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SARCOMA MO MEM THE HOC O TRE EM:
BAO CAO CA BENH HIEM GAP VA HOI CUU LAI Y VAN

Nguyén Dinh Lé&"%, Tran Hai Nam?, Hoang Thu Trang?

TOM TAT

Sarcoma md mém thé hic (ASPS) 1a loai sarcoma hiém gip, c6 co ché bénh sinh chu yéu lién quan
dén dot bién gen ASPSCR1::TFE3. Bénh tién trién tai chd chdm, nhung rat d& di cin xa. Phau thuat
u nguyén phat va thudc khang tyrosine kinase da dugc chimg minh ¢6 hi€u qua trong diéu tri ASPS.
Chung ti bao cao mot bénh nhan 6 tudi, chdn doan sarcoma md mém thé hoc giai doan IV (di cin ph01
2 bén). Bénh nhan duoc phau thuat ldy u nguyén phat ¢ nach trai, nhung sau do thit bai v6i hoa tri ¢o
dién. Sau khi chuyén diéu tri Sunitinib 5 thang, ton thuong phoi dap ing mot phan.

Tir khoa: Sarcoma mdé mém thé hdc; ASPS; TKI; PD-1; PD-L1.
ABSTRACT

Alveolarsoftpartsarcoma(ASPS)isararetype of soft tissue sarcoma, with one-third of cases occurring
in children and adolescents, and its pathogenesis primarily associated with the ASPSCR1::TFE3 gene
fusion. The disease progresses slowly at the primary site but has a high potential for distant metastasis.
Surgical resection of the primary tumor and tyrosine kinase inhibitors have been proven effective
in the treatment of ASPS. We report a case of a 6-year-old patient diagnosed with stage IV alveolar
soft part sarcoma (bilateral pulmonary metastases). The patient underwent surgical resection of the
primary tumor in the left axilla, but subsequently failed conventional chemotherapy. After switching to
Sunitinib for 5 months, the pulmonary lesions showed a partial response.

Keywords: Alveolar soft tissue sarcoma (ASPS); TKI; PD-1; PD-L1.

1. DAT VAN BE Ira tudi nhi — thiéu nién [1]. Khoi u ¢6 dc diem

Sarcoma md mém thé hic (Alveolar soft part léltén thuo‘ng dar‘lg “héc”‘gié trén m6 hoc Yé c.e}u
sarcoma — ASPS) 1a mét loai u mo mém cyc ky  tric mach mau day dac, va dac trung boi df)t bien
h1em ty 16 gip dudi 1% tdng sb sarcoma mo (o nén gen dung hgp ASPSCRI1-TFE3, dong vai
mém, véi mot phan ba cac truong hop xay ra & tro chu dao trong sinh bénh hoc [1,2]. ASPS xuat
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hién chu yéu & Iira tudi thanh thiéu nién va ngudi
16n tré tudi, nit mac nhidu hon nam [3]. Mic du
tién trién tai chd cham, bénh c6 khuynh huéng lan
xa s6m, va di can 1a yéu td tién lwong xau quan
trong: cac nghién ctru ghi nhan ty 1¢ di can lac
chan doan 18+37% & tré em va 20+65% & ngudi
16n, trong d6 phoi, xwong va ndo 1a cac vi tri di
cin thudng gip nhat [1,4].

Diéu trj tiéu chuan hién nay van 13 phiu thuat
cit rong u, dam bao cac nguyén tic cta phiu thuat
trong sarcoma, xa tri hd tro duoc can nhéc khi
dién cat khong an toan [4]. ASPS hau nhu khang
hoéa tri ¢d dién dua trén doxorubicin/ifosfamide,
ty 1& dap ung trong loat bénh nhi chau Au la dudi
10% [5]. Su hiéu biét vé co ché tin mach hoa va
tin hiéu TFE3 d4 m¢& duong cho liéu phap nhim
tring dich (TKI: cediranib, pazopanib, suni-
tinib...) va ¢ ché mién dich (PD-1/PD-L1). Céc
TKI don thuan dat ORR 20+35%, checkpoint-in-
hibitor khoang 35%, va phdi hop PD-L1 + TKI c6
thé nang ORR t6i 75% trong cac thir nghiém pha
Il gan day [2]. Dau vay, & nhom bénh nhi dap img
van khiém ton va thoi gian kiém soat bénh ngén,
doi héi chién lugc diéu tri ca thé hoa va theo ddi
lau dai. Tai Viét Nam, bao céo vé ASPS con rat

han ché, dic biét & tré em. Viéc trinh bay ca bénh
dudi ddy nham nhdn manh thach thirc chan doan
som, lya chon diéu tri tdi wu trong bdi canh nguén
luc con han ché, dong thoi dong gop thém minh
ching cho xu hudng ung dung li¢u phép tring
dich-mién dich trong quan ly ASPS hién nay.

2. GIOI THIEU CA BENH

Tré nit 6 tudi, tién st khoé manh. Gia dinh
dua tré vao vién dia phuong kham (thang 8/2024)
vi tré c6 khdi viing nach trai xam lan phin mém
xung quanh kich thudc 50x30 mm (Hinh 1). Sau
d6, bénh nhan duoc phiu thuat cit khdi u ving
nach trai tai bénh vién dia phuong véi muc tiéu
lay toan bo khéi u . Ket qua giai phau bénh hudéng
t6i sarcoma md mém. Tré duoc chuyén téi Bénh
vién K.

Chung t6i da thuc hién danh gia giai doan bénh
song song voi kiém tra lai tiéu ban giai phiu bénh.
Phim chup cat 16p vi tinh nguc (thang 9/2024) cho
thay tré co nhiéu ndt dic 2 phoi (khoang 10 ndt),
nét 16n nhat kich thude 8x9 mm (Hinh 2). Cit 16p
vi tinh so ndo va b bung cung thoi diém chua co
t6n thuong. Xa hinh xuong chua phat hién di can.

X -
12/ S0

Hinh 1. Hinh &nh céng huéng tir khbi u nguyén phét cua bénh nhén
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Hinh 2. Hinh &nh cat I6p vi tinh nguc cua
bénh nhan trude diéu tri héa chat

Kiém tra lai tiéu ban giai phau bénh, voi két qua
nhudém héa mé mién dich, khdi u duong tinh voi
cac ddu 4n: TFE3, SMA; va 4m tinh véi cac dau
an: S-100, Myogenin, Myo D1, HMB45, CKAE1/
AE3. Chén doan x4c dinh dugc dat ra 1a sarcoma
md mém thé hic, cT1aNOMI, giai doan I'V.

Hinh 3. Hinh &nh cat I6p vi tinh nguc cua
bénh nhén sau 2 chu ky IA

Bénh nhan duge diéu tri béng héa chat co dién,
véi hai chu ky Ifosfamid va Doxorubicin (IA).
Tuy nhién bénh tién trién sau d6. Phim chup cat
16p vi tinh thang 10/2024 (Hinh 3) cho thdy céc
t6n thuong phdi ting sb luong va ting nhe kich
thude (10x11 mm) so véi trude hoa tri bd trg. Do
vay bénh nhan duoc chuyén nhanh, diéu tri 4 chu
ky IPE (Ifosfamid, Cisplatin, Epirubicin). Téng
lidu hoa chét tich luy trén bénh nhan: Doxorubi-
cin 150 mg/m?, Epirubicin 280 mg/m?, Cisplatin
360 mg/m?>.

Hinh 4. Hinh &nh cat I6p vi tinh nguc cua
bénh nhan sau 6 chu ky héa chat

Két qua danh gia sau 4 chu ky IPE vao thang
2/2025 cho thay bénh on dinh (Hinh 4). Cu thé,
bénh nhan co nhidu ndt dac 2 ph01 (s6 hIorng
khoang 10 nbt, khong thay 601) ph01 _phai not
16n nhat 13 mm, phoi trai not 16n nhit 7 mm.
Bénh nhén duoc hoi chén tleu ban_chuyén mon
va chung t6i quyét dinh diéu tri bang Sunitinib
voi liéu 12.5 - 50 mg/ngay (chinh lidu theo dung
nap thudc cua tré). Mdc du ket qua danh gia sau
2 thang, diéu tri cho thiy cac ton thuong 6n dinh,
phim cat 16p vi tinh sau 5 thang (thang 7/2025)
cho thay mot két qua an tuong: Cac ton thuong
phoi giam kich thudc (8 mm) (Hinh 5).
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Hinh 5. Hinh &nh cét I6p vi tinh nguc cda bénh
nhén sau 5 thang diéu tri Sunitinib

3. BAN LUAN

Sarcoma mo mém thé hoc la khdi u trung
moé cuc ky hiém gap ASPS 1an dau duoc Chris-
topherson mo ta nam 1952; ké tr d6 c6 cac bao
cdo ca don l¢ hodc chu01 nho xuét hién. Nhung
nam gan day, nho tién bo sinh hoc phén tir va hé
thong ghép doi dir liéu hiém, cac nghién ctru hoi
ctru 16n hon da xuét hién: chudi 69 truong hop tré
em - thanh thiéu nién do Flores (2023) cong bd;
bao c4o kinh nghiém dua trén 45 bénh nhan cua
mang ludi NETSARC+ (Phép),... [1,4]. Cac dir
li€u trén da tr¢ thanh nhung di l1eu tham chiéu
quan trong vé tién luong va diéu tri ASPS cho
nhom tudi nay.

Khoang mot phan ba truong hgp sarcoma mo
mém thé hdc xay ra & lra tudi nhi — thleu nién
[1]. Trong loat ca da trung tm Bic My gom 69
bénh nhén < 30 tudi, tudi chan doan trung vi la
17 (1,5- 30) tudi, nit chiém wu the nhe (64%) va
vi tri nguyén phat thuong gap nhat 1a chi dudi, ké
dén 13 than minh [1]. Du tién trién tai chd cham,
ASPS ¢6 xu hudng di cdn sém — ddc biét dén
phdi, ndo va xuong — 1am suy giam dang ké tién
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luong Nhom bénh nhan c¢6 di can ban dau ty 1¢
song con 5 nam chi dat khoang 61%, thip hon
nhi€u so v6i 87% ¢ bénh nhan ton thuong khu tra
[1]. Ty 1& di can luc chan doan bénh ¢ tré¢ em thap
hon ty 1¢ di can chung cho moi Itra tudi (27% so
v6i 43%) [5]. Phan tich don trung tdm cua Tan va
cong sur (2022) trén 56 tré dudi 12 tudi cho thay ty
1¢ ton thuong vung dau — ¢ cao hon (32%) va cac
u ving 1Lr01—hau it c6 khuynh hudéng di cén, goi y
rang vi tri kh01 u anh huong dén hanh vi xam lan
& nhom tudi nho [2]. Di can, gioi nam, va u kich
thude 16n hon Scm lac chan doan da dugc nhin
manh 1a cac yéu t6 tién luong xau [3].

Co ché bénh sinh cha yéu lién quan dén dot
bién chuyen doan der(17)t(X;17)(p11;q25) tao
nén dot bién gen ASPSCR1::TFE3, dong vai tro
kich hoat qua trinh sinh mach va phién ma cac
gen dich nhu MET, tir d6 thiic day su tang sinh va
di can cua kh01 u [6] Hinh anh vi thé dién hinh
1a cAu trac “hbc” gdm cac dam té bao bao tuong
ua eosin, b tdch bdi mao mach. PAS cho thay
tinh thé que dac higu. Vé mién dich, TFE3 duong
tinh manh, hd tro chan doan két hop v6i chuyén
doan t(X;17)(p11;925) tao gen dung hop ASP-
SCRI::TFE3. Trong mdt nghién ctru 26 ca bénh,
24/26 mau du'crng tinh TFE3, khang dinh gia tri
cua marker nay [3]. Truong h(_)p cua chung t6i cho
két qua héa md mién dich (+) TFE3, SMA; (-)
CK, Myogenin, phu hgp chan doan. Tai cap do
di truyén phan tr, nghién ctru cua Sicinska ching
minh ASPS su dung Cyclin D1/CDK4 nhu tac
nhan chinh lam u giau mach va ly giai dap ung voi
thudc nhim dich nhu sunitinib, pazopanib,... [6].

ASPS nbi tiéng khang cac phac d6 hoa tri kinh
dién. Trong loat ca bénh ma Flores béo co, 17
bénh nhan duoc danh gia dap ung v6i héa tri cd
dién: 53% tién trién, 47% chi o on dinh, khong co
trucmg hop nao dap tmg mot phan hay hoan toan;
thoi gian tién trién trung vi 7 thang [1]. Hai chu
ky Ifosfamide-Doxorubicin ¢ ca ctia chiung t6i
cling that bai, va 4 chu ky IPE cling chi dat dugc
bénh 6n dinh. Bleu nay tai khang dinh: Hoa chat
¢6 vai tro han ché trong diéu tri sarcoma m6 mém
thé hdc.
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Trong bdi canh do, phau thuat cit u dam bao
RO va khoang cach mép cat an toan duoc coi la
phuong phap nén tang duy nhat mang tinh chat

“curative” cho ASPS chua di cdn. Trong mot
nghién ctru héi ctru da t6 chirc ciia Nhoém Ung
thu Co xuong khop Nhat Ban (JMOG), Ogose va
cong su da bao cao rang ty 18 tai phat tai chd sau
phau thuat don thuan 13 0% (0/36 ca bénh) voi
phau thuét ddm bdo bién do rong, 57% (4/7 bénh
nhan) v6i bién do hep va 100% (1/1 bénh nhan)
v6i phau thuat R+ [7].

V6i trudng hop bénh di can nhu ca bénh cua
chung to1, vai tro cua phau thuat u nguyen phat
van chua dugc khang dinh. Nghién ctru co s¢ dir
liéu BSTTR bao cdo 86 bénh nhan di can vdi 2
nhom: phiu thuit duge u nguyén phat va khong
phau thuat duoc u nguyen phat, ty 1€ song sOt
theo bénh (DSS) 5 ndm lan luot 13 68% va 51%
(p=0,559) [7] Vi két qua nay khong c6 ¥ nghla
thong ké, nén can phan tich sau hon v6i ¢& mau
16n hon dé 1am 3 vai tro cua phau thuat u nguyén
phat & bénh nhan ASPS tién trién/di can.

Vai tro cua xa tri voi ASPS Van chua duogc
dong thuan do thiéu bang chimg vé kha ning
kiém soat tai chd va ty 1é song duoc cai thién khi
dung tia xa. Céac nghién ctru da c6 cua Casanova,
nghién ctru JMOG hay phan tich co s¢ dir li¢u
SEER cua Wang hau nhu déu chi ra Xa tri b6 trg
c6 hiéu qua hon phau thuat don thuan o nhung
bénh nhin khong dat duoc dién cit va mép cat
mong mudn. Tuy nhién, chi dinh xa tri trong céc
nghlen ctru nay doi khi khong r0 rang va c& mau
cua cac nghlen clru nay déu khong 16n, do vay can
nghién ctru thém v6i nhom bénh nhan 16n hon dé
xem xét danh gid vai tro xa tri ddi voi cac bién do
phau thuat khac nhau [7].

Do gen dung hop ASPSCR1::TFE3 kich hoat
hang loat gen sinh mach (VEGF-A, MET), kh-
ién kh01 u dac biét I¢ thudc tin hi¢u VEGF/MET
nhiéu chét trc ché sinh mach khéc nhau da dugc
ngh1en ctru trong cac thir nghiém lam sang. Hi¢u
qua cua pazopanlb cediranib va sunitinib da
dugc danh gia trién vong ¢ nhitg bénh nhan mac
ASPS [8-10]. Cediranib (VEGFR 1/2/3-TKI) la

thudc c6 dit liéu ngau nhién manh nhat. Thir ng-
hiém pha I CASPS (32 ca sir dung cediranib va
16 ca gia dugc) ghi nhan duong kinh ton thuong
giam trung binh 8,3% sau 24 tuan, trong khi
nhom chung tang 13,4% (p =0 001) va 84% bénh
nhan dat kiém soat bénh bén vimng [10] Suni-
tinib (VEGFR/PDGFR/KIT) cho hi€u qua tuong
duong: trong nghién ctru so sanh cediranib—suni-
tinib trén 34 nguoi lon, ty 1€ dap ung khach quan
cta khéi u (ORR) lan lugt 13 6,7% va 7,1% db6i
voi cediranib va sunitinib. 24 benh nhan c6 dap
ung t6t nhat 1a bénh 6n dinh (lan luot 1a 86,7%
va 78,6% ddi véi cediranib va sun1t1n1b) Khong
co_su khac bi¢t dang ké vé& PFS giita hai nhom
diéu tri [9]. Reichardt da bdo cdo ty 1€ klem soat
bénh (dap ung mot phan va/hodc bénh 6n dinh)
cua cac phac dd hoa chat ¢6 dién chi khoang
49%, thap hon nhiéu so véi TKIs [9]. Tham chi
0 nhém bénh nhan di can nhu ca bénh cta chiung
t61, DSS 5 ndm cua nhom dung doxorubicin kém
hon nhiéu 5o v6i nhom dung cac tac nhan nhim
muc tiéu (1an lugt 14 39% va 75%) [9]. Bénh nhan
cua chung toi dugc dleu trj bang Sunitinib, tuy
khong co dap mg khéi u sau 2 thang nhung sau
5 thang, cac ton thuong phoi da g1am kich thudc.
Hién tai chua c6 cac nghién ciru vé dleu tri TKIs o
tré ASPS véi c& mau di 16n khao sat vé ty 1¢ dap
ung k khéi u trén bénh nhan tr¢ em ASPS dugc diéu
tri bang TKIs, do d6 van dé nay van con 1a mot
ciu hoi mé can dugc nghién ciru.

Trudc day, do biéu hién PD-L1 thap, sarcoma
mo mem thé hoc bi xem 1a mot khdi u “lanh vé
mit mién dich”; tuy nhién, chinh dic diém glau
mach méau va it dot bién lai tao ra mot vi moi
truong thuén loi cho dap ung mién dich khi sir
dung cac thude tic “chét” PD-1/PD-L1... Atezoli-
zumab da chimg minh hi€u qua qua nghién ctru
pha Il NCT03141684 trén 49 bénh nhén tir 2 tudi
tro 16, két qua cho ORR 36,5%, PFS 24 thang; dir
liéu nay da giup FDA phé duyét atezolizumab cho
ASPS di can thang 12/2022 [11]. Hi€u qua cua
pembrolizumab cing da duoc cht’rng minh qua
cac bao cao, véi ORR 57,1% va PES 6,6 thang
[1 1] Mot 5O nghién ctru khac dang tlen hanh danh
gia sy két hop thudc trc ché diém kiém soat mién

151



L3/ 7ap ehi

UNGTHU HOC_S6 77.2024

UNG THU HOC

Viét Nam

dich va TKI m¢ ra mot hudng di méi trong tuong
lai cho bénh nhan ASPS [11].

4. KET LUAN

Sarcoma md mém thé hoc 1a bénh 1y hiém
gip, voi trudng hop bénh tai chd, phau thuat dam
bao RO la phuong phap diéu tri hang dau. Vai
bénh tién trién/di can, TKI va thudc tc ché diém
kiém soat mién dich cho thay hiéu qua trong khi
hoa chat c6 dién co vai trd han ché trong diéu tri
ASPS. Bénh ¢ tinh chét di can xa nhanh, nén can
phat hién, chén doéan va diéu tri sém.
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