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KET QUA PIEU TR, DOC TINH VA TAC DUNG PHU CUA ELTROMBOPAG
TRONG GIAM TIEU CAU MIEN DICH DAI DANG MAN TINH

Huynh Thi Thanh Tuyén!, Pham Thi Diém Kiéu2, Nguyén Qudc Thanh?

TOM TAT

bat van deé: Glam t|eu cau mlen dich la mét rGi
loan tu’ mién 1am glam so lugng | tiéu cau luu thong do
bi pha huy G lach va mau tiéu cau khong c6 kha nang
phuc hdi s6 lugng ti€u cau binh thudng. H|en nay viéc
sir dung eltrombopag la mot chat chu van thu thé
thrombopoietin 1am tang s6 lugng tiéu cau dang du‘dc
chi dinh cho nhitng bénh nhan glam ti€u cdu mién
dich dai dang, man tinh khong dap Lrng diéu tri hang
mot. Muc tleu nghlen clru: Danh gia hiéu qua diéu
tri, doc t|nh va tac dung phu cla eftrombopag trong
giam tiéu cau mién dich dai ddng, man tinh. Poi
tugng va phuadng phap nghién cu‘u Nghlen cufu
md ta, hdi clru trén 89 bénh nhan giam tiéu cau mién
dich dai dang, man tlnh s dung eltrombopag tUr ndm
2018-2023 tai Benh vién Truyén Mau Huyét Hoc. Két
qua: Thdi gian s dung thudc eltrombopag trung binh
la 43,4 (19,3 - 89) tuan. Thai gian dap Ung sau si
dung thudc trung binh la 5 tuan. 74,2% bénh nhan
dap Ung hoan toan véi eltrombopag, 13,5% bénh
nhan dap 'ng mot phan va 12,4% bénh nhan khéng
dap Lrng Nhom bénh nhan < 16 tudi cb it nhat 1 dap
Lrng vé tiéu cau, chlem 75%. Nhom bénh nhan > 16
tudi cd dap (ing tiéu cau 85,7%. Trudc khi dudc didu
tri vdl eltrombopag c6 79, 8% bénh nhan can truyen
ti€u cau, sau khi dugc d|eu tri vdi eltrombopag thi ti 1&
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nay giam con 20,2%. Ti & dat dap (ng tiéu ciu trén
toan bd dan s6 nghién cliu la 84,3% va bén vitng sau
32 tuan dung thudc. 22,5% bénh nhan cé bién chiing
trong qua trinh s dung eltrombopag: dau nhiic
xuang khdp (5,6%), nhiém tring ho hap trén (4,5%),
mét moi (4,5%), rong kinh (3,4%), phat ban (2,2%),
tang men gan (1,1%), budn nén (1,1%). Khong co
bénh nhan nao phai ngung diéu tri vi tac dung phu
cua eltrombopag.

SUMMARY
TREATMENT RESULTS, TOXICITY AND
SIDE EFFECTS OF ELTROMBOPAG IN
CHRONIC, SEVERABLE IMMUNE

THROMBOCYTOPENIA

Background: Immune thrombocytopenia is an
autoimmune disorder that reduces the number of
circulating platelets due to destruction in the spleen
and the inability of the platelet sample to restore
normal platelet counts. Currently, the use of
eltrombopag, a thrombopoietin receptor agonist, to
increase platelet counts is being indicated for patients
with chronic, refractory immune thrombocytopenia
who do not respond to first-line therapy. Objectives:
Evaluation of the therapeutic efficacy, toxicity and side
effects of eltrombopag in chronic, refractory immune
thrombocytopenia.  Materials and methods:
Retrospective, descriptive study on 89 patients with
chronic, persistent immune thrombocytopenia using
eltrombopag from 2018-2023 at the Blood Transfusion
and Hematology Hospital. Results: The average
duration of eltrombopag use was 43.4 (19.3 - 89)
weeks. The average response time after using the
drug is 5 weeks. 74.2% of patients had a complete
response to eltrombopag, 13.5% of patients had a
partial response, and 12.4% of patients did not
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respond. The group of patients < 16 years old had at
least 1 platelet response, accounting for 75%. The
group of patients > 16 years old had a platelet
response of 85.7%. Before being treated with
eltrombopag, 79.8% of patients needed platelet
transfusions, after being treated with eltrombopag,
this rate decreased to 20.2%. The platelet response
rate in the entire study population was 84.3% and
was sustainable after 32 weeks of drug administration.
22.5% of patients had complications while using
eltrombopag: bone and joint pain (5.6%), upper
respiratory infection (4.5%), fatigue (4.5%),
menorrhagia (3.4%), rash (2.2%), increased liver
enzymes (1.1%), nausea (1.1%). No patient had to
discontinue treatment because of side effects of
eltrombopag. Keywords: eltrombopag, immune
thrombocytopenic purpura

I. DAT VAN DE )

Giam tleu cau mién dich (GTCMD) la mot roi
loan tu mién lam giam s6 lugng tiéu cau (SLTC)
luu théng do bi pha huy & lach va mau tiéu cau
(MTC) khong c6 kha néng phuc hoi SLTC binh
thudng. Liéu phap (c ché mién dich bang thudc
glucocorticoid la phuong phap diéu tri dau
tay. Tuy nhién, tac dung phu cla cac thudc nay
khong phai la hiém va viéc quan ly bénh nhan
(BN) khang thudc la mét van dé khd khan. Trong
thuc hanh |am sang hang ngay cho thay liéu
phap Iua chon th( hai bang chat cha van thu thé
thrombopoietin (TPO-RA) ,cu thé 13 eltrombopag
nham thic day san xuét tiéu cau dang dudc chi
dinh rong rai. Két qua tUr cac thr nghiém lam
sang dugdc bao cdo dén nay cho thay
eltrombopag gilp phuc h6i SLTC mét cach hiéu
qua. Nghién cltu CITE & nhiing BN trudng thanh
dugc diéu tri bang eltrombopag cho thay SLTC
trung binh ban dau la 19 x 10°/L, tdng lén > 50
x 10° /L vao thang th(r 2 va hau hét dao dong
trong khoang 70 x 10° /L va 100 x 10° /L.! Hién
chua c6 nhiéu nghién cru vé eltrombopag trong
diéu tri GTCMD dai dang, man tinh tai Viét Nam,
nén chdng téi ti€n hanh nghién clru nay nham
danh gia hiéu qua diéu tri cta eltrombopag trong
GTCMD dai dang, man tinh.

Il. BOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru

o DOI tuong nghlen cuu: gom 89 bénh
nhan gidam tiéu cdu mién dich dai ddng, man tinh
st dung eltrombopag tir nam 2018 dén nam 2023.

e Dja diém nghién ciru: Bénh vién Truyén
mau Huyét hoc

e Tiéu chudn chon mau: BN chan doan
xac dinh GTCMD dai ddng, man tinh va dugc
diéu tri vai eltrombopag

o Tiéu chuén loai trur:

- BN khong théa cac diéu kién chon mau trén

- HG6 sa bénh an khéng day du

- BN khong diéu tri thuGng xuyén va tai
kham dinh ky khong déu dan

2.2. Phuong phap nghién cltu

o Thiét ké nghién cuu: mo ta loat ca

e Phuong phap tién hanh nghién cuu:
Nghién ctru h6 sc bénh an 89 bénh nhan GTCMD
thoa tiéu chi chon mau va tiéu chuan loai trr.
Ghi nhan cac thong tin hanh chinh, lam sang,
sinh hoc, dién tién va két cuc diéu tri.

o Xur' Ii s6 liéu: Si dung phan mém SPSS
phién ban 20,0, xac dinh ti I€ phan tram cac bién
s8, mdi lién quan cua cac bién s6 dinh tinh bang
phudng phap thong ké phu hgp.

o Dinh nghia bién s6

- Pap (ng vé tiéu cdu dudc dinh nghia la
SLTC I&n han hodc bang 50 x 10° /L ma khéng
c6 liéu phap cltu vét hodc cét lach

- Khdng dap Ung diéu tri (NR): khi SLTC < 30
x 10°/L hodc t6i thi€u < 2 [an so véi SLTC ban dau
mdi dugc chan dodn va/hodc cd xuét huyét

- Thai gian dap ng (tR): La thdi gian dugc
tinh tur khi cé dap (ng diéu tri dén khi mat dap ng

- Panh gid tadc dung phu theo Tiéu chudn
Théng dung dé€ Panh gid Cac bién cd béat Igi
(Common Terminology Criteria for Adverse
Events - CTCAE) phién ban 4.03.

Ill. KET QUA NGHIEN cU'U

3.1 Hiéu qua cla eItrombopag trong
diéu tri giam ti€u cau mién dich dai dang,
man tinh

Bang 1. Pac diém dap idng cia nhom
nghién cau

. am .~ | Gid
Pac diém Tile tri p
Pap (rng diéu | Dap Ung hoan toan [74,2%
tri Dap ing mét phan [13,5%
eltrombopag | Khong dap ung |12,3%
Pap rng tiéu DuGi 16 tudi 75%
cau theo . A

nhém tudi Tu 16 tudi trd 1én [85,7%
A an . .~ | KhOng xudt huyét [88,8%
Xemg Db 2 2,2%

Po 3 1,1%

Eltrombopag D6 4 0
Pap (rng hoan Cat lach 100%
toan véi R ) 1z ol 1

eltrombopag Khong cat lach  |73,2%
~ 1~ |Ca tdng va gidm liéu 7,9%
Thay doi lieu ™~ " s s D4.7%
trong diéu tri T t8nq |3 ST
eltrombopag Chi tang lieu 2,8%
Gilr nguyén lieu | 27%
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Phéi hgp tang, giam
liéu va gian doan o
liéu theo sG lugng 14,6%
tiéu cau
Ngay trudc khi st B
Truyén ti€u | dung eltrombopag 79:8%
cau Sau sUf dung o
eltrombopag 4 tuan 24, 7%
Thai gian su Nho | Lén
dung 43,4 nhat |nhat
eltrombopag (19,3-89) 1 pas 7
(tuan) '
Thai gian dap Nho | Lén
ung > nh&t |nhat
eltrombopag (4-18,5) 1 | 245
(tuan)

Nhén xét: Ti |é dap Ung hoan toan vdGi
eltrombopag chiém 74,2%. Sau diéu tri da s6
bénh nhan khong cd dau hiéu xuat huyét, chi€ém
88,8%. Ti |é gilt nguyén liéu eltrombopag chi€m
27%. Sau s dung eltrombopag ti Ié truyén ti€u
cau giam tr 79,8% xudng con 24,7%. Thdi gian
dap Ung thudc trung binh la 5 tuan.

g

Biéu dé 1. S6 luong tiéu ciu dap ing trong
dan sé' nghién cau chung
Nhdn xét: S6 lugng ti€u ciu trung binh
tang I1én it nhat 50 x 10° /L sau tuan th(r 4 va
duy tri 8 mic it nhat 70 x 10° /L dén 100 x 10°
/Ltrong sudt thai gian diéu tri dén tuan 52.

Biéu db 2. S6 Irong tiéu ciu dap irng trong
dan so'tré em

Nhdn xét: S5 lugng tiéu cau trung binh tdng |én it nhat 50 x 10°/L sau tuén th 6

Bang 2. Hiéu qua dap irng tiéu ciu

Trudc diéu tri | Thang 1 | Thang 3 | Thang 6 [Thang 12| Gia tri p
~ R * 7 31 86 80 87
S6 lugng tiu cau (x107L)"| (5 945y  |(13-152)|(29 - 169)| (49 - 134) | (39 - 194) | <®001
Bénh nhan cd sb lugng tiéu 3/89 44/86 53/71 48/55 25/31 <0.001
cAu it nhat 13 30 x 10%/L (33,7%) | (51,2%) | (74,6%) | (87,3%) | (80,6%) | <*
Bénh nhan co so lugng tiéu 1/89 30/86 33/71 21/55 13/31 <0.001
cau it nhat 13 100 x10%/L (11,2%) (34,9%) | (46,5%) | (38,2%) | (41,9%) '
*Trung vi (U phan vi 1 — to' phén vi 3); Wilcoxon test
Nh3n xét: S§ lugng ti€u cau trung binh va 5 --
ti 1é BN dat dugc SLTC muc tiéu it nhat 1a 30 x .z ..
10%/L va 100x10%/L ting dang k& trong 12 thang g ..
dau diéu tri (p < 0,001) =
Ti 1é dap (rng ti€u ciu theo thdi gian 3. °
dung thuéc e
Biéu do 3. Biéu do Kaplan meier vé ti 1é dip ool
irng tiéu c3u theo thoi gian s’ dung Y Thai gian dang thudc (tuan)
eltrombopag B. Dan s8 ngudi I6n
H g -
= = -
@ | =

Thdi gian dang thudc (tuan)
A. Dan s6 chung
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=3

ng'h[‘)’l' g:?an dL‘;;o\g thud'%c (tugn)

C. Dan s6 tré em
Nhdn xét: Ti 1& dat ddp Ung ti€u cdu trén
toan bd dan s nghién cliu 1a 84,3% va bén viing
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sau 32 tudn dung thudc. O ngudi I6n: Ti 1& dat dap
Ung ti€éu cu la 85,7% va bén viing sau 32 tuan
duing thudc. O tré em: Ti 1é dat dap (ng tiéu cau 1a
75% va bén viing sau 20 tuan dung thudc.

3.2 Ti lé doc tinh va tac dung phu cua
eltrombopag

45% 2.2%3.4% 1.1%

4.5%

= Khong tac dung phu

Dau bung, buon non, tiéu long
5.6%
1.1%

Pau nhitt co, xwong, dau diu
Mét moi
Nhiém tring hé hap trén
Phét ban
= Rong kinh
m Tang men gan
Biéu dé 3.1. Tac dung phu cia su’ dung
elthrombopag & nhom chung
Nhan xét: 20/89 (22,5%) BN ghi nhan co
bién ching trong qua trinh s dung
eltrombopag, nhiéu nhat la dau nh(t cg, xuang,
dau dau (5,6%).

IV. BAN LUAN

4.1 Hiéu qua cua eItrombopag trong
diéu tri giam tiéu cau mién dich dai ding,
man tinh

S6" luong tiéu cdu. 84,3% (75 BN) trong
nghién cltu cd it nhat mét dap Ung vé ti€u cau tai
bt ki thdi diém nao sau khi khdi dau
eltrombopag. SLTC trung binh trudc diéu tri
eltrombopag la 7 x 10° /L (5-14,5), trong qua trinh
diéu tri va theo doi, SLTC trung binh tang Ién 31 x
109 /L (13-152) & thang thd 1 1a 82 x 10%/L (29 -
169) & thang th(r 2, 86 x 109/L (29 - 169) & thang
thir 3, va duy tri @ muc tiéu cau trung binh 80 x
109 /L (49 - 134) & thang th* 6 va 87 x 10° /L (39
- 194) & thang thr 12. Nghién clfu ching téi cling
nhu cac nghién ciu khac trong nudc va nudc
ngoai co su tuong dong Vveé ti 1€ chung dat dugc
dap (ng tiéu cu khi diéu tri vdi eltrombopag >
80%. Két qua nay phu hgp vdi cac nghién cliu
ti€n clru va hoi cliu trude day da bao cdo ti € dat
dap Urng chung dao dong 60 - 90%.2

Khi so sanh v& SLTC trudc va sau khi diéu
tri, két qua cho thady eltrombopag lam téang SLTC
sau diéu tri 6 cac giai doan tir tuan 1, tuan 2,
tuan 3, tuan 4 va tur tuan 8 trd di dén tuan tha
52 ghi nhan SLTC trung binh téng Ién dang k& so
vGi trugc diéu tri. Thoi gian dat dap (ng diéu tri
kéo dai tir 1 tuan dén lau nhat la 52 tuan (Ia thai
gian két thdc nghién cu’u) khi BN van sir dung
thudc. Ti 18 dat dap ('ng ti€u cdu trén toan bod
dan s6 nghién clru la 84,3% va bén viing sau 32
tuan dung thuéc. O ngudi I6n: Ti |é dat dap Ung

ti€u cau la 85,7% va bén viing sau 32 tuan dung
thudc. O tré em: Ti 1& dat dap Ung tiéu cau la

75% va bén vitng sau 20 tuan dung thudc theo
bi€u d6 Kaplan meier.

VEé ti I1é dap Ung thudc: dap (ng hoan toan
74,2%, dap ing mét phan 13,5% va khong dap
Uing VGi eltrombopag 12,4%. Nghién c(iu cla tac
giad Nguyén Thi Ngoc Sang thi ti 1€ nay lan lugt la
60,5%, 25,6% va 13,9%.3 Vay ti Ié BN dap (ng
hoan toan trong nghién clfu ching t6i cao hon va
ti I& khéng dap Ung vdi eltrombopag thap hon.

Trong nghién cltu c¢6 3 BN da cat lach, déu
dat dugc dap (ng hoan toan véi diéu tri dat
100%, tuy nhién su’ khac biét vé dap Ung diéu tri
& hai nhom cét lach va khéng cét lach khong cb
y nghia théng ké vdi p = 1. Nghién ciru EXTEND
cho thay ti Ié dap ing sau 3 nam cla 299 BN s
dung eltrombopag la 80% d6i véi BN da cat lach
va 89,3% dGi vdi BN khong cat lach.* Nhu vay ti
Ié dap (ng thudc gilta nhém bénh cdt lach va
khéng cdt lach la tuong duong nhau. Diéu nay
s€ ang ho thém vé viéc st dung eltrombopag
trong qua trinh Iya chon diéu tri hang hai dé
tranh cho BN phai trai qua phau thuat.

Lleu eltrombopag trong diéu tri GTCMD
dai ding, man tinh. Thoi glan trung binh diéu
tri vGi eltrombopag la 304 ngay (dao dong tur 6
ngay dén 4,7 nam). Trong qua trinh nghién clu,
65/89 (73%) BN can thay d6i liéu eltrombopag.
Trong sO nay, 48,3% BN cd it nhat 1 [an tang
liéu va 47,2% BN c6 it nhat 1 [an giam liéu, co
27% BN khong can diéu chinh liéu va dugc dung
eltrombopag 25 mg/ngay hodc 50 mg/ngay
trong toan bd thgi gian nghién clu. Trong sG
nhirng BN dugc diéu chinh liéu, 14,6% cé su két
hgp gilta tang, gidm va gian doan liéu
eItrombopag dua trén bién dong tiéu ciu, 7,9%
c6 ca tang va giam, 25,8% chi tdng va 24, 7% chi
glam O nhitng BN gian doan st dung thudc thi
cd 6 BN xin ngung hodc tu ngung st dung thudc
do van dé kinh phi. Nghién citu EXTEND> cac chi
s& nay lan lugt 94% BN can thay d6i liéu, chi cé
15 BN (5%) khéng can diéu chinh liéu va dugc
dung eltrombopag 50 mg trong toan bd thgi gian
nghién clru va 83% bénh can it nhat 1 [an tang
liéu, trong s6 nhitng BN dugc diéu chinh liéu, 48%
c6 su két hgp gilra tang, giam va gian doan liéu
eltrombopag dua trén bién déng tiéu cau. Thoi
gian trung binh ti€p xdc vdi eltrombopag la 2,4
nam (dao dong tir 2 ngay dén 8,8 nam). So sanh
V& ti I8 BN can thay d6i liéu trong qua trinh diéu tri
vGi eltrombopag thi & nghién clfu cla ching t6i BN
can thay déi liéu, d3c biét can tng liéu thudc it
hon dang k& so véi cac nghién cliu khac, diéu nay
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cling mét phan cho thay dudc su’ 6n dinh trong liéu
diéu tri eltrombopag, it ti 1& BN can ting liéu dé dat
dap Ung trong diéu tri GTCMD.

Triéu chirng xuat huyét. Cac triéu chiing
xuat huyét xay ra & 58 BN (65,2%) Iic ban dau.
Xuat huyét d6 1 cht yéu biéu hién bang chdm xut
huyét, xudt huyét do 2 cha yéu bi€u hién la chay
mau rang, chdy mau cam, xudt huyét tiéu hda, &
11 BN xuat huyét d6 3 chu yéu la xuat huyét
dudng tiéu hda, quan sat thdy chi c6 1 BN xuat
huyét do 4 (xuat huyét ndi so) (chiém 1,1%).

Muc tiéu diéu tri GTCMD la tédng SLTC dé
tranh cac chdy mau nghiém trong va lam giam
doc tinh, tac dung phu lién quan dén diéu tri. BN
c6 SLTC > 30 x 10° /L du ki€n s& co kha nang
cam mau tét va thudng khoéng can diéu tri néu
khong ¢ tién str chay mau.t BN GTCMD co6 SLTC
cao hon hodc thdp han muic binh thudng cé thé
cd nguy cd bién ching huyét khéi hodc huyét
khdi tdc mach. Cac phén tich tdng hdp cho thay
eltrombopag ¢6 tac dung dang ké dén viéc diéu
tri BN GTCMD do lam giam nguy cG chay mau
dang k& hodc bét ky tinh trang chdy mau nao.”

Ti Ié truyén ché phdm mau trudc va sau
diéu tri eltrombopag. TruGc diéu tri
eltrombopag c6 79,8% BN can truyén ti€u cau.
Sau khi st dung thudc, s& BN can truyén tiéu cau
giam xubng 20,2% BN. Viéc cai thién nhu cau
truyén mau gidp cho BN GTCMD giam dugc tan
suat phai nhap vién trong ndm, tir d6 cd thé cai
thién dugc chat lugng cudc sdng clia BN dang ké.
Cai thién SLTC la muc tiéu chinh trong cac thar
nghiém vé eltrombopag. Tuy nhién, muc tiéu
chinh cla cac liéu pha’p trong GTCMD la giam
nguy cd cac dgt chay mau. Trong cac thir nghiém
lam sang, phan u’ng tiéu cAu dudc cai thién dan
dén glam chay mau va st dung thudc cdp clru.2 &
ngugi Ién, viéc sur dung eItrombopag da dugc
chu’ng m|nh la lam giam ti 1& chay mau va dap
u’ng tiéu cau tot hon tir d6 dan dén viéc giam nhu
cau truyén mau & BN giam tiéu cau mién dich.

4.2 Ti lé doc tinh va tac dung phu cha
eltrombopag. Khi theo doi vé cac bién chiing
trong qua trinh s dung thudc eltrombopag, ghi
nhan c6 22,5% BN c6 cac bi€én c6 khong mong
muon, khong co BN nao cd bién chlirnq nang (do
3 hoac do 4). Mot so triéu chu’ng gap ¢ 9/89 BN
nhu dau nhirc ngudi, mét moi, dau dau. it gip
hon 2/89 BN la budn nén, dau bung, tiéu Iong,
tdng men gan. O nhom tré em, 33,3% BN c6
bién ching sau khi sir dung eltrombopag, trong
dé 25% la nhiém trung h6é hap trén, 8,3% la
phat ban, khong ghi nhan cac tac dung phu
khac. Ti lé doc tinh va tac dung phu cla
eltrombopag trong nghién clru ching t6i tucng
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tuv nhu nghién clru cla tac gia Nguyén Oanh
Thuy Linh® thdp hon so vdi phan tich & trén thé
gidi va trong qua trinh diéu tri ghi nhan khong cé
trudng hdp nao phai ngung diéu tri vi cac tac
dung cua eltrombopag. Diéu nay lai moét [an nita
cho thdy dudc hiéu qua dap Ung cua
eltrombopag trong GTCMD vdi ti I1é d0c tinh, tac
dung phu thap.

V. KET LUAN
biéu tri_eltrombopag trén bénh nhan giam

tiéu cau mién dich dai ddng man tinh cho thay

dap Ung tét trén viéc cai thién s6 lugng ti€u cau,
va duy tri dugc dap Ung lau dai dong thdi lam
giam nhu cau va tan suat truyén tiéu cau. Doc
tinh va tac dung phu cla eltrombopag thudng
nhe, khong anh hudng dén qua trinh diéu tri.

Cac bién ching thudng gap: dau nhilfic ngudi,

mét moi, dau dau.
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