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Yauwiet SANG LOC X0 TOY

@ Xo tiy nguyén phat (PMF-primary myelofibrosis) 1a mét bénh tang sinh tdy man ac tinh
dac trung bdi su:
- Xa tay xuong
«Lachto
« Thi€u mau vai cac hong cau c6 nhan va hong cau hinh giot lé.

@ Viéc chan doan doi hoi phai kiém tra tdy xuang va loai trir cac chiing bénh khac c6 thé
gay ra xo héa tay xuong (xo tly thit phat trong moét s6 bénh ung thu: ung thu di can tay
xuang; bénh tu mién nhu Lupus ban dé hé théng, xa ciing toan thé; cac bénh ly huyét
hoc nhu lo xé mi té bao tdc, héi chiing tang sinh lympho; sau da héng cau nguyén phat
(polycythaemia vera - PV) hodc tang ti€u cau tién phat (essential thrombocythaemia -
ET) [1].

@ Xo thy nguyén phat la két qua clia su chuyén dang tan san cla té bao gdc tly xuang van
nang. Cac té bao ctia PMF kich thich cac nguyén bao sgi trong tay dé tiét ra collagen du
thira. Hay gap PMF & d6 tudi tir 50 dén 70 va phan I6n & nam gidi.

- Dac diém |am sang ctia bénh xo tay: thudng c6 céc triéu ching thi€u mau, lach to
hodc nhoi mau lach. Gan to xay ra & mot sé bénh nhan.
- Dac diém can lam sang: Hinh thai té€ bao mau ngoai vi bién doi.
o Hoéng cau kich thudc to nho khéng déu. Cé gap hong cau cé nhan, héng
cau hinh giot I&¢ & mau ngoai vi.
0 S6 luong bach cdu c6 thé binh thudng, gidm hodc ting, c6 thé gap cac
tudi trung gian dong bach ciu hat hoac té bao blast & mau ngoai vi.
o S6 lugng tiéu cau ban dau co thé cao, binh thudng hodc gidm 2.

Can nghi dén PMF & nhiing bénh nhan cé lach to, nhdi mau lach va thiéu mau.
Néu nghi ng&, nén lam xét nghiém huyét dé xem hinh thai té bao mau ngoai vi va
sinh thiét tuy xuong, nhuém sgi xo (phuong phap Gomori- nhuém reticulin hoac
nhudm colagen cho thdy thura collagen va xo héa tuy xuong), xét nghiém mét sé
gen bénh tang sinh tiy man ac tinh.

Chan doan PMF dua vao phan tich dac diém mé bénh hoc tly xuong.

@ Dic diém mo bénh hoc thy xuong la su tang sinh mau tiéu cau (MTC) réi loan hinh thai,
tap trung thanh cac dam Ién va tang sinh xo dang reticulin hoac collagen [3].
Chan doén phan tir dua trén phat hién moét dot bién trong JAK2, CALR, hodc
MPL.

@ C6 dén 90% bénh nhan xa tly nguyén phat co it nhat mot trong cac dot bién gay bénh:
JAK2 V617 F, MPL W515L /K, CALR typ 1 hodc typ 2. Bén canh cac dét bién gay bénh, c6
thé g3p mot s6 dot bién khac & bénh nhan PMF: ASXL1, DNMT3A , TET2 , IDH1/2,
DNMT3A, CBL, KHN - RAS, IKZF1,TP53, SF3B1, SRSF2 va U2AF1 #.5],

@ Cic tiéu chudn chan doan hién tai dugc ap dung cho xo tdy nguyén phat, xa tay giai
doan tién xo hay xa tly sau da héng cau hodc tang tiéu cau bao gém:
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Bdng 1: Tiéu chudn chdn dodn Xo tiy nguyén phdt theo WHO 2016 !

Xo' tuy giai doan sém/tién xo (prefibrotic/early PMF — pre PMF)
Tiéu chudn chinh T’f Y chugrz\p h"f (d‘(rq'.cnkhqrzg le o
bang hai lan xét nghiém lién tiép)

1. Mau tiéu cau tang sinh va réi loan hinh | 1. Thi€u mau khéng do bénh kém theo.
thai, xo h(’); reti’cz)lin dé 0-1, kém (’i;ero 2. Bach cau tang = 11G/I.
tang mat do té bao tuy xuong (diéu a1
. i . . 3. 56 thay lach to.
chinh theo tudi), tang sinh bach cau hat vy
va thudng gidm sinh héng cau. 4. LDH tang.

2. Khéng théa man cac tiéu chudn chan
doan clla WHO vé lg xé mi kinh dong
bach cau hat (CML), PV, ET, hdi chiing réi
loan sinh tay (MDS) hay cadc bénh ly
dong tay ac tinh khac.

3. C6 dot bién JAK2, CALR, hodc MPL;
trong truong hop khéng co6 cac dot bién
nay, phai c6 mét dau an don dong khac
hodc khéng c6 bang chiing xo hoa tay
xuong phan ung.

Xo'tuy giai doan toan phdt (overt PMF)

Tiéu chudn chinh T’f Y chuflrip h‘-f (d‘trq'.cnkha'rzg d’,nh
bang hai lan xét nghiém lién tiép)

1. M3u tiéu cau tang sinh va réiloan hinh | 1. Thi€u mau khéng do bénh kém theo.
thai, xa hoa collagen va/hodc reticulin | > Bach cau ting > 11G/I.

dg 2-3. 3. S0 thay lach to.
2. Khong théa man céc tiéu chuan cta | 4. LDH ting.
WHO vé CML, PV, ET, MDS hay cac bénh

5. Tang nguyén héng bach cau (Leuko-
ly dong tdy &c tinh khac. ginoEty g bz

erythroblastois).

3. C6 dot bién JAK2, CALR, hodc MPL;
trong trudng hop khéng co6 cac dot bién
nay, phai c6 mét dau an don dong khac
hodc khéng c6 bang ching xo hoa tay
Xuaong phan ung.

Chdn dodn PMF (giai doan sém ciing nhu giai doan toan phdt)
déu yéu cdu cé ba tiéu chudn chinh va it nhdt mét tiéu chudn phu
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(The International Working Group Myeloproliferative Neoplasms Research and Treatment ) !
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Bdng 2: Tiéu chudn chdn dodn Xo tiy sau PV va Xo tiy sau ET theo IWG-MRT

Xotuy sau PV

Tiéu chudn chinh

Pa dugc chan doan la PV trudc do theo
tiéu chudn ca WHO.

Xo tay: B6 2-3 trong phan d6 0-3 hodc
d6 3-4 trong phan do 0-4

Tiéu chudn phu

Xuat hién thiéu mau hoac khéng can
phai rit mau diéu tri hodc khéng phai
dung thudc giam té bao.

Co6 nguyén hong bach cau (Leukoeryth-
roblastosis) & mau ngoai vi.

Tang kich thuéc lach = 5cm duéi bo
sudn hodc lach to mai xuat hién.

Co it nhat 1 trong 3 triéu ching toan
than: sut can > 10% trong lugng co thé
trong vong 6 thang, ra mé hoi dém, sot >
37,5 d6 C khong giai thich dugc nguyén
nhan.

Xotuy sau ET

Tiéu chuan chinh

Pa dugc chan doan ET theo WHO trudc
do.

Sinh thiét tay xuong cho thay xo tay do
2-3 trong phan dé 0-3 hoac 3-4 trong
phan d6 0-4.

Tiéu chudn phu

Thiéu mau va gidam Hb it nhat 20 g/l so
V@i gia tri ban dau

Co6 nguyén hong bach cau (Leukoeryth-
roblastosis) & mau ngoai vi

Tang kich thuéc lach > 5cm duéi bo
sudn hodc lach to mai xuat hién

Tang LDH

C6 it nhat 1 trong 3 triéu ching toan
than: sut can > 10% trong lugng ca thé
trong vong 6 thang, ra mé hoi dém, sét >
37,5 do C khéng giai thich dugc nguyén
nhan.
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Xo tuy nguyén phat can dugc chan doan phén biét véi: CML, PV, ET, MDS hay Lo xé mi
kinh dong hat-mono.

1.CML: xét nghiém gene BCR-ABL.

2.Xo tay giai doan tién xo véi ET: Phan biét cht yéu dua vao dac diém té chiic hoc tly xuong
(hinh thai va su xdp xép MTC: véi ET cht yéu gap cac MTC trudng thanh, kich thuéc I6n, nhan
tang chia thly, cdc MTC thudng tao thanh cac cum 1dng 1éo; véi pre-PMF chidi yéu gap MTC
kich thudc to nhé khong déu, nhan phéng Ién giéng hinh dam may, chat nhiém sac tang,
cac MTC thudng tap trung thanh dam day dac va thudng & gan bé xuong.

3.R6i loan sinh tay khi c6 réi loan tao mau.
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I. MO PAU

Xo tay nguyén phat (Primary Myelofibrosis) dugc xép vao nhém bénh tang sinh tdy ac tinh
khong c6 nhiém sac thé Philadelphia. Bénh hiém gap, dé tudi trung binh 1a 67 tudi. Dién
bién bénh, bi€u hién 1am sang va tién lugng clia Xa tay rat da dang, véi thai gian séng trung
binh tir 4-10 nam tuy tiing bénh nhan. Cé rat nhiéu thang diém tién lugng dugc thiét ké, hd
trg cac nha thuc hanh l1am sang c6 thé quyét dinh phac dé diéu tri, dac biét 1a can nhac ghép
té€ bao gbc cho nhitng bénh nhan nhém nguy co cao. Trong khi nhiing thang diém tién
luong xo thy c6 dién chi bao gém dac diém lam sang, cac thang diém hién dai lai c6 xu
hudng st dung thém dac diém té€ bao va phan tu, ti dé dua ra diém tién lugng toan dién
han. Nhiing thang diém hién dai thudng dung ngay nay nhu thang diém IPSS (International
Prognostic Scoring System), DIPSS (IPSS déng hoc), MIPSS va GIPSS (IPSS cé bé sung dot
bién gen).

II. CAC THANG PIEM TIEN LUONG TRONG XO TUY NGUYEN PHAT

2009-2010 2014 2017
IPSS/DIPSS ~ MIPSS/GIPSS ~ MYSEC-PM

1.Thang diém tién luong cé dién:

Nam 1996 thang diém tién lugng Lille, gdm 2 yéu t6: luong huyét sic té va sé lugng bach
cau (v6i Hb < 100 g/L, BC < 4x10° G/L hodc > 30x10° G/L dudgc coi la yéu té nguy co- YTNC),
phan thanh 3 nhém nguy co thap, nguy ca trung binh, nguy ca cao (khéng cé YTNC nao, cé
1 trong 2 YTNC va c6 ca 2 YTNC). Nhugc diém cua thang diém nay khéng phan loai ré rang
nhém nguy ca trung binh va nguy ca cao.

2.Thang diém tién luong hién dai sit dung trong cdc huéng dan diéu tri:
« IPSS (International Prognostic Scoring System)
Nam 2009, thang diém IPSS dua ra 5 yéu t6 nguy ca danh gia vao thai diém chan doéan bénh,

bao gbm nguy co thap, trung binh-1, trung binh -2, nguy co cao nén cé uu thé hon thang
diém c6 dién Lille.

®
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Bdng 1. Thang diém IPSS tién luong bénh nhén xo tiy tai thoi diém chdn dodn

[ oo J[ o)

TUGI < hodc =65

TRIEU CHUNG TOAN THAN Khéng )

HUYET SAC TO (HB) > hodc=10g/dL <10 g/dL

SO LUONG BACH CAU (WBC) RN EIEPLPalE >25x10° /L

BLAST MAU NGOAI VI <hodc=1% > 1%

Phdn nhém nguy co: Nguy co thdp = 0 diém, Nguy co trung binh-1 = 1 diém, Nguy co trung
binh-2 = 2 diém, Nguy co cao > hodic = 3 diém.

Han ché ctia thang diém IPSS la tat ca diém thanh phan dugc tinh toan vao thoi diém dau
tién chan doéan bénh.

« IPSS (International Prognostic Scoring System)

Nam 2010, thang diém DIPSS va thang diém DIPSS plus bd sung thém cac yéu té tién lugng:
nhu cau can truyén mau, su xuat hién ctia bat thuong NST cé nguy co va giam sé lugng tiéu
cau®,

Bdng 2. Thang diém DIPSS tién Iuong bénh nhén xo tiy

YEU TO TIEN LUONG

SO LUGNG BACH CAU (x109/L)

HEMOGLOBIN (G/DL)

BLAST MAU NGOAI VI (%)

TRIEU CHUNG TOAN THAN (CO/KHONG)

Nhém nguy co thdp: 0; Nguy co trung binh-1: 1-2 diém; Nguy co trung binh-2: 3-4 diém; Nguy co
cao: 5-6 diém.

@
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3. Mét sé thang diém tién luong hién dai khdc:

« MIPSS (Mutation-Enhanced IPSS: IPSS bé sung d6t bién)

Nhing thang diém méi nhu MIPSS70, MIPSS70+ va MIPSS ver 2.0, bao gom cac dac diém té
bao, phan t& dugc dua vao diém tién lugng, chi dinh ghép té bao g6c cho bénh nhan xa tly
va tién xo tay (phan loai bénh mai theo WHO 2016)©.

« GIPSS (Genetically Inspired IPSS):
Thang diém GIPSS mong muén la mét cong cu don gian hon thay thé cho thang diém
MIPSS70, MIPSS70+ va MIPSS ver 2.0

Bdng 3. Téng hop cdc yéu té nguy co vé di truyén té bao trong cdc thang diém tién
Iu.dng(”)

BAT THUONG NST BAT THUONG NST )
CONGUY CO NGUY CO RAT CAO

Su c6 mat clia bat thudng NST bao gom
+8, -7/7q, i(17q), inv(3), -5/59-, 12p-
hoac 11923

Bat ky bat thuong NST nao hodc bat
thudng duy nhat & 20g-, 13q-, +9, d6i vi
tri/nhan d6i NST 1, -Y, hodc bat thuang
NST gidi tinh khac

MIPSS70+

Bat thuong NST khac khong phai bat | Mot hodc nhiéu bat thudng

thudng NST nguy co rat cao va binh | -7, i(17q), inv(3)/3921,
MIPSS70+ thudng, hodc bat thudng duy nhat & | 12p-/12p11.2, 11g9-/11g23
VER 2.0 20q-, 13g-, +9, d6i vi tri/nhan d6i NST 1, | hodc nhiing dét bién tam

-Y, hodc bat thuong NST gidi tinh khac. | boi khac khéng bao gom
+8/+9 (vidu: +21, +19).

Bat thuong NST khac khong phai bat | Mot hodc nhiéu bat thudng
thudng NST nguy co rat cao va binh | -7, i(17q), inv(3)/3921,
thudng, hoac bat thuong duy nhat & | 12p-/12p11.2, 119-/11923
20q-, 13g-, +9, d6i vi tri/nhan d6i NST 1, | hodc nhiing dét bién tam
-Y, hodc bat thuong NST gidi tinh khac. | boi khac khong bao gom
+8/+9. )
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Bdng 4. Téng hop cdc thang diém tién luong xo tily nguyén phdt hién dai"

THANG DIEM

MIPSS70

MIPSS70+

MIPSS70+
VER 2.0

PIEM TIEN LUONG

NHOMNGUYCO )

Tudi > 65 (1)

Hb <10 g/dL (1)

WBC >25x109/L (1)
Blast ngoai vi >=1% (1)
Triéu ching toan than (1)

0 =thap

1 =trung binh-1
2 =trung binh-2
>=3 =cao

Tudi > 65 (1)

Hb <10 g/dL (2)

WBC >25x109/L(1)
Blast ngoai vi >= 1% (1)
Triéu ching toan than (1)

0 =théap

1-2 = trung binh-1
3-4 = trung binh-2
5-6 =cao

DIPSS NC thap (0)

DIPSS NCTB-1 (1)

DIPSS NCTB-2 (2)

DIPSS NC cao (3)

Bat thudng NST c6 nguy co (1)
Phu thudc truyén mau (1)
Tiéu cau < 100 G/L (1)

0 =théap

1 =trung binh-1
2-3 =trung binh-2
4-6 = cao

Hb <10 g/dL (2)

WBC >25x109/L(1)

Blast ngoai vi >= 1% (1)

Triéu ching toan than (1)

Tiéu cau < 100 G/L (2)

Do xo tay >=2 (1)

1 dot bién HMR (1)

>= 2 d6t bién HMR (2)

Khong co6 dét bién CALR type 1 (1)

0-1=thap
2-4 =trung binh
>=5=cao

Hb <10 g/dL (2)

Blast ngoai vi >= 2% (1)

Triéu ching toan than (1)

1 dét bién HMR (1)

>= 2 d6t bién HMR (2)

Khong cé dot bién CALR type 1(2)
Bat thudng NST c6 nguy co (3)

0-1=thap

3 =trung binh
4-6 = cao

>=7 =rat cao

VHR bat thuong NST (4)

1 dot bién HMR(a) (2)

>=2 d6t bién HMR (3)

Khong cé dot bién CALR type 1(2)
Bat thudng NST c6 nguy ca (3)
Thiéu mau nang (b) (2)

Thiéu mau trung binh (c) (1)

Blast mau ngoai vi >= 2% (1)
Triéu ching toan than (2)

VHR bat thuong NST(2)

Bat thuang NST c6 nguy co (1)
Khong cé doét bién CALR type 1(2)
ASXL1 (1) - SRSF2(1)
U2AF1Q157 (1)

0 =thap

1 =trung binh-1
2 =trung binh-2
3 =cao
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(a) dot bién HMR bao gém bdt cur ddt bién ndo sau: ASXL1, SRSF2, EZH2, IDH1, IDH2 b6 sung
thém su xudt hién cia U2AF1Q157 trong thang diém MIPSS70+ v2.0 va DIPSS.

(b) Thiéu mdu ndng: Hb < 8 g/dL & phu nirva < 9 g/dL & dan éng.

(c) Thiéu mdu trung binh: Hb 8 - <10 g/dL & phu nitva 9- <11 g/dL & dan 6ng.

« Thang diém MYSEC-PM

Thang diém MYSEC-PM (Myelofibrosis Secondary to PV and ET Prognostic Model)!'? do Pas-
samonti va cong su nghién ctiu xa tly sau PV, ET: vao thai diém chan doén vai 6 bién sé lam
gia tang tién lugng xau bao gom: Hb < 11 g/dL, blast mau ngoai vi >= 3%, khéng co6 dét bién
CALR, Tiéu cau < 150 G/L, c6 triéu chiing toan than va cao tudi.

Bdng 5. Thang diém tién luong MYSEC-PM

4 )
DIEM TIEN LUONG NHOM NGUY CO

Tudi (0.15 x s6 tudi) <11 =thap
Hb <11 g/dL (2) 11-13 = trung binh-1
Tiéu cdu < 150 G/L (1) 14-16 = trung binh-2
Blast mau ngoai vi >=3% (2) > 16 =cao
Khong cé dot bién CALR

Triéu ching toan than
\ "¢ g

III. KET LUAN

Cho t6i thoi diém hién tai, cac hudng dan diéu tri van khuyén cdo sir dung cac thang diém
tién lugng yéu to nguy ca trén bénh nhan xa tay la IPSS, DIPSS va DIPSS+ nhg vao tinh tién
dung, dé dang tng dung trén lam sang. Cac thang diém dua trén di truyén té bao va sinh
hoc phan ti hién tai dugc si dung trong danh gia két qua ctia phuong phap diéu tri ghép té
bao goc trén nhém bénh nhan xo tly cé xu huéng dugc cong nhan va trong tuong lai hira
hen dugc ing dung nhiéu hon. Su phat tri€én manh mé cta cac phat hién masi vé mat di
truyén té bao va sinh hoc phan tl trong co ché gay bénh doi hoi cap nhat lién tuc cla cac
thang diém dé tién lugng xo tay nguyén phat, tir dé dua ra cac phuong an diéu tri phu hgp,
dac biét la khi can nhac tsi thai diém ghép té bao goc phu hap.
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