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TOM TAT

Muc tiéu: Mé ta doc tinh cép tinh ca methotrexate liéu cao (HD-MTX) va phén tich céc yéu tb lién quan dén thai
trtr methotrexate (MTX) chdm & tré méac sarcoma xuwong tai Bénh vién Nhi Trung wong.

Déi tirong, phwong phap: Nghién ciru mé té héi ciru trén 42 bénh nhi (6-16 tudi) dwoc chén doén sarcoma xwong
va diéu tri HD-MTX (12 g/m? tbi da 20 g) tir 01/2018 dén 12/2023.

Két qua: Tudi trung vi la 10 tudi, ty 16 nam/nir 1a 1,1/1. C6 427 dot didu tri, trong dé 393 dot ¢6 dinh long néng d6
MTX. Thoi gian théi trie MTX trung vi la 72 gicr (48 - 336 gi®); nbng d6 MTX tai 24, 48 va 72 gior lan luot Ia 3,9; 0,3 va
0,1 umol/L. Thai trtr ding thoi gian (< 72 gic) ghi nhan & 280/393 dot truyén, chiém 71,2%:; thai trir methotrexate cham
(> 72 gi®) ghi nhan & 113/393 dot truyén, chiém 28,8%. Tdng néng dé MTX trén nguéng ky vong gép & 9,6% sé dot
truyén; téng creatinine gép & 1,1%. Tdng SGOT va SGPT ghi nhén lan luot & 65,8% va 79,0% sé dot truyén. Gidm
bach cau hat, giam hemoglobin va giam tiéu cau lan luot gdp & 38,5%, 63,1% va 5,9% sé dot truyén. Tudi c6 méi lién
quan c6 y nghia théng ké vai thai trir MTX chdm (OR = 1,297; KTC 95%: 1,082 - 1,555, p = 0,005). Diéu tri MTX sau
phéu thuat cé xu huéng lién quan nhung chua dat y nghia théng ké (OR = 0,611; KTC 95%: 0,368 - 1,105; p = 0,057).

Két luan: HD - MTX trong diéu tri sarcoma xwong 6 tré em thuong gay doc tinh gan va huyét hoc. Boc tinh huyét hoc
cht yéu & mirc dé nhe dén trung binh. Thai trir MTX cham gap & 28,8% sé dot truyén va cé lién quan dén tudi Ién hon.

Twr khéa: Sarcoma xwong, déc tinh cap tinh, methotrexate liéu cao, yéu t6 lién quan.

ABSTRACT
HIGH-DOSE METHOTREXATE TOXICITIES AND ASSOCIATED FACTORS IN PEDIATRIC PATIENTS WITH
OSTEOSARCOMA AT THE VIETNAM NATIONAL CHILDREN’S HOSPITAL

Nguyen Hoai Anh’, Tran Thi Ai’, Bui Ngoc Lan’, Dao Thi Thanh An?

Objective: To describe acute toxicities of high-dose methotrexate (HD-MTX) and analyze factors associated with
delayed methotrexate clearance in pediatric patients with osteosarcoma at the Vietnam National Children’s Hospital
(VNCH).

Methods: A retrospective descriptive study was conducted on 42 children aged 6 - 16 years diagnosed with
osteosarcoma and treated with HD-MTX (12 g/m? maximum 20 g) from January 2018 to December 2023.

Results: The median age was 10 years; the male-to-female ratio was 1.1:1. A total of 427 MTX treatment courses
were administered, with MTX levels available in 393 courses. The median MTX clearance time was 72 hours (range:
48 - 336 hours); MTX concentrations at 24, 48, and 72 hours were 3.9, 0.3, and 0.1 umol/L, respectively. Timely
clearance (< 72 hours) occurred in 280/393 courses (71.2%), while delayed MTX clearance (> 72 hours) occurred in
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113/393 courses (28.8%). MTX levels exceeded expected thresholds in 9.6% of courses; creatinine elevation occurred
in 1.1%. Elevated SGOT and SGPT were observed in 65.8% and 79.0% of courses, respectively. Decreased neutrophil
count, hemoglobin, and platelet count were observed in 38.5%, 63.1%, and 5.9% of courses, respectively. Age was
significantly associated with delayed MTX clearance (OR = 1.297; 95% CI: 1.082-1.555; p = 0.005). Post-surgical MTX
treatment showed a trend toward association but did not reach statistical significance (OR = 0.611; 95% CI: 0.368-

1.105; p = 0.057).

Conclusion: HD-MTX in the treatment of pediatric osteosarcoma commonly causes hepatic and hematologic

toxicities. Hematologic toxicities were mainly mild to moderate. Delayed MTX clearance occurred in 28.8% of treatment

courses and was associated with older age.

Keywords: Osteosarcoma, acute toxicities, high-dose methotrexate, associated factors.

I. PAT VAN PE

Sarcoma xuong la mot trong ba dang hay gap
nhit trong ung thu xuong nguyén phat, chiém
khoang 3-5% tong s cac bénh ung thu & tré em
[1]. Quan ly sarcoma xuong la su két hop da mo
thtrc gitra hoa tri tan bo tro, ph?lu thuat va hoa tri
bd tro. Phac dd MAP, gém methotrexate liéu cao,
doxorubicin va cisplatin, 1 phac d6 thudng duoc sir
dung trong diéu tri sarcoma xuong nguy co chuan;
trong d6, methotrexate lidu cao 1a mot thanh phan
quan trong nhdm cai thién két qua diéu trj [2,3].

Tuy nhién, HD-MTX c6 thé gy ra nhidu doc
tinh cép tinh nhu doc gan, ddc than, viém niém mac,
va e ché tuy xuwong [3,4]. Viéc str dung MTX liéu
cao doi hoi theo ddi chit ché nong do thudc trong
huyét twong, danh gia chtrc nang gan than trude va
sau diéu tri, cling nhu st dung leucovorin dé giai
doc [4]. Cac nghién ctru cho thiy doc tinh cua HD-
MTX chiu anh huéng béi nhiéu yéu t6 nhu tudi,
chuc nang than nén, mic do kiém hoa, pH nudc
tiéu, thoi gian thai thudc va ndng d6 MTX ton luu
tai cac mdc thoi gian sau truyén. Viéc dao thai MTX
cham lam ting doc tinh gip phai cta thudc.

Tai Viét Nam, nghién ctru cia Tran Tuyét Thanh
Hai ndm 2019 trén 11 bénh nhéan diéu trj 81 dot
HD-MTX, cho thay doc tinh MTX thudng nhe, thoi
gian thai & mac do ky vong [5]. Nghién clru cia
Phan Dic Phuong, nam 2022 trén 35 bénh nhan
méc sarcoma xuong giai doan II cho thay doc tinh
thuong gip nhat 1a ting men gan, chiém 85,7% [6].
Tuy nhién, cac dir liéu nay danh gia chung ca dbi
tuong 14 nguoi 16n va sd dot hoa chat methotrexate
con it. Do dd, ching t6i thuc hién nghién clru nay

nhim mo ta doc tinh lién quan dén methotrexate
lidu cao & tré mic sarcoma xwong; va phén tich cac
yéu t6 lién quan dén thai trir methotrexate chdm &
tré mic sarcoma xuong diéu tri tai Bénh vién Nhi
Trung wong.
II. POI TUQNG, PHUONG PHAP NGHIEN
cUuU
2.1. Ddi twong nghién ciru

Nghién ciru gdbm 42 bénh nhén (20 nit, 22 nam)
dudi 16 tudi, co giai phau bénh 1a sarcoma xuong
nguyén phat d¢ ac tinh cao theo phan loai WHO,
dugc didu tri HD-MTX trong phac d6 MAP tai
Trung tam Ung thu, Bénh vién Nhi Trung uong
trong thoi gian tir thang 01/2018 dén thang 12/2023
[2,7].
2.2. Thiét ké nghién ctru

Nghién ctru mo ta hdi ciru, thu thap s6 liéu tir hd
so bénh an va két qua xét nghiém cua cac bénh nhan
du tiéu chuan.
2.3. C& miu nghién ciru

Chon mau thuan tién, thu duoc 42 bénh nhan
thoa man tiéu chuan nghién ctru, véi tong cong 427
dot truyén methotrexate lidu cao.
2.4. Don vi phan tich

Céc dic diém chung va mirc d¢ hoan thanh diéu
tri dugc mo ta theo s bénh nhan (n =42). Céac chi s6
n(‘Sng do MTX, thoi gian thai trirt MTX va ddc tinh
sau truyén dugc mé ta theo sb dot truyén MTX ¢
dir liéu twong ung; trong d6, phan tich thai tro MTX
st dung 393 dot c6 dinh luong néng do thuéc. Do
mot bénh nhan c6 thé cé nhiéu dot tmyén, cac két
qua theo dot truyén duogc dién giai trong bdi canh dit
liu lap lai theo tirng bénh nhan.
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2.5. Céc buéc tién hanh

Panh gia 1am sang, can 1am sang trude diéu tri:

Tubi, giGi

Kham lam sang

Mo bénh hoc, xét nghi€ém mau, xét nghiém
nude tiéu va chuc nang than dugc ghi nhan trudc
mdi dot diéu tri. Bénh nhan duoc truyén dich kiém
hoa 6 gid trude truyén MTX; chi bat dau truyén khi
pH niéu > 7,0. MTX duoc dung véi lidu 12 g/m?,
tdi da 20 g. Sau truyén MTX, bénh nhan tiép tuc
dugc truyén dich kiém hoéa it nhat 48 gio va giai
ddc bang leucovorin 15 mg/m*1an mdi 6 gid; liéu
leucovorin dugc didu chinh theo ndng do MTX tai
cac mbc 24, 48 va 72 gid, bat dau tir gio thir 24
sau khi bat ddu truyén MTX va ngimg khi nong do
MTX < 0,1 uM.

Dir lidu dugc thu thap gom: tudi, gidi, thoi diém
diéu tri so voi phau thuat, liéu MTX, pH niéu trudc
truyén, tinh trang truyén dich kiém hoéa, thuc ding
kém c6 kha niang anh huong dén thai trir MTX khi
c6 ghi nhan trong ho so, nong dd6 MTX tai 24 gio,
48 gio va 72 gio, xét nghiém huyét hoc, SGOT,
SGPT, creatinine va eGFR trudc mdi dot diéu tri va
sau diéu tri HD-MTX 1 tuan.

2.6. Danh gia doc tinh

eGFR (estimated Glomerular Filtration Rate -
mirc loc cau than wée tinh) duge tinh bang cong thic
Schwartz. Poc tinh dugc phan do theo CTCAE 5.0.
Tang nong d6 methotrexate vuot ngudng ky vong
duoc xac dinh khi néng do MTX 24 gio > 10,0 uM,
48 gio> 1,0 uM hodc 72 gio > 0,1 pM, theo phac d6
AOSTO0331 [7]. Thai trir methotrexate cham duoc
dinh nghia 14 thoi gian ndng d6 MTX giam xudng
dudi 0,1 pM > 72 gid sau bat dau truyén; cac dot co
thoi gian théi trir < 72 gid dugc phan loai la thai trir
dtng thoi gian.

2.7. Phuwong phap xir Iy so liéu

Str dung phan mém SPSS 20.0. Céac bién dinh
tinh dugec mo ta bang tan sd va ty 1é phan trim;
bién dinh lugng phan bd chuin dugc mé ta bing
trung binh va d¢ léch chuan; bién dinh luong
khong phan bd chuan duoc mé ta bang trung vi,

khoang tt phan vi, gi tri nho nhat va 1on nhat. Hoi
quy logistic da bién duogc str dung dé phan tich cac
yéu t6 lién quan dén thai trir methotrexate cham,
voi don vi phan tich 1a dot truyén MTX. Ba muoi
bén dot khong dinh luong duoc ndng d6 MTX
duogc loai khoi cac phén tich lién quan dén nong
do thudc va thoi gian thai trur, nhung van dugc tinh
trong tong sd dot diéu tri ciia nghién ctru. Cac ty
1¢ phan trim duoc trinh bay thong nhét véi 1 chir
s6 thap phan sau ddu phay; sai khac nho giita tong
céc ty 18 thanh phan va ty 1é tong c6 thé xuét hién
do lam tron.

III. KETQUA

42 tré chan doan sarcoma xwong tai Bénh vién
Nhi Trung wong dap tng du tiéu chudn tham gia
nghién ctru. Tudi trung vi tai thoi diém chan doan 1a
10 tudi (8-12 tudi), ty 1& nam/nir 1a 1,1/1.

Téng s6 dot diéu tri methotrexate 1a 427 dot.
Trong sd 42 bénh nhan nghién ctu, 28 bénh
nhan hoan thanh du 12 dot methotrexate, chiém
66,7%; 14 bénh nhan khong hoan thanh di sé dot
methotrexate, chiém 33,3%. Trong nhom khong
hoan thanh diéu tri, nguyén nhan thudng gip nhat
1a bénh tién trién, ghi nhan ¢ 7 bénh nhén, chiém
50,0% nhoém khong hoan thanh va 16,7% tong sd
bénh nhan nghién ctru. Pang cha y, 6 bénh nhan
tir chdi tiép tuc diéu tri do gap doc tinh lién quan
dén methotrexate, chiém 42,9% nhom khong hoan
thanh va 14,3% tong s6 bénh nhan. Mot bénh nhan
khong hoan thanh diéu tri do tir vong, chiém 7,1%
nhom khong hoan thanh va 2,4% tong sb bénh
nhén nghién cuu.

C6 34/427 dot truyén, chiém 8,0%, khong dinh
luong dugc ndng do MTX do thiéu hoa chit xét
nghiém; cac dot nay khong dugc dua vao phéan tich
thoi gian thai trir va nong d6 MTX. Trong 393 dot
c6 dinh lugng néng do MTX, trung vi thoi gian thai
trir MTX 14 72 gid, ngdn nhit 48 gio va dai nhat
336 gio.

Trung vi ndng do methotrexate tai thoi diém 24,
48 va 72 gio lan luot 12 3,9;: 0,3 va 0,1 umol/L, giam
theo mirc d6 ky vong (Biéu dd 1).
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Biéu d6 1: Trung vi ndng d6 MTX mau theo thoi gian
Trong téng s6 393 dot truyén methotrexate dugc dinh luong néng do MTX, 280 dot c6 thoi gian thai trir
<72 gid, chiém 71,2%; 113 dot con lai c6 thoi gian thai trir > 72 gid, chiém 28,8%, dugc phan loai 1a thai

trr cham (Bang 1).
Béang 1: Thoi gian thai methotrexate

Thaoi gian thai MTX S6 dot (n=393) Ty 18 (%)
<72 gid 280 71,2
> 72 gid 113 28.8

Tang ndng d6 methotrexate trén ngudng ky vong dugc ghi nhan & 38/393 dot truyén, chiém 9,6%; trong
do, chii yéu 1a d¢ 1, chiém 7,1%. Doc tinh do 4 lién quan dén methotrexate dugc ghi nhan & 2/393 dot
tnlyén, chiém 0,5%: trong do, cd 1 truong hop tu vong do suy than va s6t giam bach cAu hat nang. Bién
cb tr vong xay ra vao ngay thir 11 sau truyén methotrexate. Ting creatinine dugc ghi nhan & 1,1% sb dot
truyén. Tang men gan SGOT va SGPT dugc ghi nhan 1an lugt & 65,8% va 79% s6 dot truyén.

Giam bach cau hat, giam hemoglobin va gidm tiéu cau dugc ghi nhan lan lugt & 38,5%, 63,1% va 5,9%
s6 dot truyén; phan 16n ¢ do 1 va do 2 (Bang 2).

Bang 2: Dic diém doc tinh methotrexate (n=393 dot MTX)

Doc tinh Po1,n(%) | P62,n(%) | P63,n (%) | Po4,n (%) | Tong, n (%)
Tang nong d6 MTX 28 (7,1) 0(0,0) 8(2,0) 2(0,5) 38(9,6)
Tang creatinine 0(0,0) 2(0,5) 1(0,3) 1(0,3) 4(1,1)
Tang SGOT 122 (31,0) 70 (17,8) 46 (11,7) 21(5,3) 259 (65,8)
Tang SGPT 89 (22,6) 72 (18,3) 94 (23,9) 56 (14,2) 311 (79,0)
Giam bach ciu hat 54 (13,7) 60 (15,3) 36 (9,2) 1(0,3) 151 (38.5)
Giam hemoglobin 174 (44,3) 67 (17,0) 7 (1,8) 0(0,0) 248 (63,1)
Giam tiéu cau 9(2,3) 10 (2,5) 3(0,8) 1(0,3) 23 (5,9)
Tong 476 (46,0) 281 (27.,2) 195 (18,9) 82(7,9) 1034 (100,0)

Tudi c6 mdi lién quan co y nghia thong ké v6i nguy co thai trir methotrexate cham. Cu thé, mdi 1 tudi
tang thém lam tang nguy co thai trir methotrexate cham 1,297 lan, voi KTC 95%: 1,082 - 1,555; p = 0,005.
Diéu tri methotrexate sau phau thuat cit u c6 xu hudng lién quan dén thai trir methotrexate cham, tuy nhién
mdi lién quan nay chua dat ¥ nghia thong ké, voi p = 0,057. Gidi tinh, ndng do creatinine va mtrc loc ciu
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than woc tinh tai thoi diém chin doan khong co6 mdi lién quan c6 y nghia thong ké voi nguy co thai trir
methotrexate cham (Bang 3). Ty 1¢ thai trir methotrexate cham ¢ nhom tré trén 9 tudi 1a 34,8%, cao hon ¢
¥ nghia thong ké so véi nhom tré dudi 9 tudi 1a 18,5%:; p < 0,001 (Bang 4).

Bang 3: Két qua hdi quy logistic da bién phan tich cac yéu t6 lién quan dén thoi gian thai chdm methotrexate

Yéu t6 lién quan OR KTC 95% p
Gioi 0,705 0,416 - 1,197 0,196
Tudi 1,297 1,082 - 1,555 0,005
Néng d0 creatinine 0,165 0,001 - 36,435 0,513
eGFR 0,993 0,980 - 1,006 0,270
Diéu tri MTX sau phau thuat 0,611 0,368 - 1,105 0,057

Bang 4: Mbi lién quan giira tudi va thoi gian thai methotrexate

S6 dot thai trir

h y Re
Nhom tuoi dung thoi gian, n (%)

methotrexate chim, n (%)

A th-ro t Y ) B
So dgt thai trir Téng (S6 dot) p

<9 tudi 119 (81,5%)

27 (18,5%) 146 (100%)

> 9 tudi 161 (65,2%)

86 (34,8%) 247 (100%) | <0,001

Téng cong 280 (71,2%)

113 (28,8%) 393 (100%)

IV. BAN LUAN

Tudi thudng gip O tré mac sarcoma xuong 1a 10
- 20 tudi, nam thuong gip hon nir [8]. Nghién ciru
ctia chung t6i cho thiy ty 18 nam gidi 1a 52,0%. Tudi
trung vi tai thoi diém chan doan 1a 10 tudi, nho nhat
6 tudi va 1on nhat 16 tudi. Pac diém nay twong dbi
pht hop véi dich t& hoc ciia sarcoma xuong & tré em
va thanh thiéu nién.

Trong nghién cru nay, trung vi thoi gian thai
trir methotrexate 1a 72 gio. Thai trr methotrexate
cham, dugc dinh nghia 14 thoi gian thai troe > 72
gi0, dugc ghi nhan ¢ 28,8% sb dot tmyén c6 dinh
luong nong d6 MTX. Ty 1¢ nay twong dong véi cac
béo cdo trude day, trong do thoi gian thai trir MTX
kéo dai qua 72 gio dugc ghi nhan & khoang 20-30%
truong hop, didc biét & bénh nhan c6 suy than nén
hodc giam d6 thanh thai creatinine [4]. Can luu ¥
rang két qua nay dugc tinh theo s dot truyén MTX
¢6 dinh lugng ndng d6 thube, khong tinh theo sb
bénh nhan.

Tang nong do methotrexate trén ngudng ky vong
dugc ghi nhan ¢ 38/393 dot truyén, chiém 9,6%;
trong d6, da s6 1a d¢ 1, chiém 7,1%. C6 2/393 dot
truyén, chiém 0,5%, ghi nhan doc tinh d6 4 lién
quan dén methotrexate; trong do, 1 truong hop tir

46

vong do suy than va sot giam bach cau hat nang, xay
ra vao ngay thir 11 sau truyén methotrexate. Bién c6
nay cho thdy mic du ty 1& doc tinh ning khong cao,
HD-MTX van c6 thé gay bién chimg nghiém trong,
dic biét trong bdi canh thai trir thue cham hodc ton
thuong than.

Tang creatinine dwoc ghi nhan ¢ 1,1% s6 dot
truyén. Ty 1& nay thip, c6 thé lién quan dén viéc du
phong bang truyén dich, kiém hoéa nudc tiéu va theo
ddi sat nong do MTX trong qué trinh diéu tri. Nghién
ctru ctia Tran Tuyét Thanh Hai bao cao ty 1¢ ting
creatinine trong qua trinh diéu tri HD-MTX 1a 1,2%,
chu yéu d6 1[5]. Ty 1é doc tinh ting creatinine trong
nghién ctru cua Widemann va Adamson 1a 1,8% [3].
Ty 1€ tang men gan cao (SGOT 65,8%, SGPT 79%)
phit hop v6i nhiéu nghién ctru trude do [6]. Pay 1a
doc tinh phd bién nhat cia HD-MTX trong nghién
ctru cua ching t6i, doc tinh nay c6 thé dan dén tinh
trang nhu giam liéu, ngimg thudc hodc tri hodn céc
chu ky hoa chit theo lich trinh. Yéu t6 nguy co cua
taing men gan 13 giéi ni, lidu MTX (> 10,2g/m?),
nong d6 Canxi cao (> 9,3mg/dl) [9]. Tt ca bénh nhan
chin do4n sarcoma xuong trong nghién ciru déu duoc
diéu tri methotrexate v6i lidu 12g/m?, ¢6 thé day 1a
nguyén nhan gap ty 1€ cao bénh nhan tding men gan.
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Tuy nhién, ting men gan thudng thoang qua va hiém
khi gay bénh gan man tinh [10].

Poc tinh huyét hoc nhu giam bach cAu hat, giam
hemoglobin va giam tiéu cdu dugc ghi nhan 1an luot
& 38,5%, 63,1% va 5,9% sb dot truyén. Trong do,
giam bach cau hat va giam hemoglobin cha yéu &
muc do nhe dén trung binh. Bgc tinh huyét hoc co
thé lién quan dén tac dung tc ché tiy cua hoa chét,
thai trir MTX cham hodc anh huéng phdi hop cua
cac thube khac trong phac dd diéu tri. Do do, viée
theo ddi cong thirc mau sau mdi dot truyén, kiém
soat chirc nang than, diéu chinh liéu leucovorin va
ra soat thude ding kém co vai trd quan trong nham
dam bao sir dung MTX an toan va hi¢u qua [11].

Tudi 13 yéu t6 co ¥y nghia théng ké lién quan
dén nguy co thai trir methotrexate cham, véi OR =
1,297; KTC 95%: 1,082 - 1,555; p = 0,005. Cu thé,
mdi 1 tudi ting thém co lién quan dén ting nguy
co thai trirt MTX cham. Khi phan nhém tudi, ty 18
thai trir MTX chdm ¢ nhém tré trén 9 tudi la 34,8%,
cao hon co ¥ nghia théng ké so v6i nhom tré tir 9
tudi tré xudng 1a 18,5%; p < 0,001. Nghién ciru vé
tinh an toan va hiéu qua cia HD-MTX ¢ bénh nhan
sarcoma xuong cho thiy bénh nhan dudi 18 tubi co
thoi gian thai MTX nhanh hon nhom trén 18 tudi,
lan lugt 1a 79 gio so véi 120 gio; p < 0,001 [12].
Diéu nay do chirc ning than c6 thé giam theo tudi,
ngay ca trong nhom tudi nhi khoa. Mic du yéu t6
“sau phau thuat” chua dat ngudng y nghia thong ké
(p = 0,057), két qua goi ¥ rang giai doan hau phiu
c6 thé 1am ting nguy co thai cham MTX. Cac yéu
t6 nhu gidi tinh, chirc nang than tai thoi diém chéan
doan khong c6 mbi lién quan dang ké.

Nghién ctru cia ching t6i cling gdp mot vai han
ché do day 1a nghién ctru hdi ctru, don trung tam,
vGi ¢& mau bénh nhan con han ché. Cac phan tich
vé doc tinh va thai trir MTX dugc thuc hién theo dot
truyén, trong khi mdi bénh nhan c6 thé c6 nhiéu dot
truyén, do do dit lidu co tinh l3p lai theo tirng bénh
nhan va chua dugc hiéu chinh day di trong mé hinh
phan tich. Ngoai ra, 34 dot truyén khong c6 dinh
luong ndng d6 MTX nén khong duoc dua vao phan
tich thai trir thude. Mot s6 yéu t6 c¢6 thé anh huong
dén thai trir MTX nhu pH niéu, lugng dich truyén,
thudc ding kém va chirc ning than trude timg dot
truyén chua dugc phan tich day du do giéi han cua
dir liéu héi ctru.

V. KET LUAN

Methotrexate lidu cao trong diéu tri sarcoma
xuong O tré em thuong ghi nhan cac doc tinh nhu
tang men gan, giam hemoglobin va giam bach cau
hat. Trong 393 dot truyén c6 du dir liéu danh gia,
tang SGPT, tang SGOT, giam hemoglobin va giam
bach cau hat dugc ghi nhan lan lugt & 79,0%, 65,8%,
63,1% va 38,5% sb dot truyén. Thai trir MTX cham
dugc ghi nhan & 113/393 dot truyén, chiém 28,8%.
Tubi 16n hon ¢6 lién quan c6 ¥ nghia thong ké voi
nguy co thai trirt MTX cham, dac biét nhom tré trén
9 tudi c6 ty 18 thai trir cham cao hon nhom tir 9 tudi
tro xudng. Piéu tri MTX sau phiu thuat cit u co
xu huéng lién quan dén thai trir MTX cham nhung
chua dat ¥ nghia thong ké. Can theo doi nong do
MTX, chtrc ning gan, chirc ning than va huyét hoc
trong qué trinh diéu trj nham phat hién sém doc tinh
va t6i uu héa an toan diéu tri.

Tuyén bd vé xung ddt lgi ich
Céc tac gid khang dinh khong c6 xung d6t loi ich
d6i voi cac nghién ciru, tac gia, va xuat ban bai béo.

Tuyén b6 vé y dire

Nghién ctru d duoc thong qua hoi dong y dirc
ctia bénh vién Nhi Trung wong, quyét dinh sb 1545/
BVNTW-HDDD ngay 23 thang 07 nam 2024.

TAI LIEU THAM KHAO

1. Strauss SJ, Frezza AM, Abecassis N, Bajpai J, Bauer S,
Biagini R, et al. Bone sarcomas: ESMO-EURACAN-
GENTURIS-ERN PaedCan Clinical Practice Guideline for
diagnosis, treatment and follow-up¥. Annals of Oncology.
2021;32(12):1520-36.

2. Mir O, Ropert S, Goldwasser F. Neoadjuvant chemotherapy
with high-dose methotrexate in osteosarcoma. The Lancet
Oncology. 2008;9(12):1198.

3. Widemann BC, Balis FM, Kempf-Bielack B, Bielack S,
Pratt CB, Ferrari S, et al. High-dose methotrexate-induced
nephrotoxicity in patients with osteosarcoma. Cancer.
2004;100(10):2222-32.

4. Howard SC, McCormick J, Pui CH, Buddington RK,
Harvey RD. Preventing and Managing Toxicities of High-
Dose Methotrexate. Oncologist. 2016;21(12):1471-82.

5. Tran TTH. Pic diém 1am sang, can lam sang va tac dung phu
cta methotrexate liéu cao trong diéu tri sarcoma xuong tai
Bénh vién K [Luén van thac si]. Pai hoc Y Ha Noi; 2019.

Y hoc 1dm sang Bénh vién Trung wong Hué - Tap 18, sd 4 - nam 2026 47



Dic tinh methotrexate liéu cao va cdc yéu to'lién quan...

6.

48

Phan BP. Két qua diéu tri sarcoma xuong giai doan II bing
hoa chit phac dd MAP b trg trude phiu thuat tai Bénh vién
K. Tap chi Y hoc Viét Nam. 2022; 519:4-8.

Children’s Oncology Group. Appendix for AOST0331:
A randomized trial of the European and American
Osteosarcoma Study Group to optimize treatment
based
histological response to pre-operative chemotherapy
(IND#12697). Children’s Oncology Group; 2011 Sep.

Report No.: Amendment #6.

strategies for resectable osteosarcoma on

Taran SJ, Taran R, Malipatil NB. Pediatric Osteosarcoma:
An Updated Review. Indian J Med Paediatr Oncol.
2017;38(1):33-43.

Abe K, Maeda-Minami A, Ishizu T, Iwata S, Kobayashi
E, Shimoi T, et al. Risk Factors for Hepatic Toxicity of

10.

12.

High-dose Methotrexate in Patients With Osteosarcoma.
Anticancer Research. 2022;42(2):1043-50.

HegyiM, GulécsiA, Csagoly E, Csordas K, Eipel OT, Erdélyi
DJ, etal. Clinical relations of methotrexate pharmacokinetics
in the treatment for pediatric osteosarcoma. J Cancer Res
Clin Oncol. 2012;138(10):1697-702.

. Awad H, Riad KF, Ali UF. Management of Methotrexate

Toxicity. Journal of Advanced Biomedical and
Pharmaceutical Sciences [Internet]. 2021 Jan 1 [cited
2025 Jul 20]; Available from: https://journals.ckb.eg/
article 132228.html

Wippel B, Gundle KR, Dang T, Paxton J, Bubalo J, Stork
L, et al. Safety and efficacy of high-dose methotrexate for
osteosarcoma in adolescents compared with young adults.

Cancer Med. 2018;8(1):111-6.

Y hoc 1dm sang Bénh vién Trung wong Hué - Tap 18, s 4 - nam 2026



