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® Nghién ctru - Ky thuat
Panh gia twong tac bat loi trén bénh an ndi tri
diéu tri ung thw mau tai Vién Huyét hoc -
Truyén mau Trung wong

Nguyén Duy Tan!, Nguyén Mai Hoa?, Nguyén Hoang Anh?*
! Vién Huyét hoc va Truyén méu Trung wong

? Trung tam DI& ADR Quéc gia, Triong PH Dugc Ha Noi

*E-mail: anh90tk@yahoo.com

Summary

The frequency of potential drug interactions (PDIs) in hematology-oncology at the Chemotherapy
Department of the Vietnam National Institute of Hematology and Blood Transfusion was estimated and
the influence of a typical anti-cancer drug-related interaction on the occurrence of bone marrow failure was
assessed by retrospectively analyzing the medical records of all the patients treated therein during the
whole month of March, 2014 who received at least two principle drugs (except supplementary dietaries,
multi-vitamin/mineral, amino acids). PDIs were screened with Drug interactions - Micromedex Solutions
with regard to significant interaction between mercaptopurin and allopurinol. Kaplan-Meier method was
used fo estimate adverse events (bone marrow failure) in two patient groups given both mercaptopurin
and allopurinol, and mercaptopurin alone over time. The hazard ratio was identified by Cox multivariate
regression analysis. 636 potential interactions were detected in 129 medical records (54.7 %). Most were
clinically relevant interactions. PDls between anti-cancer drugs and those unrelated to anti-cancer drugs
and interactions among chemotherapy-unrelated ones were observed in a large percentage of the medical
records with clinically relevant interactions, being 39.1 % and 54.7 %, respectively. Of anti-cancacer drug-
related interactions, the most common were those between mercaptopurin and allopurinol (9.3 %). Bone
marrow failure occurred in patients with concomitant use of allopurinol and mercaptopurin earlier than
in patients with mercaptopurin alone (p < 0.05). Cox multivariate regression revealed that the risk of
bone marrow failure was 3.24 times higher in patients given both mercaptopurin and allopurinol than
mercaptopurin alone (95 % CI: 1.46 to 7.19). These findings proved a high frequency of drug interactions
in oncology, significantly suggested the interaction of mercaptopurin and allopurinol should be taken into
serious account to minimize their harmful interaction effects.

Keywords: Drug interaction, hematology, oncology, bone marrow failure.

vé TTT trén dbi twong bénh nhan ung thw cho
thay, ty 1& xuét hién TTT la kha I&n, dao dong tir
12 - 63% téng s6 bénh nhan 259, Trong dd, twong
tac lién quan t6i thube diéu tri ung thw tuy it gap
(chiém 13 -19% tdng s6 TTT tiém tang ) nhung
déu 1a cac twong tac dang chi y do hoa chéat didu
tri ung thw déu la cac thudc co khoang didu tri hep
va nguy co doc tinh cao. Nghién clru nay duwoc

Dat van dé

Ung thw mau 1a bénh Iy ac tinh cta té chirc
tao mau va loai ung thw duy nhat khéng phat sinh
khédi u. Vién Huyét hoc - Truyén mau Trung wong
la vién chuyén khoa dau nganh diéu trj cac bénh
ly huyét hoc, trong d6 ¢c6 sb lwgng ién bénh nhan
ung thu mau dworc diéu tai Khoa diéu tri hda chét
(H7). Trong céc phac db diéu tri ung thw mau, héa

tri liéu van la liéu phap dAu tay, gidp thodi lui bénh
va cdi thién chét lwgng séng cho bénh nhan. Viéc
phdi hop hoa tri liéu véi nhigu loai thubc hé tro
trong qua trinh diéu trj ung thw, dan dén nguy co
cao xay ra twong tac thuéc (TTT). Céc nghién ctru

thire hién nham xac dinh tn suét xuét hién twong
tac thudc bat lgi va danh gia anh hwéng cla
mot cap twong tac dién hinh (mercaptopurin va
alopurinol) 1&n kha nang xuét hién suy tdy & bénh
nhan ung th mau.

TAP CHI DUQC HOC - 12/2015 (SO 476 NAM 55)



® Nghién clru - Ky thuat

Déi twrgng va phwong phap nghién
clru

Péi twong nghién cteru

Xdc dinh tan suét xuat hién twong tic
thuéc bat Igi trén bénh nhan ung thw mau tai
khoa H7

Tiéu chuén Iwa chon: TAt cd cac bénh an
diéu tri noi tru tai Khoa H7 - Vién Huyét hoc -
Truyén mau Trung Uong cé thdi gian vao Khoa
tlr 1/3/2014 dén 31/3/2014.

Tiéu chuan loai trir: Bénh an chi duoc ké cac
thubc b tro nhu: vitamin, khoang chét, acid amin
& dang don chat hodc phdi hop; Bénh an co sb
thudc dwoc ké < 2 thudc.

Dadnh gia anh hwéng ctia mét cdp tuong
tac dién hinh (mercaptopurin va alopurinol)
I1én kha ndng xuét hién suy tiy & bénh nhéan
ung thw mau

Tiéu chuén lwra chon: T4t ca bénh an thudc
nhém bénh bach cau tly (ma phan loai C92 trong
hé so bénh an) nhap khoa didu tri hda chét, Vién
Huyét hoc - Truyén mau TW c6 st dung thudc
mercaptopurin trong khodng th&i gian 1/3/2014
-31/5/2014.

Tiéu chudn loai trir: Bénh an cta bé&nh nhan
suy tay thé rat nang ngay trwdc thoi diém theo
ddi; Bénh an cta bénh nhan khéng duwoc theo
déi xét nghiém huyét hoc dinh ky theo quy dinh
(3 ngay/lan) ké tir thoi diém bat diu theo déi dén
khi ra vién.

Phwong phap nghién ctru

Xdc dinh tan suat xuat hién twong téc
thuéc bat Ioi trén bénh nhan ung thw mau tai
khoa H7

Tién hanh duyét twong tac trong bénh an
bang phan mém Drug interactions - Micromedex
Solutions (MM), ddng thdi, xac dinh cac cap TTT
co y nghta lam sang (YNLS) theo dinh nghia cda
Co quan quan ly Dwoc phadm Chau Au. Theo dé,
mét twong tac thubc dwoc coi 1a cd YNLS khi
“dén dén hiéu qua didu tri va/hoac doc tinh cua
mot thude bi thay dbi téi mirc can phai hiéu chinh
liéu ho&c bién phap can thiép y khoa” !,

Dédnh gia anh hwdéng cia mét cdp trong
tdc dién hinh (mercaptopurin va alopurinol)
Ién kha ndng xudt hién suy tiy & bénh nhan
ung thw mau

TAP CHI DUQC HOC - 12/2015 (SO 476 NAM 55)

Phan nhém bénh nhan théda mén tiéu chuan
Ilwa chon va khéng thudc tiéu chuan loai trir
thanh hai nhém: nhém bénh nhan chi s& dung
mercaptopurin don déc (nhém 1) va nhdém
bénh nhan s dung déng th&i mercaptopurin —
alopurinol (nhém 2). Tién hanh khao sat cac dac
diém 1am sang va can lam sang cta hai nhém
bénh nhén tai thdi diém ban dau (thdi didm gan
nhét trwéc khi st dung mercaptopurin & nhom 1
va thoi diém gan nhét trwéce khi siv dung déng
th&t mercaptopurin — alopurinol & nhém 2). Tiéu
chuén chan doéan suy tuy va mirc do suy tdy
dwgc phan loai dwa trén Hwdng dan chan doan
va diéu trj thiéu mau bat san tiy cla Hdi ddng
Huyét hoc Anh 1.

Hai nhém bénh nhan nay duwgc giam sat cac
chi s6 huyét hoc d& phat hién bién cé suy tuy
trong vong 30 ngay ké ttr thoi diém bat dau theo
ddi. Trong qua trinh theo dbi, b&nh nhan dwoc coi
la xuét hién bién cé néu bénh nhan khong suy tay
tai thoi diém bat dau theo ddi, sau d6 xuét hién
suy tay hodc bénh nhan trwéc do da co suy tly
nhuwng trong qua trinh theo d&i phat hién thay suy
tiy & mdre dd ndng hon so véi thdi diém ban diu.
Bénh nhan dwoc coi la khéng xuét hién bién cb
néu bénh nhan két thic thdi gian theo ddi hoac
xuét vién ma khéng xuét hién bién cb.

Xt ly két qua

Sé liéu dwoce lwu trir va phan tich bing phan
mém théng k& SPSS 20. S dung phwong
phap Kaplan-Meier d& phan tich xac suét gap
bién cd suy tdy theo thoi gian va st dung mé
hinh héi quy da bién Cox dé& lwong gia anh
hwéng ctia yéu td nguy co véi sy xuat hién bién
cb suy tay.

Két qua nghién ctru

Xac dinh tan suat xuat hién twong tac
thudc bt lgi trén bénh nhan ung thw mau tai
khoa H7

Ddc diém bénh nhén trong mau nghién
ctru

Téng sb c6 241 bénh &n dwoc thu thap trong
khoang th&i gian tr 1/3/2014 dén 31/3/2014,
trong d6 236 bénh an théa man tiéu chuan lya
chon. D3c diém bénh nhan trong miu nghién
ctru dugrc trinh bay trong bang 1.



® Nghién clru - Ky thuat

Bang 1: Pac diém bénh nhan trong méu nghién ciru

Déc diém bénh nhan Sé lwong Ty Ié %
Tudi (nam): Trung vi: 47,5 (Q1: 30 Q3:62)

S6 ngay nam vién (ngay): Trung vi: 14 (Q1: 7,25 Q3:25)

Gi6i tinh: Nam 127 53,8
Loai bénh chinh (ICD-10)
Bénh bach cAu tdy (C92) 188. 797
Bénh bach cau lympho (C91) 40 16,9
Réi loan téng sinh tly (D46) 6 25
Lympho khéng Hodgkin thé lan téa (C83) 2 0,8

Trong 236 bénh an, d6 tudi bénh nhan
co trung vi la 47,5 tudi. S6 ngay ndm vién cua

bénh nhan c6 trung vi la 14 ngay. Vé loai ung
thw mau, cé 188 bénh nhan mac bénh bach cau
tay (C92), chiém 79,7% sb bé&nh nhan nhap khoa
H7.

Pdc diém vé twong tic thudc va cé twong
tac c6 y nghia Iam sang

Téng sb 668 TTT dwoce phat hién trong 236
bénh an, trong dé c6 636 TTT dwgc nhan dinh
c6 YNLS (chiém 95,2%). Két qua vé ty I8 TTT va
twong tac co YNLS trong cac bénh an dwoc trinh
bay trong bang 2.

Bang 2: Ty Ié bénh an c6 tuong tac va tuong tac ¢6 YNLS trong mé&u nghién ctru

S8 lrom Ty 16 %/Tongsé Ty Ié %/ Tong s6 bénh dn
ong bénh dn ¢6 TTT c6 YNLS

S6 bénh én ctia mdu nghién ctru 236 100

36 bénh an cé twong tac 129 54,7
S6 bénh an ¢6 trong tdc c6 YNLS 128 54,2 100

S6 bénh an co twong tac chdng chi dinh 25 10,6 19,5
S4 bénh an ¢6 twong tic c6 YNLS lién quan thuéc diéu tri 58 246 45,3
ung thwe

Tuwong tac gitra cac thubc ung thw 8 34 6,3

Tuwong tac gitra thudc ung thu va thube khac 50 21,2 39,1
Sg ben.h dn c6 tirong tdc c6 YNLS khéng lién quan thuoc 70 20.7 54.7
diéu tri ung thw

Trong 236 bénh an, sb bénh an phat hién co 4 Vinoristin - dexamethason 760)
IRiat2otbs nhRanR(ChiSn 54’70,/0)' i dé.’ 5 Mercaptopurin - methotrexat 6(2’5)
128 bénh an co TTT c6 YNLS (chiém 54,2%). SO & Vincristin - figrastim 5 (2’1)
bénh an co TTT chéng chi dinh 1a 25 bénh an 7 Vincristin - ketoconazol 5(2'1)
(chiém 10,59%). Trong 128 bénh an xuét hién 8 Trefinoin - fluconazol 2 (1'7)
TTT ¢6 YNLS, 58 bénh an co TTT lién quan t&i 9 Doiorbicin - dexanethasal 3 (1'3)
thﬂuéc ’diéu tri ungﬂthu’ (chlé'rp 45,3;’/0). Irong do, 10 Tretinoin - dexamethason 3(1.3)
bénh an c6 TTT lién quan gilra thudc diéu tri ung 11 Methotrexat- esomeprazol 3(1.3)
thw va cac thube khdng phai la thudc diéu tri ung 12 Tretinoin - methylprednisolon 3(1.3)
thw chiém ty |& cha yéu (86%). Cydophosphamid - o
Cédc cadp TTT c¢6 YNLS lién quan dén thuéc doxorubicin (09)

diéu tri ung thuw thwong gép trong mau nghién
ciru
Cac cap TTT ¢é YNLS lién quan dén thubc
didu tri ung thw thwérng gép trong mau nghién
ctru dwec ghi trong bang 3.
Bang 3: Cac TTT ¢6 YNLS cila thubc diéu trj ung thu
thuong gép trong mau nghién ciu

T Cip TIT S6 Iwgzrg({}’/ 18 %/ téng
s0 bénh én)

1 Mercaptopurin - alopurinol 22 (9,3)

2 Cyclophosphamid - alopurinol 13 (5,5)

3 Methotrexat - omeprazol 13 (5,5)

Sau thubce diéu tri ung thw hay gap twong tac la
mercaptopurin, cyclophosphamid, methotrexat,
vincristin, retinoin va doxorubicin. Trong doé, cap
twong tac thuwong gap nhét Ia mercaptopurin —
alopurinol, xuét hién trong 22 bénh an (chiém
9,3%).

Panh gia anh hwéng caa mét cap twong
tac dién hinh (mercaptopurin va alopurinol)
I&én kha ndng xuét hién suy tdy & bénh nhan
ung thw mau

T két qua khdo sat & trén, mercaptopurin
— alopurinol la cdp TTT c6 tAn suét xuét hién

TAP CHI DUQC HQC - 12/2015 (SO 476 NAM 55)



® Nghién ctru - Ky thuéat

cao nhat (9,3%). Nhém bénh nhan bach ciu
tly tai Khoa diéu tri héa chat chiém ty I& cao
nhét (79,6%). Vi vay, dé& danh gia hau qua cia
cap twong tac nay ddi véi nguy co gay suy
tdy, ching t6i tién hanh nghién ctru hdi ctru so
sanh bién cb suy tdy trén déi twong bénh nhan

bach cau tdy (C92) gitta nhém bénh nhan st
dung mercaptopurin va nhom bénh nhan st
dung ddng thdi mercaptopurin — alopurinol. Két
qua khao sat cac dac diém lam sang va can lam
sang cta hai nhém bénh nhan dwoc trinh bay
trong bang 4.

Bang 4: Bac diém l&m sang va can I&m sang cda hai nhém bénh nhén

Dic diém Nhom 1 Nhém 2 o
i (n=49) (n=22)
Tudi: Trung vi (Q,Q,) 51(28-67) 44 (20 - 59) 0,169
Gidi tinh: Nam 24 (49,0%) 11 (50,0%) 0,937
Chirc ndng than: Binh thuong 12 (24,5%) 5(22,7%) 0,872
Chirc nang gan: Binh thuwong 26 (53,1%) 16 (72,7%) 0,119
Co suy tiy triéc khi bat dau theo déi 18 (36,7%) 13 (59,1%) 0,738

Su khac biét gitra hai nhom vé tubdi, gidi,
chtrc nang gan, chirc nang than va murc do suy
tay trwdc thei diém bét diu theo dbi khoéng co y
nghia théng ké.

Ty Ié gap bién cé suy tdy & hai nhém bénh
nhén

Sau 30 ngay theo déi, ty 1& bénh nhan gap
bién cé suy tdy trong mau nghién ctru dwoc trinh
bay tai bang 5.

Bang 5: Ty /¢ bénh nhén gap bién c6 suy tay cua
fimg nhém bénh nhén

S6  Sé bénh nhin
Nhém bénh nhan gdp bién cé
trong nhém  (ty 1€ %)

49 25 (51,0%)

Bénh nhan chi sr dung
mercaptopurin

Bénh nhan st dung déng thei
mercaptopurin-alopurinol
Téng 71 39 (54,9%)
Sé bénh nhan gap bién cb suy tly trong
mau nghién clru 13 39 bénh nhan, chiém ty 1&
54,9% trong téng s6 bénh nhan theo déi. Ty 1é
gap bién cb suy tdy & nhém st dung déng thoi
mercaptopurin — alopurinol cao hon nhém chi sty
dung mercaptopurin, v&i ty 1& xuét hién bién cb
twong ng & hai nhém la 63,6% va 53,9%.

22 14 (63,6%)

Xdc suét tich liiy gip bién cé suy tiy theo
thoi gian diéu tri

Xac suét tich Ity gép bién cé suy tay cla hai
nhém téng dan theo thoi gian. Sau 4 khoang tudn
theo déi (30 ngay), gan nhw toan bd bénh nhan
clia nhém s dung déng thdi mercaptopurin —
alopurinol va nhém chi st dung mercaptopurin

TAP CHI DUQC HQC - 12/2015 (SO 476 NAM 55)

déu xuét hién bién cb suy ty. Tuy nhién, co su
khéc biét vé sw xuét hién tap trung clia bién cb
suy tly gitra hai nhém bénh nhan. D&i v&i nhém
stp dung dong théi mercaptopurin — alopurinol,
bién cb xuét hién suy thy tap trung trong tuln
tht 2. Ngwoc lai, ddi véi nhdém chi st dung
mercaptopurin, bién cb xuét hién suy tay tap
trung trong tuan the 3. Didu nay duoc thé hién
trén do dbc cia dd thi xac suét tich Ity gdp bién
cb suy ty. St dung kiém dinh log-rank cho thay
st khac biét vé thoi gian trung binh gap bién c6
suy tly cta hai nhém c6 y nghia théng k& (p =
0,005).

Nhom
—'_‘Gup bdn b (phém 1)

+ *Ghpbin cé (nhdm 2)
Nhom 2: St dung

l——J—. [+ U)"v- 98 bién ¢ {nhom
+ Chua giip ién cb (rhém
| dbng thor allopurinol - 4......... 2
mercaptopurin f
= .
-
j Nhom 1: Chi str dung
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Hinh 1: D0 thj xac suét tich lily gap bién c6 suy tay
theo thoi gian
Phén tich cdc yéu té anh hwéng téi sw
xuét hién bién cé suy tuy

Nhém nghién cteu s dung md hinh hbi quy
Cox dé lwong gia anh hwéng cac yeu td nguy co
sau t&i kha nang xuét hién bién cd cta hai nhdm
bénh nhan. Két qua dwoc trinh bay & bang 6.
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Bang 6: Anh hudng cac yéu t6 nguy co té1 kha ndng xuat hién bién co clia hai nhém bénh nhén

P R i \ Khoaéng tin cdy 95%
Yeu t6 anh hwéng Hazard ratio (HR) Thap nhét Cao nhat p
Tudi 0,99 0,97 1,01 0,314
Nam gidi 0,93 0,48 1,79 0,818
Str dung déng théi mercaptopurin-alopurinol 3,24 1,46 7,19 0,004
Bénh nhan c6 chi sé ALAT hodc ASAT trén gidi han binh thuwéng 1,69 0,80 3.55 0,167
Bénh nhan suy tay : 0,48 0,23 1,03 0,058
Bénh nhan cd suy giam chirc ndng than 1,88 0,71 4,98 0,206

Bénh nhan st dung ddng th&ri mercaptopurin
- alopurinol ¢6 nguy co xuét hién bién cd suy tdy
cao hon 3,24 |an so v&i nhom bénh nhan chi sty
dung mercaptopurin (khodng tin cay 95%: 1,46 -
7,19). Cac yéu tb vé& tudi, gioi tinh, chirc nang
gan, than hoac mc d6 suy tly déu khong anh
hwdng toi nguy co xuét hién bién cb suy tly cla
mau nghién ctru (p > 0,05).

Ban luan

Két qua nghién ctru cho thdy cé 129 bénh an
phat hién co TTT, trong d6 128 bénh an co TTT co
YNLS. Ty 1& nay thap hon so v&i két qua nghién
clru clla Molouk (62,88%) va Paula Stoll (100%)
trén bénh nhan nhap khoa ung thu mau tai Iran va
Brazil 28, Trong s6 cac bénh an co TTT c6 YNLS,
cac TTT chdng chi dinh chi lién quan dén hai cap
TTT la ketoconazol - ondansetron, fluconazol
- ondansetron. B6i v&i bénh nhan ung thw mau
dang trong qua trinh hoa tri, suy giam mién dich
dan dén nhiém nam Ia khé tranh khoi. Vi vay, viéc
str dung cac thubc chéng ndm 1a can thiét nhung
can tranh st dung déng th&i v&i ondansetron.
Tai thot diém nghién ctu cia ching toi (thang
3/2014), ketoconazol dang uéng van con duoc ké
don, tuy nhién, hién ketoconazol khéng con dugc
str dung tai Vién Huyét hoc - Truyén mau Trung
wong.

S6 twong tac lién quan téi thube diéu tri ung thu
trong mot bénh an kha thép (trung vi 1 TTT/bénh
an), trong do, da sé la twong tac gitra thubc diéu tri
ung thu va thude khdng phai 1a thube diéu tri ung
thw. Cac twong tac lién quan téi thudc diéu tri hd
tro' chiém sé lvong 16n (trung vi 3 TTT/bénh an).
Téng quan hé thdng cla Riechelmann va cong
sw 2009 v& twong tac lién quan téi thube diéu tri
ung thw cho thay, 87% bénh nhan gap twong tac
khéng lién quan ti thube diéu tri ung thut. Trong
nghién clru clia ching t6i, chi cé hai cap twong
tac gitva cac thudc didu tri ung thw la methotrexat
— mercaptopurin (2,54%) va cyclophosphamid —
doxorubicin (0,85%). Viéc sir dung ddng thoi nhiéu
thudc diéu tri ung thw ndm trong phac do diéu tri

cho bénh nhan. Tuy nhién, d& gidm nguy co gay
hai clia cac cap tuong tac thudc nay, can cé bién
phap str dung va theo ddi phu hop.

Céc twong tac gira thubce digu tri ung the va
thudc khdng phai 1a thubc diéu tri ung thw thuwéng
gap trong mau nghién clru da phan la cac TTT
nghiém trong. Cac twong tac nay chu yéu theo
co ché dwoc ddng hoc (chiém 81,8%). Ty 1& nay
twong tw nghién ctru ctia Paula va cong sw (87,4%)
trén bénh nhan nhap khoa ung thw mau tai Brazil
B, K&t qua nghién clru clia chung toi cling twong
ddng voi nghién clru nay khi cung cho théy, cac
TTT thuong gap 13 twong tac gitva thube didu tri
ung thw v&i corticosteroid, thubc chdng ndm nhom
azol, thudc trc ché bom proton va alopurinol. Céc
twong tac voi corticosteroid va thudc chdng ndm
nhém azol thwdong lién quan t&i qua trinh chuyén
hoa pha | chia thude didu tri ung thw, dan dén giam
hidu qua diéu tri hodc tang ddc tinh cla thuéc diéu
tri ung thw. Twong tac gitva thuéc diéu tri ung thw
t&i alopurinol (mét thudc dung dé ngan ngtra tinh
trang tang acid uric mau trong hdi ching ly gidi
khéi u) cling dang lwu y. TTT nay gay tang doc tinh
suy ty xwong trén bénh nhan khi st dung kém
voi mercaptopurin hodc cyclophosphamid. Trong
trwedng hop bat budce phai st dung mercaptopurin
hodc cyclophosphamid thi phai hiéu chinh liéu va
giam sat chat ché doc tinh cua hai thubc nay, dac
biét la ddc tinh suy tdy xwong. Cac tai liéu cling ghi
nhan ring twong tac gitka methotrexat va cac chét
trc ché& bom proton c6 thé gay ra tang doc tinh clia
methotrexat thong qua gidm thai trlr methotrexat
tai than.

Trong két qua nghién ciru clia chung toi, cap
TTT gilra alopurinol va mercaptopurin ¢ tan xuét
suét hién trén bénh an cao nhét (9,3%) va tap
trung trén nhém bénh nhan bach cau tdy (C92).
Pay la mét twong tac dwoc nhan dinh & mirc do
nghiém trong nhwng viéc str dung alopurinol dong
thoi voi mercaptopurin la bt budc trong trudng
hop bénh nhan téng acid uric mau hoéc trong
hoi chieng ly giai khéi u. Didu 6 dat ra sw cén
thiét danh gia hau qua clia cap twong tac nay trén
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&m sang dé dwara nhirng khuyen cao xur tr| phu
hop. Két qua nghién ctru cho thdy, bién cb suy
tuy xay ra sém hon & nhém bénh nhan st dung
ddng thoi alopurinol — mercaptopurm (8,5 ngay
so v6i thoi gian trung binh gap bién cb suy tay &
nhém bénh nhén chi str dung mercaptopurin 13
15,4 ngay). Két qua clia phan tich hdi quy da bién
Cox cho théy, viéc si dung ddng th&i-alopurinol
va mercaptopurin la yéu té tién lwong doc lap lam
tdng nguy co xuét hién bién cb suy tay 3,9 14n so
Vi viéc chi st dung mercaptopurin (khoang tin
céy 95%: 1,46 — 7,19). Cac yéu tb vé tudi, givi,
chirc nang gan, chirc nang than ctia bénh nhan
khong anh hudng t6i bién cb nay.

Trén thé gidi chuwa o nghién clru ndo theo dai
hau qua [am sang cua twong tac gitra alopurinol va
mercaptopurm Mét sb bao céo ca lam sang chi mo
ta4 vé& hién twong suy tdy xwong trén bénh nhan st
dung dbng thoi alopurinol va azathiopurin va cé s
khac biét nhat dinh so vai két qué thu duoctir nghien
clru clla chung t6i) 7% Th nhét, vé thoi gian xuét
hién bién cé suy ty & cac bao cao kha dao déng
(tv 2 dén 6 tuan) cao hon nhiéu so voi thoi gian
trung binh xuét hién bién cb (8,3 ngay) & nhom st
dung dbng thei alopurinol va mercaptopurin trong
nghién ctru cla chung tdi. Thi hai, cac bao céo ca
lam sang cling cho thay bién ¢b suy tiy chi xuét
hién khi st¢ dung déng thdi alopurinol - azathiopurin
va chirc ndng tuy xwong ¢ bénh nhan dwoc phuc
hdi sau 4 t¢i 8 tudn néu khong st dung déng thoi
hai thubc. Nguoc lai, trong nghién ctru cda chung
t6i, xac suét tich Ity gép bién cd suy thy xuét hién
trong ca hai nhém, véi ty 1& khac nhau. Theo chiing
tdi, nhitng sw khac biét nay lién quan t&i dic didm
bénh nhan va phac d6 diéu tri. Trong bao céo ca
lam sang vé suy thy xwong, cac bénh nhan cé chire
nang tdy xwong binh thudng trwde thoi diém st
dung ddng thoi alopurinol va azathiopurin. Nguwoc
lai, bénh nhan trong nghién ciru ctia ching i thudc
nhom bach cau tiy (C92), d4 trai qua liéu trlnh diéu
tri hoa chét liéu cao gay tdn thwo’ng nang né cho
thy xwong. Véi thy xwong da t6n thwong nidng né
nhw vay, hdu qua cda twong tdc mercaptopurin —
alopurinol (ldm gia tang néng d6 mercaptopurin ti
do tang doc tinh trén tay xucyng) la thye sw dang
lo ngai. Diéu nay ddi hoi bac st can hiéu chinh lidu
mercaptopurin theo ddng khuyén cao va giam sat
dinh ky cac xét nghlem danh gid chirc nang tay
xwong dé cé giam thiéu hau qua cua twong tac trén
iAm sang.

Két luan

Két qua nghién ctru da cho thay tan sut xudt
hién twong tac thudc kha cao (54,7%) trén bénh
nhan ndi tru diéu tri ung thw mau tai Khoa H7. Trong
do, twong tac gitra thudc didu tri ung thuw véi cac
thudc diéu tri hé tro hodc gitra cac thubc khéng pha|
thudc diu tri ung thw v&i nhau chiém ty I& chu yéu,
vGi ty 1€ twong tng la 39,1% va 54,7%. Twong tac
gitba mercaptopurin va alopurinol & cdp twong tac
thuéc lién quan dén thudc didu tri ung thu thuwong
gép nhét trong mau nghlen clru (chiém 9,3%). Nguy
co' xuét hién bién cb suy tiy & nhém bénh nhan
dung déng thoi mercaptopurin va alopurinol cao
hon 3,24 Ian so v&i nhom dung mercaptopurin don
doc (khoéng tin cay 95%: 1,46 - 7,19).
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