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PAT VAN PE

U mo6 dém duong ti€u hoa - Gastro Intestinal Stroma Tumors (GISTS)
1a khéi u trung mé cia dudng tiéu héa co6 ngudn gde tir té bao & thanh dng
tiéu hoa hay té bao Cajal [1],[2],[3],[4]. Bénh chiém khoang 0,2% cac bénh Iy
duong tiéu hoa, véi ty 16 mic bénh khoang 1,5/100.000 dan [5],[6],[7]. Theo
théng ké, hang nam tai Hoa Ki c6 khoang 5000 ca m&i méc [8]. Trén thé gidi,
trudc nam 1990, GISTs thuong dugc chan doan nham 13 sarcoma phf?m mém
nhu sarcoma co tron, sarcoma md... do hinh thai té bao cua 2 loai nay kha
giéng nhau. Gan day nho sy phat trién cua k¥ thuat nhuém hoa mo mién dich
(HMMD) va cac nghién ctru vé gen, cac nha giai phau bénh da tim thay dot
bién ctia gen cKIT- mot gen tién ung thu duoc boc 16 khang nguyén bé mat
CD-117 nén da phan biét dugc rd loai bénh nay [9],[10]. Tur day dd mo ra mét
cudc cach mang trong chan doan ciing nhu diéu tri GISTs [7].

Hién nay, chan doan GISTs dua vao triéu ching lam sang, cac xét
nghiém can lam sang nhu ndi soi 6ng tiéu hoa, chup cat 16p vi tinh, chup cong
huodng tir 6 bung,... Xét nghiém mé bénh hoc va nhuém HMMD 1a tiéu chuin
vang dé chan doan bénh.Vé mat diéu tri, phau thuat van 13 phuong phap diéu
tri triét can can ban [2],[3],[11]. Trudc nam 2001, GISTs chi duoc diéu tri
phau thuat don thuan. Hoa chat va xa tri khong hi€u qua, véi ty 1¢ dap tng rat
thap chi dao dong khoang 10% [12]. Dbi véi giai doan khong con kha ning
PT cét b6 u thuc sy 13 mot thach thire d6i véi cac thr:fly thudc 1am sang.

Véi tién bo ctia nén y hoc, thude diéu tri dich imatinib (Glivec) ra doi da
tao ra mot cudc cach mang trong diéu tri cho GISTs. Thudc véi co ché tc ché
chon loc tyrosine kinase c-abl, bcr - abl, ¢ - kit va PDGFR, tuong tac véi
protein nay & vi tri gdn véi ATP. Té bao u s& ngung ting sinh va di vao con

dudng chét theo chuong trinh (apoptosis). Tir nam 2002, thudc di dugc dua



vao diéu tri cho GISTs giai doan khong mé duge hay da c6 di can tai nhiéu
nude trén thé gidi nhu Hoa Ki, Chau Au, Nhat Ban, Han Qudc. ... Két qua cho
thdy thudc co ty 1& dap ung cao, thoi gian séng thém cta bénh nhan dugc cai
thién ro rét. Tai Viét Nam, thude duoc diéu tri cho GISTs khong phau thuat
dugc hodc da co di can tir nam 2007 [13], tuy nhién cho téi nay chua cd nghién
clru nao thuc hién mot cach chi tiét, dﬁy du. Chinh vi vay, ching t61 thuc hién
d& tai nhdm 2 muyc tiéu:
1. Mé ta mét sé dic diém lim sang, cin lim sang ciia U mé dém dwong
tiéu héa (GISTs) giai doan khéng con chi dinh phéu thudt cit bé u,
co CD 117 (+) tai Bénh vién K.
2. Pdnh gid két qud diéu tri nhém bénh nhén trén bang imatinib va

m@t so yéu to lién quan.



Chuwong 1
TONG QUAN

1.1. Dich té hoc va nguyén nhan
1.1.1. Dich té hoc

U mo6 dém duong tiéu hoa — Gastro Intestial Stromal Tumors (GISTs) la
cac sarcoma mo mém dudng tiéu hod. Pay 14 loai u trung md 4c tinh thuong
gip nhit cua dudng tiéu hoa, chiém khoang 1 - 3% cac u 4c tinh cua da day
rudt [10],[14],[15]. GISTs xuat phat tir mit trong da day hodc rudt va co
khuynh hudng phat trién ra ngoai éng tiéu hoa. Ngoai ra GISTs ¢ thé khoi
phat tir nhitg vi tri bén ngoai dudng tiéu hoa nhu mac ndi 16n, mac treo rudt
hay sau phuc mac [2]. Pai bo phan GISTs xuét phat tir da day nhung chung
cling c6 thé xudt phat tir rudt non, dai trang va thyc quan. GISTs ¢ da day gip
nhiéu nhat véi ty 1& 39-70%, ¢ rudt non 1a 20-35%, dai trang, mac ndi 1on 1a

5-15%, mac treo rudt 9%, thuc quan < 5% [16].

Tai M¥ hang nam c6 khoang 5000 truong hop méi mac [17]. O Phap
hang nim s6 madi mac 1a 1000 truong hop [18]. Theo béo cdo ciia nhiing trung
tam 16n c¢6 khoang 10-20 trudng hop mdi mac trong nam, chiém dudi 1% céc

u ac tinh duong tiéu hoa [19].

Nghién ctru dich t& trén thé gidi cho thay, ty 1& mac cua bénh cé su
khac nhau dua theo bao cdo ciia mot sb nghién ctru. Két qua cho thay, cac
nghién ciru & cac nue Bac Au, Hong Kbng, Pai Loan hay Han Qudc ty 18
méc bénh 13 cao nhét tir 19-22 ca trén 1 triéu dan. Trong khi do, tai cac nghién
ctru tr ving nhu Cong hoa Séc va Slovakia, Bic My ty 1&é mic thap nhat 1a
4,3-6,8 ca trén 1 tri¢u dan. Cac nghién ctru tir cac vung con lai ¢ mue do trung

binh tir 10-15 ca trén 1 triéu dan [20],[21].



GISTs c6 thé gip & bat ky tudi nao nhung chii yéu ¢ lira tudi trung nién
va cao tudi, it khi gip ¢ Ira tudi dudi 40. Theo bao cio ciia Chuong trinh
giam sét, dich t& va tir vong Hoa Ki (Surveillance, Epidemiology, and End
Results Program - SEER), tudi trung binh khi chan doan bénh 1a 63, hay gip
nhat 12 60-69 tudi [17],[22],[23]. Nam gip nhiéu hon ni, ty 18 nam/nir 14 1,2 -
2/1 [19],[24].

1.1.2. Nguyén nhén va yéu té nguy co

Hién tai, cdc nha khoa hoc chua tim ra cac yéu t6 nguy co gdy bénh
GISTs. Mot s it truong hop GISTs xdy ra & nhiéu thanh vién trong cing
mot gia dinh. Tuy nhién hau hét xuét hién riéng 1¢ va khong co nguyén

nhan rd rang [25].

Trudc ndm 1998, ngudi ta con chua hiéu biét nhiéu vé bénh, dic biét
1a sinh hoc phan tir ctia bénh. Tir khi phat hién dot bién gen KIT c6 lién quan
dén bénh, sinh hoc phan tir va nguyén nhan gay bénh dan dan duoc lam sang
t6 hon. Ciing nho phat hién mang tinh cich mang nay, cic phuong phap diéu
tri m&i bao gém cac thudc TKIs di ra doi lam thay d6i hoan toan két qua
diéu trj GISTs.

V& mit co ché bénh sinh, da s6 GISTs c6 chira mot dot bién & gen KIT
chiém ty 1& khoang 80%, c0 biéu hién 1a protein kinase KIT dugc kich hoat va
hoat hoa lién tuc. Khoang 3-5% truong hop GISTs khong cé dot bién KIT
nhung c6 cac dot bién kich hoat trong thy thé tyrosine kinase c6 lién quan 1a
thu thé yéu t6 ting truong ngudn goc tiéu cau o (platelet- derived growth
factor receptor alpha — PDGFRA). Ngudi ta dua vao cac tyrosine kinase dé

chan doan va diéu trj GISTSs.
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Hinh 1.1. So 6 con dwong truyeén tin hiéu gen c-KIT va PDGFRA [26]

Nguon: Lasota J. and Miettinen M. (2008), Clinical significance of oncogenic KIT
and PDGFRA mutations in gastrointestinal stromal tumours, Histopathology.
53(3), tr. 245-66.

Pén nay c6 2 gen duogc phat hi¢n cé dot bién lién quan voi GISTs do6 1a c-
KIT va PDGFRA (platelet-derived growth factor receptor, Alpha polypeptid).
Khoang 75-80% GISTs c6 dot bién tién gen giy ung thu c-KIT [27],[28].
Céc dot bién c6 hoat tinh hau hét thuong xdy ra ¢ exon 11 (khoang 70%) ctia
tién gen gay ung thu c-KIT (ving sat trong mang té bao), ngoai ra c6 thé gap
& exon 9 (ving sat ngoai mang té bao), 13, 17 (ving trong bao tuong). Gen
nay nam trén nhidm sic thé 4ql12, ma héa mdt protein thudc ho thu thé
tyrosine kynase (KIT). CD-117 (c-KIT) 1a nhom quyét dinh khang nguyén
(epitope) cho KIT. Khi gen nay dot bién s& dan dén bat thuong thu thé KIT,

két qua dan dén sy hoat hoa lién tuc tyrosine kynase tip III. Sy hoat hoa nay



s& truyén tin hiéu ctia KIT vao nhan té bao lam té bao ting sinh khéng kiém
soat va khong di vao con duong chét theo chwong trinh (apoptosis) (hinh 1.1).
Pay chinh 1a sinh bénh hoc chi yéu cua GISTs. TUy timg nghién ciru, c6
khoang 70-90% GISTs c6 dot bién hoat héa gen c-KIT. Khoang 20-25%
khong co dot bién gen c-KIT, trong sd nay nguoi ta thiy khoang 8% co dot
bién PDGFRA [10],[26].[29].

Sy két cip voi yéu td té bao gde (sterm cell factor) s& 1am nhi trung hoa
c4 protein bé mat KIT va lam hoat héa cac ving gan enzym kinase trong bao
tuong, dong thoi phosphoryl héa phan tyrosin. Tiép sau d6 1a mot loat phan
tmg day chuyén xay ra lam hoat hoa RAS, sau d6 lam MAP, sy hoat hoa
MAP s& 1am thay ddi su boc 10 ctia gen té bao s& chuyén té bao tir pha Gl
sang pha S. Theo duong STAT thi s& din dén sy sao chép gen. Theo dudng
AKT lam thay d6i su phién giai tong hop protein, chuyén hoa ciing nhu dua té
bao vao con dudng chét theo chuong trinh. Khi c6 dot bién gen thi s& 1am
thay d6i cac dudng hoat hoa, lam qua trinh sao chép gen bi thay d6i va dan
dén rdi loan qué trinh diéu hoa, kiém soat chu trinh té bao.

1.2. Chan doan
1.2.1. Lam sang

Biéu hién 1am sang cua bénh rat thay doi, phu thudc vao vi tri giai ph?lu
ctia khdi u, ciing nhu kich thude va mic d6 xam lan. Khi bénh & giai doan
som, thuong khong ¢ tridu chimg 1am sang. Khi khdi u phat trién, cac triéu
chtng ciing tién trién dan dan do khdi u gy chén ép hodc chay mau tuy theo
giai doan bénh va muc do xam 14n cua khdi u.
1.2.1.1. Giai doan som

Theo sb liéu tir mot sb nghién ctru nudc ngoai, c6 khoang 20% BN
GISTs khong c¢6 triéu chung, dugc phat hién tinh co khi lam cac xét nghi¢m

can lam sang [30].



BN & giai doan sém, c6 thé gap cac tri¢u chung khong dac hi¢u nhu:
chuéng bung, kho tiéu, ddy hoi... Tuy nhién, cac triéu ching nay thuong
thoang qua va khong dac hiéu nén thuong bo sot.
1.2.1.2. Giai dogn tién trién

Khi khdi u phat trién du 16n, c6 thé gay thing thanh éng tiéu hoa, chay
mau hodc chén ép gy cac triéu chimg bit tic. Khi bénh ¢ giai doan tién trién,
v6i bénh canh 1am sang phuc tap gdm nhiéu cac triéu chimg khac nhau tly
thudc vao kich thudc u, giai doan bénh va vi tri u nguyén phat [2]. Tuy nhién
3 triéu chimg thuong gip nhét ciia bénh bao gom: xuat huyét tiéu hoa, tu sd
thay khéi 6 bung va dau bung. Theo Wozniak va CS (2012) cho thiy, xuét
huyét tiéu hoa gip & 40% BN GISTs, tu so khéi u bung gip ¢ 40% va dau
bung chi gap khoang 20% BN [31].

Xuat huyét tiéu hoa: tridu chimg nay 1a thuong gip nhat. Tuy nhién dic
diém xuat huyét tiéu hoa trong GISTs khac biét so véi cac bénh 1y khoi phat
tir niém mac da day. Do khdi u ndm & 16p dudi niém mac, chinh vi vay triéu
ching xuat huyét tiéu hoa khong phai & giai doan sém. Hon nita, khi xudt
hién thuong mang dic diém theo timg dot, timg chu ki va thuong & thé an,
BN thuong khong cam thiy c6 tridu ching gi hodc khong dé y dén. Sau d6 1a
dot ngot dir doi, kéo dai va doi khi 1a khong kiém soat dugc. C4 biét co thé tir
vong do xuat huyét tiéu hoa néu khong duoge xir tri kip thoi [24],[32],[33].

Tu sO thiy u bung ciing 12 triéu chimg hay gip. Dy ciing 14 triéu chimg
khi bénh & giai doan tién trién, khdi u to, phat trién day 16i 1én thanh bung
[30],[33].

Pau bung ciing 14 triéu chimg hay gip, mac du tan suét it hon xuat huyét
tiéu hoa hay tu s thdy khdi u thanh bung. Pau bung thuong am i, cang ngay
cang tang. D61 khi khdi u to, gy chén ép dan dén triéu chimg bit tic. BN dén

vién trong bénh canh tac ruot.



Ngoai ra, mot s6 it BN con c6 thé dén vién trong bénh canh thung tang
rong do khdi u hoai tir gdy thung 6ng tiéu hoa. Tuy nhién céc truong hop nay
la it gap.

Khi bénh & giai doan mudn, BN co thé co céc triéu chuing toan than nhu:
chan an, sut can va hodc co cac triéu ching tai cac co quan di can [6],[34].

Vi tri di can thuong gap ctia GISTs 1a di can gan va di can phtic mac.
Khac véi cac khdi u sarcoma mo mém, céc vi tri di cin thuong gap nhat 1a di
cin phoi. Di cin phoi trong GISTs chi ghi nhan ¢ cac truong hop ¢ giai doan
rat muon. Di can hach trong GISTS ciing |a hiém gip.
1.2.1.3. Vi tri gap GISTs

GISTs c6 thé xuit hién tai éng tiéu hoa, tor thuyc quan dén truc trang.
Ngoai ra, bénh con c6 thé gip o cac co quan ngoai 6ng tiéu hda nhu: mac treo
rudt, mac ndi 16n hodc sau phic mac. Tuy nhién tai cac vi tri ngoai 6ng tiéu
hoéa nay it gap [2].

Trong cac Vi tri u nguyén phat tai ong tiéu hoa thi GISTS tai da day 1a
hay gip nhat. Theo bao céo ctia mot s6 nghién ctru trén thé gisi thi GISTs &
da day gip 40-60% tong sb cac truong hop. Vi tri hay gap thr 2 tai duong
tiéu hoa 12 hdng hdi trang véi ty 16 gip khoang 25-30%, tai dai truc trang ty 16
gap khoang 5 — 15% [35]. Céc vi tri it gap hon la ta trang (voi ty 1¢ khoang
5%), thuc quan (khoang 1%) [17],[32],[33],[36].

Céc khdi GISTs ma khong lién quan dén dng tiéu hoa con duogce goi 1a cac
khéi u m6 dém ngoai dng tiéu hoa — extragastrointestinal stromal tumors
(eGISTs). Cac vi tri co thé gap 13 sau phic mac, mac treo rudt hodc doi khi 1a
mac ndi 16n. Tuy nhién cac vi tri nay rét it gap [16],[37].

Vi tri khéi u nguyén phat ciing 13 mot yéu té quan trong trong du bao
tién luong GISTS, xuét phat tir da day c6 tién luong tét hon véi cac vi tri con
lai; cac vi tri it gap nhu tryc trang, thuc quan, hodc ngoai 6ng tiéu héa thudng
c6 tién lugng xau hon [23],[31],[38].



1.2.2. Xét nghiém cdn lim sang
1.2.2.1. Ngi soi ong tiéu hoa

Noi soi 6ng tiéu hoa 14 xét nghiém can 1am sang cé gia tri quan trong.
Noi soi ¢o thé giup chan doan vi tri, hinh thai khdi u, c6 thé sinh thiét chan
doan giai phau bénh [2].

Hinh anh dic trung cta khdi u mé dém da day rudt 1a khdi u day 16
niém mac thanh ong tiéu hoéa. Chinh boi dic diém nay, mot sd trudng hop
khéi u nho dé bi bo sot [39].

Chinh vi ddc diém trén, c6 khong it cac trudng hop GISTs duge phat

hién tinh ¢ trén noi soi, khi chua ¢6 dau hi¢u 1am sang [40].

Hinh 1.2. Hinh anh ngi soi u mé dém da day — GISTs da day [41]
Nguén.- Evans J. A., Chandrasekhara V., Chathadi K. V. et al (2015), The role of
endoscopy in the management of premalignant and malignant conditions of the
stomach, Gastrointest Endosc. 82(1), tr. 1-8.
1.2.2.2. Siéu am ngi soi

Siéu 4m noi soi 1a phuong phép can 14m sang méi. Pay 1a mot tién bo
trong vi¢c chan doéan va theo ddi diéu tri bénh 1y cua éng tiéu hoa. Si€u am noi
soi 14 phuwong phap dé chan doan phan biét cac khdi u co tron dng tiéu hoa véi
cac ton thuong & 16p niém mac ciing nhu dudi niém mac. Pay 1a mot xét
nghiém gitp thay thudc danh gia sy xam 1an ctia khdi u ddi véi cac 16p cua éng

tiéu hoa, to chirc va co quan xung quanh ciing nhu tinh trang hach 6 bung néu
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6. Chinh vi vay day 13 phuong tién chan dodn c6 gia tri trudc mod dbi voi
GISTs. Phuong phap cho phép xac dinh ton thuong tir 16p dudi niém mac cua
khéi u. Ngoai ra, phuong phap con cho phép sinh thiét dudi huéng dan siéu am
dé c6 chan doan mo bénh hoc véi ty 1é chinh xac cao [11]. V&i cac dic diém
hinh anh trén siéu &m noi soi c6 thé gitip phan nao chan doan phan biét GISTs
v6i mot s6 bénh 1y lanh va 4c tinh cta éng tiéu hoa nhu: u co tron hay sarcoma

co tron ctia 6ng tiéu hoa hodc sarcoma m& dng tiéu hoa [42],[43].

Hinh 1.3. Hinh anh GISTs da day trén ngi soi va siéu &m néi soi[44]
a. Hinh anh khéi u dcfy 16i niém mac da day trén ngi soi
b,c,d. Hinh anh khéi u trén siéu am néi soi
Nguon: Voiosu T., Voiosu A., Rimbas M. et al (2012), Endoscopy: possibilities and limitations
in the management of GISTs of the upper Gl tract, Rom J Intern Med. 50(2), tr. 7-11
1.2.2.3. Chup cat 1ép vi tinh (CT) 6 bung
Chup CT ¢6 can quang 6 bung 13 xét nghiém quan trong giup cac thay
thudc co thé danh gia duoc vi tri u, hinh thai, kich thudc va cau tric, mat do,
mirc d6 xam l4n cac co quan 1an can. Chinh nho vai tro quan trong trong chan
doan ma chup CT 6 bung 1a phuong phéap hinh anh hoc duoc chi dinh trong
nhimg trudng hop nghi ngd c6 khéi u 6 bung [45],[46].
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Ngoai cac thong tin danh gia khéi u nguyén phat, chup CT 6 bung con
o6 thé danh gid dugc co quan di can, dac biét 1a di can gan. Pay 1a vi tri di
can thudng gip ctia GISTs. Ngoai ra, CT 6 bung con cho thong tin vé cac
tang khac trong 6 bung nhu mac ndi 16n, cic khoang phiic mac trong 6 bung.

Pay 1a cac thong tin quan trong ma cac phuong phap khac con han ché hoic

khong danh gia dugc.

Hinh anh GISTS thanh rugt non trén chup Hinh anh dai thé sau mé khéi u
CT — Miii tén trang
Hinh 1.4. Hinh anh GISTs trén CT 6 bung [45]

Nguon: King D. M. (2005), The radiology of gastrointestinal stromal tumours
(GISTs), Cancer Imaging. 5, tr. 150-6
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1.2.2.4. Chup céng hwong tir - MRI 6 bung tiéu khung

MRI it duoc sir dung trong chan doan cac khéi u trong 6 bung, dic biét
1a ddi voi cac tang rong. Dbi véi cac truong hop GISTs & vi tri dic biét nhu
tryc trang thi MRI lai mang gia tri cao hon hian CT. MRI gitip danh gia va
phan biét & hon vé ciu trac giai phiu, sy xam lan ddi véi cic co quan lan
can. Piéu nay 1a dic biét dbi véi cac nha phiu thuat dé co thé chuan bj tét
nhat cho cudc mo sau nay [47].
1.2.2.5. PET/CT

Pay 1a phuong phap chan doan hinh anh st dung dic tinh chuyén hoa
ctia cac té bao ung thu ting hap thu chuyén hoa Glucose cao hon so véi cac
té bao binh thuong. Cac khdi u moé dém da day rudt cling mang dic tinh
nay, chinh vi vay PET/CT ciing dugc chi dinh cho GISTs. Tuy nhién, gia
tri ma PET/CT mang lai khong phai 1a chan doan xac dinh, hon nita vin
khong thé thay thé dugc vai tro ciia chup cat 16p vi tinh 6 bung co can
quang [48],[49].

Do nhay cua PET/CT d6i véi ton thuong GISTS bao gdm ca ton thuong
di can 86-100%. PET/CT dugc khuyén céo chi dinh trong cac truong hop
khong tim thay ton thuong nguyén phat trén ndi soi va CT 6 bung hoic ¢
su bat twong xtmg giita triéu chimg 1am sang va trén phim chup cét 16p vi
tinh [49].

Chup PET/CT dugc khuyén cdo khi can phat hién sém dap Gng cua u
v6i imatinib, dic biét ddi voi cac truong hop diéu tri imatibib tdn bd trg
[50],[51]. Mot vai tro khac nira ctia chup PET/CT la danh gia toan than va
kiém chimg nghi ngd di cin cua bénh. Tuy nhién day 1a mot k¥ thuat chan
doan chua duogc ap dung rong rii do chi phi dit tién va chi co mot sb co s¢'y

té co diéu kién chup PET/CT.
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.

Trieée diéu tri GISTs Sau 1 thang diéu tri imatinib
Hinh 1.5. Hinh anh PET/CT GISTSs trwéc va sau diéu tri imatinib[48]
Nguon: Treglia G., Mirk P., Stefanelli A. et al (2012), 18F-Fluorodeoxyglucose
positron emission tomography in evaluating treatment response to imatinib or
other drugs in gastrointestinal stromal tumors: a systematic review, Clin Imaging.
36(3), tr. 167-75.
1.2.2.6. Cdc phwong phdp ldy mau bénh pham
Ngay nay, voi su phat trién cta cac phuong phap can 1am sang, viéc lay
mau xét nghiém chan doan mo bénh hoc truée PT di co nhiéu tién b, tuy
nhién cac phuong phap nay hién nay van con nhiéu han ché.
Sw can thiét ldy mdu bénh pham trwdc mé
Viéc sinh thiét mau bénh phém chan doan mé bénh hoc trudec md dbi
v6i GISTs 1a khong can thiét. Piac biét véi cac truong hop nghi ngd GISTS
trén chan doan hinh anh c6 thé PT duoc. Viéc sinh thiét trudc md chi duge
chi dinh trong cac trudong hop can co chan doan chinh xac két qua mo bénh
hoc dé diéu trj tan bd trg imatinib [52]. Sinh thiét qua siéu 4m ndi soi duoc
khuyén cdo sir dung hon 14 sinh thiét kim xuyén thanh dudi huéng dan CT,
do sinh thiét kim xuyén thanh c6 nguy co lam v& u va phat tan té bao u

trong 6 phiic mac [53],[54].
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Sinh thiét u qua ngi soi ong tiéu héa

Pay 1a phuong phép sinh thiét 1dy mau bénh pham khi ndi soi dng tiéu
héa. Do dic diém khdi GISTs thuong nam dudi niém mac chinh vi vay viéc
14y mau bénh pham thuong gip khé khin, doi khi khong iy duoc mau bénh
pham can thiét dé chan doan. Mot sb truong hop can ndi soi va sinh thiét lai.

Tuy nhién ddi véi cac truong hop u 16n, day 16i han niém mac thi viéc
phat hién va sinh thiét c6 thé dugc thuc hién mot cach dé dang, it bién ching
va md bénh pham du 16n dé lam xét nghiém [41],[42],[43],[44].
Sinh thiét u dwéi huéng din chup cit I6p vi tinh

K¥ thuat nay dung kim sinh thiét Tru-Cut s6 16G va 18G choc xuyén
thanh bung dudi huéng dan chup cat 16p vi tinh, 14y manh nho t6 chtc khbi
u dé xét nghiém mo bénh hoc. Pay 1a phuong phap chan doan gitp lay to
chtic u xét nghiém mod bénh hoc trudc mod. Tuy nhién, phuong phap nay
khéng duoc khuyén céo sir dung do nguy co lam v& khéi u, phét tan té bao u
trong 0 phic mac va thanh bung. Chi chi dinh trong truong hop danh gia
khong con kha nang PT dugc hodc dé chan doan cac ton thuong di cin cia
GISTs [49],[55].
1.2.3. M6 bénh hoc, HMMD va bénh hoc phan tw
1.2.3.1. Mo bénh hoc

Pai thé

U thudng c6 dau hiéu rd c6 16p vo bao soi collagen bao quanh day 16p
co va thuong khong lién quan dén 16p co niém. Mot sd u c6 khuynh hudng
phat trién ra ngoai long rudt, mot s duoc bao quanh béi 16p co niém, niém

mac trén u thuong khong déu, co khi bi loét [56] .
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Hinh khéi u déc, ¢é phan hoai tir chdy ~— Hinh anh dai thé khoi u GISTS hoai
mdu tao hang (ddu hoa thi trén anh) tr kem chay mau trung tam
O hoai tir nhé rdi rac khéi u (miii tén trang)
Hinh 1.6. Pai thé khdi u GISTs da day[10]

Nguon: Miettinen M. and Lasota J. (2003), Gastrointestinal stromal tumors (GISTs
s): definition, occurrence, pathology, differential diagnosis and molecular genetics,
Pol J Pathol. 54(1), tr. 3-24.

Vi thé

Dua vao dic diém vi thé chia cac tip mé bénh hoc khéac nhau, trong dé
chiém chu yéu 1a tip té bao hinh thoi, ké dén 14 tip té bao dang biéu mo. Ngoai
ra co thé gap cac loai khac nhau: Té bao hinh nhan, da hinh thai té bao... U té
bao hinh thoi va dang biéu mé thudong dugc dé cdp cung nhau vi ching
thuong xuat hién trén cing mot u. Nhin chung khoang 70-86% s6 u uu thé té
bao hinh thoi, 5-10% 1a dang biéu mo, cac loai khéc it giap hon [57],[58].
* U té bao hinh thoi

C6 thé sap xép kiéu xuong ca, kiéu xody khu tr, hodc c6 noi hinh dau.
Nhan c¢6 thé hinh 2 dau ti dién hinh hodc diéu xi ga, nhung ciing c6 thé dai,
nhon. Chinh dic diém nay ma vé mit mé hoc nhuém thong thudng trude day
chiung dugc xép vao nhém u co tron. Tuy nhién néu xét vé nhuém mau bao
tuong thi té bao GISTs thuong bat mau kiém tinh hon, trong khi sacom co tron
thuong nhudm mau toan. Pic diém goi than kinh nhung nhan xép hang dau

khong cho thay biét hoa than kinh, mac du mot vai u ¢6 bdc 10 cac dau an than
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kinh (PGP9.5, NSE nhung hiém khi S-100). Hinh anh hang dau doi khi rat 15, dé
chan doan nham 13 u té bao Schwann. U & rudt c6 xu huéng nhiéu té bao hon &
da day. Co thé ¢6 cac 6 nhéy, kinh hoa, hoai tir, chdy mau va can xi hod, cac dac
diém nay thuong gip & cac u 16n. Pa hinh thai nhan khong phai 1a dic diém
thuong gap ciia GISTs. Can tim k¥ bang ching vi thé vé mirc do ac tinh cia u
nhu xa4m 14n céc cAu trac 14n can va 16p dém ni€m mac. Pém s6 nhan chia 1a bat
budc (mtrc do 4c tinh). Xam nhép mach, tao vong vién quanh mach, goi cAu triic
thuy c6 thé gip, va chung ciing c6 ¥ nghia tién luong [19],[57].

Miettinen chia thanh 4 dudi typ: Typ xo, typ xép hang dau va tao khong
bao, typ giau té bao va typ sacom [39].
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A. Typ té bao hinh thoi B. TYp té bao hinh thoi CD-117 (+)

.?’.

Hinh 1.7. Hinh anh vi thé va nhuém HMMD GISTs typ té bao hinh thoi[10]
Nguon: Miettinen M. and Lasota J. (2003), Gastrointestinal stromal tumors (GISTs):
definition, occurrence, pathology, differential diagnosis and molecular genetics,
Pol J Pathol. 54(1), tr. 3-24.

* U té bao dang biéu mo

Bién thé nay trudc day cé tén goi 13 u nguyén bao co tron, tuy nhién tir
GISTs dang biéu mé thuong duge st dung. Cac tir trude day sir dung nhu u
co tron ky la, u Stout, u co tron lanh/ac tinh va u co tron dang biéu mé vi céc
té bao u hinh da dién, quanh nhan c6 khoang sang, ching ding gan nhau goi

hinh anh rd trémg (hinh anh té bao than kinh dém it nhanh). Ving nhat quanh
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nhan 13 gia vi trén kinh hién vi dién tir khong thdy nhu vy va ¢ mo ¢ dinh
t6t viing ndy van bat mau hoi wa toan. U c6 té bao kich thudc nho néu c6 hinh
anh tao 6 hay bét ctr c6 su hinh thanh kiéu nang thi kha ning di cin cao hon.
U dang biéu mé lanh tinh ¢6 xu hudng té bao kich thuéc 16n hon u lanh tinh.
Ngoai ra u lanh c¢6 xu hudng da hinh thai té bao va chat nhiém sic tang hon u
ac tinh. Té bao khong 16 d6i khi gip & GISTs dang biéu mo. Ngoai xu hudng
tao thuy, thé dang biéu md nay con co ciu trac gidng u té bao quanh mach, u
trung biéu mé, u dang co van hodac u cudn mach. Bién thé dang mo nay co thé
khé chan doan phan biét voi1 u careinoid, u cudén mach, u can hach va u
lymphd 4c tinh. Soi vong & GISTs dang biéu mé thudng cho thy su phan bd
quanh té bao, nhung thinh thoang ciing phan bd quanh timg té bao, va vi vay
nhudm soi vong khong gitip chan doan phan biét véi u biéu mo (soi vong
phan quanh timg nhom té).

e Cac bién thé khac: it gip hon, bao gdm: u mdé dém da hinh thai, té bao
nhin, dung u trung biéu mo, té bao 16n wa toan [24],[58].

T WY LWL AT Y S8 b ) AT AT
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A. Typ dang biéu mé B. TYp dang biéu mé CD-117 (+)
Hinh 1.8. Hinh anh vi thé va nhusm HMMD GISTs typ dang biéu mo
Nguén: Miettinen M. and Lasota J. (2003), Gastrointestinal stromal tumors (GISTs):

definition, occurrence, pathology, differential diagnosis and molecular genetics,
Pol J Pathol. 54(1), tr. 3-24



18

1.2.3.2. D6 mé hoc va chi sé nhéan chia

Theo y van, 6 mé hoc hay chi sé nhan chia (Mitotic Count) 13 mdt
thong sd tién lugng quan trong khong chi d6i voi bénh ung thu ndi chung ma
con cac khéi u c6 ngudn gdc trung mé (sarcoma) hay GISTS néi riéng.

Chi s6 nhan chia dugc danh gia bang sb té bao co nhan chia duoc dém
trén 50 vi truong véi do phong dai ¢ vat kinh 40. Khu vuce dém duoc chon 1a
ving c6 nhan chia nhiéu nhéat sau khi di khao sat chung. Chi sé nhan chia
duogc cac tac gia st dung 13 yéu t6 tién luong quan trong trong GISTS. Cho
dén nay, yéu to ndy ludn co6 mit trong tat ca cac hé thong phan loai cac yéu t6
nguy co cua bénh [59].

Phén loai TNM da thong nhat phan chia d6 mo hoc hay chi s6 nhan chia
thanh do mo hoc thép hay chi s6 nhan chia <5/50 vi truong va do mo hoc cao
hay chi s6 nhan chia cao > 5/50 vi truong. Viéc phan chia nay rat c6 y nghia
trong tién luong va xép giai doan bénh GISTs [60]. Chi s6 nhéan chia cang cao
cang co tién luong x4u.

Chi s6 nhan chia 13 mét trong 2 yéu td chinh va quan trong nhat cua
tuyén bd dong thuan NIH 2002 dé phan loai yéu t6 nguy co cho GISTs. Céc
yéu td nay duoc phan tich rat rd trong 3 nghién ctru hdi ciru 16n cua Vién
nghién ctru gidi phau bénh Hoa Ki — AFIP [30].

Ca 3 nghién cuu nay déu nhan dinh réng, u mo dém tai da day co tién
luong tt hon u mo dém tai cac vi tri khac cua dudng tiéu héa [14],[27],[33].
Trong nghién ctru trén 1765 trudng hop u mé dém da day cho thay, chi c6 2-
3% cac truong hop khdi u nho hon 10cm va ¢ chi sé nhan chia <5/50 vi
truong 13 xuat hién di cin, trong khi d6 c6 dén 86% cac truong hop khéi u
> 10cm va chi s6 nhan chia >5/50 vi truong di ¢6 di can. Cac truong hop ¢
nguy co trung binh: kich thudc u >10 cm va chi sé nhén chia thap <5/50 vi

truong hodc kich thude u < 10 cm c6 chi sé nhan chia cao >5/50 vi trudong
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c6 ty 18 di can thip 10-15% [14]. Tir két qua cua cac nghién ciru trén da chi
ra rang, tat cac cac u c6 kich thudc > 2 cm déu c6 nguy co di can xa, cac u
c6 kich thuéc nhé hon 2 cm véi chi s6 nhan chia thap it c6 nguy co di cin
[61].

1.2.3.3. Héa mé mién dich (HMMD)

Céc dau 4n mién dich thuong dung dé phan loai u trung mé ong tiéu hod
trong nhiéu nghién ctru trén thé giéi bao gdm: CD-117, CD-34, Desmin,
SMA, S100 va CK. Tuy tac gia, GISTs duong tinh véi CD-117> 90%, voi
CD-34 60-70%, Desmin (+) chi khoang 0-4%, SMA 20-40%, S100 khoang
10%, CK am tinh [10],[14].

Gan day do co thude tre ché dic hiéu protein tyrosin kinase (KIT) ctia gen
c-kit, vi vay HMMD dé xac dinh c6 hay khong boc 16 CD-117 1a rat quan trong.

DAu 4n CD-117

- CD-117: Protein CD-117 1a 1 thuy thé yéu t6 ting trudng gan tyrosin kinase
(tyrosine kinase growth factor receptor) xuyén mang, san pham ctia sy boc 16 gen
c-kit. N6 hién dién & mot s tip té bao binh thudng, bao gdm biéu mé tuyén va, té
bao mam, hic t6 bao, té bao tuy chua truong thanh va dudng bao [62],[63].

Maic du CD-117 giir vai tro chu dao cho chan doan GISTs, nhung can
chan doan phan biét véi cac u trung mé khac co hinh thai hoc gbi 1én nhau
nhu: u t& bao schwann, bénh u xo va u xo don doc, nén Neal S.Goldstein va
David S.Bosler & My di dua ra mot so khang thé dé dinh nguodn gbc té bao u
nhu sau: CD-34, S-100, GFAP, CD99, beta-catenin, desmin va CK trong
lwong phan tir thap.

DOG-1

DOG-1 12 mdt protein chirc ning chua rd, ngudi ta thdy protein nay boc
16 chon loc & cdc u md dém da day- rudt. Gen ma héa DOG-1 nam trén nhiém

sdc thé sb 11 (11q13). Phén tich bd méd cia DNA cho thiy protein ndy c6 8
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ving xuyén mang té bao, cho nén rat c6 thé day 1a protein tham gia vao kénh
véan chuyén ion.

DOG-1 1a diu 4n c6 do nhay va do dac hiéu cao, c6 thé bd sung cho
nhém déu 4n chin doan GISTS trong cac trudng hop kho chan doan nhu
HMMD am tinh véi CD117, nhim dé gitp chan doan thém céc trudng hop
nghi ngd GISTs trong dicu kién chua lam dugc phan tich dot bién gen do
thiéu k¥ thuat hodc 1y do kinh phi.
1.2.3.4. Bénh hoc phan tir GISTS

Trong nhitng ndm gan ddy, nhd sy phat trién ctia nganh sinh hoc phan ti,
ngudi ta da hiéu biét rd hon vé sinh bénh hoc, dic biét 1 co ché bénh sinh va dic
diém vé bénh hoc phan tir GISTs. Chinh nhiing kién thirc vé bénh hoc phan tir da
g6p phan rat quan trong trong viéc chan doan va diéu triGISTs [2].

Pot bién gen KIT

Nhimg nghién ctru trén thé gi6i nhitng ndm gan day vé GISTs da cho thay
c6 dén hon 95% GISTSs c6 boc 16 qua muc protein bé mat KIT va c6 dén 80%
cac truong hop co dot bién gen KIT, tir 6 kich hoat con duodng tin hiéu ting
truong thong qua receptor KIT [10],[64]. O céc té bao binh thudng, su hoat dong
ctia hé thong receptor KIT dugc diéu hoa bdi qua trinh tyrosine kinase cua
ligand noi bao receptor KIT. Hau hét cac dot bién gen KIT (khoang 75%) déu
xay ra trén exon 11, ma hda cho phan tir protein domain ndi bao cua receptor
KIT. Chinh vi vay, su dot bién nay lam cho receptor ludn & trang thai bi kich
hoat, kich thich ting sinh té bao thong qua con dudng tin hiéu KIT [65],[66].

Pot bién PDGFR alpha

Phan 16n céc truong hop GISTs khong co dot bién gen KIT lai c6 dot
bién RTK, PDGFRA. Mot nghién ctru gan day phan tich trén 1105 truong
hop GISTs thiy c6 7,2% céc truong hop co dot bién PDGFRA, hau hét trong
s6 cac trudong hop nay 1a khong c6 dot bién gen KIT [9],[67]. Tuy nhién, do
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d6t bién FDGFRA nay khong dic hiéu, protein ndy tham gia vao con duong
truyén tin hiéu PDGFRA trong cac bénh 1y bao gdm ca GISTs, u desmoid va
sarcdm xo-mach, Chi mot sb cac truong hop co dot bién PDGFRA 1a c6 mdi
lién quan dén khang imatinib, mot s khac van cho thiy c6 dap tng véi diéu

tri bang imatinib (Glivec) [68],[69].

KIT (70-75%) PDGFRA 7%
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Hinh 1.9. Cau tric phan tir gen ¢-KIT va PDGFRA [26]

Nguon: Lasota J. and Miettinen M. (2008), Clinical significance of oncogenic KIT and
PDGFRA mutations in gastrointestinal stromal tumours, Histopathology. 53(3), tr. 245-66.

1.2.4. Chén dodn giai doan

Dbi v6i bénh 1y ung thu, chan doan giai doan 13 yéu t6 quan trong dé lua
chon phac dd diéu tri cling nhu tién luong bénh. Hau hét 1a st dung hé théng
phan loai TNM. Theo UICC nim 2002 lan xuat ban thit 6 chua c6 hé thong
phan loai TNM dac biét ddi v&i GISTs. Dya vao dir lidu phan tich tir nghién
ctru cua hiép hoi giai phau bénh Hoa Ki — AFIP, hé théng phan chia giai doan
TNM cho GISTs di dugc phat trién va duoc cong bd trong hé théng phan
chia giai doan TNM lan thir 7 — 2010. Mic du hé théng phan chia T va N
cling twong tu nhu ddi véi cac bénh khac, tuy nhién v6i GISTS & cac vi tri

khac nhau c6 cach phan chia giai doan khac nhau. Dya vao hé théng phan



22

chia giai doan TNM cua bénh ma cac thay thudc co thé danh gia dugc nguy
co di can va tién trién cta bénh [70].
Cach phan loai nay c6 y nghia trong tién lugng bénh.
T: U nguyén phat (O tat ca cac vi tri u nguyén phat)
Tx: U nguyén phat khong xéac dinh dugc
To: Khdng c6 u nguyén phat
T:U<2cm
T2: U c6 kich thuoc 2 -5 cm
T3: U c6 kich thudc 5 —-10 cm
T4: U >10cm
N: Hach vung
Nx: Hach vung khong xac dinh dugc
No: Khong c6 hach vung di can
N1: Di can hach vung
M: Di can xa
Mo: Khéng c6 di can xa
MI1: Di can

Phéan loai giai doan

Déi véi da day
Do mo hoc

Giai doan 1A: T1-2 No Mo Thap
Giai doan 1B: T3 No Mo Thap
Giaidoan II:  T1,2 No, Mo Cao

T4 No Mo Thap
Giai doan IIIa: T3 No Mo Cao
Giai doan I1Ib: T4 No Mo Cao
Giai doan IV: Béatct T N1 Mo Bt cur

Bat ctt T bt ¢t N va M1 Bit c

Doi voi rudt non
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Do mo hoc

Giai doan I: T1-2 No Mo Thap
Giai doan II: T3 No, Mo Thép
Giai doan IlIa: T1 No Mo Cao

T4 No Mo Thap
Giai doan IIIb: T2,3,4 No Mo Cao
Giai doan IV: Béatctt T N1 Mo Bit ctr

Bat ¢t T bét ctir N va M1 Bat ctt

Ghi chu: Déi véi da day c6 thé ap dung cho GISTS ¢ mac néi tién phat, u don doc.

Pbi v6i rudt non co thé ap dung cho GISTs ¢ nhiing vi tri it gdp hon
nhu: Thuc quan, dai trang, truc trang, mac treo.

1.2.5. Chdn dodn phdn bigt

- U co tron dudng ti€u hoa: U lanh tinh ctia mo6 co tron dudng ti€u hoa.
Bénh hay gip nhat & thuc quan, chiém khoang 75% cac khdi u lanh tinh
duong ti€u hoda. Ngoai ra, cac vi tri khac cling hay gadp u co tron la dai trang
va truc trang. Pa s cac u co tron dudng tiéu héa c6 ngudn goc tir 16p co
tron, s6 nho con lai xuat phat tir co niém cua éng tiéu hoa. Do ban chét lanh
tinh ctia khoi u, chi phat trién déy 16i niém mac chinh vi vay triéu chung lam
sang chu yéu 1a gy bit tac, it khi gdy ra cac triéu chimg nhu chay mau.
Triéu chung dau thudng rét it gap [35].

Céc phuong tién chan doan hinh anh c6 thé goi y chan doan phan biét véi u
mo dém da day rudt boi dac diém xam lan. Tuy nhién véi cac truong hop u nho,
rat kho dé co thé phan biét khdi u co tron voi GISTS ciing nhu sarcoma co tron.
Chan doan phan biét van can phai dya vao xét nghiém mo bénh hoc.

- U nguyén bao co tron: Thuong 1a u lanh tinh cia mé co tron rat
nguyén thuy. Tuy nhién ddy 1a mot bénh hiém gap.

- Sarcome co tron hay leiomyosarcoma: Py 1a bénh 1y 4c tinh xuat phat

tur t€ bao co tron cta thanh 6ng tiéu hdéa hoac cac moé co tron khac.
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Vé mat 1am sang, sarcoma co tron dng tiéu hoa thudng c6 xu hudng phat
trién trong long éng nén hau hét BN dén vién trong bénh canh tic rudt do khéi u
gdy bit tic. GISTS lai c6 xu hudng phat trién ra bén ngoai 1a cha yéu.

- U té bao schwann: U cua hé than kinh ngoai bién bat du tir 16p bao
than kinh

Pé chan doan phan biét véi cac bénh trén, xét nghiém mo bénh hoc va
HMMD van 1a xét nghiém tiéu chuan dé dua ra chan doan xac dinh bénh.
Trong mdt sd truong hop khé xac dinh ca trén md bénh hoc va HMMD, xét
nghiém gen c6 thé dugc thuc hién tai mot sd noi co diéu kién dé chan doan
cling nhu tién lugng bénh.

1.3. Piéu tri
1.3.1. Nguyén tic diéu tri

Piéu tri GISTs ciing giéng nhu diéu tri cac bénh 1y 4c tinh khac 1a
diéu trj da mo thtc voi sy két hop cac phuong phap diéu tri, tuy thudc vao
giai doan bénh.

Khac voi cac bénh 1y ung thu khéc, do GISTs c6 thé xuat hién & vi tri
khac nhau cta dudng tiéu hoa, tir thuc quan dén truc trang. Chinh vi vay, cac
phuong phép diéu tri khac nhau phu thudc vao vi tri khéi u trén ong tiéu hoa.
Tuy vay, phuong phap PT van 1a phuong phap déng vai trd chi dao trong
diéu tri GISTs. Véi su ra doi cua céac thude tc ché tang sinh mach, viéc diéu
trj toan than bang imatinib cling dong mot vai tro quan trong khong chi trong
diéu tri triét cin ma con ca trong giai doan tién trién, di can.

1.3.2. Diéu tri phdu thudt

Pbi v6i GISTs, PT van déng vai tro 1a phuong phap diéu tri cin ban

nhat, dong vai trd quan trong trong diéu tri bénh, dic biét trong trudong hop

giai doan som.
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1.3.2.1. Nguyén tdc diéu tri phdu thugt (PT).

Diéu tri PT d6i véi GISTs can danh gia mot cach ki ludng. Quyét dinh
diéu tri phu thudc vao cac yéu td: chan doan xac dinh md bénh hoc trong khi
PT, vi tri u, kich thudc u, mic do lan rong cua tdn thuong va biéu hién 1am
sang cua bénh tai thoi diém PT.

% Chén doan xac dinh md bénh hoc truéc mo.

Péi v6i GISTs, chan doan xac dinh bénh bang mé bénh hoc trude PT 14
khong nhit thiét phai c6. Nhitng truong hop BN trén cac xét nghiém chan doan
hinh anh nghi ngd ton thuong 12 GISTs, & giai doan c6 thé PT duoc va thé trang
BN cho phép, quyét dinh PT khong nhat thiét phai c6 mé bénh hoc trude mo.

Mo bénh hoc trude PT chi can thiét trong mot sé truong hop can khang
dinh ton thuong di cin xa (di can gan) hoic trong cac trudng hop tién trién tai
chd can diéu trj tan bd trg béng imatinib.

% Kich thwéc u.

Tat cac cac khdi u nghi ngd ton thuong GISTS trén chan doan hinh anh
c6 kich thudc > 2 cm can phai duoc PT. Piéu nay da dugc dong thuan trong
cac hudng dan diéu tri hiép hdi ung thu Hoa Ki, ESMO hay hiép hoi ung thu
Canada, hay tai cac nude chau A nhu Han Qudc, Nhat Ban [61],[71].

Déi véi cac khdi u 6 kich thude nho hon, quyét dinh diéu tri PT, theo dbi
va xtr 1y chua c6 sy dong thuan va nhat tri trong cac hudng dan diéu tri.

<% Piéu tri tin bo tro.

Déi véi cac truong hop ranh gidi gitra mo duoc va khong mo duge thi

viéc diéu tri tAn bo tro bang imatinib trudc mo 1a can thiét.
% Dién cit an toan.

Ly tuong nhat PT GISTs dam bao 1dy toan bd khdi u va vo khéi u. Cat

doan da day va rudt duoc khuyén cdo dé dam bao dién cit an toan, viéc

PTrong rdi hon 1a khong can thiét. Cac nghién ctru cling cho thay, dién cit
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con té bao ung thu hay khong (RO, R1 va R2) ¢ ¥ nghia thuc su anh huéng
dén két qua diéu tri [11].

% Van dé nao vét hach.

Nao vét hach thuong qui khong can thiét vi GISTs hiém khi di can hach.

Mot nghién ctru trén 210 BN GISTs da day duoc PT cat da day ban phan va nao
vét hach chuén, ty 1€ di can hach 1a <1% (2/210 BN), chinh boi ty 1¢ di can hach
thip ndy, nao vét hach thuong quy 1a khong can thiét [72]. Hon nita nghién ctru
ndy con cho thay, khong ¢ su khéac biét co ¥ nghia théng ké gitra nhitng BN
duoc nao vét hach thuong quy voi nhitng BN khong dugc nao vét hach, ty 1¢
song thém khong bénh, song thém toan bd 13 nhu nhau giita 2 nhém [11],[72].

% Panh gia ton thwong trong phiu thuit.

Panh gia toan bd 6 bung trong qua trinh PT 1a hét sttc quan trong. Di
can gan va di can phuc mac la co quan di can thuong gap cua GISTs.

Tinh trang khoi u di v& vo hay chua ciing 1a mot théng tin quan trong
can danh gia trong phau thuat. Trong hé thong phan loai yéu té nguy co NIH
cai bién 2008, tat ca cac truong hop khdi u dd v& vo déu duogce coi 1a yéu t6
nguy co cao va can thiét phai diéu tri bo tro bang imatinib sau PT.

Thong tin vé tinh trang u da pha v& vo hay chua (ké ca & thoi diém PT hodc
tién trién ty nhién) khong duoc dua vao hé théng phén chia giai doan ctia TNM.
Tuy nhién, mot s6 hé thong phéan chia nguy co tai phat di dua yéu t6 kich thudc u

va sy toan ven ctia khdi u 1a cac yéu t6 tién luong bénh doc lap [50],[73].[74].
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Hinh 1.10. Phiu thuat cat ban phan da day, mét phan gan, lach do GISTs
da day xam lan [50]

Nguon Rutkowski P., Gronchi A., Hohenberger P. et al (2013), Neoadjuvant
imatinib in locally advanced gastrointestinal stromal tumors (GISTs ): the EORTC
STBSG experience, Ann Surg Oncol. 20(9), tr. 2937-43.

1.3.2.2. Piéu tri phdu thudt theo v; tri.

Do GISTs c¢6 thé xuit hién tai bat cr vi tri ndo cua éng ti€u hoa, doi
khi 1a ngoai 6ng tiéu hoa nhu: khoang sau phuc mac, mac treo rudt hay mac
nbi 16n. O cac vi tri khac nhau, viéc PT ciing c6 nhimg khac nhau dé dam bao

nguyén tac PT trong diéu tri bénh di néu & trén.

Y T W z A : 59 = e
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Hinh 1.11. Hinh anh GISTs true trang dwoc diéu tri t
9 thang va PT bao tén co thit [75]
A. Hinh anh MRI tiéu khung: GISTS truc trang.

“a

an bé trg imatinib
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B. Hinh anh MRI tiéu khung: GISTS truc trang sau 9 thang diéu trj tAn bd trg imatinib.
C. Hinh anh vi thé sinh thiét kim khoi u trudc mo6 (nhuém HE, d¢ phong dai 400 lan).

D. Hinh anh nhuém HMMD CD-117 duong tinh bénh pham sinh thiét kim truéc md.

E. Hinh anh dai thé sau moGISTS tryc trang,

F. Hinh anh vi thé khéi u sau diéu tri 9 thang imatinib (nhuém HE, do phong dai 400 lan).
Nguon: Yoon K. J., Kim N. K., Lee K. Y. et al (2011), Efficacy of imatinib
mesylate neoadjuvant treatment for a locally advanced rectal gastrointestinal
stromal tumor, J Korean Soc Coloproctol. 27(3), tr. 147-52.

1.3.3. Piéu tri bé trg imatinib

Nhitng nim trude day, viéc diéu tri GISTS phau thuat 1a phuong phap
gan nhu duy nhat, héa tri va xa tri hau nhu khong c6 hiéu qua d6i véi GISTs.

Tir khi ¢6 sy ra doi ciia thudc khang tyrosine kinase — imatinib, diéu tri
GISTs dat duoc nhitng budc tién dai. Véi hiéu qua cia thudc trén nhimg BN
& giai doan di cin hodc tai phat, diéu trj bd tro sau PT va diéu tri tan bo tro
d6i v6i GISTs da dugc ap dung va thu duoc két qua rat kha quan. Trudce khi
diéu tri, viéc danh gia nguy co tai phat caa BN 1a rat quan trong. Hién nay céc
tac gia déu st dung hé théng phan nguy co tai phat NIH cai bién. Huéng dan
diéu tri cia NCCN hay ESMO déu théng nhét chi dinh diéu tri imatinib bé trg
dugc ap dung cho cac BN dugc danh gia mic d§ nguy co cao dua theo hé
théng phan loai NIH cai bién nam 2008 v6i ude tinh mirc d6 nguy co di cin
khoang 30-50% [61],[76].
Bing 1.1: Phdn logi mirc dp nguy co GISTs theo NIH cii bién - 2008 [77]

Phan mirc Kich thwéc S6 nhan chia/ 50 vi Vitriu
nguy co khéi u (cm) trudng nguyén phat
Nguy co rit thip < 20 <5 Moi vi tri
Nguy co thdp 21-5.0 <5 Moi vi tri
2.1-5 >5 Da day
Nguy co <5.0 6-10 Moi vi tri
trung gian 5.1-10 <5 Da day
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Moi kich thuéc | Moi chi s6 nhan chia | Khoi u pha v vo
>10 Moi chi s6 nhan chia Moi vi tri
Moi kich thudce >10 Moi vi tri
>5.0 >5 Moi vi tri
Nguy co cao 2.1-5.0 >5 Khong phai da day.
5.1-10.0 <5 Khong phai da day.

Nguon: Joensuu H. (2008), Risk stratification of patients diagnosed with
gastrointestinal stromal tumor, Hum Pathol. 39(10), 1411-9.

Dua vao két qua nghién ctru SSG VIII, thoi gian diéu tri bd trg imatinib
chuan 1a 36 thang, so v4i 12 thang trudc ddy. P6i voi nhitng BN duoc diéu tri
tan bo tro trudce, tong thoi gian diéu tri bang imatinib 1a 36 thang.

Dua vao két qua nghién ciru ACOSOG Z9001, liéu diéu tri bo trg cho
BN GISTs nguy co cao 1a 400mg/ngdy. Ddi véi BN co dot bién exon 9 co
nguy co cao khang imatinib thi ting gip d6i lidu voi liéu diéu trj 13 800mg
dugc khuyén cao sir dung [78],[79].

1.3.4. Diéu tri tin bo tro imatinib

Diéu tri PT 13 lya chon diéu tri tai chd duy nhét diéu tri triét cin doi voi
GISTs. Tuy nhién, khong phai tat ca cac truong hop BN déu c6 thé PT duoc.

Tir két qua nghién ctru st dung imatinib cho BN & giai doan mudn cho ty
1& dap tmg cao, véi dap Gmg toan bd bao gdm dap tng hoan toan (PUHT) va
dap ung mot phin (PUMP)> 60%, cic thay thubc di nghi dén diéu tri
imatinib tan bo tro [80],[81]. Mot sb thtr nghiém 1am sang da st dung diéu tri
imatinib tan bo trg cho cac truong hop danh gia trudc moé khong cat duoc
khéi u nguyén phat, ndm ranh giéi gitra PT dugc va khong; hodc trong cac
truong hop giam thiéu cac ton thuong tai cac co quan di can dé c6 thé PT triét
cin. Hodc mot s6 truong hop diéu tri tan bo tro ting kha niang bao ton cac co
quan (dac biét GISTs truc trang). Tuu chung lai, muc dich diéu tri tan bd tro

nham ting kha nang PT triét cin hodc ting kha ning bao ton co quan. Tuy
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nhién cho dén hién nay, chua c6 mot dong thuén chinh thirc nao dugc dua ra
dé co thé cu thé hoa ddbi tuong nao can duge diéu tri tan bo tro.

Liéu diéu tri: Céc nghién ctu hoéi ciu déu st dung lidu imatinib
400mg/ngay gidng lidu tidu chudn. Ciing gidng nhu diéu trj bd trg, néu c6 dot
bién exon 9 va BN can phai diéu tri tan bo tro, liéu diéu tri khuyén cao cua
imatinib la 800mg/ngay [61].

Panh gid déap img: BN duoc diéu tri tan bo tro bang imatinib can dugc
theo doi tai cac trung tam c6 kinh nghiém, c6 doi ngili da chuyén khoa ung thu
dé c6 thé theo ddi va diéu tri cho BN. Panh gia dap tmg thudng xuyén trong
qua trinh diéu tri 1a rat can thiét. T thang thir 3 dén thang 12, danh gia bénh
thuong xuyén dé co thé can thiép PT bt cir khi nao kha di.

Truée diéu tri GISTs Sau 12 thang diéu tri imatinib

Hinh 1.12. Hinh anh CT — scanner 6 bung GISTs da day trwéc va sau
diéu tri imatinib 12 thang [50]
Nguén: Rutkowski P., Gronchi A., Hohenberger P. et al (2013), Neoadjuvant

imatinib in locally advanced gastrointestinal stromal tumors (GISTs ): the EORTC
STBSG experience, Ann Surg Oncol. 20(9), tr. 2937-43.

Pap tng mudn c6 thé thiy trén cac BN ma trudc d6 bénh on dinh. Thong
thuong dap tmg u & murc tdi da trong vong 6-12 thang sau diéu tri. Panh gia

dap ung sau thoi diém diéu tri 3 thang 1a rat quan trong, néu sau 3 thang diéu
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tri, khéi u tién trién can xem xét chuyén phuong phép diéu tri khac (chuyén
diéu tri Sunitinib).

Thoi gian diéu tri: Thoi gian diéu tri imatinib t6i uu trong diéu tri tin bo
trg chua duoc xac dinh rd rang. Quyét dinh diéu tri imatinib bao 1au, khi nao
PT duoc can phai duoc cAn nhic than trong va tiy ting trudng hop cu thé.
Dbi v6i cac BN c6 khdi u 16n, danh gia dap tng cham hodc nhimg trudng hop
PT chua thé 1ay hét duoc ton thuong, thoi gian diéu tri téi da imatinib 1a 12
thang, mién 1a khéi u van con dap tmg trén cac xét nghiém chan doan hinh
anh [50],[61],[82].

Chinh vi diéu nay, viéc danh gia thoi diém luc nao PT dugc, diéu tri dén
khi nao 13 rat quan trong, doi hoi can c6 doi ngii thay thudc & nhiéu linh vuc
(tumor board) cé kinh nghi¢m nham dat dugc hiéu qua diéu tri cao nhat cho
BN. Vi vay, cac truong hop diéu tri tan bd tro bang imatinib nén duoc tién
hanh tai cac co s diéu tri c6 kinh nghiém [61],[83].

Diéu tri sau PT: Nhitng BN duoc diéu tri tan bo trg, sau d6 duge PT thi
can tiép tuc diéu tri bo trg bang imatinib cho nhimg BN nay dé dat duogc tong
thoi gian diéu tri imatinib 1a du 3 nam [61],[84].

1.3.5. Piéu tri giai dogn kKhong con chi dinh phdu thudt cdt bé u dwoc

Trudc nam 2000, diéu tri GISTS tai phat di can van 1a kho khan cho cac
thay thudc do tai thoi diém d6 chua co6 phuong phép diéu tri ndo c6 hiéu qua
trong diéu tri GISTs [12],[15].

Khi cac nha khoa hoc phat hién ra dot bién gen KIT hodac PDGFRA la
nguyén nhan kich thich ting sinh cta cac té bao ung thu GISTs thi cudc cach
mang trong diéu tri GISTSs budc sang mét thoi ki méi. Cac thuée TKIs trong
diéu tri ¢ dem lai hiéu qua 16n trong diéu tri bénh, khong chi ¢ giai doan tai
phat di cdn ma con trong diéu tri bd trg ciing nhu tan bd trg. Pién hinh cua

nhom thude nay 1a imatinib hay tén thuong mai 1a Glivec tai cac nudc chau A,
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chau Au hay Gleevec tai Hoa Ki.
1.3.5.1. Imatinib

Nam 1993 mét loai thudc méi duge san xuat co tén STI-571 (Glivec,
Gleevec, imatinib mesylat). Thudc v6i co ché trc ché chon loc tyrosine kinase
c-abl, ber - abl, ¢ - kit va PDGFR, tuong tic vé&i protein nay & vi tri gan véi
ATP. Té bao u s& nglng ting sinh va di vao con duong chét theo chuong trinh
(apoptosis). Ban dau né duoc dung dé diéu tri bénh bach cau man dong tuy.
Sau do duoc khuyén cdo st dung cho cac loai u khac c6 boc 16 bat thuong
protein tyrosine kinase hoat héa. GISTs la mdt trong s6 céac loai u do, cu thé
1a c6 dot bién gen ¢ - kit. BN dau tién duoc diéu tri 13 mot nguoi Phan Lan, tai
Bénh vién Dana Farber & Boston do bac sy George Demetri dé nghi vao thang
3 nam 2000. BN nay di duoc diéu tri bang nhiéu loai hoa chat nhung déu that
bai. Sau khi dung Glivec thi dap tmg réat tot. Sau d6, cac thir nghiém pha L, 11
d3 duoc tién hanh va hoan tit & My va chau Au vé6i két qua rat ngoan muc
[85]. Pén nam 2001, FDA di chinh thirc cAp phép luu hanh va chi dinh diéu
tri GISTs giai doan khong con kha ning PT dugc bang imatinib[86]. Tir d6
cho dén nay, imatinib 14 chi dinh dau tay ctia BN GISTs giai doan khong con
chi dinh PT, tai phéat hodc di can [61],[71].
1.3.5.2. Cac TKiIs khéac

Sunitinib (Sutent)

Sunitinib 1a mot TKI trc ché nhiéu diém trong con duong tin hi¢u ting
sinh té bao. Sunitinib hay con dugc biét dén voi tén SU-1124 hay Sutent, da
dugc ching minh c6 hiéu qua trong diéu tri bude 2 GISTS, sau khi that bai
véi imatinib [87],[88].

Tuong tu nhu imatinib, hiéu qua cua sunitinib ciing phu thudc vao ting
chung dot bién gen. Trong mot nghién ctru pha II vé hiéu qua cta sunitinib

trén 97 BN GISTs di cin da that bai voi imatinib cho thay, ty 16 BN dat loi ich
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1am sang (PUHT hodc bénh giit nguyén (BGN)) & nhom co dot bién gen KIT
& exon 9 nguyén phat (58 %) hodc khong co dot bién gen KIT hodc dot bién
gen PDGFRA (KIT wild-type hoac PDGFRA mutation- 56%) la cao hon c6 y
nghia so v6i nhom co dot bién gen KIT ¢ exon 11 (34%). Su khéc biét vé thoi
gian séng thém khong tién trién va thoi gian sdng thém toan b ciing dugc
chtng minh ¢6 hiéu qua hon & nhém dot bién gen KIT ¢ exon 9 va dot bién
gen PDGFRA so v&i nhom dot bién gen KIT & exon 11 khi duoc diéu tri véi
sunitinib [89]. Chinh tir két qua cta cac nghién ctru trén, sunitinib dugc FDA
chép thuat st dung cho GISTs d3 thit bai hoic khong sir dung dugc imatinib.
Liéu sunitinib dugc khuyén cao sir dung 1a 50mg/ngdy trong 4 tuan lién tiép,
nghi 2 tuan hoac dung lién tuc 37,5mg/ngay [83],[90].

Regorafenib

Regorafenib 1a mot TKIs dudong udng c6 ciu tric gan gidng vai sorafenib
va ¢6 dich tac dong uc ché 1én nhiéu dich cua hé kinase bao gém: KIT,
FDGFRA,... Hiéu qua cua regorafenib trén cAc BN GISTs dugc ching minh
trong nghién ctu thir nghiém 1am sang pha II trén 34 BN GISTs that bai voi
imatinib va sunitinib. Trong nghién ctru nay, ty 1& dap tng 1 phan 1a 11,7%,
22/34 BN bénh 6n dinh trong thoi gian it nhat 16 tudn hodc 16n hon. Thoi gian
song thém bénh khong tién trién trung binh dat 10 thang [91],[92]. Thang 2 -
2013, FDA ciing chap thuat st dung regorafenib dugc s dung dé diéu tri
GISTs di can khi da that bai v6i imatinib va sunitinib.

Ngoai sunitinib va regorafenib, cac TKIs khac dang dugc nghién ctru
trong diéu tri GISTs, htra hen dem lai hiéu qua, dac biét l1a khi khang véi cac
thudc trén nhu: sorafenib, ponatinib, nilotinib, pazopanib, ...
1.3.5.3. Vai tro xa tri

Piéu trj triéu ching: d6i véi nhitng truong hop GISTS tién trién, tai phat

di can co tri¢u chimg, khong dap tng vai TKIs thi xa tri cling 1a mét lua chon.
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Dic biét 1a ddi vai céac truong hop GISTs di can xuong. Mac du vai tro cta xa
trj d6i v6i GISTSs rat han ché do khéi u khang xa tri va cho ty 18 dép tmg rat
thp, tuy nhién khi da khang véi cac thube tre ché tyrosin kinase (TKIs), xa tri
lai c6 loi ich trong mot s6 BN phu hop [93],[94]. M6t nghién citu tién ctu trén
25 BN GISTs di can thanh bung va di can gan, khang TKIs duoc diéu tri xa tri
cho thdy, tuy ty 1& dap tGmg 1a rat thip 8% c6 dap tmg, ty 1é bénh on dinh dat
duoc rat cao, 80% BN bénh 6n dinh véi thoi gian > 3 thang [93].
1.4. Thudc sir dung trong nghién ciru — imatinib
1.4.1. Thuéc nghién ciru

Hoat chét: imatinib mesilate

C«ng thgc ho, hac: C,y9H3;N-;0

imatinib mesilate

Biét duoc: Glivec 100mg vién nén bao phim
1.4.2. Co ché tic dung
Imatinib (Glivec) 1a mot chat trc ché protein kinase phan tir nh, trc ché
hoat dong cua cac BCR-ABL tyrosine kinase (TKIs) ciing nhu cac thu thé
TK: KIT, thu thé ctia yéu té té bao mam (SCF) duoc ma héa cho cac c-KIT
proto-oncogene, cac thu thé discoidin mién (DDR1) va (DDR2), thy thé yéu
td kich thich tao khim (CSF-1R) va thu thé alpha va béta cua yéu t6 ting


http://en.wikipedia.org/wiki/File:Imatinib.svg
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truong cd ngudn goc tiéu cau (PDGFR-alpha va PDGFR-béta). Imatinib ciing
c6 thé uc ché cac hoat dong cua cac té bao trung gian hoat hoa cua céac thu thé
Kinase nay.

1.4.3. Dugc dong hoc

Imatinib dugc hip thu rat nhanh sau khi udng. Thube dugc phat hién
trong huyét twong khoang 30 phut sau khi ubng liéu 400mg, v6i thoi gian ban
huy trung binh khoang 20 gid. Nong d6 huyét tuong trung binh ting khi ting
lidu, khong co sy thay doi vé dong hoc ciia imatinib khi dung liéu lap lai, va
sy tich lu§ gap 1,5 - 2,5 1an & trang thdi 6n dinh khi dung liéu 1 lan/ngay.

Nhitng thudc c6 thé 1am ting ndng do imatinib trong huyét twong bao
gom: Nhitng chat lam @c ché hoat dong cia cytochrome P450 isoenzym
CYP3A4 (vi du ketoconazole, itraconazole, erythromycin, clarithromycin) cé
thé 1am giam sy chuyén hoa va lam ting néng do imatinib. C6 su ting dang
ké vé sy ton luu imatinib (ndng do cao nhat trong huyét tuong (C-max) trung
binh cua imatinib ting 26% va dién tich dudi duong cong néng do (AUC) cua
imatinib tang 40%).

Nhitng thude c6 thé lam giam ndng d6 imatinib trong huyét trong, bao
gom: Nhitng chat gdy cam tng hoat dong cia CYP3A4 c6 thé lam ting sy
chuyén hoa va lam giam nong d6 imatinib trong huyét twong vi du
dexamethasone, phenitoin, cacbamazepine, riphampicin, phenobacbital hoac
hypericum c6 thé 1am giam dang ké su ton luu cta Glivec trong huyét tuong.

95% thubc duoc gan véi Albumin va luu hanh trong mau, chinh vi vay
néng d6 Albumin trong mau 1a yéu t6 quan trong anh hudng dén ndng do
thudc trong mau. Mot s6 nghién ctru di duoc tién hanh nham xéac dinh vai tro
tién luong cua néng d6 Albumin trong mau trude diéu tri. Cac tac gia déu
nhan théy, néng dd Albumin trong mau trudc diéu trj 1a mot yéu td anh

hudng dén dap ung va thoi gian séng thém khong tién trién caa BN[95]. Tuy
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nhién, khi phan tich da bién cac tac gia lai khong thay sy khac biét giira 2
nhom. Co thé do néng doc Albumin trong huyét twong caa BN con bi anh
huong bai cac yéu t6 khac dan dén két qua trén.

Mot yéu td nira cling tac dong dén duoc dong hoc va phan bd thude 1a
huyét sac t6 (HST). Luu luong HST c6 anh hudng dén sy phan bd thube dén
cac mo tir d6 c6 thé anh huong dén dap Gmg va hiéu qua diéu tri cua thudc
[96],[97].

1.4.4. Liéu lwong va cich ding

Liéu diéu tri cho BN GISTs giai doan khong PT dugc 1a 400mg/ngay.

Cach dung: dung mot 1an/ngay dugce khuyén cdo udng thudc sau bita an
va udng véi nhiéu nude dé giam thiéu nguy co rdi loan tiéu hoa.

Déi véi cac BN khong thé nubt duge, co thé hoa vién nén vao mot ly
nuéc theo mot lugng thirc udng thich hop (50ml cho 1 vién 100mg va 200ml
cho mot vién 400mg) va khay déu. Hon dich phai duoc dung ngay sau khi
vién nén da tan hoan toan.

1.4.5. Chi dinh diéu tri trong GISTs

- BN nguoi 16n bi u mé dém da day ruét — GISTs c6 CD 117 (+) giai
doan khong con kha nang PT hodc tai phat, di can.

- Piéu tri b6 trg cho BN nguoi 16n GISTs ¢6 CD 117 (+) da PT, ¢6
nguy co tai phat cao hoac trung binh theo phan loai NIH cai bién — 2008 cua
Vién nghién ctru strc khoe Hoa Ki.

1.4.6. Tdac dung phu va xir tri tac dung phu imatinib

Imatinib dugc st dung dudi dang duong udng rat tién loi cho BN.
Ciing giébng nhu cac thudc diéu tri dich khac dugc sir dung, imatinib duoc
dung nap rat tot, hau hét cac tac dung phu déu & muc d6 I va IL. Chinh vi vay
trong hau hét cac truong hop BN sir dung thude lién tuc, it khi bi gian doan do
tac dung phu cua thude.

Céc tac dung phu thudng gip nhat cta imatinib khi duoc sir dung diéu
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tri cho BN la: gitr dich, tiéu chay, no6n va budn ndén, mét moi, co co, dau bung,
man ngira hoic phat ban.
% Tac dung phu giir dich

Biéu hién cua triéu ching gitr dich khi st dung thude 13 ddu hiéu phu
ngoai vi, rat it khi gip tran dich mang phdi hodc ¢ trudéng. Mic du bao céo
c6 gap tran dich mang phdi va tran dich mang bung trén cac BN cao tudi hoic
trén cac BN co6 bénh tim tir trudc. DAu hiéu hay gip nhét 13 phi mi mat,
thuong ning hon vao budi sang va giam dan vao cudi ngdy. Theo bao céo tir
nghién ctru cua tac gia Kim va CS (2015), tac dung phu gilr dich trén cac BN
GISTs dugc sir dung imatinib d6 3 1a 1,3% [98].

Piéu tri va kiém soat tac dung phu gitt nudc cha yéu 1a han ché mudi
trong ché d¢ an. Piéu tri bang thudc loi tiéu ddi voi cac truong hop phi mi
hoac gitr dich do tdc dung phu thudng it c6 hi¢u qua.

% Tac dung phu Ién hé tao huyét

Thiéu m4u man tinh & mtc do nhe 13 tic dung phu thudng gip giy ra
sau mot thoi gian dai sir dung thuéc. Cac BN thiéu mau niang nén duogc
diéu tri bang thubc kich thich ting sinh hong cau (Erythropoietin). Mot sb
trudng hop con c6 thé gip hoi chimg to dau chi. Tuy nhién co ché gay hoi
chting nay trén cac BN sir dung imatinib con chua dugc tim hiéu rd [99].

Ha bach cau (BC) do tic dung phu cua imatinib 1a rat hiém gip. BN c6
thé tiép tuc sir dung thudc néu luong bach cau hat (BCH) > 1000/microL.
Trong truong hop thudc gay ha BC ning kéo dai mdi can xem xét giam licu
sir dung thudc. Rat hiém gip cac truong hop ngung diéu tri do tac dung phu
ha BC cua thudc [99].

+ Co co — chugt rut
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Co co 1a tac dung phu kéo dai va gy anh huong dén cudc séng va sinh
hoat hang ngay cuia BN. Tac dung phu gay co co do st dung imatinib thuong
xuét hién & chan, tay, dac biét 1a crfmg chan sau.

Viéc diéu tri va kiém soat tac dung phu nay chu yéu 1a bo sung thém
Calci va Magie, mot s trudng hop c6 hiéu qua khi diéu tri bang Quinine.

< Non, budn noén

Tac dung phu noén va budn nén gay ra do str dung imatinib 1a it gip.
Khuyén céo nén udng thudc trong khi an 1am han ché tic dung phu nén va
budn noén ma khong 1am giam sy hap thu cua thude

%+ Kho tiéu

Tac dung phu gy khoé tiéu ddi voi thude ciing 1a it gip. Tac dung phu
nay cta thudc c6 thé han ché bang viéc udng thudc trong bita dn, vira co tac
dung phu chéng non vira 1am han ché chirng kho tiéu, giam tiét dich tiéu hoa.

** Tiéu chay

Tac dung phu gay tiéu chay ciing kha thuong gip khi str dung thude.
Tuy nhién thudng chi gip tac dung tiéu chay do I va II, hiém khi thudc gay
tiéu chdy nang do Il va IV.

Xt tri tic dung phu tiéu chay cua thude: Loperamid hoic Atropin.

<+ N6i ban, min trén da

Nbi ban, man do tac dung phu ctia imatinib thuong 13 noi ban man dang
di tng va thuong & mic do nhe. Tac dung phu ndi ban man nay thuong ty hét
khi tiép tuc diéu tri ma khong can phai diéu chinh liéu.

*»Tang men gan

Poc tinh gy ting men gan cta thudc ciing duoc bao cdo tuy nhién
hiém gip. Hon nita mot sd bao céo con cho thdy trong méot s6 truong hop ting
men gan do thude c6 thé st dung kém vdi corticoid va tiép tuc diéu trj duoc
véi imatinib[100].
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1.5. C4c cong trinh nghién ctru trén thé giéi va trong nuwéc diéu tri
imatinib cho BN GISTs giai doan mudn

1.5.1. Cdc nghién civu trén thé gidi

1.5.1.1.Céac nghién czzu pha ll

Khéi dau 1a nghién ctru cta tac gia Demetri GD ndm 2002 ding trén tap
chi New England Journal of Medicine, két qua nghién ctru nay cho thay sir dung
imatinib diéu tri 147 BN GISTs giai doan tién xa véi liéu 400mg/ngay hodc
600mg/ngay 54% BN dat d4p ung, hon nita khong c6 su khac nhau giita 2 liéu
diéu tri. Céc tac dung phu cua thue déu ¢ mirc dd nhe hoic trung binh bao gdm:
n6n, budn ndn, tiéu chay, mét moi va chudt rat [85].

Mot nghién ctru khac véi ) lwong BN nho hon, 56 BN duogc st dung
imatinib lién tuc vé6i thoi gian theo ddi 9,4 nam. Két qua cho thy c6 dén 26%
s6 BN van tiép tuc sir dung thubc voi ty 18 song thém 10 nim udc tinh dat
22% [81],[101].
1.5.1.2.Cac nghién cuzu pha 111

Nghién ctru SWOG S0033 duoc nghién ciru véi 2 lidu diéu tri imatinib
400mg/ngay va 800mg/ngay két qua cho dugc ciing rat 4n tuong. Bao cio két
qua tai hoi nghi ASCO 2014 véi thoi gian theo ddi 8 nam cho thiy, 180/695
BN (chiém 26%) van con sbng tai thoi diém nghién ctru véi ty 16 song thém
10 nam udc tinh 14 22%. So véi thoi diém trude khi diéu trj véi imatinib, thoi
gian séng thém trung binh ctia BN GISTs d ting 1én gip hon 3 1an (18 thang
so v&i 57 thang) [102].

* Liéu diéu tri

Nghién ciru phén tich cong gop (meta-analysis) cong bo gan diy nhat
nam 2010 vé liéu imatinib dugc st dung trong diéu tri GISTs tai phat va di
cin dd dua ra 2 két luan sau [103]:Véi thoi gian theo dbi 45 thang, lidu diéu
tri bang imatinib 16n hon 400mg/ ngay cé cai thién PFS tuy khong nhiéu
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nhung van ¢ ¥ nghia thong ké véi HR = 0,89 (95% CI: 0,79 — 1,0). Thoi gian
séng thém toan bo va dap tmg diéu tri gitta 2 nhom 13 khong c6 sy khac biét.
* Thoi gian diéu tri

Thoi gian diéu tri imatinib t5i vu cho BN GISTSs tai phat di cin dugc
xéac dinh trong nghién ctru thir nghiém 14m sang tai Phép, két qua nghién ctru
cho thay, diéu tri dén khi BTT la lya chon tét nhat d6i véi BN GISTs & giai
doan tién xa [104]. Viéc diéu tri ngit quing ting kha ning tai phat va tién
trién & nhitng BN nay, chinh vi vdy diéu tri ngat quing imatinib khong dugc
khuyén c4o trir khi bat budc phai str dung do tac dung phu cta thube.

* Anh hwéng dét bién gen dén két qud diéu tri imatinib.

Panh gia tinh trang dot bién dugc khuyén cao trén tat ca cac BN GISTs
tai phat di can boi day 1a mot yéu té tién luong dap Gng anh huong dén két
qua diéu tri boi cac dot bién gen KIT va PDGFRA c6 anh huong dén dap tng
cua imatinib [89],[105].

MGéi lién quan giira tinh trang dot bién gen véi két qua diéu tri imatinib
duoc bao cao trong nghién ctru trén 127 BN GISTs duoc diéu tri v4i imatinib,
ty 1& dot bién gen KIT 1a 88% va dot bién gen PDGFRA 1a 4,7%. Két qua cho
thay, dot bién gen KIT dap tng t6t hon voi imatinib trong khi d6, dot bién gen
PDGFRA lai khang véi imatinib[89].Trong cac BN co dot bién gen KIT,
nhitg BN dot bién tai exon 11 lai c¢6 ty 1& dap tmg cao hon so véi dot bién &
exon 9 hodc khong co dot bién gen KIT, voi ty 1& dap tmg lan luot 12 84%,
48% va 0%. Nhan dinh nay dugc khang dinh 16 rang hon nita trong nghién
ctru trén s6 lwong BN 16n hon 324 BN GISTs. Két qua tir nghién ciru nay
cling cho thiy, dot bién gen KIT trén exon 11 c6 ty 1é dép ung 1a cao hon
han so v6i dot bién trén exon 9 (72% so v&i 44%). Pong thdi dot bién exon
11 c6 thoi gian sdng thém khong tién trién 1a cao hon so véi dot bién KIT

trén exon 9 (25 thang so véi 13 thang) [106]. Trong nghién clru phan tich
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cong gop trén cac BN GISTSs tai phat di can tai Hoa Ki cho thiy, sir dung
imatinib liéu cao (800mg/ngay so v4i 400mg/ngay) co loi ich ting thoi gian
song thém khong tién trién d6i vi BN co dot bién gen KIT trén exon 9 (PFS
3 nam: 25% so voi 0%). Tuy nhién 1oi ich vé thoi gian song thém toan bo 1a
khéng thay dbi [61].

* Anh hwéng ciia mot sé yéu té dén két qua diéu tri

Chi s6 bach ciu hat trwée diéu tri: Mi lién quan gitra chi s6 BCH
true diéu tri va hiéu qua diéu tri GISTs da duoc dé cap dén trong mat )
nghién ctru. Tuy nhién vai trd cia yéu to ndy chua duoc nhac dén nhiéu do
chi s6 nay bj anh huéng boi nhiéu yéu t6 khac.

Nong dd HST trude diéu tri: Dbi véi BN GISTs giai doan tién trién,
khéng con kha niang PT hodc d3 co di cin xa, ndng do HST ciing 1a mot yéu
t tién luong cta bénh. Cac nghién clu cua tac gia Rutkowski nim 2006 va
2007, hay nghién ctru cta tic gida Yeh CN (2011) va cong sy déu cho thay co
mdi lién quan gitta ndng d6 HST trude diéu tri voi két qua diéu trj imatinib
ciia BN GISTs giai doan khong con kha ning PT. Cac tac gia déu cho rang,
cac BN c¢6 chi sé HST trude diéu tri binh thudng co tién luong tét hon so véi
nhom con lai. Céc tac gia déu dua ra giai thich do anh huéng cta ndng do
HST dén duoc dong hoc ciing nhu phin bd cua thube tir d6 anh huong dén
dap ung diéu tri ctia imatinib. Ngoai ra, mot nguyén nhan quan trong nita 13
thé trang chung ctia BN ciing nhu giai doan bénh. Nhimg BN c6 chi sé HST
thap thuong & giai doan mudn, thé trang suy giam do bénh. C6 thé day chinh
1a nguyén nhan quan trong hon anh huéng dén két qua diéu tri.

Nong @9 Albumin huyét twong truéc diéu tri: 95% thudc sau khi hap
thu qua dudng uéng duoc gin v6i Albumin va luu hanh trong mau dén cac
md diéu tri. Chinh vi vay, ndng d6 thudc trong huyét twong duogc quyét dinh
cht yéu bang ndong d6 Albumin trong huyét twong. Nong d6 thube trong huyét

tuong chinh 13 yéu t6 quan trong anh hudéng dén dép Gmg cling nhu hiéu qua
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diéu tri cua thudc. Nghién ctru cia tic gia Demetri (2009) ding trén tap chi
Journal of Clinical Oncology di khang dinh diéu nay [95]. Trudc do, tac gia
Rutkowski (2007) ciing da cho thiy, ndong d6 Albumin trudc diéu tri binh
thuong ciing 1a mot yéu td tac dong tot dén thoi gian sdng thém cia BN
GISTs giai doan khong thé PT duoc [107].

1.5.2. Cdac nghién ciru trong nuwdc

Tai nudc ta hién nay, cac nghién ciru GISTs chu yéu vé giai doan PT
dugc nhu nghién ctru cua tac gia Bui Trung Nghia (2011) tai bénh vién Viét
Puc [108]. Cac nghién ctru vé diéu tri giai doan khong mé duoc it duoc thuc
hién. Chu yéu 1a cac nghién ctru nhé 1é voi s6 luong BN chua du nhiéu. Cac
nghién ctru cha yéu tap trung danh gia ty 1& dap tng cua thude, it co nghién
ctru ndo danh gia thoi gian song thém cua BN.

Mot trong nhitng nghién ctru dau tién dugc thyc hién 1a nghién ciru cia
tac gia Pham Duy Hién va Nguyén Tuyét Mai (2010), ddy 12 mot nhanh cua
dé tai khoa hoc cip nha nudc. Trong d6 35 BN GIST giai doan tai phat, di cin
duoc diéu tri b'fmg imatinib, két qua cho théy c6 dén 65,6% BN dat dap ung,
trong d6 c6 1 truong hop DPUHT. Tuy nhién do thoi gian nghién ciru con
ngan, cac tic gia chua bao cao két qua vé séng thém trén nhom BN nay [13].

Nghién ctru cta tac gia Diép Bao Tudn (2016) véi 43 BN ¢ nhom giai
doan muodn duoc diéu tri bang imatinib cho ty 18 dap ung 1a 58,7% [109].
Nghién curu cua tac gia Mai Trong Khoa va CS vo1 35 BN GISTs cho ty 1€
dap g 1a 60,0% BN dat dap (mg vai imatinib, trong d6 ty 18 PUHT la 2,9%
(1BN), BPUMP 57,1%; BGN 34,2 BGN va BTT 5,8% [110]. C4c nghién ctru
clia cac tac gia trén déu cho ty 18 dap tGng cling nhu ty 1& kiém soat bénh t6t
ctia thudc d6i v6i BN GISTs & nudc ta. Tuy nhién két qua song thém ciing

nhu cac yé€u t6 li€én quan con it dugc nodi dén.
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Chuong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ctru

BN duoc chian doan GISTs giai doan khong con chi dinh PT, c6 két qua
nhuém HMMD CD 117 (+), dugc diéu tri imatinib duong udng tai Bénh vién
K tlr 01/2007 dén 10/2016.
2.1.1. Tiéu chuén lwa chon BN

- BN duogc chan doan xac dinh bang xét nghiém mé bénh hoc 1a GISTs,
nhudm HMMD c6 CD 117 (+), khéng ké gii, tudi >18.

- Khéng PT cit dugc u hoic/va da di can:

+ Di can 1 hodc nhiéu vi tri.

+ BN duoc mo nhung u xam lan rong khéng cit dugc u chi sinh thiét.

+ Trén chan doan hinh anh (MRI, CT...) truéc mo: khdi u xam lan
rong nhiéu tang xung quanh khéng thé PT duoc.

+ M6 cap ctu khong cat duoc u chi sinh thiét: néu chay mau, tic ruot
chi cAm mau, ndi tit, ...

- Chi sb toan trang (PS) theo thang diém ECOG=0; 1; 2; 3.

- C6 cac ton thuong co thé do dugc bang cac phuong tién chan doan
hinh anh: CT, MRI,...

-Puoc diéu tri bang imatinib it nhat 3 thang tinh tir thoi diém bat dau
nghién cuu.

- BN méi diéu tri 1an dau, chua diéu tri hoa chat, xa trji hay PT trudc do.

- Chiic nang gan than, tiy xwong trong gidi han cho phép diéu tri: Bach
cau (BC)>4 (G/1); tiéu cau (TC) > 100 (G/1); HST > 100 (g/1); AST, ALT <2
lan giéi han binh thuong; bilirubin toan phan < 1,5 1an gidi han binh thuong;
creatinin < 1,5 1an giéi han binh thuong

- Tu nguyén tham gia nghién cuu.
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2.1.2. Tiéu chuan logi trir BN

- Céc BN trong qua trinh diéu trj c6 dap tng vai thudc chuyén tir khdng
PT sang PT cit duoc u.

- Téi phét sau diéu tri imatinib b tro.

- Cac trudong hop chéng chi dinh diéu tri voi thude: suy gan, suy than,
hoac di tng véi cac thanh phan caa thudce.

- Phu nir c6 thai hoac nudi con ba.

- BN ¢6 két hop bénh ung thu khac.

- C6 cac bénh cap tinh va man tinh tram trong khac.
2.2. Phuwong phap nghién ciru
2.2.1. Thiét ké nghién ciru

Nghién ciu can thiép 1am sang phdi hop hdi cau va tién ctu, khong
nhém chang.
2.2.2. Co miu

C& mau dugc tinh theo cong thuc:
p-A-p)

2
n= Z(l—a/Z) (p.g)z

Trong do:
n: C& mau
a: Mire ¥ nghia théng k&, chon o = 0,05 (tng véi do tin cay 1a 95%)
Z: Gia tri thu duogc tur bang Z tng véi gia tri o = 0,05 (Z;.,,=1,96)
p: Ty 1& séng thém 5 nam bénh khong tién trén trong nghién ctru trude
do1a 0,513 [97].
&: Khoang sai 1éch twong dbi. Chiing t6i chon &€ = 0,2
Ap dung cong thiic trén, ching t6i tinh duoc ¢& mau ly thuyét 1a 91 BN.

Trong nghién ctru ndy, ching i ¢6 188 BN du tiéu chuan duoc lua chon.



46

2.3. Cac budre tién hanh
Lua chon bénh nhan theo céc tiéu chuén.
2.3.1. Kham 1am sang, xét nghiém cén lim sang truwée didu tri

BN duoc chan dodn xdc dinh GISTs dya vao:

e MO0 bénh hoc: U md dém duong tiéu hoa - GISTs .
Nhuém HMMD: CD-117 (+).

Bénh pham duoc sinh thiét qua noi soi dudng tiéu hoa, noi soi 6 bung,
hoic sinh thiét kim xuy@n thanh hoic bénh pham sau PT sinh thiét u. Bénh
pham c6 thé cua u hoic cua tén thuong di can.

Chan doan mé bénh hoc duogc thuc hién tai khoa Giai phau bénh Bénh
vién K, Bénh vién Bach Mai, bénh vién Viét bBuc, bénh vién Quan doi 108, bo
mén giai phau bénh — truong Pai hoc Y Ha Nai... Cac két qua thuc hién tai cac
Bénh vién khac déu duogc hoi chan lai tai khoa Giai phau bénh, Bénh vién K.

Kham 1am sang, can 1am sang ghi nhan cac dac diém vé:

- Tudi, gisi,..

- Thoi gian tir 1dc 6 triéu ching dau tién dén khi vao vién (thang)

- Cac triéu chung 1am sang

+ Pau: Vi tri, tinh chét, cuong d0 dau duoc danh gia béng thang diém
dau cuia WHO 0-10 (bang 2.7).

+ Sdt can.

+ Mét moi.

+ Bi dai, tiéu tién.

+ U bung.

+ Xuat huyét tieu hda: nén mau, di ngoai phan den, ...

- Chi s toan trang trudc diéu tri theo tiéu chuan ECOG (xin xem thém
phan phu lyc)

- Chi sb khéi co thé (Body Mass Index: BMI). Theo Fearon, Strasser,
Anker va cs (2011), sut can trong hoi chirng suy mon ung thu khi can nang
giam trén 20% [111].


http://www.ncbi.nlm.nih.gov/pubmed/?term=Fearon%20K%5BAuthor%5D&cauthor=true&cauthor_uid=21296615
http://www.ncbi.nlm.nih.gov/pubmed/?term=Strasser%20F%5BAuthor%5D&cauthor=true&cauthor_uid=21296615
http://www.ncbi.nlm.nih.gov/pubmed/?term=Anker%20SD%5BAuthor%5D&cauthor=true&cauthor_uid=21296615
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- Noi soi 6ng tiéu hoa:

Vi tri

Hinh anh trén ndi soi: hinh anh khéi u 16i kém loét bé mit, thim
nhiém hay loét sui

- Chup CT 6 bung-tiéu khung danh gia:

Kich thudc u: duoc tinh bang dudng kinh 16n nhit do dugc, danh gia
trén phuong tién chan doan hinh &nh (chyp CT/hodc va MRI b bung) duoc
chia thanh 2 nhém: <10 cm va > 10 cm.

Hoai tir trong u: ¢6 hodc khong.

- Vi tri khdi u nguyén phat: dua vao chan doan trén xét nghiém can lam
sang ndi soi 6ng tiu hoa hoic xét nghiém chan doan hinh anh hodc ton
thuong trong mé trude diéu tri, xac dinh vi tri tdn thuong 0: da day, rudt non
hay vi tri khac (dai truc trang, mac treo, thuc quan).

- Panh gia ton thuong di can: vi tri (co quan di cin), kich thudc, s6
luong,... thong qua: Si€u am b bung,chup CT hodc/va MRI b bung, ndi soi khi
can thiét, chup phdi, CT phoi khi can thiét...

- Lam céc xét nghiém cong thirc mau toan bd trudc diéu tri. Ghi nhan
cac chi s6

HST - Hemoglobin trudc diéu tri.

Thap: < 120 g/l
Binh thuong: > 120g/1
BCH trudc dicu tri.
Cao: >5 G/l
Binh thuong: 2-5 G/I
Thip: <2 G/I
- Lam cac xét nghiém sinh hoa dé danh gia chirc ning gan than, chi s6

Albumin truée diéu trj.
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Albumin truge diéu tri
Binh thuong: 35-60 g/l
Thap: <35 g/l
- Két qua xét nghiém mo6 bénh hoc va HMMD:
+ M5 bénh hoc: té bao hinh thoi, té bao dang biéu md va thé hdn hop
+ Chi s6 nhan chia: dugc danh gia dya trén két qua mo bénh hoc. Chi
s6 nhan chia dugc xac dinh bé“mg s6 t& bao nhan chia dém dugc trén 50 vi
truong c6 do phong dai 16n (High-power field - HPF) — vat kinh 40 tai vung
c6 hoat dong nhan chia manh nhat.
Thap: < 5/50 HPF
Cao: > 5/50 HPF
DPoi voi cac truong hop khong ré hoac khong doc, cac tiéu ban déu duoc
gtri vé khoa Giai phiu bénh, bénh vién K dé xac dinh chi s6 nhan chia.
+ Két qua nhuém HMMD: CD 117 (+), CD 34.
2.3.2. Tién hanh diéu tri véi imatinib
Giai thich cho BN vé chan doan bénh, tién luong, phuong phéap diéu tri,
nguy co, nhirng tac dung phu khdng mong muén, céch theo dai phat hién va
phong ngira doc tinh cua thudc.
Thudc dung trong nghién cau la imatinib (Glivec), ham lwong 100mg
cuia nha san xuat Novartis (Thuy Si).
Liéu luong: 400mg/ngay, udng 1 1an, ubng 1 tiéng trudc an hodc sau an
2 tiéng; udng lién tuc dén khi bénh tién trién, hodc c6 tac dung phu khong thé
ubng dugc nita.
Sau mdi dot (1 thang) diéu tri BN dwoc kham lai dé danh gia 1am sang,
xét nghiém mau, danh gia cac tac dung khdng mong muén dé cé thé diéu

chinh liéu thuéc cho thich hop.
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Tat ca BN trong nghién ctiu sau mdi 3 dot (3 thang) diéu trj hay khi c6 triéu
ching nghi ngo trén 1am sang déu dugc danh gia dap tng trén 1am sang va xét
nghiém chan doan hinh anh. Néu BTT ¢ triéu chiing hay khéng chiu duogc tac
dung phu sau cham soc hoac giam liéu (300mg/ngay) & bat ky thoi diém nao sé
chuyén diéu tri triéu ching, con lai s& diéu tri dén khi BTT ning hon.

Xu# tri cac tinh hudng thuirong gap trong qud trinh diéu tri:

+ Phd mi: Kiém soét triéu chang pht mi theo NCI 2.0 (nam 1999) huéng
dan xt tri theo murc d6. Néu BN c6 triéu chitng pht mi & muc d6 1, khong can
Xt tri. Vi mic do pht mi mte @6 11, can diéu chinh ché d6 an giam mudi,
corticoid duong udng: dexamethasole 8mg/ngay trong 7 ngay, cé thé sir dung
thudc lgi tiéu néu can, tiép tuc st dung thubc theo lidu chuan. Do 11: giam
lidu imatinib 300mg/ngay, néu sau d6 triéu chang giam quay tré lai liéu tiéu
chuan. Néu triéu ching phd mi khdng cai thién, anh huong nhiéu dén thi luc
BN, chuyén chuyén khoa mét diéu tri PT giam triéu chang, sau 6n dinh diéu
tri tré lai véi liu tiéu chuan 400mg/ngay.

+ Di ngoai phdan long:

Phong: An ché d9 it béo, it xo, han ché ruou, gia vi cay nong, caffeine.

Can phan biét tién st réi loan tiéu hoa man tinh hay tiéu chay do nguyén
nhan khac (nhiém khuan) bang khai thac tién si va ché do an uéng.

Do 1, II: dung Loperamid 4mg lan dau va thém 2 mg mdi lan tiéu chay
tiép theo, téi da 16mg/ngay. Chéng mat nudc biang ORS 1-1,51, han ché nuéc
qua va dung tiép liéu ci.

Do 111, 1V hay d6 2 diéu tri khong d& sau 48h dung loperamid liéu toi
da hodc c6 kém theo sét diéu tri tiép Loperamid két hop Codein (khai dau voi
licu 30mg/ ngay, cd thé ting 1én 60mg/ ngay) 4 1an/ ngay cho t&i khi chuyén
sang do 1,11 hay khoi, giam liéu imatinib 300mg/ngay. Truong hop khong dd,
dirng diéu tri imatinib, bu dich bang ca duong udng va duong truyén. Tiép tuc
dung thudc tro lai néu chuyén do 1. Cay phan néu can loai trir nhidm khuan
tiéu hoa va chuyén chuyén khoa tiéu hod diéu tri néu can.
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+ Ban trén da: Kiém soat ban san mun ma trén da NCCN huéng dan str
dung cac steroid boi tai chd ngoai da va khang sinh (Clindamycin va
doxycycline), han ché st dung cac san pham gay khd da s& gay kich thich,
néng rat da. Véi BN ¢6 viém da nhidm khuan c6 thé ciy vi khuan tai vi tri
nghi ngd 1am khang sinh d va xéac dinh té chirc bi nhidm khuén. Diéu trj toan
than duoc dit ra cho cac truong hop: ban ning (d6 11, 1V; ¢6 nhiém khuan;
khéng dap (ng voi diéu tri tai chd; ban tai dién mic du da diéu chinh liéu).
Khang sinh duong udng thuong dung: Tetracyclin, doxycycline. Corticoid
toan than han ché, chi dung trong trudng hop nang va co theo ddi can than.

Giam liéu cho truong hop ning (do 111, 1V) cho dén khi chuyén do nhe
hon (d6 1, 11). Tam dirng hay dirng han néu triéu chimg khong dugc kiém soét.

Do I: Tiép tuc diéu tri. Boi tai chd kem Hydrocortison hogc khang sinh bdi tai
chd (trén 14 ngay). Panh gia lai sau 2 tuan. Néu khéng cai thién diéu tri nhu do 11.

Do I1: Tiép tuc diéu tri. Bi corticoid va khang sinh tai chd kéo dai trén
14 ngay, udng doxycycline. Khdng cai thién sau 2 tuan danh gia lai diéu tri
nhu do6 111, IV.

Do 111, IV: Diéu trj triéu chang: corticoid va khang sinh tai chd, udng
doxycycline va giam lidu diéu tri 100mg/ngay. Sau 2 tuan danh gia lai néu
chuyén sang do |, 1l hay khoi co thé tré lai liéu binh thuong hodc co thé ding
hay tam dimng diéu tri néu khong cai thién triéu chiing véi cham soc va giam lidu.

+ Tang bilirubin hay men gan gip 3 lan binh thuong: Dung diéu tri.
Piéu tri ndi khoa. Truong hop ting dudi 3 1an mirc binh thuong, diéu tri noi
khoa va tiép tuc dung imatinib.

+ Piéu tri thudc phéi hop: Trong qué trinh diéu tri ¢ sir dung thém cac
thudc hd trg nham han ché t6i da cac tac dung phu nhu thudc chéng nén,
chéng tiéu chay, khang sinh, chong viém trong truong hop ¢ nhiém khuan
két hop va cac thude diéu tri triéu chung khac: giam ho, giam dau, ...

- Myi can thiép, nghi thuéc tam thei hogc dieng diéu tri do tac dung
phu déu dwoc ghi nhén.
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2.3.3. Pdnh gid két qua diéu tri
2.3.3.1. Thay déi chi s6 toan trang

Panh gia chi s6 toan trang caa BN theo thang diém ECOG tai cé4c thoi
diém: Trude diéu tri, sau mdi thang tai cac lan tham kham va cap thudc cho BN.

Ghi nhan chi s toan trang trudc diéu tri va mirc dap ung tot nhat trong
suét qua trinh diéu trj.
2.3.3.2. Pap ung

Bao gom: Panh gia su thay doi kich thudc, tinh chat khdi u; xac dinh cac
ty 1& dap ung theo RECIST 1.1 va mdi lién quan gitta dap tng diéu tri thudc
VGi mot s6 yéu to.

- Thoi diém danh gia: Sau mdi 3 dot diéu tri kéo dai 3 thang hoac khi c6
cac dién bién bat thuong vé 1am sang.

- Phuong phap danh gia: Thu thap théng tin 1am sang, can lam sang nhu
trude diéu tri. Cac ton thuong dich dugc do véi cing phuong phap dang gia
va S0 sanh véi trude diéu tri. Panh gia dap Gmg diéu tri theo tiéu chuan danh
gia dap ung vai tén thuong dich RECIST 1.1 — WHO (2009). Gom 4 mire do:
DUHT, DPUMP, BGN va BTT (Xin xem thém phan phu luc- RECIST).

* Danh gid ty 16 kiém soat bénh — Disease control rate:

Ty 1& kiém soat bénh = ty 16 BPUHT + ty I6DUMP + ty 16 BGN.
2.3.3.3. Bdnh gid thoi gian song thém

Panh gid song thém theo phuong phap Kaplan-Meier, bao gom: song
thém bénh khong tién trién, séng thém toan bo tinh bang thang; lién quan thoi
gian séng thém véi mot sb yéu td.
2.3.3.4. Danh gia déc tinh

Ghi nhan ddc tinh trudc méi dot diéu tri cap thude hodc khi ¢o dau hiéu 1am sang.

Panh gia doc tinh trén huyét hoc, chic ning gan than, da va trén cac co
quan khéac theo tiéu chuan danh gia doc tinh caa NCI (National Cancer
Institute Common Toxicity Criteria) phién ban 2.0 (Xem thém phan phu luc).
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2.4. Cac chi tiéu, tieu chuin dwoc ap dung trong nghién ciru
2.4.1. Tiéu chudn ddnh gid ddp vng theo RECIST
Chia lam 4 mtc @6

+ Pap tung hoan toan (BUHT): bién mét hoan toan c4c ton thuong dich

+ Pap tng mot phan (BPUMP): giam trén 30% tong duong kinh 16n nhat
cua c4c ton thuong dich so véi tong duong kinh cua céc ton thuong ban dau.

+ Bénh giit nguyén (BGN): khong du tiéu chuan danh gia dap @ng mot
phan va ciing khong du tiéu chuan danh gia bénh tién trién so véi tong duong
kinh 16n nhat & mirc thap nhat tir IGc bat dau diéu tri.

+ Bénh tién trién (BTT): ting it nhat 20% tong duong kinh 16n nhit cua
c4c ton thuong dich so véi tong dudng kinh 16n nhat & mac nho nhat dugc ghi
nhan tur lUc bat dau diéu tri.

Mgt sé quy wéc

e Ton thirong do dwroc: LA ton thuong c6 thé do duoc chinh xac it nhat
mot duong kinh véi duong kinh I6n nhat > 20 mm theo cac phuong phap
thong thuong hoic > 10 mm bang chup CT.

e Ton thuwong khéng do dwoc: La cac ton thuong khac cac ton thuong noi
trén gom cac ton thwong nho (duong kinh 16n nhat < 20 mm theo cic phuong
phap thong thuong hoic < 10 mm bang chup CT).

e Ton thwong dich: LA ton thuong do duoc trén 1am sang hoac trén chan
doan hinh anh, mdi tén thuong c6 kich thudc t6i thiéu >20mm bang cac
phuong phép thong thuong hozc trén 10 mm bang chup CT cét 16p, mdi co
quan lay toi da 1a 5 ton thuong 1a tén thuong dich, tong cong 10 ton thuong
trén co thé va tat ca cac co quan c6 ton thuong cé dai dién, lay tong duong
kinh cua cac ton thuong chon 1am tén thuong dich dé 1am co s¢ danh gia dap
g, cé4c ton thuong da duoc tia Xa trude d6 khong dugc xem 14 ton thuong

dich. Céc ton thuong nay duoc ghi lai lac trude diéu tri.
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e Ton thuong khéng phai dich: Tat ca céc tén thuong, vi tri bénh con lai
duogc coi la cac ton thuong khong phai dich. Cac tén thuong nay khong can do
dac nhung ghi nhan c6 hoac khéng trong suét qua trinh theo ddi.

- Chi sé danh gia dap tng thudc bao gom:

+ DUHT, bUMP, BGN, BTT.

+ Ty lé kiém soét bénh (Disease Control Rate): Pugc tinh 1 tong cua

DUHT, bPUMP va BGN.
2.4.2. Phwong phdp dinh gid song thém

Panh gia song thém theo phuong phap Kaplan-Meier. Bao gém song
thém khdng tién trién, sbng thém toan bo.
- Song thém bénh khong tién trién (PFS):

+ Céch tinh: L& khoang thoi gian tinh tir khi bit dau diéu tri imatinib
(Glivec) dén khi BTT khi danh gia dap ung khach quan.

+Dbi vaoi BN tir vong ma khéng ¢d BTT dugce xem nhu ¢ BTT tai thoi
diém tir vong

+ Dbi voi BN mat thong tin: sir dung thong tin & 1an theo dbi cudi cling

+ Xac dinh céc gia tri trung binh, céc xac suat song thém khong tién
trién tai thoi diém 3 nam; 5 nam; 8 nam sau diéu tri

+ Phan tich mdi lién quan giita séng thém khdng tién trién véi mot sb yéu
t6: giGi, tuoi, chi sb toan trang, vi tri u, tinh trang di can, cac chi s6 trudc diéu tri. ..
- Séng thém toan bé (OS)

+ Céach tinh: La khoang thoi gian tinh tir ngay bt dau diéu tri imatinib
(Glivec) cho dén thoi diém rut khoi nghién ciru: Ngay chét do bénh, ngay mat
theo d6i, ngay kham bénh cudi ciing con séng, sau d6 khong con thong tin
khéc hay ngay chét do cac nguyén nhan khéc.

+ Xac dinh céc gia tri trung binh, cac xac suat song thém khong tién
trién tai thoi diém 3 ndm; 5 nam; 8 nam sau diéu tri

+ Phan tich mdi lién quan giita séng thém khdng tién trién véi mot sb yéu
t6: giGi, tudi, chi sb toan trang, vi tri u, tinh trang di can, cac chi 6 trudc diéu tri. ..
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2.4.3. Phdn dp djc tinh

- Béc tinh huyét hoc, chite nang gan than: Panh gia theo tiéu chuan phan
d6 doc tinh thudc chdng ung thu cia WHO (xem thém phan phu luc) [85]

- Céc tac dung khdng mong muon khac: trén hé tiéu héa, da, co xwong
khop:Dua vao tiéu chuan danh gia cac bién ¢ bat loi phién ban (CTCAE)
4.0 cua Vién Ung thu quéc gia Hoa Ky nam 2009 [112]. (xem thém phan
phu luc)

2.4.4. Thang diém dinh gid dau
- Triéu chung dau: Vi tri, tinh chat, cudng d6 dau dugc danh gia bang
bang thang diém dau cia WHO 0-10, duoc phan lam 3 muc d§: dau it, dau
trung binh, dau nhiéu (xem thém phan phy luc).
2.4.5. Pdnh gid toan trang (PS) theo chi sé ECOG va chi sé khéi co thé BMI
- Chi s toan trang (PS) theo ECOG: 0, 1, 2, 3 (xem thém phan phy luc)
- Chi s6 khéi co thé (Body Mass Index: BMI): gay, binh thuong,
béo(xem thém phan phu luc)
2.5. Thu thap va xir 1y s liéu

- Cac thong tin duoc thu thap qua bénh &n nghién ctiru da thiét ké sin
(xem thém phan phu luc)

- Phuong phap thu thap thong tin:

+ Tham kham lam sang, can 1am sang: Trudc diéu tri mdi dot diéu tri
va hoac khi ¢6 triéu chiing bat thuong.

+ Viét thu tim hiéu hoic goi dién thoai dé thu thap thdng tin két qua diéu
tri ( xem phdn phu luc) dbi véi cac BN khong I18n theo hen khéam lai. Hoidc ddi
Vi cac BN chuyén cap thudc tai cac co so Khéc.

- Céc sb lieu duoc ma hod va xir Iy bang phan mén thong ké y hoc
SPSS 16.0

- Céc thuat toan théng ké
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+ M@ ta: Trung binh, trung vi, do Iéch chuan, gié tri min, max
+ So sanh cac ty 1&: Sir dung test %, cac so sanh c6 ¥ nghiathdng ké khi
p < 0,05. Trong trudng hop gia tri mong doi nho hon 5 thi sir dung test x° vi
hiéu chinh Fisher.
+ So sanh cac gia trj trung binh trudc va sau diéu tri bang test t ghép
cap voi kiém dinh Wilcoxon
- Tinh cac gia tri séng thém theo phuong phap Kaplan-Meier
- Xdc dinh cac méc thoi gian
+ Ngay bat dau diéu trj vai imatinib (Glivec).
+ Ngay xuat hién BTT khi danh gia dap tng khéach quan
+ Ngay BN tir vong
+ Ngay c6 thong tin cudi cling
+ Ngay két thic nghién cau (31/10/2016).
Thoi gian theo doi duoc tinh theo cong thuc:
+ Thoi gian sbng thém toan bo (OS) (thang) = (ngay c6 théng tin cudi,
ngay chét - ngay vao vién)/30,42.
+ Thoi gian séng thém khong tién trién (PFS) (thang) = (ngay c6 théng
tin cudi, ngay BTT - ngay vao vién)/30,42
Str dung Kaplan-Meier dé ugc tinh thoi gian séng thém. Day 1a phuong
phap wdc tinh xac xuat chuyén biét, &p dung cho cac dir liéu quan sat chua
hoan tat. X4c xuat séng thém tich lity duoc tinh toan dya trén tich xac suat cac
su kién thanh phan mdi khi xuat hién cac su kién nghién ciu. Cong thuc tinh
X4c suat song thém theo phuong phap Kaplan-Meier nhu sau:
Xac suat sdng thém tai thoi diém xay ra su kién nghién ctu (chét, tién trién):
Pi = (Ni - Di)/Ni
Trong do:
Pi: X&c suat song thém (toan bo, khdng tién trién) tai thoi diém i
Ni: S6 BN con sdng hoic séng khong tién trién bénh tai thoi diém i
Di: S6 BN chét hoic BTT tai thoi diém i
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Xéc suét séng thém tich lity (toan bo, khong tién trién) theo Kaplan-
Meier:

Sti = P1xP2x....xPi-1xPij

- Phan tich cac yéu t6 anh huéng dén sdng thém:

+ Phan tich don bién: St dung test Log-rank khi so sanh dudong cong
séng thém giira cic nhom.

+ Phén tich da bién: Str dung md hinh hoi qui Cox véi do tin cay 95%
(p=0,05), ty suat nguy co HR.
2.6. Van dé dao dirc trong nghién ciru

- Loi ich caa nghién ciu: Cac bién phap diéu tri trong nghién cau da
duogc thir nghiém 1am sang ¢ nhiéu Trung tam 16n trén thé gidi va duoc &p
dung rong rdi & nhiéu nudc phat trién. Nghién cau diéu tri vai thudc nay véi
muc dich kiém soét bénh tdt, cai thién triéu chitng, nang cao chat lugng song
va kéo dai thoi gian song thém cho BN GISTs.

- Tinh ty nguyén: T4t ca BN trong nghién ctru déu hoan toan tu nguyén
tham gia. Nghién ctu chi nham muc dich nang cao chat luong diéu tri, khéng
nham muc dich nao khac. Nhitng BN c¢6 du tiéu chuan lya chon s& duogc giai
thich day du, rd rang vé nghién cau, vé qui trinh diéu tri, cac vu, nhuge diém
cua timg phuong phap diéu tri, cac rui ro co thé xay ra. Nhiing BN dong y
tham gia s& c6 cam két trudc khi dua vao nghién cau. Tat ca cac thong tin chi
tiét vé tinh trang bénh tat, cac thong tin ca nhan cua nguoi bénh duoc bao mat
théng qua viéc ma hoé céc sé ligu trén may vi tinh.

- Nghién ctru da duoc thdng qua Hoi ddng cham dé cwong nghién ciu

sinh va dugc quyét dinh cdng nhan cua Trudong Pai hoc Y Ha Noi.
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Chuong 3
KET QUA NGHIEN CUU

T thang 01/2007 dén thang 10/2016, tai Bénh vién K da diéu tri
imatinib cho 188 bénh nhan GISTs du tiéu chuan duoc lya chon trong nghién
ctru (47 bénh nhan héi ciu va 141 bénh nhan tién ctu). Sau phan tich sé liéu,
két qua thu dugc nhu sau:

3.1. Pic diém BN nhom nghién ciéu

3.1.1. Tuéi
45% 38.3%
35%
)5 30%
] 22,8%
0, ’ 0
S 2% 13,90
z;} 15% y
10% 5,3%
00 2’6% -0
o= 1
0% i
Duéi 30 30-39 40-49 50-59 60-69 Trén 70
Nhém tudi
Biéu do 3.1. Phan bé tudi
Nhan xét:

Tudi trung binh 12 55,3 + 11,3.

Tudi cao nhat 1a 84 va thap nhat 1a 25 tudi.

Do tudi gap nhiéu nhat 1a 40 - 69 tudi chiém 78,2%. Lua tudi dudi 40
tuoi la it gap chiém 16,5%.



3.1.2. Gigi

35,1%
66/188

Biéu db 3.2. Phén bé gidi

Nhan xet:
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64,9%

122/188

m Nam

= Nir

Trong 188 BN c6 122 nam chiém 64,9% va 66 nit chiém 35,1%.

Ti 1€ nam/nir la 1,85/1.

3.1.3. Ly do kham bénh

Bdng 3.1. Ly do kham bénh

Ly do kham bénh S6 BN Ty 18 (%)
Dau bung 103 54,8
Tu so khoi u bung 55 29,3
No6n mau, di ngoai phan den 26 13,8
Bi dai tiéu tién 4 2,1
Tong 188 100

Nhan xét:

Ly do kham bénh chi yéu 1a dau bung chiém 54,8%; tu so thay u bung

chiém 29,3%.

Ly do nén mau, di ngoai phan den va bi dai tiéu tién it gap hon chiém

lan luot 12 13,8% va 2,1%.
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3.1.4. Thoei gian phat hi¢n bénh
Bang 3.2. Thoi gian phat hién bénh

Thoi gian S6 BN (n) Ty 18 (%)
< 3 thang 78 41,5
3 -6 thang 103 54,8
Trén 6 thang 7 3,7
Tong 188 100

Nhan xet:

Thoi gian phat hién bénh trung binh: 3,9 + 2,0 thang, som nhat 1a 1
thang, muon nhat 1a 12 thang.

Thoi gian phat hién bénh 3 - 6 thang chiém chu yéu 54,8%.
3.1.5. Trigu chang co ning

Bang 3.3. Cdc triéu chirng co nang

Triéu chimg S6 BN Ty 18 (%)

Dau bung

Khong dau 85 452

Pau it (1- 3 diém) 71 37,8

Pau vira (4 - 6 diém) 32 17,0
Ty sO thay u bung 57 30,3
NOén mau 15 8,0
D1 ngoai phan mau 13 6,9
Nudt nghen 1 0,5

Nhan xet:

Triéu ching dau bung gap o 54,8%, trong d6 mirc do dau chi yéu 1a dau
it, chiém 37,2% tong sé BN, trong khi d6 mirc d6 dau trung binh chi gip 32
BN chiém 17,1%, khdng c6 trudng hop nao dau mire do nang.

Tu so thay u bung gap 57/188 BN chiém 30,3%. Trong d6 hay so thay u
bung nhat & vi tri thuwong vi chiém 15,6%.

Céc trieu chung xuat huyét tiéu héa nhu non mau, di ngoai phan mau it
gap chiém lan luot 8,0 va 6,9%.
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3.1.6. Triéu chitng thuc thé
Bing 3.4. Triéu chirng thuc thé

Triéu chiing S6 BN Ty 18 (%)

Kham thay u bung 65 34,6
Dich 6 bung 14 7.4
Bén tic ruot 4 2,1
Xuat huyét tiéu hoa 38 20,0
Hach ngoai vi 0 0,0
Khong c6 triéu ching 71 37,8
Nhan xet:

Kham thay u bung gap 34,6%; hoi chung xuat huyét tiéu hoa gap o
20,0% céc truong hop. Céc tridu ching thuc thé khac khi tham kham it gap:
dich 6 bung (7,4%), ban tic rudt (2,1%).

3.1.7. Chi sé toan trang (PS) va chi sé khéi co thé (BMI)
Bdang 3.5. Chi sé toan trang (PS)

Chi s toan trang (PS)ECOG S6 BN (n) Ty 1€ (%)

ECOG 0 81 43,1
ECOG 1 56 29,8
ECOG 2 42 22,3
ECOG 3 9 4,8

Chi s0 khoi co thé (BMI)
<18,5 93 49,5
1923 67 35,6
> 23 28 14,9
Tong 188 100

Nhan xét:

Chi sb toan trang ECOG < 2 chiém 72,9%; chi s6 ECOG > 2 chiém dén 27,1%.
Chi s6 BMI trung binh 14 19,9 + 2,0; nho nhat 14 16,0; cao nhat 4 25,1.
C6 dén 49,5% BN thap can (BMI <18,5).
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3.1.8. Vi tri u nguyén phét
Bdng 3.6. Vi tri u nguyén phat

S6 BN Ty 18 (%)
Vi tri
Thuc quan 1 0,5
Da day 81 43,1
Ta trang 7 3,7
Hong hoi trang 49 26,1
Dai truc trang 24 12,8
Mac treo 26 13,8
Tong 188 100
Nhan xet:

Hay gap nhat 13 GISTs da day chiém 43,1%, GISTs hdng héi trang gap
26,1%. Céc vj tri khéc it gap hon bao gdm mac treo (13,8%), dai truc trang 12,8%.

GISTs ta trang, thuc quan Ia rat it gap véi ty 1é <5% (lan luot: 3,7% va 0,5%)
3.1.9. Pdc diém u trén ndi soi éng tiéu hoa

Bing 3.7. Dic diém u trén nji soi ong tiéu hda

S6 bénh nhén Ty 1¢
(n=113) (%)
L6i kém loét bé mat 99 87,6
Loét sui 14 12,4
Tham nhiém 0 0
Tong 113 100

Nhan xét:

Trong 113 bénh nhan ndi soi dng tiéu hoa thay ton thuong, 87,6% bénh

nhan ¢ ton thuong 16i kém loét bé mat. 12,4% bénh nhan c6 ton thuong loét si.

Khéng gip bénh nhan nao thé tham nhidm.
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3.1.10. Pdc diém u trén chup CT
Bing 3.8. Dic diém u trén CT

S6 bénh nhén Ty 18 %
Kich thwéc (cm)
<10 88 46,8
>10 100 53,2
Hoai tir trong u
Co 160 85,1
Khong 28 14,9
Tong 188 100

Nhan xét: 100% BN c6 hinh anh t6n thuong u trén CT
Kich thudc trung binh trén chup CT 14 11,3 + 2,3 cm; nho nhét 12 3,5
cm, 16n nhat 12 30cm.
Kich thuéc u > 10 cm chiém ty 1& cao véi 53,2%.
Pa s6 ¢6 hinh anh hoai tr trong u chiém 85,1%.
3.1.11. Két qua mo bénh hec
Bdng 3.9. M6 bénh hoc

S6 bénh nhan Ty 18 (%)
Vi tri
Tai u nguyén phat 141 75,0
Co quan di can 47 25,0
Bénh pham
Sinh thiét noi soi 6ng tiéu hoa 113 60,1
Sinh thiét kim 50 26,6
Phau thuat sinh thiét 25 13,3
Loai té bao
TB hinh thoi 129 68,6
TB dang biéu md 37 19,7
TB dang hon hop 22 11,7
Tong 188 100




Nhéan xét:
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Phan 16n bénh pham dugc Iy tir khdi u nguyén phat chiém 75%. Bénh

pham sinh thiét qua ndi soi 6ng ti€u hoa chiém cao nhat vdi 60,1%

Két qua mo bénh hoc té bao hinh thoi chiém da sb 68,6%.

Bing 3.10. Chi sé nhin chia

Chi s6 nhan chia S6 BN Ty 18 (%)

<5/50 vi truong 92 48,9

>5 /50 vi trudng 96 51,1
Tong 188 100

Nhan xét:

Chi s6 nhan chia cao (> 5/ 50 vi truong) chiém 51,1%

3.1.12. Lién quan giita kich thwéc u nguyén phdt va chi sé nhan chia

Bdng 3.11. Lién quan kich thwéc u nguyén phat va chi sé nhan chia

Kich thwéc u| <10 cm >10cm Tong
. p
Chi s0 nhan chi n % n % n %
Thap 40 | 435 | 52 |565| 92 | 100
0,384
Cao 48 | 50,0 | 48 | 500 | 96 | 100

Nhan xét:

Kiém dinh 2 cho thay khong c6 mdi lién quan gitta chi sé nhan chia va
X

kich thudc khdi u nguyén phat.

Sy khac biét khong co ¥ nghia thong ké véi p>0,05.
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3.1.13. Xét nghiém mdu truwéc diéu tri

Bdang 3.12. Két qud xét nghiém mdu truwée diéu tri

e S6 BN Ty 18
(n=188) (%)
Bach ciu
Binh thuong(<10 G/I) 125 66,5
Cao (>10 G/I) 63 33,5
BCH
Binh thuong 122 64,9
Cao (>5 G/I) 66 35,1
Hﬁng ciu
Binh thuong 128 71,8
Thap (<4 T/I) 60 28,2
HST
Binh thuong 121 64,4
Thap (<120g/1) 67 35,6
Tiéu cau
Binh thuong 176 93,6
Thap (<150 G/I) 12 6,4
Albumin
Binh thuong 135 71,8
Thap (<35 g/l) 53 28,2
Nhan xét:

66/188 BN (chiém 35,1%) BN c6 ting BCH trudc diéu tri
35,6% BN c6 chi s6 HST thap (<120g/1) trude diéu tri
28,2% BN c6 chi s6 Albumin huyét twong thap (<35g/1) trude diéu tri.
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3.1.14. Pdc diém di cin
Bing 3.13. Péc diém di cin

S6 BN Ty 18 (%)

S6 lwong co quan di ciin (n=188)

Chua di can 55 29,3

Di can 1 co quan 92 48,9

Di cén tir 2 co quan tr¢ 1én 41 21,8
Vi tri di can (n=133)

Gan 76 57,1

Phuc mac 49 36,8

Phoi 14 10,4

Xuong 8 6,0

Hach 1 0,7

Nhan xet:

Trong s6 133 BN c6 ton thuong di cin, di cin gan 1a hay gip nhat
chiém 76/133 truong hop (57,1%)
CAc vj tri di cin khéc it gip hon 13 di can phoi 14/133 trudng hop
Di can hach 1 rat it gap, chi gap duy nhat mét trudng hop di can hach 6 bung.
3.2. Két qua diéu tri
3.2.1. Pdc diém vé phwong phdp diéu tri
Bing 3.14. Cdc phwong phdp diéu tri

S6 BN Ty lé
(n=188) (%)
Piéu tri imatinib 400mg/ngay 188 100%
Piéu tri hd tro:
Phau thuat triéu chang (ni tat, cam mau) 7 3,7
Thuoc chong hay xuong 8 4,3

Nhan xét:
7/188 BN duoc phau thuat diéu tri triéu chung chiém ty 1é thap 3,7%,
trong d6 4 BN phau thuat caAm méu, 3 BN phau thuat ndi tat do tac ruot.



67

3.2.2. Pdp irng diéu tri
Bang 3.15. Ty 1¢é dap irng

Pap tng S6 BN (n=188) Ty 18 (%)
bép tng hoan toan 0 0
Pap mg mot phan 110 58,5
Bénh gilr nguyén 53 28,2
Bénh tién trién 25 13,3

Tong 188 100

Nhan xét
Khoéng c6 BN nao dat PUHT; 110/188 (58,5%) BN dat DPUMP;53/188
(28,2%) BGN chiém; 25/188(13,3%)BN tién trién.

86,7%

13,3%

163/188 25/188

® Kiém soat bénh = Tién trién

Biéu dé 3.3. Ty 1¢ kiém sodt bénh
Nhan xét
Ty 1¢& kiém soat bénh (gdm: DPUMP va BGN) dat 86,7%.
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3.2.3. Thei gian xudt hién ddp ing

Bing 3.16. Thoi gian xudt hién ddp g

Thaoi gian trung binh xuat
hi@i dép l’mgg (thang) 40£0,5 thang
Thér gian dz; lzlzg Ty 1 dép SO BN Pliﬁn trim
(n = 188) ung (%) | cong don | cOong don
3 thang 84 44,7 84 44,7
6 thang 17 9,0 101 53,7
9 thang 4,8 110 58,5
12 thang 0,0 110 58,5
>12 thang 0,0 110 58,5
Tong s6 110 58,5 110 58,5
Nhan xét:

Thoi gian xuat hién dap ang trung binh 1a 4+ 0,5thang.

Tai thoi diém sau 9 thang diéu tri imatinib thi dap tGng thu duoc 14 tdi
da voi 58,5% (110/188 BN) dat dap tng. Tai cac thoi diém 12 thang va sau 12
thang diéu tri, ty Ié BN dat dap tng ciing khong ting lén.

3.2.4. Lién quan ddp irng diéu tri véi mét sé yéu to
3.2.4.1. Lién quan dap ung voi gioi

Bdang 3.17. Lién quan dap vng voi gioi

Gigi Nam N Tﬁng
Dap ung n % n % n % P
Co 65 | 53,3 | 45 | 68,2 | 110 | 58,5
Khdng 57 | 46,7 | 21 | 318 | 78 | 415 |0,031
Téng 122 | 100 | 66 | 100 | 188 | 100
Nhan xét:

Ty 1€ dap tng cua nir gidi 1a cao hon nam gigi. Sy khac biét la co y
nghia thong ké voi p=0,031.
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3.2.4.2. Lién quan ddp 1ng Véi chi sé toan trang trude diéu tri

Bing 3.18. Lién quan ddp irng véi chi sé toan trang trude diéu tri

Toan trang truéc] ECOG <2 | ECOG =2 Tong
diéu trj D

n % n % n %
Pap Gng

Co 8 | 620 | 25 | 49,0 | 110 | 58,5

0,04

Khéng 52 | 480 | 26 | 51,0 | 78 | 415

Tong 137 | 100 | 51 | 100 | 188 | 100
Nhan xet:

Ty 1é dap (ng cua nhom co chi sb toan trang ECOG < 2 1a cao hon
nhom c6 chi sé toan trang ECOG > 2. Sy khac biét 1a c¢6 ¥ nghia théng ké
vai p=0,04.
3.2.4.3. Lién quan dap vwng voi Vi tri u nguyén phat

Bdng 3.19. Lién quan ddp wng vdi vi tri u nguyén phat

Vitriu | Daday |[Rudtnon| Khac Tong
n| % | n | % | n|% |  n | % P
Co 56 |69,1| 27 |55,1| 27 |46,5| 110 |58,5
Khéng 25 |30,9| 22 |449| 31 |53,5| 78 [415| 0,024
Tong 81 | 100 | 49 | 100 | 58 | 100 | 188 | 100
Nhan xet:

Ty 1€ dap ung ctia nhdm GISTs da day (69,1%) la cao hon nhém GISTs
rudt non (55,1%) va GISTs vi tri khac (46,5%). Su khac biét 1a c6 y nghia
théng ké véi p=0,024.
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3.2.4.4. Lién quan ddp ng véi chi sé HST truée diéu tri

Bing 3.20. Lién quan ddp irng véi chi sé HST truée diéu tri

T truéc diéu tri >120g/1 < 120g/l Tong
Pap ung n % n % n % P
Cé 79 | 653 | 31 | 463 | 110 | 58,5
Khong 42 | 34,7 | 36 |537| 78 | 415 0,011
121 | 100 | 67 | 100 | 188 | 100
Nhan xet:

Ty I¢ dap ung cia nhom c6 HST binh thuong 1a cao hon nhom cé chi

s6 thap. Su khéc biét 1a c6 ¥ nghia théng ké vaéi p=0,011.

3.2.4.5. Lién quan ddp ing véi chi s6 BCH truée diéu tri

Bing 3.21. Lién quan ddp itng véi chi sé BCH trudc diéu tri

CH truée didu tri | <5 G/I >5G/ Tong
Pap ing n % n % n % P
Co 75 | 615 | 35 | 53,0 110 | 58,5
Khong 47 | 385 | 31 | 470 | 78 | 415 (0,031
Tong 122 | 100 | 66 | 100 | 188 | 100
Nhan xét:

Ty 1é dap ung cia nhoém cé chi s6 BC hat trude diéu tri binh thuong

cao hon nhom ¢6 chi s6 BC hat trude diéu tri ting cao (61,5% so v6i 53,0%).

Sy khéc biét 12 co y nghia thong ké véi p=0,031.
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3.2.4.6. Lién quan ddp ing Vi chi s6 Albumin truée diéu trj

Bing 3.22. Lién quan ddp irng véi chi sé Albumin truwée diéu tri

lbumin truée diéu tri| >35g/L | <359/L Tong
Dap ung n % n % n % P
Co 90 | 66,7 | 20 |37,7| 110 | 58,5
Khong 45 |333| 33 |623| 78 |415|0,01
Tong 135 | 100 | 53 | 100 | 188 | 100
Nhan xet:

Ty 1& dap tng cua nhom cé chi s6 Albumin huyét twong trude diéu tri
binh thudng 13 cao hon nhém chi s6 Albumin huyét twong trude diéu tri thap
(66,7% so Vi 37,7%). Su khac biét 1a co y nghia thong ké véi p=0,01.
3.2.4.7. Lién quan dap vng va tac dung phu phu mi

Bdng 3.23. Lién quan dap vng voi tac dung phu phi mi

Pho mi Co Khong Tong
p
Pap ting n % n % n %
Co 61 | 622 | 49 | 544 | 110 | 100
Khéng 37 | 378 | 41 | 456 | 78 | 100 |0,302
Tong 98 | 100 | 90 | 100 | 188 | 100
Nhan xét:

Kiém dinh %2 cho thay khong c6 mdi lién quan giita ti 1¢ dap tGng véi

tac dung phu pht mi. Sy khac biét 1a khong c6 ¥ nghia thong ké voi p>0,05.
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3.2.4.8. Lién quan ddp vmg va mgt sé yéu to khac

Bing 3.24. Lién quan ddp itng va mét sé yéu té Khac

inh trang dap Wng| pip Gng | Khong dap tmg| Tong

p
Yéu t6 lién quan n % n % n %
7 <40 18 | 581 | 13 | 41,9 | 31| 100
Tudi 0,956
>40 92 | 586 | 65 | 41,4 |157| 100
TBhinhthoi| 77 | 59,7 | 52 | 40,3 |129| 100
Mo :
TBbiéumd | 20 | 540 | 17 | 46,0 | 37 | 100 |0,790
bénh hoc
Hénhop | 13 | 591 | 9 40,9 | 22 | 100
Chi s Thép 50 | 54,3 | 42 | 457 | 92 | 100
- 0,612
nhan chia Cao 60 | 625 | 36 | 375 | 96 | 100
Tinh trang Co 76 | 57,1 | 57 | 42,9 |133| 100
o 0,756
di can Khong 34 | 618 | 21 | 382 | 55 | 100
Tong 110 78 188 | 100
Nhan xét:

Kiém dinh y? cho thdy khéng c6 méi lién quan giira ti 1& dap ung tudi,
mé bénh hoc, chi s6 nhan chia va tinh trang di can. Su khac bi¢t 1a khong c6 y

nghia théng ké vai p>0,05.



3.2.5. Thei gian séng thém
3.2.5.1. Thoi gian song thém khdng tién trién — PFS

1.0-
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Théi gian séng thém Khéng tién trién (thang)
Bidu do 3.4. Thoi gian song thém khéng tién trién
Bing 3.25. Song thém khéng tién trién
Séng thém khong tién trién (PFS)
Trun :
. Min Max 3 5 nam 8
o im (%) | (%) | nim (%)
) han han nam (% 0 nam (%
thang) | (théng) | (thang)
458 +2,8 3,0 98,0 55,6 35,3 13,6

Nhan xét:

- Thoi gian PFS trung binh la: 45,8+2,8 (thang), (min: 3,0; max: 98,0)

- PFS 3 nam la: 55,6%; 5 nam: 35,3%; 8 nam: 13,6%.
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3.2.4.2. Thoi gian song thém khdng tién trién theo mét sé yéu to

Thoi gian séng thém khong tién trién theo tudi

1.0 .
- Tuoi
K- M= 40
% 0.8 M= A0
ﬁ —>40 -censored
Bl — =< 40-censored
S 0.6
2
&
= 0.4-
ol
£
cae 0.2
P
o
0.0
T | | | T l | | |
0 12 24 36 48 60 /) 84 96
Théi gian song thém Khong tién trién (thang)
Biéu dé 3.5. Thoi gian song thém khéng tién trién theo tuéi
Bing 3.26. Song thém khong tién trién theo tuoi
Séng thém khéng tién trién
Tuoi Trung binh| Min Max |3 nim |5nim |8nim | P
(thang) |(thang)| (thang) | (%) | (%) | (%)
> 40 tuoi
48,0+ 2,7 3,0 98,0 584 | 37,7 12,0
(n=157)
— 0,016
<40 tuol
34,2+48 3,0 78,0 42,1 | 239 0.0
(n=31)

Nhan xét:

O nhém < 40 tudi: trung binh PFS 1a 34,2 thang, ty 1& PFS 5 nim
23,9% thap hon so véi 48,0 thang va 37,7% & nhom > 40 tudi. Su khéc biét 1a
c¢6 ¥ nghia thong ké véi p=0,016.
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Thoi gian séng thém khéng tién trién theo giéi

1.07 Gidi
"ﬁ —Mam
= 0.8 inniA YT
= {=Mam-censored
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-
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I | I I | | |
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Biéu db 3.6. Thoi gian song thém khéng tién trién theo gidi

Bing 3.27. Song thém khong tién trién theo gici

Séng thém khong tién trién

o Trung _ 3 5
Giol . Min Max 8 nam
binh (thang)| (théng) nim | nam %)
an an 0
(thang) P 06y | (o)
Nam
40,7+ 2,7 3,0 98,0 515 27.9 5,7
(n=122)
NG
55,2+4,6 6,0 96,0 60,4 47,8 23,9
(n=66)

0,023

Nhan xet:

O nir giGi ¢6 trung binh PFS 14 55,2 thang; PFS 5 nam 1a 47,8% cao

hon so voi 40,7 thang; 27,9% tuong tng & nam gidi. Su khac biét 1a co y

nghia thong ké (p=0,023).
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Thai gian séng thém khéng tién trién theo chi sb toan trang

1.0- '
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E —ECOG=2
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Bidu d6 3.7. Thoi gian song thém khéng tién trién theo chi sé toan trang

Bing 3.28. Song thém khong tién trién theo chi sé toan trang

Séng thém khong tién trién

Chi so Trung i
. Min Max |3 nam | Snam |8nim | p
toan trang binh ) )
. (thang) | (thang) | (%) | (%) | (%)
(thang)
PS<2
55,1+3,3 6,0 98,0 648 | 450 | 156
(n=137)
0,001
PS>2
321+28 3,0 75,0 37,6 | 219 0,0
(n=51)
Nhan xet:

O nhém PS<2 trung binh PFS 14 55,1 thang, PFS 5 namla 45,0% cao

hon c6 y nghia so véi 32,1 thang va 21,2% tuong tng ¢ nhom PS > 2

(p=0,001).
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Thoi gian séng thém khéng tién trién theo vi tri u nguyén phat

1.0 Vitriu
< =D& day
0.8 I TRuGt non
I Khac

—+Da day-censored
~t=Rudt non-censored
~t+=Khac-censored

e e
= -
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5
|

o
o
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I I I I I I
0 12 24 36 48 60 72

Thoi gian séng thém khéng tién trién (thsing)

Biéu dé 3.8. Thei gian séng thém khong tién trién theo vj tri u nguyén phéat

Bdang 3.29. Lién quan theéi gian séng thém khong tién trién theo

vi tri u nguyén phat

Séng thém khong tién trién
Vitriu Trung .
. , . Min Max |3 nim |Snim |8nam | P
nguyén phat binh . .
. (thang) | (thang) | (%) | (%) | (%)
(thang)
Da day
523+4,0 | 3,0 98,0 | 64,7 | 431 | 150
(n=81)
Rudt non
413+40 | 3,0 96,0 | 524 | 324 | 4,0 |0,013
(n=49)
Khac
353+38 | 3,0 850 | 413 | 20,3 0,0
(n=58)
Nhan xet:

O nhém BN GISTs da day: trung binh PFS 1a 52,3 thang, PFS 5 nim 1a
43,1% cao hon c6 y nghia so vai nhém GISTSs ruét non (41,3 thang va 32,4%)
va nhom GISTs ¢ vi tri khéc (35,3 thang va 20,3%).
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Su khac biét 1a co ¥ nghia thong ké véi p=0,013.
Thoi gian séng thém khong tién trién theo kich thwéc u nguyén phat
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Théi gian song thém khéng tién trién (thang)
Biéu dé 3.9. Thoi gian song thém khong tién trién theo kich thwéc u

Bdang 3.30. Lién quan theéi gian séng thém khong tién trién

theo kich thwoc u

Séng thém khong tién trién
Kich thwéc o -
Trung binh| Min Max |3 nidm Snim| 8nim| p
u

(thang) |(thang)| (thang) | (%) | (%) | (%)

< 10cm
49,2+ 3,6 2,0 88,0 59,8 | 40,1 | 16,0

(n=88)

0,141

>10cm
41,8+ 3,2 2.0 90,0 52,0 | 32,8 | 12,8

(n=100)

Nhan xet:

O nhom BN c¢6 kich thuéc u nguy@n phat < 10 cm, PFS trung binh 49,2

thang cao hon so véi nhom BN c¢6 kich thuéc u > 10cm. Tuy nhién sy khac
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biét 1a khong ¢ y nghia thdng ké véi p=0,141.

Thai gian séng thém khong tién trién theo tinh trang di cin
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Th#i gian song thém Khéng tién trien (thang)

Biéu dé 3.10. Thoi gian séng thém khéng tién trién theo tinh trang di cin

Bdang 3.31. Lién quan theéi gian séng thém khong tién trién

theo tinh trgng di can

. Séng thém khong tién trién
Tinh trang . :
Trung binh| Min Max |3 nidm Snim| 8nim| p
di can
(thang) |(thang)| (thang) | (%) | (%) | (%)
MO
53,2+5,0 3,0 98,0 654 | 48,6 | 22,2
(n=55)
0,041
M1
423127 3,0 96,0 514 | 299 | 59
(n=133)
Nhan xet:

O nhoém chua c6 ton thuong di can — MO: trung binh PFS 1a 53,2 thang,

PFS 5 nam la 48,6% cao hon c6 y nghia so voi 42,3 thang; 29,9% tuong ung




& nhom di c6 ton thuong di can xa M1 (p=0,041).
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Thoi gian séng thém khong tién trién theo chi sé nhan chia
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Biéu dé 3.11. Theoi gian séng thém khong tién trién theo chi sé nhan chia

Bdng 3.32. Lién quan theéi gian séng thém khong tién trién

theo chi sé nhan chia

Séng thém khong tién trién

Chi so . .
Trung binh| Min Max |3 nam|5nim|8 nim| p
nhan chia ] ) )
(thang) | (thang) | (thang) | (%) | (%) | (%)
Thap (<5/50 HPF)
499+34 3,0 98,0 | 60,7 | 40,9 | 18,0
(n=92)
0,044
Cao (>5/50 HPF)
395+31 3,0 96,0 | 50,3 | 28,7 | 5.3
(n=96)
Nhdn xet:

O nhom chua c6 chi s6 nhan chia thap: trung binh PFS 1a 49,9 thang,

PFS 5 nam 1a 40,9% cao hon c6 y nghia so vi 39,5 thang; 28,7% tuong ung
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& nhém c6 chi s nhan chia cao (p=0,044).

Thoi gian song thém khong tién trién theo chi s6 HST trudc diéu tri
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Biéu do 3.12. Thei gian séng thém khong tién trién theo chi'sé HST trudt diéu tri

Bing 3.33. Thoi gian séng thém khéng tién trién theo chi sé6 HST trudc diéu tri

Séng thém khong tién trién

HST trwéc | Trung _ 5 5 8
. . Min Max |3 nam p
dieu tri binh (thang) | (thang) | (%) nim | nam
an an 0
(thang) ’ ’ %) | (%)
Binh thuong
491+32| 3,0 980 | 60,9 | 395 | 124
(n=121)
, 0,048
Thap (< 120g/1)
38,8+33| 3,0 960 | 443 | 279 | 55
(n=67)

Nhgn xét:

O nhém c6 chi s6 HST trudce diéu binh thuong (> 120g/L): trung binh
PFSla 49,1 thang, PFS 5 nam 1a 39,5% cao hon c6 y nghia so v6i 38,8 thang;
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27,9% twong tng & nhdm c6 chi sé HST trude diéu tri thap (p=0,048).

Thoi gian song thém khong tién trién theo chi s6 BCH truéc diéu tri

1.0+ Bach cau hat
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Biéu dé 3.13. Thoi gian séng thém khong tién trién theo chi sé BCH trudc
diéu tri
Bdng 3.34. Thei gian séng thém khong tién trién theo chi sé

BCH trudc diéu tri

Song thém khong tién trién

BCH trwéc = Trung

3 . Min Max |3 nam Snidm 8ndm| P
dieu tri binh ) ,
. (thang) | (thang) | (%) (%) | (%)
(thang)
Binh thuong
53,2+3,1 3,0 98,0 62,4 46,8 | 16,1
(n=122)
0,001
Tang (>5 G/I)
328+33 3,0 96,0 414 | 141 0,0
(n=66)

Nhan xét:
O nhém c6 chi s6 BCH trudc diéu tri binh thuong (<5G/L): trung binh
PFS la 53,2 thang, PFS 5 nam la 46,8% cao hon c6 y nghia so vdi 32,8 thang;
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14,1% twong ng & nhém c6 chi s6 BCH trude diéutri cao> (5G/L) (p=0,001).
Thoi gian séng thém khong tién trién theo chi sé Albumin huyét twong

truée diéu tri

=
i

Albumin trwéc diéu tri
< 359/l

—Mz 35g/]

—+ < 35g/l-censared
~= = 35g/l-censared

i

T¥ 1¢ song thém khong tién trien
;

e o
= o
l 1

e
b
|

=1
o
|
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0 12 24 36 48 60 T2 84 926

Thoi gian séng thém khéng tién trieén (thang)
Biéu dé 3.14. Thoi gian séng thém khéng tién trién theo chi sé Albumin
huyét twong trude diéu tri
Bdng 3.35. Thei gian séng thém khong tién trién theo chi sé
Albumin huyét twong trieée diéu tri

_ Séng thém khong tién trién
Albumin
B Trung i . . .
huyét twong binh Min Max |3 nam |[Snim | 8nam| P
truée didu tri thang) | (than % % %
Rt ong | @héng) | thang) | (20) | (96) | (%)
Binh thuong
492+31| 3,0 98,0 594 | 40,6 | 11,3
(n=135)
. 0,027
Thap (<35¢/L)
38,1+£38| 3,0 78,2 43,7 | 258 | 48
(n=53)
Nhan xét:

O nhém ¢6 chi sb Albumin huyét twong trude diéu tri binh thuong (>35
g/L): trung binh PFS la 49,2 thang, PFS 5 nam la 40,6% cao hon c6 y nghia
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so voi 38,1 thang; 25,8% tuong tng & nhdm co chi s Albumin huyét tuong
trudce diédu tri thap (<35 g/L) (p=0,027).
Phan tich da bién céc yéu to lién quan PFS

Bing 3.36. Phdn tich da bién cdc yéu t6 lién quan PFS

; o Ty suat
., p don | HEso Saiso | pda Khoang tin cay
Yeéu to ., ) ., nguy co
bien B chuan| bien (95% CI)
(HR)

Tuoi (< 40, > 40) 0,016 | -0,158 | 0,227 | 0,486 | 0,854 | 0,547 —1,333

Gioi 0,023 | -0,342 | 0,229 | 0,136 | 0,711 |0,454-1,113

Chi s toan trang
(PS <2, PS >2)

0,001 | 0,925 | 0,209 0,0001| 2,522 |1,675-3,798

Vi tri u nguyén phat
(da day — khong phai | 0,013 | -0,266 | 0,138 | 0,035 | 0,676 | 0,585 —1,004
da day)

Di can 0,041 | 0,510 | 0,230 0,027 | 1,665 | 1,060-2,614

Chi s6 nhan chia 0,044 | -0,282 | 0,194 0,046 | 0,654 | 0,416 -0,903

S6 lwgng BCH
. 0,001 | 0,655 | 0,196 | 0,001 1,925 | 1,311-2,826
trudce dieu tri

Luong HST
L 0,048 | 0,750 | 0,248 | 0,002 | 2,117 1,303-3,438
trudc diéu tri

Nong do Albumin huyét
.. 10,027 | 0,009 | 0,222 | 0,968 | 1,009 |0,652-1,560
tuong trudc diéu tri

Nhan xet:
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Chi s6 toan trang trudc diéu tri, vi tri u nguyén phét, tinh trang di can,

chi s6 nhan chia, s6 lugng BCH va HST trudc diéu tri 1a yéu t6 tién lugng doc

lap anh hudng dén PFS caa BN khi phan tich da bién (p<0,05).

3.2.5.2. Song thém toan bg

1.0-

9 0.8-

3

2

= 0.6

<

£

=11}

5 0.4

e

0.2

0.0
| | | I | | I I |
12 24 36 60 72 84 9 108 120
Thdi gian song thém toan bé (thing)
Biéu dé 3.15. Thoi gian séng thém toan bg
Bing 3.37. Song thém toan bé
Séng thém toan bé
Trung )

. Min Max S nam
binh ] ] 3 nam (%) 8 nam (%)

. (thang) | (thang) (%)

(thang)
62,2+ 3,0 3,0 113,0 74,5 52,5 18,8

Nhan xét:
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- Thoi gian OS trung binh la: 62,2 £ 3,0 (thang), min: 3,0; max: 113,0)

- OS 3 nam la: 74,5%; 5 nam: 52,5%; 8 nam: 18,8%.
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3.2.5.3. Song thém toan bg theo mét so yéu té

Thoi gian séng thém toan b theo tudi

1.0 2.
Tuol
M=40
<@ ) §— M= 40
f ’ —+ =40 -censored
= — = 40-censored
2
| 0.6
cd
=
o ™
5 0.4
o
= il®
-]
-
= 0.2
0.0

I | | | I | | | | | I
0 12 24 36 48 60 2 84 96 108 120

Théi gian séng thém toan bé (thing)
Biéu dé 3.16. Thoi gian séng thém toan bé theo tuéi

Bing 3.38. Song thém toan bé theo tuji

Séng thém toan bé

Tuéi  Trungbinh, Min | Max |3 nim 5nim 8nim P
(thang) | (thang) (thang) = (%) @ (%) @ (%)

> 40 tuoi
63,5+ 3,3 4.0 113,0 | 78,8 | 53,8 | 174
(n=157)
- 0,282
< 40 tuol
572+79 4,0 109,0 | 58,7 | 46,7 12,5
(n=31)

Nhan xet:
O nhom > 40 tudi: trung binh OS 14 63,5 thang cao hon so véi 57,2 thang
& nhom < 40 tudi. Su khac biét 1a chwa c6 ¥ nghia thong ké véi p=0,282.
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Thoi gian séng thém toan b theo giéi

1.0 Gidi
—Mam
e TN
2 087 {~Nam-censored
5 = Mir-censored
2
= 0.6
=
&b
5 0.4
>
M 0.2-
0.0
I I | | I I | I I I I
0 12 24 36 48 60 72 84 9 108 120
Th#i gian song thém toan b (thing)
Biéu dé 3.17. Thoi gian séng thém toan bé theo gici
Bing 3.39. Song thém todn bé theo gidi
Séng thém toan bd
o Trung _
Gigl SN Min Max |3 ndm |Snim|8nim| P
in
. (thang) | (thang) | (%) | (%) | (%)
(thang)
Nam
59,4 +3,7 4,0 109,0 | 73,1 | 48,1 | 152
(n=129)
0,208
Nt
68,6 £ 5,7 6,0 1130 | 77,1 | 58,2 | 135
(n=59)
Nhan xét:

Trung binh OS ¢ nam la 59,4 thang; & nir la 68,6 thang. Su khac biét
chua c6 ¥ nghia théng ké (p=0,208).
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Thoi gian séng thém toan b theo chi sé toan trang

1.0~ PS trudc dieu tri
PSS <2
] TIPS z2
2 0.8 —+PS < 2.censored
- —+PS = 2-censored
e
"
= 0.6
)
=
&n
& 0.4
e
cas
]
-
H 0.2
0.0

| | | | I | | | | I I
0 12 24 36 48 60 72 84 9 108 120

Théi gian song thém toin bo (thang)

Biéu do 3.18. Thoi gian song thém toan b theo chi sé toan trang

Bing 3.40. Song thém todn bé theo chi so toan trang

Séng thém toan bd

Trung _
Gigi binh Min Max |3 nidm|5nim |8nim| p
in
. (thang) | (thang) | (%) | (%) | (%)
(thang)
PS<2
751+37| 6,0 113,0 | 85,7 | 69,5 | 28,3
(n=137)
0,0001
PS>2
435+36 | 4,0 850 | 594 | 30,3 | 0,0
(n=51)
Nhan xét:

Trung binh OS & nhdm BN ¢c6 PS < 2 la 75,1 + 3,7 thang, c6 PS > 2 1a
43,5 *+ 3,6 thang. Su khac biét 1a c6 y nghia théng ké (p<0,001)
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Thai gian séng thém toan b theo vi tri u nguyén phat

1.0 Vitriu
I 1Da day
I TRuUSt non

I IKhac

—+ Da day-censored
—t— Rudt non-censored
—+= Khac-censored

Ty I¢ song thém toan bo

o
T

0.0

L

T | | T T
0 12 24 36 48 60 72 84 96 108 120
Théi gian séng thém toan bé (thang)

Biéu dé 3.19. Thoi gian séng thém toan bg theo vi tri u nguyén phat

Bdng 3.41. Lién quan théi gian séng thém toan bé theo vi tri u nguyén phat

- Séng thém toan bd
n u.én hat Trung binh| Min Max |3 nim |5 nim |8 nam
SVENPIEY  (thang) | (thang) |(thang)| (%) | (%) | (%)
Da day
71,948 5,0 113,0 | 83,9 | 58,3 | 23,5
(n=81)
Ruot non
61,7+5,1 6,0 99,0 75,3 | 53,4 58 10,002
(n=49)
Khéac
46,9 + 4 4 7 2
(n=58) 6,9 ,6 0 85,0 59, 36, 0,0
Nhan xét:

O nhoém GISTs da day: trung binh OS 1a 71,9 thang, OS 5 nam 1a 58,3%

cao hon c¢6 y nghia so v&i nhom GISTs ruét non (61,7 thang va 53,4%) va

nhém GISTs ¢ vi tri khac (46,9 thang va 36,2%).
Su khac biét 1a co ¥ nghia thong ké véi p=0,002.
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Thai gian séng thém toan b theo kich thwéc u nguyén phat

1.0 Kich thuoc
=< 10cm
- = 10cm
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Théi gian song thém toan bé (thang)

Biéu dé 3.20. Thoi gian séng thém toan bg theo kich thwéc u

Bdang 3.42. Lién quan theéi gian séng thém toan bé

theo kich thwoc u

Séng thém toan bd
Kich thwéc - .
Trung binh| Min Max |3 ndm Snidm|8nam | p
u
(thang) |(thang)| (thang) | (%) | (%) | (%)
< 10cm
67,3+45 4,0 1130 | 784 | 615 | 21,2
(n=88)
0,069
>10cm
57,9+39 4,0 109,0 | 71,1 | 47,3 | 181
(n=100)
Nhan xet:

Nhém BN c¢6 kich thuéc u nguyén phat < 10cm, OS trung binh 67,3
thang cao hon nhom cé kich thudc u > 10cm (57,9 thang). Sy khac biét la
khéng c6 ¥ nghia thong ké vai p=0,069.
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Thoi gian séng thém toan b theo tinh trang di cin

1.07 Tinh trang di cén

M0
I
—+M0-censored
—+M1-censored

e e e
= o tn
| | |

T¥ 1¢ séng thém toan bé

ot
s
|
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0.0

I | I I | | | !
0 12 24 36 48 60 72 84 96

Th#i gian song thém toan bé (thang)

| |
108 120

Biéu do 3.21. Thoi gian séng thém toan bg theo tinh trang di cin

Bdang 3.43. Lién quan theéi gian séng thém toan bé theo tinh trang di cin

Song thém toan bo
Tinh trang | Trung _ 5 5 5
. Min Max |3 nadm (Snidm | 8nim| p
di ciin binh ) )
. (thang) | (thang)| (%) | (%) | (%)
(thang)
MO
747+6,0| 4,0 109,0 | 80,6 | 635 | 22,2
(n=55)
0,023
M1
57,5+ 3,3 4,0 113,0 | 70,6 | 46,5 | 10,3
(n=133)

Nhan xét:
O nhém chua di can — MO: trung binh OS 1a 74,7 thang, OS 5 nim la
63,5% cao hon c6 y nghia so vdi 57,5 thang; 46,5% tuong thg & nhom da co

ton thuong di can xa M1 (p=0,023).
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Thai gian séng thém toan b theo chi sé6 nhan chia
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Biéu dé 3.22. Thoi gian séng thém toan bé theo chi sé nhan chia

Bdng 3.44. Lién quan theéi gian séng thém toan bé theo chi sé nhan chia

Séng thém toan bd

Chi so . .
Trung binh| Min | Max |3 ndm |Sndm| 8nam | p
nhan chia ] ) )
(thang) |(thang)|(thang)| (%) | (%) | (%)
Thap (<5/50 HPF)
66,7+39 | 40 | 1130 | 786 | 58,1 | 245
(n=92)
0,047
Cao (>5/50 HPF)
56,7+4,6 | 4,0 99,0 | 67,1 | 428 | 9,2
(n=96)
Nhgn xét:

O nhém chua c6 chi s6 nhan chia thap: trung binh OS 14 66,7 thang, OS

5 nam 1a 58,1% cao hon c6 y nghia so véi 56,7 thang; 42,8% tuong ing &

nhom cé chi s6 nhan chia cao (p=0,044).




94

Thai gian sdng thém toan b theo chi s6 HST trude diéu tri

1.0- Huyét sac té
—l'lBinJh thurdng

o~ 0 B_ —I_IThép

2 =+ Binh thurang-censored
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Thai gian séng thém toan bé (thing)
Biéu dé 3.23. Thoi gian séng thém toan bg theo chi sé HSTeruwéc diéu tri
Bdng 3.45. Thei gian séng thém toan bé theo chi sé HST

trudce diéu tri

Song thém toan bo
HST trwéc - .
. Trung binh| Min Max |3 nidm |5Snam 8 nim| p
dieu tri i i i
(thang) | (thang) | (thang) | (%) | (%) | (%)
Binh thuong
68,5+ 3,8 4,0 1130 | 816 | 59,0 | 26,0
(n=121)
, 0,003
Thap
515+4,7 4,0 95,0 599 | 419 | 6,9
(n=67)
Nhan xet:

O nhoém c6 chi sb HST trudce diéu tri binh thuong : trung binh OS Ia
68,5 thang, OS 5 nam 1a 59,0% cao hon ¢6 y nghia so vdi 51,5 thang; 41,9%
tuong tng & nhém cé chi s6 HST trude diéu tri thap (p=0,048).
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Thoi gian séng thém toan b theo chi sé6 BCH truwéc diéu tri

1.0 Bach céu hat
trwdc dieu tri
=Binh thuding
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Théi gian séng thém toan bé (thang)
Biéu do 3.24. Thoi gian séng thém toan bg theo chi s6BCH trudc diéu tri
Bdng 3.46. Theoi gian séng thém toan bé theo chi sé BCH

trudc diéu tri

Séng thém toan bé
BCH trwérc

diéu tri

Trung binh| Min | Max |3 nam |[5nam|8nam| p
(thang) |(thang)|(thang)| (%) | (%) | (%)

Binh thuong
71,3+3,7 6,0 113,0 | 82,1 | 63,1 | 28,2
(n=122)
0,001
Cao
478+45 3,0 96,0 615 | 36,0 6,2
(n=66)

Nhan xet:

O nhém c6 chi s6 BCH trudc diéu tri binh thuong : trung binh OS 1a
71,3 thang, OS 5 nam 1a 63,1% cao hon c6 y nghia so vdi 47,8 thang; 36,0%
tuong tng & nhém cé chi s6 BCH trude diéu tri cao (p=0,001).
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Thoi gian song thém toan b theo chi s6 Albumin huyét twong truéc diéu tri
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Biéu dé 3.25. Thoi gian séng thém toan bg theo chi sé Albumin huyét

twong trwée diéu tri

Bdng 3.47. Theoi gian séng thém toan bé theo chi sé Albumin

huyét twong trieéc diéu tri

Albumin Séng thém khong tién trién
huyét twong | Trung binh | Min Max |3 nim|S5nam |8nim| P
trwée diéu tri| (thang) | (thang) |(thang)| (%) | (%) | (%)
Binh thuong
70,1 +£4,2 7,0 113,0 | 80,6 | 60,5 | 22,3
(n=135)
. 0,004
Thap
515+4,7 4,0 109,0 | 62,7 | 414 9,5
(n=53)

Nhan xét:

O nhém c6 chi sé6 Albumin huyét tuong trude diéu tri binh thuong:

trung binh OS la 70,1 thang, OS 5 nam la 60,5% cao hon c6 y nghia so vdi

51,5 thang; 41,4% tuong tng & nhom c6 chi s6 BCH trudc diéu tri cao

(p=0,004).
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Phin tich da bién céc yéu to lién quan OS

Bing 3.48. Phdn tich da bién cdc yéu t6 lién quan OS

o Ty suat
., P don , | Salso Pda Khoang tin cay
Yeu to . Hésop . ., nguy co
bien chuan | bien (95% CI)
(HR)
Tubi (< 40, > 40) 0,282 | 0,545 | 0,298 | 0,068 | 1,725 | 0,961 - 3,095
Gidi (Nam, nit) 0,208 | -0,169 | 0,258 0,511 | 0,844 | 0,509 - 1,399

Chi s toan trang
0,0001 1,379 0,256 |0,0001 2,972 | 2,405 -6,562
(PS<2,PS>2)

Vi tri u nguyén phat
(da day — khong phaida | 0,002 | -0,344 | 0,168 | 0,04 | 0,709 | 0,510-0,985

day)

Di can 0,023 | 0,775 | 0,289 | 0,007 | 2,171 | 1,233-3,823

Chi s6 nhan chia 0,047 | 0,750 | 0,248 | 0,002 | 2,117 |1,303-3,438

S6 luong BCH
) 0,001 | 0,735 | 0,224 | 0.001 | 2,086 |1,3345-3,236
trudc diéu tri

Luong HST
. 0,003 | 0,619 | 0,263 | 0,018 | 1,857 | 1,110- 3,107
truoc diéu tri

Nong d6 Albumin huyét
L 0,004 | 0,052 | 0,267 | 0,844 | 1,054 |0,625-1,777
tuong trude diéu tri

Nhan xét

Chi s6 toan trang trudc diéu tri, vi tri u nguyén phét, tinh trang di can,
chi s6 bach cau va lugng HST trude diéu tri 1a yéu t6 tién luong doc lap anh
hudng dén OS cua BN khi phan tich da bién (p<0,05).
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3.2.6. Tac dung khéng mong muén (déc tinh)
3.2.6.1. Béc tinh gir dich
Bdng 3.49. Déc tinh giir dich

Triéu chirng bo 0 bo 1 Do 2 bo 3 Do 4
(n=188) n % n % | n % | n| % | n | %

Phu mi 90 |479| 75 |399| 22 11,7 1 (05| O |00
Phu chan 144 | 76,6 | 28 |149|16 | 85| 0 | 00| O | 0,0
Tran dich

. 176 |936| 12 | 64| 0O | OO | O |0O0| O |00
mang bung
Nhan xet:

Poc tinh gitr dich hay gap nhat 14 pht mi voi 52,1% cac truong hop,
1/188 BN ¢ mirc d6 111 (0,5%).
Cac doc tinh gitr dich khac it gap hon: phu chan (23,4%), tran dich mang
bung (6,4%), chi gap & muc do |
Bdang 3.50. Péc diém phu mi

Thoi gian tir khi diéu tri dén khi co triéu chimg (ngay) 10,8 +5,7
Thoi gian kéo dai trung binh doc tinh phi mi (tuan) 144 + 477
Nhan xet:

100% BN xuét hién doc tinh pht mi trong vong 2 tuan tir lic bat dau
diéu tri véi thoi gian trung binh 12 10,8 ngay.

Thoi gian kéo dai trung binh doc tinh noi ban 1a 14,4 tuan.
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3.2.6.2. Doc tinh trén hé tiéu hda

Bdng 3.51. Djc tinh trén hé tiéu hoa

Pac tinh Pj 0 o 1 Do 2 o 3 Do 4

(n=188) n % n % n % n % n %
Noén, buénnén | 145 [ 77,1 43 [229 0 | 0 | O | O | O | O
Tiéu chay 103 | 54,8| 54 |[28,7| 31 [165| 0 | O | O | O
Viémmiéng | 186 {990 2 [ 10| 0 | O | O | O | O | O

Nhan xet:
boc tinh tiéu chay gap vaéi ty 1€ 45,2%. Chi gap ¢ mtc do | va Il.
Khong gap doc tinh do 111 va IV.
Non va budn ndn gap 22,9%, chi gap doc tinh & muac do 1.
Viém miéng rat it gap, 2/188 BN viém miéng ¢ muc do | (1%)
3.2.6.3. Poc tinh da va co xwong khop
Bdng 3.52. Dgc tinh da va co xwong khop

Poc tinh Pj 0 Do 1 Do 2 Po 3 Do 4

(n=188) n % n % n % n % n %
Noi ban 130 [ 69,1 | 43 [229| 14 | 75| 1 | 05| O | 00
Pau co, coco | 141 |750| 35 (186 12 |64 | O | O | O | O
Pau khép 138 | 734 50 |264| 0 | O | O | O | O | O
Nhan xét:

Poc tinh ndi ban trén da gap voi ty 1é 30,9%. Chu yéu mic do 1 va Il
(chiém 63,3%). Doc tinh do 111 gap 1/188BN chiém 0,5%. Khong cé BN nao
noi ban do IV.

Pau co, co co gap ¢ 25,0%, dau co dd I1a 18,6% va do 11 1a 6,4%.

Dau khép gap 26,4%, tat ca cac BN déu & muac do 1.




3.2.6.4. Déc tinh trén huyét hoc

100

Bing 3.53. Pjc tinh trén huyét hoc

Pgc tinh P60 bo 1 Do 2 bo 3 bo 4
(n=188) n % n % | n | % | n | % | n | %
Ha HST 92 489 9% |[511| 0 (00| O |00 O |00
Ha BC 17593113 /69| 0 |00} O |0O0| O |0,
HaBCH 17593113 /69| 0 |00} O |0O0| O |0,
Ha TC 182 (968| 6 | 32| 0 [00] O |0O0| O |0,
Nhan xet:

Poc tinh trén huyét hoc cua thuéc hau nhu khong gap, ty 18 gap thap

dudi 5% & hau hét cac doc tinh huyét hoc

Hay gap nhat 12 ha HST véi ty 18 gap 51,1%, tat ca cac truong hop déu

gap ¢ mac do 1, khdng gap doc tinh do 11, 11 va IV.
3.2.6.5. Doc trén gan, than

Bdng 3.54. Djc tinh trén trén gan, thin

Do Men gan Creatinin
n % n %
0 170 90,4 186 99,0
1 12 6,4 2 1,0
2 4 2,2 0 0,0
3 2 1,0 0 0,0
4 0 0,0 0 0,0
Tong 188 100,0 188 100,0
Nhan xét:

- Ty 1€ tang men gan (AST, ALT) 1a 9,6%; tang creatinin la 1,0%

- Gap 2 truong hop tang men gan do 111 chiém 1,0%.
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3.2.6.6. Doc tinh khéac
Bing 3.55. Pjc tinh khdac

Pgc tinh D60 Do 1 Do 2 bo 3 bo 4

n=188) | n | % | n | % | n| % | n | % | N | %

Mét méi 123 {654 | 65 |346| 0 |00 O |00| O |00

Chan an 142 | 745| 46 (245 0 |00 O |00 O | OO0

Nhan xét:

Mét moi gap 34,6% cac truong hop, chan an gap 24,5% cac truong
hop. Tét ca cac truong hop déu gip do |, khéng gip truong hop nao doc tinh
dao I, 1 valv.

3.2.6.7. Phan bé va mire dé doc tinh

Ty 18 %
=DOIvall Dy Il valVv
60%

50%
40%
30%
20%

69 .
0% I 1,0

HaBC HaHST HaTC Phumi Tiéuchay Noiban Tingmen Ting
gan  Creatinine

Poc tinh

Biéu dé 3.26. Phén b6 va mirc dé déc tinh




Nhan xét:
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Doc tinh cua thude hay gap nhat 1a phd mi véi 52,6%, tiéu chay 45,2%

va ha HST 51,1%. Cac tac dung phu 1&n huyét hoc, gan than 1a it gap

Hau hét chi gap doc tinh d6 L, II. Poc tinh d6 111 rat it gap. Khong gip

truong hop ndo xuét hién doc tinh 4o 1V.

3.2.5.8. Ly do giam liéu hodc gidn doan diéu tri

Bing 3.56. Ly do gidm liéu va gidn doan diéu tri

Gian doan diéu tri

Giam liéu diéu tri

S6BN | Tylé% S6 BN Ty 18 %
Phi mi mat 1 0,5 0 0,0
Nbi ban 1 0,5 0 0,0
Tang men gan 2 1,0 0 0,0
Tong 4 2,0 0 0,0

Nhan xet:

Khong c6 BN nao phai giam liéu diéu tri hoac bo diéu tri do tac dung

phu cua thudc

Ty Ié BN phai gian doan diéu tri rat thap chi chiém 2,0%.
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Chuong 4
BAN LUAN

4.1. Pic diém 1am sang
4.1.1. Tuéi

Tubi biéu thi hiéu qua tich lily qua qua trinh tiép xtc véi cac tic nhan
sinh ung thu. Dbi véi hau hét cac UTBM thi ty 16 moi mic tang rd rét theo
tudi [2].

Trong nghién clru clia chung t6i, tudi mac bénh trung binh 1a 55,3+11,3.
Tuoi cao nhat 12 84 va thap nhat 1a 25 tudi. P tudi gap nhiéu nhat 1a 50 - 59
tudi chiém 38,3%, tudi tir 40-60 chiém 78,2%, lua tudi dudi 40 tudi la it gap
chiém 16,5%. Két qua nghién cau nay cia ching toi twong tu két qua nghién
ctru cia tac gia Diép Bao Tuan (2016), tudi trung binh mac bénh 1a 51,9
[109]. Theo Prakash, Sarran va cong su (2005), bénh hay gap ¢ nguodi trudng
thanh trén 40 tudi, & nguoi tré rat hiém va khong dién hinh [113]. Bénh ciing
c6 thé gip ¢ tré nho, ddi v6i nhitng BN nay, duoc goi 1a GISTs tré em véi
dinh nghia gip trong do6 tudi tir 0-18 tudi [114]. Trong nghién ctru cua chung
t6i, toan bo 13 GISTs ngudi 10n (tudi thap nhat 13 25 tudi).

So sanh véi cac nghién ciru ciia cac tac gia nude ngoai khac, két qua tudi
mic bénh cta chung toi twong tu véi tic gia Rutkowski (2007) véi do tudi
mic bénh trung binh 1a 56 [107]. Két qua caa ching toi ¢6 thap hon mot chat
so véi mot s6 nghién ciru khac. Theo ghi nhan cia tac gia Miettinem va CS
(2006), tudi mic bénh trung binh 1a 61 [115]. Tuy nhién, cac nghién ctru phan
tich gop trén thé gidi khac déu cho thay, d6 tudi hay mic bénh nhat 1a tir 50-
70 tudi [103]. Piéu nay 1a hoan toan phu hop voi nghién ctru cia ching toi.

Nhu vay GISTs ¢6 d6 tudi hay gip 1a 50-60 tudi.
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4.1.2. Gioi

Két qua nghién ctru tai biéu dd 3.2 cho thdy, trong 188 BN ¢ 122 nam
chiém 64,9% va 66 nit chiém 35,1%, ti 1& nam/nit 1a 1,85/1. Két qua nghién
ctru ndy cua chung t6i 13 twong tu v&i két qua nghién ctu caa tac gia Diép
Bao Tuan. Theo tac gia, nam gigi mac bénh cao hon nit gidi (64% SO VOi
36%) [109]. Nghién ctru cta cac tac gia nudc ngoai ciing cho thay, ty 1& mac
bénh & nam gidi cao hon nir gisi. Piéu nay ciing dwoc ghi nhan trong y van tir
trudc téi nay [2].

Hién tai, cac nha khoa hoc chua tim ra cic yéu t6 nguy co giy bénh
GISTs. Mot sb it trudng hop GISTs xay ra ¢ nhiéu thanh vién trong cing mot
gia dinh. Tuy nhién hau hét xut hién riéng 1é va khong c6 nguyén nhan rd
rang [25]. Két qua nghién ctru cua ching t6i khong ghi nhan duoc trudng hop
nao trong gia dinh cling c6 nguoi bi GISTs.

4.1.3. Ly do kham bénh

Biéu hién 1am sang ctia GISTSs tuy theo vi tri giai phau cua khdi u, ciling
nhu kich thudc va mic d6 xam 1an. Doi khi trong mot thoi gian dai BN hoan
toan thay binh thuong, khong co triéu chimg gi, chi toi khi khdi u phét trién
dat dén mot kich thude du 16n gy chén ép, lic d6 méi co nhirng triéu ching
nhu dau bung, non, budn ndn, chan an, sat cAn, mudn hon nira c6 thé co cac
tri¢u chung nhu XUt huyét tiéu hoa, tic rudt, tu so théy khdiu & bung...

Két qua nghién ctru ciia chiing t6i cho thay, Iy do kham bénh chu yéu la
dau bung chiém 54,8%:; tu so thiy u bung chiém 29,3%. Ly do noén mau, di
ngoai phan den va bi dai tiéu tién it gap hon chiém lan luot 12 13,8% va 8,0%.
Két qua nghién ctu ndy cia ching toi 1a tuong tu véi két qua cua cac tac gia
trong nudc. C4c tac gia déu nhan thay, Iy do khién BN GISTs kham bénh
nhiéu nhat 12 dau bung. Theo Caterino va CS (2011) ghi nhan, ly do vao vién
dau bung chiém dén 61% céc truong hop [116].



105

Trong nghién ctru ctia chdng t6i, khdng gap cac truong hop nao tinh co phét
hién bénh. Theo y vin, c6 dén khoang mot phan tu cac truong hop dugc chan
doan GISTs la tinh co, khong co triéu chang 1am sang [2], ty 1€ nay la cao hon
rat nhiéu so vai nghién ciu caa ching toi. Diéu nay 1a hoan toan phu hop véi
BN trong nghién ctiu cia ching toi 1a bénh & giai doan tién trién hoic di cin xa.
Pa phan BN dén vién & giai doan mudn, khi da co triéu chiing 1am sang.

4.1.4. Thoi gian phat hién bénh

Khi phan tich vé thoi gian tir khi c6 triéu chang dén khi kham bénh, két
qua nghién ctu cia ching toi cho thay. Thoi gian phat hién bénh trung binh 1a
3,9 + 2.0 thang, sém nhat 1a 1 thang, mudn nhat 1a 12 thang.Thoi gian phéat
hién bénh 3-6 thang chiém chu yéu 54,8%. Két qua nghién cttu ndy caa ching
t6i tuong ty hét qua nghién ciu cia cac tac gia trong nudc nhu Diép Bao
Tuan (2016), Pham Minh Hai (2008), c4c tac gia déu nhan thay, thoi gian phét
hién bénh trung binh déu dao dong tir 3-6 thang[109],[117].

C6 thé nhan thay, y thic sic khoe cua ngudi bénh tai nude ta con chua
t6t. BN chua y thirc duoc kham stc khoe dinh ky c6 thé gidp chan doan som
va nhan duoc phuong phap diéu tri hop ly, mang lai hiéu qua tét hon. Pa
phan BN dén vién khi cac triéu chitng kéo dai 3-4 thang, khi d6 bénh ¢ da &
giai doan muon, tién trién rong hodc da cé di cin, khi d6 viéc diéu tri bénh dat
két qua kém hon. Hon nita, GISTs véi dic diém ton thuong chii yéu phat trién
ra ngoai 10ng 4ng tiéu hda cho nén cac triéu ching ¢ giai doan dau thudng mo
nhat, khong dac hiéu. Khi c6 triéu ching thi u thuong c6 kich thuéce lon. Thoi
gian tr khi c6 triéu chimg dén khi dén kham bénh kéo dai 3-4 thang thi da
phan bénh di ¢ giai doan tién trién. Diéu nay I1a hoan toan phd hop véi BN &
giai doan muon trong nghién cau cua chung toi.

4.1.5. Triéu chirng lam sang truée diéu tri
Trong nghién clru ciia chung t6i triéu chimg dau bung 13 hay gap nhat

chiém 54,8%. Két qua nghién cru ndy ciia ching t6i tuong tu voi nghién
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clru clia céc tac gia trong nude. Cac tac gia déu nhan thay, dau bung 1a triéu
chtng hay gdp nhat. Theo Diép Bao Tuén (2016), dau bung chiém 58% cac
truong hop [109].

Theo Wozniak va CS (2012) cho thiy, xuit huyét tiéu héa gip & 40%
BN GISTs, tu so khdi u bung giap & 40% va dau bung chi gip khoang 20%
[31]. Nhu vay d4u hiéu dau bung cta cac BN trong nghién ctru gip nhiéu
hon, c¢6 thé do BN thuong dén kham tré khi khéi u di co kich thudce kha 1on.
Két qua nghién ctru cua chung t6i cho théy, tu sO khoi u bung chiém 30,3%,
xuat huyét tiéu hoa chi chiém 14,9%.

DU sao ciing c6 su khac biét d6i chat vé triéu chimg 1am sang giita
GISTs va UTBM tuyén cua da day rudt. Thuong & nhém bénh nay cac triéu
chtng 1am sang nhu dau ving thuong vi, ¢ hoi, day hoi... dén sém hon. Trong
nghién ctru cia Trinh Thi Hoa va cong su tai Bénh vién K vé UTBM tuyén
ctia da day cho thay triéu ching 1am sang phd bién nhat 1a hoi ching viém
loét da day: dau thuong vi gap 91,5%; déy bung kho tiéu 67,9%; o hoi ¢ chua
51,9%; budn ndn hodc non 35,8%. Mot sb tricu chirng khac nhu chén an, mét
moi la 54,7%; gﬁy sut can 1a 57,5%. Cac triéu chung it gap nhu hoi ching
xuat huyét tiéu hoa gébm nén mau 1a 11,3%; ia phan den 1a 14,2%. Triéu
ching khic nhu da xanh gip chiém 34,9%, hep mon vi 1a 13.2% va c6 u
thuong vi 1a 12,3% [118].

Nhitng triéu ching nay hau nhu khong gip trong GISTS, hodc néu c6
cling chi & nhiing giai doan rat mudn. Piéu nay hoan toan phu hop véi dic
diém bénh hoc GISTs khi khdi u chu yéu phat trién ra ngoai thanh 6ng tiéu
hoa, khong phat trién vao phia trong nhuw UTBM, chinh vi vay triéu ching
dau bung thudng xuét hién mudn. Khdi u chi giy dau khi phat trién giy chén
ép trong 6 bung. Hon nita, mic do dau thuong 1a it. Trong nghién ctru cua
chung t61, chu yéu BN chi dau & mtrc d6 it hoac trung binh, cam giac dau chu

yéu dau am i, lién tuc va khong li€n quan dén nhu dong ong ti€u hoa.
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Piéu nay cang dugc thé hién 16 hon & céc tridu ching thuc thé khi tham
kham. Két qua nghién ctru cta ching t6i cho thiy, triéu chimg ban tic rudt
gip Vi ty 16 rat thap 4/188 BN chiém 2,1% cac truong hop. O céc truong hop
nay, khéi u bung 1a rat 16n, lan rong va chén ép céc tang trong 6 bung gay hoi
chtng ban tic rudt.

Mot tri¢u chig khac biét so véi UTBM 6ng tiéu hoa 1a ty 1€ di can hach
ngoai vi. Trong nghién ctru ctia ching t61, 188 BN & giai doan mudn, khong
c6 BN nao c6 hach ngoai vi trén 1am sang. Ty 1¢ nay la khac biét so vdi cac
nghién ctru vé UTBM dudng tiéu héa nodi chung. C6 thé nhan thay, ty 1¢ di
cin hach ctia GISTs la thap. Diéu nay cang duogc thiy rd nét hon d6i véi két
qua danh gia di can hach 6 bung. Phan nay chung toi xin phan tich rd hon
trong phan sau vé két qua di can hach danh gia trén xét nghiém can lam sang.
4.2. Pic diém cin lAm sang
4.2.1. Cdc chi sé huyét hoc
4.2.1.1. Huyét sdc t6 (HST) trude diéu tri

Thiéu mau 1a biéu hién thuong gip ciia BN ung thu giai doan mudn, dic
bié ung thu hé thong tiéu hoa. Theo tiéu chuan cuia WHO thiéu mau dugc
chia thanh cac mirc do tuy thudc vao lugng HST. Vi muire HST trén 1209/
dugc coi 14 mirc binh thuong doi vdi BN bi ung thu. Khi HST dudi 1209/
nhung trén 90g/1 dugc coi 1a thiéu mau nhe hay thiéu mau do 1. Muc do tir 70
dén 90g/I 1a thiéu mau vira hay thiéu mau do II. Thiéu mau ning hay do III
khi HST duéi 60 g/1 [119].

Két qua nghién ciru ciia chung toi cho thiy, trudc diéu tri ty 1& thiéu
mau, HST thép la 35,6%, chi gap thiéu mau & mtc d nhe va trung binh,
khéng gap truong hop nao thiéu mau mirc do ning. Piéu nay c6 thé giai thich
1a do sy chdy mdu ri ra trong u. Qua trinh chdy méu da dién ra tir 1au trudc
khi phat hién bénh, c6 thé 13 dai thé hodc vi thé tir trudc d6. Cac nghién ciu
trong va ngoai nudc cling cho nhan dinh twong tu. Nghién ctru cta tac gia Bui

Trung Nghia trén ddi twong BN GISTs giai doan sém ciing nhén thdy, c6 dén
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17,1% bénh nhan GISTs ha huyét sic té trude diéu tri [108]. Cac nghién ciru
dau tién cla cac tac gia nudc ngoai khac ciing khang dinh nhan dinh nay [2].
4.2.1.2. Chi sé bach cdu hat (BCH) trude diéu tri

Két qua nghién ctru ciia chung t6i cho thay, ¢6 66/188 BN (chiém 35,1%)
BN c6 chi s6 BCH ting cao hon mirc binh thuong (>5 x 10%/1). Két qua nghién
ctru nay ctia chung t6i thap hon nghién ctru cua tac gia Blanke (2008) véi 50%
BN c6 chi s6 BCH ting cao [81]. Nghién ciru cta tac gia Rutkowski (2007)
cling cho thdy c6 dén 27,1% tong s6 BN co chi sé6 BCH truéc diéu tri ting cao
[107].

So sanh v6i mot s6 nghién ciru GISTS & giai doan sém duoc diéu tri PT
va diéu tri bo tro v6i Imatinb cho thay, ty 18 BN c6 ting s6 lugng BCH thap,
v6i ty 18 chua dén 10% [6],[8],[120]. Hién nay chua c6 nghién ciru nao so
sanh truc tiép liéu xem s6 luong BCH cao trudce diéu tri c6 mbi lién quan dén
giai doan bénh bdi s6 luong BCH con bi anh hudng boi nhidu yéu to. Tuy
nhién vai tro ctia chi sb nay co lién quan dén dép ing mién dich ciing nhu kha
nang tai phat cling nhu khang véi liéu phéap diéu trj dich da duoc nghién ciru,
khong chi trong GISTS ma con trong mot sé bénh sarcoma phan mém khac
[121]. V& phan nay chung toi sé& trinh bay trong phan két qua diéu tri.
4.2.1.3. Chi sé6 Albumin huyét tiwong triede diéu trj

Vé chi s6 Albumin huyét tuong trudc diéu tri, két qua nghién ctru cia
chung t6i cho thiy, c6 28,2% BN c6 chi s Albumin huyét twong thip
(<35g/1). Két qua nghién ciru nay cta chung toi thap hon nghién ciru ciia tac
gia Blanke (2008), khi nghién ctru cta tac gia cho thdy c6 dén 66/148 BN
chiém 44,6% BN c6 chi s Albumin trude diéu tri 1a thdp hon binh thudng
[81]. Tuong tu két qua cua tac gia Rutkowski (2007) ciing cho thiy c6 dén
19% BN c6 chi sé nay thap [107].
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Mot sd gia thuyét lién quan dén vai tro tién lugng ciia Albumin trude
diéu tri, tuy nhién gia thuyét vé anh hudng cua yéu té nay dén duoc dong hoc
va phan bd cia thudc imatinib dén dap tmg diéu tri cling nhu thoi gian song
thém dugc nhiéu tic gia cong nhan hon. Cé dén 95% thude duoc gin voi
Albumin dé van chuyén trong méau, khi ndng do Albumin méau thap c6 thé
ndng do thudc van chuyén va phan bd dén u giam, tir 46 giam ty 1& dap tng

ctia bénh. Piém nay chung toi s& phan tich rd hon trong phan két qua diéu tri.
4.2.2. Soi ong tiéu héa

Puogc ghi nhan trén 113 BN c6 két qua soi da day va dai trang, két qua
qua ndi soi cho thy 87,6% thé 161 kém theo loét bé mat, 12,4% thé sui, khong

c6 truong hop nao thé thAm nhiém.

Pay l1a diéu khac biét voi UTBM tuyén: cha yéu cho hinh anh loét.
Nghién ctru cta Trinh Thi Hoa (2010) trong UTBM tuyén da day cho thiy thé
loét chiém ty 18 cao nhat 1a 45,3%; tiép d6 dén thé loét - sui chiém 38,7%; thé
loét - tham nhidm va thé tham nhiém it gip hon 1an luot chiém ty 16 9,4% va

3,8%:; thé sui 1a it gap nhat voi ty 1¢ 2,8% [118].

GISTs giai doan dau thuong 1a nhitng khéi u 16 1én trén bé mat cta niém
mac duong tiéu hdéa, mudn hon s€ xuét hién 6 loét trén nhitng u 16i d6, di kém
xuat huyét. Dic biét trong GISTs khong gip thé thAm nhiém. Trong 14 BN c6
t6n thuong thé sui, cac BN nay déu c6 tridu chimg xuat huyét tiéu hoa. Cac

truong hop nay déu c6 hoi ching xuat huyét tiéu hoa trén 1am sang.

Theo két qua nghién ctru ciia Voiosu T va cong su (2012), ndi soi rat c6
gia tri trong chan doan, nhét 1a ndi soi siéu am, ngoai vi¢c xac dinh kich
thude, mic do lan rong, qua d6 s& bam sinh thiét ton thuong dé c¢6 chan doan

mo bénh hoc [44].
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4.2.3. Chup CT 6 bung
Kich thwéc u nguyén phat

Dua vao két qua xét nghiém chan doan hinh anh nhu chup cat 16p vi tinh
6 bung hay chup céng hudng tir, d6i khi ca cach thic PT dé tim ra kich thudc
t6n thuong. Trong nghién ctru nay dudng kinh trung binh u 1a 11,3+ 2,3 cm,
53,2% BN c¢6 kich thude u trén 10 cm; 46,8% dudi 10cm. BN dén vién & giai
doan mudn nén kich thudc u ciing rat 16n. Tuy nhién, day 1a diém khac biét
rat rd voi loai UTBM tuyén duong tiéu hoa, khi ¢ ton thuong voi kich thude
nho hon nhiéu thi cling da co thé gay ra bién chirng nhu tac rudt, hep moén vi.
Y vin thé gi6i da ghi nhan c6 nhitng BN mang trong minh khbi u GISTs ¢6
kich thudc 1én dén 50 cm [2].

Hoai tir trong khoi u

Két qua nghién ctru ctia chung toi cho thdy, da sd cac truong hop ¢ hoai
tir trong khoi u (85,1%). Pic diém nay ciing 1a dic diém hay gip cua GISTs.
Céc nghién ctru chan doan hinh anh GISTs cac nghién ciru khac ciing cho
thay, hoai tir trong u ciing rat hay gip trong GISTs, dao dong tir 70-90%
[45],[122]. V¢ hinh 4nh dai thé khéi u GISTs sau phau thuat cling rat hay gip
hinh 4nh hoai tir trong u.

4.2.4. Vi tri u nguyén phat

Theo y van, GISTS c6 thé xuat hién tai bat ki vi tri ndo cua 6ng ti€u hoa,
tir thue quan dén tryc trang. Ngoai ra, bénh con c6 thé gip & cac co quan
ngoai 6ng tiéu hoa nhu: mac treo rudt, mac ndi 16n hodc sau phiuc mac. Két
qua nghién ctru ctia chung t6i cho thay GISTs da day gip véi ty 16 cao nhat
v6i 43,1%, GISTs rudt non dung thir 2 véi ty 16 26,1%. Két qua nghién ciru
nay cua ching toi tuong tu voi két qua nghién ciru clia cac tic gia trén thé

gidi. Theo bao cdo clia cac nghién ciru trén thé gidi thi GISTs da day gip 40-
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60% tong s6 cac truong hop; vi tri hay gip tht 2 tai duong tiéu hoa 1a hdng
héi trang voi ty 16 gap khoang 25-30% [24],[32],[36]. Két qua nay 14 hoan toan
phu hop véi nghién ctiu cua ching t6i. Cac nghién ctru tai Viét Nam trong
nhimg nim gan déy ciing cho két qua tuwong ty. Theo Diép Bao Tuin (2016),
GISTs da day gip 42,2% chiém ty 18 cao nhét, ké dén 13 rudt non véi 36,7%
[109]. Tac gia Pham Minh Hai va CS (2008) ciing cho thdy, GISTs da day 1a
hay gdp nhét véi ty 18 1a 54%, tiép dén 13 rudt non (15%), GISTS ngoai dudng

tiéu hoa bao gdm hach mac treo, sau phic mac gip véi ty 18 20% [117].

Céc vi tri it gdp hon trong nghién ctru cia ching t61 1a GISTs dai truc
trang 12,8%, ta trang 3,7%, thuc quan 0,5%. Két qua nay cua ching toi
twong tu véi két qua cua cac nghién ctiru vé GISTS trude day trén thé gidi,
cac nghién ctru déu bao céo ty 18 gapGISTs dai truc trang khoang 5 — 15%
[35], it gap hon la ta trang (gap voi ty 1€ khoang 5%), thuc quan (dudi 1%)
[17],[32],[33],[36]. Két qua nghién ciru cia tac gia Diép Bao Tuan (2016)
cling cho két qua twong tu [109]. Tac gia ghi nhan thdy, cac vi tri it gip 1a
thuc quan (0,9%), dai-tryc trang (14,7%), khong c6 truong hop nao gap tai
ta trang [109].

GISTs khong xuét phat tir dng tiéu hoa con duoc goi 1a cac khdi u mo
dém ngoai ong tiéu hoa - extragastrointestinal stromal tumors (eGISTs). Cac
vi tri ¢6 thé gap 1a sau phuc mac, mac treo rudt hodc doéi khi la mac ndi 16n.
Két qua nghién ctru cta ching toi cho thiy, GISTS mac treo ciing it gip, véi
ty 1€ 13,8%. Cac nghién ctlru déu bao céo ty 1€ gdp tai mac treo dao dong tur
10-20% [16],[37],[117], diéu nay 1a hoan toan phu hop véi nghién ctu cia
chung toi.

Vi tri khdi u nguyén phat cling 1a mot yéu té quan trong trong du béo

tién lugng d6i voi GISTs. GISTs xuat phat tir da day co tién luong tot hon véi
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cac vi tri con lai. Céc vi tri it gap nhu truc trang, thuc quan, hodc ngoai 6ng
tiéu hoa thuong co tién luong x4u hon [23],[31],[38]. Két qua phén tich hiéu
qua diéu trj cling nhu thoi gian sdng thém lién quan dén vi tri u ching toi s&

trinh bay rd hon trong phan két qua diéu trj.
4.2.5. Pic diém di can

Bénh ung thu néi chung thuong di cin theo 3 con duong, duong bach
huyét, dudng mau va lan tran theo duong ké can. GISTs chi yéu di cin theo
duong mau va lan tran ké can, hiém khi theo dudng bach huyét. Két qua
nghién ctru ctia chung toi cho thay trong s6 133 BN c¢6 ton thuong di cin, ton
thuong di can gan 13 hay gip nhit chiém 57,1%. Di cin phiic mac 1a 36,8%.
C6 thé nhan thiy, hai vi tri di cin thuong gip ciia bénh 1a di cin gan va di can
phuc mac. Vi tri di can khac it gap hon 13 phoi, xwong voi ty 18 gip lan luot 1a
10,5% va 6,0%.

Theo y vén, cac vi tri thuong gap di can cua GISTs la gan va phic mac
[2]. Theo nghién ctru ciia Demetri, Miettinen va CS (2002) trén hon 200
truong hop GISTs di cin, tic gia ciing nhan thay ty 1& di cin gan 14 cao nhét
vo1 65% cac truong hop. Di can phuc mac 1a vi tri di cdn dung tht 2 voi
21,0%. Cac vi tri di can khéac it gdp hon 13 phdi 6,0%, xuwong 6,0%. Tac gia
cling nhan thay ty 18 di can hach 1a it gip véi ty 1& chi 2,0% céc trudng hop
[30]. Két qua nghién ctru cua tac gia Diép Bao Tuan trén nhom BN di cin
cling cho két qua tuong tu véi vi tri di can hay gip nhat 1a di cin gan, di can

hach ciing rat hiém gap [109].

Két qua nghién ctru ctia chiing toi cho thay, duy nhat mot BN ¢d di can
hach trong 188 BN nghién ciru. So sanh véi két qua nghién ctru ciia nhiéu tac
gia trén thé giéi khac cling déu nhan thay di can hach 1a rat it gap[30]. Cac

nghién ctru trén cac BN GISTs duoc PT va danh gia di cin hach sau md ciing
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nhan thay ty 1& di cin hach ving ciing 1a rat thip. Nghién ctru cua tac gia Bui
Trung Nghia (2010) trén cdc BN GISTs duoc PT tai bénh vién Viét Durc cling
cho thay, ty 1& di can hach chi 14 2,5% [108]. Pay chinh 13 diém khéc biét 16n
trong bénh hocGISTS so véi cac bénh Iy UTBM khac ciia dng tiéu hoa. Chinh
vi vdy, nguyén tic phiu thuat GISTs khong khuyén cao vét hach dy phong,
trong khi day lai 1a mot trong nhimg diéu bat budc khi PT véi loai UTBM
tuyén 13 bénh thudng di cin theo duong bach huyét.

4.2.6. Diic diém mé bénh hoc
4.2.6.1. Bénh phdam va phwong thirc ldy mdu bénh pham

Két qua nghién ctru cua ching toi (bang 3.9) cho thay, hau hét (75%)
bénh nhan dugc xét nghiém mo bénh hoc tir khdi u nguyén phat. Chi 25%
bénh nhan duoc xét nghiém tai ton thuong di can. Trong sé cac phuong thirc
ldy mau bénh pham, sinh thiét qua ndi soi dng tiéu hoa chiém ty 18 16n nhat

60,1%.

Diéu nay co thé giai thich do trong nghién ctru cta ching toi chu yéu ¢
giai doan muon, khi khéi u 16n, viéc sinh thiét chi nhdm muc dich dé c6 chan
doan mo bénh hoc xac dinh dé diéu tri. Hon nita, sinh thiét xuyén thanh bung
d6i v6i khéi u nguyén phat GISTs 1a han ché do nguy co reo rac té bao trong
qué trinh thuc hién 1a twong ddi cao. Ciing chinh vi vdy, s6 lwong bénh nhan
dugc sinh thiét kim xuyén thanh 1a thap chi 26,1%. Phan 1én trong s6 nay 1a
sinh thiét kim céc ton thuong di cin, hay gip nhat 1a sinh thiét gan xuyén
thanh du6i huéng dan siéu am.
4.2.6.2. Dic diém vi thé

Tén thuong vi thé cua GISTs thuong c6 3 loai té bao: chiém da s 12 loai
té bao hinh thoi, s6 it 1a t& bao biéu md va cé mot s 1a su pha trdn ctia ca hai

loai trén [23],[123].
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Dang té bao hinh thoi 1a t& bao co dang hinh thoi, dic trung cho mot $6
loai u. Dang té bao biéu mo gidng thuong bi 1a 16p té bao mong che phil bé

mat trong va lop ngoai cia co thé, ong dan va mach mau.

Trong nghién ctu cua ching té1 (Bang 3.9) c6 68,6% thudoc dang TB
hinh thoi, 19,7% dang té bao biéu mé va 11,7% dang té bao hdn hop, phl
hop voi nghién ctru cia Christopher B va cong su (2012) [124]. Tuy nhién
néu chi dua vao hinh anh vi thé qua phuong phap nhudém thong thuong thi
kho6 chan doan phan biét gitra GISTS véi cac sarcoma khac. Mot nghién ciru
khéc cua tac gia Nguyén Vian Mio va CS (2010) cho thay, mé bénh hoc té
bao hinh thoi chiém da sé dén hon 80%. Piéu nay 14 hoan toan phu hop véi
nghién ctru cua chung toi [125].
4.2.6.3. Chi s6 nhan chia

Chi s6 nhan chia 12 mot thong sd rat quan trong trong GISTs thé hién
murc d6 ac tinh ctia khéi u. Nam 2010, cac nha giai phdu bénh di thong nhét
phan chi s6 nhan chia thanh 2 muc: chi s6 nhan chia thap: < 5 t& bao/50 vi
truong 400 va chi s6 nhan chia cao > 5 té bao trén 50 vi trudong. Dua vao chi
s6 ndy dé phan loai giai doan ciing nhu phan do mirc d6 nguy co cta BN
GISTs [60].

Két qua nghién ctru cua ching tdi cho thiy, c6 dén 96/188 BN chiém
51,1% c6 chi sb nhan chia cao. Két qua nghién ciru nay ciia ching toi cling
tuong tu so voi mot sd nghién ctru GISTS ¢ giai doan mudn. Nghién ctru cua
tac gia Yeh CN (2011) trén 171 BN cho thiy, ty 1&¢ BN c6 chi s6 nhan chia
cao la trén 50% [97].

Khi tién hanh phan tich chi s6 nhan chia ctia nhom BN trong nghién ctru
chung t6i ciing cho thdy, khong c6 mdi lién quan gita chi s6 nhan chia va
kich thudc u. Két qua nghién ctru nay c6 thé thay, kich thude u khong quyét

dinh dén chi s0 nhan chia. Ngoai ra, chi s0 nhan chia con c6 thé khac nhau
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gilra cac vi tri u. Do gidi han cta dé tai, trong nghién ctru nay, ching toi tap
chung chu yéu nhdm x4c dinh moi lién quan gitra chi s6 nhan chia dén thoi
gian song thém cling nhu két qua diéu tri cua BN. Phan nay sé dugc noi rd

trong phan dap ng va thoi gian séng thém cta BN.
4.3. Két qua diéu tri

4.3.1. Pdp veng diéu tri

4.3.1.1. Ty 1¢ dap vng va ty 1¢ kiém soét bénh

Trude kia khi chua c6 diéu tri bang imatinib, két qua diéu trj ctia GISTs
1a rat thap. Bénh khang voi nhiéu loai hoa chét, ty 1 dap tmg dudi 10% ké ca
viée sir dung phac d6 két hop 3-4 hoa chat. BN dung nap thudc kém, doc tinh
cao, ty 1& dap Gng thap, thoi gian séng thém ngan dao dong tir 16-18 thang
[12],[126]. Tai thoi diém d6, diéu tri GISTs thuc su 1a mot thach thic va kho
khan. Véi sy ra doi cua imatinib da danh ddu mot cude cach mang trong diéu

tri bénhGISTs.

Két qua nghién ctru cta ching tdi thu duoc rat kha quan (Bang 3.15):
110/188 BN chiém 58,5% dat DPUMP, khong c6 BN nao dat PUHT; 28,2%
(53/188 BN) BGN va 13,3% BTT. Nhu vay ty 1€ dap ung toan bd 1a 58,5%, ty
1¢ kiém soét bénh dat t6i 86,7%.
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Bing 4.1. Ty Ié ddp ikng va kiém sodt bénh ciia mét sé6 nghién ciru

o Liéu imatinib S6BN | Tylé dap | Ty 1é kiém
Tac gia _ ]
(Glivec) (n) wng (%) | soat bénh
Demetri va CS
400mg 147 60,5 86,0
(2002) [85]
Chun-Nan Yeh va
400mg 171 57,3 87,1
CS (2011) [97]
Ryu Min-Hee va
400 47 63,8 90,5
CS (2009) [127]
Nishida va CS
400 74 68,9 93,6
(2008) [128]
Blanke va CS 400mg 345 45 75
(2008) [81] 800mg 349 45 77
Pham Duy Hién va
400mg 35 65,6 94,2
CS (2010)
Mai Trong Khoa va
400mg 35 57,1 91,3
CS (2014)
Po Hung Kién
400mg 188 58,5 86,7
(2016)

Két qua nay tuong tu v4i két qua nghién ctru cia cac tac gia nude ngoai.
Nghién ctru pha IT dau tién cua tac gia Demetri va CS (2002) cho ty 1& dap
g 54,0%, ty 1& kiém soat bénh ciing rat cao dén hon 80% [85]. Nghién ctru
tai cac nude chau A, ty 18 dap (mg c6 cao hon chit it nhung khong nhiéu.
Nghién ctru cua tac gid Yeh CN (2011) trén cac BN Pai Loan, ty 1€ dap ung
la 57,3% [97], trén BN Han Qudc 1a 63,0% [127]. Nhu vay c6 thé thdy, két

qua nghién ctru ctiia ching t6i ciing tuwong ty voi nghién clru cliia cac tac gia
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trén thé giGi. Phan tich gdp trén 1640 BN GISTs giai doan muédn cho thy, ty
1& dap tng tir 51-54% [103]. Ty 1& dap Gmg nay thip hon so véi nghién ciru
cua chung t61 doi chut. S¢ di c6 su khéc biét nay 1a do sy khac biét dbi tuong
nghién ctru cua ching t6i. Trong nghién ctru cta ching t6i, 100% BN déu co
CD 117(+) hay c6 @6t bién gen c-KIT. Trong khi d6, cac nghién ctru trén bao
gdm cé cac dot bién khac, cac dot bién khac nhau co ty 1& dap Gng véi thude
cling 1a khac nhau. Cac nghién ctru ciing da khang dinh vai tro ctia dot bién
gen dén ty 1& dap tmg cua thubc.Nghién ctru trén 324 BN GISTs két qua tir
nghién ciru phan tich cong gdp nay cho thiy, dot bién gen KIT trén exon 11
c6 ty 18 dap tng 13 cao hon han so voi dot bién trén exon 9 (72% so véi 44%).
Trong nghién ctru cta ching toi, cac BN khong duge lam dot bién gen nén
chung t6i khong tién hanh phan tich nham xac dinh vai tro ciia dot bién gen
voi ty 1€ dap ung.

So sanh voi mét sé nghién ctru tai nude ta, két qua ty 1& dap ung cia
chung t6i 1a twong tu. Nghién ctru cta tac gia Pham Duy Hién va Nguyén
Tuyét Mai (2010), day 1a mot nhanh cta dé tai khoa hoc cap nha nuéc. Trong
nghién ctru nay, 35 BN GIST giai doan tai phat, di cin dugc diéu tri bang
imatinib, két qua cho thiy c6 dén 65,6% BN dat dap tng, trong do co 1
truong hgp DUHT [13]. Nghién ciru cua tac gia Mai Trong Khoa va CS vaéi
35 BN GISTs cho ty 1¢ dap ung 1a 60,0% BN dat dap img véi imatinib, trong
do ty 16 DPUMP la 57,1%; 34,2% BGN va 5,8% BTT [110]. Cac nghién ciru
clia cac tac gia trén déu cho ty 16 dap tGng cling nhu ty 1& kiém soat bénh tbt
ctia thube ddi véi BN GISTs ¢ nude ta. So sanh véi cac nghién ciru nay, ty 18
dap tng ctia ching t6i c6 thap hon doi chat. Tuy nhién, trong nghién ctru cta
chung t6i ¢6 19 bénh nhan sau dap tng tét, duge phau thuat cit u, nhom bénh
nhan nay di duoc loai ra khoi nghién ctru, chinh vi vay, két qua nghién ctru

vé dap tng cling thap hon d6i chut.
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4.3.1.2. Thoi gian dap ung

Két qua nghién ctru cta chung t6i cho thdy, thoi gian trung binh xut
hién dap tng 1a 4 + 0,5 thang. Két qua tir bang 3.16 ciing cho thdy, tai thoi
diém 9 thang sau diéu tri bang thudc, sé lwong BN danh gia dap ung voi
thudc 1a khong ting thém. Cac nghién cu tir nhitng nam dau khi thudc bat
dau duoc st dung dé diéu tri GISTS, céc tac gia it quan tAm dén thoi gian xuat
hién dap ung.

Nhitng ndm gan day, cac tic gia quan tdm nhiéu hon dén thong s nay
v6i hai muyc dich: dé xac dinh thoi gian theo ddi dap tmg hop 1y ddi voi cac
truong hop GISTs giai doan mudn; va xac dinh thoi gian chuyén mo kip thoi
d6i véi cac truong hop GISTs diéu tri tan bo tro.

So sanh két qua nghién ctru ctia ching toi voi mot sd nghién ctru trén
thé gi6i cho thdy, két qua nghién ctru ctia chiing t6i cling tuong tu voi két qua
thoi gian dap ung dao dong tir 3-6 thang. Tac gia Rutkowski va CS (2007)
nghién ctu trén hon 100 BN GISTs giai doan mudn dugc diéu tri b?mg
imatinib cling cho thiy, thoi gian xuét hién dap Gng trung binh 1a 3,6 thang
(~ 14,4 tuan) [107]. T4c gia Tirumani va CS (2008), thoi gian xuét hién dap
tmg trung binh 1a 15 tudn [129]. Nghién ctru cua tac gia Axel Le Cesne
(2009), thoi gian xuat hién dap ung trung binh con sém hon 13 11 tuan [130].
Gan ddy nhat, tac gia Rutkowski (2014) nghién ctru trén 161 BN duoc diéu tri
tan bo tro cho thay, thoi gian xuat hién dap Gmg trung binh 1a 17,2 tuan, thoi
gian diéu tri tn bo tro ti da trung binh 1a 40 tuan [50]. Nhu vay, sau khoang
thoi gian 9 thang diéu tri, khong ghi nhan trudng hop nao c6 dap ung. Chinh
tir két qué nghién ctru trén, khuyén cdo diéu tri tAn bo trg cho bénh khong qua
12 thang da duoc ra theo hudng dan diéu tri méi nhat cia ASCO hay ESMO,

viéc diéu tri thém trong tan bo tro 1a khong cé ¥ nghia. Cac khuyén céo nén
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chuyén sang cac TKI thé hé hai dé hi vong c6 thé diéu tri c6 két qua tét hon
cho c&c BN nay.

Dap tng mudn cé thé thay trén cac BN ma trude d6 bénh 6n dinh. Thong
thuong dap tmg u & murc tdi da trong vong 6-12 thang sau diéu tri. Panh gia
dap ung sau thoi diém diéu tri 3 thang 1a rat quan trong, néu sau 3 thang diéu
tri, ton thuong tién trién (theo RECIST) cin xem xét chuyén phuong phap
diéu tri khac (chuyén diéu tri sunitinib hogc bién phap khac).

Hién nay, véi su ra doi cua rat nhiéu cac thudc diéu trj nhim trung dich
trong diéu tri bénh ung thu, ty 1¢ dap Gng cta thuéc khong phai 1a thude do
thuc su chinh xac cho hi¢u qua cua thudc. Boi trong cac nghién ctru pha II,
chung ta khong thé xac dinh rd duoc hiéu qua cta thubée dén dau trude khi
diéu tri. Pic biét 1a ddi v6i nhom BGN, khong dap tmg ciing khong tién trién,
cac BN nay phai dugc tiép tuc duoc diéu tri véi thudce.

Mot diém dic biét trong nghién ctiru nay 13 c6 phan khong nho BN c6
dap ung sau 3 thang dén 6 thang diéu tri. Piéu nay c6 thé duoc giai thich do
co ché tac dong wrc ché sy ting sinh ciia imatinib di e ché su tiang truong cia
khéi u. Khéi u giam ting sinh, khong ting 1én vé kich thudc nhung dé giam
kich thudc thi phai can mot thdi gian nhat dinh méi thiy rd dugc trén céc
phuong tién chan doan hinh anh. Mét sb tac gia trén thé gid1 da nhan rd dugc
diéu ndy nén céc tac gia da tién hanh sinh thiét ton thuong sau diéu tri véi
thude. Va két qua thuc sy da goi mo dé ra doi cac phuong ti¢n danh gid moi.
Céc tac gia nhan théy, dap tng thuc sy dugc nhin rd trén ti€éu ban mo bénh
hoc khdi u sau diéu trj. Trong nghién ctru cia ching t61, nhom BN bénh on
dinh khong dugc lam xét nghi¢ém mo bénh hoc dé so sanh, néu duoc thuc hién

c6 I ty 1€ dap ting cua bénh s€ con cao hon.
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4.3.1.3. Lién quan ty I¢é ddp iing va mét sé yéu to
Gidi

Khi phan tich mot sb yéu té anh hudng dén ty 1¢ dap ung, két qua nghién
clru ctia chung t6i cho thiy ty 1¢ dap tng cua thudc & nit gidi 1a cao hon nam
gidi. Ty 1& dap tng & nit gidi 1a 68,5% cao hon nhiéu so voi nam gidi 53,3%.
su khac biét 1a co y nghia thong ké voi p<0,05 (bang 3.17). Mot s6 nghién
ctru khéc cling cho nhan dinh tuwong tu. Nghién clru cua tac gia Van Glabbeke
M (2006) trén hon 900 BN ciing cho thiy, ty 1& dap Gmg & nit gi6i 1a cao hon
nam gidi [99]. nghién ctru cua tac gia Blanke D (2008) trén hon 600 BN cling
cho nhén dinh twong tu [81]. Hién nay cac gia thiét 1y giai nguyén nhan ty 1é
dap Uing ¢ nit gidi cao hon nam gidi cling da dugc dua ra nhung chua gia
thuyét ndo c6 thé giai thich mot cach rd rang nhat.

Vitriu

Nghién ciru ctia chiing t6i ciing cho thdy mdi lién quan gitta dap ing va vi
tri u nguyén phat. Két qua cho thay, ty 1& dap tmg cao hon & nhom u da day so
véi u tai rudt non va vi tri khac (bang 3.19). Sy khac bi¢t 1a c6 ¥ nghia théng ké
voi p=0,024.

Két qua nghién ctru nay cta ching toi 1 hoan toan c6 thé giai thich
dugc. Cac nghién ciru trén thé gidi cling déu thay rang, GISTS tai da day c6
tién luong tot hon, dap ‘mg véi imatinib hon so vé6i cac vi tri khac. Cac nha
nghién ctru da tim hiéu nguyén nhan dan dén diéu nay. Mot sb gia thuyét da
dugc dua ra, gia thuyét duoc chimg minh nhiéu nhat c6 18 1a do ty 1é dot bién
nhay cam thudc c6 nhiéu hon & da day, trong khi d6, cac dot bién khang thube

lai xuat hién nhiéu hon & cac vi tri khac.

Khi phan tich thoi gian séng thém lién quan dén vi tri u, chiing t6i cling

cho két qua twong tu. C6 thé thiy, dap tng tot hon dan dén thoi gian sdng
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thém ciing tot hon.
Kich thwéc u nguyén phat

Tién hanh phan tich mbi lién quan dép ung diéu tri voi kich thudc u
nguyén phat, chung t6i khong tim thiy su khac biét trong 2 nhém kich thudc
u: nhom kich thudc u nguyén phat <10 cm va nhém cé kich thudc u nguyén
phat >10 cm. Két qua nghién cu nay cta chung toi tuong tu voi két qua
nghién ciru cia cc tac gia trong nhitng nim gan day. Dic biét 1a ddi véi cac
d6i tuong duogc diéu tri tan bo tro. Cac nghién ctiru déu thiy rang, kich thudc u
khéng phai 13 yéu t6 quyét dinh dén dap tmg cta imatibib.

Nong dé hemoglobin truéc diéu tri

Khi phén tich méi lién quan gitra ty 1é dap ung va nong do hemoglobin
trudce diéu tri (bang 3.20), két qua nghién ctru ctia ching toi cho thiy, ¢ nhiing
BN c6 ndng d6 Hemoglobin binh thudng cé ty 1& dap tmg cao hon so voi
nhitng BN c6 nong d¢ Hemoglobin thap (65,3% so véi 46,3%, p=0,011,). Két
qua ndy tuong ty véi hau hét moi nghién ctru trén thé giéi trén nhoém BN
GISTs giai doan mudn. Pdi véi BN c6 néng d6 Hemoglobin thap c6 anh
huong dén duoc dong hoc cua thudc bao gom: giam luu luong tudn hoan,
giam thoi gian ban thai ctia thudc. Chinh diéu nay anh hudng dén van chuyén
va phan bo thudc. Cac nghién ctru trén cac BN bach cau man dong tay (CML)
duogc diéu tri voi imatinib cling nhan thdy diém tuong ty.

Ngay tir nghién ctru dau tién 14 nghién ctu cua tac gia Demetri (2002),
tac gia cling nhan thiy, néng do thudc ciing anh huong dén két qua diéu tri.
Viéc lya chon 2 lidu 400mg va 600mg trong thdi diém nghién ctu ciing da
cho thay tac gia da nhan ra duoc diéu nay. Tuy nhién, khi dung liéu cao hon,
nguy co tac dung phu thudc gay ra ciing 1a cao hon. Néu doc tinh qua nhiéu,
vai tro diéu tri thudc trong giai doan mudn khong co y nghia nhiéu khi chét

luong cudc séng ctia BN bi anh hudng nghiém trong. Chinh vi vy, nhiéu
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nghién ctu da duoc tién hanh nham xac dinh liéu diéu tri hiéu qua nhét cho
BN GISTs. Két qua cac nghién ciru déu thay rang licu 400mg/ngay 1a liéu
diéu tri toi uu cho hau hét cac BN GISTs giai doan mudn.
Chi s6 BCH truéec diéu tri

Mot yéu té nira ciing anh hudng dén ty 1é dap tmg cua thude trén cac BN
GISTs d6 1a sb lugng BCH. Két qua nghién ctru cia ching t6i cho thay, &
nhitmg BN ¢6 s6 luong BCH ¢ mirc binh thudng c6 ty 1 dap tng cao hon &
nhitng BN c6 chi s6 BCH ting cao (Bang 3.21). Két qua nghién ctru nay cia
chung tdi cling twong tu véi két qua nghién cru cia cac tac gia trén thé gioi.
Céc nghién ctru phén tich cong gop trong nhiing ndm gan day ciing cho théy,
BN c6 chi sé BCH trude diéu tri ting cao c6 ty 1& dap tmg thap. Nhiéu gia
thuyét dugc dua ra song gia thuyét vé mtc d6 4c tinh va khang véi diéu tri
ciia cac BN nay dugc chap thuan hon ca. Nghién ctu cua tac gia Van
Blacbeke M (2005) vé su khang thudc imatinib ciing cho thay, BN c¢6 chi s6
BCH tang cao, muc d0 ac tinh cua bénh cao hon va cé ty 1€ khang thude cling
cao hon. Chinh diéu nay lam giam ty 1& dap tng cua thudc v4i bénh. Nghién
ctru pha III cua tac gid Blank CD (2008) trén tap chi Jornal Clinical of
Oncology (2008) cling cho nhan dinh tuong tu vé diém nay khi luong BC hat
trude diéu tri cao déu 1a yéu to tién lugng xau dén séng thém khong tién trién
cling nhu séng thém toan bo ctia BN [81].
Nong d6 Albumin truée diéu tri

Imatinib dugc van chuyén trong mau cha yéu bang Albumin, chinh vi vy
khi nong d6 Albumin méu giam, viéc van chuyén va phan b cta thudc dén mo
bi bénh ciing giam. Pay chinh 1a Iy do anh hudng dén ty 1& dap tmg cua thude
thap trén nhitng BN giam ndng d6 Albumin trong mau. Két qua nghién ctru ciia
chiing t6i cling cho thiy, ty 18 dap ung trén nhom BN c6 ndng d6 Albumin thap
la 37,7%, thap hon nhiéu so véi nhom c6 ndng do albumin trong méau binh

thuong 13 66,7%, p= 0,01 (Bang 3.22). Két qua nghién ctru nay cta chung toi
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hoan toan tuwong tir véi két qua nghién clru cua cac tac gia nudc ngoai khac trén
BN GISTs.

Khéng chi trén cac BN GISTs, cac nghién ctru trén cac BN Bach cau
man dong tiuy (CML) dugc diéu tri voi imatinib ciing cho nhan dinh twong tu.
Diéu nay cang khéng dinh manh mé& vé co ché duoc dong hoc cua thude co
lién quan dén ty 1é dap tmg cua thude.

Cac yéu to khac

Chung t6i tién hanh phan tich dé tim mbi twong quan giita ty 1& dap Gmg
v6i mot s6 yéu to khac. Két qua cho thay, khong c6 mdi lién quan giita ty 18
dap Umg cua thube véi d6 tudi méc bénh, chi sd nhan chia, sd luong va vi tri
co quan di can cling nhu md bénh hoc (Bang 3.24). Két qua nghién ctru nay
ctia chung t6i cling twong tu v4i nghién ctru clia cac tic gia trén thé gioi.

Nhitng ndm gan day, viéc xac dinh cac yéu té lién quan dén dap Gmg cua
thudc ciing 13 mot diém quan trong dé tién luong. Céc tac gia hién nay déu tap
trung va xac dinh dugc dot bién gen 13 yéu t6 quyét dinh then chét. Tuy nhién
do hoan canh tai nudc ta hién nay, viéc xét nghiém gen trudc diéu tri khong
phai lac ndo ciing thuc hién duge. Chinh vi vy cac yéu té nhu: vi tri u, gioi,
noéng do6 HST, albumin, BCH trudc diéu tri cling gop phan du bao cho cic nha
lam sang biét dugc kha ning dap tmg ctia bénh d6i v6i thude. Tién luong tét
hon gitip ké hoach diéu tri cho BN duoc thuc hién t6t hon, dic biét dbi voi
GISTs, diéu tri da mé thirc dong vai tro rat quan trong.

4.3.2. Két qud song thém
4.3.2.1. Thoi gian song thém khong tién trién

Thoi gian tir lac diéu tri dén khi BTT hay PFS 1a mot chi sé dé danh gia

chinh xé4c hiéu qua cta thudc trong diéu tri bénh ung thu giai doan mudn, Vi

du bénh khong dap tmg nhung khong tién trién thi van dugc st dung thudc.
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Mat khac BN ung thu giai doan mudn thuong duoc diéu tri nhiéu bién phap
ké tiép nhau khi that bai, do d6 PFS s& loai trir dugc céac yéu t6 nhidu cua
song thém toan bo (OS) khi so sanh thudc nay véi thube khac trén cing mot
BN cung giai doan bénh, cting budc diéu tri.

Két qua nghién ctru ctia ching toi cho thay thoi gian PFS trung binh Ia:
45,8+ 2,8 thang. Ty Ié¢ PFS 3 nam la: 55,6%; 5 nam: 35,3%; 8 nam: 13,6%
(Bang 3.25).

C6 thé noi, day 1a mot két qua hét stc ngoan muc, dic biét bénh & giai
doan muon khong thé PT cit bo duoc u hodc da ¢ di can. So sanh véi thoi
diém khi chua c6 su ra doi cua imatinib, thoi gian séng thém khong tién trién
cua bénh rat ngan. Ty 18 dap ung thap vai hoa tri (dudi 10%) cho du sir dung
cac phac d6 két hop nhiéu hoa chat, ty I¢ séng thém khong tién trién dudi 6
thang. Tro lai thoi diém khi nghién ctru pha II cia tic gia Demetri cong bd
trén trén tap chi “New England Journal Medicine” nam 2002, két qua thu
duoc 1a rat ngoan muc. Tai thoi diém bao céo, sau 24 tuan, tac gia van théy co
BN dap tng voi diéu tri. Sau 46 tudn (~ 1 nim diéu tri), chua c6 BN nao tién
trién sau diéu tri [85]. Ngay sau d6, imatinib con dugc vi nhu “phat dan hiéu
qua diéu tri ung thu” trén thoi bao Times nam d6. Trong nhitng nim tiép theo
diéu tri, cac tac gia khac trén thé gidi ciing déu nhan thay, két qua diéu tri 1a
rat tot. K&t qua nghién ctiu cua chiing toi twong tu két qua nghién ctu caa mot
s6 nghién cau tai khu vic chau A nhu Pai Loan, Han Qudc hay Nhat Ban.
Theo tac gia Yeh CN (2011) nghién cau trén cac BN Pai Loan, thoi gian song
thém khong tién trién 1a 37,6 thang [97]. Nghién ctu cua tac gia Lee (2009)
tai Han Qudc 1a 40,3 thang [107]. Két qua nay ciing twong tu trong nghién
ctru trén cac BN chau Au cua tac gia Rutkowski (2007) trén cac BN GISTs
giai doan muon, vai thoi gian PFS 1a 42,1 thang [107].

Tuy nhién khi so sanh véi nghién ciru kinh dién cua tac gia Demetri
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(2002) hay ther nghiém B2222 cho thay, thoi gian PFS trong nghién ctu cua
chung t6i 14 cao hon nhiéu so véi nghién ciu cua tac gia trén (45,8 thang so
véi 24 thang). Piéu nay c6 thé giai thich do trong nghién ciau B2222, phan
I6n BN & giai doan rat muon, khéi u va ton thuong di can 16n. Hon nira cO
dén 51% tong s BN nay da that bai véi cac phac dd hoda chét trude do, trung
binh 1a 2 phac db. Tham chi c6 BN da that bai voi 7 phac dd héa chat trude
do[85]. Trong khi d6, & nghién ctu nay, toan bd BN dugc sir dung imatinib
budc dau va chua dugce didu tri véi bat ki phuong phap nao trude d6. Hon
nita, trong nghién cau cia ching t6i, ¢ dén 29,3% BN chua c6 ton thuong di
cin, ¢ giai doan khong thé PT duogc. Trong khi d6 nghién ctru cua tac gia trén,

100% BN d4 ¢6 ton thuwong di cin xa.

Pé phan tich méi lién quan giira thoi gian séng thém khong tién trién cua

bénh véi mot s6 yéu t ching toi xin duoc noi trong phan tiép theo.
4.3.2.2. Thoi gian song thém toan bg

Thoi gian séng thém toan bo 1a mot muc tiéu nghién cau quan trong
trong cac nghién ctiu vé bénh ung thu. Dbi véi GISTs giai doan muon thi thoi
gian séng thém toan b (thoi gian OS) cang c6 ¥ nghia vi & Viét Nam BN hau
nhu khong duoc sir dung cac thude bude 2 (sunitinib)va budc 3 (regorafenib)
do chi phi qua 16n, bao hiém y té khong chi tra, khong c6 chuong trinh tai tro,
bénh nhan khdng c6 kha nang chi tra chi phi diéu tri.

Két qua nghién cau caa ching tdi cho thay, thoi gian sbng thém toan bo
(OS) trung binh 14 62,2 + 3,0 thang. Ty Ié séng thém toan bd 3 nam la: 74,5%;
5 nam: 52,5%; 8 nam: 18,8% (Bang 3.37).

So sanh véi thoi diém truée khi c6 su ra doi cua imatinib (Glivec), thuc sy
day 1a két qua cuc Ki an tuong. Vé6i cac phuong phap diéu tri co dién trudc kia,

thoi gian song thém toan bo cua BN giai doan muon chi 10-12 thang
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[30],[131]. Nay BN duoc diéu tri véi imatinib, thoi gian séng thém toan bo co
thé duoc tién t6i 8 nam. Mot sé nghién ciru sau nay con nhan thay, c6 dén 22%
BN sdng thém dat 10 ndm & giai doan tién trién [132]. Tai thoi diém cong bd
két qua ctia nghién ciru ndy, chua c6 mot loai thude diéu tri ung thu nao lai 6
két qua diéu trj tot nhu vay ¢ giai doan mudn. Ciing chinh tir két qua diéu tri
cua imatinib, cudc cach mang véi phuong phap diéu tri dich véi TKls bét dau,

ma& ra mot phuong phap haa hen trong diéu tri bénh ung thu.

Két qua nghién ctu cta chang t6i twong tu VGi nghién ciu cua tac gia
Demetri. Theo béo céo két qualau dai (long-term results) cua imatinib nim
2011, tirc sau 9 nam st dung thudc. Tai thoi diém 9 nam sau theo ddi van c6
dén 19% BN con séng. Theo du bao, ty 1& séng thém toan bo 10 nim cua
nghién ctu nay 1a 22% [132]. Két qua nghién cau cua ching toi thap hon so
véi nghién cau cua tac gia trén. Didu ndy cd thé giai thich do trong nghién
clru cua tac gia, cac BN sau khi tai phat hozc tién trien, BN c6 thé duoc nang
lidu diéu tri 18n 800mg imatinib hoic tiép tuc dugc diéu tri voi cac TKIs khéc
nhu sunitinib, regorafenib,... Cac thudc nay ciing da duoc ching minh c6
hiéu qua trong viéc kéo dai thoi gian séng thém cho BN. Trong nghién cau
cua ching toi, sau khi BN tién trién, hau nhu khong con bién phéap nao khéc 1a

nang liéu diéu tri imatinib 1én 800mg.

Mot diém khéc biét nira 1a sau khi dap tng véi diéu tri, mot phan BN
trong cac nghién ctu cua cac tac gia trén thé gioi dugc PT cat khéi di can
hoac u nguyén phét. Vai trd cua diéu tri PT trong giai doan tai phat di cin con
nhiéu tranh ci. Mot s6 nghién ciu cho thay, xu huéng diéu tri nay gép phan
tang thoi gian song thém cho BN, mot sé nghién cau khéac lai cho két qua
nguoc lai. Tuy nhién d6i véi nghién ciu cia chung toi, da phan BN khéng
nam trong 16 trinh nay. C6 thé trong cac nam tiép theo, khi c6 két qua nghién

clru tir c4c nghién ciu on trén thé gidi, viéc diéu tri PT cho giai doan di cin
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c6 thé duoc xem xét va chi dinh diéu tri cho cac BN nay tai nudc ta.
4.3.2.3. Lién quan thoi gian song thém véi mét sé yéu to
Tubi

Tudi 1a mot yéu t6 nguy co gdy bénh trén tat ca cac bénh 1y ung thu. Tudi
biéu thi hiéu qua tich lily qua qua trinh tiép xtc vdi cac tac nhan sinh ung thu.
Péi voi hau hét cac UTBM thi ty 16 moi méc tang 1 rét theo ndm thang, tudi
cang cao, cang tang nguy co mac bénh. Tuy nhién d6i véi GISTS, ¢6 18 yéu to
di truyén va dot bién gen dugc nhéc dén nhiéu hon. Nhin chung, tudi mac bénh
cang nho, cang cd nguy co cd cac dot bién di truyén téi bénh nhiéu hon. Ciing
chinh vi thé, tudi cang tré cang co tién luong xau hon.

Chung t6i tién hanh phan BN thanh 2 nhém: nhom duéi 40 tudi va nhom
tir 40 tuoi tré 1én. Két qua cho thay, nhom dudi 40 tudi co thoi gian PFS la
34,2 + 4,8 thap hon nhom c6 do tudi tir 40 tudi trd 1én 48,2 + 2.7 thang, su
khac biét 13 co y nghia thong ké véi p = 0,016 (Bang 3.26). Két qua nghién
clru ndy tuong tu voi nhiéu nghién ctu trén thé gidi. Cac tac gia déu nhan
thdy nhém BN dudi 40 tudi co thoi gian PFS 1a ngin hon. C6 nhiéu gia thiét
dugc dua ra nham giai thich cho diéu nay, nhiéu tac gia thong nhét voi y kién
réng, tudi cang tré cang co nhiéu dot bién hon, nhiéu d6t bién khang thube
hon dan dén thoi gian PFS ciing ngan hon. Dan chung 1a dbi véi cac truong
hop GISTs tré em (pediatric GISTS), nhiéu dot bién khang imatinib duoc tim
thay hon trén cac ddi twong GISTS ngudi 16n. C6 thé diéu nay ciing tuong tur
v6i nghién ctru ciia chung téi. Tuy nhién do gi6i han cia dé tai, chung toi
chua thé phan tich dot bién gen dé xac dinh rd van dé nay.

Tuy ¢6 sy lién quan giita thoi gian PFS va d tudi mac bénh nhung dbi
v6i thoi gian sdng thém toan bd, chung t6i lai khong tim thdy su khac biét.

Thoi gian OS ctia nhém dudi 40 tudi 1a 57,2 + 7,9 thang so voi 63,5 + 7,3
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thang, voi p= 0,282 (Bang 3.38).

That vay, khi phan tich da bién vé cac yéu td anh huéng dén PFS, tudi
khong phai 1a yéu té tién luong doc 1ap co anh huong dén bénh (Bang 3.36).
Nhén dinh nay ctia chung t6i twong tu v4i hau hét cac nghién ciru vé GISTS
giai doan tién trién va di cin duoc dung imatinib trén thé giéi.

Gioi

Phan tich thoi gian PFS va OS theo gidi tinh, két qua cho thay nhém BN
nit co thoi gian PFS va thoi gian OS 1a cao hon so véi nam vai. Cac gia tri
PFS trung binh, ty ¢ séng thém 3 nim, 5 ndm & nit so véi nam lan luot 1a:
55,2 thang so véi 40,7 thang; 60,4% so vai 51,5%; 47,8% so vai 27,9% (Bang
3.27). OS trung binh 1a 68,6 thang so véi 59,4 thang, ty Ié séng thém 3 nam, 5
ndm & nit so v&i nam lan luot 13; 77,1% so véi 73,1%:58,2% so véi 48,1%
(Bang 3.39).

Két qua nghién ciru nay ciia chung toi tuong ty voi nhiéu tac gia khac
trén thé gioi. Nghién cau cua tac gia Yeh CN trén 171 BN Pai Loan ciing cho
thay, BN nit ¢ thoi gian PFS va thoi gian OS 1a cao hon so véi nam gidi
[97]. Tuy nhién, mot sé nghién ciu khac lai khdng cho thay c6 su khac biét
vé gigi. Nghién ciru cua tac gia Rutkowski va CS (2013) ciing cho thay thoi
gian song thém & nam gigi va nir gioi 1a khong cé sy khac biét. Két qua
nghién ctu cua cac tac gia nhu Demateo, Patel (2013) ciling khong cho thay
c6 sy khac biét vé thoi gian sdng thém theo gigi. Biéu nay cd thé giai thich do
yéu to gidi chua thuc sy 13 mot yéu té gay anh huong dén thoi gian sdng thém
cua BN.

Chung t6i tién hanh phan tich da bién (bang 3.36 va bang 3.48), két qua
cho thay, yéu t6 gisi thuc sy khong phai 12 yéu té ¢ anh hudng dén thoi gian

séng thém (ca PFS va OS) cua BN. Két qua nay cua chang toi tuong tu Voi
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nghién cau cua tac gia Yeh khi phan tich da bién hay cua nhiéu nghién cau
khéc trén thé gigi.
Chi s6 toan trang (PS) truéc diéu tri

Panh gia mdi lién quan giita séng thém va chi sé toan trang, ching toi
chia 2 nhém: Nhém 1 gom 137 BN c6 chi sé toan trang PS < 2 va nhém 2
gom 51 BN ¢ chi s6 toan trang > 2.

Két qua nghién ctu cho thady nhom BN PS > 2 ¢6 trung binh thoi gian
PFS, OS 1332,1 + 2,8 théng va 43,5 = 3,6 thang thip hon & nhém ¢ PS < 2: 55,1
+ 3,3 thdng va 75,1 + 3,7 thang. So sanh cac ty I¢ PFS sau 3 nam, 5 nam va 8
nam ciing thay: & nhom PS > 2 céc chi s6 nay thap hon c6 ¥ nghia thong ké so
véi nhdm con lai, vai p<0,001. (bang 3.28). Ty I¢ OS sau 3 nam, 5 ndm va 8
nim & nhom c6 PS > 2 thap hon c6 y nghia théng ké so véi nhém c6 PS < 2
véi p<0,001 (bang 3.40).

Phén tich da bién bang md hinh hoi quy Cox cho thay: Chi s6 toan trang
1a yéu t6 tién lwong doc 1ap anh huéng dén PFS (p=0,001; HR=2,522; 95%
Cl: 1,675 — 3,798). Nhu vay BN c6 chi s6 PS<2 s& giam nguy co BTT 2,5 lan
(Bang 3.36).

Véi thoi gian song thém toan bo thi anh huong caa chi s6 toan trang co
anh huong cang ré rang (p=0,0001; HR= 3,972; 95% CI: 2,405 - 6,562), nguy
co tir vong & BN ¢6 ty sb toan trang tét giam 2,9 1an so vaoi nhém c6 chi sb
toan trang kém (Bang 3.48).

Két qua nay phu hop véi nhiéu nghién ciru nudc ngoai vé diéu tri GISTs
giai doan tién trién va di can véi imatinib: chi sé toan trang (PS) 1a yéu t6 tién
luong doc lap lién quan dén thoi gian séng thém cua ngudi bénh. Nghién cau
cua Rutkowski (2007) vai HR = 3,96 [107], hay nghién cuu cua tac gia Yeh
CN ngudi Dai Loan ty s6 HR 1én dén 5,7 [97]. Céc nghién ctiu phan tich gop
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khac ciing cho két luan twong ty. Thuc su yéu té toan trang ¢ anh huéng truc
tiép dén séng thém cua ngudi bénh. Nhiéu nguyén nhan dan dén két luan nay
bao gom: BN c¢6 chi sb toan trang kém thuong 1a cac BN dugc chan doan &
giai doan rat muon, di can nhiéu vi tri, khi d6 viéc diéu trj ciing cho két qua
khong kha quan. Mat khéc, trén cac BN c6 chi s6 toan trang kém su phan bé
thudc ciing nhu duge dong hoc va hap thu thubc ciing giam tir d6 anh huong
dén hiéu qua cua thudc. Tuy nhién cling phai thdy rang, ké ca véi cac truong
hop PS kém, thoi gian song thém khdng tién trién cua nhém nay van dat 32,1
thang va thoi gian song thém toan bo ciing dat dén 43,5 thang. Su cai thien vé
chi sb toan trang ciing thu dugc & 80% BN. Pay da 1a mot két qua ngoan muc
trén cac BN nay.

Vi tri u nguyén phat

Theo y vén ciing nhu cac nghién citu vé GISTS tir nhitg nam trudc, cac
tac gia déu nhan thay vi tri khdi u nguyén phat cling 1a mot yéu té quan trong
trong dy bao tién luong ddi voi GISTs. GISTs xuat phat tir da day c6 tién
luong tdt hon v&i cac vi tri con lai. Céc vi tri it gap nhu tryc trang, thuc quan,
hodc ngoai dng tiéu hoa thuong c6 tién lugng xau hon [23],[31],[38].

Két qua nghién ctru chiing cho thay, GISTs xuét phat tir da day co thoi
gian sdng thém khong tién trién cling nhu thoi gian séng thém toan bo dat cao
nhét, cao hon so vé&i cac vi tri con lai. Tiép sau d6 1a dén GISTs rudt non.
GISTs tai cac vi tri it gdp con lai bao gém: mac treo, dai truc trang, thuc quan
c6 tién lugng xau hon. Nhan dinh nay dugc ching minh trong nhiéu nghién
ctru khac nhau tir trudc dén nay ciia GISTs. Diéu nay khong chi ding dbi véi
giai doan tién trién va di can xa, d6i vdi cac BN giai doan tai chd, dugc PT
triét can thi vi tri u van ludn 1a mot yéu t tién luong c6 anh hudng 1on dén
két qua diéu tri [78].

Chinh tir két qua nghién clru cta céc tac gia trén, vi tri u luén dugc coi 1a
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mot yéu t6 tién lugng quan trong cta bénh. Trong phan loai méi nhat AJCC
2010, d6i vi mdi vi tri khac nhau s& duoc phan chia giai doan khac nhau.

Khi phan tich da bién, két qua nghién ctru ctia chung t6i ciing nhan thay,
vi trf u nguyén phat ciing 13 mot yéu t6 tién luong doc lap véi cac yéu td con
lai. GISTs da day c6 tién luong tot nhat, ca vé nguy co tai phat cling nhu nguy
co tir vong véi ty sd HR tuong tmg 12 0,676 va 0,709, su khéc biét 1a c6 y
nghia thong ké (Bang 3.36 va bang 3.48).

Chinh vi 1y do trén ma yéu t6 vi tri u ludn 1a yéu t6 dau tién dugc dua
vao trong bat cr cac hé thong phan loai nguy co dé xép nhom diéu tri, dic
biét 1a dbi voi cac BN duoc diéu tri bo tro. Piu ndy duoc thé hién rd nhat
trong bang phan loai giai doan bénh GISTSs trong AJCC lan th&r 7 nam 2010.
Nhiéu gia thuyét dugc dua ra nham 1y giai sy khac biét trong cac yéu td trén.
C6 thé 1a do su phan bd dot bién tai cac vi tri u nguyén phat 1a khac nhau. Pay
chinh 13 hudéng phan tich méi ma tit ca cac nghién ctru dang huéng dén. Co
thé trong nhitng nim t6i, cac hé théng phan loai s& c6 thém yéu to gen nham
phan chia ddi twong nguy co.

Kich thwéc u nguyén phat

Ngoai yéu td vi tri u nguyén phat, kich thudc u duge cho 1a mot yéu t6
c6 anh huong dén thoi gian song thém ciia BN GIST giai doan khong con kha
nang PT. Trong nghién ctru ciia chung t6i, hau hét 1a giai doan mudn, kich
thude u 16n, c6 mot sb it cac BN ¢6 kich thude u nhé hon 5. Chinh vi vay,
chdng t6i phén chia BN thanh 2 nhém theo kich thudc u nguyén phat: nhém
co kich thudc u nguyén phat <10cm va nhoém >10cm.

Két qua nghién ciru cho thiy, sy khac biét khong c6 ¥ nghia thong ké
gilta 2 nhom nay ca trén PFS voéi p=0,141 (Bang 3.30) va trén OS voi
p=0,069 (Bang 3.42). Két qua nghién ctru nay cua chiing toi 14 twong tu so véi
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mot s6 nghién ctru cia cac tac gia khac trén thé gidi nhu nghién ciu cua tac
gia Yeh CN (2011) tai Pai Loan, tac gia tuy khong dung chi sb kich thudc u
16n nhit ma dung kich thude u tinh bang thé tich cm®, két qua ciing cho thay,
khéng c6 su khac biét vé thoi gian séng thém toan bo giita 2 nhém [97]. Diéu
nay c6 thé giai thich do nghién ctru ctia ching t6i duoc tién hanh trén ddi
tuong BN ¢ giai doan mudn, phﬁn 16n BN d3 ¢6 di can tai thoi diém chan
doan. Chinh vi vy, luong khéi u khong chi co tai u nguyén phat ma con co
cac ton thuong tai cac co quan di can. C6 18 ciing do diéu nay ma kich thudc u
phan tich trong nghién ctru ctia chung t61i khong c6 su khac biét gitra 2 nhom.
Tinh trang di can

Trong nghién ctru ctia chiing toi, phan 16n cac BN déu & giai doan di cin xa
— M1 (chiém 70,7%), c6 mét phan nho hon BN chua c6 di cin ma nam ¢ giai
doan khéng thé PT duoc (MO — unresectable) chiém 29,3%. Chung t6i tién hanh
phan tich méi lién quan gitra thoi gian song thém giita 2 nhom nay. Két qua thu
duoc cho thiy, & nhom BN chua ¢ di can co thoi gian séng thém khong tién
trién va thoi gian song thém toan bd 1a cao hon so v6i nhom da c6 di can.

Piéu nay 1a hoan toan hop 1y va di dugc chimg minh trong nhiéu nghién
ctru trén thé giéi. BN chua di can xa, tién luong song 14 t6t hon so véi BN da
c¢6 di can. Khi phan tich da bién chung t6i cling thu duoc két qua tuong tu.
BN di c6 di cin xa, nguy co tai phat ting 1én khoang 1,7 lan (HR = 1,66, CI
95% 1,060 — 2,614) (Bang 3.36) va nguy co tir vong tang lén 2,2 lan (HR =
2,177, Cl 95% = 1,233 — 3,823) (Bang 3.48).

Céc nghién ctru trén thé gidi trong nhitng nam gan day déu cho nhéan
dinh tuong ty. Chinh vi vdy, xu hudng diéu tri PT cho giai doan tién trién
cang dugc xem xét dén nhiéu hon. Cong thém su ra doi clia imatinib voéi ty 18
dap Ung cao, diéu tri tAn bo trg da duoc tién hanh va d3 thu duoc két qua rat

kha quan. Trong nghién ciru ciia ching toi, trong subt qua trinh diéu tri, d6i
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v6i cac BN ¢ giai doan nay, néu sau thoi gian dap ing duoc hoi chan PT voi
cac PT vién, néu PT duoc ching t6i s& chuyén sang PT. Cac BN nay déu loai
ra khoi nghién ctru. Cac BN ndy sau PT s& dugc diéu trj imatinib theo hudng
dan diéu tri.

Chi s6 nhén chia (Mitotic Count Index)

Chi s6 nhan chia 1a mot thong s6 quan trong dé danh gia va tién luong

d6i v6i GISTs. Cac nghién ctu tir trude t6i nay hay trong cac hé thong phan
chia d6i tuong nguy co, chi sé phan chia luén 1a yéu t6 phan loai. Chi s6 phan
anh sy ac tinh cua khoi u, chi s6 phan chia cang 16n muc d6 ac tinh cang cao.
Kich thudc u va chi sd nhan chia 13 2 yéu t6 chinh va quan trong nhat cta
tuyén b6 dong thuan NIH 2002 dé phan loai yéu t6 nguy co cho GISTs. Céc
yéu t6 ndy dugc phan tich rat rd trong 3 nghién ctiru hoi ctru 16n caa hiép hoi
giai phau bénh — AFIP [30]. Chi sé nhén chia ciing 1a mot yéu té dugc dua
vao phan bd giai doan AJCC 2010.
Két qua nghién ctru ctia chiing t6i cho thay: nhom c6 chi sb nhéan chia cao c6
thoi gian sdng thém khong tién trién cling nhu séng thém toan bo thip hon
nhom co6 chi s6 nhan chi thip. Khi phan tich da bién cling cho nhan dinh
tuong tu, chi s6 nhan chia 13 yéu t6 anh hudng doc 1ap dén PFS (Bang 3.36)
cling nhu OS (Bang 3.48) ctia BN GISTs giai doan muon.

Chi s6 nhan chia thé hién mirc d6 4c tinh ctia khdi u GISTs, khdi u cang
ac tinh, chi s6 nhan chia cang cao [27]. Bén canh yéu t6 kich thuéc u, chi s6
nhan chia ciing 1a mot yéu té quan trong dé danh gia mutrc d6 ac tinh ctia bénh.
Nong d6 huyét sic 6 truée diéu tri

Két qua nghién ctru cta chung toi cho thiy, ndng do HST trude diéu tri
c6 lién quan dén thoi gian séng thém cua BN GISTSs.

Dbi voi thoi gian sdng thém khong tién trién, nhém BN c6 chi sé HST
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truée diéu tri binh thuong co thoi gian PFS 13 49,1 + 3,2 thang, cao hon ¢6 ¥
nghia véi nhom c6 chi sé HST trudc diéu tri 13 38,8 + 3,3 thang. Ty 1é PFS 3
nam, 5 nim va 8 nam lan luot 13 60,9%; 39,5% va 12,4% cao hon so véi
nhom con lai véi cac chi sb 1an lugt 13 44,3%:; 27,9% va 5,5% (Béang 3.33).

Két qua nghién ciru nay cia chung t6i tuong ty véi nghién ciru cua cac
tac gia ngoai nudc khac vé GISTs giai doan mudn. Cac tac gia déu thiy rang,
GISTs giai doan muédn chi s HST trudc diéu tri 1a mot trong cac yéu td co
anh huong dén thoi gian séng thém ciia BN, khong chi 14 sng thém khong
tién trién ma con 1a thoi gian séng thém khong bénh. Thuc sy vay, két qua
nghién ctru ctia chung toi ciing cho thay, & nhém c6 chi s6 HST trudc diéu tri
binh thuong: trung binh OS la 68,5 thang, OS 5 nam 1a 59,0% cao hon cé y
nghia so véi 51,5 thang; 41,9% tuong tng ¢ nhdm co chi s6 HST trude diédu
tri thap, véi p=0,003 (Bang 3.45).

Khi xem xét nguoc lai, chi s6 HST trudc diéu tri ciing c6 lién quan dén dap
g véi diéu tri. BN ¢6 chi s HST trude diéu tri binh thuong c6 ty & dap ung
Véi thude cao hon va thoi gian sdng thém vi thé ciing cao hon. Nghién ciru cia
c4c tac gia khac ciing cho nhan dinh twong tw. Cac tac gia déu cho rang, so di
HST trude diéu tri 12 yéu t ¢6 anh huong boi HST gdp phan vao duoc dong hoc
cua thude, tir d6 c6 anh huong dén tac dong caa thude dén khoi u. Mot nguyén
nhan nita 1a d6i vai cac BN ¢ anh hudng dén chi sé HST thuong 1a cac BN &
giai doan mudn, di c6 anh hudng dén toan trang dan dén két qua diéu tri khdng
duoc tét, ca & dap ung cua thude ciing nhur thoi gian song thém.

Nghién ctu & hau hét cac nhom ddi tuong tai cac nudc khac nhau déu
cho két qua tuwong tu: Nhat Ban, Han Qudc, Pai Loan, chau Au hay My. Tai
cac nudc nay, chi s6 HST trude diéu tri con duoc dua vao cong thire ude tinh
thoi gian séng thém cho BN GISTs giai doan muon va di can. Két qua khi
phan tich da bién cua ching t6i ciing cho két qua tuong tu.

Chi s6 bach cau hat truée diéu tri
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V& thoi gian séng thém khong tién trién, & nhém c6 chi s6 BCH trudc
diéu tri binh thudng: trung binh PFS 14 53,2 thang, PFS 5 niam 1a 46,8% cao
hon c6 ¥ nghia so véi 32,8 thang; 14,1% tuong tng ¢ nhém c6 chi sé BCH
trudce diéu tri cao (p=0,001) (Bang 3.34).

So sanh két qua nghién ctu nay véi két qua nghién ctu cua céc tac gia
khac, cac tac gia ciing cho thay nhan dinh twong tu. Véi tac gia CN. Yeh
(2011) véi sb luong BN ciing twong tu nhu trong nghién cttu cua ching toi 1a
171 BN ciing cho nhan dinh twong tu. Di voi nhdém cé chi sé6 BCH cao trudc
diéu tri, thoi gian PFS thap hon c6 y nghia so véi nhém c6 chi s6 BCH trudc
diéu tri binh thuong. Cac tac gia khac trén thé gioi cling dwa ra nhan xét
tuong tu khi phan tich vé thoi gian séng thém khéng tién trién caa BN GISTs
giai doan mudn. Cac tac gia nay déu cho rang, chi s6 BCH cao trudc diéu tri
c6 lién quan dén sy khang voi diéu tri bang imatinib.

Péi chiéu véi két qua nghién ctiiu cta chiing t6i cling cho thay, déi vai nhom
c6 chi s6 BCH cao trude diéu tri, ty 1& dap tng 1a 53,0% thap hon ¢ y nghia c¢6
vGi nhdm ¢6 chi s6 BCH trudc diéu tri binh thuong 1a 61,5% (Bang 3.21).

Khi phan tich vé thoi gian song thém khéng toan b, két qua nghién cau
cta chung t6i cling cho nhan dinh twong ty. O nhém cé chi s6 BCH trude diéu
tri binh thuong: trung binh OS l1a 71,3 thang, OS 5 nam 1a 63,1% cao hon c6 y
nghia so véi 47,8 thang; 36,0% tuong ung & nhom co chi s6 BCH trude diéu
tri cao (p=0,001) (Bang 3.46).

Khi phan tich da bién, két qua nghién ctu ctia ching toi cling cho thay,
chi s6 BCH trudc diéu tri cao ciing 1a yéu té tién luong xau dén thoi gian song
thém khoéng tién trién cling nhu thoi gian séng thém toan bo véi HR lan luot
1a 1,9 va 2,0 (bang 3.36 va bang 3.48). Két qua nghién ciu nay cua ching toi
cling tuwong tu V4i nghién ciu cua cac tac gia nudc ngoai khac. Tuong tu nhu
Vi chi s6 HST trudce diéu tri, chi sé BCH trudc diéu tri ciing 1a mot trong cac
yéu td dé tinh toan dua ra woc tinh thoi gian sdng thém khéng tién trién ciing
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nhu thoi gian séng thém toan bo cua BN.
Chi s6 Albumin huyét twong truéc diéu tri

Chi s6 Albumin huyét twong trude diéu tri duoc cho 1a yéu tb c6 thé co
anh hudng dén thoi gian séng thém khong tién trién va thoi gian séng thém
toan bo cia BN do nd dong vai tro quan trong trong viéc van chuyén imatinib.
90% lugng imatinib dugc gan vao Albumin dé van chuyén trong mau. Khi
luong Albumin mau binh thudng, luong thube dugc phan bb dén u s& tét hon
S0 V&i cac truong hop Albumin méu thap. Pay c6 1& chinh Ia thc nhan quan
trong nhat c6 anh huong dén ty 1é dap tng. Két qua nghién ctiu cua ching toi
cho thay, ty 1& dap tng & nhém BN c6 chi sé Albumin trude diéu tri binh
thuong 12 66,7% cao hon han so véi nhém c6 chi sé Albumin trude diéu tri
thap 1a 37,7% voi p=0,01 (Bang 3.22).

Vé thoi gian song thém bénh khong tién trién, & nhom c6 chi sé Albumin
huyét twong trudc diéu trj binh thuong: trung binh PFS 1a 49,2 thang, PFS 5 nam
la 40,6% cao hon c6 y nghia so véi 38,1 thang; 25,8% tuwong tng & nhdm co chi
s6 Albumin huyét twong trudce diéu tri thap, p=0,027 (Bang 3.35).

Sy khéc biét ciing 1 c6 ¥ nghia théng ké d6i voi thoi gian sdng thém toan
bo, nhém c6 chi sé Albumin huyét twong trude diéu tri binh thuong: trung binh
OS la 70,1 thang, OS 5 nam la 60,5% cao hon c6 y nghia so vdi 51,5 thang;
41,4% tuwong tng & nhém cé chi s6 BCH trude diéutri cao, p=0,004 (Bang 3.47).

Tuy nhién, khi phan tich da bién, yéu té nong d6 Albumin huyét tuong
trude diéu tri khong phai 1a mot yéu té tién luong doc 1ap vai bénh vai ty sé
chénh HR = 1,009, CI 95% 0,652 — 1,560. Biéu nay c6 thé giai thich do yéu to
nong do Albumin trudc diéu tri thip con bi anh huong bai nhidu yéu té khac:
ché do dinh dudng, thé trang, kha niang hap thu va chuyén hoa,... Chinh vi vy,
anh huong cua ndng d6 Albumin Ién thoi gian séng thém khong duoc thay ré.

Hon nira, chi s6 nay c6 thé cai thién va thay doi rat nhiéu trong qua trinh diéu
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tri, hau hét cac BN déu c6 cai thién vé dinh dudng trong qua trinh diéu tri,
chinh nhitng nguyén nhan nay lam thay dbi vai tro tién luong caa Albumin
trude diéu tri. Cac nghién ciu khéac trén thé gidi cling cho nhan dinh tuong tu.
Phan tich da bién cac yéu to lién quan dén thei gian séng thém

Phén tich da bién c4c yéu t6 anh huong tét dén séng thém khong tién
trién bénh 1a chi s6 toan trang trudc diéu tri ECOG <2, vj tri u nguyén phat da
day, chi s6 nhan chia thap, s6 luong BCH va HST trudc diéu tri binh thuong
(Bang 3.36).

Phan tich da bién cac yéu té anh hudng tét dén sdng thém toan bo 1a chi
s6 toan trang trudc diéu tri ECOG <2, vi tri u nguyén phat da day, chua di
cdn, chi $6 bach cau va HST trudce diéu tri binh thuong (Bang 3.48)..

Nhan dinh nay trong nghién ctru ctia chiing toi ciing twong ty nhu nhiéu
nghién ctiru caa cac tac gia nudc ngoai trén BN giai doan muon. Céac tac gia
trén thé gioi, dac biét tai Uc da dua trén dix liéu tir cc nghién ciu dé tao
thanh mot cong cu gidp tinh todn nham so bo danh gia tién lugng ngudi bénh
GISTs duogc diéu tri bang imatinib. Cong cu nay thuc sy rat don gian va hiu
ich gip cac thay thudc ciing nhu BN GISTs c6 thé tham khao nham tién
lwong bénh ciing nhu theo ddi tot hon két qua diéu tri [133].
4.3.3.Téac dung khéng mong muén (Péc tinh)

Piéu tri GISTs giai doan tién trién va di can ngoai muc tiéu kéo dai
thoi gian song thém cho BN, chit luong cudc séng caa BN, doc tinh gay ra
do phuong phap diéu tri ciing 1a mot muc tiéu hét sirc quan trong. Dac biét
1a d6i véi giai doan tién trién di can, nhiéu BN cd thé trang suy giam nhiéu
do bénh. Khac véi cac phuong phap hoa xa tri, doc tinh thuong gap nhat
khi diéu tri imatinib 1a doc tinh phu mi, tiéu chay, nén va budn noén, mét

moi, co co, dau bung, man ngra hodc phat ban.
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4.3.3.1. Dgc tinh gidr dich

Theo y vin ciing nhu véi cac nghién ciu trude day vé imatinib, doc
tinh gitt dich (Fluid retention) 1a doc tinh ngoai hé huyét hoc hay gap nhit,
véi ty 1& xuat hién dao dong tir 40%-74% [134]. Boc tinh gitt dich cua thube
c6 thé gap bao gém rat nhiéu triéu chang: pht mi, phil ngoai vi, ciing c6 thé
gap tran dich cac khoang: tran dich mang bung (Acites), tran dich mang tim
(Temponade) hay tran dich mang phoi hay phu toan than....Tuy nhién triéu
chung hay gap nhat 1 pht mi, cac triéu chung tai noi khac 1a rat it gap. Trong
c4c triéu chiing phu ngoai vi, hay gap nhat 1a phu chi dudi. Ty 18 gap cac triéu
chung tran dich tai cac khoang ciing nhu phu toan than 1a hiém gap.
Phu mi mit

Két qua nghién ctu cua ching toi tai bang 3.49 cho thay, ty Ié gap triéu
ching phd mi 1a cao nhat véi 98/188 truong hop véi ty 1& 52,1%. Trong sb
cac BN c6 triéu chimg phu mi, ¢6 dén 75/98 BN (76,5%) gap & muc do |. Cac
BN nay chi cam thay tic nang mi mat vao budi sang va hét vao buoi chiéu.
22/98 BN gip & mac do 11 —phd mi nhin rd trén 1am sang, an 16m. Cac BN
nay déu giam sau khi diéu chinh ché d6 an giam mudi, loi tiéu quai
Furocemid 40mg/ngay. C6 1 BN gap phu mi do 111, BN nay xuat hién pha mi
cang ngay cang ting dan, sau diéu tri hd trg, khong do phai giam liéu
imatinib.

C6 thé nhan thay, triéu chitng pht mi trong nghién cau caa ching toi ty
1& gap rat cao nhung chu yéu lai 1a & mic d6 nhe, it gap cac truong hop ning,
da phan 14 & mic do nhe va trung binh. Két qua nghién cau cta ching toi
tuong tu két qua nghién ctu cua Dimetri 2002 [85], ciing twong tu nghién ciu
gan nhat caa chinh tac gia nim 2016. Doc tinh gii dich chu yéu la pht mi mat
(periorbital edema) va thuong gap cac doc tinh nhe do I va II, doc tinh @ I
va IV 14 rat it gap, chi chiém 1-4% [134]. Pic diém phd mi do tac dung phu
cua thudce thudng dé nhan biét. BN thuong cam thay nang hon vao budi sang
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véi cam giac tic nang mi mit, nhung khéng anh hudng dén thi luc. Khi c6
cac triéu chtng nang, tim nhin cua BN ¢6 thé bi han ché. Cac triéu ching
giam dan vao cudi ngay.

Nhiéu gia thuyét da duoc dua ra vé co ché gay phu mi cua bénh, tuy
nhién co ché vé té bao nhan dién khang nguyén bé mat trén da “dermal
dendrocytes” dugc nhiéu tac gia chip nhan va c6 nhiéu chuang cir khoa hoc
nhat. Tac gia Esmaeli (2002) da tién hanh phan tich mau bénh pham phi mi
cia mot BN ¢6 triéu chitng phtt mi mat niang phai PT dé giam triéu chtng
[135]. Két qua cho thay, su boc 16 qua mic gen cKIT va PDGFR ¢ céc té bao
dendro tai day. Pay co 1& 14 nguyén nhan gay ra tac dung pht mi caa thudc,
khi cac té bao dendro tai day bi anh huong, s& tdc dong lén céc té bao
mastocyte tai day, kéo theo su hoat dong cua hang loat té bao trong chu trinh
mién dich dan tgi su tich nudc, giir dich tai ving nay. Cac nghién ctu tai cac
nudc chau A nhu Nhat Ban lai c6 ty 1é pht mi cao hon cac nghién cuu tai cac
nuéc chau Au, chau Mi ¢6 18 do thoi quen an uéng v6i nhiéu mudi tai Nhat
Ban [128],[136]. Nghién cutu phan tich cong gop cua tac gia Patel va CS
(2013), tac gia con nhan thay, ty 1é doc tinh pht mi do giir dich cua thudc 1én
dén 70,1%. Tuy nhién tac gia chi nhan thiy & doc tinh & do 1 va 11, khdng c6
BN nao xut hién doc tinh d6 111 va IV [137].

Khi phan tinh anh huéng cua tac dung phu phu mi 1én dap ung, va thoi
gian sdng thém cua BN, ching toi thdy dap @ng va thoi gian séng thém cua
nhom co tac dung phu pht mi ¢c6 vé cao hon nhom khong cé doc tinh. Tuy
nhién sy khéc biét lai khong co ¥ nghia théng ké. Két qua nay tuong tu Véi
két qua nghién ciru ctia cac tac gia khac trén thé gigi [102],[132].

Cac triéu chirng gitr dich khac

Tuong ty nhu tac dung phu gay phu mi, triéu chang gitr dich c6 thé gay

c4c triéu chiing phu chan, phil toan than hay tran dich khoang. Két qua nghién
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ctru cua ching tdi cho thay, phul chan 1a triéu ching hay gip thir 2 sau ph mi
mat vai ty 16 gap 1a 23,4%. Trong tat ca cac truong hop, chi gap tac dung phu
nay ¢ muc do I va II, doc tinh nang do 111 va IV la hoan toan khéng gap. Pa
phan BN gip tac dung phu d6 I, BN chi cam thy tic niang chan vao budi
séng, hét vao budi chiéu. O mac d6 11, BN ¢6 phil nhe tai chan, giam vao budi
chiéu. O cac BN c6 doc tinh phu chan do 11, cdc BN nay déu duoc kham tam
soat cac bénh ly khac co thé gay phu chan nhu tim mach, than, dinh dudng,...
dé loai trir. T4t ca cac BN nay déu duogc diéu tri hd tro bang thay doi ché do
an giam mudi, corticoid, loi tiéu néu can. Sau khi diéu tri, cac BN déu giam
triéu chung va tiép tuc sir dung thudc. Khdng c6 BN nao phai diing hoic
ngung diéu tri do doc tinh nay cua thudc.

Pang chu y, ty I€ tran dich mang bung trong nghién ciu cua chung toi
kha cao voi ty 1€ gap la 6,4%. So véi ty 1€ gap trong cac nghién ctru khac dao
dong tir 3-4%. Két qua nay co thé giai thich do trong nghién ciu cua ching
t61, danh gia tran dich mang bung trén ca chup CT 6 bung khi kham lai dinh
ki, chinh vi vay, tat ca cac BN déu ¢ do 1. Khong gap truong hop nao do ning
111, IV va phai ding do tac dung phu caa thudce.
4.3.3.2. Boc tinh trén hé tiéu héa
Tiéu chay

Tiéu chay 1a mot tac dung phu ciing thuong gap khi diéu tri véi imatinib
trén cac BN GISTs. Diéu nay c6 1& dé dang giai thich do thudc cd thé tac dong
lén céc té bao k& Cajai trén cac doan khéc cua 6ng tiéu hoa gay nén tinh trang
tiéu chay. Ty Ié gap tac dung phu nay trong cac nghién ctru dao dong tur 45%
dén 52%, chu yéu 1a & mirc d6 nhe(dd 1, I1). Tiéu chay do 111 tro 1én gap 1%
dén 5%. Tuy nhién tac dung phu nay dé& dang x tri bang cac thuéc giam nhu
dong rudt dé giam tiéu chay. Trong nghién ciru caa ching toi, ty 1é tiéu chay

gap 45,2% cac truong hop,trong d6 chi gap 1a do 1 va Il, khdng gap truong
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hop nao do 111 va IV (bang 3.51). Két qua nay cua chung toi twong tu két qua
cua tac gia Demetri véi ty 1€ tiéu chay la 47% hay nghién ctu cua tac gia H.
Joensuu (2011) véi ty 1¢ tiéu chay toan bo 1a 44,9%[138]. Két qua cua ching
t6i thdp hon so v&i nghién cu Dematteo (2009) véi ty 1é tiéu chay 12 57%
[79],[85]. Piéu nay c6 thé giai thich do trong nghién ctu cua ching toi déu
dung liéu 400mg, trong khi d6 nghién ciru cua tac gia st dung ca liu 800mg.
Nghién cau pha 111 EORTC 62005 véi sé lugng BN 1én dén 964, so sanh 2
lidu diéu tri ciing cho thay, liéu 800mg/ngay c6 ty 1¢ tiéu chay 56,8% cao hon
han so vai liéu 400mg/ngay 48,1% [80].

S¢ di trong nghién cttu cta chdng toi hay trong nghién ctu cua cac tac gia
khéc trén thé gioi, rat it gap cac truong hop tiéu chay nang do 111 va 1V 1a do cac
truong hop Xxuat hién tiéu chay do Il déu duoc diéu tri bang Loperamide
12mg/ngay. Tat ca cac truong hop déu hét sau 2 ngay dung thudc. Néu khdng
giam c6 thé thay doi va diéu tri bang Codein liéu 30mg/ngay [138].

Non, budn nén

Non va budn ndn 1 triéu chiing rat hay giap cua BN GISTs khi diéu tri
véi imatinib. Trong nghién ciu nay, ty 16 nén va budn non 1a 22,9% (43/188
BN), chi & do 1 (Bang 3.51). Pang chu y, hau hét cac BN chi xuat hién trong
2 thang dau tién cua diéu trj, trong céac thang tiép theo, rat it gip cac truong
hop xuat hién budn nén.

So sanh v&i mot sé nghién cau trén thé gidi, két qua nghién ctu cua
ching tdi cho thay ty 1é ndn va budn ndn trong nghién ctu caa ching toi 1a
thap hon han. Nghién ctu Z9001, ty & budn non & tat ca mic do 1a 56,2%,
murc d6 nang do 111 1a 3% [78]. Biéu nay c6 I& do trong nghién cau cua ching
t6i, BN dugc chi dong du phong cac tac dung phu trén duong tiéu hda bang
cach thay di cach dung thudc: dung thude sau an no, trude khi di ng. Chinh

vi vy d6i vai cac BN dung thudc ¢ budce 1, rat it cac BN chuyén d6 tang dan
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1én bude 2. O céc lan tiép theo hau nhu khong gip tac dung phu nay.
Viém niém mac, viém miéng

Trong nghién ctiru nay co6 2 truong hop bi viém miéng, ty 1€ 1%. Céc
nghién ctru khac ciing bao cao it gap. Hon nira doc tinh trén niém mac miéng
cha yéu 1a nhe, thoang qua. Mot s nghién ciu trén thé gidi con khdng bao
cao ty 1€ gap doc tinh viém niém mac miéng. Trong nghién ctru cua chdng toi,
khong ¢ truong hop nao phai giam liéu, tam ding hay diung diéu tri. Triéu
chtng ciing it anh hudng dén chat luong séng va dugc du phong véi ché do
vé sinh, an udng va tranh sang chan hay diéu tri du phong bang stc miéng
nuéc mudi va thuée khanh sinh, khang nam.
4.3.3.3. Doc tinh trén da va co xuong khop
Noi ban

Dic diém ndi ban do tac dung phu cua thudc 1a ban san dang di tng, kém
theo ngtra, khd chiu. Ban thuong xuat hién trén than minh, canh tay, dui. Mot
s6 truong hop viém quanh moéng, hoi chang ban tay ban chan kém theo [134].
Trong nghién ciu caa ching toi, ty 1 doc tinh da dang ban san chiém 30,9%
trong d6 c6 khong c6 BN nao ndi ban do 111, 1V; tat ca cac BN déu xuat hién
ban & d6 I va II, trong d6 d6 | chiém 22,9%, d6 11 chiém 8,0% (Bang 3.52).
Ty Ié doc tinh trén da cao hon véi nghién cau Park (2016) voi 23,9% BN xuét
hién doc tinh trén da [139].

Phan tich gop trén hon 1000 BN dung imatinib cta tac gia Dimetri va Ben
Ami (2016), ty I¢ doc tinh trén da dao dong tir 30-44%, trong do ty I€ doc tinh
nang do 111, 1V 1a 2,3% [134],[140]. Két qua nay nay cao hon trong nghién ctu
cua chung t6i. Didu ndy co thé do sb lwong BN trong nghién ciu cua tac gia
nhiéu hon nén ghi nhan doc tinh trén da cua tac gia cling nhiéu hon.

Xem xét lai chinh nghién cuu cua tac gia nam 2002, voi 147 BN duoc st
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dung imatinib, ty 16 mic doc tinh trén da 1a 30,6%, tuong ty nhu két qua
nghién ciu cua chung téi.

Nghién ctru cua tac gia Demateo (2009), véi ty 1€ doc tinh trén da la
31%, trong d6 khong c6 BN nao xuét hién doc tinh trén da [79].

Bénh sinh ddc tinh trén da cling chwa dwoc rd rang. Ly do xuat hién doc
tinh nay c6 18 lién quan dén viéc uc ché thu thé phat trién biéu mogen c-KIT,
noi ma da c6 nhiéu thu thé nay, dan téi ac ché qua trinh phuc hoi va tai tao bé
mat da bi anh hudng. Uc ché cang manh doc tinh cang cao va phu thudc vao
licu diéu tri.

Kiém soat doc tinh ndi ban trén da phu thuéc vao mac do. Trudc hét vé
mat phong chéng tac dung phu trén da, BN duoc du phong khé da véi thude
dudng am dang kem boi, BN can tranh anh sang mat troi truc tiép 1én da va
tranh lanh. Vi BN doc tinh da d6 I, II thuong khong phai diéu tri toan than.
Viéc diéu tri ¢ thé ding kem c6 tac dung tic ché histamin (Antihistamin) hozc
corticoid dang bdi, it anh huong dén toan than. Hau hét cac BN déu ¢ mirc do
I va II, dugc diéu tri bang thudc bdi, cac triéu chimg déu bién mat va dan on
dinh. Céac triéu chung nay déu khdng gay anh huong dén sinh hoat va chat
lwong sdng cua BN. Khong c¢6 BN nao trong nghién ciu cua ching tdi phai
ngung diéu tri do doc tinh trén da cua thudc. Cac nghién ctu cta cac tac gia
khac cling bao cdo hau nhu khong gap BN phai ngung thudc hoic giam lidu
do tac dung phu trén da, c6 ching ciing chi 1 gian doan diéu tri sau dé tiép
tlic va c4c triéu chimg da ciing 6n dinh, ty 18 gap dudi 1% [139].

Pgc tinh trén hé co xwong khop

Két qua nghién ctru ciia chung tdi: ¢4 25% BN trong nghién ctru xuat
hién doc tinh dau co, co rat co; 26,4% BN xuat hién triéu chung dau khép
(Bang 3.52). Tuy nhién céc triéu chimg nay déu ¢ mac d6 I, hiu nhu khong

gap doc tinh do I1, dgc tinh do III va IV hoan toan khong gap.
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So sanh véi nghién ctru cia mot sb tac gia nudc ngoai cho thay, két qua
nghién ctru cua chung t6i cling khong c6 su khac bi¢t.

Theo nghién ciru phan tich cua tac gia Ben Ami va CS (2016), doc tinh
1én hé co xuwong khép c6 tudn suat gip dao dong trong khoang 25-40% [134].
Céc triéu chimg c6 thé gip bao gdm: co rat co, dau co, dau khop va dau
xuong. Tuy nhién tac dung 1én hé co hay gip nhat 1a cac co co rat co. Tac
dung phu giy co co do str dung imatinib thuong xuat hién & chan, tay, dic
biét 1a cang chan sau. BN thuong xuat hién con co rat co sau khi van dong.
Chinh vi vay, trong nhimg bién phap du phong tac dung phu nay 13 han ché
van dong qua muc, lién tuc va dot ngot.

Mot s6 nghién ciru con cho thdy, viée ting nong do Calci trong mau, hau
hét 1a cac truong hop bo sung Calci sau man kinh lam tang ty 1& co rut co.
Tuy nhién co ché van chua dugc chimg minh rd rang.
4.3.3.4. Pgc tinh trén hé huyét hoc

Khac voi hoa tri, diéu tri bang thude diéu tri dich nhu TKIs, tac dung
trén hé huyét hoc 1a rat thap. Két qua nghién ciru cua ching toi cho thay, cac
doc tinh 1én hé huyét hoc nhu ha bach cau, ha BCH hay ha TC déu gap véi ty
1& dudi 5%, tat ca cac truong hop déu gap doc tinh do | va I1. Khdng c6 chu ki
nao BN gap doc tinh d6 1V (Bang 3.53).

Két qua nghién ctru nay tuong tu Véi tt ca cac nghién cau trén thé gioi
su dung imatinib (Glivec) cho BN GISTs.

Ha HST trong nghién ctru caa chung toi gap vai ty 1€ 51,1% cac truong
hop, tuy nhién doc tinh nay rat kho danh gia do tac dung phu cua thuéc hay
do bénh gay ra. Hau nhu tit ca cac truong hop déu thay trén nhimg thang dau
cua diéu tri, day c0 1& do sy mat mau do chay mau trong u trude dé hodc ciing

c6 thé do su suy mon do BN cua chung t6i duoc chan doan khi d3 & giai doan
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muon. Hon nita két qua nghién cau ciing chi ra rang, doc tinh chi giap ¢ do |
va Il sau nhitng chu ki dau diéu tri. Nhitng BN ¢ ha HST sau diéu tri néu
bénh duoc kiém soat déu hdi phuc trong cac chu ki tiép theo. Trong qué trinh
theo ddi sau diéu tri, ching t6i ciing thay rang khéng gap BN nao mac doc
tinh @6 1l va IV.

So sanh két qua nghién ctiru nay caa ching toi véi mot s6 nghién ctiu cua
c4c tac gia trén thé gioi ching toi thay, két qua nghién ctu nay cua ching toi
thap hon so voi két qua nghién ctu ciaa tac gia Demetri (2002), khi ty 1¢ ha
HST cua tac gia 1én dén. Diéu nay hoan toan cd thé giai thich do trong nghién
ctru cua tac gia, toan bo BN GISTs déu ¢ giai doan muon, di that bai vai cac
phac 6 hoa tri trude do [85].

Trong nghién ctiu cua chdng toi cd ty Ié ha BC ciing rat thap, véi ty 1é
gip ha bach cau 1a 6,9%. Tat ca cac trudng hop ha bach cau chi ¢ do 1 va ll,
khong c6 truong hop nao ha BC do 111 va IV. Két qua nghién ctu nay cua
chung t6i trong tu véi két qua cia nhiéu nghién cau khac nhau vé doc tinh
imatinib (Glivec). Nghién ctru B2222 cua tac gia Demetri 2002 bao céo chi
gap 6,8%, tat ca chi & do I va II twong tu VSi nghién cau caa ching t6i [85].
Nghién ctru diéu tri bo tro Z9001 ciing cho két qua ha bach cau chi 1a 6,7%
[78]. Cac truong hop ha bach cau nay déu xuat hién o thang dau tién ding
thudc. Khong co trudng hop nao phai tam dung diéu tri do doc tinh ha bach
cau cua thudc. Va trong céac chu ki tiép theo dung thudc, hau nhu khong gap
trudng hop nao xuat hién ha bach cau.

Pay 1a mot vu thé cua diéu tri imatinib ciing nhu cac thude diéu tri dich
khac so véi hoa tri truyén théng. Khi s dung cac thude diéu tri dich, chung
ta rat it gap tac dung phu trén huyét hoc so véi hda tri. Chinh vi vay, thubc
rat phi hop véi diéu tri GISTs giai doan mudn tién trién hoic da di cin, can

phai diéu tri kéo dai lién tuc. V&i hoa tri, doc tinh 18n huyét hoc anh huéng
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rat lon dén chit luong song ciing nhu két qua diéu tri bénh. Rat nhiéu truong
hop BN tir vong khong phai do su tién trién bénh ung thu ma do tac dung
phu cua hoa tri.

4.3.3.5. Dgc tinh trén gan than

Dic diém duoc dong hoc cua thube cha yéu dugce chuyén héa va dao thai
qua gan va than. Chinh vi ly do nay, cac nha l1am sang lo lang viéc diéu tri
thudc c6 nguy co gay doc tinh 1én chirc ning gan va than. Tuy nhién diéu do
khong xay ra hoic 1a khong dang ké.

Két qua nghién ctu cua ching tdi cho thay: Ty 18 ting men gan (AST,
ALT) 12 9,6%, da s6 & d6 1-2, chi ¢6 1% (2 BN) ¢ d6 3, khong c6 do 4; ting
creatinin 12 1% chi ¢ d6 1. C6 thé nhan thay thudc rat it anh huong dén chac
nang gan than, c6 chang ciing chi gay tang men gan nhe d6 | va Il, hiém khi ¢
do 3 (2 truong hop), khong cé ¢ do 4.

Hon nita véi cac doc tinh & muac do thap, khong can thiét phai ngung hay
giam lidu diéu tri caa thudc. Pay ciing 1a mot dic diém rat khac biét va 1a loi
thé cua thudc so vai hda tri.

Két qua nghién ciru ndy ciia chiing toi cao hon mat chdt voi nghién cau cua
tac gia Dimetri (2002), nghién ctu cua tac gia ty 1é ting men gan khi diéu tri la
5,4%, tuy nhién tac gia thay rang c6 dén mot nira s6 BN ¢ ting men gan do
nang tac do 111 va IV chiém 2,7% [85]. Cao hon nhiéu trong nghién ciu cua
chdng t6i. Nghién cau cua tac gia Demateo (2009), ty I€ tang men gan la 12%,
trong d6 1% BN co tang men gan d6 11l va IV [79]. Nghién cttu cda ching toi
cho thay, khéng c6 BN nao xuat hién ting men gan do 111 va IV phai dung hoic
hodn diéu tri do doc tinh ting men gan ciia thudc.
4.3.3.6. Doc tinh khac

Cac doc tinh khéc cua thubc bao gom: mét moi va chan an. Cac doc tinh
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nay ciing duoc b4o cdo trong mot vai nghién ciu diéu tri imatinib (Glivec),
dic biét 1a cac nghién cau o giai doan muon. Cac nghién ctu trén mot sb
thudc diéu tri dich khac cling c¢6 nhitng tac dung phu nay tuy nhién ty I¢ BN
gip cac doc tinh 12 khéng nhiéu.

Két qua nghién ciu cua ching t6i cho thiy, ty 16 BN c6 cam thdy mét
moi 12 34,6%. Tuy nhién cac BN déu nhan thay chi xuét hién ¢ mac do I,
khong c6 BN nao xuat hién & muac do 11 tro [én.

Két qua cac nghién ctu cua cic tac gia khac ciing cho thdy, mét moi
cling 1a mot doc tinh hay gap, tuy nhién bao céo tai tirng nghién ctu ciing la
khac nhau.

Nghién ctru B2222 kinh dién lan dau tién sir dung imatinib, ty 16 BN xuét
hién mét moi la 34,7%, twong tu v4i nghién cau cua ching toi [85],[101].

Nghién cttu EORTC 62005 con cho thay ty 1é mét moi con cao hon 1a
67,9% BN ding liéu 400mg, liéu 800mg ty 1¢ nay cao hon nita la 79,2% [80].

Nghién ctu diéu tri bd tro imatinib 400mg/ngay trong nghién ctu
ACOSOG 79001, ty I¢ mét moi ciing 1a rat cao 54,8%. Tuy ty 1& gap cao
nhung hau hét chi gap ¢ do 1, it gap & d6 I1. Hon nita, doc tinh nay chi xuét
hién trong 3 thang dau khi diéu tri thudc, giam dan va hét & cac chu ki sau.
Chinh vi diéu ndy ma BN GISTs duoc diéu tri véi thubc khdng cd BN nao
phai ngung diéu tri, giam liéu hay khong sir dung tiép duoc thube do tac dung
phu nay cua thube

Mot doc tinh nita cua thudc trong diéu tri bénh ciing can dugc quan tam
1a chan an. Két qua nghién ctu cua chdng tdi cho thay, c6 24,5% BN trong
nghién ctru ¢6 doc tinh chan an.

Két qua nghién ctu ndy cua ching tdi thip hon so vai nghién ciu coa

cac tac gia khac nhu nghién cttu cua Demetri va CS (2002) véi ty 1€ chan an
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la 30% [85]. Tuong tu véi nghién curu cua tac gia Blanke CD va CS (2008) —
EORTC 62005 la 26,0% vai liéu 400mg va 40,3% véi liéu 800mg/ngay [81].
Két qua nghién ctu nay caa ching toi hoan toan cé thé giai thich Ia do trong
nghién ctu cua tac gia Demetri, d6i twong BN 1a cac BN GISTs ¢ giai doan
muon, da duoc diéu tri nhiéu véi cac phuong phap diéu tri khac nhau. Khi thé
trang suy giam, viéc sir dung thudc ciing gip nhiéu tac dung phu hon, dic biét
|4 v&i cam giac chan an ctia BN. Trong khi d6 nghién cttu ctia chiing t6i cling
nhu nghién ctru cua tac gia Verweij J, cac BN duoc dung imatinib lan dau
[80]. Tuwong tu Véi cac tac dung phu khéc cua thude, tac dung phu chan an chi
gap do I, khéng c6 BN nao gap do 11, hon nita tac dung phu nay ciing chi xuat
hién trong 1-2 thang dau, tu hét trong cac thang sau.

4.3.3.7. Phan bo dgc tinh va giam liéu do tac dung phu cua thuéc

Két qua tir biéu db 3.27 cho thay, doc tinh hay gap nhat khi diéu tri voéi
thudc 1a giir dich va tiéu chay. Py chi la cac tc dung phu trén da va niém
mac, ¢d anh huodng it dén chat luong cudc sdng ciing nhu két qua diéu tri
bénh. C6 gap hau hét 1a doc tinh & mae d6 nhe, doc tinh mae do 111 va 1V 1a
rat it gap. Trong sudt khoang thoi gian dai diéu tri, ching toi gap duy nhat 1
BN phu mi mac do 111 phai tam dimg diéu tri trong vong 1 thang do phu mi
lam giam thi truong va gay anh huong dén hoat dong thuong ngay caa BN.
Sau dung diéu tri, BN dugc diéu tri hd tro, triéu chitng pht mi giam. Sau do,
BN tiép tuc duoc diéu trj lai véi liéu ci, triéu chirmg pht mi con nhung ¢ do 1,
thoi gian sau triéu chang pht mi ciia BN ciing hét.

Ngoai ra, chung toi cling gap 1 truong hgp ddc tinh ban d6 111, cling phai
dimg diéu trj 1 thang, sau d6 triéu chimg ciing 6n dinh khi diéu tri hd tro. BN
quay lai diéu tri liéu cii va khong gip tac dung ban trén da ¢ cac chu ki sau.

Két qua nghién ciru caa ching toi cho thay, trong sudt mot khoang thoi

gian dai diéu tri véi thude, vai BN c6 thoi gian diéu tri dai nhat 1a 113 thang,
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khong c6 BN nao phai giam liéu hay ngung diéu tri do tic dung phu cua
thudc. Chi cd 2% BN phai tam dung do tac dung phu cua thudc. Sau nghi
thudc 1 thang, cac BN déu 6n dinh va tiép tuc sir dung thubc. CAc triéu ching
nay déu 6n dinh trong cac dot diéu tri tiép theo. Két qua nghién ctu nay cua
chiing t6i twong tu vai cac nghién ctiru cua nudc ngoai. Nghién ctiru cong gop
cua tac gia Patel (2008) trén 1640 BN GISTs giai doan muon duogc diéu tri
Imatinin trong khoang thoi gian dai cling bao cao khong gap BN nao phai
dirng diéu tri do tac dung phu cua thudc [141].

Mot dic diém nita cling can nhic dén, vai viéc sir dung thudc bang duong
udng rét tien loi cho BN. Pay ciing chinh 1a mot Iy do gép phan khdng nho lam
tang hiéu qua diéu tri cua thude trong diéu tri BN GISTs .BN chi phai ubng
thudc hang ngay tai gia dinh ma khong can phai dén vién truyén hoa chat
duong tinh mach. Chinh bai su tién loi caa viéc s dung thudc bang duong
udng con 1am tang chat luong cudc sdng cua BN GISTS trong diéu tri bénh.

Toém lai, diéu tri imatinib (Glivec) cho bénh nhan GISTs la an toan,
thudc pht hop diéu tri kéo dai va lién tuc cho BN GISTs & giai doan tién

trién, di can.
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KET LUAN

Qua nghién ctu trén 188 bénh nhan GISTs giai doan mudn duoc diéu
tri bang imatinib (Glivec) duong udng, 400mg/ngay tir 1-2007 dén 10-2016
tai bénh vién K, ching tdi rat ra mot sé két luan sau:
1. Mt sé dic diém 1am sang, can 1am sang

— Lra tudi hay gap nhat 1a 40-69 chiém 78,2%, tudi trung binh 1a
55,3+11,3; hay gap ¢ nam véi ty I1¢ 1,85/1.

— Triéu chang GISTs giai doan mudn chii yéu 1a dau bung 54,8%; tu
s u bung 30,3%; xuat huyét tiéu hoa 14,9%.

— Vi tri hay gap nhit da day (43,1%), sau d6 1a rudt non (26,1%). Dai
truc trang (12,8%), mac treo (13,8%), ta trang (3,7%) va thuc quan (0,5%) la
cac vi tri it gap.

— Vi trf di can hay gap nhat 12 gan (57,1%) va phic mac (36,8%). Di can
hach 1a rat it gap (0,5%). C6 dén 70,7% c6 di can khi bat dau diéu tri.

— Trén CT: Kich thuéc u trung binh khi diéu tri 1a kha 16n 11,3 £ 2,3 cm,
nho nhat 12 3,5 cm, 16n nhat 30cm, KT u >10cm chiém 53,2%. Pa s ¢o hoai
tu trong u (85,1%).

~ Truée diéu tri: 35,1% BN co ting BCH, 35,6% co6 HST thip
(<120g/L), 28,2% c6 chi s6 Albumin huyét twong thap (<35g/L).

— M6 bénh hoc té bao hinh thoi chiém da s6 (68,6%), chi sé nhan chia
cao > 5/50 vi truong (51,1%).

2. Két qua diéu tri

Ddp irng diéu tri

— Ty & dap ung toan bo 58,5%, ty 1& kiém soat bénh dat 86,7%, khong
c6 bénh nhan nao dap tng hoan toan.Thoi gian xuat hién dap tng trung binh
la 4 + 0,5 thang; thoi diém dap ung tdi da cta toan bo 58,5% s6 BN co dap
g 13 9 thang diéu tri.
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—Pap tmg cao hon & nhém: BN nir; ¢d chi s toan trang tét; GISTs da
day; chi s6 HST, Albumin, BCH trudc diéu tri binh thuong.

Thei gian séng thém

— Thoi gian séng thém bénh khong tién trién dat duoc rat kha quan, trung
binh: 45,8 + 2,8 thang (téi thiéu: 3,0; toi da: 98,0); 3 nim: 55,6%; 5 nam:
35,3%; 8 nam: 13,6%.

—Thoi gian song thém toan bo trung binh dat dugc rat dang khich 1é:
62,2 + 3,0 thang (thap nhat: 4,0; Cao nhat: 113,0). Ty Ié¢ OS: 3 nam: 74,5%; 5
nam: 52,5%; 8 nam: 18,8%.

CA&c yéu té anh hwéng dén song thém

Phan tich da bién c4c yéu t6 anh huong tét dén sdng thém khéng tién trién
bénh 14 chi s6 toan trang trude diéu tri ECOG <2, vi tri u nguyén phat tai da day,
chi s6 nhan chia thap, s6 luong BCH va HST trudc diéu tri binh thuong.

Phan tich da bién cac yéu té anh hudng tét dén séng thém toan bo 1a chi
s6 toan trang trude diéu tri ECOG <2, vi tri u nguyén phat tai da day, chua c6
t6n thuong di cin, chi s6 bach cau va HST trude diéu tri binh thuong.

Déc tinh

Phéc d6 diéu trong nghién ctu la an toan, thudc dung nap tét. Boc tinh
cha yéu 1a pht mi (52,1%) va tiéu chay (45,2%). Pa s6 1a do 1, rat it gap doc
tinh do 11, 111; khong gap truong hop nao doc tinh do 1V.

Ty 18 gian doan diéu tri 1a thap 2,0%. Khong c6 truong hop nao phai

giam liéu hozc dirng diéu tri do tac dung phu caa thudc.
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KIEN NGHI

1. Imatinib nén duoc diéu tri cho BN GISTs giai doan mudn khong con
chi dinh phau thuat cat b u va/hoic di can, véi hiéu qua cao, thoi gian

séng thém kéo dai vai doc tinh chap nhan dugc.

2. Trong cac trudng hop trude didu tri cd ndng d6 HST va albumin thap
can diéu tri nang nong d6 vé muc binh thuong. Cac truong hop 6 chi
s6 BCH cao trude diéu tri can diéu tri khang sinh, chong viém dwa vé
murc binh thuong nham dat dap ung diéu tri va thoi gian séng thém cao
hon.

3. Thoi gian xuét hién dap ung trung binh 1a 4 + 0,5 thang; thoi diém dap
ng toi da cua toan bo 58,5% sé BN c6 dap tng 1a 9 thang diéu tri; két
qua nay la mot goi y vé thoi gian diéu tri tan bo trg imatinib cho bénh
nhan GISTs.



DANH MUC CAC CONG TRINH PA CONG BO
LIEN QUAN PEN LUAN AN

1. B Hung Kién, Nguyén Van Hiéu, Nguyén Tuyét Mai (2013). Két qua
budc dau diéu tri GISTs giai doan mudn bang imatinib (Glivec) tai Bénh
vién K. Hoi nghi khoa hoc nghién ctu sinh lan the XIX — Pai hoc Y Ha
Noi, thdng 11- nam 2013, trang 44-45; va dugc dang trong.Tap Chi Y hoc
Theec hanh, s6 2 nam 2014 (906), tr. 147- 150.

2. Db Hung Kién, Nguyén Van Hiéu, Nguyén Tuyét Mai (2013). Pac diém
1am sang va két qua budc dau diéu tri u mé dém dudng tiéu hoa giai doan
mudn bang imatinib (Glivec) tai Bénh vién K. Tap chi Ung thw hoc Viéc
Nam, s6 4/2013, tr. 325-330.

3. P4 Hung Kién, Nguyén Van Hiéu, Nguyén Thi Bich Phuong (2016).
Nghién ctu hiéu qua diéu tri GISTs giai doan muon bang imatinib
(Glivec) tai Bénh vién K. Tap chi Ung thu hoc Viét Nam, s6 4 nam 2016,
tr. 346-151.



10.

TAI LIEU THAM KHAO

Kindblom L. G., Remotti H. E., Aldenborg F. et al (1998),
Gastrointestinal pacemaker cell tumor (GIPACT): gastrointestinal
stromal tumors show phenotypic characteristics of the interstitial cells
of Cajal, Am J Pathol. 152(5), 1259-69.

DeVita Hellman & Rosenberg's (2015), Cancer-Principles & Practice
of Oncology 10, LWW, New York.

Bui Diéu Tran Van Thuin (2013), Thwc hanh diéu tri néi khoa bénh
ung thur - Pieu tri u mé dém duong tiéu hoa, Diéu tri u m6é dém dudng
tiéu hoa, Nha xuit ban Y hoc, Ha Noi.

Roanh Lé Dinh (2008), Bénh hoc cdc khéi u, U md dém da day rudt
(GIST), Nha xuét ban Y hoc, Ha Noi, 3, 131-134.

Goettsch W. G., Bos S. D., Breekveldt-Postma N. et al (2005),
Incidence of gastrointestinal stromal tumours is underestimated: results
of a nation-wide study, Eur J Cancer. 41(18), 2868-72.

Corless C. L. (2014), Gastrointestinal stromal tumors: what do we
know now?, Mod Pathol. 27 Suppl 1, S1-16.

Hiéu Nguyén Vian (2015), Ung thu hoc, U m6 dém duong ti€u hoa,
Nha xuat ban Y hoc, Ha Noi.

Joensuu H., Hohenberger P. andCorless C. L. (2013), Gastrointestinal
stromal tumour, Lancet. 382(9896), 973-83.

Emile J. F., Brahimi S., Coindre J. M. et al (2012), Frequencies of KIT
and PDGFRA mutations in the MolecGIST prospective population-based
study differ from those of advanced GISTs, Med Oncol. 29(3), 1765-72.

Miettinen M. and Lasota J. (2003), Gastrointestinal stromal tumors
(GISTs): definition, occurrence, pathology, differential diagnosis and
molecular genetics, Pol J Pathol. 54(1), 3-24.



11.

12.

13.

14.

15.

16.

17.

18.

Hién Pham Duy (2007), Ung thw da day - Chan dodn va diéu tri u mé
dém da day GIST, Nha xuat ban Y hoc, Ha Noi, 18, 184-202.

Demetri G. D. and Elias A. D. (1995), Results of single-agent and
combination chemotherapy for advanced soft tissue sarcomas.
Implications for decision making in the clinic, Hematol Oncol Clin
North Am. 9(4), 765-85.

Pham Duy Hién Nguyén Tuyét Mai va cong su (2010), Nghién ciru ing
dung cong nghé cao trong chan doan va diéu tri mot s bénh ung thu
thuong gip, Nghién cieu diéu tri imatinib (Glivec) cho bénh nhdn u mé
dém dwong tiéu héa. Pé tai KHCN céap nha nude KC10/06.10, 5.
Miettinen M., Sobin L. H. andLasota J. (2005), Gastrointestinal stromal
tumors of the stomach: a clinicopathologic, immunohistochemical, and

molecular genetic study of 1765 cases with long-term follow-up, Am J
Surg Pathol. 29(1), 52-68.

Rubin B. P., Fletcher J. A. andFletcher C. D. (2000), Molecular
Insights into the Histogenesis and Pathogenesis of Gastrointestinal
Stromal Tumors, Int J Surg Pathol. 8(1), 5-10.

Reith J. D., Goldblum J. R., Lyles R. H. et al (2000),
Extragastrointestinal (soft tissue) stromal tumors: an analysis of 48
cases with emphasis on histologic predictors of outcome, Mod Pathol.
13(5), 577-85.

Tran T., Davila J. A. andEIl-Serag H. B. (2005), The epidemiology of
malignant gastrointestinal stromal tumors: an analysis of 1,458 cases
from 1992 to 2000, Am J Gastroenterol. 100(1), 162-8.

Gronchi A., Judson 1., Nishida T. et al (2009), Adjuvant treatment of
GIST with imatinib: solid ground or still quicksand? A comment on
behalf of the EORTC Soft Tissue and Bone Sarcoma Group, the Italian
Sarcoma Group, the NCRI Sarcoma Clinical Studies Group (UK), the
Japanese Study Group on GIST, the French Sarcoma Group and the
Spanish Sarcoma Group (GEIS), Eur J Cancer. 45(7), 1103-6.



19.

20.

21,

22,

23.

24,

25,

26.

217,

Nishida T., Blay J. Y., Hirota S. et al (2016), The standard diagnosis,
treatment, and follow-up of gastrointestinal stromal tumors based on
guidelines, Gastric Cancer. 19(1), 3-14.

Steigen Sonja Eriksson and Eide Tor J. (2006), Trends in incidence and
survival of mesenchymal neoplasm of the digestive tract within a
defined population of Northern Norway, APMIS. 114(3), 192-200.

Soreide K., Sandvik O. M., Soreide J. A. et al (2016), Global
epidemiology of gastrointestinal stromal tumours (GIST): A systematic
review of population-based cohort studies, Cancer Epidemiol. 40, 39-46.

Tryggvason G., Gislason H. G., Magnusson M. K. et al (2005),
Gastrointestinal stromal tumors in Iceland, 1990-2003: the icelandic
GIST study, a population-based incidence and pathologic risk
stratification study, Int J Cancer. 117(2), 289-93.

Nilsson B., Bumming P., Meis-Kindblom J. M. et al (2005),
Gastrointestinal stromal tumors: the incidence, prevalence, clinical
course, and prognostication in the preimatinib mesylate era--a
population-based study in western Sweden, Cancer. 103(4), 821-9.

Liegl-Atzwanger B., Fletcher J. A. andFletcher C. D. (2010),
Gastrointestinal stromal tumors, Virchows Arch. 456(2), 111-27.

Lasota J. and Miettinen M. (2006), KIT and PDGFRA mutations in
gastrointestinal stromal tumors (GISTs), Semin Diagn Pathol. 23(2),
91-102.

Lasota J. and Miettinen M. (2008), Clinical significance of oncogenic
KIT and PDGFRA mutations in gastrointestinal stromal tumours,
Histopathology. 53(3), 245-66.

Miettinen M., Makhlouf H., Sobin L. H. et al (2006), Gastrointestinal
stromal tumors of the jejunum and ileum: a clinicopathologic,
immunohistochemical, and molecular genetic study of 906 cases before
imatinib with long-term follow-up, Am J Surg Pathol. 30(4), 477-89.



28.

29.

30.

31.

32,

33.

34,

35.

36.

Huang H. Y., Li C. F., Huang W. W. et al (2007), A modification of NIH
consensus criteria to better distinguish the highly lethal subset of primary
localized gastrointestinal stromal tumors: a subdivision of the original
high-risk group on the basis of outcome, Surgery. 141(6), 748-56.

Akin C. and Metcalfe D. D. (2004), The biology of Kit in disease and
the application of pharmacogenetics, J Allergy Clin Immunol. 114(1),
13-9; quiz 20.

DeMatteo R. P., Lewis J. J., Leung D. et al (2000), Two hundred
gastrointestinal stromal tumors: recurrence patterns and prognostic
factors for survival, Ann Surg. 231(1), 51-8.

Wozniak A., Rutkowski P., Piskorz A. et al (2012), Prognostic value of
KIT/PDGFRA mutations in gastrointestinal stromal tumours (GIST):
Polish Clinical GIST Registry experience, Ann Oncol. 23(2), 353-60.

Liegl B., Hornick J. L. andLazar A. J. (2009), Contemporary pathology
of gastrointestinal stromal tumors, Hematol Oncol Clin North Am.
23(1), 49-68, vii-viii.

Emory T. S., Sobin L. H., Lukes L. et al (1999), Prognosis of

gastrointestinal smooth-muscle (stromal) tumors: dependence on
anatomic site, Am J Surg Pathol. 23(1), 82-7.

Barnett C. M., Corless C. L. andHeinrich M. C. (2013), Gastrointestinal
stromal tumors: molecular markers and genetic subtypes, Hematol
Oncol Clin North Am. 27(5), 871-88.

Hatzaras 1., Palesty J., Abir F. et al (2007), Small-bowel tumors:
Epidemiologic and clinical characteristics of 1260 cases from the
connecticut tumor registry, Archives of Surgery. 142(3), 229-235.

DeMatteo R. P., Ballman K. V., Antonescu C. R. et al (2013), Long-
term results of adjuvant imatinib mesylate in localized, high-risk,
primary gastrointestinal stromal tumor: ACOSOG Z9000 (Alliance)
intergroup phase 2 trial, Ann Surg. 258(3), 422-9.



37.

38.

39.

40.

41.

42.

43.

44,

45,

46.

Barros A., Linhares E., Valadao M. et al (2011), Extragastrointestinal
stromal tumors (EGIST): a series of case reports,
Hepatogastroenterology. 58(107-108), 865-8.

Belfiori G., Sartelli M., Cardinali L. et al (2015), Risk stratification
systems for surgically treated localized primary Gastrointestinal
Stromal Tumors (GIST). Review of literature and comparison of the
three prognostic criteria; MSKCC Nomogramm, NIH-Fletcher and
AFIP-Miettinen, Ann Ital Chir. 86(3), 219-27.

Nishida T. (2015), The role of endoscopy in the diagnosis of gastric
gastrointestinal stromal tumors, Ann Surg Oncol. 22(9), 2810-1.

Hwang J. H. and Kimmey M. B. (2004), The incidental upper
gastrointestinal subepithelial mass, Gastroenterology. 126(1), 301-7.

Evans J. A., Chandrasekhara V., Chathadi K. V. et al (2015), The role
of endoscopy in the management of premalignant and malignant
conditions of the stomach, Gastrointest Endosc. 82(1), 1-8.

Rodriguez S. A. and Faigel D. O. (2007), Endoscopic diagnosis of
gastrointestinal stromal cell tumors, Curr Opin Gastroenterol. 23(5),
539-43.

Chak A., Canto M. I, Rosch T. et al (1997), Endosonographic
differentiation of benign and malignant stromal cell tumors,
Gastrointest Endosc. 45(6), 468-73.

Voiosu T., Voiosu A., Rimbas M. et al (2012), Endoscopy: possibilities
and limitations in the management of GIST of the upper GI tract, Rom
J Intern Med. 50(1), 7-11.

King D. M. (2005), The radiology of gastrointestinal stromal tumours
(GIST), Cancer Imaging. 5, 150-6.

Levy A. D., Remotti H. E., Thompson W. M. et al (2003),
Gastrointestinal stromal tumors: radiologic features with pathologic
correlation, Radiographics. 23(2), 283-304, 456; quiz 532.



47.

48.

49.

50.

o1,

52,

53.

54,

55.

Scarpa M., Bertin M., Ruffolo C. et al (2008), A systematic review on
the clinical diagnosis of gastrointestinal stromal tumors, J Surg Oncol.
98(5), 384-92.

Treglia G., Mirk P., Stefanelli A. et al (2012), 18F-Fluorodeoxyglucose
positron emission tomography in evaluating treatment response to
imatinib or other drugs in gastrointestinal stromal tumors: a systematic
review, Clin Imaging. 36(3), 167-75.

Van den Abbeele A. D. (2008), The lessons of GIST--PET and
PET/CT: a new paradigm for imaging, Oncologist. 13 Suppl 2, 8-13.

Rutkowski P., Gronchi A., Hohenberger P. et al (2013), Neoadjuvant
imatinib in locally advanced gastrointestinal stromal tumors (GIST):
the EORTC STBSG experience, Ann Surg Oncol. 20(9), 2937-43.

Hassanzadeh-Rad A., Yousefifard M., Katal S. et al (2015), The value
of F-Fluorodeoxyglucose positron emission tomography for prediction
of treatment response in gastrointestinal stromal tumors: A systematic
review and meta-analysis, J Gastroenterol Hepatol.

Watson R. R., Binmoeller K. F., Hamerski C. M. et al (2011), Yield
and performance characteristics of endoscopic ultrasound-guided fine
needle aspiration for diagnosing upper Gl tract stromal tumors, Dig Dis
Sci. 56(6), 1757-62.

Yeh C. H., Pan K. T., Chu S. Y. et al (2012), Safety and efficacy of
image-guided percutaneous biopsies in the diagnosis of gastrointestinal
stromal tumors, Clin Imaging. 36(1), 19-23.

de Sio I., Funaro A., Vitale L. M. et al (2013), Ultrasound-guided
percutaneous biopsy for diagnosis of gastrointestinal lesions, Dig Liver
Dis. 45(10), 816-9.

Lassau N., Lamuraglia M., Chami L. et al (2006), Gastrointestinal
stromal tumors treated with imatinib: monitoring response with
contrast-enhanced sonography, AJR Am J Roentgenol. 187(5), 1267-73.



56.

57,

58.

59.

60.

61.

62.

63.

64.

65.

Roanh L& Dinh (2001), U mé mém, Giai phau bénh - Té bao hoc, Bo Y
té - Bénh vién Bach Mai, Ha Noi, 29, 288-317.

Graadt van Roggen J. F., van Velthuysen M. L. andHogendoorn P. C.
(2001), The histopathological differential diagnosis of gastrointestinal
stromal tumours, J Clin Pathol. 54(2), 96-102.

Jo V. Y. and Fletcher C. D. (2014), WHO classification of soft tissue
tumours: an update based on the 2013 (4th) edition, Pathology. 46(2),
95-104.

Gold J. S., Gonen M., Gutierrez A. et al (2009), Development and
validation of a prognostic nomogram for recurrence-free survival after
complete surgical resection of localised primary gastrointestinal stromal
tumour: a retrospective analysis, Lancet Oncol. 10(11), 1045-52.

Edge S Byrd DR, Compton CC (2010), AJCC Cancer Staging Manual,
7, Springer, New York.

Gastrointestinal stromal tumours: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up (2014), Ann Oncol. 25 Suppl 3,
ii21-6.

Debiec-Rychter M., Wasag B., Stul M. et al (2004), Gastrointestinal

stromal tumours (GISTs) negative for KIT (CD117 antigen)
immunoreactivity, J Pathol. 202(4), 430-8.

Novelli M., Rossi S., Rodriguez-Justo M. et al (2010), DOG1 and
CD117 are the antibodies of choice in the diagnosis of gastrointestinal
stromal tumours, Histopathology. 57(2), 259-70.

Miettinen M. and Lasota J. (2001), Gastrointestinal stromal tumors--
definition, clinical, histological, immunohistochemical, and molecular
genetic features and differential diagnosis, Virchows Arch. 438(1), 1-12.

Bachet J. B., Hostein I., Le Cesne A. et al (2009), Prognosis and
predictive value of KIT exon 11 deletion in GISTs, Br J Cancer.
101(1), 7-11.



66.

67.

68.

69.

70.

71,

72,

73.

74.

Lux M. L., Rubin B. P., Biase T. L. et al (2000), KIT extracellular and
kinase domain mutations in gastrointestinal stromal tumors, Am J
Pathol. 156(3), 791-5.

Beadling C., Patterson J., Justusson E. et al (2013), Gene expression of the
IGF pathway family distinguishes subsets of gastrointestinal stromal
tumors wild type for KIT and PDGFRA, Cancer Med. 2(1), 21-31.

Zong L. and Chen P. (2014), Prognostic value of KIT/PDGFRA
mutations in gastrointestinal stromal tumors: a meta-analysis, World J
Surg Oncol. 12, 71.

Pantaleo M. A., Astolfi A., Nannini M. et al (2011), Differential
expression of neural markers in KIT and PDGFRA wild-type
gastrointestinal stromal tumours, Histopathology. 59(6), 1071-80.

Edge S Byrd DR, Compton CC (2010), American Joint Committee on
Cancer Staging Manual, 7, Springer, New York, p. 175.

Koo Dong-Hoe, Ryu Min-Hee, Kim Kyoung-Mee et al (2016), Asian
Consensus Guidelines for the Diagnosis and Management of
Gastrointestinal Stromal Tumor, Cancer Research and Treatment :
Official Journal of Korean Cancer Association. 48(4), 1155-1166.

Agaimy A. and Wunsch P. H. (2009), Lymph node metastasis in
gastrointestinal stromal tumours (GIST) occurs preferentially in young
patients < or = 40 years: an overview based on our case material and
the literature, Langenbecks Arch Surg. 394(2), 375-81.

Joensuu H., Vehtari A., Riihimaki J. et al (2012), Risk of recurrence of
gastrointestinal stromal tumour after surgery: an analysis of pooled
population-based cohorts, Lancet Oncol. 13(3), 265-74.

Wozniak A., Rutkowski P., Schoffski P. et al (2014), Tumor genotype
IS an independent prognostic factor in primary gastrointestinal stromal
tumors of gastric origin: a european multicenter analysis based on
ConticaGIST, Clin Cancer Res. 20(23), 6105-16.



75.

76.

77.

78.

79.

80.

81.

82.

Yoon K. J.,, Kim N. K,, Lee K. Y. et al (2011), Efficacy of imatinib
mesylate neoadjuvant treatment for a locally advanced rectal

gastrointestinal stromal tumor, J Korean Soc Coloproctol. 27(3), 147-
52.

Gastrointestinal stromal tumors: ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up (2012), Ann Oncol. 23 Suppl 7,
Vii49-55.

Joensuu H. (2008), Risk stratification of patients diagnosed with
gastrointestinal stromal tumor, Hum Pathol. 39(10), 1411-9.

Corless C. L., Ballman K. V., Antonescu C. R. et al (2014), Pathologic
and molecular features correlate with long-term outcome after adjuvant
therapy of resected primary Gl stromal tumor: the ACOSOG Z9001
trial, J Clin Oncol. 32(15), 1563-70.

Dematteo R. P., Ballman K. V., Antonescu C. R. et al (2009), Adjuvant
imatinib mesylate after resection of localised, primary gastrointestinal
stromal tumour: a randomised, double-blind, placebo-controlled trial,
Lancet. 373(9669), 1097-104.

Verweij J., Casali P. G., Kotasek D. et al (2007), Imatinib does not
induce cardiac left ventricular failure in gastrointestinal stromal
tumours patients: analysis of EORTC-ISG-AGITG study 62005, Eur J
Cancer. 43(6), 974-8.

Blanke C. D., Demetri G. D., von Mehren M. et al (2008), Long-term
results from a randomized phase 1l trial of standard- versus higher-dose
imatinib mesylate for patients with unresectable or metastatic
gastrointestinal stromal tumors expressing KIT, J Clin Oncol. 26(4),
620-5.

Blesius A., Cassier P. A., Bertucci F. et al (2011), Neoadjuvant
imatinib in patients with locally advanced non metastatic GIST in the
prospective BFR14 trial, BMC Cancer. 11, 72.



83.

84.

85.

86.

87.

88.

89.

90.

Demetri G. D., von Mehren M., Antonescu C. R. et al (2010), NCCN
Task Force report: update on the management of patients with
gastrointestinal stromal tumors, J Natl Compr Canc Netw. 8 Suppl 2,
S1-41; quiz S42-4.

Joensuu H., Eriksson M., Sundby Hall K. et al (2012), One vs three
years of adjuvant imatinib for operable gastrointestinal stromal tumor: a
randomized trial, Jama. 307(12), 1265-72.

Demetri G. D., von Mehren M., Blanke C. D. et al (2002), Efficacy and
safety of imatinib mesylate in advanced gastrointestinal stromal tumors,
N Engl J Med. 347(7), 472-80.

Dagher R., Cohen M., Williams G. et al (2002), Approval summary:
imatinib mesylate in the treatment of metastatic and/or unresectable
malignant gastrointestinal stromal tumors, Clin Cancer Res. 8(10), 3034-8.

Debiec-Rychter M., Sciot R., Le Cesne A. et al (2006), KIT mutations
and dose selection for imatinib in patients with advanced
gastrointestinal stromal tumours, Eur J Cancer. 42(8), 1093-103.

Reichardt P., Kang Y. K., Rutkowski P. et al (2015), Clinical outcomes of
patients with advanced gastrointestinal stromal tumors: safety and efficacy
in a worldwide treatment-use trial of sunitinib, Cancer. 121(9), 1405-13.

Heinrich M. C., Owzar K., Corless C. L. et al (2008), Correlation of
kinase genotype and clinical outcome in the North American Intergroup
Phase 11l Trial of imatinib mesylate for treatment of advanced
gastrointestinal stromal tumor: CALGB 150105 Study by Cancer and
Leukemia Group B and Southwest Oncology Group, J Clin Oncol.
26(33), 5360-7.

George S., Blay J. Y., Casali P. G. et al (2009), Clinical evaluation of
continuous daily dosing of sunitinib malate in patients with advanced
gastrointestinal stromal tumour after imatinib failure, Eur J Cancer.
45(11), 1959-68.



91.

92.

93.

94,

95.

96.

97.

98.

99.

Serrano C. and George S. (2014), Recent advances in the treatment of
gastrointestinal stromal tumors, Ther Adv Med Oncol. 6(3), 115-27.

George S., Wang Q., Heinrich M. C. et al (2012), Efficacy and safety
of regorafenib in patients with metastatic and/or unresectable Gl
stromal tumor after failure of imatinib and sunitinib: a multicenter
phase Il trial, J Clin Oncol. 30(19), 2401-7.

Joensuu H., Eriksson M., Collan J. et al (2015), Radiotherapy for GIST
progressing during or after tyrosine kinase inhibitor therapy: A
prospective study, Radiother Oncol. 116(2), 233-8.

Corbin K. S., Kindler H. L. andLiauw S. L. (2014), Considering the
role of radiation therapy for gastrointestinal stromal tumor, Onco
Targets Ther. 7, 713-8.

Demetri G. D., Wang Y., Wehrle E. et al (2009), Imatinib plasma levels are
correlated with clinical benefit in patients with unresectable/metastatic
gastrointestinal stromal tumors, J Clin Oncol. 27(19), 3141-7.

Rutkowski P., Nowecki Z. I., Michej W. et al (2007), Risk criteria and
prognostic factors for predicting recurrences after resection of primary
gastrointestinal stromal tumor, Ann Surg Oncol. 14(7), 2018-27.

Yeh C.N.,Chen Y. Y., Tseng J. H. et al (2011), Imatinib Mesylate for Patients
with Recurrent or Metastatic Gastrointestinal Stromal Tumors Expressing KIT:
A Decade Experience from Taiwan, Transl Oncol. 4(6), 328-35.

Kim K. W., Shinagare A. B., Krajewski K. M. et al (2015), Fluid
retention associated with imatinib treatment in patients with
gastrointestinal stromal tumor: quantitative radiologic assessment and
implications for management, Korean J Radiol. 16(2), 304-13.

Van Glabbeke M., Verweij J., Casali P. G. et al (2006), Predicting
toxicities for patients with advanced gastrointestinal stromal tumours
treated with imatinib: a study of the European Organisation for
Research and Treatment of Cancer, the Italian Sarcoma Group, and the
Australasian Gastro-Intestinal Trials Group (EORTC-ISG-AGITG),
Eur J Cancer. 42(14), 2277-85.



100.

101.

102.

103.

104.

105.

106.

Ferrero D., Pogliani E. M., Rege-Cambrin G. et al (2006),
Corticosteroids can reverse severe imatinib-induced hepatotoxicity,
Haematologica. 91(6 Suppl), Ecr27.

von Mehren M. and Widmer N. (2011), Correlations between imatinib
pharmacokinetics, pharmacodynamics, adherence, and clinical response
in advanced metastatic gastrointestinal stromal tumor (GIST): an
emerging role for drug blood level testing?, Cancer Treat Rev. 37(4),
291-9.

Demetri GD Rankin CJ, Benjamin RS, et al (2014), Long-term disease
control of advanced gastrointestinal stromal tumors with imatinib: 10-
year otcoms from SWOG phase Il intergroup trial S0033, J Clin
Oncol. 32-5s((suppl; abstract 10508)).

Comparison of two doses of imatinib for the treatment of unresectable
or metastatic gastrointestinal stromal tumors: a meta-analysis of 1,640
patients (2010), J Clin Oncol. 28(7), 1247-53.

Blay J. Y., Le Cesne A., Ray-Coquard I. et al (2007), Prospective
multicentric randomized phase Il study of imatinib in patients with
advanced gastrointestinal stromal tumors comparing interruption versus
continuation of treatment beyond 1 year: the French Sarcoma Group, J
Clin Oncol. 25(9), 1107-13.

Patrikidou A., Domont J., Chabaud S. et al (2016), Long-term outcome
of molecular subgroups of GIST patients treated with standard-dose
imatinib in the BFR14 trial of the French Sarcoma Group, Eur J
Cancer. 52, 173-80.

Lee J. H., Kim Y., Choi J. W. et al (2013), Correlation of imatinib
resistance with the mutational status of KIT and PDGFRA genes in
gastrointestinal stromal tumors: a meta-analysis, J Gastrointestin Liver
Dis. 22(4), 413-8.



107.

108.

109.

110.

111.

112.

113.

114.

115.

Rutkowski P., Nowecki Z. I., Debiec-Rychter M. et al (2007),
Predictive factors for long-term effects of imatinib therapy in patients
with inoperable/metastatic CD117(+) gastrointestinal stromal tumors
(GISTs), J Cancer Res Clin Oncol. 133(9), 589-97.

Nghia Bui Trung (2010), Pdnh gid ddc diém ldm sang, cdn lam sang va
két qua diéu tri phau thudt u mé dém dwong tiéu héa (GIST) tai Bénh
vien Hitu nghi Viét Duwc, Luan van thac si Y hoc, Ludn van thac sy Y
hoc, Truong Pai hoc Y Ha Noi, Ha Noi.

Tuén Diép Bao (2016), Nghién ctru chan doan va diéu tri buéu mod dém
duong ti€u hoa, Tap chi Ung thu hoc Viét Nam. 2(GIST), 7.

Mai Trong Khoa Tran Dinh Ha, Pham Cam Phuong va cong sy (2014),
Panh gia hiéu qua cta Imatinib (Glivec) trong diéu tri U mé dém
duong ti€u hoa tai trung tam Y hoc hat nhan va Ung budu - Bénh vién
Bach Mai, Tap chi Ung thu hoc Viét Nam. 4, 1.

Fearon K., Strasser F., Anker S. D. et al (2011), Definition and
classification of cancer cachexia: an international consensus, Lancet
Oncol. 12(5), 489-95.

Institute National Institutes of Health - National Cancer (2009), The
NCI Common Terminology Criteria for Adverse Event.

Prakash S., Sarran L., Socci N. et al (2005), Gastrointestinal stromal
tumors in children and young adults: a clinicopathologic, molecular,
and genomic study of 15 cases and review of the literature, J Pediatr
Hematol Oncol. 27(4), 179-87.

Price V. E., Zielenska M., Chilton-MacNeill S. et al (2005), Clinical
and molecular characteristics of pediatric gastrointestinal stromal
tumors (GISTSs), Pediatr Blood Cancer. 45(1), 20-4.

Miettinen M. and Lasota J. (2006), Gastrointestinal stromal tumors:
pathology and prognosis at different sites, Semin Diagn Pathol. 23(2),
70-83.



116.

117.

118.

119.

120.

121.

122.

123.

124.

Caterino S., Lorenzon L., Petrucciani N. et al (2011), Gastrointestinal
stromal tumors: correlation between symptoms at presentation, tumor
location and prognostic factors in 47 consecutive patients, World J Surg
Oncol. 9, 13.

Pham Minh Hai L& Quan Anh Tuén, Vo Tén Long va CS (2008), bac
diém 1am sang, can lam sang va két qua diéu trj phau thuit u mdé dém
duong tiéu hoa, Tap chi Nghién ciru Y hoc Thanh phé Hé Chi Minh
4(Phu ban s 4), 4.

sy Trinh Thi Hoa va cdng (2010), Panh gi4 hi¢u qua hoa tri bo trg ECX
trén bénh nhan ung thu biéu mo tuyén da day, Tap chi Ung thu hoc Viét
Nam. 3(Tiéu hoa), 45-48.

Ania B. J., Suman V. J., Fairbanks V. F. et al (1997), Incidence of
anemia in older people: an epidemiologic study in a well defined
population, J Am Geriatr Soc. 45(7), 825-31.

Andtbacka R. H., Ng C. S., Scaife C. L. et al (2007), Surgical resection
of gastrointestinal stromal tumors after treatment with imatinib, Ann
Surg Oncol. 14(1), 14-24.

Donskov F. (2013), Immunomonitoring and prognostic relevance of
neutrophils in clinical trials, Semin Cancer Biol. 23(3), 200-7.

Jati A., Tatli S., Morgan J. A. et al (2012), Imaging features of bone
metastases in patients with gastrointestinal stromal tumors, Diagn
Interv Radiol. 18(4), 391-6.

Dei Tos A. P., Laurino L., Bearzi I. et al (2011), Gastrointestinal stromal
tumors: the histology report, Dig Liver Dis. 43 Suppl 4, S304-9.

Tan Christopher B., Zhi Wanging, Shahzad Ghulamullah et al (2012),
Gastrointestinal Stromal Tumors: A Review of Case Reports,
Diagnosis, Treatment, and Future Directions, ISRN Gastroenterology.
2012, 595968.



125.

126.

127.

128.

129.

130.

131.

Nguyén Vin Mio Nguyén Phuc Cuong, Tran Vin Hop va CS (2010),
Pic diém mo bénh hoc va sy boc 16 mot sd diu 4n mién dich trong u
mo dém da day-rudt, Y hoc thuc hanh. s6 729, 58-62.

Edmonson J. H., Marks R. S., Buckner J. C. et al (2002), Contrast of
response to dacarbazine, mitomycin, doxorubicin, and cisplatin
(DMAP) plus GM-CSF between patients with advanced malignant
gastrointestinal stromal tumors and patients with other advanced
leiomyosarcomas, Cancer Invest. 20(5-6), 605-12.

Ryu M. H., Kang W. K., Bang Y. J. et al (2009), A prospective,
multicenter, phase 2 study of imatinib mesylate in korean patients with
metastatic or unresectable gastrointestinal stromal tumor, Oncology.
76(5), 326-32.

Nishida T., Shirao K., Sawaki A. et al (2008), Efficacy and safety
profile of imatinib mesylate (ST1571) in Japanese patients with
advanced gastrointestinal stromal tumors: a phase |l study
(STI1571B1202), Int J Clin Oncol. 13(3), 244-51.

Tirumani S. H., Shinagare A. B., Jagannathan J. P. et al (2014),
Radiologic assessment of earliest, best, and plateau response of
gastrointestinal stromal tumors to neoadjuvant imatinib prior to
successful surgical resection, Eur J Surg Oncol. 40(4), 420-8.

Cesne Axel Le, Glabbeke Martine Van, Verweij Jaap et al (2009),
Absence of Progression As Assessed by Response Evaluation Criteria
in Solid Tumors Predicts Survival in Advanced Gl Stromal Tumors
Treated With Imatinib Mesylate: The Intergroup EORTC-ISG-AGITG
Phase Il Trial, Journal of Clinical Oncology. 27(24), 3969-3974.

Gold J. S., van der Zwan S. M., Gonen M. et al (2007), Outcome of
metastatic GIST in the era before tyrosine kinase inhibitors, Ann Surg
Oncol. 14(1), 134-42.



132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

Demetri G. D., Reichardt P., Kang Y. K. et al (2013), Efficacy and
safety of regorafenib for advanced gastrointestinal stromal tumours
after failure of imatinib and sunitinib (GRID): an international,
multicentre, randomised, placebo-controlled, phase 3 trial, Lancet.
381(9863), 295-302.

University Sydney (2016), Advance GISTs online tool for researcher

and health care professionals, chu bién.

Ben Ami E. and Demetri G. D. (2016), A safety evaluation of imatinib
mesylate in the treatment of gastrointestinal stromal tumor, Expert
Opin Drug Saf. 15(4), 571-8.

Esmaeli B., Prieto V. G., Butler C. E. et al (2002), Severe periorbital
edema secondary to STI571 (Gleevec), Cancer. 95(4), 881-7.

Nishida T., Doi T. andNaito Y. (2014), Tyrosine kinase inhibitors in
the treatment of unresectable or metastatic gastrointestinal stromal
tumors, Expert Opin Pharmacother. 15(14), 1979-89.

Patel S. (2013), Long-term efficacy of imatinib for treatment of
metastatic GIST, Cancer Chemother Pharmacol. 72(2), 277-86.

Joensuu H., Trent J. C. andReichardt P. (2011), Practical management
of tyrosine kinase inhibitor-associated side effects in GIST, Cancer
Treat Rev. 37(1), 75-88.

Park S. R., Ryu M. H., Ryoo B. Y. et al (2016), Severe Imatinib-
Associated Skin Rash in Gastrointestinal Stromal Tumor Patients:
Management and Clinical Implications, Cancer Res Treat. 48(1), 162-70.

Demetri G. D., van Oosterom A. T., Garrett C. R. et al (2006), Efficacy
and safety of sunitinib in patients with advanced gastrointestinal
stromal tumour after failure of imatinib: a randomised controlled trial,
Lancet. 368(9544), 1329-38.

Patel S. and Zalcberg J. R. (2008), Optimizing the dose of imatinib for
treatment of gastrointestinal stromal tumours: lessons from the phase 3
trials, Eur J Cancer. 44(4), 501-9.



PHU LUC
CAC HINH ANH MINH HOQA
BN Ping Thé M — 59 tuéi - SHS 2280/08

Trude diéu tri khdi u 16n chiém gan toan bo 6 bung, di cin gan

DANG INH A £ KDANG THE MINH

Sau 9 thang diéu tri imatinib (Glivec)



4

e, N K_-‘r*'

Tac dung phu trén da do 1l Tac dung phu phu mi d6 Il
BN Nguyén Thi T BN D) Thi S

SHS 14105914 SHS 14309415



PHAN LOAI POC TINH THEO WHO - 2000

Bing 1. Phin dé déc tinh ciia thuéc véi hé théng tao mdu

Do doc tinh
, Do 0 o 1 Do 2 P 3 o 4
Té bao mau
Bach cau (10%1) >4 3-39 | 2-29 | 1-19 <1
BCH (10%1) >2 |15-19| 1-14 | 05-09 | <05
HST (g/l) BT [100—-BT| 80-100 | 65-79 | <65
TC (10%) BT | 75-BT | 50-74,9 | 25-49,9 | <25
Bing 2. Phén dé dic tinh ciia thuéc véi gan, thin
Do doc tinh
Po0 | Dol Do 2 o 3 Do 4
Co quan
Gan: AST vahoic - <25lan | 2,6-5lan |5,1-20 1an| > 20 lan
ALT (Ul/ml) BT BT BT BT
Thén: o | 1,51an | 1,5-314n | 3,1-614n | >6 Ian
Creatinine (umol/l) BT BT BT BT




TIEU CHUAN PANH GIA CAC BIEN CO BAT LQI PHIEN BAN
(CTCAE) 4.0 CUA VIEN UNG THU QUOC GIA HOA KY NAM 2009

Bing 3.Phén d¢ djc tinh ciia thubc trén hé tiéu héa

P§ doc tinh
by 0 bo 1 bj 2 bo 3 bj 4
Tac dung phu
L A C6 thé an khong thé
Buon non Khong Kho an
duoc an duoc
Non Khong | 1 1an/24 gio 2-5 1an 6-10lan | >10lan
- . . . ) . 7-9 >10
Tiéu chay Khong | 2-3 lan/ngay | 4-6 lan/ngay | . . . .
lan/ngay | lan/ngay

Bing 4. Phin dé cdc tic dung khéng mong muén trén hé co xwong khop

P§ doc tinh

Tac b6 0 bo 1 Do 2 bo 3
dung phu
Dau trung binh, | Pau nghiém trong,
Binh han ché cac hoat | han ché cac hoat
Dau khop Dau nhe _ ) 5
thuong dong sinh hoat | dong cham soc¢ ban
hang ngay than
Pau trung binh, | Pau nghiém trong,
Binh han ché cac hoat | han ché cac hoat
Pau co Pau nhe )
thuong dong sinh hoat | dong cham soc¢ ban
hang ngay than
Triéu chung ¢ |  Triéu chung o
. . . Triéu chang
Roi loan than . muc do nhe, | trung binh, han N
] . Binh , N .y nghiém trong, han
kinh cam giac . bat thwong vé | ché cac hoat < .
o thwong | . 7 . ché céac hoat dong
ngoai Vi cam giac, di | dong sinh hoat .
i . . cham s6c¢ ban than
cam hang ngay




Bdng 5. Phén d¢ déc tinh trén da

Poc tinh| Dp 0 Pj 1 Pj 2 Pj 3 Y
Noi ban |[Khéng [N&i ban dang|Noi ban dang chim |Ban dang cham, |Viém troc
cham hay|hoic mun lantoa  |hdng ban, mun  |ca mang
mun, hong ban|kém theo ngtra mu hoac bong |da hoac
lan toa khoéng|hoac céac triéu nudc hay troc  |viém da
triéu ching chung khac hay vay >50% dién |dang loet
trdc vay tai chd tai |tich da co thé
vung khac<50%
dién tich da co thé
Khoda [Khdng [Puoc kiem soat |Khong kiém soat
véi cac thuéc  |duoc véi cac thudce
lammémda  |lam mém da
Hong ban |Khong Thua, rai rac Ning, lan toa|Pe doa su
hay gay dau do|sdng, troc
viém can phai|da, viém
truyén dich loét da
Ngua Khéng |Nhe, khu tru, tu Nhiéu, lan rong, tu|Nang, lan rong,
khoi hay diéu tri khoi hay diéu trilkhd kiém soat
khoi bang thudc|khoi  bang  thubc|du c6 diéu tri
b0i tai chd duing toan than
Hoi Khoéng |Thay doitrén |Thay d6i gdy dau|Pau nhiéu, anh
chung da,vitmda |nhung khong anh|/huong nang
ban tay, gy dau (hong |huong ning
ban chan ban, troc da)
Thay d6i|Khéng [D6i mau, san|Mat mét phan hoac
mong sui, romong |hoan toan mang,
dau nén mong.
Thay dbi|Khdng |Thay doi sic|Lan rong
sac to da t6 khu tr
Nhiém |Khéng |Pau, ngira, d0 |Pau, sung né véi|Loét, hoai tir kéo
khuan phan tng viém dai hay budc

phai phau thuat




Bdng 6. Phdn dé cac tac dung khdng mong muén khac

Py doc tinh

] b6 0 bo 1 bj 2 bo 3 bo 4
Tac
dung phu
MéEt moi muic _
. MéEt mol
_ | trung binh,
. Mét moi it, . nang, han
_ Binh . han che cac .
Mét moi hét khi nghi che cac hoat
thuong . hoat dong
ngoi ) dong cham
sinh hoat ) A
. . soc ban than
hang ngay
Chan an Chan an c6
Chan an Chan &n, van | mirc do nguy co anh
nhung c6 thé an nhiéu, kéo | huong dén
Binn khong anh | bang duong | dai kém chirc nang
in ) _ ) L. . .
Chan an huong dén | miéng, khéng | theo cd gay | song, can
thuong ' o A o, )
thoi quen an | gay giam can, | sut, can bo | can thiép
uéng hang | canbodung |sungbing | ngay lap téc
ngay dinh dudng duong
sonde

Ngudn: A. Trotti et al (2000), Common toxicity criteria: version 2.0. an
improved reference for grading the acute effects of cancer treatment: impact

on radiotherapy, Int J Radiat Oncol Biol Phys. 47(1)




DANH GIA PAP UNG THEO TON THUONG DIiCH - RECIST 1.1

Ton thuong dich 1a ton thuong do duoc trén 1am sang hoic trén chan doan

hinh anh, mdi tén thuong c6 kich thudc téi thiéu > 20 mm trén cic phuong

tién chan doan hinh anh thong thuong hodc > 10 mm bang chup CT xoan ¢

da ddy. Néu cd nhiéu ton thuong dich, 1dy tdi da 5 ton thuong lam ton thuong

dich va lay tong duong kinh cac ton thuong chon lam co so dé danh gia dap

ung.

Danh gia

Tiéu chuin

bap rng hoan toan-
DUHT
(Complete Reponse)

Ton thuong dich tan hoan toan it nhét trong 4

tuan va khdng xuat hién ton thuong mai.

Pap (tng mot phan-
bUMP
(Partial Reponse)

Giam >30% kich thudc Ion nhat cua tat ca cac
ton thwong va khong xuét hién tén thuong méi

trong it nhat 4 tuan.

Bénh gir nguyén- BGN
(Stable Disease)

Khi kich thudc cia cac ton thuong giam di dudi
30% hodc tang 1én dudi 20%

Bénh tién trien — BTT

(Progression)

Tang kich thudc cua cac ton thuong > 20%

hoac xuat hién bat ki mot ton thuong méi.

Pap trng toan bo
(Overal Response or

Reponse Rate)

Bao gom dap tng hoan toan va dap ang mot

phan

Kiém soat bénh

(Disease Control Rate)

Bao gom DUHT, BPUHT va BGN




Nguén: E. A. Eisenhauer et al (2009), New response evaluation criteria in solid
tumours: revised RECIST guideline (version 1.1), Eur J Cancer. 45(2), tr. 228-47

THANG PIEM PAU THEO WHO

Khong dau Pau cue do

| | | | | | | | |
0 1 2 3 4 5 6 7 8 9 10
H—J ~ Y ~

Pau nhe Pau vira Dau nhicu

CHI SO TOAN TRANG (PS) THEO ECOG
0: Hoat dong binh thuong.
1: Bi han ché hoat dong ning, nhung di lai duoc va lam duoc viéc nhe.
2: Pi lai dugc nhung khong lam dugc cac viéc, hoan toan cham soc
duogc ban than, phai nghi ngoi dudi 50% thoi gian thuec.
3: Chi chiam s6c ban than toi thiéu, phai nghi trén 50% thoi gian.
4: Phai nam nghi hoan toan.
CHI SO KHOI CO THE (BODY MASS INDEX: BMI)

Cach tinh: BMI=
H

Trong d6: W 1a can ning co thé tinh theo kilogram (Kg)
H 1a chiéu cao co thé tinh theo metre (m)

Phan loai (cho nguoi 16n, > 20 tudi)

e BMI < 18,5: Gay (thiéu can)

e BMI=18,5-24,9: Binh thuong

e BMI >25: Béo (thtra cén)



THU TiM HIEU KET QUA PIEU TRI

Kinh gl 6ng (D) ..o
Pia Chi: .

Xin kinh chao 6ng (ba) va gia dinh, ching t6i rit quan tim dén két qua
sau thoi gian diéu tri bénh cia 6ng ba tai bénh vién. Hon nita dé c6 thé gitp cho
c4c BN mac bénh ung thu nhu ctia 6ng ba ciing nhu gitp cac bac si phuc vu stc
khoe nhan dan ngay cang tét hon. Chung t6i rit mong 6ng ba hozc than nhan
trong gia dinh vui 10ng cho biét tinh hinh sitc khoe caa BN trong thoi gian vira
qua bang céach tra 16i theo bang cau hoi dudi day:
BN hién nay:
conséng o D3 mat 0

1. Néu con sdng xin vui 1ong tra 1oi cau hoi dudi day:

- Suc khoe chung cua ong (ba) hién nay:
Binh thuong o Suy giam o Kém, liét givong O

~ Triéu chung gay kho chiu nhat cho 6ng (ba) hién nay Ia gi?

Néu c6 diéu gi khéng may xay ra voi ngudi bénh (43 mat):
Chung t6i xin chan thanh chia budn cing gia dinh va mong gia dinh cho biét
mét sb théng tin sau:
Theo gia dinh, BN d3 mat do:
Bénh ung thu o Tai nan O Bénh khac o
Thoi gian mat: ngay ........ thang...... nam.......
Xin vui long bo ban cau hoi nay vao phong bi dan tem va gui buu dién som cho
chuing toi theo dia chi.
Xin chéan thanh cam on sy giup dé caa ong (ba) va gia dinh!
Ngay ..... thang..... ndm 201
(Nguoi tra 1oi ghi r6 ho va tén)



GIAY PONG THUAN THAM GIA NGHIEN CUU

CONG HOA XA HQI CHU NGHIA VIET NAM
Poc l1ap - Tw do - Hanh phuc

GIAY CHAP THUAN THAM GIA NGHIEN CUU

Tén toi la: Gioi: Nam sinh:
bia chi:

Sau khi duoc nghe bac si giai thich vé tinh hinh bénh tat cua toi;
phuong huéng diéu tri; phan tich wu nhuoc diém cua phuong phap diéu tri;
cac budc tién hanh diéu tri; cac nguy co c6 thé xay ra; cac thdng tin c& nhan
dugc dam bao bi mat, téi xin ddng y tw nguyén tham gia nghién ciru:
“Nghién cizu két qud diéu tri u mé dém dwong tiéu hoa (GISTSs) giai dogn

mugn bang imatinib tai bénh vien K’

T6i xin cam két chap hanh moi quy dinh cua nghién ciu nay va chap

nhan nhitng rai ro c6 thé xay ra.
Ha Ngi, ngay  thdng nam 201

Ngudi viét

Ho va tén (chit ky)






