PAT VAN PE

U mé6 dém duong tiéu hoa - Gastro Intestinal Stroma Tumor (GISTSs) la
khdi u trung md cta dudng tiéu héa co ngudn goc tir té bao ¢ thanh dng ticu
hoa hay té bao Cajal. Bénh chiém khoang 0,2% céc bénh 1y duong tiéu hoa, véi
ty 1¢ mic bénh khoang 1,5/100.000 dan. Theo thdng ké, hang nim tai Hoa Ki ¢6
khoang 5000 ca moi méc. Trén thé 8101, trude nam 1990, GISTs thuong dugce
chan doan nham 1a sarcoma phan mém nhu sarcoma co tron, sarcoma mg... do
hinh thai t& bao cua 2 loai nay kha gidng nhau. Gan day nho sy phat trién cua
k¥ thuat nhuém héa mé mién dich va cac nghién ctru vé gen, cic nha giai phau
bénh di tim thiy dot bién ciia gen cKIT — dugc boc 16 khang nguyén bé mit
CD-117 nén da phan biét dugc ro loai bénh nay. Tu ddy da moé ra mot cudc
cach mang trong chan doan ciing nhu diéu tri GISTs.

Hién nay, chan doan GISTs cin dua vao triéu chung lam sang, cac xét
nghiém can 1am sang nhu ndi soi éng tiéu hoa, chup cat 16p vi tinh 6 bung, ...
Xét nghiém mo bénh hoc va nhuém hoéa mé mién dich 13 tiéu chuén vang dé
chan doan bénh. Phiu thudt van 1a phuong phap diéu tri triét cin cin ban.
Trude ndm 2001, GISTs chi dugc diéu tri ph?lu thut don thuan. Héa chit va xa
tri khong hiéu qua, véi ty 1€ dap tmg rat thap. D4i véi giai doan khong con kha
ning phau thuat cit bo u thue sy 1a mot thach thire d6i voi cac thay thudc 1am
sang. Vai tién bo cua nén y hoc, thudc diéu tri imatinib (Glivec) ra doi da tao ra
mot cude cach mang trong diéu tri cho bénh nhan GISTs. Tir nim 2002, thude
da duoc dua vao diéu tri cho bénh nhan GISTs giai doan khong mé duogc hodc
di can tai nhiéu nudce trén thé gidi nhu Hoa Ki, chau Au, Nhat Ban, Han Quéc,

..Két qua cho thay, thubc co ty 1 dap mg cao, thoi gian séng thém cta bénh
nhan dugc cai thién rd rét. Tai Viét Nam, thude duoc diéu tri cho bénh nhan
GISTs khong phau thuat duoc hodc di cin tir nam 2007, tuy nhién cho t6i nay
chua c6 nghién ctru ndo thyc hién danh gia hiéu qua diéu tri cua thude déi voi
giai doan nay. Chinh vi vy, ching t6i thyc hién dé tai nham 2 myc tiéu:

Mouc tiéu nghién ciru:

1. M@ td mét sé dic diém 1am sang, cdn 1am sang cia U mé dém dwong

tiéu héa (GISTs) giai dogn khong con chi dinh phdu thugt cat bé u, c6

CD 117 (+) tai Bénh vign K.

2. Nghién citu két qud dieu tri nhém bénh nhan trén bang imatinib va mét

s6 yéu té lién quan.
Pong gop mai cia ludn an:

1. Pay 1a nghién ctru dau tién tai Viét Nam nghién ctru vé& hiéu qua diéu tri
ctia thudc Imatinib trén bénh nhan GISTs giai doan mudn, khong con kha ning
diéu tri phau thuat cat bo u

2. Két qua tir nghién ciru cho thay:
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Dap tng diéu tri: Thoi gian xuat hién dap tng trung binh 1a 16,0 + 2,1
tuan, ty 1¢ dap ung toan bo 58,5%, ty 1¢ kiém soat bénh dat 86,7%. Pap ing cao
hon ¢ nhém BN nir gi6i; c6 chi so toan trang t6t; GISTs da day; chi s huyét
sdc t6, Albumin, bach cau hat trung tinh truéc diéu trj binh thuong.

Thoi gian séng thém: Thoi gian PFS trung binh: 45,8 + 2,8 thang (t6i
thiéu: 3,0; ti da: 98,0). Ty 1& PFS 3 nam: 55,6%; 5 nam: 35,3%; 8 nam: 13,6%.

Thoi gian OS trung binh: 62,2 + 3,0 thang (thdp nhat: 4,0; Cao nht:
113,0). Ty 1€ OS: 3 nam: 74,5%; 5 nam: 52,5%; 8 nam: 18,8%.

Céc yéu t6 anh huong dén song thém: Phan tich da bién cac yéu t anh
hudng tot dén sdng thém khong tién trién bénh 1a chi s6 toan trang truge diéu tri
ECOG <2, vi tri u nguyén phat tai da day, chi sO nhén chia thap, sd luong bach
cau hat va huyet sac to trude diéu tri binh thudng. Phan tich da bién cac yéu tb
anh huong tét dén song thém toan b 1a chi sO toan trang trugce dleu tri ECOG
<2, vi tri u nguy€n phat tai da day, chua co t6n thuong di can, chi s bach cau
va huyét sic to trude diéu tri binh thuong.

Doc tinh: Thube dung nap tét. Poc tinh chii yéu 1a phu mi (52,1%) va
tiéu chay (45,2%). Da s6 1a d6 I, rit it gap doc tinh d6 II, III; khong gip truong
hop ndo doc tinh d¢ IV. Ty 1é gian doan diéu trj 1a thap 2,0%. Khong c6 truong
hop nao phai giam lidu hodc ding diéu tri do tac dung phu cta thudc.

Céu tric ciia luin 4n

Luan 4an dai 150 trang, gdbm cac phan: Dit vin d& (2 trang), Chuong 1:
Tong quan (40 trang), Chuong 2: Di tugng va phuwong phap nghién ciru (14
trang); Chuong 3: Két qua nghién ctru (44 trang); Chuong 4: Ban ludn (47
trang); Két luan (2 trang); Kién nghi (1 trang). Trong luan an co 59 bang, 26
biéu d6 va 12 hinh. Tai liéu tham khao c6 143 tai li¢u (11 tai liéu tiéng Viét va
132 tai ligu tleng Anh). Phan phu luc bao gdbm danh sich bénh nhén, hinh anh
minh hoa, mot s6 chi tiéu, tiéu chuén trong nghién ctru, mau bénh an nghién
clru, bd cau hoi danh gia, thu va phiéu tu nguyén tham gia nghién ctru.

CHUONG 1: TONG QUAN
1.1. Dich t& hgc va nguyén nhan
1.2. Chan do4n
- Chén doan xé4c dinh: Triéu chimg 1am sang va chan doan can 1am sang
- Chén doan giai doan theo h¢ théng phan loai TNM cua AJCC 2010
- Chan doan mé bénh hoc va sinh hoc phan tr
1.3. Diéu tri u mé dém duwong tiéu héa (GISTs)
1.3.1. Cac phwong phdp:
- Phau thuat: Pong vai tro chu dao, dic biét 1a & giai doan sém
- Tia xa va hoéa tri: kém hiéu qua
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* Piéu tri nhim tring dich phén ti: Imatinib da tao ra mdt cudc cach mang
trong diéu tri GISTs, dic biét 1a ddi voi giai doan mudn
1.3.2. Diéu tri GISTs giai doan muén
Cic nghién civu trén thé gidi.
Céac nghién cuzu pha ll.

Khéi dau 1a nghién ctru clia tic gia Demetri GD nam 2002 dang trén tap chi
New England Journal of Medicine, két qua nghién ctru ndy cho thay st dung
imatinib diéu tri 147 BN GISTs giai doan tién xa véi lidu 400mg/ngay hodc
600mg/ngay 54% BN dat dap tmg, hon nira khong c6 sy khac nhau gitta 2 heu diéu
tri. Céc tac dung phu cia thudc déu & murc do nhe hodc trung binh bao gom. ndn,
budn ndn, tidu chay, mét moi va chudt rat. Mot nghién ctu khéc cua tac gia
Blanke (2008) v&i s lugng BN nhé hon, 56 BN duoc sir dung imatinib lién tuc
v6i thoi gian theo ddi 9,4 nam. Két qua cho thiy co dén 26% s6 BN van tiép tuc
sir dung thudc voi ty 16 séng thém 10 ndm u6e tinh dat 22%.
Céac nghién cuzu pha 1l

Nghién ctru SWOG S0033 duoc nghién ciru v6i 2 liéu diéu tri imatinib
400mg/ngay va 800mg/ngay két qua cho duoc ciing rat 4n tugng. Béo céo két
qua tai hoi nghi ASCO 2014 vdi thoi gian theo doi 8 nam cho thay, 180/695 BN
van con song tai thoi diém nghién ctru voi ty 1& song thém 10 ndm udc tinh la
22%. So v6i thoi diém trude khi diéu tri véi imatinib, thoi gian sdng thém trung
binh ctia BN GISTs d ting 1én gip hon 3 1an (18 thang so v6i 57 thang).
Anh huéng cia mot sé: yéu to dén két qud diéu tri )

Chi so bach cau hat trwéce dieu tri: Moi lién quan gitra chi s6 BCH
trude didu tri va hiéu qua diéu tri GISTs d3 dugc dé cap dén trong mot )
nghién ciru. Tuy nhién vai trd cta yéu t6 nay chwa duoc nhic dén nhiéu do chi
sO nay bi anh hudng boi nhidu yéu td khac.

Nong dd HST trude diéu tri: DSi véi BN GISTs giai doan tién trién,
khong con kha nang PT hodc da c6 di can xa, nong d6 HST ciing 1a mét yéu t6
tién lugng cua bénh. Cac nghién ciru cia tac gia Rutkowski nam 2007, cua tac
gia Yeh CN (201 1) va cong su déu cho thiy mdi lién quan giita ndng do HST
truge diéu tri voi két qua diéu tri imatinib cua BN GISTs giai doan khong con
kha ning PT. Céc tac gia déu cho rang, cac BN c6 chi s HST trude didu tri
binh thudng c6 tién lugng tot hon so voi nhom con lai. Céc tac gia déu dua ra
giai thich do anh hudng cua nong do HST dén dugc dong hoc cling nhu phin
b6 ctia thudc tir d6 anh huong dén dap ing diéu tri cua imatinib. Nhimg BN c¢6
chi s6 HST thép thudng ¢ giai doan mudn, thé trang suy giam do bénh. Cé thé
day chinh 13 nguyén nhan quan trong hon anh hudéng dén két qua diéu trj.

Nong do Albumin huyét twong truée diéu tri: 95% thudc sau khi hap
thu qua duong udng duoc gin véi Albumin va luu hanh trong méu dén cac mo
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diéu tri. Chinh vi vy, nong d6 thudc trong huyét twong duoc quyét dinh chu
yéu bang néng do Albumin trong huyét twong. Nong d6 thudc trong huyét
tuong chinh 14 yéu t6 quan trong anh huong dén dap tmg cling nhu hiéu qua
didu tri ciia thudc. Nghién ciru cta tac gia Demetri (2009) dang trén tap chi
Journal of Clinical Oncology da khéng dinh diéu nay. Trudc do, tic gia
Rutkowski (2007) clng da cho thiy, noéng do Albumin trudc diéu tri binh
thuong ciing 1a mot yéu t6 tién lugng dén thoi gian séng thém cua BN GISTs
giai doan mudn duogc diéu tri imatinib.
Cdc nghién ciru trong nuwdc
Mot trong nhitng nghién clru dau tién duge thuc hién tai nudc ta 1a
nghién ctru cia tac gia Pham Duy Hién va Nguyén Tuyét Mai (2010), day la
mot nhanh cua dé tai khoa hoc cép nha nuéc voi 35 BN GIST giai doan tai
phat, di can duoc didu tri biang imatinib, két qua cho thiy c6 dén 65,6% BN dat
dap umg, trong d6 c6 1 truong hop DUHT Tuy nhién do thoi gian nghién ctru
con ngin, cac tac gia chua bao cao két qua vé song thém trén nhom BN nay.
Nghién ctru cua tac gia Diép Bao Tuan (2016) véi 43 BN ¢ nhom giai
doan mudn duoc diéu tri béng imatinib cho ty 1¢ dap tng la 58,7%. Nghién ctru
cua tac gia Mai Trong Khoa va CS voéi 35 BN GISTs cho ty 1€ dap ung la
60,0% BN dat dap ung véi imatinib, trong d6 ty 16 PUHT la 2,9% (1BN),
DUMP 57,1%; BGN 34,2 BGN va BTT 5,8%. Cac nghién clru cua cac tic gia
trén déu cho ty 16 dép ung ciing nhu ty 18 kiém soat bénh tot cua thube ddi véi
BN GISTs ¢ nudc ta. Tuy nhién két qua song thém ciing nhu cic yéu té lién
quan con it duoc noéi dén.
CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pbi twong nghién ciru
BN dugc chan doan GISTs giai doan khong con chi dinh PT, c6 két qua
nhuém HMMD CD 117 (+), dugc diéu tri imatinib duong uéng tai Bénh vién K
tir 01/2007 dén 10/2016.
* Tiéu chuan lya chon
- BN dugc chin doan xac dinh bang xét nghiém moé bénh hoc 1a GISTs,
nhuém HMMD c6 CD 117 (+), khong ké gi6i, tudi >18.
- Khong PT cit dugc u hodc/va da di can:
+ Di can 1 hoac nhiéu vj tri.
+ BN dugc md nhung u xam 14n rong khong cit duoc u chi sinh thiét.
+ Trén chan doan hinh anh (MRI, CT...) truéc mo: khéi u xam lan rong
nhiéu tang xung quanh khdng thé PT dugc.
+ Mo cap cau khong cét dwoc u chi sinh thiét: néu chay méu, tac rudt chi
cam mau ndi tit, .
- Chi s6 toan trang (PS) theo thang diém ECOG=0; 1; 2; 3.



- C6 cac ton thuong c6 thé do duge bang cac phuong tién chian doan hinh
anh: CT, MR, ...

- Pugc diéu trj bang imatinib it nhét 3 thang tinh tir thoi diém bét dau nghién ciu.

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

- Chirc ning gan than, tiy xwong trong giGi han cho phép diéu tri: Bach ciu
> 4 (G/l); tiéu cau > 100 (G/1); HST > 100 (g/l); AST, ALT < 2 lan gi6i han
binh thuong; bilirubin toan phan < 1,5 lan gidi han binh thudng; creatinin < 1,5
lan gi6i han binh thuong

- Tu nguyén tham gia nghién cuu.

* Tiéu chuén loai trir

- Cac BN trong qué trinh diéu tri c6 dap ung véi thude chuyén tir khong PT
sang PT cat duoc u.

- Tai phat sau diéu tri imatinib bo trg.

- Céc trudng hop chéng chi dinh diéu tri voi thude: suy gan, suy thin, hodc
di img vé6i cac thanh phan cia thudc.

- Phu ntr ¢6 thai hodc nu6i con bu.

- BN ¢6 két hop bénh ung thu khac.

- C6 cac bénh cép tinh va man tinh trim trong khéc.

2.2. Phuong phap va ndi dung nghién ciru

2.2.1. Phuwong phdp nghién ciru: Nghién ctru can thiép 1am sang phdi hop hoi

ctru va tién ctru, khong nhom chimg.

2.2.2. C& méu nghién ciru: Cong thic tinh c¢& mau: (-

=72 p.(L-p)
) N (1-a/2) (p.g)z

Ap dung cong thire trén, ¢d mau tinh toan dugc 1a 91.
Trong nghién ctru ndy ching t6i c6 188 bénh nhan.

2.2.3. Céc budc tién hanh

- Thong tin 1am sang, xét nghiém can 1am sang trude diéu tri.

- Piéu tri : Thudc dung trong nghién ctru la imatinib (Glivec), ham luong
100mg cua nha san xuét Norvatis (Thuy Si).

Liéu luong: 400mg/ ngay dung dudng udng, ubng lién tyc ngay 1 1an, (4 vién
100mg) cho dén khi tién trién hay c6 tac dung phu ning, udng 1 tiéng trude an hoic
sau an 2 tleng.

- Xt 1y tac dung phu va diéu tri phbi hop
2.2.4. Danh gm két qud diéu tri va tic dung phu:

- Panh gia dap tng theo tiéu chuan RECIST 1.1: thoi gian Xuat hién dap
ung, ty 1¢ dap ing, ty 1¢ kiém soat bénh, lién quan dap ing vo1 mot sO yéu to.

- Thoi gian song thém khong tién trién, thoi gian song thém toan bo.

- Phén tich don bién, da bién dé tim ra céc yéu 6 lién quan anh huong dén sng thém.

- Mot sb tac dung phu theo tiéu chuan dénh gia doc tinh ciia NCI phién ban 2.0



2.3. Xir Iy s6 ligu

Cac thong tin duoc thu thap qua bénh an nghién ciru dugc thiét ké san. Phuong
phép thu thap thong tin: Tham khdm 1dm sang, can 1dm sang; kham lai, cap thudc
hodc viét thu tim hiéu két qua didu tri; goi dién. Cac s6 liéu dugc ma hod va xu ly
béng phan mén thng ké y hoc SPSS 16.0 véi cac thuét toan théng ké. Tinh céc gia
tri song thém theo phuong phap Kaplan-Meier. Phén tich don bién: Str dung test
Log-rank khi so sanh duong cong séng thém giita cac nhom. Phan tich da bién: St
dung mo hinh hdi qui Cox véi do tin cay 95% (p=0,05).

CHUONG 3: KET QUA NGHIEN CUU

3.1. DPAC PIEM LAM SANG, CAN LAM SANG
Bing 3.1: Pic diém vé tuoi, gii, thoi gian tiv khi 6 triéu chieng dén khi vao vign

Pac diem n %
<30 5 26
30-39 26 13.9
N 40-49 32 171
Nhom tuoi 50-59 72 38.3
60-69 43 22.8

>70 10 5.3
cio Nam 122 64,9
N 66 35.1
. <3thang 78 415
Thoi gian phit 3- 6 thang 103 54.8
U Trén 6 thang 7 3,7

Nhan xét: Lta tudi dudi 40 12 it gap (7,4%), nam nhiéu hon nit, thoi gian phat
hién bénh 3-6 thang chiém ty 1& cao nhat (54,8%).
Bing 3.2: Tri¢u chitng lim sing truée diéu tri

Triéu chirng n %
Pau bung 103 54,8
Tu so thay u bung 57 30,3
Triéu chiing co nang Non mau 15 8,0
bi ngoai phan mau 13 6,9
Nuot nghen 1 0,5
Kham thay u bung 65 34,6
Dich 6 bung 14 7,4
i , 2 Ban tac ruot 4 2,1
Tri¢u chimg thyc the Xuat huy&t tiéu héa 38 | 20,0
Hach ngoai vi 0 0,0
Khbéng cé triéu chiing 71 37,8
Chi s6 toan trang ECOG 0 81 43,1
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ECOG 1 56 29,8

ECOG 2 42 22,3

ECOG 3 9 4,8

<18,5 93 49,5

BMI 19-23 67 35,6
> 23 28 14,9

Nhén xét
— Triéu ching co nang GISTs giai doan muon chu yéu 1a dau bung 54,8%.
Kham thuc thé phat hién u bung chiém 34,6%.
— Pa s6 bénh nhan c6 chi sb toan trang ECOG < 2 chiém 72,9%
Bdng 3.3. Vi tri u nguyén phat

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

Téng 188 100

Nhan xét: Hay gap nhit 12 GISTs da day chiém 43,1%, GISTs hdng hdi trang
gap 26,1%. CA4c vi tri khéc it gdp hon bao gdm mac treo (13,8%), dai truc trang
12,8%. GISTSs ta trang, thuc quan la rat it gap voi ty 18 <5% (lan luot: 3,7% va
0,5%)

Bing 3.4. Pic diém di cin

Pic diém di cin (n=133) n %

S lugng co quan di -Chua di can 25 29,3
" ean D% can 1 co quan 92 48,9

Di can 2 co quan 41 21,8

Gan 76 57,1

Phuic mac 49 36,8

Vi tri di cin (n=133) Phoi 14 10,4
Xuong 8 6,0

Hach 1 0,7

Nhan xét: Trong sb 133 BN c6 ton thuong di cin, di can gan 1a hay gip nhit
chiém 76/133 truong hop (57,1%). CAc vi tri di can khac it gap hon 14 di can
phdi 14/133 trudng hop. Di can hach la rat it gap, chi gap duy nhat mét truong hop di
can hach 6 bung.




8

Bing 3.5: Xét nghiém can lim sang truée diéu tri

Chup CLVT (n=188) n %
Kich thuéc u =1 5 2
) <6 160 | 85,1
Hoal tir u Khong 28 | 14,9

Noi soi ong tiéu hda (n=133) n %
Loi kem loét bé mat 99 87,6
Hinh anh Loét sui 14 12,4

Tham nhiém 0 0

M@ bénh hoc (n=188) n %
A % Tai u nguyén phat 141 75,0
Vit lay mau Co quan di cin 47 | 250
] Sinh thiét ndi soi ong tiéu héa 113 60,1
Bénh pham Sinh thiét kim 50 26,6
Phau thuat sinh thiét 25 133
) TB hinh thoi 129 68,6
Loai té bao TB dang biéu md 37 19,7
TB dang hon hop 22 11,7
o 4R A - <5/50 vi truong 92 48,9
Bgc diem nhan chia >5 750 vi truong 96 51,1

Nhan xét: Kich thudc u trung binh trude diéu tri 1a kha 16m 11,3 + 2,3 cm, da
phan c6 hoai tir trong u (85,1%)
M5 bénh hoc té bao hinh thoi chiém da s6 (68,6%), chi sé nhan chia
cao > 5/50 vi truong (51,1%).

3.2. KET QUA PIEU TRI

3.2.1. Pap tng diéu tri

* Thoi gian ghi nhdn xudt hién dap img

Bdng 3.6. Theéi gian ghi nhan xudt hign ddp ing

Théi gian trung binh xuat hién dap ving: 4,0+ 0,5 thang
N So6 BN dap un A S6 BN Phan tram
Thoi gian (n= 12?8) j Ty 1§ % cong don cong don
3 thang 84 447 84 44,7
6 thang 17 9,0 101 53,7
9 thang 9 4,8 110 58,5
12 thang 0 0,0 110 58,5
>12 thang 0 0,0 110 58,5
Tong sd 110 58,5 110 58,5

Nhdn xét: Thoi gian xuat hién dap ¢ng trung binh 13 4 + 0,5 thang. Tai thoi
diém sau 9 thang diéu tri imatinib thi dap ung thu duoc 14 téi da voi 58,5%
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(110/188 BN) dat dap ng. Tai cac thoi diém 12 thang va sau 12 thang diéu tri,
ty 1€ BN dat dap ung cling khong tang lén.

* Ty ¢ dap ung

Bdng 3.7. Ty 1¢ dap wng

Pap irng S6 BN (n=188) Ty 18 (%)
Dap rng hoan toan 0 0
Dap g mot phan 110 58,5
Bénh giit nguyén 53 28,2
Bénh tién trién 25 13,3
Tong 188 100

Nhgn xét: Khéng c6 BN nao dat BDUHT; 110/188 (58,5%) BN dat

DUMP;53/188 (28,2%) BGN chiém; 25/188(13,3%) BN tién trién.

Ty 1 kiém soat bénh (gom: PUMP va BGN) dat 86,7%.
* Lién quan ddp vmg Véi mét s yéu to
Bing 3.8. Lién quan dip iing véi mét sé yéu té

——Tinh trang dap tng| Ddpung |Khéngdipimg| Tong
Yéu to lién quan n % n % n % P
L. Nam 65 53,3 57 46,7 | 122 | 100
Gion Nir 5 | 682 | 21 | 318 | 66 100|203
Chisotoan | ECOG <2 85 62,0 52 38,0 | 137 | 100
t trud
MIgOC | pcoG>2 | 25 | 490 | 26 | 510 | 51 | 100 20
Vit Da day 56 69,1 25 30,9 | 81 | 100
1triu A
nguyén phat Rudt ,non 27 55,1 22 449 | 49 | 100 |0,024
Khac 27 46,6 31 53,4 | 58 | 100
trudce diéu tri Thap 31 46,3 36 53,7 | 67 | 100 |’
truge dicu tri Cao 35 53,0 31 470 | 66 | 100 |’
Albumin Binh thuong | 90 66,7 45 33,3 | 135 | 100 0.01
huyét tuong Thap 20 37,7 33 62,3 | 53 | 100 |
phu mi Co 61 62,2 37 37,8 | 98 | 100 | '
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Nhdn xét: Gioi, chi sb toan trang, vi tri u, chi sb huyét sdc td, bach cau hat,
albumin huyét twong 1 cac yéu té c6 lién quan dén dap ung diéu tri. Sy khac
biét 1a co y nghia théng ké vai p<0,05.
3.1.3. Thei gian séng thém khdng tién trién (PFS)

Ty 1¢ séng thém khéng tién trién
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Biéu d6 3.1. Thoi gian song thém khéng tién trién

Bing 3.9. Séng thém khéng tién trién

Séng thém khong tién trién (PFS)
Trung binh Min Max 3 5 nidm 8
(thang) (thang) | (thang) | nim (%) | (%) | nim (%)
45,8 3,0 98,0 55,6 35,3 13,6

Nhdn xét: Thoi gian PFS trung binh la: 45,8 + 2,8 (thang), trung binh la: 38,0

(thang) (min: 3,0; max: 98,0)

PFS 3 nam la: 55,6%; 5 nam: 35,3%; 8 nam: 13,6%
* Thoi gian song thém khéng tién trién theo mt sé yéu té
Phin tich don bién va da bién

Bing 3.10. Phan tich don bién va da bién cdc yéu té lién quan PFS

véu t p don | Hésé | Saiso | p da Ty suit nguyKhoang tin cay
bién | B |chuidn| bién | co(HR) | (95% CI)
Tubi (< 40, > 40) \ 0,016 | -0,158 \ 0,227 | 0,486 | 0,854 0,547 -1,333
Gigi \ 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)
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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 lwong BCH

A 0,001 | 0,655 | 0,196 | 0,001 1,925 1,311 - 2,826
trudce dicu tri

Luong HST

e A 0,048 | 0,750 | 0,248 | 0,002 2,117 1,303 - 3,438
trudc dicu tri

Nong do Albumin huyé

. ... .. 0,027 |0,009 | 0,222 | 0,968 1,009 0,652 -1,560
tuong trudc dicu tri

Nhgn xét: Chi sb toan trang trudc diéu tri, vi tri u nguyén phét, tinh trang di
can, chi s6 nhan chia, s6 lugng BCH va HST trude diéu tri 1a yéu té tién luong
doc 1ap anh huong dén PFS caa BN khi phan tich da bién (p<0,05).

3.1.4. Théi gian séng thém toan bg (OS)

1.0+
<08
g
=]
£ 06
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P_JJ
<5 04—
= 0.2
0.0
T T T T T T T T T | |
0 12 24 36 48 60 72 84 96 108 120
Thi gian séng thém toan b (thing)
Biéu d6 3.2. Thoi gian séng thém toan bg
Bing 3.11. Song thém toan bé
Séng thém khong tién trién (PFS)
Trung binh Min Max 3 nam 5 nam 8 nam
(thang) (thang) | (thang) (%) (%) (%)
62,2+3,0 3,0 113,0 74,5 52,5 18,8
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Nhén xét: Thoi gian OS trung binh la: 62,2 £ 3,0 (thang), min: 3,0; max:
113,0). Ty 1€ OS 3 nam la: 74,5%; 5 nam: 52,5%; 8 nam: 18,8%
Song thém toan bg theo mét so yéu to

Bing 3.12. Phan tich don bién va da bién cdc yéu t6 lién quan STTB

4 Ty suit .
véu té P(_iio’n He Séﬁsal io P_ila nguy cO'Khoangtlncz_q
bien chuan | bien (HR) (95% ClI)
Tubi (<40,>40) 0,282 0,545 0,298 0,068 1,725 0,961 - 3,095
Gisi (Nam, niy) 0,208 |-0,169 0,258 | 0,511 0,844 0,509 - 1,399
Chi sb toan tran
s - 2,PSZ'2)g 0,0001 1,379 | 0,256 |0,0001 2,972 2,405 - 6,562
Vi tri u nguyén phat
(da day — khong phai | 0,002 |-0,344| 0,168 | 0,04 | 0,709 0,510 — 0,985
da day)
Di cin 0,023 0,775 | 0,289 | 0,007 | 2,171 |1,233—3,823
Chisénhanchia | 0,047 | 0,750 | 0,248 0,002 | 2,117 |1,303— 3,438
f;;:‘ggﬁrcf' 0,001 | 0,735 | 0,224 | 0.001 | 2,086 1,3345—3,23¢
Eig:%::in 0,003 | 0,619 | 0,263 | 0,018 | 1,857 1,110 3,107
Nong do Albumin
huyét tvong tru6c | 0,004 | 0,052 | 0,267 | 0,844 | 1,054 |0,625— 1,777
didu tri

Nhgn xét: Chi sb toan trang trudc diéu tri, vi tri u nguyén phét, tinh trang di
can, chi s6 bach ciu va luong HST trude diéu tri 1 yéu t tién lugng doc l1ap
anh huéng dén OS ctia BN khi phén tich da bién (p<0,05).
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3.2.1.PQC TINH
Bdng 3.13. Djc tinh giir dich

Trieuching | P90 Py 1 D) 2 P) 3 P 4
(n=188) n % n | % | n % [ n| % | n | %
Ph mi 90 | 479 75 39922 |127] 1 |05 | 0 |00
Ph chan 144 | 766 | 28 |149| 16 | 85 | 0 [ 00| 0 |00
;Z":gd;i?]g 176 | 936 | 12 | 64 | 0 | 00 | 0 | 00| 0 |00

Nhan xét: Doc tinh giit dich hay gap nhat 1a phi mi véi 52,1% céc truong hop,
1/188 BN ¢ mtrc d6 111 (0,5%).
Cac dac tinh gitr dich khac it gap hon: phu chan (23,4%), tran dich mang
bung (6,4%), chi gap & mirc do |
Bdng 3.14. Pic diém phu mi
Thoi gian tir khi diéu trj dén khi c6 tridu ching (ngay) 10,8 5,7

Thoi gian kéo dai trung binh doc tinh phit mi (tuan) 144+47

Nhan xét: 100% BN xuét hién doc tinh phd mi trong vong 2 tuan tir Iic bat dau
diéu tri vai thoi gian trung binh 12 10,8 ngay.
Thoi gian kéo dai trung binh doc tinh ndi ban 1a 14,4 tuan.
Bdng 3.15. Déc tinh trén hé tiéu hoa

Pijc tinh by 0 bo 1 bo 2 b§ 3 bj 4

(n=188) n % | n| % |n| % |n| % |n| %
Né6n, budnnén | 145 | 77,1 43 |229/ 0| 0 |0 | O | O | O
Tiéu chay 103 [ 54,8 | 54 |287|31|165| 0| 0 |0 | O
Viémmiéng | 186 [99,0| 2 | 10| 0| O O | O | O | O

Nhan xét: Boc tinh tiéu chay gap véi ty 1€ 45,2%. Chi gap 6 mac do | va ll.
Khoéng gap doc tinh do 111 va V.

Non va budn nén gap 22,9%, chi gap doc tinh & mic do 1.

Viém miéng rét it gap, 2/188 BN viém miéng ¢ mirc d¢ | (1%)
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3.2.3. Phan bé va mike dp déc tinh

T & %
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Biéu dé 3.3. Phan bé va mire dé dgc tinh

1,0

Tang
Creatinine

Nhdn xét: Boc tinh cua thudc hay gap nhit 13 phi mi véi 52,6%, tiéu chay
45,2% va ha HST 51,1%. Céc tac dung phu Ién huyét hoc, gan than la it gap

Hau hét chi gap doc tinh do I, II. Doc tinh d6 11 rat it gap. Khong gap trudng
hop nao xuat hién doc tinh do IV.
3.2.4. Ly do giam liéu hogc gian doan diéu tri

Bing 3.16. Ly do gidm liéu va gidn doan diéu tri

Gian doan diéu tri

Giam liéu diéu tri

S6 BN Ty 18 % S6 BN Ty 18 %
PhO mi mit 1 0,5 0 0,0
Ndi ban 1 0,5 0 0,0
Téang men gan 2 1,0 0 0,0
Tong 4 2,0 0 0,0

Nhan xét:

Khéng 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 thip chi chiém 2,0%.




15

CHUONG 4: BAN LUAN

4.1. Mt s6 dic diém 1am sang, cin lAm sang
4.1.1. Tudi, gi6i, thoi gian tir khi c6 tri¢u chirng dau tién dén khi vao vién

Trong s6 188 BN nghién cttu, phan 16n BN & nhém tudi trén 40 (83,5%),
trong d6 Ira tudi thuong gap 1a 50-59, chiém 38,3%. Két qua nay phi hop véi
nhiéu nghién cau vé GISTs giai doan muon cia cac tac gia trén thé gii nhu
Rutkowski (2007), Miettinem va CS (2006),....

Nghién ctu cua ching toi thiy GISTs giai doan muon gap ¢ nam nhiéu hon
nir V6i ty 1é nam/nit = 2,18. Két qua nghién ciru ndy cua chung toi 1a tuong ty Vi
két qua nghién ciru cua tac gia Diép Bao Tuan. Theo tac gia, nam gii mic bénh
cao hon nir gigi (64% so vai 36%). Nghién cuu cta céc tac gia nudc ngoai cling
cho thay, ty 1& méic bénh & nam gidi cao hon nit gidi. Pidu nay ciing duoc ghi nhan
trong y van tur trudc tai nay.

Bang 3.1 ciing cho thdy, phan I6n BN dén vién trong 3-6 thang ké tir khi
c6 triéu chimg dau tién, chiém da sb vai 54,8%. Két qua nghién ciru nay cua
chung t6i twong tu hét qua nghién ctu cia cac tac gia trong nudc nhu Diép Bao
Tuan (2016), Pham Minh Hai (2008), cac tac gia déu nhan thdy, thoi gian phat
hién bénh trung binh déu dao dong tir 3-6 thang.

4.1.2. Triéu ching l1am sang

Trong nghién ciu cia chang tdi triéu chimg dau bung 1a hay gap nhat
chiém 54,3%. Két qua nghién ctru ndy cua chiing t6i tuong tur VGi nghién ciu cua
céc tac gia trong nudc. CAc tAc gia déu nhan thiy, dau bung la triéu chimg hay gap
nhat. Theo Diép Bao Tuan (2016), dau bung chiém 58% céc truong hop.

4.1.3. Xét nghiém cin 1Am sang

Ngi soi ong tiéu héa: Puoc ghi nhan trén 113 BN c6 két qua soi da day va
dai trang, két qua qua noi soi cho thiy 87,6% thé 16i kém theo loét bé mat,
12,4% thé sui, khong co truong hop nao thé tham nhidm.

Day 1a diéu khac biét vai UTBM tuyén: chi yéu cho hinh anh loét. Nghién
ctru cua Trinh Thi Hoa (2010) trong UTBM tuyén da day cho thiy thé loét
chiém ty 1& cao nhét 1a 45,3%; tiép d6 dén thé loét - sui chiém 38,7%; thé loét -
tham nhiém va thé tham nhidm it gap hon lan luot chiém ty 18 9,4% va 3,8%;
thé sui 1a it gap nhat vai ty 16 2,8%

Chup CLVT 6 bung

Kich thudc u nguyén phat: Dua vao két qua xét nghiém chan doan hinh
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anh nhu chup cat 16p vi tinh 6 bung hay chup cong huong tir, d6i khi ca cach
thizc PT dé tim ra kich thudc ton thuong. Trong nghién ctu ndy 82,9% BN c6
kich thudc u trén 10 cm; 11,4% BN co kich thudc u tu 5 dén 10 cm; 5,7% BN
c6 kich thuéc u tir 2 dén 5 cm. BN dén vién & giai doan muon nén kich thudc u
cling rat I6n. Tuy nhién, ddy 1a diém khéc biét rat rd véi loai UTBM tuyén
duong tiéu hoa, khi c6 ton thuong véi kich thude nho hon nhiéu thi ciing da c6
thé gay ra bién chung nhu tac rudt, hep mon vi. Y vin thé gi6i da ghi nhan c6
nhitng BN mang trong minh khéi u GISTs c6 kich thudc 1én dén 50 cm.

Hoai tir trong khéi u: Két qua nghién ctiu ciia chiing t6i cho thay, da so cac
trudng hop ¢6 hoai tir trong khéi u. Pic diém nay ciing 1a dic diém hay gap coa
GISTs. Cac nghién ctu chan doan hinh anh GISTs cac nghién ctru khéc ciing cho
thdy, hoai tir trong u ciing rat hay gap trong GISTs, dao dong tir 70-90%. Vé hinh
anh dai thé khdi u GISTs sau phau thut ciing rat hay gap hinh anh hoai tir trong u.

Két qua nghién ciru cua chdng toi cho thay GISTs da day gap vai ty 18 cao
nhét vai 43,1%, GISTs rut non dimg thir 2 véi ty 1& 26,1%. Két qua nghién
ctru ndy cua chiing t6i twong tu voi két qua nghién ciu cua céc tac gia trén thé
gidi. Theo béo cdo cua cac nghién cau trén thé gioi thi GISTs da day gap 40-
60% tong sb cac truong hop; vi tri hay gap thir 2 tai dudng tiéu hoa 1a hdng hdi
trang véi ty 1& gap khoang 25-30%. Két qua nay la hoan toan phi hop véi
nghién ciru cia ching tdi. Cac nghién ctu tai Viét Nam trong nhitng nim gan
day ciling cho két qua twong tu. Theo Diép Bao Tuan (2016), GISTs da day gap
42,2% chiém ty 18 cao nhat, ké dén Ia rudt non véi 36,7%. Tac gia Pham Minh
Hai va CS (2008) ciing cho thiy, GISTs da day 1a hay gap nhét véi ty 18 12 54%,
tiép dén 1a rudt non (15%), GISTs ngoai dudng tiéu héa bao gdom hach mac
treo, sau phuc mac gap vai ty 1¢ 20%.

Cac vi tri it gap hon trong nghién ciru cua chung t6i la GISTs dai truc
trang 12,8%, ta trang 3,7%, thuc quan 0,5%. Két qua nay ciia chung toi twong
tu véi két qua caa cac nghién ciu vé GISTs trude ddy trén thé gidi, cac nghién
ctru déu bao cdo ty 1& gap GISTs dai truc trang khoang 5 — 15%, it gip hon la
ta trang (gap voi ty 1é khoang 5%), thuc quan (dudi 1%). Két qua nghién cau
cua tac gia Diép Bao Tuin (2016) ciing cho két qua tuong tu. TAc gia ghi nhan
thdy, cac vi tri it gap la thuc quan (0,9%), dai-truc trang (14,7%), khong c6
truong hop nao gap tai ta trang.
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4.2. Két qua diéu tri
4.2.1. Ddp teng diéu tri

Két qua nghién ciru clia chiing i thu dugc rat kha quan: 110/188 BN chiém 58,5%
dat PUMP, khong ¢6 BN nao dat PUHT. 28,2% (53/188 BN) BGN va 13,3% BTT.
Nhu vay ty 1€ dap tng toan b la 58,5%, ty 1¢ kiém soét bénh dat t6i 86,7%.

. Liéu imatinib| _, Ty 1é dap | Ty I¢ kiém
Tacgia (Glivec) S0 BN (n) wng (%) | soat bénh
Demetri va CS (2002) 400mg 147 60,5 86,0
Chun-Nan Yeh va CS (2011) 400mg 171 57,3 87,1
Ryu Min-Hee va CS (2009) 400 47 63,8 90,5
Nishida va CS (2008) 400 74 68,9 93,6
X 400mg 345 45 75
Blanke va CS (2008) 800mg 349 45 77
Pham Duy Hién va CS (2010) 400mg 35 65,6 94,2
Mai Trong Khoa va CS
(2014) 400mg 35 57,1 91,3
D6 Hung Kién (2016) 400mg 188 58,5 86,7

Bing 4.1. Ty I¢ ddp ting ciia mét s6 nghién ciru

Két qua nay tuong tu véi két qua nghién ctu cia cac tac gia nudc ngoai.
Nghién ctru pha II dau tién cua tac gia Demetri va CS (2002) cho ty ¢ dap tng
54,0%, ty 1& kiém soat bénh ciing rat cao dén hon 80%. Nghién ctu tai cac
nuéc chau A, ty & dap tmg co cao hon chit it nhung khéng nhiéu. Nghién cau
cua tac gia Yeh CN (2011) trén cac BN Dai Loan, ty 1€ dap (ng la 57,3%, trén
BN Han Qudc 14 63,0%. Nhu vy co thé thay, két qua nghién ctiu ciia ching toi
cling tuong tu Voi nghién ciru cia cac tac gia trén thé gidi. Phan tich gop trén
1640 BN GISTs giai doan muon cho thay, ty I¢ dap ung tir 51-54%. Ty ¢ dap
ng nay thap hon so véi nghién ciru ciia chung t6i doi chut. S di co su khac
biét nay Ia do su khac biét dbi tuong nghién ciu ciia chung toi. Trong nghién
ctru cua chung t6i, 100% BN déu c6 CD 117(+) hay co dot bién gen c-KIT.
Trong khi dé, cac nghién ciru trén bao gém ca cac dot bién khac, cac dot bién
khac nhau c6 ty Ié dap (ng véi thude ciing 1a khac nhau.

So sénh vaoi mot sé nghién ciu tai nudc ta, két qua ty 1é dap ung cua ching
t6i 1a trong ty. Nghién ciu cua téac gia Pham Duy Hién va Nguyén Tuyét Mai
(2010), day 1a mot nhanh cua d& tai khoa hoc cap nha nudéce. Trong nghién cau
nay, 35 BN GIST giai doan tai phat, di can duoc didu tri bang imatinib, két qua
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cho thiy co dén 65,6% BN dat dap ung, trong d6 c¢6 1 truong hop PUHT.
Nghién cuu cua tac gia Mai Trong Khoa va CS vai 35 BN GISTs cho ty 1€ dap
tmg 1a 60,0% BN dat dap tng véi imatinib, trong d6 ty 1€ DPUMP 1a 57,1%;
34,2% BGN va 5,8% BTT. Céc nghién ctru ctia cc tac gia trén déu cho ty 18
dép tmg ciing nhu ty 1& kiém soat bénh tét cua thue ddi voi BN GISTs ¢ nudc
ta. So sénh vai cac nghién ciu ndy, ty & dap tng cua ching tdi c6 thip hon doi
chat. Tuy nhién, trong nghién ctu cua chung téi ¢6 19 bénh nhéan sau dap ung
tt, dwoc phau thuat cit u, nhdm bénh nhin nay da duoc loai ra khoi nghién
ctu, chinh vi vay, két qua nghién ciru vé dap tng ciing thap hon déi chit.

Thei gian dap rng

Két qua nghién ciru ciia chiing t6i cho thdy, thdi gian trung binh xuét hién dap
g 14 4 £ 0,5 thang. Tai thoi diém 9 thang sau diéu tri bang thudc, s6 luong BN
danh gia dap tmg véi thude 1a khéng ting thém. Cac nghién ctru tir nhitng nim dau
khi thudc bat dau dugce su dung dé diéu tri GISTs, cac tac gia it quan tam dén thoi
gian xudt hién dap tmg.

Nhirng nim gan ddy, cac tac gia quan tim nhiéu hon dén thong sé nay véi
hai muc dich: dé xac dinh thoi gian theo doi dap tmg hop 1y dbi véi cac truong
hop GISTs giai doan mudn; va xac dinh thoi gian chuyén mé kip thoi dbi véi
cac truong hop GISTs diéu tri tan b trg.

So sanh két qua nghién ciru clia ching t6i véi mot s6 nghién ciru trén thé
gidi cho thay, két qua nghién ctru cua chung toi ciing tuong tu véi két qua thoi
gian dap tng dao dong tir 3-6 thang. Tac gia Rutkowski va CS (2007) nghién
ctru trén hon 100 BN GISTs giai doan muon dugc diéu tri bang imatinib ciing
cho thdy, thoi gian xuét hién dap tng trung binh 1a 3,6 thang (~ 14,4 tuan). Céc
tac gia Tirumani va CS (2008), Axel Le Cesne (2009), Rutkowski (2013) thoi
gian xuat hién dap (mg trung binh 1a 11-17,2 tudn, thoi gian diéu tri tan bd tro
t6i da trung binh 1 40 tudn. Nhu vay, sau khoang thoi gian 9 thang diéu tri,
khong ghi nhan truong hop nao c6 dap ung. Chinh tir két qua nghién ciru trén,
khuyén cdo diéu tri tAn bo trg cho bénh khong qua 12 thang da dugc ra theo
huéng dan diéu tri méi nhat cia ASCO hay ESMO, viéc diéu tri thém trong tan
b6 tro 14 khong c6 y nghia. Cac khuyén cao nén chuyén sang cac TKI thé h¢ hai
dé hi vong c6 thé diéu trj c6 két qua tét hon cho cac BN nay.

4.2.2. Thoi gian song thém
* S6ng thém khong tién trién

Két qua nghién ctru cta ching t6i cho thdy thoi gian PFS trung binh la:
45,1 + 2,4 thang. Ty 1€ PFS 3 nam la: 55,6%; 5 nam: 35,3%; 8 nam: 13,6%.
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C6 thé noi, day 1a mot két qua hét sirc ngoan muc, dic biét bénh & giai
doan mudn khong thé PT cét bo duge u hodc da co di can. So sanh véi thoi
diém khi chua c6 sy ra doi clia imatinib, thoi gian séng thém khong tién trién
ctia bénh rit ngin. Ty 1& dap tmg thip v6i hoa tri (dudi 10%) cho du sir dung
cac phac dd két hop nhiéu hoa chét, ty 1¢ séng thém khong tién trién dudi 6
thang. Tro lai thoi diém khi nghién ctru pha II ctia tac gia Demetri cong bo trén
trén tap chi “New England Journal Medicine” nam 2002, két qua thu dugc 1a rat
ngoan muc. Tai thoi diém bao cdo, sau 24 tudn, tic gia van thdy c6 BN dap tng
v6i diéu tri. Sau 46 tuan (~ 1 nim diéu tri), chua c6 BN nao tién trién sau diéu
tri. Ngay sau d6, imatinib con dugc vi nhu “phat dan hi€u qua diéu tri ung thu”
trén thoi bao Times nim d6. Trong nhitng nim tiép theo diéu tri, cac tac gia
khac trén thé gidi ciing déu nhan thiy, két qua diéu trj 1a rat tbt. Két qua nghién
ctru cta chung t6i twong tu két qua nghién ctru ciia mot sé nghién ctru tai khu
vuc chau A nhu Pai Loan, Han Qudc hay Nhat Ban. Theo tac gia Yeh CN
(2011) nghién ctru trén cic BN Dai Loan, thoi gian séng thém khong tién trién
1a 37,6 thang. Nghién ctru cua tac gia Lee (2009) tai Han Qudc 1a 40,3 thang.
Két qua nay ciing tuong tu trong nghién ctru trén cac BN chau Au cuia tac gia
Rutkowski (2007) trén cac BN GISTs giai doan mudn, véi thoi gian PFES la
42,1 thang.

* Song thém toan bd

Két qua nghién ciru ciia chiing t6i cho thdy, thoi gian séng thém toan bo
(OS) trung binh 12 62,2 + 3,0 thang. Ty 1é song thém toan bo 3 nam 1a: 74,5%;
5 nam: 52,5%; 8 nam: 18,8%.

So sanh v6i thoi diém trude khi co su ra doi cua imatinib (Glivec), thuc su
day 1a két qua cuc ki 4n twong. V&i cac phuong phéap diéu tri ¢ dién trudce kia,
thoi gian sdng thém toan b ctua BN giai doan mudn chi 10-12 thang. Nay BN
dugc diéu tri voi imatinib, thoi gian séng thém toan bo co thé dugc tién toi 8
nam. Mot s6 nghién ctru sau ndy con nhan thay, c6 dén 22% BN sbng thém dat
10 nam & giai doan tién trién. Tai thoi diém cong bd két qua clia nghién ciru
nay, chua c6 mot loai thudc diéu tri ung thu nao lai co két qua diéu tri tot nhu
vy ¢ giai doan muon. Ciing chinh tir két qua diéu tri cua imatinib, cudc cach
mang v6i phuong phap diéu tri dich véi TKIs bit dau, mo ra mot phuong phap
htra hen trong diéu tri bénh ung thu.

Két qua nghién ctru ciia ching t6i twong ty v6i nghién ctru ciia tic gia
Demetri. Theo b&o cdo két qua lau dai (long-term results) ciia imatinib nam
2011, trc sau 9 nam sir dung thudc. Tai thoi diém 9 nam sau theo ddi van co
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dén 19% BN con séng. Theo du bao, ty 1& séng thém toan bo 10 nim cua
nghién ciru nay 1a 22%. Két qua nghién ciru ciia ching t6i thip hon so véi
nghién ctru clia tac gia trén. Piéu nay c6 thé giai thich do trong nghién ciru cua
tac gia, cac BN sau khi tai phat hodc tién trién, BN c6 thé dugc nang liéu diéu
tri 1én 800mg imatinib hodc tiép tuc dugc didu tri véi cac TKIs khac nhur
Sunitinib, Regorafenib, ...Cac thudc nay ciing da dugc chimg minh c6 hiéu qua
trong viéc kéo dai thoi gian song thém cho BN. Trong nghién ctru cta chiing
t61, sau khi BN tién trién, hiu nhu khong con bién phap nao khéc 1a nang lidu
diéu tri imatinib 1én 800mg.

Mot diém khéac biét nita 14 sau khi dap g véi didu tri, mot phan BN trong
cac nghién ctru clia cac tac gia trén thé gidi duge PT cat khdi di cin hodc u
nguyén phat. Vai tro ctia diéu tri PT trong giai doan tai phat di cin con nhiéu
tranh cii. Mot s6 nghién ctru cho thay, xu huéng diéu tri niy gop phan ting thoi
gian sdng thém cho BN, mdt s6 nghién ctru khac lai cho két qua nguoc lai. Tuy
nhién d6i voi nghién ctru ctia chiing toi, da phan BN khong nam trong 1 trinh
nay. C6 thé trong cac nim tiép theo, khi c6 két qua nghién ctru tir cac nghién
ctru 16n trén thé gidi, viéc diéu tri PT cho giai doan di can co thé duge xem xét
va chi dinh diéu tri cho cac BN nay tai nudc ta.

Lién quan song thém va mot s6 yéu td

Phén tich da bién cac yéu t6 anh hudng tot dén séng thém khong tién trién
bénh 1a chi sb toan trang trude diéu tri ECOG <2, vi tri u nguyén phat da day,
chi s6 nhén chia thap, s6 lugng BCH va HST trudc diéu tri binh thuong.

Phén tich da bién cac yéu t6 anh huong t6t dén sdng thém toan bo 1a chi s toan
trang trudc diéu tri ECOG <2, vi tri u nguyén phat da day, chua di can, chi sb
bach cau va HST trude diéu trj binh thudng.

Nhan dinh nay trong nghién ciru cta chung t6i ciing twong tu nhu nhiéu
nghién ctru cua cac tac gia nude ngoai trén BN giai doan mudn. Cac tac gia trén
thé gidi, dac biét tai Uc da duya trén dir liéu tir cac nghién ctu dé tao thanh mot
cong cu gitp tinh todn nham so bo danh gia tién lwong ngudi bénh GISTs duge
diéu tri bang imatinib. Céng cu nay thuc sy hiru ich gitp cac thay thudc ciing
nhu BN GISTs c6 thé tham khao nham tién lugng bénh ciing nhu theo ddi tot
hon két qua diéu tri.

4.2.3. Pjc tinh ciia phdc do

Khac han véi hoa tri, doc tinh thuong gap nhét khi diéu tri imatinib 1a doc tinh
gitr dich va tiéu chay, cac doc tinh khac 18n huyét hoc, doc tinh 1én chie ning gan,
than la it gap.
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* Déc tinh gii dich
Phi mi mét

Két qua nghién ciu cua chang tdi cho thay, ty 1é gap triéu chimg phd mi la
cao nhat véi 98/188 truong hop Vai ty 16 52,1%. Trong sé cac BN c6 triéu chimng
pht mi, c6 dén 75/98 BN (76,5%) gap & mic d6 1. Cac BN ndy chi cam thay tic
nang mi mat vao budi sang va hét vao budi chiéu. 22/98 BN gip & muc do 11 —phi
mi nhin rd trén [am sang, 4n 16m. Cac BN nay déu giam sau khi diéu chinh ché do
an giam mudi, loi tiéu quai Furocemid 40mg/ngay. C6 1 BN gap phu mi d6 111, BN
nay xut hién phtt mi cang ngay cang ting dan, sau diéu tri hd trg, khong d& phai
giam liéu imatinib.

C6 thé nhan thiy, triéu chimg phi mi trong nghién ciru ciia ching toi ty 16 gap
rit cao nhung chu yéu lai 12 & muc do nhe, it gip cac truong hop ning, da phan 1a ¢
muc d6 nhe va trung binh. Két qua nghién ctu cua ching t6i trong ty két qua
nghién ciru ctia Dimetri 2002, ciing tuong tw nghién ciru gan nhat cia chinh tac gia
nam 2016. Dac tinh giit dich cha yéu 1a phi mi mét (periorbital edema) va thuong
gap cac doc tinh nhe do I va II, doc tinh d6 111 va IV 1a rét it gap, chi chiém 1-4%.
Dic diém phd mi do tac dung phu cua thude thuong dé nhan biét. BN thuong cam
thdy nang hon vao budi séng véi cam gidc tic nang mi mat, nhung khong anh
huong dén thi luc. Khi c6 cac triéu ching nang, tam nhin ciia BN ¢6 thé bi han ché.
Céc triéu ching giam dan vao cudi ngay.

Déc tinh trén hé tiéu hoa

Tiéu chay

Tiéu chay la mot tac dung phu ciing thuong gap khi diéu tri voi imatinib trén
cac BN GISTs. Diéu nay co 1& d& dang giai thich do thudc c6 thé tac dong l1én
cac té bao k& Cajai trén cac doan khac cua dng tiéu hda gay nén tinh trang tiéu
chay. Ty Ié gap tac dung phu nay trong cac nghién ciru dao dong tir 45% dén
52%, cha yéu 1a & mirc do nhe (do 1, I1). Tiéu chay do 1l tro 1én gap 1% dén
5%. Tuy nhién tac dung phu nay d& dang xtr tri bang cac thuc giam nhu dong
rugt dé giam tiéu chay. Trong nghién cau cua chang toi, ty 1¢ tiéu chay gap
45,2% cac truong hop, trong do chi gap 1a do 1 va Il. Khdng gap truong hop
nao do 1 va IV. Két qua ndy cia ching toi twong tu két qua cua tac gia
Demetri vai ty 1€ tiéu chay la 47% hay nghién ctu cua tac gia H. Joensuu
(2011) véi ty 18 tiéu chay toan bo 1a 44,9%. Két qua cua chang tdi thip hon so
v6i nghién ciru Dematteo (2009) vai ty 1 tiéu chay 1a 57%. Piéu nay co thé
giai thich do trong nghién ciru ciia chiing t6i déu dang liéu 400mg, trong khi d6
nghién cuu cua tac gia st dung ca licu 800mg. Nghién ctu pha Il EORTC
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62005 vai s6 luong BN 1én dén 964, so sanh 2 lidu diéu tri ciing cho thay, lidu
800mg/ngay c6 ty Ié titu chay 56,8% cao hon hin so véi liéu 400mg/ngay
48,1%.

S¢ di trong nghién ciru cua chdng tdi hay trong nghién ciru cua céc tac gia
khac trén thé gioi, rat it gap cac truong hop tiéu chay nang do 111 va IV 1a do
cac trudng hop xuat hién tiéu chay do II déu duogc diéu tri bang Loperamide
12mg/ngay. Tat ca cac truong hop déu hét sau 2 ngay dung thude. Néu khong
giam cd thé thay ddi va diéu tri bang Codein liéu 30mg/ngay.

Péc tinh da, niém mac, hé co xwong khép: chiém khoang 30 dén 44%, tuy theo
céc nghién ctiu. Trong nghién ciru ndy, ty 18 gap ndi ban 1a 30,9%, chua yéu 1a nhe,
thoang qua.

Pau co, co co gap ¢ 25,0%, dau co do I1a 18,6% va do Il 1a 6,4%.
Pau khop gap 26,4%, tit ca cac BN déu ¢ mirc do |.

Déc tinh trén hé huyét hoc: rat thap (dudi 5 %) chi yéu do |, 11. Khéng c6
do 1v.

Déc tinh trén gan than: Ty 1€ tang men gan (GOT, GPT) la 9,1%; tang
creatinin la 2,7%. Khong co6 truong hop nao tang men gan, tang creatinin do I1I,
IV. Trudng hop ting men gan 1a truong hop c6 HbsAg duong tinh trude diéu trj
nén chirc nang gan phan nao chiu anh hudng nhiéu hon. Truong hop ting men
gan cling nhe (46 I va II).

Két qua nghién ciru cho thiy, doc tinh hay gip nhat khi diéu tri véi thude 1a
phu mi va tiéu chay. Pay chi la cac tac dung phu trén da va niém mac, c6 anh
huéng it dén chat lugng cudc séng ciing nhu két qua diéu tri bénh. Co gip hau
hét 1a doc tinh & mirc do nhe, doc tinh mirc d6 111 va IV 1a rat it gap. Ty 18 giam
lidu hodc tam thoi nglmg diéu tri cing 1a rat thap (2,0%). Tém lai, diéu tri bang
imatinib (Glivec) cho bénh nhan GISTs hiéu qua cao, kéo dai thoi gian song
thém PFS va OS. Thudc it doc tinh, sir dung duong udng rat phu hop cho viéc
diéu tri kéo dai lién tuc BN GISTs giai doan mudn.
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KET LUAN

Qua nghién ctu trén 188 bénh nhan GISTs giai doan mudn duogc diéu tri
bang imatinib (Glivec) duong uong, 400mg/ngay tir 1-2007 dén 10-2016 tai
bénh V1en K, chung t6i riit ra mot s6 két luan sau:

1. Mt s6 dic diém 1Am sang, cin 1am sang

Lira tudi hay gap nhat 1 50-59 chiém 38,3%, tudi trung binh 12 55,3 + 11,3;
hay gap ¢ nam voi ty 1€ 1,85/1.

Triéu ching GISTs giai doan mudn chu yéu la dau bung 54,8%; tu sO u
bung 30,3%; xuit huyét tiéu hoa 14,9%.

Vi tri hay gip nhét da day (43,1%), sau d6 1a rudt non (26,1%). Pai tryc trang
(12,8%), mac treo (13,8%), ta trang (3,7%) va thuc quan (0,5%) 1a cac vi tri it gép.

Vi tri di cin hay gdp nhit 1a gan (57,1%) va phac mac (36,8%). Di cin hach
1a rét it gap (0,5%). C6 dén 70,7% c6 di can khi bt dau diéu tri.

Trén CT: Kich thudc u trung binh trudc diéu tri 12 kha 16n 11,3 + 2,3 cm,
nhoé nhét 1a 3,5 cm, 16n nhat 30cm, KT u >10cm chiém 53,2%. Pa s6 c6 hoai tir
trong u (85,1%).

Trude diéu tri: 35,1% BN co ting BCH, 35,6% c6 HST thip (<120g/L),
28,2% c6 chi s Albumin huyét tuong thap (<35g/L).

M6 bénh hoc té bao hinh thoi chiém da s (68,6%), chi s6 nhan chia cao > 5/50
vi truong (51,1%).
2. Két qua diéu tri va mdt sé yéu to lién quan
Pap ng diéu tri

Ty 1¢ dap tng toan bd 58,5%, ty 1¢ kiém soat bénh dat 86,7%, khong co
bénh nhan nao dap (mg hoan toan. Thoi gian xuét hién dap tng trung binh 13 4
+ 0,5 thang; thoi diém dap tmg t6i da ciia toan b 58,5% sb BN co dap tmg 14 9
thang diéu tri.

bép ting cao hon ¢ nhom: BN nil; co6 chi sb toan trang tot; GISTs da day;
chi 6 HST, Albumin, BCH trugc diéu tri binh thuong.
Thoi gian séng thém

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

Thoi gian séng thém toan bo trung binh dat dugc rat dang khich 18: 62,2 +
3,0 thang (thap nhat: 4,0; Cao nhat: 113,0). Ty 1& OS: 3 nam: 74,5%; 5 nam:
52,5%; 8 nam: 18,8%.
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Cic yéu to anh hwéng dén sdng thém

Phan tich da bién cac yéu t6 anh huong t6t dén séng thém khong tién trién
bénh 1a chi sb toan trang trudc diéu trj ECOG <2, vi tri u nguyén phat tai da
day, chi s6 nhan chia thap, sé luong BCH va HST trudc diéu tri binh thuong.

Phan tich da bién cac yéu t6 anh huong t6t dén sdng thém toan bo 1a chi
s6 toan trang trudc didu tri ECOG <2, vi tri u nguyén phat tai da day, chua
o ton thuong di can, chi sb bach ciu va HST trude diéu tri binh thuong.
Poc tinh

Thudc dung nap tot. Doc tinh chii yéu 1a phi mi (52,1%) va tiéu chay
(45,2%). ba s6 1a do 1, rat it gap ddc tinh d¢ II, III; khong gap truong hop nao
doc tinh do 1V.

Ty 1& gian doan diéu tri 1a thap 2,0%. Khong c6 truong hop nio phai giam
liéu hodc dung diéu tri do tac dung phu cua thude.

KIEN NGHI

1. Imatinib nén dugc diéu tri cho BN GISTs giai doan mudn khoéng con
chi dinh phau thuat cit bo u hodc/va di can, voi hiéu quéa cao, thoi gian sdng
thém kéo dai voi doc tinh chép nhan duoc.

2. Trong cac truong hop trude diéu tri c6 nong do HST va albumin thap
can diéu tri nang nong d¢ vé mirc binh binh thudng. Cac truong hop co chi sd
BCH cao trudc diéu tri can diéu tri khéang sinh, chéng viém dua vé mirc binh
thudng nham dat dap ung diéu tri va thoi gian séng thém cao hon.

3. Thoi gian xuét hién d4p ung trung binh 1a 4 = 0,5 thang; thoi diém dap
tng ti da clia toan bg 58,5% sb BN co dép tmg 1a 9 thang didu tri; két qua nay
goi y vé thoi gian diéu tri tn bo tro imatinib cho bénh nhan GISTs.
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INTRODUCTION

Gastrointestinal stromal tumors (GIST) are mesenchymal neoplasms
of the gastrointestinal tract, whose tumor cell’s normal
counterpart is the interstitial cell of Cajal. The disease accounts for
about 0.2% of gastrointestinal diseases, with the prevalence of about
1.5/ 100,000 people. There are about 5000 new cases annually in the
United States. In the world, before 1990, GISTs were often mistakenly
labeled as soft tissue sarcoma such as smooth muscle sarcoma, lipo-
sarcoma ... because the cellular morphology of these two types is quite
similar. Recently, the development of immunohistochemistry,
pathologists have found mutations in the cKIT gene. It has
revolutionized the diagnosis and treatment of GISTSs.

At present, GIST diagnosis based on clinical symptoms, laboratory
tests such as gastrointestinal endoscopy, computer tomography,
abdominal magnetic resonance imaging, histopathological and
immunohistochemistry. Pathological test is the gold standard for
disease diagnosis. Surgery is still the primary method of cure. Before
2001, GISTs had only surgical treatment. Chemotherapy and radiation
therapy are ineffective, with very low response rates of 10%. Advanced
stage is actually a challenge for clinicians.

Imatinib (Glivec) have made a revolution treatment of GISTs. Since
2002, the drug has been used in patients with advanced GISTs in many
countries in the world such as the United States, Europe, Japan, Korea,
...etc. Results showed that the drug has high response rates, survival
was significantly improved. In Vietnam, the drug has been administered
to patients with advanced GISTs since 2007, but so far there have been
no studies to evaluate the effects of the drug. Therefore, we conducted
this study with following two objectives:

Objectives:

Primary objective: Describe some characteristics of advanced state
gastrointestinal stromal tumors (GISTs) CD 117 (+) at Hospital K
Secondary objectives: To evaluate efficacy of imatinib (Glivec) and
some related factors.



These new findings of the thesis:
1. This is the first study in Vietnam of efficacy of imatinib (Glivec) in
unresectable and/or metastatic GISTSs.
2. Results from the study showed that:
Efficacy: Median time response average 4,01 + 0,5 months;Over all
response rate and disease control rate was 58,5% and 86,7%. The higher
response rate archived in female patients; good personal status; primary
tumor in stomach; hemoglobin, plasma albumin, Granulocyte count
normal before treatment.
Survival: Median time PFS: 458 %= 2,8 months (Minimum: 3.0;
Maximum: 98.0). 3-year PFS ratio: 55.6%; 5 years: 35.3%; 8 years:
13.6%.
Median time OS: 62,2 £ 3,0 months (Minimum: 4,0; Maximum: 113,0).
3-year OS ratio 3 years: 74.5%; 5 years: 52.5%; 8 years: 18.8%.
Factors affecting survival: Multivariate analysis of factors affecting PFS
are baseline personal status ECOG <2, primary tumor in stomach, low
mitotic count index, granulocyte count, and hemoglobin to normal before
treatment. Multivariate analysis of factors affecting OS are baseline
personal status ECOG <2, primary tumor in stomach, no metastatic
lesions, and normal granulocyte count before treatment.
Toxicity: The drug is well tolerated. Toxicity mainly in periorbital edema
(52.1%) and diarrhea (45.2%). Most of them are grade I, very rare
toxicity level II, Ill; not encountered any case of IV toxicity. The
treatment interruptions rate is low (2.0%). No patient has discontinued or
reduce dose because of toxic effects.
Structure of thesis

This thesis is composed of 150 pages (excluding appendices and
references): Introduction (2 pages), Chapter 1. Overview (39 pages),
Chapter 2: Material and method (14 pages); Chapter 3: Results (40 page);
Chapter 4: Discussion (47 pages); Conclusions (2 pages);
Recommendations (1 page). There are 56 tables, 26 charts and 12
pictures. References: 143 references (Viethamese and English
documents). Appendices consists of patients list, studying profile, letter.
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CHAPTER 1: OVERVIEW
1.1. Epidemiology and etiology
1.2. Diagnosis

- Definitive diagnosis:

- Diagnosis stage: TNM classification system

- Diagnostic histopathology and gene mutations.

1.3. Treatment GISTs

- Surgery: early stage I, 11, 1A

- Radiation and chemotherapy: less effective

- Targeted therapy: Imatinib has created a revolution in the treatment
of GISTs, especially in advanced stage.

Treatment for advanced stage
Studies in the world: Phase Il studies.

The first study conducted by Demetri GD, published in the New
England Journal of Medicine in 2002, found that imatinib with dose of
400 mg daily or 600 mg daily. 54% of patients responded, and there was
no difference between the two treatments. Side effects of the drug are
mild to moderate, including vomiting, nausea, diarrhea, fatigue and
cramping. Another study by Blanke (2008) with a smaller number of
patients, 56 patients continued to use imatinib over a 9.4-year follow-up
period. Results showed that up to 26% of patients continued to use the
drug with a 10-year survival rate estimated at 22%.

Phase 11l studies: Study SWOG S0033 was studied with 2 doses of
imatinib 400mg / day and 800mg / day resulting in was also impressive.
Reporting the results at the ASCO 2014 with an 8-year follow-up showed
that 180/695 patients (26%) were still alive at the time of the study, with an
estimated 10-year survival of 22%. Compared to the time before treatment
with imatinib, GISTs' median lifespan was more than tripled (18 months vs.
57 months).

Effects of some factors on the outcome of treatment

Granulocyte: The association between pre-treatment granulocyte and
survival has been discussed in several studies. However, the role of this
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factor has not been mentioned much as the index is influenced by many
other factors.

Pre-treatment hemoglobin: For GIST patients in advanced stage,
hemoglobin levels are also a predictor of disease. Rutkowski's studies in
2006 and 2007, or study by Yeh CN (2011) et al., show that there is a
correlation between the pre-treatment hemoglobin levels and the imatinib
results of GIST patients. The authors stated that patients with normal
preoperative hemoglobin had better prognosis than the rest. The authors
explain that the effect of the ecstasy level on pharmacokinetics as well as
its distribution influences the therapeutic response of imatinib. In
addition, another important cause is the general condition of the patient
as well as the stage of the disease. Patients with low hemoglobin are
often severe. Maybe this is the more important cause that affects the
outcome of treatment.

Pre-treatment albumin: 95% of the drug after oral absorption is bound
to albumin and circulates in the bloodstream to the tissues. Therefore,
plasma concentrations are mainly determined by serum albumin
concentration. Drug plasma concentrations are important factors affect
the response as well as the therapeutic effect of the drug. Research by
Demetri (2009), published in the Journal of Clinical Oncology, confirms
this. Prior to that, Rutkowski (2007) also showed that normal pre-
treatment albumin levels were a good predictor.

Vietnamese studies

One of the first studies conducted was the study by Pham Duy Hien
and Nguyen Tuyet Mai (2010), which is a branch of national project. In
this study, 35 patients with recurrent metastatic GIST were treated with
imatinib. Results showed that up to 65.6% of patients responded,
including 1 case has completed response. However, due to short study
time, the authors did not report the results of this study.

Study author Diep Bao Tuan (2016) with 43 patients in the advanced
stage treated with imatinib for a response rate of 58.7%. The study by
Mai Trong Khoa and colleagues from 35 patients with GISTs showed a
response rate of 60.0% to patients responding to imatinib, with a 2.9%
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patient has completed response, 57.1% patients has partial response. The
studies of the authors on the response rate as well as the disease control
rate of patients with GIST in our country. However, the results of living
as well as related factors are less well known.

CHAPTER 2: MATERIAL AND METHOD
2.1. Patients: Patients diagnosed with unresectable and/or metastatic
GISTs, CD-117 (+), receive oral imatinib treatment at Hospital K from
January 2007 to October 2016 entered the study.
Selection criteria

— Histologically confirmed diagnosis of GISTs, CD-117 (+) from
upper 18 years

— Unresectable and/or metastastic GISTs

— Treated with orally imatinib (Glivec) monotherapy for at least 3 months

— Presence of at least one measurable indicator lesion (RECIST
criteria. V 1.1) which has not been previously irradiated. Measurable
lesions (measured in at least one dimension) (longest diameter to be
recorded) as > 20 mm with conventional techniques or as > 10 mm with
spiral CT scan.

— The patient must give written (personally signed and dated)
informed consent before completing any study-related procedure
Exclude criteria
Neoadjuvant treated GISTs
Recurrent GISTs
Hepatic and renal failure
Unfollowed patients

— Allergy to any component of tables
2.2. Method
2.2.1. Design of study: Uncontrolled clinical trial
2.2.2. Sample size: Formulation of uncontrolled clinical trial
2.2.3. Variables of study
2.2.3. Clinical characteristics
- General: Age, gender.
- Clinical and test information
2.2.4. Treatment
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The schedule was oral imatinib (Glivec) 400mg once a day
continuously until disease progression with severe symptoms or
development of unacceptable toxicity.

- Response rate, disease control rate: RECIST 1.1

- PFS and OS

- Univariable, multivariable analysis to find prognostic factors.

2.3. Data analysis

The information was collected through medical record

- Data were input on a database and analyzed by software SPSS, v 16.0

- Using /%, test — student, log rank to evaluate differences between the groups.

- P - values of less than 0.05 were considered significant.

Survival time using Kaplan-Meier method. Univariate analysis: Use
the Log-rank test to compare survival curves between groups.
Multivariate analysis: Using Cox regression model with 95% confidence
level (p = 0.05).- Study results are displayed in figures, charts,
percentage (%), medium + standard deviation.

CHAPTER 3: RESULT
3.1. CLINICAL CHARACTERISTICS
Table 3.1: Patient characteristics

Characteristic n %
Age <30 5 2,6
30-39 26 13,9
40-49 32 17,1
50-59 72 38,3
60-69 43 22,8

>70 10 53
Gender Male 122 64,9
Female 66 35,1
Time to < 3 months 78 415
diagnosis 3 — 6 months 103 54,8
Over 6 months 7 3,7

Comment: Under age 40 is less common (7.4%), more men than women,
time to diagnosis 3-6 months accounts for the highest rate.
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Table 3.2: Clinical characteristics

n %
Abdominal pain 103 54,8
Mass 57 30,3

Symptoms Emesis 15 8,0
Blood stool 13 6,9

Difficulty in swallow 1 0,5
Abdominal mass 65 34,6

Ascites 14 7,4

Signs _Obstr_uction _ 4 2,1
Gastrointestinal bleeding 38 20,0

Lymph node 0 0,0
No sign 71 37,8
Personal status ECOGO 81 43,1
ECOG 1 56 29,8
ECOG 2 42 22,3

ECOG 3 9 4.8
<18,5 93 49,5
BMI 19 -23 67 35,6
> 23 28 14,9

Comment: Advanced stage GIST symptoms were mainly abdominal pain (54.8%).
34.6% patient feel tumor mass. Almost patient personal status ECOG < 2.
Table 3.3. Primary tumor site

Primary tumor n %
Esophageal 1 0,5
Stomach 81 43,1
Duodenal 7 3,7
Small bowel 49 26,1
Colorectal 24 12,8
Mesentery 26 13,8

Total 188 100

Comment: The most common site of primary tumor is stomach 43,1%,
small bowel 26,1%. Other sites are less common: mesentery (13,8%),
colorectal 12,8%. Duodenal and esophageal are rare (<5%)
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Table 3.4. Metastases

n=133 n %
Number metastatic Mlo gg igg
organ >1 41 | 218
Live 76 57,1
Peritoneal 49 36,8
Site Lung 14 10,4
Bone 8 6,0
Lymph node 1 0,7

Comment: Liver metastasis was the most common, accounting for
76/133 cases (57.1%). Other less common sites of metastasis are
pulmonary metastases. Lymph node metastasis is very rare.

Table 3.5: Xét nghiém can lam sang trude diéu tri

CT-Scanner (n=188) n %
Tumor size <10 88 46,8
>10 100 | 53,2
Hoai tir U Yes 160 | 85,1
: No 28 14,9
Gastrointestinal endoscopy (n=133) n %
Sub-epithelial mass 99 87,6
Type Surface ulcers 14 12,4
Infiltration 0 0
Pathology (n=188) n %
Site Primary tumor 141 | 75,0
Metastases 47 25,0
Endoscopy 113 | 60,1
Specimens Core needle biopsy 50 26,6
Surgical exploration 25 13,3
Spindle-cell 129 68,6
Morphology Epithelioid-cell 37 19,7
Mixed type 22 11,7
o . <5/50 HPF 92 48,9
Mitotic count index >5/50 HPE % 511

Comment: Median pre-treatment tumor size was fairly large 11.3 £ 2.3
cm, most had necrotic t. mors (85.1%)Morphologically spindle-cell is
predominant (68,6%)




3.2. TREATMENT RESULT

3.2.1. Effcacy
* Time to response

Table 3.6. Time to response

Median time to response: 4,0 £ 0,5 months

Time to i Commutive
n % Commutive n

response percentage
3 months 84 | 44,7 84 44,7
6 months 17 9,0 101 53,7
9 months 9 4,8 110 58,5
12 months 0,0 110 58,5
>12 months 0 0,0 110 58,5
Total 110 | 58,5 110 58,5

Comment: Median time to response was 4 + 0,5 months. At 9 months
after treatment with imatinib, the response was maximal with 58.5%
patients achieving response. At 12 months and after 12 months of

treatment, the proportion of patients who responded did not increase.

* Response assessment

Table 3.7. Efficacy

Response n %
Complete response 0 0
Partial response 110 58,5
Stable disease 53 28,2
Progression 25 13,3
Total 188 100

Comment: None patient has complete response; 110/188 (58,5%) patient

partial response. Disease control rate was 86,7%.
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* Correlation between the response
Table 3.8. Correlation between the response

Response Yes No Total
Factor n % n % n % P

Male 65 | 53,3 | 57 | 46,7 | 122 | 100
Gender 0,031
Female 45 |1 68,2 | 21 | 31,8 | 66 | 100

Personal ECOG<2 | 85| 62,0 | 52 | 38,0 | 137 | 100
status ECOG=>2 | 25 | 49,0 | 26 | 51,0 | 51 | 100

0,04

Stomach 56 | 69,1 | 25 | 30,9 | 81 | 100
Small bowel | 27 | 55,1 | 22 | 44,9 | 49 | 100 |0,024
Other 27 | 46,6 | 31 | 53,4 | 58 | 100

Primary
tumor site

) 79 | 65,3 | 42 | 34,7121 | 100
Hemaoglobin _ 0,014
Thap 31| 46,3 | 36 | 53,7 | 67 | 100

Normal 75 | 61,5 | 47 | 385|122 | 100
Granulocyte . 0,031
High 35| 53,0 | 31 |47,0| 66 | 100

Normal 90 | 66,7 | 45 | 33,3 | 135 100

Albumin 0,01
Low 20 | 37,7 | 33 | 62,3 | 53 | 100
Peri-orbital No 49 | 544 | 41 | 456 | 90 | 100 0.302
edema Yes 61 | 62,2 | 37 | 37,8 98 | 100 '

Comment: Gender, personal status, primary tumor site, hemoglobin,
granulocyte count, plasma albumin are factors related to the treatment
response. The difference was significant at p <0.05.
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3.1.3. Progression free survival (PFS)
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Figure 3.1. Progression free survival
Table 3.9. Progression free survival

Progression free survival (PFS)
Median (m'\élrl:hs (ml\gii(hs 3 5 year 8
(months) ) ) year (%) (%) year (%)
45,8 3,0 98,0 55,6 35,3 13,6

Comment: Median time PFS: 45,8 £+ 2,8 (months) (mode: 38,0; min: 3,0;
max: 98,0)
PFS rate 3 year: 55,6%; 5 year: 35,3%; 8 year: 13,6%.
* Progression free survival according to some factors
Univariable and Multivariable analysis
Table 3.10. Univariable and multivariable analysis PFS

p p Hazard | 95% Confident
petcl univariable B multivariable] ratio interval
Age(<40,>40) | 0016 |-0,158 0486 | 0854 05471333
Gender ‘ 0,023 |-0,342 0,136 0,711 |0,454-1,113
Personal status
(PS <2, PS >2) 0,001 | 0,925 | 0,0001 2,522 |1,675-3,798
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Primary tumor site
gastric / non-gastric)

Metastasis \0,041 0,510 0,027 1,665 |1,060-2,614

0,013 |-0,266 | 0,035 0,676 |0,585-1,004

Mitoticcountindex‘ 0,044 |-0,282 0,046 0,654 | 0,416 —0,903

Pre-treatment

0,001 | 0,655 | 0,001 1,925 |1,311-2,826
granulocyte count

Pre-treatment
hemoglobin

Pre-treatment plasma
albumin

0,048 | 0,750 | 0,002 2,117 |1,303 -3,438

0,027 | 0,009 | 0,968 1,009 | 0,652 - 1,560

Comment: The personal status, primary tumor site, metastasis, mitotic
count index, normal granulocyte, hemoglobin and albumin were
independent predictors of PFS in multivariable analysis (p <0, 05).

3.1.4. Overall survival (OS)
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Figure 3.2. Overall survival
Table 3.11. Overall survival

Overall survival (OS)
Median Min Max 3year | 5year | 8year
(months) (months) | (months) | (%) (%) (%)
62,2+ 3,0 3,0 113,0 74,5 52,5 18,8

Comment: Median time OS was: 62,2 = 3,0 (months), min: 3,0; max:
113,0). OS rate 3 year was: 74,5%; 5 year: 52,5%; 8 year: 18,8%
Overall survival according to some factors

Table 3.12. Univariable va multivariable analysis OS
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.P . P. Hazard [95% confident
Factor univaria B |multiva . .
ble riabe Ratio interval
Age(<40,>40) | 0,282 | 0,545 | 0,068 | 1,725 | 0,961-3,095
Gender | 0,208 |-0,169 | 0,511 = 0,844 | 0,509 -1,399
Personal status (PS<2,PS>2) | 0,0001 | 1,379 |0,0001| 2,972 | 2,405 - 6,562
Primary tumor site
(gaﬂﬂc?%ongaﬂnc) ‘ 0@02‘-0344 0,04 | 0,709 |0,510—0,985
Metastasis | 0,023 | 0,775 | 0,007 | 2,171 |1,233-3,823
Mitotic count index | 0,047 | 0,750 | 0,002 | 2,117 | 1,303 3,438
Pre-treatment 0,001 | 0,735 | 0.001 2,086 |1,3345—3,236
granulocyte count
Pre-treatment hemoglobin| 0,003 | 0,619 | 0,018 | 1,857 | 1,110 - 3,107
Pre-treatment plasmaalbumin | 0,004 | 0,052 | 0,844 | 1,054 | 0,625—1,777
Comment: The personal status, primary tumor site, metastasis, normal
granulocyte, hemoglobin were independent predictors of OS in
multivariable analysis (p <0, 05).
3.2.1. SIDE EFFECTS
Table 3.13. Fluid retention
Signs GradeO | Gradel | Grade2 | Grade3 |Grade4
(n=188) n % | n | % | n % [ n| % | n|%
Peri-orbital | 90 [47,9| 75 [399| 22 [11,7] 1 [ 05| 0 |0,
Lowerlimb /1 | 766 | 28 |14.9] 16 | 85 | 0 | 0.0 | 0 |00
edema
Ascites 176 [ 936 |12 (64| 0 | 00 | O [ 00| O |00

Comment: Peri-orbital edema was the most common side effects 52,1%.
Other less common fluid retention effects were: lower limb edema
(23.4%), ascites (6.4%)

Table 3.14. Chracteristic of peri-orbital edema

Median time to appearance (days)

10,8 £ 5,7

Median time to deterioration (weeks)

14,4 £47
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Comment: 100% of patients presenting with toxicity within 2 weeks of
initiation of treatment with a median time of 10.8 days. Median time to

deterioration of peri-orbital edema was 14,4 weeks

Table 3.15. Gastrointestinal toxicity

Toxicity Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
(n=188) n| % | N|%|n|[% | n|%|n| %
Vomit 145 77,1 | 43 |229| O 0 0 0 0 0
Diarrhea 103 | 548 | 54 |28,7| 31 |165| O 0 0 0
Muscotitis 186 | 99,0 | 2 10| O 0 0 0 0 0

Comment: Diarrhea rate was 45,2%, with only grade I, Il toxicity

Nausea and vomiting were found to be 22.9%, with only grade | toxicity.
Mucotitis is very rare, 2/188 patients with grade 1 (1%)
3.2.3. Distribution and severity

60%

50%

40%

30%

= Grade L I = Grade IIT

Figure 3.3. Phan b va mie d déc tinh
Comment: Peri-orbital is the most common toxicity, accounting for
52,6% respectively. The other toxicity is rare and mild
3.2.4. Dose reduction and discontinuation
Table 3.16. Dose reduction and discontinuation

Dose reduction

Discontinuation

Patient

%

Patient

%

Peri-orbital

1

0,5

0

0,0
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Skin rash 1 0,5 0 0,0
Hepatoxicity 2 1,0 0 0,0
Total 4 2,0 0 0,0

Comment: No patient discontinued treatment due to side effects of the
drug. The rate of patients having to interrupt treatment is very low 2,0%.

CHAPTER 4: DISCUSSION

4.1. CLINICAL CHARACTERISTICS
4.1.1. Age, gender and time to diagnosis

Results of the study showed that the majority of patients were over
age 40 (83.5%), with the common age group being 50-59, accounting for
38.3%. This result is consistent with many studies on late GISTs by
authors around the world such as Rutkowski (2007), Miettinen (2006), ...

Our study found that advanced stage GISTs are more common in
males than females, with a 2.18 percent male / female ratio. The results
of our study are similar to those of study author Diep Bao Tuan.
According to the author, men are more likely to be infected than women
(64% versus 36%). The study of foreign authors also showed that the
incidence of males is higher than for females. This has also been
documented in the literature so far.

Table 3.1 also shows that most patients are hospitalized for 3-6
months since the onset of symptoms, the majority with 54.8%. The
results of our study are similar to those of domestic authors such as Diep
Bao Tuan (2016) and Pham Minh Hai (2008) ranged from 3-6 months.
4.1.2. Clinical manifestation

In our study, abdominal pain was the most common symptom,
accounting for 54.3%. The results of our study are similar to those of
local authors. The authors found that abdominal pain was the most
common symptom. According to Diep Bao Tuan (2016), abdominal pain
accounted for 58% of cases.

4.1.3. Diagnostic test
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Gastrointestinal endoscopy: Patients were enrolled in 113 patients
with gastric and colonoscopy. The endoscopic findings showed 87.6%
protruding with surface ulcers, 12.4% Which case can infectious.

This is different from online gambling: mainly for ulcers. The study
of Trinh Thi Hoa (2010) in gastrointestinal mesothelioma revealed that
the ulcer was the highest rate of 45.3%; Followed by ulcers - ulcers
accounted for 38.7%; Ulcerative-infiltrative and infiltrated infiltrates
accounted for 9.4% and 3.8% respectively; Cannabis is the least common
with the rate of 2.8%

Abdominal CT-Scanner:

Primary tumor size: Based on the results of diagnostic imaging tests
such as abdominal computer tomography or magnetic resonance
imaging, sometimes PT to find the size of the lesion. In this study, 82.9%
of patients had a tumor size of over 10 cm; 11.4% of patients with tumor
size 5to 10 cm; 5.7% of patients have tumor size of 2 to 5 cm. Patients in
the hospital in the late stage should be very large tumor size. However,
this is very different from the gastrointestinal tract digestive tract, when
lesions with a much smaller size can also cause complications such as
intestinal obstruction and pyloric stenosis. Medical literature has
documented patients with GISTs of up to 50 cm in size.

Necrosis of the tumor: Our results show that the majority of cases have
necrotic tumors. This feature is also a common feature of GISTs. Other
GISTs diagnostic studies have also shown that tumors in tumors are also
very common in GISTs, ranging from 70-90%. On the general image of
GIST tumors after surgery is also very common necrosis picture in u.

Our results show that gastric GISTs were at the highest rate with
43.1%, GISTs of the small intestine ranked second with 26.1%. The
results of our study are similar to those of other authors in the world.
According to reports from worldwide studies, gastric GISTs occur
between 40-60% of total cases; The second most common site in the
gastrointestinal tract is small bowel with an incidence of about 25-30%.
This result is perfectly consistent with our research. Studies in Vietnam
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in recent years have also yielded similar results. According to Diep Bao
Tuan (2016), gastric GISTs met the highest 42.2%, followed by the small
intestine with 36.7%. Authors Pham Minh Hai et al (2008) also found
that gastric GISTs were the most common with 54%, followed by small
intestine (15%).

The less common sites in our study were rectal GISTs 12.8%,
mesentery 3.7%, esophagus 0.5%. Our results are similar to the results of
previous GIST studies in the world, studies have reported a 5% to 15%
reduction in colorectal GISTs, less commonly as duodenal (see About
5%), esophagus (less than 1%). The results of study author Diep Bao
Tuan (2016) also gave the same results. The authors noted that the less
common sites were the esophagus (0.9%), colorectal (14.7%), no cases
were found in the duodenum.

4.2. TREATMENT RESULTS
4.2.1. Tumor response
The results of our study were very positive: 110/188 patients
accounted for 58.5% of the patients has partial response. 28.2% patients
has stable disease. Thus, the overall response rate (ORR) was 58.5%, the
disease control rate (DCR) was 86.7%.
Table 4.1. Response rate

Author Dose N ORR | DCR
Demetri et al (2002) 400mg 147 60,5 86,0
Chun-Nan Yeh et al (2011) 400mg 171 57,3 87,1
Ryu Min-Hee et al (2009) 400 47 63,8 90,5
Nishida et al (2008) 400 74 68,9 93,6
Blanke et al (2008) gggmg gig j’g ;?
Pham Duy Hién et al (2010) 400mg 35 65,6 94,2
Mai Trong Khoa et al (2014) 400mg 35 57,1 91,3
Do Hung Kién (2016) 400mg 188 58,5 86,7

This result is similar to the results of research by foreign authors. The
first phase 1l study by Demetri et al. (2002) reported a response rate of
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54.0%, and the disease control rate was also high at over 80%. Research
in Asian countries, the response rate is slightly higher but not much. The
study by Yeh CN (2011) in Taiwanese patients, response rate was 57.3%,
in South Korea was 63.0%. As you can see, the results of our study are
similar to those of other authors in the world. A meta-analysis of 1640
advanced stage GISTs showed a response rate of 51-54%. This response
rate is slightly lower than our study. The difference is due to the
differentiation of our research object. In our study, 100% of patients had
CD 117 (+) or c-KIT mutations. Meanwhile, these studies, including
other mutations, have different mutations with drug response rates.

Compared with some studies in our country, our response rate results
are similar. Research by Pham Duy Hien and Nguyen Tuyet Mai (2010),
which is a branch of state-level science projects. In this study, 35 patients
with recurrent metastases were treated with imatinib. Results showed that
up to 65.6% of patients responded, including 1 case. The study by Mai
Trong Khoa and colleagues from 35 patients with GISTs showed a
response rate of 60.0% of patients responding to imatinib, with a 57.1%
response rate; 34.2% BGN and 5.8% BTT. The studies of the authors on
the response rate as well as the disease control rate of patients with GIST
in our country. Compared with these studies, our response rates were
slightly lower. However, in our study, 19 of the following patients
responded well and had a tumor resection surgery, which was excluded
from the study, so the results of the study were lower.

Median time to response

Our results show that the mean response time was 4 + 0.5 months. At
9 months after drug treatment, the number of patients responding to the
drug was not increased. Studies from the early years when drugs began to
be used for the treatment of GISTSs, the authors paid little attention to the
timing of the response.

In recent years, authors have paid more attention to this parameter for
two purposes: to determine the appropriate response time for late stage
GISTs; And determine the timing of transplant in time for GISTs of
neoadjuvant therapy.
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Comparing our findings with a number of studies in the world, our
results are similar to those of 3-6 months. Rutkowski et al. (2007) in
more than 100 patients with late imatinib-treated GISTs showed an
average response time of 3.6 months (~ 14.4 weeks). Tirumani et al.
(2008), Axel Le Cesne (2009), Rutkowski (2013). The mean response
time was 11-17.2 weeks, the mean maximum neoadjuvant treatment time
was 40 week. Thus, after 9 months of treatment, no case was reported. It
is from the results of this research that treatment of neonatal reflux
disease for no more than 12 months has been issued under the latest
ASCO or ESMO treatment guidelines. Recommendations should shift to
second-generation TKIs in the hope of better treatment for these patients.
4.2.2. Progression free survival
*PFS

The median time of PFS was 45.1 + 2.4 months. The 3-year PFS rate
is 55.6%; 5 years: 35.3%); 8 years: 13.6%.

It can be said that this is a very spectacular result, especially late stage
disease that can not be removed or metastasized. Compared to the time
when imatinib was born, the extra life time of the disease was short. Low
response rates with chemotherapy (less than 10%) despite the use of
multiple chemotherapy regimens, survival rates did not progress below 6
months. Back in the time when Demetri's Phase 1l study published in the
2002 New England Journal of Medicine, the results were spectacular. At
the time of reporting, after 24 weeks, the author still found patients
responding to treatment. After 46 weeks (~ 1 year of treatment), no
patients progressed after treatment. Right after that, imatinib was also
referred to as the “cancer treatment” in the Times. In the following years
of treatment, other authors in the world have also noticed, the results of
treatment are very good. The results of our study are similar to the results
of studies in Asia such as Taiwan, Korea or Japan. According to Yeh CN
(2011), study in Taiwanese patients, the duration of non-progressive life
was 37.6 months. Research by Lee (2009) in Korea is 40.3 months. This
finding was similar in the European patients' study by Rutkowski (2007)
in advanced stage GIST patients, with a 42-month PFS duration.
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* Overall survival

Results of our study showed that the overall survival (OS) was 62.2 +
3.0 months. Survival rate of three years is 74.5%; 5 years: 52.5%; 8
years: 18.8%.

Compared to the time before imatinib era (Glivec), this is really
impressive results. With previous classical treatments, the total lifetime of
patients in the late stage is only 10-12 months. Now that patients are treated
with imatinib, the full life span can be extended to eight years. Some later
studies found that 22% of patients lived 10 years in the advanced stage. At
the time of publication of the results of this study, no cancer drug had such
good therapeutic results at the late stage. It is from the results of imatinib
treatment that the revolution with targeted therapy with TKIls begins,
opening up a promising approach to the treatment of cancer.

The results of our study are similar to that of Demetri. According to
the long-term results of imatinib in 2011, after nine years of drug use. At
the time of 9 years follow up to 19% of patients still alive. It is predicted
that the overall survival rate of 10 years of this study is 22%. Our results
are lower than those of the author. This could be explained by the fact
that in the author's study, patients who had recurrence or progression may
be given an 800 mg dose of imatinib or continue treatment with other
TKIs such as sunitinib, regorafenib, These drugs have also been shown to
be effective in prolonging patient survival. In our study, after the patient
progressed, there was almost no other means of increasing the dose of
imatinib to 800 mg.

Another difference is that after the response to treatment, a part of the
patients in the study of the world's authors were cut off by metastatic or
primary tumors. The role of PT in metastatic recurrence is controversial.
Some studies have shown that this trend of treatment contributes to an
increase in patient survivability, while others have the opposite effect.
However, for our research, most patients are not included in this
pathway. It may be possible in subsequent years, when the results of
research from large studies in the world, the treatment of PT for
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metastatic stage can be considered and indicated treatment for these
patients in our country.
Correlation between survival to some factor

The personal status, primary tumor site, metastasis, mitotic count
index, normal granulocyte, hemoglobin and albumin were independent
predictors of PFS in multivariable analysis (p <0, 05).

The personal status, primary tumor site, metastasis, normal
granulocyte, hemoglobin were independent predictors of OS in
multivariable analysis (p <0, 05).

This finding in our study is similar to that of many foreign authors in
late-stage patients. Authors around the world, particularly in Australia,
have relied on data from studies to create a computational tool to roughly
evaluate the prognosis of imatinib-treated GIST patients. This tool is
really useful to help physicians as well as GISTs patients can refer to
prognosis as well as better monitor the results of treatment.

4.2. Side effects
* Fluid retention toxicity

Our findings show that the incidence of peri-orbital edema was
highest with 98/188 cases at 52.1%. Of the patients with eyelid
symptoms, up to 75/98 patients (76.5%) met at level I. These patients
only felt eyelidness in the morning and ran out in the afternoon. 22/98
patients are at level Il-clinically visible, with depression depressed.
These patients decreased after adjusting the diet reduced salt, diuretic
Furocemid 40mg / day. There was one patient with grade |1l edema, this
patient appeared more and more fainting, after supportive treatment, not
help reduce the dose of imatinib.

It can be seen that the symptoms of coronary syndrome in our study
were very high, but mostly mild, rarely severe, mostly mild and
moderate. The results of our study are similar to the results of Dimetri
2002, which is similar to the author's own research in 2016. The
periorbital edema and the toxicity Grade | and I, 11l and IV toxicity are
very rare, accounting for only 1-4%. The facial features caused by side
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effects of the drug are easily recognizable. Patients often feel heavier in
the morning with a heavy eyelid, but they do not affect vision. When
there are severe symptoms, the vision of the patient may be limited.
Symptoms gradually diminish at the end of the day.

Gastro-intestinal toxicity

Diarrhea: Diarrhea is a common side effect during treatment TKIs in
general also imatinib. This may be easily explained by the fact that the
drug may interact with interstitial Cajai cells on other segments of the
gastrointestinal tract causing diarrhea. The incidence of these adverse
events in the studies ranged from 45% to 52%, predominantly at mild
levels (degrees I, II). Class Il or higher diarrhea occurs 1% to 5%.
However, this side effect can be easily managed with drugs to reduce
bowel movement to reduce diarrhea. In our study, the incidence of
diarrhea was 45.2% of cases, with only grade | and Il. There are no cases
of degrees Ill and IV. Our results are similar to those of Demetri, with a
diarrhea rate of 47% or study by H. Joensuu (2011) with a total diarrhea
rate of 44.9%. Our results were lower than Dematteo (2009) with a
diarrhea rate of 57%. This could be explained by the fact that in our
study all 400 mg doses were used, while the author's study used a dose of
800 mg. Study Il phase EORTC 62005 with the number of patients up to
964, compared 2 doses of treatment also showed that the dose of 800mg /
day had a diarrhea rate of 56.8% significantly higher than the dose of
400mg / day 48.1% .

In our study, very rarely cases of severe diarrhea Ill and IV were due
to the occurrence of diarrhea in degree 1l treated with Loperamide 12mg /
day. All cases are gone after 2 days. If not reduced can be changed and
treated with Codein 30mg / day.

Skin, mucosal, and musculoskeletal disorders: occupy about 30 to
44%, depending on the study. In this study, the prevalence rate was
30.9%, mostly mild, transient.

Muscle aches, muscle aches in 25.0%, pain in the 1st degree is 18.6%
and degree 11 is 6.4%.

Joint pain was 26.4%, all patients were at level I.
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Hematologic toxicity: very low (less than 5%) mainly degree I, 1. No
degree IV.

Kidney and liver toxicity: The incidence of liver enzymes (GOT, GPT) is
9.1%; Increased creatinine was 2.7%. No cases of elevated liver enzymes,
elevated creatinine levels 111, 1V. In case of elevated liver enzyme is the case
of HBsAg positive before treatment, liver function is affected more. Cases of
elevated liver enzymes are also mild (degrees I and I1).

The study found that the most common toxicity in drug therapy was
fluid and diarrhea. These are only skin and mucosal side effects, which
have little effect on the quality of life as well as the outcome of
treatment. Mostly mild to moderate toxicity, levels 11 and IV toxicity are
very rare. The rate of dropping or temporarily stopping treatment is also
very low (2.0%). In summary, imatinib (Glivec) treatment for GIST
patients is highly effective, extending the life span of PFS and OS. Low-
toxic, oral medications are well suited for the treatment of persistently
delayed GISTs.

CONCLUSION

1. Clinical characteristics

The most common age group is 50-59, accounting for 38.3%, with
an average age of 55.3 + 11.3 years; male/female rate was 1.85 / 1.
Advanced stage GISTs symptoms were mainly abdominal pain (54.8%);
bleeding 14.9%.

The most common location in the stomach (43.1%), followed by the
small small bowel (26.1%). Colorectal (12.8%), mesothelioma (13.8%),
duodenal (3.7%) and esophagus (0.5%) are uncommon.
The most common metastases site were liver (57.1%) and peritoneal
(36.8%). Lymph node metastasis is very rare (0.5%).
On the CT-scancer: Average size of tumors before treatment is quite
large 11.3 + 2.3 cm, the smallest is 3.5 cm, the largest is 30 cm, tumor
size over 10cm accounts for 53.2%. Most have necrotic tumors (85.1%).
Prior to treatment: 35.1% of patients with high granulocyte count, 35.6%
with low hemoglobin (<120g / L), 28.2% had low albumin (<35g/ L).
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.2. Efficacy and related factors
Efficacy

The overall response rate was 58.5%, the rate of control was 86.7%,
no patient responded completely. The mean response time was 4 + 0.5
months; The maximum response time for all 58.5% of respondents was 9
months of treatment.

The response was higher in the group: female patients; Have good
overall stats; GISTs stomach; HST index, Albumin, BCH before
treatment.

Survival

The PFS results was very satisfactory, with an average of 45.8 + 2.8
months (minimum: 3.0, maximum: 98.0); 3 years: 55.6%; 5 years:
35.3%; 8 years: 13.6%.

Average overall survival was very encouraging: 62.2 £ 3.0 months
(lowest: 4.0, highest was 113.0). OS: 3 years: 74.5%; 5 years: 52.5%; 8
years: 18.8%.

The multivariate analysis of the factors that influence PFS is female,
ECOG <2, stomach site, low mitotic count index, granulocyte,
hemoglobin and albumin before treatment normal.

Multivariate analysis of the factors that significantly improved
overall survival was ECOG <2, primary tumor localization at stomach ,
no metastatic lesions, low mitotic count index, granulocyte, hemoglobin
and albumin before treatment normal.

Toxicity

The drug is well tolerated. The most common side effects was peri-
orbital edema and diarrhea, mostly grade | and Il, grade Ill and IV was
very rare. Percentage suspend treatment and dose reduction due to
toxicity is very low, 2,0%. There are no circumstances abandon treatment
due to toxicity.

RECOMMENDATION
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1. Imatinib should be treated for advanced GISTs patients with high
efficacy, prolonged survival with acceptable toxicity.

2. In pre-treatment cases with low levels of hemoglobin and albumin,
treatment should be increased to normal levels. Patients with high pre-
treatment granulocyte count should be treated with antibiotics and anti-
inflammatory drugs at normal levels for better treatment response and
survival.

3. The mean response time was 4 + 0.5 months; The maximum
response time was 9 months of treatment; This result suggests the timing
of neoadjuvant treatment imatinib for GIST patients.





