bdexTs
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Figure 7. PFS of imatinib-treated CML by CCyR.

found in 14%, 22.3% and 23.9% patients, respectively.
Most adverse effects occurred early in treatment. The most
commonly reported adverse effects in 1+ year of follow-up
were periorbital edema, nausea, musculoskeletal pain, and

rash (table 4).

Disscusion

Our data showed that the mean age of Vietnamese CML
patients is much lower than that seen in Western countries,
which may reflect the age distribution of this country.
This trend was supported by several studies from Asian

Table 4. Rate of adverse effects

Patients

N

Adverse effect

Hematologic adverse effects

Anemust 17 14,0 Anemia 17 14.0
[pamynousToneHus 27 22,3 Granulocytopenia 27 22.3
TpombouyTonerms 29 23,9 Thrombocytopenia 29 23.9

Herematonornueckye nobouHsie apdexTs

Non-hematologic adverse effects

MepropbuTansHbiit otek 35 28,9 Periorbital edema 35 28.9
Bonb B mbiuLaX 1 cycTaBax 24 19,8 Musculoskeletal pain 24 19.8
Psota 1 TowHoTa 21 17,4 Vomiting and nausea 21 17.4
Chuinb 18 14,9 Rash 18 14.9
Cynoporv v mranrs 8 6,6 Cramp and myalgia 8 0.6
[NoBbILLEHYVIE AKTUBHOCTU NEYEHOUHbBIX PEPMEHTOB 12 99 Elevated liver enzymes 12 Q.9
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HBIX OTMEYEHA U B APYTUX UCCJIEOBAHMSIX, BBIIIOTHEHHBIX
B a3MAaTCKUX CTPAHAX, I/le BO3PACT OOTBHBIX COCTABJISI OT
40 no 45 ner [2, 7—9]. Ilpu aTom B GoablIMHCTBE UCCIERO-
BAHUI, IPOBEAEHHBIX CPeAr 6ombabix XMJI kak B Asun,
TaK M B 3alajHbIX CTpaHaxX, mpeobsiaaanu my>x4uHsl [1,
2, 7—10, 11]. Xapakrepnas tpancaokauus t(9;22) nabmro-
nanace y 98,3% GoabHBIX, YTO KOPPENUPYET C pe3yJibTa-
TaMM MCCJIEJOBAHUI APYTUX ABTOPOB, COMIACHO KOTOPBIM
t(9;22) ormeuena 6osee yem y 90% Gonpupix XMJI B xpo-
nuveckoil dase [8, 10, 12]. Takum obpasom, boabmmHCT-
BO GOJIBHBIX B Pa3BUBAIOIIMXCSl CTPAHAX MOCTYMAKOT A5
JIeYeHH s HA MO3IHUX CTAAUSIX 3a00JIeBAHUSI, KOIla B KJIH-
HUYECKOH KapTUHe OTMeuaeTcs OoJiblloe pazHOObpasue
cumnromos (aHemus, cryieHomeranus), getikonuros (164 =
147 x 109/m), rpomboruros (486 + 369 x 109/n1), nosbiue-
nue axtusHoctu JIA' (1542 = 937 en/n). Bonpmuncrso
TaKUX OOJIBHBIX OTHOCUTCSI K IPYTINE BBICOKOIO PUCKA MPU
oleHKe nporuoctuyeckux dpaxropos mno mxasae Sokal.

Mer nanm, uro kymyasitusabie yacrorst [TLHO u [TMO
y BCeX OOJIBHBIX, MOJLyYaBLINX Je4eHne UMATUHUOOM, moC-
TOSTHHO BO3PACTaJIU, YTO COMVIACYETCS C MPEABAPUTEIbHBIM
HCC/IEIOBAHNEM B paMKaX KJIMHUYECKUX HCCIIEAOBAHUN
IRIS [13], peaysabrarbl KOTOPBIX CBUAETENBCTBYIOT O MOBBI-
wenun yacrorel [IMO ¢ Treuennem spemenn. Kpome rtoro,
OTMeYeHa TEHAECHUMS K CHUYKEHUIO 9aCTOThI IPOrPECCUM B
¢dasy axcesepauuu u GJIACTHOrO KpH3a MOCJE 3 JIET Jlede-
HUSI UMaTMHMOOM: 4acToTa BblsBJIeHMs a3 aKceaepaluu
u GaacTHOro Kpusa pocrurana makcumyma B 5,6% na 3-i
rOJ JIEYeHUSI W BIOCJIEACTBUU CHMYKasaachk no 2,2%. Ycra-
nossieno, uro [I11O k 6-my mecsiy repanuu sBasiercs
CYILIeCTBEHHbIM IpOrHocTudeckum axktopom Geapenu-
JUBHOI'O TEYEHUs], YTO HEOOXOMAMMO AJsI AOCTUYKEHUS OIl-
THMaJIBHOTO OTBETAa B COOTBETCTBUM C PEKOMEHIALUSIMU
European LeukemiaNet [1]. B nannom uccaenosanuu 6o-
nee yem y Tpetu 60onbubix [1LLO 6611 nocTurnyT k 6-my me-
CSLLy TEpanuu, PU 9TOM JAHHBIN I0KA3aTeNb He SIBJISIICS
3HAYMMBIM TMPOTHOCTHYECKUM (haKTOpOM Ge3peruanBHOM
BBIDKMBAEMOCTU. OTO MOXET ObITh CBSIBAHO C HEOOJBIIMM
9KCI0M OOJBHBIX MJIM, YTO GoJslee BEPOSITHO, ¢ HEOCTATOY-
HO HPOJIOJKUTEbHBIM MepuofioMm Habsopenus. Y 6oJib-
ubix XMJI, nonyvasmmx UMATUHUO, 3-IeTHUE TTOKA3aTeTU
OB u BBIT cocrasuau 98 1 94,6% coorBercrBeHHO.

CxopHble nokasarean ObLIM MOJLyYEHbI B PSfie AaHAJIO-
ruynbix uccaenosanuii. [lo ganusim Druker et al. [14] u
Hochhaus et al. [15], wacrora 5-meTHeil BEXUBaeMOCTU
cocrasasiia 90—95%.

Hecmotpss Ha To uto peaysnbraTsl ogHOdaKTOPHOrO
aHaJIM3a MOJLyYeHHBIX HAMM JaHHBIX YKa3bIlBAIOT HA BJIU-
SIHUe CTJIEHOMEraJuy Ha BEPOSTHOCTDb JOCTUI>KEHUS 6O b-
upimu 11O, conocraBienne sTux maHHBIX ¢ pe3yJbra-
TaMy MHOrOQaKTOPHOIO aHAJIN3A BBISIBJISIET TOJIBKO OLHY
KOPPEJISILMOHHYI0 3aBUCHUMOCTb — MEX/AY MPOIOJIIKHU-
TeJbHOCTHIO NEPUO/A OT YCTAHOBJIEHUsl JUAarHO3a 0 Ha-
yana jedenus, ¢ ogHoi croponsl, u I111O (orHOomeHune
wancos 0,168; p = 0,001) u [IMO (orHomenue mwancos
0,263; p = 0,018), ¢ npyroii.
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developing countries, where the age of CML patients were
lower and usually ranged from 40 to 45 [2, 7—9]. On the
other hand, regarding gender distribution, majority studies
in Asia have concluded that there was a male predominance
in CML, which was consistent with Western authors [1,
2, 7—10, 11]. Typical t(9;22) was seen in 98.3% patients.
This result also was consistent with some other Asian
authors showing that t(9;22) was seen in more 90% CP-
CML patients [8, 10, 12]. Finally, as usually seen in a
developing country, most of patients were admitted rather
late, thus presented with a full range of clinical symptoms
(anemia, splenomegaly), leukocytosis (164 = 147 x 109/1),
increased platelet count (486 + 369 x 109/1), elevated LDH
(1542 = 937 U/l). As consequences, majority of patients
were categorized as high-risk according to prognostic
assessment tool such as Sokal scoring system.

In this study, the cumulative CCyR and CMR rates
were increased steadily for all CML patients treated with
imatinib. Our data was consistent with a substudy of IRIS
trial, the result of which showed that rate of CMR increased
over time [13]. As a result, our data showed a trend of
declining rate of progression into AP/BC phases after
3 years of imatinib treatment (AP/BC rates were at pick of
5.5% in the 3 year then dropped to 2.2% afterward).

The level of CCyR at 6 months was shown to be an
important prognostic factor for freedom from progression
and required for optimal response as according to ELN
2013 recommendation [1]. In this study more than 1/3 of
all patients have reached CCyR at 6 months. However, our
data showed that the level of CCyR at 6 months was not a
significant prognostic factor for freedom from progression.
The explanation may be a limited patients’ number, or more
likely due to short time of observation.

Our data showed the high PFS and OS for imatinib-
treated CML patients (the 3-year PFS and OS rates were
94.6% and 98%, respectively). Several other clinical
trials of CP-CML patients showed similar pattern of
survival. According to Druker et al. [14] and Hochhaus
et al. [156], 5-year survival rates were approximately
90% and up to 95%.

In this study, although univariate analysis still showed
the impact of splenomegaly on the probability of patients
reaching CCyR, when combined with multivariate analysis
there was only a correlation between the time interval (from
CML diagnosis to initiating imatinib treatment) and both
complete cytogenetic (OR = 0.158; p = 0.001) and molecular
(OR = 0.263; p = 0.018) responses. Thus, the analysis
demonstrates how imatinib has minimized the prognostic
impact of previously established prognostic factors in
CML, such as older age, leukocytosis, thrombocytosis
and splenomegaly. In fact, some authors have concluded
that while classical pretreatment prognostic factors lost
its impact, imatinib-associated prognostic factors such as
CCyR or deep molecular response (DMR) have gained
their role in assessment of long-term prognosis (OS or

PFS) [11, 16].



Takum oOpaszom, nosy4YeHHbIE pPe3yJIbTAThl MOKAa3bl-
BAlOT, YTO MMATUHMO yMEHBIIAET 3HAYUMOCTb paHee
YCTaHOBJEHHBIX NporHoctTuveckux akropos XMJI —
HOYKMJIOTO BO3PACTa, JEHKOLUTO3a, TpPoMbouuTO3a U
CIJIEHOMeraauu. OTO COMIACYETCS C JaHHBIMU PSAAA aBTO-
POB, CBUETENbCTBYIOLIMMU, YTO BbISIBJIEHHBIE /10 JIE€YeHUsI
KJlacCUYecKue MporHoctudeckue (akTOpbl TEPSIOT CBOE
3HAYEHME, B TO BPEMsl KaK [OCTH KEHUE ITPU JIEUEHU U MMa-
tunnbom IO u [TMO pna gnurenshoro nporuosa (OB
u BPB) cranosurcs Bece 6osee cymecrsennnim [11, 16].

Ouenka cocrosus 6obHbIX 1o mKase pucka Sokal ne-
pen JleueHrem BbISIBUIIA, 4TO 60abMHCTBO U3 121 GonbHbIx
OTHOCHJIMCH K IPYIIamM BBICOKOTO M YMEPEHHOIO PUCKA —
72 (69,5%) u 43 (35,5%) coorsercrBenHo, u Toasko 6 (5%)
GOsIbHBIX OBLIM OTHECEHBI K IPyIle HUZKOTO PHUCKa. DTOT
(baKT MOKHO CBSI3aTh C MO3AHEN MMATHOCTHUKOM 3abojeBa-
HUS U3-3a TIO3[IHETrO OOpalleHus MALUEHTOB, YTO YXyALIaeT
nporaod npu XMJI. Mccnenosanue BavusHus yposHs pu-
cka no mkaje Sokal Ha BeDKMBaeMoCTh GONBHBIX TTOKA3aJI0,
gro, xorst OB u BBII B ka>knoit nporuocrryeckoit rpymme
HECKOJIBKO OTVIMYAIOTCS OT 3HAYEHUH, TIOJLy YeHHBIX [0 KPH-
BbiM BbDKuBaemoctn Kannana—Meitepa, atn pasnuuns
HeJIb3s1 IPUBHATH 3HAYMMBIMHU, IOcKoabKY p > 0,05 kak ns
BDBIT, rak u nna OB. Ilonyuennsie Hamu nannble cornacy-
1oTCs ¢ peaysbratamu uccienosanust Kantarjian et al. [11],
COIVIACHO KOTOPBIM CHCTEMA OLIEHKH prcKa 1o mkase Sokal
YTPadnBaeT CBOIO MPOrHOCTHYECKYIO 3HAYMMOCTD B OIOXY
Tepanuyu UHrMOUTOPaMU TUPO3UHKHUHASBI.

CornacHo HalIUMM JaHHBIM, IPUEM UMATUHUOA B f03e
400 mr/cyT xopowo nepenocurcs. ['emaTosornyeckue no-
6ounbie oddexThl GBITM BHIPA’KEHBI B JETKOH CTeNeHU U
OTMEeYaJIMCh TOJbKO Ha 1-m rogy npuema npenapara: y 17
(14%) GoapubIX B Buge anemuu l-ii u 2-it crenenu, y 27
(22,3%) — rpanynouuronenuu,y 29 (23,9%) GonpHbix —
Tpombonuronenuu. Vs neremaronornyecknx nobouHbIx
SBJIEHUH CJIe/lyeT OTMETUTb: MePUOPOUTAIbHBIE OTEKHU Y
35 (28,9%) 6oabubIX, TowHOTY M pBoty — y 21 (17,3%),
HOBBIIEHNE AKTUBHOCTH MEYEeHOYHBIX (pepmeHTOoB — y 12
(9,9%), cons — y 18 (14,9%), Gonp B mblIax u cycra-
Bax — y 24 (19,8%), cynoporu — y 8 (6,6%) GonbubIx.
B nopnasnsiomem uuncie ciayuaes nobounbie addexTs
ObLIM BbIPa’keHbl HE3HAYMTEJIBHO U TMOAJABAJIUCH Jede-
HUIO, B CBSI3U C YeM CHUIKEHMS /03bl/IpeKpalleHus Te-
panuu umMaTMHUOOM He TpeboBaIoCh. OTHU PE3yJIbTATHI
KOppPeJMpPYIT ¢ AaHHbIMU MeKayHapOoaHOro paHIOMU-
aupoBannoro uccienosanus (International Randomized
Study of Interferon and STI571 — IRIS), a peayabraTst
6-7eTHEro KaTaMHECTHUYECKOTO HAOJIOMeHUs TMOKa3aJHu,
4To nobounbie 3¢ddeKTh CTaau MPUYNHON MPeKpalleHus
npuema umatuHuba Tosbko y 5% Goasubix [14, 15].

B psine nccnenosanuii ycranosseHo, 4to nobounste ad-
dbeKThl B GOJIBIIMHCTBE C/lyvaeB Pa3BUBAIOTCS HAa PAHHUX
CTaMAX JeYeHUS U UMEIOT TEH/IEHIINIO K CHUIKEHUIO BbIpa-
>KEHHOCTH B IMHAMMKe Ha 2-m roay Jeuenus [14, 15, 17, 18].

HabGnopasmasca npu jedeHUM MMaTUHUOOM TeH-
AEHLMS K YMEHBIIEHUIO TSKEJIbIX MOOOYHBIX 9 PeKTOB,
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In this study, we have used Sokal index scoring system
on imatinib-treated CP-CML patients. Our data showed
that out of 121 patients, the majority was categorized
as high-risk group by Sokal scores (the percentage of
patients belonged to low, intermediate and high-risk
categories for Sokal scores were 5%, 35.5% and 59.5%,
respectively). This fact may reflect the country’s specific
situation when patients have been diagnosed rather late,
thus the majority belonged to high-risk group. We have
investigated the impact of Sokal scores on survival of the
patients. The result showed that although the PFS and OS
of each prognostic group were somehow different as by
Kaplan—Meier survival curves, these differences were
not significant with p > 0.05 for both PFS and OS. Our
data was consistent with other authors such as Kantarjian
etal. [11], according to whom the significance of the Sokal
risk assessment system was lost its prognostic impact in
the era of TKIs therapy:.

Our data showed that imatinib was well tolerated at a
daily dose of 400 mg. The adverse effects were mild: 1st and
2nd grades anemia, granulocytopenia and thrombocytopenia
were found in 14%, 22.3% and 23.9% patients, respectively.
Most adverse effects occurred early in treatment. The most
commonly reported adverse effects in 1= year of follow-up
of newly diagnosed CML patients treated with imatinib
were periorbital edema, nausea, musculoskeletal pain,
and rash. We have found out that most adverse effects
were mild and manageable; none of our patients had to
discontinue imatinib treatment so far. The IRIS trial’s
authors have come to the conclusion that imatinib has been
well tolerated and 6-year follow-up showed that only 5% of
patients have discontinued treatment because of the adverse
effects [14, 15]. Several authors also have mentioned that
majority of adverse events occurred early during therapy
course and there was a trend of decrease from 2rd year
of imatinib treatment afterward [14, 15, 17, 18]. For
the most troublesome adverse effects, myelosuppression
(which lead to hematologic adverse events such as anemia,
granulocytopenia and thrombocytopenia), the explanation
for the trend of decline of these effects was that during the
course of therapy, imatinib effectively reduced the number
of Philadelphia positive stem cells (which considered
to be responsible for hematopoiesis in chronic phase of
CML), thus from the 2d or 3 year of treatment, normal
hematopoietic cells became predominant and therefore
normal hematopoiesis was able to regenerate [19, 20].
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TaKMX KaK MHEJOCYIPeCCHs], IPUBOASIIIAS K PABBUTHIO
aHEMUHM, IPAHYJIOLUTONEHUU U TPOMOOLMTONEHNH, CBSI-
3aHa C TeM, YTO Ipelapar CHUKaeT KOJIUIECTBO CTBOJIO-
Bbix Ph+ ksetok, uro onpenensier ocobennoctu remorno-
aza npu XMJI B xponuueckoit dase, Bciencrsue vero
co 2-ro uam 3-ro roja JIeYeHUsl KJIETKU C HOPMAaJbHBIM
reMOII0930M CTAHOBSITCSI JOMUHUPYIOLMMH, YTO SIBJISI-
€TCsl IPEAITOCHIIKON [JIsI BOCCTAHOBJIEHUSI HOPMaJbHOIO
remomnoaaza [19, 20].

BriBoan:

Takum obpasom, nosyueHHble Hamu gaHHble 10 d¢dex-
TUBHOCTU JiedeHUst umatuHuoom 6oapabix X MJI Bo Brer-
HaMme COOTBETCTBYIOT Pe3YJIbTATAM MEXXYHAPOIHBIX HC-
cnepoBaHmuit o Takum nokasarensm, kak [1LIO u [TMO,
OB wu BBII. Ilokasano, 4ro npumeHeHue umaTuHUOA
HUBEJIVPYET BJMSHHUE KJIACCUYECKUX MPOrHOCTHMYECKUX
dbakTopoB u Tpebyer pa3paboTKM HOBBIX MOAXONOB K
oueHke pucka s 6oabubix X MJL.
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Conclusion

In conclusion, the results of our study showed the
effectiveness of imatinib treatment in Vietnamese CML
patients and our results were similar to what reported from
international studies, assessed by measurable parameters
such as CCyR, CMR, OS, PFS. This study also highlighted
that the impact of classical prognostic factors has been
minimized with imatinib treatment and there is a need to
develop new risk assessment tools for CML in TKIs era.
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Kommenrapuii pepaxkuynn
Ilpu ananuse pesysnbTaToB Tepanuu umaTuHUOGOM Obpa-
maet Ha cebs BHumanue Bospact Goabubix XMJI (menu-
aHa Bospacra 46,5 rosa), KOTOpbI 3HAYUTESHLHO MEHbLIIE,
4em B €eBpONEHCKMX cTpaHax (menmana Bospacta 55 mer).
OpnHako aBTOPBI CHIPaBEJIMBO OTMEYAIOT, YTO TEHAEHLUS
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B nosaHeil xponuveckoil dase, T. e. uepes 12 mec nocue
YCTaHOBJIEHUSs [UarHo3a. BepositHo, aTo 6bL10 OHUM U3
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YHUTEJbHY 0 YaCTOTY OOJIBHBIX C BBICOKOM IPyMNION pUCKa
no wkaue Sokal u orcyrerBue Bzanmocsssu Hebaaronpu-
ATHBIX (PAKTOPOB PUCKA [0 HA4Yasa TEPANUU U YACTOTBI
AOCTH>KEHMS] TOJHBIX LUTOIEHETUYECKUX U MOJIEKYJISIP-
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Editorial Note
Notably, the mean age of CML patients treated in this
study (46.5 years) was significantly lower than that in
the European countries (55 years). As the authors point
out, this tendency towards younger age of CML patients
(a mean of 40—45 years) has been also observed in other
Asian countries. Twenty-three patients (20%) enrolled in
the study started imatinib treatment in the late chronic
phase of the disease (12 months after diagnosis or later),
which probably contributed to the high proportion of
patients with a high Sokal risk score and the low predictive
value of risk factors at baseline as regards to attainment
of Cornplete cytogenic or complete molecular response.
Treatment with imatinib at a daily dose of 400 mg without
dose escalations to 600-800 mg in case of suboptimal
response, while not a standard practice, yielded good
results in overall and progression-free survival and was
well tolerated.
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