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TOM TAT

Dat van dé: Phac d6 COG A9961 da duoc sty dung cho diéu tri u nguyén tiy bao 6 tré ter 3 tudi tré 1én tai
Bénh vién Nhi trung wong tir 2008. Tuy nhién chwa cé nghién ctru nao dénh gia doc tinh cta phac dé nay.

Déi twong va phwong phdp: Nghién ciru héi ciru két hop tién ciru, 37 bénh nhan duoc diéu tri it nhat
1 dot héa chét theo phéc d6 COG A9961 nhanh B tai khoa Ung thw Bénh vién Nhi Trung wong tir ngay
1/1/2015 dén 31/ 06/ 2019.

Két qua: Céac doc tinh trén Iam sang hay gdp nhét la rung téc (100%), nén, sut can (86,5%), liét van
doéng (62,2%), tiép dén la viém loét miéng, di ting, ia chdy (déu chiém 35,1%) va gidm strc nghe (13,5%),
dai méu (5,4%). Hau hét céc déc tinh ghi nhan trén I1dm sang & mirc d6 nhe (d6 1 va 2). 100% bénh nhén
bi gidm bach céu, giam bach cau hat, gidm hemoglobin, 86,5% bénh nhén bj gidm tiéu cau. Gidm bach céu
hat, thiéu méu va giam tiéu cdu nang duoc ghi nhan & tuong tmg la 86,5%, 83,8% va 18,9% bénh nhan.
Sé bénh nhén bj ting GOT chiém 62,1%, tdng GPT 72,9%, trong dé chi yéu (91,9%) la mirc do nhe. Co
11 bénh nhén téng creatinin méu, chiém 29,7%, tat ca déu & mirc dé nhe.

Két luan: Céac dbc tinh trén 1dam sang da phén & muirc dé nhe, thodng qua, hdi phuc sau khi két thic
diéu tri. Péc tinh trén can Iam sang hay gép nhét la déc tinh trén hé tao mau va ndng nhét la gidm bach
céu hat. Cac déc tinh khac nhw tdng men gan, tang creatinin it duwoc ghi nhédn & mic do néng, khéng &nh
hwéng dén diéu tri.

Twr khéa: bénh u nguyén tdy bao, héa tri, doc tinh.

ABSTRACT
TOXICITY OF TREATMENT BY COG A9961 REGIMEN B

IN MEDULOBLASTOMA FROM 3 TO 18 YEARS
Pham Thi Hong", Tran Duc Hau? Tran Thu Ha?

Background: COG A9961 regimen has been used in the treatment of medulloblastoma in children 3
years of age and older at the National Hospital of Pediatrics since 2008. However, there have been no
studies evaluating the toxicity of this regimen.
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Subjects and methods: Descriptive, retrospective meduloblastoma patients who were treated at least
1 batch of chemicals according to the regimen A9961 branch B at the Department of Oncology of the
National Hospital of Pediatrics from January 1, 2015 to June 31.

Results: 37 patients, mean age is 8.4 + 3.2 (4-15.5). During chemotherapy, the most common clinical
toxicity were alopecia (100%), vomiting, weight loss (86.5%), motor paralysis (62.2%), oral ulcers,
allergies, diarrhea (35.1%), less common toxicity were hearing loss (13.5%), hematuria (5.4%). Almost
clinical toxicity were mild (grade 1 and 2). All patients had hematologic toxicity, 100% of patients had
leukopenia, agranulocytosis, anemia; thrombocytopenia were 86.5%. Agranulocytosis was the most severe
with grade 3 and 4 recorded in almost patients. Severe neutropenia, anemia and thrombocytopenia were
reported in 86.5%, 83.8%, and 18.9% of patients, respectively. The patients with increasing GOT were
62.1%, increasing GPT were 72.9%, mostly mild (91,9%). There were 11 patients with hypercreatinemia,
accounting for 29.7%, all with mild levels (grade 1).

Conclusions: Clinical toxicity was mostly mild, transient, reversible after finishing treatment. The most
subclinical toxicity was hematologic toxicity. Other toxicity such as elevated liver enzymes, increased
creatinine weren’t serious level, weren't affected treatment.

Key words: Meduloblastoma, chemotherapy, toxicity.

I. PAT VAN PE

U nguyén tiy bao (Medulloblastoma) 1a u ac
tinh pho bién nhat ¢ hé than kinh trung wong, chiém
to1 20% u ndo ¢ tré em va 30 - 40% u ndo & vung
hé sau. Bénh co thé anh hudng dén nhiéu lira tudi,
nhung thudng gip nhét 1a tré tir 5 - 9 tudi [1].

Néu duoc chan doan diéu tri sém, bénh co tién
luong kha tét. Ty timg lira tudi ma lya chon phuong
phap diéu tri khac nhau, bao gom phdu thuat, hoa
tri, xa tri. Cac phuong phap diéu tri, dic biét 1a hoa
chat thuong c6 nhidu doc tinh ¢ thé anh huong dén
két qua diéu trj cua bénh nhan.

Phac d6 A9961 da duoc sir dung trong diéu tri u
nguyén tuy bao tai BV Nhi trung wong tir ndm 2008,
ching t6i tién hanh nghién ctru vé cac doc tinh trong
qué trinh diéu tri theo phac dd nay & bénh nhan u
nguyén tiry bao tir 3-18 tudi.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. D6i twong nghién ciu

- Bénh nhi tir 3 tudi dén 18 tudi. Puoc chan doan u
nguyén tity bao, da duoc phiu thuat va co két qua mo
bénh hoc. Bénh nhin duoc diéu trj theo phac 46 COG
A9961 nhanh B hoan thanh it nhét 1a 1 dot diéu tri
hoa chét trong thoi gian tir 1/1/2015 dén 30/ 06/2019.
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- bia diém nghién ctru: Khoa Ung thu, bénh vién
Nhi trung uong.

- Thoi gian nghién ctu: tir thang 07/2018 dén
thang 6/2019.

2.2. Phuong phap nghién ctru

- Thiét ké nghién ciru: Nghién ctru hdi ciru va
tién ctru mot loat cac ca bénh.

- Mau thudn ti¢n, tit ca bénh nhan du diéu kién
déu dugc dua vao nghién ciru.

- Panh gia doc tinh theo 1am sang, xét nghiém.

+ Ddc tinh lim sang dwa vao ghi chép ciia bac
si, khai thac nguoi nha bénh nhan.

+ D0c tinh trén cac hé co quan thé hién trén cac
xét nghiém lam tai bénh vién Nhi Trung Uong.

+ Ti€u chi danh gid mtrc d6 ddc tinh: Theo bang
ddc tinh ctia Hiép hdi ung thu Hoa Ki, gia tri khoang
tham chiéu cac xét nghi€m sinh hoéa tai bénh vién
Nhi trung wong. Chia thanh cac muc d6 tu d6 0
(khong co) dén d6 4. Trong d6 1 la mirc do doc tinh
nhe nht, 4 1a ning nhat; 1 va 2 dwoc danh gia 1a nhe
con 3 va 4 dugc danh gia la nang.

+ Ghi nhan sd luot doc tinh va sé luong bénh
nhan bi theo cac mirc d6 doc tinh.

2.3. Xir li s liéu

- S6 liéu thu thap dugc xur li theo chuong trinh
SPSS 20.0.
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2.4. Van dé y dirc

- Nghién ctru di duoc thong qua Hoi dong Y dic
cua Bénh vién Nhi trung wong, dugc su chép thuan
ctia bd me (hodc ngudi giam ho) cua bénh nhi.

1. KET QUA

- C6 37 bénh nhan du tiéu chuan nghién ciru, tudi
trung binh: 8,4 + 3,2 tudi (4-15,5).

- Ty 1€ nam/ntr: 1,5:1

3.1. Pjc tinh trén l1Am sang

- Trong qua trinh hoéa tri, cac ddc tinh trén lam
sang hay gap nhat 14 rung toc (100%), Tiép theo la
nén, sut can (86,5%). it gap hon 12 viém loét miéng,
di ung, ia chay (déu chiém 35,1%). Cac tac dung
phu it gap nhét 1a giam sirc nghe (13,5%), dai mau
(5,4%). Cac doc tinh déu tu hét sau khi diéu tri,
trir gidm suc nghe cai thién it. Tuy kha ndng nghe
khong dugce phuc nhdi nhung & mirc nhién déu &
muc do nhe, it anh hudng dén chat luwong cudc séng.

- Mirc d6 cac ddc tinh trén 1am sang
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Biéu do 1: Mirc do cac doc tinh trén lam sang

Hau hét cac doc tinh dugc ghi nhén trén 1am sang & muc dd nhe (1 va 2) trong do tat ca bénh nhan bi

rung toc, dai mau va giam suc nghe ¢ muc d6 2, di ung chi & mic d¢ 1. Bc tinh & mirc d6 4 chi ghi nhan

v6i liét, ndn va ia chay, trong d6 non 13 biéu hién 1am sang duy nhét c6 mirc d6 ning (3 va 4) tuong duong

voi muc do nhe (tinh trén sb lugng bénh nhan dugc ghi nhan).

3.2. Djc tinh trén cin 1am sang
- Bdc tinh trén hé tao mau

Tt ca cac bénh nhan diéu tri héa chat déu bi ddc tinh trén huyét hoc. Trong d6 100% bénh nhan bi giam

bach cAu, giam bach cau hat, giam hemoglobin, 86,5% bénh nhén bi giam tiéu cau.

- Murc 36 doc tinh trén hé tao mau

Badng 1: Muc d doc tinh trén hé tao mau tinh trén s6 bénh nhéan

Péc tinh Po 1 Do 2 Po 3 Po 4
Giam bach cau 37 (100%) 36 (97,3%) 32 (86,5%) 28 (75,7%)
Giam bach ciu hat 37 (100%) 36 (97,3%) 30 (81,1%) 31 (83,8%)
Giam tiéu ciu 31 (83,8%) 13 (35,1%) 7 (18,9%) 5 (13,5%)
Giam hemoglobin 37 (100%) 33 (89,2%) 23 (62,3%) 7 (18,9%)

Trur 5 bénh nhan khong bi giam tiéu cau, tt ca bénh nhan duoc ghi nhan doc tinh trén hé tao mau & tat
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ca cac tiéu chi va ¢ cac mic do khac nhau. Trong do
nang nhét 1a giam bach ciu va giam bach cau hat véi
mirc d6 3, 4 dugc ghi nhan & phan 16n bénh nhén.
Tinh trang thiéu méau it ning né hon va mic d¢ giam
tiéu cau 1a doc tinh nhe nhat trén hé tao méau

- Bgc tinh gan

Tang GOT gédp ¢ 23 bénh nhan, chiém 62,1%,
tang GPT gap ¢ 72,9%. C6 22 bénh nhan cé tang
ca GOT va GPT chiém 59,5%. S6 bénh nhan bi
ting men gan mirc do 1 1a 28 trong s6 37 bénh nhan
chiém 75,7%, d6 2 1a 8 bénh nhan, chiém 21,6%, d6
3 1a 3 bénh nhan chiém 8,1%, khong cé bénh nhan
nao bi tdng men gan 46 4.

- Boc tinh than

Co6 11 bénh nhan bi tang creatinin mau, chiém
29,7%. C6 10 bénh nhan (chiém 27%) chi bi ting
creatinin d0 1, chi ¢c6 1 bénh nhan (chiém 2,7%) bi

tang creatinin ¢ ca muc d6 1 va 2.

IV. BAN LUAN

1. Pgc tinh trén 1am sang

Doc tinh trén 1am sang hay gip nhat 1a rung toc.
Tiép theo 1a ndn, sut cén, li€t van dong. Cac tac
dung phu it gép hon la ia chay, viém loét miéng, di
ung. Giam thinh luc, dai mau 1a cac tac dung phu
hiém gap nhat.

Rung téc & cac bénh déu ¢ muc do 2 1a rung toan
b toc, thuong phuc hdi hoan toan sau khi két thuc
diéu tri. Két qua nay ciing phu hop véi nghién ctru
cua El - Aal 2005 [2], 27/27 bénh nhén ryng toc
khi diéu tri hoa chat, déu & mic d6 2.C6 9/32 bénh
nhan chiém 28,1% bi non nang (>10 lan/ngay), cin
su hd tro cua cha me. Tuy nhién nén thuong chi
xay ra khi truyén hoa chét, sau d6 ty thuyén giam.
Sé bénh nhan bi sut can > 10% can nang (t do 2
trg 1én) chiém 59,4%, thuong gip trong nhiing dot
diéu tri hoa chat dau tién, sau d6 can ning thuong
duy tri & mirc 6n dinh. Nghién cua Tabori 2005 [3],
ty 1¢ bénh nhan bi sut > 10% can nang la 41/56 bénh
nhan, chiém 73%.C6 5/37 bénh nhan bi giam kha
ning nghe sau khi diéu tri (chiém 13,5%), déu &
mirc d6 2. Két qua nay tuong duong véi nghién ciru
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cua Abdelaziz2018 [4] 1a 17,3%. Kha nang nghe la
khong phuc hoi & tit ca 5 bénh nhan bi doc tinh nay,
phit hop véi két qua nghién ctru cua Li 2004 [5]. Do
thoi gian nghién ciru ngan nén chung t6i chua danh
gia duoc mot s6 doc tinh 1au dai nhu anh huong trén
noi tiét, suy giam tri tu¢, khéi u 4c tinh thi phat, 1a
nhiing doc tinh da duoc bao cao [2], [6].

2. Pgc tinh trén cin lam sang

- Bdc tinh trén hé tao mau

T4t ca bénh nhan déu duoc ghi nhan c6 doc tinh
& hé tao mau lién quan dén bénh va diéu tri & cac
muc dd khac nhau. Giam bach cau va giam bach
cau hat 13 ning nhét v6i mac do 3, 4 duoc ghi nhan
& phan 16n bénh nhén. Tinh trang thiéu mau it ning
né hon va muc do giam tiéu cau la doc tinh nhe nhAt
trén hé tao mau.

Két qua nay ciing phu hop v6i nghién ctru cia
Taylor 2003 [7], ¢6 90 bénh nhéan diéu tri hoa chét,
ty 1& bi giam bach cau, thiéu méu, giam tiéu cau lan
lugt 1a 93,3%, 93,4%, 88,8%. Trong d6 giam bach
cau, thiéu mau muc do nang (do 3 va do 4) ciing
chiém da sb vai ti 1& 1an luot 1 85,6% va 81,1%.
Hay nhu nghién ctru Tabori 2005 [3] ddc tinh huyét
hoc d6 3 - 4 gap ¢ 52/56 bénh nhan, chiém t&i 95%.

- Bgc tinh gan.

S bénh nhan bi doc tinh gan noi chung chiém
75,7%. Pa phan céc lan ting men gan déu & mic do
nhe (46 1 va 2). Chi c6 2 bénh nhan bi ting men gan
mirc d6 ning (46 3). Khong c6 nhiéu nghién ciru vé
ddc tinh gan ¢ nhling bénh nhan u nguyén tiy bao
diéu tri hoa chit. Mot nghién ctru cia Kirscher ndim
1991 [8], trén 36 bénh nhan u nguyén tiy bao diéu
tri hoa chét voi phac d6 co vincristine, ¢ 1 trong s6
36 bénh nhan bi djc tinh gan mirc 46 3 (men gan
tang tir 5 dén 9 1an so véi gia tri binh thuong). Két
qua ndy ciing twong duong voi két qua nghién ctru
cta chung toi.

- Boc tinh than

Co it bénh nhan bi doc tinh than, 11/37 bénh
nhan, chiém 29,7%. T4t ca cac bénh nhan bi tang
creatinin mau déu & muc do nhe, khong anh hudng
dén diéu tri. Didu nay ciing phi hop véi nghién ciru
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ctia mot sb tac gia nhu nghién ctru cia El - Aal [2],
cO 2/28 bénh nhan bi doc tinh than muc dd 1 - 2.
Hay nhu nghién ctru cua Taylor 2003 [7], ty 1€ bénh
nhan bi dc tinh than mc d6 1 va d6 2 1a 6/90 bénh
nhan, chiém 6,7%; d6 3 va d6 4 1a 3/90 bénh nhan
(chiém 3.,3%).

IV. KET LUAN
Qua nghién ctru 37 bénh nhan u nguyén tiy bao
diéu tri hoa chét theo phac dd COG A9961 & khoa

Ung thu tir 1/1/2015 dén 30/6/2019 chung toi nhan
thdy cac doc tinh trén 14m sang duoc ghi nhan nhiéu
nhat 1a rung toc, ndn va sut can. Pa phﬁn cac doc
tinh nay thuong nhe, thoang qua, hdi phuc hoan
toan sau diéu tri.

Doc tinh trén h¢ co quan biéu hién trén cin lam
sang hay gap nhét 13 ddc tinh trén hé tao mau. Céc
doc tinh khac nhu ting men gan, ting creatinin it
dugc ghi nhan & mtc d9 ning, khong anh hudng
dén diéu tri.
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