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Tom tat

Xa thy (Myelofibrosis: MF) la m&t bénh ly tang sinh tiy man tinh dac trung bdi lach to, cac triéu ching toan than va xo hda
ty xuang, thudng lién quan dén réi loan con dudng tin hiéu JAK/STAT. Cac dét bién JAK2 V617F, CALR, MPL va céc bién
thé gen dong tly khac déng vai trd quan trong trong sinh bénh hoc, chan doan va tién lugng MF. Viéc chan doan chinh
Xac va phan nhém nguy cd la rat quan trong dé Iua chon phuong phap diéu tri phu hop. Ghép té bao géc tao mau déng
loai (Hematopoietic Stem Cell Transplantation: HSCT) dugc uu tién cho ngusi bénh nguy cg cao/rat cao, trong khi cac
thuéc Uc ché JAK la nén tang diéu tri cho ngusi bénh cé triéu ching khéng du diéu kién ghép, nham cai thién lach to, triéu
chiing toan than va nang cao chét lugng cudc séng. Ruxolitinib, thudc tic ché JAK1/2 dau tién dudc FDA chap thuan, da
chiing minh hiéu qua giam kich thudc lach va cai thién triéu chiing dang ké trong céc thir nghiém COMFORT-I va
COMFORT-II, kéo dai th&i gian s6ng con va séng thém khéng tién trién bénh, mac du khéng lam giam nguy co chuyén
dang bach cau cap. Cac tac dung phu phd bién Ia thiéu mau va giam tiéu cau, thudng kiém soat dugc béng diéu chinh liéu.
Fedratinib, thuéc tic ché chon loc JAK2, dugc phé duyét cho ngusi bénh that bai/khéng dung nap ruxolitinib, ciing cho
thay hiéu qua trong viéc giam kich thudc lach va cai thién triéu chiing bénh trong cac nghién ciru JAKARTA. Pacritinib, Uc
ché chon loc JAK2/FLT3, d&c biét hitu ich cho ngusi bénh cé sé lugng tiéu cau thap (<50x1079/L) ma khéng lam nang
thém tinh trang giam tiéu cau. Momelotinib, tc ché JAK1/2 va ACVRI, cé thém Igi ich cai thién thiéu mau do diéu hoa
hepcidin. Méi thuéc tic ché JAK c6 dich tac dong va hd sc an toan khac nhau, gidp cé thé hoa diéu tri. Tuy nhién, cac thudc
Uic ché JAK hién tai chua cho thay kha ndng dao ngudc xa héa tly hay dat dudc dap (ing hoan toan/mét phan & muc do
phan t, cling nhu chua thay déi dang ké dién tién tu nhién ctia bénh. Mac du cac thudc Gc ché JAK da cai thién dang ké
chat lugng cudc séng cho ngudi bénh, van con nhu cau 6n cho céc liéu phap mdi co kha nang kiém soat bénh sau hon va
thay ddi dién tién tu nhién clia bénh.

Tl khoa: x3 tly; tang sinh tay; thudc Uc ché JAK; ghép té bao gbc tao mau; dot bién gen; tién lugng

Ngay nhan bai: 18-07-2025 / Ngay chap nhan dang bai: 31-08-2025 / Ngay dang bai: 08-09-2025
*Tac gia lién hé: Phan Thi Xinh. Bénh vién Truyén mau Huyét hoc, Thanh ph6 HO Chi Minh, Viét Nam. E-mail: bsphanthixinh@ump.edu.vn
© 2025 Ban quyén thudc vé Tap chi Y hoc Thanh phd H6 Chi Minh.

https://www.tapchiyhoctphcm.vn 1



Tap chi Y hoc Thanh phé H6 Chi Minh * Tdp 28 * S6 9* 2025

Abstract

MYELOFIBROSIS: CURRENT MANAGEMENT AND THERAPEUTIC
STRATEGIES

Huynh Thien Ngon, Phan Thi Xinh

Myelofibrosis (MF) is a chronic myeloproliferative neoplasm characterized by splenomegaly, constitutional symptoms,
and bone marrow fibrosis, frequently associated with aberrant JAK/STAT pathway signaling. Mutations in JAK2 V617F,
CALR, MPL, and other myeloid-associated gene variants play crucial roles in MF pathogenesis, diagnosis, and
prognosis. Accurate diagnosis and risk stratification are paramount for guiding treatment decisions. HSCT is preferred
for high-risk patients, while JAKis form the backbone of therapy for symptomatic, transplant-ineligible patients, aiming
to ameliorate splenomegaly, constitutional symptoms, and improve quality of life. Ruxolitinib, the first FDA-approved
JAK1/2 inhibitor, demonstrated significant reductions in spleen size and symptom burden in the COMFORT-I and
COMFORT-II trials, extending overall and progression-free survival, though not consistently reducing leukemic
transformation risk. Common adverse events include anemia and thrombocytopenia, typically manageable with dose
adjustments. Fedratinib, a selective JAK2 inhibitor, approved for ruxolitinib-failure/intolerance, also shows efficacy in
splenic and symptom responses in JAKARTA studies. Pacritinib, selectively targeting JAK2/FLT3, is particularly
beneficial for patients with severe thrombocytopenia (<50x10"9/L) without exacerbating platelet counts. Momelotinib,
a JAK1/2 and ACVR1 inhibitor, offers additional benefits in ameliorating anemia by modulating hepcidin. Each JAKi
possesses distinct targets and safety profiles, allowing for personalized treatment approaches. However, current JAKi
have not consistently demonstrated the ability to reverse bone marrow fibrosis or achieve deep molecular or complete
responses, nor have they significantly altered the natural history of the disease. While JAKis have markedly improved
patient quality of life, there remains a significant unmet need for novel therapies capable of deeper disease control and
natural history modification.

Keywords: myelofibrosis; myeloproliferative neoplasms; JAK inhibitors; hematopoietic stem cell transplantation; gene
mutations; prognosis

1. b AT V A’N .DE‘ ra sy tang sinh dong tuly, tang xo hoa trong tily xuong va tao
mau ngoai ty. Khoang 60-70% nguoi bénh xo tiy nguyén
phét c6 dot bién JAK V617F, 20-30% c6 dot bién CALR, va
10% c6 dot bién MPL, hoidc tinh trang “triple negative - ba

dot bién diéu khién am tinh”. Ngoai ra, khoang 80% mang

Xo tily 12 mot bénh tan sinh ting sinh tay voi dic diém
1am sang noi bt véi lach to, triéu ching toan than bao gom
mét méi, no nhanh, ngira, dau xuong, sbt, suc can, @6 md hoi

vé dém. .., sy thay ddi t& bao mau nhu giam sb luong hong thém cdc bien thé gen dong tiy. Méc di, tat ca nguoi bénh

cu, tiéu cau, bach cau hoic ting s luong tiéu cau, bach cau, x0 tly sau da hong cau déu mang ot l{ién :]AK2 va gan 50%
nguoi bénh xo tiy thir phat sau tang tiéu cau nguyén phat co
dot bién JAK2 V617F, 30% CALR, va khoang 5% dén 10%
dot bién MPL nhung tinh trang ngudi bénh co “triple
negative - ba dot bién diéu khién 4m tinh” véi cac dot bién
phdi hop nhu ASXL1, EZH2, SRSF2, IDHI/2 ciing dong vai

¢6 khuynh huéng phat trién bién chimg mach mau nhu huyét
Kkhéi, tang ap luc tinh mach cta, nhdi mau co tim, bénh dong
mach ngoai bién..., va tinh trang tang t& bao non. Sy rdi loan
con dudng tin hiéu JAK/STAT 1a d4u hidu ciia xo tiy xuong.
biéu nay cubi cung dan dén su thiéu hut té bao géc tao mau

cung véi sy ting sinh bat thuong mau tiéu cau va mét biéu
hién yéu t6 phién mid GATAI trén dong hat gay anh huong
1én sy phat trién va biét hoa cta té bao mau, dac biét la dong

hong cau va tiéu cau. Do d6, su ti€t ra cac cytokin viém gay

2 | https://www.tapchiyhoctphcm.vn

trd quan trong. Cac dot bién nay khong chi giup chan doan
ma con lién quan mat thiét t6i tién luong bénh va dap tng
diéu tri. Chan doan xo tiy nguyén phét va xo tiy sau da hong
cau hay tiang tiéu cau nguyén phat hién nay duoc thuc hién

https://doi.org/10.32895/hcjm.m.2025.09.01



Tap chi Y hoc Thanh phé H6 Chi Minh * Tdp 28 * S6 9 * 2025

dwa trén tiéu chuén phan loai quéc té ICC ndm 2022 va hé
thong phan loai WHO phién ban thir 5, thong qua danh gia
tong hop cac dic diém 1am sang va can 1am sang (Bang 1).
Viéc phan nhém nguy co dong vai tro quan trong trong quan
1y ngudi bénh xo tuy, gitp ude lugng thoi gian séng toan bo,
nguy co tién trién thanh bach cau cip, tir d6 theo ddi va lya
chon diéu tri phit hop cho timg ngudi bénh. Cac hé théng
phén ting dugc xdy dung dya trén dit liéu 1am sang, xét

nghiém huyét hoc, tily do, di truyén té bao va phén tich dot
bién gen bao gom cac hé théng phan loai DIPSS (4 nhom
gdm nguy co thdp, trung binh-1, trung binh-2 va cao),
MIPSS70+ v.2 (5 nhom bao gdm nguy co rat thap, thap,
trung binh, cao va rit cao) cho xo tiiy nguyén phat va hé
théng phan loai MYSEC-PM (4 nhém gom nguy co thap,
trung binh-1, trung binh-2, va nguy co cao) cho xo tiy sau
da hong cau nguyén phat, ting tiéu cau nguyén phat.

Bang 1. Tiéu chuan chan doan xa tlly nguyén phat va xo tiy sau da hdng cau nguyén phat va xa tily sau ting tiéu cau nguyén phat [1]

X0 tuy nguyén phat

X0 tly sau da hédng cau nguyén
phat

X3 tly sau tang tiéu cau nguyén
phat

Tiéu chi chinh (bt budc):

1. Sinh thiét tdy xuong cho thdy téng sinh va
loan san mau tiéu cau, kém theo xd hda
reticulin va/hoac collagen d6 2 hoac 3

2. Dot bién JAK2, CALR, hodc MPL hoac
bang chiing cua dét bién dong khac, hoac
loai trt xo hoa tuy phan Ung

3. Khéng dap Ung tiéu chuan chan doan ET,
PV, CML BCR: ABL1+, MDS hoac cac tan sinh
dong tuy khac

Tiéu chi chinh (bat budc):

1.Bugc chan doan PV theo tiéu
chuan ICC

2.Sinh thiét tiy xudng co x6 hoa tu
dé =2

Tiéu chi chinh (bat budc):

1.Bugc chan doan ET theo tiéu
chuan ICC

2.Sinh thiét tiy xuong c6 xa héa tu
dé =2

Tiéu chi phu (it nhat 1):

- Thiéu mau khéng do bénh ly phéi hop
- Bach cau 211 x 10°/L

- Lach to s& thay

- LDH tang trén gidi han binh thudng

- Co hinh anh leukoerythroblastosis

Tiéu chi phu (it nhat 2):

- Thiéu mau hodc can phai trich mau
dinh ky

- Hinh anh leukoerythroblastosis
trén tiéu ban mau ngoai vi

- L&ch to tién trién

- Cé triéu ching toan than tién trién

Tiéu chi phu (it nhat 2):

- Thiéu mau va Hb giam =2 g/dL

- Hinh anh leukoerythroblastosis
trén tiéu ban mau ngoai vi

- L&ch to tién trién

- Cé triéu chiing toan than tién trién

- LDH huyét thanh ting

Chién luoc diéu tri hién tai cho xo tity bao gdm liéu phap
diéu trj thiéu méau, hydroxyurea, trc ché JAK nhu ruxolitinib,
fedratinib, pacritinib va momelotinib va ghép té bao gbc
dong lodi v6i mot s6 lugng 16n cac thir nghiém 1am sang.
Viéc Iira chon céc phuong phap diéu tri pht hop cho ngudi
bénh xo tiy doi hoi co6 mot chén doan x4c dinh va phan nhém
nguy co chinh xac. Vi sy ra doi ciia nhém thude nham trang
dich, nhu thudc trc ché JAK, triéu chimg bénh cua ngudi
bénh xo tity di cai thién dédng ké bao gom triéu chimg thiéu
mau, lach to, tri¢u chirng toan than qua nhiéu nghién ctru thir
nghiém 1am sang, ciing nhu kéo dai thoi gian song con, thoi

gian song khong tién trién bénh.

2. TIEP CAN QUANLY VA BIEU TR
X0 TUY

Muc tiéu chinh trong diéu tri xo tiy 1a lam giam kich
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thudc lach, cai thién céc triéu ching 1am sang nhu thiéu
mau, cac biéu hién toan than va kéo dai thoi gian sdng con
toan bo [1].

Chién lugc diéu tri hién nay chu yéu dya trén hé thong
phan tang nguy co, st dung cac thang diém nhu DIPSS,
MIPSS 70+ ver2.0 dbi v6i xo tuy nguyén phat va MYSEC
ddi véi xo tity thir phat sau ting hong cau hogc ting tiéu
ciu tién phat. Nhin chung, cach tiép can diéu tri khong ¢
su khac biét gitra xo tily nguyén phat va thir phat (Hinh 1).

Ghép té bao gbc tao mau dong loai nén duoc xem xét
ngay tir thoi diém chin doan va déy 1a phuong phéap diéu
tri duy nhit c6 kha ning chita khoi bénh. Tuy nhién, it nhét
30% nguoi bénh tir vong hodc xay ra bién chirng ning trong
qua trinh ghép (nhu bénh manh ghép chdng chu) bat ké
phac d6 diéu kién hoa dugc sir dung. Hon nita, viéc chi dinh
ghép can dua trén nhiéu yéu t6 nhu tinh trang toan than,

bénh 1y kém theo va c6 ngudi cho té bao gde phi hop. Do
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0, can can nhic k¥ ludng giita nguy co lién quan dén ghép

va tién lugng sdng néu khong tién hanh ghép [3].

PMF tién xo’, PMF toan phat, MF hau ET, MF hau PV

Tinh diém nguy co’ (DIPSS, MYSEC, MIPSS70+v2.0...)

¥
Nguy co’ thap hoic trung binh 1

l

Co lach to hoac triéu chirng cda xo’ tly <+

|
! }

Khong Co

B

Nguy co’ trung binh 2 hoac cao

l

Danh gia du diéu kién ghép TBG (MTSS)

|
‘ '

Khéng du diéu kién Du diéu kién

'

~» Theo doi

—> Diéu tri triéu chieng |~ Ruxolitinib

—» Thtr nghiém LS —» Fedratinib

—» Diéu tri triéu chirng

—» Thir nghiém LS

Hinh 1. Luu d6 tiép can quan ly va diéu tri xa tay [2]

Theo lwu dd tiép can diéu tri do Koschmieder S dé xut,
HSCT la lya chon vu tién cho cac nguodi bénh thudc nhom
nguy co cao hoic rit cao ciing nhu nhoém ngudi bénh nguy
co trung binh cao. Ddi v6i ngudi bénh nguy co trung binh
¢6 triéu chimg can diéu tri nhung khong du diéu kién ghép,
¢6 thé xem xét tham gia thir nghiém 1dm sang hodc diéu tri
tap trung vao cai thién triéu chiing [2].

O nhém ngudi bénh nguy co thap hodc trung binh thap
thuong khong c6 chi dinh dé ghép té bao gbc ddng loai thi
muc tiéu diu tri 1a giam nhe tridu chimg va nang cao chat
luong cude séng. Trong d6, céac thudc (rc ché JAK hién
dong vai trd chu dao trong diéu trj triéu ching va 1am giam
kich thudc lach. Mot sb thude thé hé méi nhu momelotinib
va pacritinib con cho thdy tiém ning cai thién tinh trang
thiéu mau. Tuy nhién, cac thubc ndy chua cho thiy kha
nang ddo ngugc xo hda tuy hay dat dugc dap ung hoan toan
hodc mot phan; do d6, chua duge chirmg minh c6 hiéu qua

cai thién dién tién tu nhién hodc kéo dai séng con [3].

Cubi cing, ddi v6i ngudi bénh thude nhom nguy co “rat
, . . y
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- Hb 210g/dL va TC 2 50K/uL ~ Hb < 10g/dL

—» Ruxolitinib
—» Fedratinib

—» Momelotinib

~—» Pacritinib

L -
~ TC < 50K/uL Ghép TBG (c6 thé
diéu tri trwéc ghép

—» Fedratinib bang JAKi)

—» Momelotinib (néu Hb < 10g/dL)

—» Diéu tri triéu chirng

~» Thw nghiém LS

—+ Diéu tri triéu chirng

~+ Thir nghiém LS

thap” (u6c tinh séng con 10 nam khoang 86%) hodc nhém
nguy co “thip” nhung khong co triéu ching 16 rang (udc
tinh séng con 10 nim khoang 50%), chién lugc theo ddi -
khong diéu tri dwoc xem 1a hop 1y. Cac nghién ctru hién
nay chwa ghi nhan loi ich séng con khi diéu tri & nhom
ngudi bénh nay, trong khi viée ghép té bao gbc dong loai
¢6 thé tiém 4n rui ro 16n hon loi ich. Hién nay, do chua c6
thudc diéu tri 1am thay dbi tién trién bénh nén viéc tiép can
bao ton dwoc xem 1a phu hop [3].

Ngoi ra, cac phuong phap diéu tri xo tity truyén thong
con co cac thube kich thich tao h@)ng cAu, androgen,
thalidomide,
hydroxyurea va interferon alfa-2a dang pegylated. Tuy

prednisone,  danazol, lenalidomide,

nhién, viéc st dung cac thude nay bi han ché do ti 18 dap

tmg diéu tri chi & mic trung binh va cic tac dung phu
khong dung nap dugc da khién ti 16 ngung diéu tri cao.

2.1. Thudc tic ché JAK2 trong diéu tri xo tiy
Niam 2005, dot bién hoat hoa V617F trén gen JAK?2 dugc

https://doi.org/10.32895/hcjm.m.2025.09.01
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phat hién & phan ngudi bénh méc cac tan sinh tuy dong tiy
4m tinh voi nhidm sic thé Philadelphia, m¢ ra hudng phat
trién cac thudc trc ché JAK - budc tién quan trong trong diéu
tri xo tuy nguyén phat va thir phat. Dot bién nay gay thay thé
valine bang phenylalanine tai viing pseudokinase, 1am mat
co ché diéu hoa am tinh va kich hoat lién tuc hoat tinh kinase
ctia JAK2. Mic du dugc phat trién dé nhdm vao dot bién
JAK2 V617F, céc thube trc ché JAK van c6 hidu qua & ngudi
bénh xo tuy khéng mang dot bién nay nhd kha ning trc ché
con duong truyén tin hiéu JAK-STAT lién quan dén co ché
bénh sinh [4]. Hau hét cac thudc trc ché JAK2 hién nay déu
1a thubc trc ché type 1, tic dong vao vi tri gan ATP khong
mang dot bién, co ai lyc dbi voi ca JAK2 ¢ dang khong dot
bién va dang dot bién, do d6 gay ra tac dung phu tic ché tuy
xuong do anh hudng 1én cac dong té bao tao méau binh
thuong. Ngoai ra, cac thude trc ché JAK hién nay khong chi
tac dong 1én JAK2 ma con c6 kha ning trc ché JAK1, TYK2,
FLT3 va ACVRI véi mic do khac nhau, gop phan tao nén
su khac biét vé hidu qua 1am sang ciing nhu tac dung phu
gitta cac thude. Dich tic dung cuia cac thude e ché JAK
dugc minh hoa trong Hinh 2.

cytokines @ @

Hinh 2. Cac dich tac dung cuia cac thuéc tic ché JAK2
PAC: Pacritinib; MMB: Momelotinib; FED: Fedratinib; RUX: Ruxolitinib [5]

2.2. Roxolitinib

Ruxolitinib 14 thuc trc ché JAK1/2 dudng udng, duoc
FDA phé duyét nim 2011 dé diéu tri xo tuy nguyén phét hodc
thir phat & nguodi bénh thugc nhém nguy co trung binh-2
hodc cao theo hé théng phan tang IPSS. Quyét dinh phé
duyét dya trén két qua tir hai thir nghiém pha 3 ngau nhién
¢6 dbi ching 1a COMFORT-I va COMFORT-II, cho thdy

hiéu qua ro rét trong vi€c gidm thé tich lach va cai thién triéu
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chirng toan than.

Nghién citu COMFORT-I 1a thir nghiém 1am sang pha 3
ngau nhién, c6 dbi chimg, danh gia hidu qua va d¢ an toan
ctia ruxolitinib trén 309 ngudi bénh xo tuy nguyén phat hoac
thir phat, thugc nhdm nguy co trung binh-2 hodc cao theo hé
thong phén ting IPSS, hodc c6 lach to so thdy duoc kém sb
lugng tiéu cau nén = 100x10%L. Ngudi bénh dugc phan
ngiu nhién theo ti 16 1:1 dé nhan ruxolitinib hodc gia duoc.
Két qua cho théy ruxolitinib vuot trdi rd rét so vdi gia dugc
trong cai thi¢n lam sang. Ti I€ nguoi bénh dat dap Gng giam
thé tich lach = 35% sau 24 tuin 14 41,9% & nhom ruxolitinib

so voi chi 0,7% & nhom gia dugc (p <0,001).

Song song voi COMFORT-I, nghién cau COMFORT-II
tién hanh trén 219 ngudi bénh, phan ngiu nhién theo i 1¢ 2:1
dé nhan ruxolitinib hogc nhan diéu tri hé tro, diéu tri trigu
chimg. Két qua cho thiy sau 48 tuan, 28% ngudi bénh trong
nhém ruxolitinib dat dugc ti€u chi giam thé tich lach = 35%,
trong khi khéng ¢6 nguoi bénh nao trong nhém nhén diéu tri
hd tro, diéu tri triéu ching dat dugc muc dap ung nay. Hi€u
qua trén thé tich lach duoc duy tri véi 80% nguoi bénh con
dap tmg sau thoi gian theo doi trung vi 12 thang. Phéan tich mé
rong dén 5 ndm cho thiy 53,4% timg dat dap tmg lach = 35%,
trong d6 48% van giit dugc dap tmg tai nam thir 5 [4].

Gan day, nghién ctru mé pha 3b JUMP mé rong tiép can
cho thy ruxolitinib cling mang lai hiéu qua va an toan trong
ty 0 nguoi bénh xo tuy nguy co trung binh-1 ¢ lach to so
thay dugc. Hiéu qua ndy twong dwong vi cac nhom nguy co
cao hon trong cac nghién ctru COMFORT. Hudng dan ctia
NCCN hién ciling dua ruxolitinib vao danh muyc lya chon
diéu tri cho xo tuy nguy co thip c6 triéu ching [6].

Vé tinh an toan, ruxolitinib nhin chung dugc dung nap t6t
trong thyc hanh 14m sang. Cac bién cb bt loi thuong gip
nhét 14 thiéu mau va giam tiéu cau, dic biét trong giai doan
dau diéu tri. Trong nghién ctra COMFORT-, ti 1¢ thiéu mau
d6 3-4 & nhom ruxolitinib cao hon gép doi so véi gia dugc
va ti 1& giam tiéu cau do 3-4 cao hon khoang 10 1an. Tuy
nhién, phan 16n cac biéu hién tinh trang giam s6 lugng hong
cau, tiéu cau nay co thé kiém soat dugc thong qua truyén
méu, diéu chinh hodc tam ngung lidu; rat it truong hop phai
ngung diéu tri hoan toan. Phan tich tir COMFORT-II ciing
cho thay thiéu méau 12 bién ¢b can luu ¥ (ti 1¢ 22,5% tai phan
tich cudi), song hiém khi din dén ngung thudc. Ngoai ra,
khong ghi nhan thém ddc tinh mai hoac bét thuong nao trong
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cac nghién ciru mé rong theo ddi dai han [4].

Theo cac hudng dan hién hanh, ruxolitinib nén dugc duy
tri 1au dai cho dén khi khong con hi¢u qua lam sang, xuat
hién doc tinh nghiém trong khong kiém soét dugc, tién trién
bénh, hoic bénh nhén dugc chi dinh ghép té bao gdc tao mau.
Dong thuan tir cac chuyén gia da duoc dua ra nhim xac dinh
thét bai diéu tri véi ruxolitinib va chi dinh chuyén sang liéu
phap hang hai (Hinh 3) [8]. Viéc ngimg diéu tri, néu can, phai

Khang tri nguyén phat * Khang tri thir phat**

duoc thyc hién bang cach giam liéu dan dé han ché nguy co
hoi chiing ngung ruxolitinib. Hdi chitng nay dugc mo ta boi
sur tai xuét hién nhanh chong cia lach to, giam hong cau va doi
khi 13 c4c triéu chimg biéu hién giéng tinh trang sd¢ nhiém
tring nhu: méat 6n dinh huyét dong, réi loan déng mau rai rac
trong 1ong mach, giam oxy méu va r6i loan tri giac. Do do,
viéc theo ddi sat trong giai doan giam hodc ngung thudc 13 hét
strc can thiét dé dam bao an toan cho ngudi bénh [8].

Tién trién #

Khong dung nap #

+ Khong thay doi chicu dai lach  + Mt dap tmg lach ban dau va

khi so tro vé trang thai nén
» Khong giam cac triéu ching « Mt dap tng triéu ching ban
lién quan dén lach dAu va tré vé trang thai nén
* Giam < 50% Diém MPN-
SAF HOAC duge coi la

khong thé chap nhan dugc déi

% T6t nhat nén do bang diém
MPN-SAF hodc cic phan hoi
V(‘ﬁ ngtr i bérfh ) : khéng thé chap nhén béi nguoi
*Can dieu tri toi thiéu 12 tuan bénh

o0 lieu dung nap toi da hodc >20

mg/ngay

= Bit ky doc tinh ndo xuét = Tang % blast trong tiy
xuong hoac mau ngoai vi
1én >10%

Ting chiéu dai lach 1én 25%
50 v&i ban dau khi bit dau
diéu trj

hién trong qua trinh diéu tri

khong thé chép nhan
* PLT<35x10°L 2
» Ting gAp doi ty 1é truyén

hong cAu sau 3 thang va can

it nhat 2 don vi mdi 8 tuan

# : Sau bat ky thoi gian diéu tri

#: Sau bét ky thoi gian diéu tri nao

nao

Hinh 3. Céc dinh nghia that bai diéu tri véi ruxolitinib trong thuc hanh Iam sang [8]

2.3. Fedratinib

Fedratinib 1& thudc tic ché chon loc JAK2, dugc FDA phé
duyét nim 2019 dé diéu tri xo tuy nguyén phat hodc thi phat
& ngudi bénh thudc nhém nguy co trung binh-2 hodc cao theo
IPSS, bao gdbm ca nhiing truong hop that bai hodc khong dung
nap vdi ruxolitinib. So voi ruxolitinib, fedratinib c6 ai lyc
manh hon vé6i JAK2, trc ché ca tai vi tri gin ATP va vi tri gin
co chat, ddng thoi it anh huong dén JAK 1, JAK3 hay TYK2.
Dit liéu tir cac nghién ctru 1am sang di cho thy fedratinib co
kha nang lam giam dang ké thé tich lach va cai thién triéu
chimg 1am sang, khong chi & nguoi bénh chua timg diéu tri
ruxolitinib ma ¢4 & nhimg truong hop da diéu tri trude do.
Hiéu qué va vai trd cua thude trong thyc hanh 1am sang hién
nay tiép tuc duoc cung cd qua cac nghién ctru JAKARTA,
JAKARTA?2 va FREEDOM2 [2].

Nghién ctru JAKARTA 1a mét thir nghiém pha 3, ngau
nhién, ddi chimg gia duoc, tién hanh trén 289 ngudi bénh xo
tuy nguy co trung binh-2 trd 1én chua timg diéu tri ruxolitinib.
Ngudi bénh duge phan ngau nhién theo ti 16 1:1:1 d&& nhan
fedratinib 400 mg/ngay, 500 mg/ngay hodc gia dugc trong 6
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chu ky, mdi chu ky 4 tuan. Két qué cho thy ti 1¢ dép img giam
thé tich lach = 35% tai tuan 24 dat 36% & nhom 400 mg va
40% & nhom 500 mg, so voi 1% ¢ nhom gia duoc (p <0,001).
Khoang mdt phin ba nguoi bénh dat dugc giam = 50% téng
diém triéu chimg theo MFSATF, so v6i chi 7% & nhom chimg,
Khong ghi nhan sy thay ddi dang ké trong ty 18 alen JAK2
V617F [9].

Nghién ctru JAKARTA2, mét thir nghiém pha 2, don nhénh,
danh gia hi€u qua cia fedratinib trén 97 nguoi bénh xo tuy cd
nguy co tir trung binh-1 tré 1én, da timg diéu tri ruxolitinib t5i
thiéu 14 ngay va duoc phan loai 1a khong dung nap hodc
khang thudc. Ti 1¢ dap (g giam thé tich lach = 35% tai tuin
24 dat 31% trong phan tich ¢ nhiing nguoi bénh c6 chi dinh
diéu tri. Phan tich d6 nhay cho thiy ti 16 d4p g tuong ty (30-
36%) & nhitng ngudi bénh khang ruxolitinib hodc c6 tiéu cau
nén thap (50-100x10°/L) va thiéu mau (Hb < 10 g/dL) [9].

Nghién ctru FREEDOM2, mét thir nghiém pha 3 gan day,
so sanh fedratinib voi liéu phap t6i wu & ngudi bénh xo tuy
timg diéu trj ruxolitinib. Két qua so bd dugc trinh bay tai Hoi
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nghi ASH 2023 cho théy tai tuan 35, ti 1& nguoi bénh dat giam
thé tich lach = 35% & nhom fedratinib 14 35,8%, vuot trdi so
v6i 6,0% & nhom diéu tri hd tro hogdc diéu tri tridu chimg
(p<0,0001). Ngoai ra, fedratinib ciing mang lai cai thién tri¢u
chimg ot hon (ti 16 dap ung triéu chimg = 50%: 34,1% va
16,9%, p=0,0033). Khong ghi nhan doc tinh méi nao déng ké.
Tuy nhién, ddc tinh dudng tiéu hoa van 1a bién ¢b can luu y va
viée st dung thude duoc khuyén cao la nguoi bénh can duoc
theo ddi tinh trang thiéu hut thiamine do nguy co gy bénh nio
Wernicke [9].

2.4. Pacritinib

Pacritinib 1a thudc trc ché chon loc JAK2, JAK2 V617F va
FLT3, khong tac dong 1én JAK1 nén c6 thé han ché cac tic
dung phu lién quan dén trc ché JAK 1. Ngoai ra, thudc con co
hiéu tmg khang viém b tro thong qua tic ché IRAK1 va cac
tin hi€u lién quan dén 1L-1. Hiéu qua va d6 an toan cta
pacritinib da dugc danh gid qua hai thtr nghiém pha 3,
PERSIST-1 va PERSIST-2, so sanh véi diéu tri tot nhat hién
¢6 (BAT: Best Available Therapy) bao gdm ruxolitinib hogic
nhiing liéu phap khac nhu truyén mau, hoa tri liéu hay diéu tri
hd trg trén ngudi bénh xo tuy nguyén phat hogc thir phat thudc
nhém nguy co trung binh hogc cao. Két qua cho thiy pacritinib
gitip giam = 35% thé tich lach & khoang 18-29% nguoi bénh
va giam = 50% tong diém triéu chimg theo MFSAF ¢ 25-
32% nguoi bénh, bao gdm ca nhimg trudng hop ¢6 tiéu cau
nén < 50x10%/L hoc thiéu mau ning (Hb < 10 g/dL). Dic biét,
& nhom ngudi bénh ¢6 tiéu cau < 50x10%/L, pacritinib hién 1a
thudc duy nhat cho dén nay dugc chimg minh higu qua va an
toan ma khong can diéu chinh liéu ban dau. Nhiing dit lidu nay
1a co s dé ndm 2022, FDA phé duyét pacritinib 1a diéu tri
bude mdt hoac budc hai cho xo tuy nguy co trung binh hoac
cao kém tiéu ciu < 50x10%/L. Pacritinib nhin chung duoc dung
nap tot, tic dung phu thuong gap nhét 14 tiéu chay, budn non
va mét moi, da sb & mirc d6 nhe dén trung binh va cai thién
theo thoi gian. Khong ghi nhan ting rd nguy co thiéu mau hay
giam bach cau ning, va khong can diéu chinh liéu ban dau &
nguoi bénh giam tiéu cau [10].

2.5. Momelotinib

Momelotinib 1a mét thude tc ché JAK1 va JAK2, dong
thoi co kha ning e ché ACVRI/ALK2 — mdt thy thé tham
gia diéu hoa san xuét hepcidin. Nho d6, momelotinib 1am
giam hepcidin, cai thién tinh trang thiéu méau trong céc bénh

Iy man tinh thong qua viéc tang kha niang str dung sit cho qua
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trinh tao hong cau. Dya trén nhimg dir liéu nay, FDA da phé
duyét momelotinib vao thang 9 nam 2023 cho nguoi bénh
truong thanh méc xo tuy nguyén phat (PMF) hogc xo tuy thir
phat (post-PV/ET MF) thugc nhom nguy co trung binh hoac
cao va ¢6 thiéu mau di kém.

Thtr nghiém MOMENTUM la mdt nghién ciru pha 3, tién
hanh trén nguoi bénh MF da timg diéu tri ruxolitinib va co
thiéu mau. Nguoi bénh duge phan ngau nhién theo ti 1¢ 2:1 dé
nhan momelotinib 200 mg/ngay hoac danazol 300 mg x 2
lan/ngay. Két qua cho thy, tai tuan 24, 25% ngudi bénh nhom
momelotinib dat giam = 50% tong diém triéu chimg theo
thang MFSAF, cao hon dang ké so v6i 9% ¢ nhom danazol
(p=0,0095) [11].

Hai thir nghiém khéac, SIMPLIFY-1 va SIMPLIFY-2, lan
lugt so sanh momelotinib véi ruxolitinib & nguoi bénh chua
timg diéu tri chét Grc ché JAK va véi liéu phép t6t nhét hién co
(BAT: Best Available Therapy: BAT) bao gdm ruxolitinib, hoa
tri liéu, cortisteroid, khéng diéu tri hodc nhimg can thiép chuan
khac trén nguoi bénh dd diéu tri ruxolitinib. Trong ca hai
nghién cru, nhdm momelotinib c6 ti 1¢ khong phu thudc
truyén mau tai tudn 24 cao hon so véi nhom chimg: 67% so
voi 49% trong SIMPLIFY-1, va 43% so véi 21% trong
SIMPLIFY-2. Bép {mg nay dugc ghi nhin bat ké tinh trang
thiéu mau, tiéu cau hay tién str truyén méau lic ban dau. Dang
chu y, trong SIMPLIFY-1, nguoi bénh dat dap tmg khong phu
thudc truyén mau tai tuan 24 c6 ti 1¢ song con 3 nam 1a 80%,
so voi 50% & nhom khong dat dap tng (HR = 0,30;
p <0,0001); xu hudéng tuong tu cling dugc ghi nhan trong
SIMPLIFY-2 [12].

Céc phan tich bd sung tir hai nghién ctru ndy cho thiy
momelotinib gitip giam dang ké ganh ning truyén mau. O
ngudi bénh chua tirmg diéu tri JAKI, s6 don vi héng cau truyén
trung binh mdi 28 ngay giam 0,1 don vi & nhém momelotinib,
trong khi tang 0,39 don vi 6 nhém ruxolitinib [ 12]. Trong cing
nhom, 87% ngudi bénh dung momelotinib duy tri hodc cai
thién cuong do truyén mau, so voi 54% & nhom ruxolitinib. O
ngudi bénh da diéu tri trudce do, ti 16 khong can truyén hong
cau 14 35% & nhém momelotinib, cao hon dang ké so véi 17%
& nhoém danazol. Téng thé, it nhat 85% nguoi bénh diéu tri
bang momelotinib trong céc nghién ctru trén duy tri hodc céi
thién cuong do truyén mau, cho théy tiém nang vuot trdi ciia

thudc trong kiém soét thiéu mau & ngudi bénh xo tuy.
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Bang 2. Tong hgp dic diém cac thudc tic ché JAK

Pich tac ddng chinh

JAK1/2

JAK2

JAK2, ACRV1

JAK1/2, ACRV1

Chi dinh dugc FDA
phé duyét

Liéu va tan suat liéu
dung dugc FDA phé
duyét

Tilé giam =35% thé
tich lach (qua hinh
anh)

DPap Ung lach qua
kham lam sang

Dap Uing thiéu mau &
NB phu thudc truyén
mau

Pap ung triéu ching

Tac dung phu

IPSS* - Nguy cd trung
binh/cao

20 mg x 2 lan/ngay (TC
> 200 x 10°/L);

15 mg x 2 1an/ngay (TC
150-200 x 10°/L)

42% (COMFORT-1),
29% (COMFORT-2),
29% (SIMPLIFY-1)

32% (Nghién cttu Mayo)

30% (Nghién ctiu Mayo)

57% (Nghién ctiu
Mayo),

46% (COMFORT-1),
42% (SIMPLIFY-1)

Thiéu mau, giam TC, hoi
chiing ngung thuéc,
nhiém trung cc héi, dap
(ing kém véi véc xin
CovID

IPSS* - Nguy cd trung
binh—2, diéu tri hang
dau va thd hai

400 mg x
2 lan/ngay
(TC = 50 x 10°/L)

36% (JAKARTA-1)

83% (Nghién cuu
Mayo)

10% (Nghién cutu
Mayo)

65% (Nghién ctiu
Mayo),
36% (JAKARTA-1)

Thiéu mau, giam TC,
réi loan tiéu hoa, tang
men gan, tang
amylase/lipase, Bénh
nao Wernicke (hiém)

DIPSS** - Nguy cd trung
binh/cao, diéu tri hang dau
va thu hai cho bénh nhan
tiéu cau < 50 x 10°/L

200 mg x 2 lan/ngay (TC <
50 x 10°%/L)

19% (PERSIST-1)

Khoéng bao cao

25% (PERSIST-1)

19% (PERSIST-1)

RGi loan tiéu hoa dang ké,
phu ngoai bién, viém phoi,
suy tim

IPSS/DIPSS** - Nguy
Cd trung binh/cao c6
thiéu mau

200 mg/ngay

27% (SIMPLIFY-1)

47% (Nghién ctu
Mayo)

51% (Nghién ctru
Mayo)

48% (Nghién cuu
Mayo),
28% (SIMPLIFY-1)

Giam TC, tang men
gan, tang
amylase/lipase, Bénh
than kinh ngoai bién,
phan ting liéu dau
tién

3. KET LUAN

ORCID

Phan Thi Xinh

Viéc chan doan chinh x4c, phan nhém nguy co ngudi
bénh va Iya chon phac dd diéu tri pht hop dya trén cac huéng
dan hién hanh 1 yéu t6 then chdt dé t6i wu hoa hiéu qua didu
tri. Vi sy ra doi va phat trién lién tuc ctia cac thude tre ché
JAK, tién luong va chét Iuong cude séng cua nguoi bénh xo
tity da duoc cai thién dang ké. Tuy nhién, van can tiép tuc
nghién ctru dé phat trién cac liéu phap mai c6 kha ning tac
ddng sau hon vao sinh bénh hoc cia bénh, nhim dat duoc
cac dap tmg bén ving va thay doi toan dién dién tién tu nhién

cta bénh cua xo tay.

Nguén tai trg
Téng quan nay khong nhan tai tro.

Xung dét Igiich

Khoéng cé xung dot loi ich tieém an nao lién quan dén bai vict

nay dugc bao cao.
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