PAT VAN PE

Ung thu da day (UTDD) 1a mét trong sb cac bénh ung thu (UT) phé bién
& nhiéu nuéc trén thé gisi ciing nhu ¢ Viét Nam. Theo Co quan Nghién cau
UT Quéc té IARC (Globocan 2012), day 1a bénh UT thuong gap tha 6 trén
thé gidi, tinh theo gidi bénh diing hang thi 4 & nam va thit 6 ¢ nit. UTDD ¢6
tinh chat ving, phan b khong ddng déu theo khu vuc dia ly va thoi gian.
Bénh gém hai loai theo sy phat sinh ciia té bao: UT biéu moé (UTBM) va
khong phai UT biéu md. UTBM 1a loai 4c tinh phd bién nhat, chiém 90%
trong s6 cac loai UTDD va duoc nghién ctru nhiéu nhat [1],[2],[3],[4].[5].

Phau thuat 13 phuong phéap chu yéu diéu tri UTBM da day. O giai doan
sém, UT con gisi han tai chd va ving, phau thuat duoc lya chon 1a phuong
phép diéu tri triét can. Nhiing truong hop bénh & giai doan muon, phiu thuat
van 1a phuong phéap diéu tri co ban. Cac bién phap hoa tri va xa tri dong vai
tro bo trg hodc diéu tri triéu chiing. Chi dinh tuy thudc vao muac dé xam lan u,
di ciin hach, giai doan bénh, xép d6 mé bénh hoc ... [11,[51.[61,[71.[8].[0].

Pi c6 nhiéu thanh tuu, tién bo trong chan doan va diéu tri nhung tién
luong bénh chua cai thién nhiéu, két qua séng thém thap. Pa s bénh nhan
dugc phét hién & giai doan muon, ton thuong da xam lan, lan rong, nguy co
tai phat, di cdn cao mic du duoc phau thuat triét can. Chinh vi vay, viéc
nghién ctu tim ra phac do hoa chat diéu tri bo trg co hiéu qua, kéo dai thoi
gian séng thém sau phau thuat triét can ddi véi nhiing bénh nhan nay duoc
tién hanh tir 1au [1],[5],[6],[7],[10].

Hoa tri b tro sau phau thuat triét can cho UTDD xam lan da ¢ lich su
lau dai tir cac phac d6 diéu tri don chat 5-FU cho t6i cac phac do da hoa tri

Vvéi cac tac nhan mai gan day. Pa c6 nhiing bang ching rd rét cho thay hda tri



bé trg mang lai loi ich séng thém cho UTDD. C6 nhiéu thi nghiém khac nhau
da duoc thuc hién va cho hiéu qua ré rét nhu MAGIC (2006) & Tay Au,
ACTS-GC (2011) tai Nhat Ban va CLASSIC (2012) cua Han Qudc. Tai Viét
Nam ciing nhu trén thé giéi chua co sy lya chon chuan muc nao cho két qua
vuot troi. Phac 6 EOX 1a cong thirc phdi hop cac thude mdi nhu Oxaliplatin,
Capecitabin dugc thir nghiém REAL-II (2008) chirmg minh ¢6 hiéu qua cao
nhat khi diéu tri UTDD giai doan muon va thudng ap dung hoa tri sau phau
thuat triét can cho bénh nhan UTDD xam lan [11],[12],[15],[14],[15],[16].

Trong diéu kién Viét Nam cac bénh nhan cha yéu duoc phét hién ¢ giai
doan mudn. Phan nhiéu c6 u di xam lan thanh mac, két qua diéu tri van con
nhitng han ché nhat dinh. Cac nghién ciru trén thé gidi da chi ra cac yéu to
tién lugng rat xau do su xdm nhap cua té bao ung thu vao t6 chirc ké can ciing
nhu kha ning gieo ric vao 6 bung [17],[18],[19],[20],[21]. Viéc nghién ctru
diéu tri bd tro rat dugc quan tam. EOX 14 mot trong s cac phac d6 duogc lua
chon diéu tri thuong quy cho bénh nhan tai Viét Nam noi chung ciing nhu
Bénh vién K ndi riéng va da c6 mot sé ghi nhan két qua diéu tri cua phac do.
Tuy nhién, chua c6 nghién ctru nao danh gia hiéu qua cua phac do ddi voi
nhom bénh nhan thuong giap nay (T4). Vi vay, dé tai thyc hién nhim muc
tiéu:

1. Nhdgn xét mét sé ddic diém 1am sang, cdn ldm sang ung thuw da day giai
doan 11B-111 (T4, NO-3, MO).

2. Pdnh gid két qud diéu tri ung thw da day giai doan 11B-111 (T4, NO-3,
MO0) bang hoa chdt bé tro' EOX sau phdu thugt tai Bénh vign K.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Giai phiu, md hoc da day
1.1.1. Gidi phdu

Da day 1a doan phinh to nhat cua dng tiéu hoé néi giira thuc quan va
ta trang, cd hinh chir J chia thanh 4 ving giai phau va 2 bd cong. Vi tri nam
trong 6 bung & tang trén cta mac treo dai trang ngang va phia dudi cua co
hoanh. Mat trudc tiép giap vai thanh bung, mit sau véi than va dudi tuy,
|4 thanh cua hau cung mac ndi. Phan trén tiép giap véi co hoanh.

- Phan dang gém phinh vi 16n, than vi va phinh vi bé. Trén cing la tam
vi ndi vai thuc quan. Than vi 1a doan 16n nhat ndi gitra phinh vi va hang vi.

- Phan nam ngang gém hang vi va mén vi: hang vi l1a doan ndi gitra
than vi va mon vi. Mon vi la noi thirc an tir da day di vao ta trang.

- Thanh trudc: lién quan vai thanh nguc ¢ trén va thanh bung ¢ dudi.

- Thanh sau: phan day tdm vi nam trén tru tri co hoanh, c6 day chang
vi hoanh gin vao nén it di déng. Phan than vi 1a thanh trude hau cung mac néi,
lien quan véi dudi tuy, c&c mach mau cua rén lach, than va tuyén thuong than
trai. Phan dng mon vi nam tua trén mac treo dai trang ngang, qua d6 lién quan
t6i goc ta hdng trang, quai dau hdng trang.

- Bo cong nhé: ¢6 mac ndi nhé bam vao, bén trong cé chira vong mach
bd cong nhé va chudi mach bach huyét, qua hau cung mac néi bé cong nho c6
lién quan véi dong mach cha bung, dong mach than tang va dam 10i tang.

- B0 cong lon: chia lam 3 doan. Poan day vi ap sat vom hoanh trai va
lién quan vai lach. Poan c6 day chang hay mac ndi vi lach chaa cac dong
mach vi ngan. Poan c¢6 chta mac néi 16n chira vong mach by cong 16n
[221,[23].



1.1.2. Cdu tgo md hoc

CAu tao md hoc thanh da day gém c6 cac 16p tir ngoai vao trong [9],[24].

- Lép thanh mac: thudc 1& tang caa phdc mac, bao phu hai mat trudc va
sau cua da day, lién tiép voi cac mac néi xung quanh.

- Lé6p dudi thanh mac: gdm nhiéu té chirc mao mach bach huyét.

- Lép co gdm c6 ba thé co tir ngodi vao trong: co doc lién tuc véi céc
thé co doc cua thuc quan va ta trang. Thé co vong ¢ gitra bao kin toan bo da
day, & mon vi day Ién tao thanh co mon vi. Thd co chéo 1a 16p khéng hoan
toan chay vong quanh day vi va di xudng dudi vé phia bo cong lon.

- L6p dudi niém: 1 t6 chuc 1ong 1éo khong dinh vao co va niém mac.

- Lép niém mac: 16t & mat trong cua da day.

1.1.3. H¢ théng bach huyét

Bach huyét cua da day bat nguon tir mang luéi mao mach bach huyét
dué6i thanh mac, trong 16p co va dudi niém mac. Ching d6 vao ba chudi hach
nam doc theo cac dong mach lén caa da day [22],[23].

- Chudi vanh vi (chudi vi trai) gdm 3 nhdm: nhém liém dong mach
vanh vi, nhom sat tdm vi va thanh da day, nhém bo cong nhé da day. Ba
nhom nay thu nhan bach huyét cua bd cong nho va 2/3 trén caa phan
ngang cua da day. Giita nhdm hach bd cong nhé ¢ sy ndi véi nhém hach
than tang qua mac ndi nho.

- Chudi gan (chudi vi mac ndi phai) thu nhan bach huyét tit ca bo
cong 16n phan trén va toan bo phan ngang bd cong nho, géc bd cong nho,
1/4 duéi bo cong nho. Gom 5 nhém: nhém dong mach gan chung va dong
mach gan riéng, nhom dong mach vi ta trang, nhém dudi mon vi va dong
mach vi mac ndi phai, nhém déng mach mén vi va nhom ta tuy.

- Chudi lach thu nhan bach huyét 2/3 trén phinh vi, dau trén bd cong
I6n. Gom 4 nhém: nhém vi mac ndi phai, nhém cua day chang vi ty, nhém
rén lach va nhém dong mach lach.



Nguoi ta dd chimg minh duoc su di cin hach caa UTDD chu yéu theo
cac chudi bach huyét néi trén. Do chinh 13 mot trong nhitng co s¢ dé phau
thuat cat da day rong va nao vét hach theo céc ching.

C4c tac gia nghién cau vé UTDD & Nhat Ban da sap xép céc hach thanh
16 nhom va 3 chang di can hach dé thuan loi cho diéu tri. Bac biét 1a dé gilp
nao vét hach trong phau thuat UTDD [25],[26].

Hinh 1.1: So do vi tri hach theo céc tac gid Nhdt Ban
Ngudn: theo phén loai ctia Hi nghién ctru UTDD Nhat Ban [25]
Nhom 1: cac hach ¢ bén phai tam vi
Nhom 2: cac hach & bén trai tam vi
Nhom 3: cac hach doc theo bo cong nho
Nhom 4: cac hach doc theo bo cong l6n
Nhom 5: céac hach trén moén vi
Nhom 6: cac hach dudi mén vi
Nhém 7: cac hach doc theo dong mach vi trai

+ + + + + + + +

Nhém 8: hach dong mach gan chung



Nhdm 9: cac hach doc theo dong mach than tang

Nhém 10: cac hach tai ron lach

Nhom 11: cac hach doc theo dong mach lach

Nhom 12: cac hach trong day chang gan ta trang, cudng gan
Nhom 13: céc hach mit sau dau tuy

Nhom 14: céc hach & gdc mac treo rudt non

+ + + 4+ + + +

Nhom 15: cac hach doc theo cdc mach mau dai trang gitra
+ Nhdém 16: cac hach xung quanh dong mach chu

- Ching 1: gdom cac hach nhom 1, 2, 3, 4, 5, 6 dai dién 1a cac hach bo
cong nho, bo cong 16n hay néi khac di d6 1a cac hach ¢ quanh da day.

- Ching 2: gom cac nhém hach 7, 8, 9, 10, 11, 12. C4c bach mach chay
vé phia dong mach than tang, cac hach bd trén tuy doc dong mach lach, dong
mach gan chung.

- Ching 3: gom cac nhém hach 13, 14, 15, 16 tap trung lai & viing canh
déng mach chu va dé vao dng nguc.

Mtc @ vét hach bach huyét theo cac chang tuong tng trong phau thuat
thuong goi la D: dissection (vet hach chang 1: D1, chang 2: D2, chang 3: D3).
1.2. Dich té, yéu t6 nguy co ung thw da day
1.2.1. Dich té ung thuw da day

UTDD la mét trong s6 nhitng bénh UT phé bién thuong gap. Theo théng
ké cia Co quan Nghién cau UT Quéc té IARC (Globocan 2012). Trén thé
gidi, mdi nim wdc tinh c6 989.000 trudng hop mdi mac, chiém 7,8% trén
tdng s6 cac bénh UT va co 738.000 truong hop tar vong do bénh. Bénh ¢4 tinh
chat viing mién rd rét cd lién quan téi ché d an udéng va bao quan thyc pham.
Phan b khong ddng déu theo khu vuc dia Iy va thoi gian. Cac ving co ty 18
méac UTDD cao nhét bao gdm Nhat Ban, Nam My va DPong Au véi ty & 30-
85/100.000 dan. Nguoc lai, ty 16 mac thap cac khu vuc khac nhu Hoa Ky,



Israel va Kuwait c6 ty Ié mic & nit gisi chi & muc 4-8/100.000. Chau Au va
Bac My c6 ty 1& mac trung binh, con ty 1é mac thap nhat 1a & Chau Phi. Hon
70% bénh UTDD xay ra & cac nudc dang phat trién. Muc do tir vong cling ty

Ié trong quan & cac qubc gia cb ty 1é mic cao [1],[2],[3].
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Hinh 1.2: Ty Ié mdc (mau xanh) va ty 1¢ tiz vong (mau dé) ciia cac bénh UT
thwong gap trén thé gigi tinh chung cho hai gidi

Ngudn: theo Co quan Nghién citu UT Quéc té IARC (Globocan 2012) [2]

Ty 1& mac trén toan thé gidi da giam nhanh chéng trong vai thap ky gan
day. S6 bénh nhan UTDD & chau Au, chau My, chau Pai Duong giam nhanh
do nhiéu nguyén nhan, ty & giam 10-30% cho mdi giai doan 5 ndam. Mt phan
c6 thé 1a do xac dinh duoc c4c yéu td nguy co gay bénh cu thé nhu H. pylori

va ché do an udng ciing nhu cac yéu té moi truong khéc [11,[2],[31,[27]-
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Hinh 1.3: Ty Ié mdc (mau xanh) va ty 1é tir vong (mau dé) ciia cac bénh UT
thwong gap tai Viét Nam tinh chung cd hai gigi
Ngudn: theo Co quan Nghién cttu UT Quéc té IARC (Globocan 2012) [2]

Tai Viét Nam, theo sé liéu caa Co quan Nghién cau UT Quéc té IARC
(Globocan 2012), mdi nim c6 khoang 14.200 bénh nhan mic méi va cé
khoang 12.900 bénh nhan chét do can bénh UTDD. Ty Ié mac chuan theo tudi
& ca hai gioi 1a 16,3/100.000 dan. Ty 1& mac va chét do UTDD duang vi tri tha
3 ¢ nam, sau UT phé quan, gan; méc dang vi tri thit 5 & nit sau UT v, phé
quan, gan, ¢ tir cung va tir vong ding thir 4 sau UT phé quan, gan va vi. Ty
1& méc ciing co su khac biét giita c4c ving mién trong nudc [2],[28].
1.2.2. Cac yéu té nguy co

Qua nghién cau cho thay cac yéu td vé moi truong, gen va mét sé bénh

ly c6 tinh chat gia dinh dong vai trd trong bénh sinh cia UTDD. Nguyén nhan



cia UTDD c6 thé 1a t6 hop nhiéu yéu té gay nén. Céc yéu tb lién quan ting
nguy co UTBM da day duoc trinh bay trong Bang 1.1 [1],[3].

Bdng 1.1: CAc yéu té ting nguy co phdt trién ung thw da day

Théi quen in udng, sinh hoat Yéu to di truyén

(yéu t6 moi trudng)

Dinh dwing Nhom A mau
Tiéu thu mudi cao Thiéu mau 4c tinh
Tiéu thu nitrate cao Tién sir gia dinh
Ché d6 an ubng it vitamin A va C Bénh ung thu dai trang di truyén
khong da polyp
Bao quan thuc an kém (hun khoi, Hoi ching Li-Fraumeni

wdp mudi, khong dugc bao quan lanh)

V& sinh nude kém (nuée giéng) Céc yéu to bénh Iy

(Ton thwong tién ung thw)

Nghé nghiép Polyp tuyén da day
Cong nhén cao su Viém da day teo man tinh
Cong nhéan than Loan san

Huit thuéc la Chuyén san rudt

Nhiém Helicobacter pylori Bénh Menetrier

Nhiém Epstein-Barr virus

Tiép xuc voi burc xa

Tién si phdu thugt da day

> Yéu t6 mdi truwong

Nguy@n nhan sinh bénh UTDD do méi trudng chua yéu 1a thuc pham va
ché d6 an udng dong vai trd chinh. Nhitng thic in nay do phong tuc, tap quan,
thoi quen an ubng cua cac dan toc, dia phuong [1],[3],[71.[81,[91,[29],[30]:

- Chg d0¢ an nhiéu muoi, thirc an wdp muoi, dua khu, ca muoi...
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- Céc hop chat nitroso: cac Nitrat c6 trong thanh phan chat phu gia, bao
quan thuc pham phan &ng véi cac hgp chét nitrosatable nhu amin, amit va cac
axit amin tao thanh cac hop chat N-nitroso.

- Ché @6 an uéng c6 nhiéu chat trong thuc pham chién, thit ché bién, c&
va ruou (it rau qua, trai cdy, sira va vitamin A) lién quan véi ting nguy co.

- Thuc an kho, hun khoi.

- Thuc an chtra nhiéu nitrosamines va nitrosamide...

Nhitng yéu to trén 1am ting nguy co méc bénh.

Ché do an udng nhiéu rau xanh, hoa qua tuoi chaa nhiéu vitamin C c6
tac dung chéng lai nguy co mic UTDD. Kha ning nay 1a do céc chat chéng
Oxy hoa co trong cac loai rau qua nhu Beta Carotene va cac Carotenoid khac
c6 thé e ché cac gbc tu do co kha ning sinh ung thu [1],[3].

- Helicobacter pylori: vai tro cua H.pylori trong UTDD da duoc chung
minh. Cac nghién cau cho rang nhiém H.pylori gay viém niém mac da day
dan toi teo nidm mac va di san rudt, loan san va cudi cung 1a UT. Nhiém
H.pylori lam tang nguy co UTDD Ién gap 6 lan [1],[3].

- Viéc str dung ruou lién quan ting nguy co mac UTDD ving tam vi.
Nghién ctru thay hit thudc 14 ciing c6 lién quan dén khéi u tai viing nay. Nguy
co UTDD & nhiing nguoi hit thude 14 tang 2,4 1an (1,7-3,4). Nguoc lai, viéc
st dung aspirin va cac thuéc khang viém khong steroid c6 lién quan vai giam
nguy co ung thu thuc quan va ung thu tam vi da day [1],[3].

- Phoi nhidm nghé nghiép: cac nganh nghé tiép xtc véi than va khai
thac mo thiéc, ché bién kim loai, dic biét 1a sat thép va cac nganh cong nghiép
san xuat cao su dan dén tang nguy co UTDD [1],[3].
>  Yéu t6 gia dinh, di truyén va nhém mau

Hau hét cac truong hop mac UTDD xuat hién rai rac ma khong c6 yéu to
di truyén rd rang. Udc tinh 8%-10% cac truong hop UTDD c6 lién quan dén
yéu t gia dinh. Khoang 12%-25% truong hop ghi nhan su chi phéi cua yéu té
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di truyén lién quan ho hang. Nguy co UTDD ting & nhiing nguoi ¢6 than
nhan gia dinh mic bénh UTDD [1],[3],[31].

Cac bénh 1y nhu UT dai trang di truyén khong phai da polyp (hoi
chimg Li - Fraumeni), bénh da polyp tuyén gia dinh, Peutz-Jeghers ciing lam
gia tang nguy co UTDD [1],[3],[29],[33].

Nhom mau A ciing lién quan ting nguy co UTDD. C4c bién doi ¢ cac
alen gen mucin (Mucl) ciing lién quan véi nguy co mac [1],[3],[29],[34].
>  Cac yéu t6 bénh ly

Céc bénh ly tai da day cling 1a nguyén nhan gay UTDD [1],[3],[29]:

- Viém loét da day do Helicobacter - Pylori.

- Viém teo da day, da day vo0 toan.

- Thiéu mau &c tinh Biermer lién quan véi ting nguy co UTDD tip rut.

- D1 san rudt.

- Polyp tuyén da day. Nguy co tr¢ thanh UTDD 30%.

- Tién str phau thuat da day: nguy co UTDD cao gap 2-8 lan so véi nhom
chimg, nguy co 14 2,8 1an trong 20 nam dau va 5,5 1an trong nhimg nim tiép theo.

- Bénh béo phi ciing 12 mot yéu té nguy co. Bénh trao ngugc DD c6 thé
la mot yéu té nguy co, mic du ciing ¢6 lién quan vai béo phi.
>  Cac bién d6i sinh hoc phan tir trong UTDD

Nho su tién bo vé sinh hoc phan tir phat hién mot s6 bién doi trong bénh
UTDD nhu ting hoat tinh ctia cac gen UT, dot bién gen trc ché phat trién khoi
u. Cac thay d6i di truyén thuong gip nhu bién doi gen c-Myc, c-erb, Mdm2,
bcl2, p53...Trong d6 p53 1a bién d6i sinh hoc phéan tir thudng gip nhét trong
bénh 1y UT [1],[3],[29],[34].
> Yéu tb khac

Nhiém xa ciing 1a yéu t6 lam tang nguy co mac UTDD. Bang ching
nhiém Eptein - Barr vi rat ciing tim thay trong mét sb truong hop UTDD, tuy

nhién vai tro trong bénh sinh van chua dugc chimg minh 1 rang [1],[3],[29].



12

1.2.3. Tién trién tw nhién ciia ung thuw da day

T ton thuong ban dau tai khéi u ¢ da day, cac té bao UT phat trién, lan
tran theo hai huong [1],[8],[9].[35]:
- U phat trién tai chd, xAm 14n cac 16p cua thanh da day, t1 thanh mac sau
d6 lan ra cac t6 chirc xung quanh lién ké véi da day. Giai doan mudn xam 1an
vao mac ndi, cudng gan, mac treo dai trang — dai trang ngang, cudng lach, tuy
hoac co hoanh.
- Té bao UT gieo ric di xa theo duong bach huyét, duong mau va khoang
tu nhién gy cac ton thuong di cin:

+ Té bao UT lan tran theo duong bach huyét gy di can hé théng hach
bach huyét xung quanh da day. Doi khi ¢6 hién twong di can nhay coc
biéu hién di cin hach ching 2, 3 ngay ma chua c6 sy di can o ching 1.

+ Gieo ric di xa theo duong mau dén cac co quan trong co thé nhu gan,
phoi, mang bung ... giy cac ton thuong thir phat.

+ Té bao UT tu roi vao trong b bung hodc theo vét md di vao gay di can
lan tran phuc mac. Roi xudng budng trimg, di cin tao thanh u
Krukenberg. Roi xuéng tti cing Douglas, di can tai tai cling.

Theo nhiéu nghién ctru thi UTDD xam lan thanh mac ¢6 ty 1é 16n xuat
hién té bao UT gieo rac vao 6 bung [17],[19],[20],[21].
1.3. Giai phiu bénh va phan loai
1.3.1. Vi tri ung thw

Vi tri hay gap nhat 1a & viing hang mdn vi (chiém 60-70%), sau do6 1a &
vung bo cong nho (18-30%), cac vung khéc it gap hon nhu bo cong I6n
khoang 3%, day vi 12%, tam vi 9,5%, UT toan bo da day chiém 8-10%.

Theo nghién ciiu gan day & Nhat Ban va Chau Au cho thay UT viing tam
vi €0 chiéu huéng tang lén. Ty I¢ UT tAm vi tir 25-55%, UT than vi va hang
mon vi tr 45-75% [1],[3],[36],[37].
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1.3.2. Hinh dnh dai thé

Hinh anh dai thé UTDD duoc mé ta tir rat sém. Phan loai cia Borrmann
(1926) hién van dang duoc str dung rong rai, chia thanh 4 tip [1],[29]:

Tip I: thé sui, u sti vao 1ong da day, loét, d& chay méu.

Tip I1: thé loét khong xam 14n, loét sau vao thanh da day, bo gb cao.

Tip 11: thé loét xam l1an, khdng rd gigi han, day 6 loét tham nhiém ctng.

Tip 1V: thé tham nhiém, ton thuong da day thuong lan rong, giéi han

khong rd, c6 khi toan bo da day bi tham nhiém cung.
Phan loai cta hiép hoi noi soi tiu hoa Nhat Ban chia dai thé thanh 6 tip:
tip O (OI, Olla, Ollb, Ollc, OMI). Tip 1, 2, 3, 4 giéng nhu Borrmann, thém tip 5
khong duoc xép loai. Phan loai cac tip cd thé chia thanh hai giai doan rd rang:
- Tip 0: céc ton thuong & giai doan sém, khdi u ¢6 kich thuéc <3 cm, xdm
lan giéi han & niém mac hoic duéi niém, chua xam 1an vao 16p co. Nho 1én,
hoac phang, hodc 16m xubng nhe va duoc chia thanh cac dudi nhom:
o Tip OI: tip 16i u c6 dang polyp. Dang cuc hay nhi nhung mao phat
trién noi lén trén niém mac.
o Tip Oll: tip phang
+ Olla - phang go: to chirc u phét trién & niém mac tao thanh mot mang
nho hoi gb 1én, ranh gidi 13, cao hon so véi niém mac xung quanh.
+ Ollb - phang det: to6 chtc u phat trién & niém mac tao thanh mang
nho, hoi chic va tuong dbi phang so véi niém mac xung quanh.
+ Ollc - phang 16m: 16m ndng so vai niém mac xung quanh cd thé thay
nhitng vét xudc bé mat, c6 dich phi mong bao phu.
+ Tip Ol - tip loét: loét c6 @6 sau khac nhau.
- Tip | - tip V: 1 cé4c ton thuong & giai doan muon. Khéi u thuong co
kich thuéc 16n, phat trién xam nhap vao 16p co thanh da day, c6 thé toi thanh
mac va Xam 14n vao cac tang 1an cén, di can hach [26].
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1.3.3. M6 bénh hoc

C6 nhiéu hé théng phan loai vi thé UTDD dang cung ton tai nhung phan
loai cua Lauren (1965) va phan loai caa WHO (2010) duoc ap dung rong rai
hon cé [1],[29],[38],[39],[40].
>  Phan loai ciia Lauren:

UTDD dugc phéan thanh 3 tip.

- Tip rudt: gém céc tuyén loai rudt tan san, gibng UTBM tuyén cua dai
trang, u phét trién dinh lién nhau theo kiéu lan rong. Té bao u thuong chua
khong bao nhay ¢ cuc ngon, cd thé ¢ ca chat nhay trong long tuyén.

- Tip lan toa: thuong khong tao tuyén ma phan tan trong cac lop thanh
da day tao cac dam té bao hay diing riéng 1é tirng té bao. M6 dém xo hoa lam
thanh da day bi day 1én rd.

- Tip pha: gom hdn hop hai tip trén.

»  Phan loai cia WHO (2000)

Pay 1a phan loai ¢6 stra d6i cia WHO dua ra nam 2000 bao gdbm ca phan
loai ciia Lauren c6 bé xung thém tip mé hoc UTBM té bao nho [39].

»  Phan loai cia WHO (2010)

Pay 1a phan loai méi nhat, chi tiét nhat trong céc hé thong phan loai bao
gom UTBM tuyén cua da day va céc khéi u khac it gip cua da day. UTBM
tuyén duoc chia thanh nhiéu phan nhém bao gém tuyén nha, tuyén dng, tuyén
nhay va tip hdn hop gidng nhu trong phén loai caa Lauren [40].

1.3.4. Sinh hoc phan ti trong ung thw da day

Nho cac tién bo trong sinh hoc phan tir da xac dinh nhitng bién d6i gen
cling nhu cac yéu té phét trién cua té bao UTBM da day.

Yéu to tang trudng biéu bi - EGF (epidermal growth factor) dong vai trd
quan trong trong bénh sinh, diéu tri va tién luong bénh. D6 1a mot nhém gom
nhiéu yéu té va co 4 loai thy thé: HER1 (ErbB-1), HER2 (ErbB-2 hay HER-
2/neu), HER3 (ErbB-3) va HER4 (ErbB-4) [41],[42],[43].
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1.4. Chan dosn
1.4.1. Tri¢u chang lam sang
» Co nang

Triéu chiing 1am sang cia UTDD nghéo nan, khong dic hiéu do d6 dé
nham 1an véi cac thay doi co nang lanh tinh. Khi cac triéu chang rd rang thi
thuong bénh da ¢ giai doan muon [1],[7],[8].[9].[35].

Dau bung thuong vi 12 triéu chiing hay gap nhat, dau khong dién hinh va
khong cé chu ky. Cac dau hiéu nhu day bung, kho tiéu, chan an, roi loan tiéu
hoéa ciing xuat hién kha sém. Céc triéu ching nay khdng hét khi diéu tri bang
c4c bién phap thong thuong. Ngoai ra, kém theo day bung cé biéu hién ¢ hoi,
o chua d& gay nham 1an véi viém loét niém mac da day.

Khé nuét, nén xuat hién som trong nhing truang hop khéi u o tam vi.

Bénh tién trién, cac triéu chung rd rang hon, dau bung c6 thé lién tuc,
dau nhiéu hon, dung cac thubc giam dau khong dd.

Nhirng truong hop bénh & giai doan mudn, sé co cac triéu chiang do cac
bién chting hep mdn vi, thung da day, xuat huyét tiéu hoa ...

Céc triéu chang cua UTDD duoc cac tac gia chia lam 2 nhom:

- Nhdm cac triéu chirng sém va khong dac hiéu: chan an, an khong tiéu,
gay sut, da xanh, mét moi.

- Nhom céc triéu chang rd rét: dau bung, khdi u bung, thé trang suy
kiét, di can hach thuong don trai, khéi u budng trimg, di can gan, phdi hoic
cac bién ching nhu thang da day, xuat huyét tiéu hoa [7],[9].
>  Thuec thé

Giai doan som thuong khéng phat hién ra khdi u nguyén phét. Khi bénh
tién trién thuong c6 thé phat hién khdi u tai vi tri da day, c6 thé kém khdi

hach vung thuong vi. Khéi u thuong ¢ dinh, 4n dau.
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Giai doan mudn c6 thé phat hién hach di cin xa (thuong don trai), dich
cd chudng ... hodc cc ton thuong tai cac vi tri di can: di can gan, di cin
budng tring, di can phoi. C6 khi bénh nhan dén kham bénh vi céc biéu hién
tai vi tri di cin ma khong phat hién dwgc UTDD. Khéi u ving hang, mon vi
gay hep mon vi bénh nhan cd thé suy kiét, kham thay biéu hién bung 16m long
thuyén [1],[71,[81.[9],[35].

» Toan than
Giai doan sém thuong khong cé biéu hién rd rang:
- Thiéu mau: thuong 12 thiéu mau nhuoc sac.
- Biéu hién suy nhuoc, mét moi, gay st can khong rd nguyén nhan.

Giai doan mudn:

- Biéu hién thiéu mau rd: da xanh, niém mac nhot.
- Gay st can lién tuc.

1.4.2. Cdn lam sang

» Chup X - quang da day cé thudc can quang

La phuong phap kinh dién chan doan UTDD. Tén thuong UTDD s& ton tai
thuong xuyén trén cac phim chyp hang loat. Ngay nay véi su tién bo cia noi soi
da dan thay thé chup phim da day [7],[8],[9].[35].
>  Noi soi da day 6ng mém va sinh thiét

Noi soi 6ng mém két hop sinh thiét 1a phuong phap dong vai tro quan trong
trong chan doan UTDD. Noi soi cho biét vi tri va tinh chat cua khéi u. Do chinh
X4c cua noi soi >95% vai nhing trudng hop UT tién trién. Khi bam sinh thiét qua
ndi soi 6-8 manh cho két qua chinh xac >98%.

Nho céc tién bo trong noi soi nhu ndi soi phong dai, noi soi két hop voi
phuong phap nhuém mau indigocalmin dé chi diém ving bam sinh thiét...cho
d6 chinh xé4c cao, phét hién cac ton thuong con rat nho, gilp cho chan doan
s6m UTDD [1],[7],[8],[35].
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>  Chup cit 16p vi tinh

Gilp phét hién khdi u nhé ciing nhu xac dinh kha chinh xac mirc do xam
lan cua khdi u, su di can hach quanh da day, lan tran 6 bung, xam lan va di
cin tang. Xac dinh sy xam lan cua khoi u ¢ giai doan tién trién thuong rd rang
va ty I chinh x4c cao hon. Ddi véi sy di cin hach thuong c6 d6 chinh xac dat
73%-84% trong khi danh gia di can tang cao hon [1],[7],[9],[35].[44].

» Siéuam

Nham phat hién tinh trang di can hach, gan, dich 6 bung, khéi u da day.
Tuy nhién, d6 chinh x4c cua siéu &m phu thudc rat nhiéu yéu tb.

Hién nay k¥ thuat siéu &m ndi soi két hop gitra noi soi tiéu hda vai siéu
am cho phép quan sét hinh anh céc 16p cia ong tiéu héa. Giup xac dinh chinh
xac muc do xam lan cua u nguyén phat qua cac 16p caa thanh da day va to
chtrc xung quanh hon so véi cac ki thuat khac, nhat 1a vai khéi u ¢ giai doan
som. Poi voi danh gia su di can hach lan can thi c6 phan han ché nhat 1a
nhiing treong hop di can xa thanh da day [7],[8],[9].
>  Ghi hinh cit 16p bing PET-CT

PET/CT (Positron Emission Tomography - CT) Ia su két hop chup cét
I6p phat xa positron (PET) st dung 18-fluorodeoxyglucose (FDG) véi CT. Ky
thuat nay gilp xac dinh chinh xac vi tri giai phau va cac tén thuong chirc ning.
PET-CT gilp danh gia tinh trang u, hach va su di cin xa. Tuy nhién, nhiéu
truong hop PET-CT khong danh gia chinh xac ca nhiing khéi u 16m c6 duong
kinh vai cm néu céc té bao khéi u hoat dong trao doi chat thap. Hon nira, tip
lan toa UTDD (UTBM té bao nhan) thuong khéng ting hap thu FDG. Loi ich
chinh cuaa PET la phat hién di can xa nhay hon CT [35].
>  Céc chit chi diém khoi u

Khang nguyén UT bao thai CEA tang trong khoang 33% UTDD. Do
nhay cua CEA trong UTDD la thap, khi da ting thuong c6 lién quan dén giai
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doan bénh. Két hop véi cac chat chi diém khac thi gié tri chan doan tiang 1én.
Nong do CA 19-9 ting & 21-42% cac trudng hop. Tuy nhién, cac chét chi
diém ung thu chil yéu c6 gié tri theo dbi sau diéu tri [1],[9],[35].
» Mo bénh hoc
M6 bénh hoc trudc mé ¢é gid tri chan doan xac dinh. MBH sau mé gidp
danh gia chinh xac thé mé bénh hoc va do biét hda, mac do xam lan cua u
cling nhu sy di can hach giGp cho chan doan giai doan bénh. Tur d6 duwa ra
huéng diéu tri bd tro va tién luong bénh. Hién nay, xac dinh su boc 16 yéu té
phat trién biéu mé HER-2 trong md bénh hoc gitp dinh hudng diéu tri khang
thé don dong [5],[7],[35],[41].[42],[43].
1.4.3. Chan dodn giai dogn
Xép giai doan theo T.N.M ciia AJCC 2010 [5],[35]
- T (Primary Tumor): u nguyén phat
Tx: khong danh gia dugc u nguyén phét
To: khdng c6 bang chang cia u nguyén phét
Tis: UT biéu m6 tai chd, u ndi biéu mé khéng co xam nhap mé dém
T1: u khu trd ¢ 16p niém mac hoac dudi niém
T1a: u khu trd ¢ 16p niém mac hoac co niém
T1b: u xam lan 16p dudi niém
T2: uxam lan 16p co
T3: u xdm nhap mé lién két dudi thanh mac, chua xam 14n thanh
mac hoic cau trdc lan can
T4: u xam lan thanh mac hoic cAu tric 1an can
T4a: u xam lan 16p thanh mac

T4b: u xam 14n céu trdc 1an can
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- N (Regional Lymph Nodes): hach lympho ving
Nx: khong danh gia dugc hach vung
NO: khong co6 di can hach vung
N1: di can 1-2 hach vung
N2: di can 3-6 hach vung
N3: di can >7 hach vung
N3a: di can 7-15 hach vung
N3b: di can >16 hach ving
- M (Distant Metastasis): di can xa
MO: khong c6 di can xa
M1: ¢6 di can xa
Xép giai doan:
Giai doan O: Tis, NO, MO
Giai doan IA:  T1, NO, MO
Giai doan IB: T2, NO, MO; T1, N1, MO
Giai doan 11A: T3, NO, MO; T2, N1, MO; T1, N2, MO
Giai doan 1IB: T4a, NO, MO; T3, N1, MO; T2, N2, MO; T1, N3, MO
Giai doan IH1A: T4a, N1, MO; T3, N2, MO; T2, N3, M0
Giai doan I11B: T4b, NO-1, MO; T4a, N2, MO; T3, N3, M0
Giai doan I1IC: T4b, N2-3, MO; T4a, N3, MO
Giai doan IV: T bat ky, N bat ky, M1
1.5. Piéu tri
1.5.1. Phdu thugt
Phau thuat 13 phuong phap chii yéu diéu tri UTDD bao gém phau thuat
triét cin cho nhiing truong hop con khu trd, gisi han tai chd va ving. Phau

thuat tam thoi, diéu tri triéu chung cho nhitng truong hop giai doan muén.
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Phau thuat cit to chuc tai phat, cat khéi di can don doc cho nhiing trudng hop
tai phat tai chd. Phau thuat véi muc dich dy phong ap dung cho nhiing thuong
t6n tién UT nhu viém loét, polip da day [1],[5],[71,[8],[91.[45],[46],[47].

Tai Nhat Ban, nho sang loc phat hién som nén dén cubi thap ky 90 cua
thé ky 20, ty Ié phat hién UTDD sém dat >50%. Viéc ap dung cét da day triét
dé kém nao vét hach rong rai di 1am ting dang ké ty 1& sbng thém sau mé.
Ngoai Nhat Ban thi cac nudc Tay Au ciing nhu My van con ty Ié 16n chan
doan bénh & giai doan mudn. O Viét Nam, phan I6n bénh nhan UTDD ciing
kham phat hién bénh ¢ giai doan muon nén kha ning diéu tri triét can khong
cao, ty 1é séng thém con thap. Phau thuat hién da ap dung ky thuat cat da day
kém vét hach theo truong phai Nhat Ban. Két qua cho thay séng thém sau mé
duoc cai thién ro rét [1],[9],[45],[46],[47],[48],[49],[50],[51],[52],[53].
>  Phiu thuit triét cin ung thw da day

Nguyén tic chinh trong phau thuat triét can UTDD 1a 13y bo triét dé khdi
ung thu, ké ca cac khéi di can. Dya vao két qua xét nghiém mé bénh hoc dién
cit da day, phau thuat duoc coi la triét dé khi dat duoc cac tiéu chuan sau:

- Cit bo mot phan hay toan bo da day c6 tén thuong UT, khong con sy

hién dién cta té bao UT tai cac duong cat vé dai thé ciing nhur vé vi thé.

- LAy bo toan bd hé thdng bach huyét bi di can.

- Lay bo hét m6 bi xam l4n va di can.

Nam 1987, UICC dua ra dinh nghia R (Postgastectomy Residual Tumor)
dé danh gia tinh chat triét dé caa phau thuat:

- RO: khong con hién dién cta té bao UT trén vi the.

- R1: con té bao ung thu trén vi thé.

- R2: con hién dién cua u trén dai thé.

Theo nhiéu nghién ctu thi cd téi 50% s6 truang hop UTDD tién trién tai
chd khong dam bao phau thuat RO [1],[8],[9].
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Phiu thuat ciat ban phan da day: 4p dung cho UTDD da day ¢ 1/3
dudi hoic & 1/3 giita nhung u con khu tra. Tuy theo mac d6 xam 1an ma cat
rong réi cac to chac bi khdi u xam nhap t6i [1],[45],[46],[54].

Phiu thuat cat bo toan bd da day: thuong ap dung voi UT vi tri 1/3
trén va 1/3 giita nhung da xam 1an (T3, T4), nhitng truong hop tham nhiém,
lan rong da day [1],[7].[8].[45],[46],[55].

Phiu thuat UT da day giai doan sém: nguy co di can hach thap, PT cat
da day tdi thiéu 1a mot lua chon hop 1y. Cac tiéu chuan chu yéu dyua vao danh
gia qua noi soi va MBH nhu u kich thudc nho (<3cm), khu trd ¢ niém mac
hoac bat ky kich thudc nhung khong phai dang loét khu trd & niém mac. C6
thé PT cat u dudi niém mac hoic cit da day téi thiéu. Thuong nhimg trudng
hop nay thuc hién qua phau thuat noi soi. Phau thuat voi do day cua to chic
du dé danh gia tinh trang xam lan caa u [1],[45],[47],[56].
>  Phéu thuit ndi soi trong UTDD

Phau thuat noi soi lan dau duoc Kitano ap dung trong diéu tri UTDD
nam 1991. Luc dau, duoc tng dung cha yéu cho UTDD giai doan som, khdi u
con & lép niém mac hodc dudi niém. Vé sau nay, phau thuat noi soi ngay cang
dugc ung dung rong réi, thay thé cho ki thuat mé mé, dam bao chat luong
séng caa nguoi bénh cao hon [1],[5],[47],[56].[57].
>  Phiu thuit trong UTDD tién xa

Péi voi UTDD giai doan tién xa, phau thuat van dong vai tro quan trong.
TOy theo tinh trang bénh nhan, mac do tén thuong ma thuc hién cac bién
phap nhu mé théng da day, hdng trang nuéi dudng, sinh thiét hach hoic to
chtrc ung thu, ndi tat da day - rudt hoac cat da day tdi thiéu lam giam bot khoi
lugng t6 chirc ung thu hodc muc dich cam mau... duy tri chat lugng séng cho
bénh nhan [1],[9],[47],[58],[59].
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» Nao vét hach trong ung thw da day

Da day I tang c6 nhiéu mach mau nudi dudng va hé bach huyét phong
ph, kha niang di can hach cao. Mtrc d6 di can hach ty & véi mic do xam lan
va kich thuéc cua khdi u. Theo Gotoda (2000) thi tan suét va vi tri di can hach
c6 lién quan d6 xam 1an khéi u [60].

S6 lwong hach bach huyét duong tinh 13 yéu té tién luong c6 ¥ nghia.
Theo hé thdng xép giai doan AJCC (phién ban 7) can phau tich duoc it nhat
16 hach bach huyét dé xép giai doan hach [61],[62].

Loi ich cua nao vét hach rong rai da dugc cac thu nghiém lam sang
chung minh cai thién séng thém lau dai. Nao vét hach chang 2 (D2) dugc coi
|a tiéu chuan diéu tri phau thuat triét can UTDD tai Pong A. Hiép hoi nghién
citu UTDD Nhat Ban &p dung vét hach D2 1a tiéu chuan cho phau thuat diéu
tri triét can tir nhitng nam 1960. O cac nudc Phuong T4y, nao vét hach D2
duoc cho 1a khdng rd rang vé loi ich séng con. La ki thuat dugc can nhic
lya chon nhung khong bat budc [1],[5],[45],[47],[63],[64],[65],[66].

Tur két qua tha nghiém caa Hoi dong Y khoa Anh (1999) va ciia nhom
UTDD Ha Lan (1995) ciing nhu cac nghién ctiu gan day cho thay viéc phau
thuat cit da day triét can kém vét hach D2 ty I¢ tai bién thap, kéo dai thoi gian
séng thém. Trén co s& d6, nao vét hach D2 dd dugc 4p dung nhu 1a tiéu chuén
diéu tri bénh UTDD tién trién tai chd & cac trung thm UT & phuong Tay ciing
nhu trén thé giéi [1],[5],[65],[67].

CAac nghién ciru vé nao vét hach thay viéc bao ton tuy va lach 1a mot
phan cua k¥ thuat nao vét hach D2 bién doi cho phép vét hach nhém 11 va 12
ma khong gay tac dung phu nhu khi cét tuy hodc cét lach hay ca hai. C6 su
d6ng thuan 1a chi nén cat lach trong trudng hop ¢6 bang chiing khéi u xam lan
truc tiép vao lach hoic u nguyén phéat ¢ tdm vi da day, doc theo bd cong 16n.
Phau thuat cit mot phan tuy ciing chi nén dugc thyc hién trong trudng hop
khdi u xam lan truc tiép dén tuyén tuy [1],[5],[64],[66],[68].
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Két qua ciia mot s6 thir nghiém cho thay nao vét hach D3 (vét hach canh
dong mach chua) khong cé loi ich vé sdng thém. Két luan dua ra 1a viéc bd
sung vét hach canh dong mach chu trong ky thuat vét hach D2 khéng thuc
su can thiét [1],[45],[66],[68],[69].

1.5.2. Hoa tri

Bénh UTDD ¢ giai doan tién trién tai chd, chua di cin hach c6 t&i 50%
s bénh nhan c6 nguy co tir vong trong vong 5 nam. Khi c6 di can hach tién
lugng cang xau. Vi vay, cac nghién ctru diéu tri hoa chat bé trg da duoc tién
hanh tir nhitng ndm 60 cua thé ky 20. Lac dau 5-FU la tac nhan duoc sir dung
cha yéu. Sau d6, cac phac d6 da hoa tri liéu dan duoc dua vao ap dung rong
rdi, 1am tang ty 1& dap ung va thoi gian sdng thém. Da cé nhiéu phac d6 sir dung
phdi hop c4c tdc nhan nhu: mitomycin, etoposide, cisplatin, methotrexate,
epirubicin. Gan day 1a cac tac nhan hoa tri méi duoc sir dung trong cac phac do
phéi hop nhu cac taxane, irinotecan, oxaliplatin, UFT, S-1 duoc st dung rong
rdi va mang lai nhitng két qua dang khich 18 [1],[7],[471,[701,[711.[72],[77].
1.5.2.1. Hod tri bo tro
> Héa tri sau phiu thuit

Hoa tri sau phau thuat giGp bénh nhan cé nguy co cao duoc xac dinh
chinh xac muc d6 ton thuong va nhiing bénh nhan nguy co thap sé tranh duoc
cac rai ro doc tinh cuaa héa tri trudéc do su danh gia giai doan khong chinh
xéac. Ngoai ra, do phau thuat 1a phuong thirc diéu tri hiéu qua nhat, véi phau
thuat ban dau sé cat bo duoc u nguyén phét, giam nguy co khong con co hoi
phau thuat cho nhiing truong hop héa tri truse khong hiéu qua [1],[5],[72].

T nhitng nam 1960 tré di di co rat nhiéu cac nghién ctu véi nhiéu
phac d6 diéu tri bd trg UTDD duoc thir nghiém. Tong hop cac nghién ciu
trede nam 2000 cho thay vai trd rat nho cua hoa tri bo trg. Cho ti gan day
thi hoa tri bo tro méi chang to vai trd trong UTDD [1],[5],[701.[71],[72].
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Phan tich gop 21 thtr nghiém ngau nhién nam 2000 trén 3.962 bénh nhan
cho thay loi ich sbng con khiém tén nhung c6 ¥ nghia thong ké ¢ nhom duoc
hoa tri bo tro. Phan tich gan day tir 34 tha nghiém hoa tri bo trg cho thay
nguy co tur vong da giam 15% [15],[16],[73].,[74].

Phac d6 ECF (Epirubicin, Cisplatin, 5-Fluorouracin) trong d6 Epirubicin
thay thé Doxorubicin duoc thir nghiém trén bénh nhan UTDD giai doan muon
tir nhitmg nam 1990 cho dap ung vuot troi va ty 16 séng thém cai thién rd rét.
Dua vao d6, cac thir nghiém diéu tri b tro bang phac d6 ECF duoc thyc hién
rong réi. Phac 6 EOX (bién thé caa ECF) sir dung trong thir nghiém REAL-2
(2008) cho két qua diéu tri kha quan dugc NCCN khuyén dung cho UTDD
tién trién tai chd tir nam 2009 [12],[13],[74].[75].

Tuy nhién thi cho téi nay van chua co6 su lya chon phac d6 t6i wu cho
diéu tri. TUy theo tinh trang ton thuong nguyén phat va muc do lan tran, di
can hach khi phau thuat c6 thé lya chon phac d6 bao gom 3 thudc nhu ECF
hoic cac bién thé ECX, EOX (thu nghiém MAGIC hoic REAL-2) hoic ding
2 thudc Capecitabine vai Oxaliplatin (thtr nghiém CLASSIC) hay S-1 & cac
bénh nhan chau A [1],[5],[47].[72].
> Héa tri truéc mo

Do phan lén cac trudng hop UTDD duoc chan doan & giai doan tién
trién, khéi u da xam 14n qua thanh da day va di can hach vung, kha ning tai
phat sau phau thuat triét can cao do khong dam bao dién cat hét té bao UT.
Chi ¢6 khoang 30% nhiing truong hop ndy co thé diéu trj triét can bang phau
thuat don thuan. Do d6, da c6 nhiéu nghién cau hoa tri truéc mé cho UTDD
nham lam giam kich thuéc va sy xam lan cua u, giam di can hach, gitp tang
kha niang phau thuat triét can va dam bao dién cat hét té bao ung thu [1],[72].

Theo nhiéu nghién cau thi u xam lan cang sau, ty 1¢ di can hach cang cao.

Véi nhimg truong hop u T3, T4 (bénh tién trién tai chd) thi nguy co di cin
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hach cang 16n. Kha nang phau thuat RO thap, nguy co that bai xa ngay ca khi
da phau thuat RO 1a cao. Hoa trj truéc cd thé cai thién kha niang phiu thuat
RO. Do viéc danh gia hé théng hach bach huyét truéc phau thuat kho khan
nén ca nhirng trudng hop tén thuong T2 ¢6 nghi ngd di can ¢ hé bach huyét
cling nam trong nhdm chi dinh héa tri truéc mé [1],[72].

Tt nhitng nghién ciiu ban dau cho thiy cic phac 6 héa chat diéu tri
cho UTDD tién trién khdng c6 kha ning phau thuat hoic di cin c6 hiéu qua
cai thién bénh rd rét. Mot sb truong hop bénh dap wng tét, giam giai doan
thanh c6 thé phau thuat duoc. Cac nghién ctu sau ndy phét trién phac do
diéu tri trudc cho nhiing truong hop UTDD tién trién nhung con kha ning
phau thuat. Hiéu qua lam giam kich thuéc u va giam giai doan bénh, phau
thuat dé dang hon, cai thién thoi gian séng thém [11],[12],[76].

Céac nghién ciu khéc tuong tu ciing cho két qua kha quan ddi véi cac
nhém duogc hoa tri trudc vé ting ty 1& phiu thuat triét can cling nhu thoi
gian séng thém. Tur d6 cac hudng dan thuc hanh diéu tri cua NCCN va
ESMO di dua ra khuyén céo vé diéu tri héa chit truéc mé cho cac bénh
nhan UTDD tién trién tai chd [5],[72].
1.5.2.2. Hoa tri trong ung thu da day giai doagn mugn

Nhimmg truong hop UTDD tién trién, ton thuwong lan tran hodc di cin
khong cd kha nang diéu tri phau thuat triét can nhung hoa chat ¢ kha ning
cai thién triéu chting va giam nhe bénh. Diéu tri don chét véi cic tac nhan cé
tdc dung trong UTDD nhu: 5-FU, mitomycin, etoposide, cisplatin cho ty 1¢
dap ng trong khoang 10-20%. Mot sé tac nhan mai ¢ ty 1é dap ung cao hon
va thuong dugc s dung phdi hop da hoa tri liéu nhu phac d6 cd taxane,
irinotecan, epirubicine, oxaliplatin, etoposide dang ubng, UFT, S-1. Hoa tri
triéu ching 1am giam tién trién cua khéi u, giam di cin hach va di can xa, cai

thién triéu chiing, kéo dai thoi gian song thém cho bénh nhan [1],[5],[471.[77].
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Tir dau nhitng nim 80 cua thé ky 20 di c6 rat nhiéu nghién cau so sénh
nhim tim ra phac d6 t6i wu nhu FAM véi FAMTX, FAMTX véi ECF,
FAMTX véi ELF, ECF véi MCF. Trong sb cac phac d6 thi ECF cho thay cai
thién thoi gian sdng thém va chat luong séng hon so voi phac @6 FAMTX va
MCF. Cac nghién cttu gan day cho thay dbi véi nhdm UTDD tién trién hoic
di can diéu tri bing cac phac dd co taxan nhu phac dd DCF 14 lya chon cho ty
Ié dap ung cao nhung ciing khdng thuc sy hiéu qua hon han so véi phac d6
ECX (1a bién thé cua ECF) [1],[5],[701.[771,[78].[79].[80].

C6 nhiéu cac nghién ciu da hoa tri ¢d hiéu qua véi céc tdc nhan mdi.
Thir nghiém REAL-2 (2008) va két qua cap nhat nim 2010 da ching minh
hiéu qua 1au dai cua phac d6 EOX so véi cac bién thé con lai. T nhiing dir
liéu nay va trong thuc té diéu trj da cho théy EOX duoc ua dung budc dau
hon ECF [13],[14].

Nhiéu nghién ctu sir dung cac phdi hop khac nhau da dugc thyc hién
nhu capecitabine vdi docetaxel, FOLFOX, EOF, XELOX [CAPOX], S1 voi
oxaliplatin. Ty 1& dap tmg trong khoang tir 40%-67%, thoi gian song trung
binh tir 8-15 thang. Cac phac do phdi hop cisplatin va irinotecan hoic
irinotecan, FU va leucovorin; cisplatin, irinotecan va docetaxel; S1 vai
irinotecan. .. cling da duoc tién hanh cho dap tmg nhat dinh [77],[81].

1.5.3. Xa tri

Xa trj lac dau it c¢6 vai trd trong diéu tri UT duong tiéu hoa ciing nhu
UTDD. Tuy nhién, nho nhiing tién bo vé xa tri trong diéu tri UT nén xa tri
dugc st dung nhiéu hon trong diéu tri UTDD. Lic dau thuong 1a xa don
thuan, sau cha yéu dugc phéi hop véi hoa chat giup ting ty 1& dap tng.

Tur nhitng nghién ctu phdi hop 5-FU va xa tri cho nhiing truong hop
UTDD tién trién tai chd khdng phau thuat duoc cho thay cai thién thoi gian
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séng thém. Nhitng nghién ctru Xa tri vé sau nay thuong phdi hop voi 5-FU
cho dap ¢ng tot hon so véi xa tri don thuan [5],[82],[83],[84],[85].

Hoéa - xa tri trudc mo cho nhimng trudng hop UTDD ¢ kha ning phau
thuat triét can l1am ting ty 1& phau thuat triét dé, cai thién thoi gian sdng thém
[86],[87].,[88].[89],[90].

Xa tri bo tro két hop hoa chat dong thoi giam dang ké ty 1¢ tai phat tai
chd va tai ving, ting dang ké thoi gian séng thém [1],[5],[91],[92],[93].

Xa tri trong mé dugc thuc hién trong khi phau thuat, muc dich dua mot
liéu xa 16n vao dién md c6 nguy co tai phat cao. Uu diém cua phuong phap
nay 1a nang liéu xa tdi da toi vi tri c6 nguy co tai phat, han ché cac tic dung
khong mong mudn cuia tia xa tdi cac mo lanh [94],[95],[96],[97].

Nhirng truong hop bénh tién trién tai chd hodc tai phat khong phau thuat
duoc, xa tri déng tho1 vo1 hoa tri lam giam tri€u ching, giam su tién trién cua
bénh. Véi nhimg 6 di cin xwong, xa tri giam dau ciing ¢ tac dung tot.
[1].[5].[58].[59].[82].[83].

K¥ thuat xa tri tdt nhat dugc thuc hién boi chup cat 16p mo phong va lap
ké hoach xa tri khong gian ba chiéu, str dung may gia tdc diéu bién liéu. Che
chan céc tang lam giam thiéu tac dung phy: gan, than, tay song, tim, phoi.

Truong chiéu: tuy thudc vao

- Vi tri u nguyén phét.

- Miurc d0 lan tran, di can hach.

Liéu xa: 45-50,4 Gy. Phan liéu: 1,8 Gy/ngay.

1.5.4. Diéu tri dich

Trong nhitng nim gan day, nho tién bo caa cdng nghé sinh hoc, liéu

phép “nham trang dich” trong diéu tri bénh UT ngay cang duoc str dung rong

rdi. D6 1a sir dung céc san pham sinh hoc tac dong c6 tinh chon loc Ién cac té
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bao, dong té bao UT nhit dinh hoic 1am thay ddi tuong tac qua lai cia co thé
vat chu ddi véi té bao UT, gay nén tac dung chéng u [1],[5],[77],[98].

Thudc diéu tri dich c6 thé st dung don thuan hoic phdi hop véi hoé chit,
Xa tri. Hién c6 nhiéu nghién ctu diéu tri dich trong UTDD tién trién.
» Trastuzumab

Trastuzumab (Herceptin) 1a mot khang thé don dong tai t6 hop ADN gan
chon loc ¢4 ngudn géc tir ngudi, tac dong chon loc 18n ngoai bao thy thé 2 cua
yéu to phat trién biéu mo ngudi (HER2). Ut ché sy tang sinh cac té bao khoi
u nguoi c6 biéu hién qua mic HER?2.

Thir nghiém pha 111 ToGA (2009) sir dung Trastuzumab két hop héa chat
diéu tri UTDD hodc UT vi tri tiép ni da day - thuc quan tién trién cd boc 10
thu thé HER2 (+). Két qua cho thay thoi gian song thém toan bo 1a 13,5 thang
S0 v&i nhom diéu tri hda chat don thuan 1a 11,1 thang [42].
>  Liéu phdp chéng VEGF

Yéu to phét trién ndi mac mach mau (VEGF) ¢6 thy thé (VEGFR) nam trén
bé mat té bao khi bi kich hoat s& 1am ting hoat hda quéa trinh sinh mach, ting
cudng sy phat trién cua khdi u. Ramucirumab 12 mot khang thé don dong tai to
hop cua 16p 19G1 gan vai cac VEGFR-2, ngin chin kich hoat thu thé. Thudc
duogc chi dinh s dung don tri liéu hoic két hop véi paclitaxel trong UTDD
tién xa [5],[77].
1.6. Cac hoa chat sir dung trong nghién ctru
» Epirubicin
- Hoat chat: Epirubicin hydrochloride.
- Dang thuéc: bot pha tiém, lo 10mg va 50mg.
- Co ché tac dung: Epirubicin hydrochloride & mot khang sinh
Anthracycline thé hé méi. Thude dinh vi trong nhan té bao, wc ché tong thop
acid nucleic va uc ché sy phan chia cua té bao.
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- Dugc dong hoc:

+ Thoi gian ban hay trung binh khoang 40 gio.

+ Thubc dao thai chu yéu qua gan, khong di qua hang rao mau nio.
- Chi dinh: diéu tri ung thu va, da day, gan, tuy, dai trang, dau ¢, budng
triing, phéi, u lympho &c tinh, bénh bach cau, sarcom mé mém.
- Chéng chi dinh: Bn c6 tién st hodc dang bi suy tim hoic tién st man
cam véi Epirubicin.
- Téc dyng khdng mong mudn:

+ Doc cho tim: thude co thé gay suy tim.

+ Rung toc: ¢6 thé phuc hoi & 60-90% cac trudong hop.

+ Viém niém mac miéng: c6 thé xay ra sau 5-10 ngay sau khi bat dau
diéu tri.

+ R&i loan tiéu hoa: buon non, ndn va tiéu chay.

+ Tang acid uric mau do sy pha hay té bao UT nhanh chéng.

+ Gay do nuéc tiéu 1-2 ngay sau khi sir dung.
- Liéu dung: liéu st dung don thuan 60-90mg/m?®.
- Bao quan: dung dich sau khi pha 6n dinh trong 24 gid & nhiét do phong
va 48 gio trong ta lanh. Thudc bao quan nén tranh anh séang [99],[100].
» Oxaliplatin

- Hoat chat: Oxaliplatin.
- Dang thuéc: bot pha tiém, lo 50mg va 100mg.
- Co ché tac dung: Oxaliplatin 1a mot thuéc chéng UT thé hé méi. Thube
trc ché sinh tong hop AND théng qua uc ché trong thoi gian ngan ARN va
sinh tong hop Protein.
- Duogc dong hoc:

+ Thoi gian ban hay gan véi chu chuyén tu nhién cia hong cau va
albumin huyét thanh.

+ Thudc dao thai chu yéu qua than, khong di qua hang rao mau nio.
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- Chi dinh: diéu tri ung thu da day, tuy, dai trang.
- Chéng chi dinh: Bn suy than hoic ¢ tién sir hoic tién s man cam voi
Oxaliplatin, dang cho con bt.
- Téc dung khdng mong mudn:

+ Triéu chuang than kinh ngoai vi: té ngén tay, chan hay xung quanh
miéng, ¢6 hong.

+ Rung téc: muc do trung binh,

+ Viém niém mac miéng.

+ R&i loan tiéu hoa: buon non, ndn va tiéu chay.

+ Lam giam tam thoi s luong té bao mau.
- Liéu dung: lidu st dung 85mg/m* mdi 2 tuan hoic 130mg/m?mdi 3 tuan
- Bao quan: dung dich sau khi pha 6n dinh trong 24 gid ¢ nhiét do phong
va 48 gio trong ta lanh [101],[102].
»> Xeloda

- Hoat chat: Capecitabine, 14 dan xuat cia Fluoropyrimidine carbamate
duogc diéu ché dé dung dudng udng.

- Dang thuéc: vién nén bao phin 500mg.

- Co ché tac dung: Capecitabine 1a mot thuoc kim té bao trén nhitng khoi u
hoat @dong va chon loc.

Capecitabine 12 mot dang tién duogc, dugc chuyén hoa thanh 5-
fluorouracil bén trong khdi u bai cac enzyme. Su hinh thanh 5-FU tai khéi u
nho xdc tac uu tién cta yéu td tao mach lién quan téi khéi u 1a Thymidine
phosphorylase qua d6 giam téi da dién tiép xic caa mé lanh véi 5-FU. Tai
day 5-fluorouracil tc ché qua trinh sinh téng hop ADN va ngian chian qué
trinh ting sinh cua khéi u. Con duong hoat hda cua Capecitabine di theo ba
buéc chuyén hoéa boi enzyme va qua hai dang chuyén tiép 1a 5°-deoxy-5-
fluorocytidine (5S’DFCR) va d5’-deoxy-5-fluorouridine (5’-DFUR), trudc khi

dugc bién do6i thanh 5-fluorouracil va 1am ton thuong té bao.
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- Duoc dong hoc: Sau khi udng, Capecitabine duoc hap thu nhanh chéng
sau d6 dugc chuyén hod manh thanh chat chuyén hoa 5’-DFCR va 5’DFUR.
Thudc dugc chuyén hda thanh cac chat khéng co hoat tinh rdi dao thai ra
ngoai qua nudc tiéu (95,5%) va mot lugng rat it qua phan.
- Chi dinh: diéu tri ung thu v(, da day, tuy, dai trang, dau cb...
- Chéng chi dinh: Bn c6 tién sir di ttng véi Fluoropyrimidine hoic suy
than nang.
- Téc dyng khéng mong muén:
+ Heé tiéu hda: viém miéng, chan in, budn ndn, ndn, dau bung, tiéu chay.
+ Tim mach: nhdi mau co tim, dau that nguc, réi loan nhip tim, ngiing
tim, suy tim.
+ He tao huyét: gay giam céc dong té bao mau.
+ Da va to chuc dudi da: gay hoi chung ban tay - chan, viém da, da khd,
ban dé hoic rung toc do nhiém doc da.
+ Churc nang gan: tang Bilirubin mau hoac men gan.
+ R&i loan toan than: mét moi, ngu lim, chan an, suy nhuoc, tram cam ...
- Liéu dung: liéu trinh cua Xeloda thuong 1a 1.250mg/m?, dung 2 lan mai
ngay trong 14 ngdy, sau d6 7 ngay nghi thudc.
- Bao quan: 6 nhiét do dudi 30°C [103],[104],[105].

1.7. Nghién ciru trong va ngoai nuéc vé diéu tri UTDD
1.7.1. M4t sé nghién cizu trén thé gidi vé diéu tri UTDD xam ldn

Cac nghién ctiu vé diéu tri UTDD trén thé gioi da duoc tién hanh tir rat
lau va da dang vé ddi twong bénh nhan, muc dich va phuong phap diéu tri.
Nho céc bién phap diéu tri phau thuat triét can duoc hoan thién, cac nghién
ctru gan day chi yéu danh gia két qua diéu tri bd trg cho UTDD d3 phiu thuat

triét can ciing nhu cac yéu té lién quan séng thém.
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Fukuda (2011) phan tich c4c yéu té tién lwgng caa 71 bénh nhan UTDD
xam 14an thanh mac (T4), chua di cin xa duogc diéu tri triét can thoi gian 2001-
2009. C6 60 bénh nhan ¢ u xam 1an t6i thanh mac (T4a) va 11 xam lan cau
trdc 1an can (T4b) trong do 85,9% c6 di can hach vung. Nghién ctu thuc hién
duoc viéc xac dinh té bao UT roi vao khoang bung qua xét nghiém té bao
nuéc rira mang bung khi phau thuat. 27/71 bénh nhan duoc xac dinh di co té
bao UT roi vao trong khoang bung. 70,5% dugc diéu tri bo tro bang céc phac
dd hoda tri khac nhau. Két qua cho thidy mic d6 di can hach, xam lan mach anh
huong rd toi tién luong song thém va khi c6 té bao UT roi vao trong khoang
bung thi ty & séng con 5 nam khac biét rd rét voi 47,6% nhom am tinh va
15,2% nhom c6 té bao UT trong mang bung (p< 0,01) [17].

Ming-zhe Li (2014) nghién cau hdi ciru danh gia két qua diéu tri 94 bénh
nhan UTDD xam lan thanh mac (T4) dugc diéu tri triét can trong s6 1249
bénh nhan diéu tri tir 1994-2008. Bao gom 39 bénh nhan T4a va 55 bénh nhan
T4b, c6 85,1% di cin hach. Cac bénh nhan dugc diéu tri bo tro bang cac phac
dd hoa tri khac nhau. Séng thém toan bo 3 niam 1a 22,9% va 5 nam 1a 13,8%.
Yéu té anh huong song thém 1a do biét hda mé hoc va di can hach [106].

Tir két qua caa cac nghién ctu trude d6 da chimg vai tro caa hoa tri bo tro
trong UTDD. Bang va cong su da thuc hién thir nghiém CLASSIC (2012) danh gia
két qua diéu tri bd tro phac 6 XELOX cho UTDD di phau thuat triét can. C6
1.035 bénh nhan UTDD giai doan II-11I1B & Han Quéc, Trung Qudc va bai
Loan duoc chia 2 nhdm phau thuat don thuan (515 bénh nhan) hoic ¢é héa tri
bd trg (520 bénh nhan). Két qua chitng minh hiéu qua rd rét cua diéu tri bo trg
khi TLS toan bo 3 nam & nhdm bb tro 13 83% con nhém phau thuat don thuan dat
78%. Ty 1¢ séng thém 3 ndm khong bénh & nhom diéu tri b tro 13 74% va nhom
phau thuat don thuan chi 1a 59%. Tuy nhién nghién ctu cha yéu bénh nhan thudc
nhém T2 va T3 va c6 rat it bénh nhan thuéc T4 (4 bénh nhan T4NO) [16].


https://www.ncbi.nlm.nih.gov/pubmed/?term=Li%20Mz%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
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Phan tich tdng hop cta Pecqueux (2015) tir 64 nghién ciu gom 12.883
bénh nhan khang dinh con duong di cin theo khoang tu nhién cua UTDD vao
6 bung, nhat 1a v&i nhitng truong hop ¢6 u xam lan téi thanh mac hoic cau
trdc 1an can (T4) 1a thuong gip. Pong thoi ciing cho thay rd vai tro cua hoa tri
bo tro khdng chi véi nhimg truong hop da co té bao UT roi vao khoang mang
bung ma ca nhiing trueong hop chua co6 [20].

1.7.2. Mt s6 nghién ciru Vé diéu tri ung thw da day tai Viét Nam gén ddy

Piéu tri UTDD tai Viét Nam d3 ap dung phau thuat triét can két hop vét
hach ching 2 cua Nhat Ban cho két qua kha quan, cai thién thai gian song
thém, ty Ié tai bién, bién chung rat thap. Céac nghién ctu diéu tri phau thuat
gan day cta Trinh Hong Son (2001), Lé Nguyén Ngoc (2004) [50], Nguyén
Xuén Kién (2005) cho thay cac tién b caa phau thuat da duoc &p dung va cai
thién séng thém cho bénh nhan. Trinh Hong Son (2001) so sanh thay phau
thuat khéng triét dé cd thoi gian sdng thém khong cd su khac biét giira cac
nhom nao vét hach. Trong khi & nhom diéu tri triét ¢é¢ D1: 27 thang, D2:
32,45 thang va D3: 41,40 thang [49]. Nguy&n Xuan Kién (2005) dat ty I¢ séng
thém 5 nam 29,2% trong d6 nhiing truong hop UTDD sém dat 79,5% [51].

Diéu tri hoa chat trong UTDD tai Viét Nam ciing di duoc ap dung rong
rai. Cac phac d6 da dang tir diéu tri tam thoi don chat 5-FU cho nhimg truong
hop bénh UTDD ¢ giai doan muon hoic tai phat, di can téi cac phac dd phdi
hop va gan day chuyén sang diéu tri bo trg thudng quy bang cac phac d6 cap
nhat. Ttr nhitng nghién cau da kha l1au caa Nguyén Ba Puc (2001) diéu trj bao
gom ca bd tro va triéu ching phac ¢6 ELF va FAM tai Bénh Vién K [107]. Vi
Hong Thang (2006) diéu tri bo trg 45 bénh nhan UTDD tai Bénh vién K bang
phac d6 ELF. Séng thém 3 niam toan bo dat 63,4% va séng thém khéng bénh
14 63,2% [108].
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Nguyén Tién Cuong (2007) danh gia hiéu qua diéu tri ban dau, mac do
dung nap thudc va céc tac dung phu ciia phac do ELF tai Bénh vién Bach Mai.
Nghién ctu khdng danh gia vé séng thém [109]. Tai Bénh vién Viét - Tiép
Hai Phong, Nguyén Lam Hoa (2008) danh gia hiéu qua diéu tri hoa chat bd
tro cho bénh UTDD bang 5-FU, FUFA, ELF cho thay ty 18 séng thém 5 nam
cao hon & nhom diéu tri b trg [110].

Vii Hai (2009) nghién ctu nhém 504 bénh nhan UTDD gdm 458 duoc
phau thuat don thuan va 46 duoc hoa tri bo trg phac d¢6 ELF. Céc yéu t6 lién
quan song thém sau md bao gom mirc d6 xam 1an, sy di cin hach, giai doan
bénh va loai phau thuat. TLS 5 nim theo giai doan bénh I, II, HII, IV la:
79,3%; 59,5%; 13,5% va 0%. Séng 3 nam toan bo nhém hoéa tri bo trg tot hon
so v&i nhém phau thuat don thuan (65,2% so véi 47,7%) [111].

Phan Tan Thuan (2010) danh gia két qua diéu tri cac bénh nhan UTDD
giai doan muon khdng con kha ning phau thuat triét can tai Bénh vién Ung
buéu Thanh phé H6 Chi Minh thidy nhém dugc diéu tri phau thuat tam thoi
két hop hda chit cho thoi gian séng thém tét nhat so véi lan luot cdc nhom
diéu tri hoa chat don thuan, phiu thuat don thuan va nhom diéu tri triéu ching
don thuan. Cac phac d6 lva chon ciing da dang tly thudc tinh trang bénh nhan
ma khéng di sau danh gia hiéu qua caa mot phac d6 nhat dinh [112].

Trinh Thi Hoa (2009) danh gia hiéu qua diéu trj bo trg bang phac d6
ECX sau phau thuat triét can UTDD tai Bénh vién K. Ty 18 séng thém toan bo
sau 1 nam la 98%, 3 nam la 81,8%. Pay ciing 1a nghién cttu ap dung mot phac
d6 mai cap nhat trong diéu tri bo tro cho UTDD tai thoi diém d6 [113].

Duya trén nghién cau INT-0116, Bénh vién K (2010) tién hanh nghién

ctru danh gia hiéu qua diéu tri hoa - xa tri phdi hop b tro cho UTDD dé phau
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thuat triét can bang 5-FU va leucovorin két hop xa ngoai vao liéu 45Gy. Két
qua séng thém ¢ c4c bénh nhan diéu tri du liéu trinh 13 dang khich 16 [114].

Gan day thi L& Thanh Trung (2011) ciing d4 thyuc hién diéu tri bo trg
cho nhém UTDD c¢6 di can hach bang phac 6 EOX. Két qua song thém
¢ su cai thién voi ty 18 séng con toan bd 1 nidm va 2 nam tuong ung la
98,6% va 90,6%. Thoi gian séng thém trung binh 1a 35,2 thang [115].

T6 Nhu Hanh (2012) danh gia két qua hoa tri phac d6 EOX cho nhém 68
bénh nhan UTDD giai doan mudn khéng con kha ning phau thuat triét cin tai Bénh
vién K cho thay dap tng toan bo dat 52,9%, chi ¢6 14,7% BN bénh tién trién. thoi
gian séng trung binh 1a 7,67 thang [116].

bing Hoang An (2015) trong mot nghién ctu gan day da diéu tri cho
nhém bénh nhan UTDD giai doan IIA-11IB phau thuat cat da day kém vét
hach D1 hodc D2 bé trg bang hda - xa tri va hoa chat phac ¢6 EOX. Panh gia
séng thém trung binh dat 34 + 6,26 thang. Tuy nhién nghién cau khong phan
tich séng thém theo tirg nhom diéu tri cy thé [117].

Ciing nhu phan 16n cac nghién ctu trén thé gisi thi hién tai Viét Nam
cling chua c6 phac do chuan muc nao cé két qua vuot troi khi diéu tri cho
nhom UTDD x&m lan. Viéc lya chon phac d6 chu yéu dua vao cac khuyén
céo diéu tri cia NCCN va ESMO ciing véi tinh trang thuc té caa bénh nhan
ma luya chon phéac d6 phdi hop hai thuéc hay ba thuéc cho phi hop.
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

Gom 152 truong hop bénh nhan dugc chan doan xac dinh 14 UTDD giai

doan IIB-111 (T4, NO-3, MO0), dugc diéu trj bd trg phac d6 EOX sau phau thuat

triét can tai Bénh vién K tir 1/2009 dén 12/2011 véi cac tiéu chuan sau:

2.1.1. Tiéu chudn lwa chen bénh nhan

Bénh nhan duoc chan doan xac dinh 1a UTDD ¢6 u xam lan t&i bé mat
thanh mac hoic cu tric 1an can, chua di cin xa (T4, NO-3, MO).

M6 bénh hoc loai ung thu biéu mé.

Thé trang chung con t6t: chi s6 toan trang tir 0-2 theo thang diém ECOG.
Puoc diéu tri phau thuat cit da day triét cin, nao vét hach D2 theo
phuong phap cia Nhat Ban.

Piéu tri hda chat phac d6 EOX du 6 chu ky.

Khong c6 bénh kém theo chéng chi dinh diéu tri hoé chat.

C6 hd so luu trix day du.

Co thong tin vé tinh trang bénh sau diéu tri qua cac 14n kham lai va/hoic

thong tin tir thu tra 101 dugc gui cho bénh nhan va gia dinh hoac dién thoai.

2.1.2. Tiéu chudn logi trie

Thé trang yéu, khdng con chi dinh diéu tri hoa chat hoic do c6 bénh phdi
hop.

Nhitng trudong hop bénh nhan bo do, khong di liéu trinh diéu tri.

Pi dugc héa tri trudc mé hoic phiu thuat khong dam bao triét can.
Nhiing truong hop bénh cé di can xa.

Ho so khong day du, that lac thong tin.
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2.2. Phuwong phap nghién ciru
2.2.1. Thiét ké nghién ciru

La phuong phép can thiép 1am sang khong ddi chimg c6 theo ddi doc.
2.2.2. Cé'mdu nghién ciru

Theo nghién ctru MAGIC thi ty 18 séng thém 5 nam dat 36%. Trong diéu
kién & Viét Nam, mong mudn ty 1€ séng thém cua nhom bénh nhan UTDD c6
u xam lan thanh mac dugc phau thuat triét cin va hoéa tri dat gﬁn tuong
duong, v6i udc luong sai s6 1a 10% (d=0,10). Két qua nay, khi thuc hién hoa
tri bo trg voi mong mudbn chac chan dén 95% [12].

Ap dung cong thirc tinh ¢& mau:

22, PP
Trong do:

n: 1a ¢c& mau nghién cau

p: ty 18 bénh nhan séng thém dwa theo cac nghién ciu trude.

q=1-p
Z14=1,96 (a0 = 0,05 do tin cay la 95%)

d: ty 18 sai s6 cho phép. Uéc luong sai s6 1a 10% (=0,1).

Do tin cdy mong mudn chic chin dén 95%.
Tinh theo cong thuec:
(1,96)?x(0,36)x(1- 0,36)
n= =89
(0,1)°

C& mau can c6 trong nghién ctru 1a 89 bénh nhan.

Trong nghién ctru d3 lya chon dugc 152 bénh nhan du tiéu chuén.
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2.2.3. Ngi dung nghién crru

>

Pic diém 1am sang

Tudi va gioi:

+ Phan nhom tudi: <30, 30- <39, 40- <49, 50- <59, 60- <69, >70 tudi.
+ Danh gia ty 1é mac theo gidi.

Thoi gian méc: thoi gian tir khi ¢ triéu ching cho dén khi kham phat
hién bénh. Chia theo cac nhém gdm <3 théang, tir 3-6 thang, tir 6-12
thang va >12 thang.

CAc triéu co nang khi vao vién: dau bung - thuong vi, nudt nghen, chan
an day bung, o hoi - ¢ chua, ndn, xuat huyét tiéu hod. ..

Cac triéu chung tham kham thyc thé lGc vao vién: gay sat, u thuong vi
hoic biéu hién cta bién chimg nhu viém phtic mac, thang da day...

Panh gia diém toan trang (PS): theo thang diém dénh gi4 toan trang co thé.
Pic diém ton thwong

Vi tri ton thuong: duoc danh gia va mo ta trong khi phau thuat caa phau
thuat vién. Sap xép theo ting vi tri cu thé cua da day: tm - phinh vi,
than vi, hang vi - mon vi, toan bo da day. Vi tri u theo 1/3 phan da day:
1/3 trén, 1/3 gitra va 1/3 dudi.

Hinh thai ton thuong dai thé: thé loét, thé sui, thé tham nhiém lan toa,
loét - stii, loét - tham nhiém.

Thé md bénh hoc ctia u nguyén phat: xép loai md bénh hoc dya trén
bang phan loai cita WHO nam 2010.

Xép d6 biét hoa md hoc: biét hoa cao, biét hoa vira, biét hoa thap.

Cac xét nghiém chan doan hinh anh gitp chan doan xac dinh va danh gia
muc d6 Xxam lan ciia ton thuong nguyén phat trudc mo.

Panh gia tinh trang va mitrc d6 di can hach.
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Cac yéu t6 lién quan véi su di can hach.
X&p loai TNM, giai doan theo AJCC 2010:
Xép loai T dya vao do xam lan vi thé (pT)
Xép loai N theo tinh trang di can hach vi thé (pN)
Panh gia di can xa (M) theo 1am sang, can 1am sang
Panh gia két qua diéu tri
Phac dd va lidu diéu tri hda chat.
Panh gia mot sé tac dung khdng mong muén caa hoa tri:
Panh gia doc tinh cua phac do trén huyét hoc: huyét sac to, bach cau,
bach cAu da nhan trung tinh, tiéu cau.
Panh gia doc tinh ctua phac d6 trén chic ning gan - than: xét nghiém
dinh lvgng SGOT, SGPT, Creatinin huyét va Uré huyét.
Mot s6 tac dung phu trén 14m sang: chan an, budn ndn va ndn, tiéu chay,
hoi chiing ban tay - ban chan, anh huang than kinh ngoai vi.
Mtrc d6 anh huéng caa cac tac dung phu téi lidu trinh diéu tri.
Panh gia két qua song thém toan bo va séng thém khong bénh.
Phan tich séng thém toan bo theo cac yéu té:
Song thém lién quan tudi, gidi.
Séng thém lién quan vi tri, kich thuéc u.
Séng thém lién quan hinh thai dai thé tén thuong.
Song thém lién quan thé md bénh hoc.
Séng thém lién quan voi mace d6 xam lan u.
Séng thém lién quan tinh trang di can hach, mic do di can hach.

Song thém lién quan giai doan bénh.
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2.2.4. Cach thac tién hanh

- Nhitng bénh nhan c6 du céc tidu chuan s& dugc chon vao nghién cuu.
Thoéng tin caa cac bénh nhan nghién ciu duoc thu thap va ghi nhan theo
mau bénh an nghién cuu.

- Nghién ctu, st dung cac tu lidu trong hd so bénh &n, phong van bénh
nhan thu thap céc thdng tin: tudi, gioi, Iy do vao vién, thoi gian ké tur khi
c6 triéu chimg dau tién dén khi vao vién, cac triéu ching khi vao vién.

- Truc tiép kham danh gia va ghi nhan tinh trang bénh nhan, cac ton
thuong trén 1am sang.

- Tién hanh thyc hién va ghi nhan cac xét nghiém can 14m sang trudc diéu tri:

+ Nai soi: xac dinh vi tri, hinh anh ton thuong dai thé.

+ Siéu am: xac dinh vi tri, kich thudc, mic d6 xam Ian, sy lan tran ton
thuong nguyén phat cling nhu sy di can hach.

+ Chuyp CT-scanner: xac dinh chinh xé4c vi tri, kich thudc, do xam lan ton
thuong nguyén phat va di can hach.

- Ghi nhan céc danh gia cua phau thuat vién: M6 ta vi tri, kich thudc, mac
d6 xam lan va hinh thai ton thuong dai thé trong phau thuat.

- Muc do xam lan cua u (T) dugc danh gia dya trén md ta cta phau thuat
vién va khang dinh qua mé bénh hoc.

+ Nhimng truong hop u xam lan bé mat thanh mac, chua dinh vao to chuc
lan can va trén md bénh hoc xac dinh di xam 1an thanh mac duoc xép
T4a.

+ Néu bé mit u d3 dinh vao t6 chic 1an can theo md ta cua phau thuat
vién hozc xam lan sau can phai cat kém theo t6 bi xam 1an xép vao T4b.

Céc tang bi xam lan bao gom: dai trang ngang, tuy, lach, thay gan.
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Thé mé bénh hoc va d6 biét hda sau phau thuat.

Piéu tri hda chat phac d6 EOX.

Panh gia doc tinh cia phac dd hda chat qua cac dot diéu tri: dua trén tiéu
chuan phan do doc tinh thudc chéng ung thu caa To chuc Y té thé gii
xép theo cac muc do tir d6 0 dén do IV.

+ Panh gia doc tinh cua phac d6 trén huyét hoc, chiic nang gan - than:
dwa trén xét nghiém cdng thirc méu, sinh hda sau mdi dot diéu tri.

+ Budn non: ghi nhan, danh gia mc do budn nén c6 gay anh hudng dén
an udng dugc binh thuong hay khong.

+ NOn: nhan dinh s6 1an ndn trong ting ngay truyeén.

+ Tiéu chay: s6 lan di ngoai, cac dau hiéu di kém, mat nudc, co rut.

+ Nhiém trung: c6 sét khdng, loét hong miéng khéng, nhiém tring thuong
kém theo giam bach cau hat c6 sét phai diéu tri khang sinh.

+ Haéi chitng ban tay - ban chan: nhan dinh mic d6 ndi ban hoic viém loét,
di cam hoac cam giac dau trén da ban tay - ban chan. Mac d6 anh
hudng téi chirc nang sinh hoat cua bénh nhén.

+ Anh hudng than kinh ngoai vi: xac dinh triéu chiing té bi, di cam, giam
kha ning hoat dong xuat hién sau mdi dot truyén hoa chat.

+ Anh huéng cua doc tinh va cac tac dung phu téi lidu trinh diéu tri hoa
chat: s6 1an va s6 ngay phai tam ding diéu tri.

Theo doi bénh nhan sau diéu tri:

+ Dua vao két qua kham lam sang va xét nghiém can 1am sang qua céc
lan kham lai dinh ky, danh gia tinh trang tai phat di can.

+ Nhimng truong hop khong dén kham lai: thu thap thdng tin qua lién lac

dién thoai v&i bénh nhan hodc nguoi nha bénh nhan.



42

2.2.5. Quy trinh diéu tri

Cac bénh nhan dugc phau thuat triét cin cit da day két hop nao vét hach
D2 theo quy chuan cua phuong phap Nhat Ban. Nhimg truong hop u
xam lan to chic 1an can (T4b) néu chi dinh bé mit thi bao tén co quan
lan can, néu da xam 14n thi cat triét can kém td chic bi xam lan.

Cac bénh nhan trong nhom tiéu chuan nghién ctu dugc chuyén diéu tri
bd tro phac d6 EOX 6 chu ky.

Bénh nhan hau phiu 6n dinh sau 3-4 tuan bat dau diéu tri hoa chat.

Phdc dé EOX:

Epirubicin 50 mg/m? da, truyén tinh mach ngay 1
Oxaliplatin 130 mg/m? da, truyén tinh mach ngay 1
Xeloda (Capecitabine) 1000mg/m?® da, uéng 2 lan/ngay tir ngay 1-21
Chu ky 21 ngay x 6 chu ky
Liéu luong thudc duoc tinh va thay doi theo dién tich da co thé (dya trén
chiéu cao, can nang ctia bénh nhan).
Tat ca cac bénh nhan duogc diéu tri da lidu theo phac d6 (>85% liéu hoa
chat).

Liéu trinh diéu tri:

+ Trudc khi truyén hoa chat bénh nhan duoc tiém tinh mach thuéc chéng

ndn Ondansetron 8mg va Dexamethasone 4mg.

+ Epirubicin pha trong 250 ml glucose 5% truyén tinh mach toc do 40

giot/phdt. Tiép theo dung Oxaliplatin pha vai 250 ml glucose 5% truyén
tinh mach tdc d6 40 giot/pht.
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+ K&t thac truyén héa chat bénh nhan dwogc trang tinh mach bang 100ml

dung dich mudi sinh Iy 0,9% d& phong tac dung gay viém tinh mach do
hoa chat va tiém tinh mach 1 éng Ondansetron 8mg.
Xeloda (capecitabine) dang vién (500 mg/vién) duoc chia lam 2 liéu uéng
budi sang va tdi hang ngay. Liéu trinh bat dau tir ngay dau tién truyén hoa
chit va duoc kéo dai trong 21 ngay.
Tat ca cac trudng hop déu duoc danh gid tong thé trugc mdi dot diéu tri
hoa chat bao gdm kham 1am sang, cac xét nghiém can 1am sang danh gia
vé huyét hoc, chirc ning gan, than... xac dinh kha ning dung nap thuéc
dé diéu chinh liéu thudc cho phi hop.
Sau 3 chu ky, bénh nhan duoc tién hanh kham kiém tra trén 1am sang,
chup tim phdi, siéu am 6 bung hoic chup CT - scanner, xét nghiém chat
chi diém khdi u.
Néu bénh on dinh s& diéu tri tiép 3 dot. Néu bénh tién trién, bénh nhan

duoc chuyén phac do khac hoic diéu tri triéu chang.

Xt tri cac doc tinh do hda chéit trong qua trinh diéu tri:

Néu sb lugng bach cau <3 x 10%/1 va/hoic bach cau hat <1,5 x 10%1, diéu
tri hoa chat s& duoc hodn lai va tiém thudc kich thich nang bach cau hoac
cho cho téi khi sé lwgng bach cau >3 x 10%1 va bach cau hat >1,5 x 1091
méi tiép tuc diéu tri.

Trudng hop bénh nhan ¢6 sbt do ha bach cau s& duoc diéu tri khang sinh
va thubc kich thich nang bach cau.

Néu chi s6 huyét sic té6 <90g/l s& tri hodn diéu tri va tiém thudc kich
thich tao hong cau hoic truyén khéi hdng cau cho tai khi huyét sac té >
100g/1. Truong hop tiéu cau <80 x 10%1 s& truyén khdi tiéu cau cho téi

khi s lugng tiéu cau >100 x 10%1 s& tiép tuc diéu tri.
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- Trudng hop cac chi sb chic ning gan - than >2,5 1an mic binh thuong,
bénh nhan s& duoc diéu tri noi khoa cho téi khi céc chi sé nay <2,5 mirc
binh thudng méi tiép tuc diéu tri hda chat.

- Truodng hop xuét hién hai chiing ban tay - ban chan muc do nang (do 4)
hoac c6 tiéu chay can nguing hoa chat va diéu tri cho téi khi phuc hdi va
tdy thudc muae d6 cd thé diéu chinh liéu Xeloda.

- Truong hop xuat hién doc tinh than kinh ngoai vi mic d6 ning anh
huong chtc ning, sinh hoat cin ngumg diéu tri va diéu chinh liéu

Oxaliplatin.

2.2.6. Cac tieu chudn ddnh gid
- Dbanh gia TNM, giai doan bénh theo AJCC 2010.
- Panh gia thoi gian séng thém:

+ Thoi diém bt dau chon bénh nhan vao nghién ctru: tinh tir ngay bat dau
tién hanh diéu tri bénh nhan. Théng tin vé tinh trang bénh nhan sau diéu
tri thu thap qua nhitng 1an kham lai hodc qua di¢n thoai.

+ Thoi diém két thic nghién ctru (ngdy raut khoi nghién ctru): bénh nhan
dugc coi 1a rat khoi nghién ctru khi:

* Ngay chét hodc ngay xuat hién tai phat, di can do ung thu trudc thoi
diém két thiic nghién ctiru quy udc.

* Ngay mét theo ddi: ngdy kham bénh cubi cung con séng, khong co
biéu hién tai phat di cin, sau d6 khong c6 thong tin nao khac (su
kién mat theo doi nay xdy ra trudc thoi diém két thiic nghién ciu
quy udc).

* Bi kiém duyét: do hét thoi gian nghién ctru.



45

Tai phat sau diéu tri: dugc xac dinh khi ton thuong xuat hién tai chd tai
ving >6 thang sau diéu tri. Chan doan tai phat qua kham 1am sang, chan
doan hinh anh, xét nghiém té bao va MBH (néu c6 thé thuc hién dugc).
Di cin sau diéu tri: c4c ton thuong di cin xa xuat hién sau diéu trj, chan
doan di can dua vao kham LS, chan doan hinh anh, xét nghiém té bao va
MBH (néu c6 thé thuc hién dugc).

Nhitng truong hop khdng kham lai dua trén chan doan cua y té co so
thoi diém xuat hién tai phat, di can.

Thoi gian séng thém: 1a khoang thoi gian gitta thoi diém bat dau vao
nghién ctru va thoi diém két thiic (rat khoi) nghién ciru.

Tinh trang nguoi bénh: song hay chét; khoé manh hay tai phat - di can.
Su kién nghién cuu 1a sy kién chét dbi vé6i cac tinh toan séng thém
toan bo va su kién tién trién, tai phat - di can.

Thoi gian song thém toan bo: tinh tir thoi diém bat dau can thiép dicu
tri dén khi bénh nhén tr vong hodc c6 thong tin cubi cung.

Thoi gian song thém khdng bénh: tinh tir khi bat dau diéu tri dén khi
bénh cd dau hiéu tai phat, di can trén 1am sang, chan doan hinh anh va
chi diém u.

Panh gia thé trang bénh nhan theo thang cua To chuc Y té Thé gidi
ECOG Performance Status (PS).
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Bdng 2.1: Bdng danh gié toan trang bénh nhan PS

PS ECOG

0 Hoat dong binh thuong, co thé thuc hién duoc tat ca cac hoat dong
thong thuong khong han ché, khong can tro gitip cua thude giam dau
Han ché céc hoat dong géng stc nhung co thé di lai duoc va thuc

1 hién duoc cac cong vi¢e nhe, cong viéc khong doi hoi di lai nhiéu.
Nhém nay ciing gom c4 nhiing bénh nhan hoat dong binh thudng
nhu d6 0 nhung véi trg giup cta thude giam dau

2 Co thé di lai duoc va tu cham soc ban than nhung khong thé 1am
viéc duge. Co thé ngdi hoic di lai khoang > 50% thdi gian thirc

3 Chi cham sdc ban than mot cach han ché, nghi tai givong hodc ghé >
50% thoi gian thic

4 Mat kha nang hoan toan khong thé thuc hién bat ky thao tic cham

soc ban than nao va hoan toan nam nghi tai giuong hoac ghé
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- Panh gia doc tinh cua phac d6 hda chat dya vao tiéu chuan phan do doc

tinh thuc chdng ung thu ciia T6 chuc Y té thé gidi.

Bdng 2.2: Phan mee dé dgc tinh theo tiéu chudn ciza WHO trén huyét hoc
va chirc nang gan, than

D¢ doc tinh

Po 0 P 1 P 2 Po 3 Do 4
TB mau
Bach cau (10%1) >4 3-3,9 2-2,9 1-1,9 <1
Bach cau hat (10%1) >2 1,5-1,9 1-14 | 05-0,9 <0,5
Huyét sac t6 (g/1) >120 | 100-120 | 80-99 65- 79 <65
Tiéu cau (10%/1) 150-300 | 75-150 | 50-74,9 | 25-49,9 <25
SGOT (U/1/37 °C) BT <25lan [2,6-5lan| 51-20 | >20lan
BT BT lan BT BT
SGPT (U/1/37 °C) BT <25lan [2,6-5lan| 51-20 | >20lan
BT BT lan BT BT
Creatinine (mmol/l) BT <1514an |15-314an|3,1-61lan| >6lan
BT BT BT BT
Uré (mmol/l) BT hoac | 7,6-10,9 11-18 >18 >18

<7,5
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Bdang 2.3: Phan mie dé mét sé tac dung phu trén 1am sang theo tiéu chudn

cua WHO
Triéu
b6 0 b1 bo 2 bo 3 bo 4
chang
A Khong thé &n | De doa tinh
Chan an | Khéng Nhe Kho an
duoc mang
1 lan/ . . .
NoOn Khong . 2-5 lan/ ngay | 6-10 lan/ ngay| > 10 lan/ ngay
ngay
. 7-9 lan /ngay, .
. 4-6 lan/ ngay, _ >10 lan/ ngay
. A 2-3 lan/ dai tién son
Tiéu chay | Khéng . chuot rat muc dai tién mau dai
ngay hoac chudt rat .
nhe thé
murc nang
Di cam
Di cam trung
. nhe hodc Di cam ndng giy anh hudng
Than kinh A binh, giamnhe | . .
Khéng | giam phan dén chirc ndng, giam cam giac
ngoait vi hodc trung binh A
Xa gan L sau
cam giac sau
xuong
Khdng , , Pau, anh hudng
] Ro61 loan cam | Roi1 loan cam
Hoi ching . hodc 161 hoat dong hang
. Binh giac nhe, ban | giac kém dau, .
ban tay - loan cam ngay, da bong
. | thuong do ndng hodc | ban do nang .
ban chén giac nhe, vay, phong rop

ban dé nhe

sung da

hodc sung da

hoac loét
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2.3. Xir 1y s6 liéu

Cac théng tin thu thap dugc ma hoa va xir ly s liu bang phan mém
théng ké SPSS 16.0.

Str dung thdng ké y hoc, cac sé liéu duoc biéu dién dudi dang trung binh
+ @6 léch chuan, tinh tan s, gia tri Ion nhat, nho nhat.

Str dung test y* danh gia su khac biét céc ty 16 (khoang tin cay 95%). Ddi
véi nhimg truong hop gia tri Ky vong cua 6 nho hon 5 s€ sir dung cach
tinh theo Fisher exact.

Uéc luong thoi gian séng thém: st dung phuong phéap uéc luong thoi
gian theo sy kién cua Kaplan - Meier dé uéc tinh thoi gian séng thém.
Pay 1a phuong phap udc tinh xac suat chuyén biét, 4p dung cho cac dir
liéu quan st (theo doi) chua hoan tat. Xéac suat song thém tich liy duoc
tinh toan dua trén tinh xac suat cac sy kién thanh phﬁn mdi khi xuét hién
su kién nghién ctu. Cong thirc tinh xdc suat song thém theo phuong
phap Kaplan - Meier nhu sau:

Xéc suat song thém tai thoi diém xay ra sy kién nghién ctru (chét, tai

phat, di can):

Pi= (Ni_Dj)/N;

Trong do:

Pi: x4c suat séng (toan bo, khong bénh) tai thoi diém i

Ni: s6 bénh nhan con séng (toan b, khong bénh) tai thoi diém i

Di: s6 bénh nhéan chét hodc tai phat - di can tai thoi diém i

Xéc suat song thém tich Iiy (toan bd, khong bénh) theo Kaplan - Meier:
St; = Py X Py X... Pig XP;

Str dung test Log - Rank dé so sanh sy khac biét thoi gian song thém.
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2.4. Khia canh dao dirc ciia nghién ciru

Cac nghién ctru twong tu di duoc thuc hién ¢ nhiéu nuéc.

Nghién ciu thuc hién dugc su ddng Yy cua cac cap lanh dao Bénh vién.
Nghién ctru duogc tién hanh khi c6 sy tham gia tu nguyén caa bénh nhan.
Bénh nhan c6 quyén rat khoi nghién ciu bat cr 1Gc nao néu khong dong
y tham gia tiép.

Cac thong tin vé két qua nghién ctiu ciia ca nhan bénh nhan duoc gitt kin.
Két qua cua nghién ciiu ndy phuc vu cho cong tac diéu tri, cham soc stc
khoé ctia Nhan dan.

Nghién ctru khong anh huong dén qua trinh va két qua diéu trj ctia ngudi

bénh.



o1

SO PO NGHIEN CUU

Bénh nhan duge chan doan xac dinh UTDD con

kha nang diéu tri triét can

A 4

PT triét can cat da day két
hop vét hach D2

A 4

\ 4

Panh gia sau mo: u xam lan thanh
mac hoac cau trdc 1an cén, chua
di can xa (T4, NO-3, M0)

A 4

Dac diém lam sang,
can lam sang, ton
thuong sau mo

\ 4

Hoa chat bo trg EOX 6 chu ky
(85-100% liéu)

A 4

Danh gia tac dung
phu cua phac do

Theo di sau diéu tri:
thong tin qua kham lai va goi
dién cho bénh nhan, nguoi nha
hodc nhan vién y té co s

Y

Pénh gia song thém.
CAc yéu tb tién lugng
lién quan song thém
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Pic diém 1am sang, cin lam sang

3.1.1. Tuédi va gidi

Pac diém bénh nhan

70
60
50
40
30
20
10

/ \ —— Nam
2N - NU

9%@1

<30 30-39 40-49 50-59 60-69 270

Biéu d0 3.1: Phan bo tudi va giéi cia nhom bénh nhan nghién ciu

Nhan xet:

Tudi trung binh 14 53,3 + 9,7. Thap nhat 14 27, cao nhat 14 74.

Nhom tudi thuong gap tir 50-59 chiém ty 1& cao nhat (48,0%). Chi c6
1,3% bénh nhan trong nhém <30 tuoi.

Nghién ciru gom 152 bénh nhan, 115 nam (75,6%) va 37 nit (24,4%); ty
€ nam/nix: 115/37 =3,1/1.
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3.1.2. Pdc diém 1am sang, cgn 1am sang
>  Thei gian tir IGc ¢6 triéu chimg dau tién dén khi vao vién:

Bdng 3.1: Thei gian tir 1Uc ¢ tridu chitng ddu tién dén khi vao vign

Thei gian biéu hign bénh S6 BN Ty 18 %
<3 thang 50 32,9
3-<6 thang 50 32,9
6-<12 thang 38 25,0
>12 thang 14 9,2
Téng sé 152 100

Nhan xét:

- Thoi gian tir khi xuat hién triéu ching dau tién cho téi khi kham va diéu
tri bénh trung binh 12 5,9 + 3,5 thang. S6m nhat dudi 1 thang va muon
nhat Ia 25 thang.

- Nhom bénh nhan kham phét hién bénh <3 thang chiém 32,9%, nhom phét
hién bénh trong khoang 3-<6 thang 1a 32,9% chiém ty ¢ cao nhat. 14 truong
hop chiém ty 1& 9,2% chan doan bénh sau 1 nam tir khi c6 triéu ching

dau tién.
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>  Biéu hién l1am sang

Bdng 3.2: Céc triéu chieng 1am sang

Triéu chirng S6 BN Ty 18 %
Pau bung thugng vi 146 96,0
O hoi, ¢ chua 77 50,7
Day bung, khé tiéu 40 26,3
Buon ndn, ndn 32 21,1
Chan an 23 15,1
Nudt nghen 2 1,3
NON ra mau 5 3,3
D1 ngoai phan den 18 11,8
Dau hiéu bung ngoai khoa 1 0,7
Gay sUt can 61 40,1

Nhan xet:

Triéu chimg 1am sang thuong gip nhat 1a dau bung thuong vi chiém
96,0%:; ¢ hoi, ¢ chua 50,7%; day bung, kho tiéu 26,3%:; budn nén, non
21,1%; chan an 15,1%.

C6 23 trudong hop biéu hién triéu chung cua xuat huyét tiéu héa (non ra
mau 5, dai tién phan den 18) chiém 15,1%. Cac biéu hién muon anh
huong toan than nhu gay sit can 40,1%. C6 1 trudng hop thung da day,

vao vién véi dau hiéu bung ngoai khoa.
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> Vi tri ton thwong u nguyén phat

Bdng 3.3: Vj tri tén thuwong

Vi tri khéi u S6 BN Ty 18 %
Tam vi - phinh vi 5 3,3
Than vi 5 3,3
Bo cong nho 33 21,7
Bo cong 16n 4 2,6
Hang vi - mén vi 103 67,8
Tham nhiém toan bo da day 2 1,3

Téng sé 152 100

Vi tri theo phan chia 1/3

1/3 trén 10 6,6
1/3 gitra 37 24,3
1/3 dudi 103 67,8
Tham nhiém toan bo da day 2 1,3

Téng sé 152 100

Nhan xet:

- Vi tri ton thuong hay gap nhat 12 hang - mén vi, chiém 67,8%. Tiép theo
la bo cong nho (21,7%).

- Céc vi tri khac déu it gap: tam - phinh vi 5 truong hop; than vi 5; bo cong

l6n 4. CO6 2 truong hop thAm nhiém toan bo da day.
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>  Kich thwéc ton thwong

Bdang 3.4: Kich thwéc téon thwong ciia u nguyén phat

Kich thuéc (cm) S6 BN Ty 18 %
<3,0 17 11,2
>3,0-<5,0 42 27,6
5,0-<7,0 74 48,7
>7,0 19 12,5
Tong so 152 100
Nhan xet:

- Kich thuéc u trung binh 14 5 cm. Lén nhét c6 trudng hgp 10cm.

- Kich thuéc u 5-<7 cm chiém phan 16n s6 trudng hop (48,7%).

> Hinh thai ton thwong

Bdng 3.5: Hinh thai dai thé ton thuwong

Tinh chat dai thé S6 BN Ty 18 %
Loét 54 35,5
Sui 6 3,9
Tham nhiém 5 3,3
Loét - sui 67 44,1
Loét - tham nhiém 20 13,2
Téng sé 152 100




S7

Nhan xét:

- Ton thuong dai thé dang loét - sti chiém phan 16n voi 44,1%. Tiép theo
|a thé loét chiém 35,5%.

- Thé loét - tham nhidm la 13,3%. Thé sui va thé tham nhiém it gap hon ca.

> M6 bénh hoc

Bdng 3.6: Péc diém md bénh hec

Pic diém S6 BN Ty 18 %
UTBM tuyén 115 75,7
- Biéthda cao 7 4,6
- Biéthbavua 49 32,3
- Biét hoa thap 59 38,8
UTBM té bao nhin 37 24,3
Téng sé 152 100

Nhan xet:

- Loai UT biét héa thap va biét hoa vira chiém ty 1& cao nhat lan luot 12
38,8% va 32,3%. Loai UTBM té bao nhan ciing chiém ty I¢ 16n véi 37
truong hop, chiém 24,3%.
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>  Mikc dj ton thwong

Bdng 3.7: Phan bé bénh nhan theo mike dé Xam ldn u va di cin hach

Mirc dd ton D xam ldn u
thuong T4a T4b Téngsd | %
BN % BN %
Di can hach
NO 34 22,4 9 5,9 43 28,3
N1 30 197 | 23 15,1 53 34,9
N2 15 9,9 17 11,2 32 21,0
N3 10 6,6 14 9,2 24 15,8
Tong sé 89 58,6 63 41,4 152 100
v?>=12,159 p=0,007
Nhan xet:

Tén thuong lan tran xam 14n téi thanh mac nhung chua xam 14n tang 1an can
(T4a) chiém chil yéu véi ty 1é 58,6%. 63 truong hop ton thuong xam 14n qua
thanh mac t6i cac tang 1an can (T4b) chiém 41,4%.

109 bénh nhén da co di can hach (71,7%); 54 bénh nhan di can hach N1
(34,9%). C6 24 trudng hop bénh nhan di can tir 7 hach tré 1én (15,8%).

Trong nhém T4a c¢6 55/89 bénh nhan co di can hach (61,8%), chi yéu la N1.

Nhom T4b c6 54/63 bénh nhén ¢ di can hach (85,7%), phan b kha déu tur
N1-N3. Sur khéc biét co ¥ nghia théng ké véi p=0,007.
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Bdng 3.8: Lién quan vi tri u véi di can hach

Chua di can Di can hach
Vi tri u Tong sé %
BN % BN %
1/3 trén 3 30,0 7 70,0 10 100
1/3 gitra 11 29,7 26 70,3 37 100
1/3 dudi 29 28,2 74 71,8 103 100
Tham nhiém 0 0 2 100 2 100
toan bo da day
Tong sé 43 283 | 109 | 71,7 152 100
v2=0,842 p=0,839
Nhan xet:

- CA&c bénh nhén u vi tri 1/3 trén c6 70% cac trueong hop di can hach; 1/3
gitra ¢6 70,3% di can hach; 1/3 dudi 71,8% di can hach; bénh nhan u
tham nhiém toan bo co6 ca 2/2 trudng hop di cin hach.

Sy khéc biét vé di can hach theo vi tri ton thuong khong co y nghia thong
ké Vi p=0,839.
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Bdng 3.9: Lién quan kich thwoc u Vi di can hach

Kich thwéc ton | Chua di cin Di can hach
thwong hach Téng sb %

BN % BN %
u <3cm 8 47,1 9 52,9 17 100
u >3-<5cm 19 45,2 23 54,8 42 100
u=5-<7cm 15 20,3 59 79,7 74 100
u=7cm 1 5,3 18 94,7 19 100
Tong sé 43 283 | 109 | 71,7 152 100

v?>=16,211 p=0,001

Nhan xet:

- Cac bénh nhén kich thudc u <3cm cb 52,9% cac truong hop di can hach;
u >3-<5cm c6 54,8% di can hach; u = 5-<7cm ¢6 79,7% di can hach; vai

u=>7cm c0 94,7% truong hop di can hach.

Mtic d6 di cin hach ting dan theo kich thudc u. Su khac biét co ¥ nghia
thng ké vai p=0,001.
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Bdng 3.10: Lién quan hinh thai tén thwong véi di cin hach

Chua di can Di can hach
Tinh chét dai hach Téngsd | %
thé BN % BN %
Loét 15 27,8 39 72,2 o4 100
Sui 1 16,7 5 83,3 6 100
Tham nhiém 3 60,0 2 40,0 5 100
Loét - sui 19 28,4 48 71,6 67 100
Loét - tham 5 25,0 15 75,0 20 100
nhiém
Téng sé 43 283 | 109 | 71,7 152 100
2=2,992 p=0,559
Nhan xet:

Ty I¢ di can hach giita c4&c nhdm bénh nhan theo hinh thai dai thé khong

c6 su khac biét vai p=0,559.
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Bdng 3.11: Lién quan dg biét hoa mo6 bénh hec véi di can hach

Chua di can Di can hach Tong
M6 benh hoc hach 01 9
BN % BN %
Biét hda cao 4 57,1 3 42,9 7 100
Biét hoa vira 12 27,1 37 72,9 49 100

Kém biét hoa 13 22,1 46 77,9 59 100

UTBM chénhay | 14 37,8 23 62,2 37 100

Tong sé 43 28,3 109 | 71,7 152 100
¥2=6,022 p=0,111
Nhan xet:

Ty 1€ di can hach gitra cAc nhém bénh nhan theo su biét héa moé bénh hoc

khong co su khac biét véi p=0,111.
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>  Dic diém phiu thuat

Bdng 3.12: Péc diém bénh nhéin dwoc phdu thudt triée cdn truéc hoa tri

S6 Bn Ty 18 %
Mite dg phdu thudt 154 100
Phau thuat cat toan bo da day 21 13,6
Phau thuat cat ban phan da day 133 86,4
Tang cit bé cung da day khi bi xam lan (T4b) 63 41,4
Tuy 6 3,9
Thuy gan 1 0,6
bali trang ngang 6 3,9
Tuy va lach 3 1,9
bai trang ngang + Tuy 1 0,6
bai trang ngang + Tuy + Lach 1 0,6
Tong so 18 28,6
Nhan xet:

Theo vi trf va mic do ton ¢ 21 truong hop dugc cit da day toan bo, 133

trudng hop cét ban phan da day.

Tang duoc phau thuat khi u nguyén phéat xam lan c6 18 truong hop chiém
28,6% c4c bénh nhan nhom u T4b. Bao gom: thily gan, tuy, lach, dai trang
ngang va nhiing truong hop cat phdi hop nhiéu tang bi xam lan. Gap nhiéu

nhat 13 tuy (11 truong hop) va dai trang ngang (8 trudng hop).
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»  Giai doan bénh

Bdang 3.13: Phan bé bénh nhan theo giai doan T.N.M ciia AJCC

Giai doan S6 BN Ty 18 %
11B 34 22,4
A 30 19,7
1B 47 30,9
[]e 41 27,0
Téng sé 152 100

Nhan xet:

- Phan bd giai doan bénh theo TNM cho thay: giai doan IIA (T4a, N1) it
nhét véi 19,7%. Gap nhiéu nhat nhém bénh nhén giai doan 111B (T4a, N2
va T4b, NO-1) véi 30,9%, giai doan 11B (T4a, NO) 14 22,4% va I1C (T4a,
N3 va T4b, N2-3) 14 27,0%.

3.2. Piéu tri
3.2.1. Piéu tri hoa chat

T4t ca cac bénh nhan sau phau thuat triét can 6n dinh dugc chuyén
diéu tri hoa chat bo tro phac 6 EOX sau 3-4 tuan. Liéu luong dugc diéu
chinh theo dién tich da co thé véi tirng loai hoéa chat. Cac bénh nhan déu
duoc diéu tri du liéu theo phac dd (>85% liéu thudc hoa chat) va du liéu
trinh 6 chu ky. Trong nghién ctru c6 152 bénh nhan du tiéu chuan duoc diéu tri

tong s6 912 chu ky hda chat.
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Bdng 3.14: Liéu thuéc trong diéu tri

Liéu hda chat 85%-<100% 100% Tong sb
BN % BN % BN %
Chu ky 1 92 57,9 60 | 42,1 | 152 | 100
Chu ky 2 81 53,3 71 | 46,7 | 152 | 100
Chu ky 3 72 46,7 80 | 52,6 | 152 | 100
Chu ky 4 73 48,0 79 | 519 | 152 | 100
Chu ky 5 75 49,3 77 | 506 | 152 | 100
Chu ky 6 78 51,3 74 | 48,7 . 152 | 100
Téng sb 471 | 516 | 441 | 484 | 912 | 100

Nhan xet:

- Tét ca céc bénh nhan duoc diéu tri du lidu 1y thuyét (>85% liéu thudc).
Tuy nhién liéu diéu tri thuc té thay doi dua trén thé trang, kha nang hap
thu dinh dudng cua bénh nhan.

- 48,4% diéu tri du liéu ti da (100%). Chu ky 1 6 ty Ié bénh nhan diéu tri
licu toi da thap nhat. Ty 1é st dung liéu toi da cao nhat & chu ky 3 va 4
(52,6% va 51,9%).
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3.2.2. Pgc tinh ciia phdc do hoa chat

Bdng 3.15: Pgc tinh trén huyét sdc té qua méi chu ky diéu tri

Poc tinh Po 1 P 2 P 3 Tong sé
Chuky |[Tansé| % |Tansdé| % |Tansé| % |Tansd| %
Chukyl 50 329 26 171 4 26 80 526
Chuky2 53 349 27 178 5 33 8 559
Chuky3 56 368 26 171 3 20 8 559
Chuky4 55 362 25 164 O 0 80 52,6
Chuky5 50 329 20 132 2 13 72 474
Chuky6 60 395 17 112 0 0 77 50,7
Nhan xet:

Poc tinh trén huyét sac t6 qua timng chu ky chiém ty 1¢ kha cao (55,9%).
Mtc d6 gap ha do 1 1a chu yéu (36,8%). Do 3 rat it va khong gap do 4.

Bdang 3.16: Pgc tinh trén bach cdu qua méi chu ky diéu tri

Poc tinh P 1 Do 2 P 3 Tong sb
Chuky |[Tansé| % |Tansé| % |Tansé| % |Tansé| %
Chu ky 1 25 16,4 9 59 1 0,7 35 23,0
Chu ky 2 36 23,7 11 7,2 1 0,7 48 31,6
Chu ky 3 30 19,7 13 8,6 3 2,0 46 30,3
Chu ky 4 33 21,7 7 4,6 5 3,3 45 29,6
Chu ky 5 31 20,4 7 4,6 1 0,7 39 25,6
Chu ky 6 29 19,1 3 2,0 2 1,3 34 22,4
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Nhan xét:

- Pac tinh trén bach cau qua tirng chu ky vira phai (22,4%-31,6%).

_ Chu yéu doc tinh do 1 (16,4%-21,7%) va mot ty & nho d6 2 (2,0%-8,6%).
Poc do 3-4 gap ty 18 it (0,7%-3,3%).

Bdng 3.17: Pgc tinh trén bach cdu hgt qua méi chu ky diéu tri

Poc tinh Po 1 Do 2 Do 3 Do 4 Tong sb

Chuky | Tan| % |Tan| % |Tan| % |Tan| % | Tan | %

s s s s s

Chukyl 31 204 21 138 17 112 2 13 71 46,7

Chuky2 28 184 31 204 25 164 3 20 87 572

Chuky3 36 237 27 178 22 145 6 39 92 598

Chuky4 28 184 35 230 18 118 1 0,7 84 539

Chuky5 28 184 28 184 20 132 3 20 79 519

Chuky6 53 349 15 99 9 59 O 0 77 50,6

Nhan xet:

- Dac tinh trén BC hat qua cac chu ky & mae d6 kha cao (46,7%-59,8%).

- Cha yéu doc tinh d6 1 (18,4%-34,9%) va do 2 (9,9%-23,0%). Poc do 3 it
hon (5,9%-16,4%). Po 4 gap rat it (0,0%-3,9%).



68

Bdng 3.18: Péc tinh trén tiéu cau qua méi chu ky diéu tri

Poc tinh Po 1 Do 2 Po 3 Tong sb
Chuky |Tansé| % |Tansé| % |Tansé| % |Tansé| %
Chu ky 1 1 0,7 0 0 0 0 1 0,7
Chu ky 2 1 0,7 0 0 1 0,7 2 1,3
Chu ky 3 2 1,3 0 0 0 0 2 1,3
Chu ky 4 7 4,6 0 0 0 0 7 4,6
Chu ky 5 7 4,6 0 0 1 0,7 8 5,3
Chu ky 6 3 2,0 1 0,7 0 0 4 2,6

Nhan xet:

- Dac tinh trén tiéu cau qua tieng chu ky rat hiém gap (0,7%-5,2%).
- Cha yéu gap ty 18 rat nho doc tinh do 1 (0,7%-4,6%) va c6 1 truong hop
doc tinh d6 2, 2 truong hop doc do 3 (1,3%).

Bdng 3.19: Pgc tinh chung trén huyét hec qua 6 chu ky diéu tri

Cac chi sb

Huyétsicto 324 355 141 154 14 15 479 524

Bach cau 184 20,2 50 5,5 13 1,4 247 27,1

BC hat 204 224 157 172 126 138 487 53,3

Tiéu cau 21 2,3 1 0,1 2 0,2 24 2,6
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Nhan xét:

- Trong ca 6 chu ky héa chat, doc tinh giam BC hat gap nhiéu nhat
53,3% trong d6 chi yéu ¢ mic d6 nhe (do 1, 2) véi ty 18 39,6%.

- Dong BC ¢6 27,1% giam, d6 3 1a 1,4%, khong cé giam BC d¢ 4.

- Doc tinh véi HST xay ra ¢ 52,4% trudng hop chi yéu & mic do nhe 1, 2.

- Doc tinh véi TC rat it véi chi 2,6%. Khdng cd biéu hién ha TC muac do

nang.

Bdang 3.20: Pgc tinh trén men gan GOT qua méi chu ky diéu tri

Poc tinh Po 1 Do 2 Po 3 Tong sb

Chuky |Tansé| % |Tansé| % |Tansé| % |Tansé| %

Chu ky 1 ) 3,3 1 0,7 0 0 6 3,9

Chu ky 2 11 7,2 0 0 1 0,7 12 7,9

Chu ky 3 18 11,8 6 3,9 1 0,7 25 16,4

Chu ky 4 20 13,2 4 2,6 0 0 24 15,8

Chu ky 5 20 13,2 2 1,3 1 0,7 23 151

Chu ky 6 8 5,3 1 0,7 0 0 9 59

Nhan xet:

- Dac tinh trén men gan GOT qua tung chu ky it gap (3,9%-16,4%).

- Cha yéu gap doc tinh do 1 (3,3%-13,2%). Chi ty & rat nho doc tinh d6 2
(0,0%-3,9%). Khong gap doc tinh do 4.
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Bdang 3.21: Pgc tinh trén men gan GPT qua méi chu ky diéu tri

Poc tinh Po 1 Do 2 Po 3 Tong sb

Chuky |Tansé| % |Tansé| % |Tansé| % |Tansé| %

Chu ky 1 5 3,3 1 0,7 0 0 6 3,9

Chu ky 2 8 5,3 0,7 0,7 10 6,6

Chu ky 3 17 11,8

1
2,6 1 0,7 25 16,4
0

Chu ky 4 11 7,2 2,6

Chu ky 5 11 7,2 2,0 1 0,7 15 9,8

o w s~ B~ P

Chu ky 6 7 4,6

Nhan xet:

- Dac tinh trén men gan GPT qua ting chu ky it gap (3,9%-16,4%).

- Cha yéu gap doc tinh do 1 (3,3%-13,2%). C6 ty 1& rat nho doc tinh d6 2
(0,0%-2,6%). Khdng gap doc tinh do 4.

Bdng 3.22: Déc tinh chung trén chizc nang gan - th@n qua 6 chu ky

Cac chi s6
Tansé| % |Tansdé| % | Tansé| % |[Tansé| %

SGOT 84 9,2 14 1,5 3 0,3 101 11,0
SGPT 61 6,7 13 1,4 3 0,3 77 8,4
Uré 19 2,0 4 0,4 0 0 23 2,5

Creatinine 16 1,7 2 0,2 0 0 18 19
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Nhan xét:

- Doc tinh trén gan gap voi ty 1& thap: tinh chung 9,6% s6 truong hop
c6 tang men gan. Tang men gan SGOT, SGPT d6 1 tuong ung la
9,2% va 6,7%; tang d6 3 la 0,3%. Khong gap do 4.

- Phac dd diéu tri rat it gay anh huong téi chirc ning than do cac san pham
chuyén hda khi qua than 1a chit khong doc véi co thé. Do d6 chi tinh

chung qua ca 6 chu ky diéu tri.

Bdng 3.23: Pgc tinh gay busn ndn qua mai chu ky diéu tri

Poc tinh Po 1 Do 2 Po 3-4 Tong s6

Chuky |Tans6| % |Tansé| % |Tansé| % |Tanso| %

Chu ky 1 25 16,4 13 8,5 5 3,3 43 28,3

Chu ky 2 29 19,0 14 9,2 6 3,9 49 32,2

Chuky 3 33 21,7 17 11,2 7 4,6 S7 37,5

Chu ky 4 34 22,4 16 10,5 5 3,3 55 36,2

Chu ky 5 35 23,0 15 9,8 5 3,3 55 36,2

Chu ky 6 31 20,4 16 10,5 6 3,9 53 34,8

Nhan xet:

- Poc tinh gay budn ndn qua cac chu ky gap kha pho bién (28,3%-37,5%).

- Phan 16n gip doc tinh do 1 (16,4%-23,0%). C6 ty 18 rat nho doc tinh do
3-4 gy anh huong toi kha nang an ubng cua nguoi bénh (3,3%-4,6%).

- Muc d6 budn ndn qua cac chu ky khdng khac biét.
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Bdang 3.24: Pgc tinh gay ndn qua méi chu ky diéu tri

Poc tinh Po 1 Do 2 Pj 3-4 Tong sb

Chuky |[Tansé| % |Tansé| % |Tansé| % |Tansd| %

Chu ky 1 17 111 8 5,2 0 0 25 16,4

Chu ky 2 18 11,8 11 7,2 1,3 31 20,4

2
Chu ky 3 21 13,8 13 8,9 2 1,3 36 23,7
0

Chu ky 4 19 12,5 10 6,5 0 29 19,0

Chu ky 5 20 13,1 12 79 1 0,7 33 21,7

Chu ky 6 17 11,1 11 7,2 1 0,7 29 19,0

Nhan xet:

- Dac tinh gay nbn gap vai ty 1€ khdng cao (16,4%-23,0%).

- Phan 16n gap doc tinh do 1 (11,1%-13,8%). Gap do 2 it (5,2%-8,5%).
Chi c6 ty 18 rat nho doc tinh do 3-4 (0%-1,3%).

Bdang 3.25: Pgc tinh tieu chay qua méi chu ky diéu tri

Poc tinh P 1 Do 2 Do 3 Tong sb

Chuky |[Tansé| % |Tansé| % |Tansé| % |Tansd| %

Chu ky 1 15 9,8 9 59 5 3,2 29 19,0

Chu ky 2 17 11,1 5,3 2,6 29 19,0

Chuky3 10 65

1,3 16 10,5

4
3,9 4 2,6 20 13,1
2
2

Chu ky 5 8 5,3 3,9 1,3 16 10,5

8
6
Chu ky 4 9 59 5 3,2
6
S)

Chuky6 8 53 3,2 1 07 14 92
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Nhan xét:

- Biéu hién gay tiéu chay qua tirng chu Ky it gap (9,2%-19,0%).

- Chu yéu gap ¢ do 1 (5,3%-11,1%). CO ty 1& nho do 2 (3,2%-5,9%).
Khéng cd do6 4, do 3 it gap (0,7%-3,2%).

Bdng 3.26: Pgc tinh gay héi chirng ban tay - chan qua méi chu ky diéu tri

Poc tinh P 1 Do 2 Po 3 Tong sb

Chuky |Tansé| % |Tansé| % |[Tansé| % |Tansé| %

Chukyl 11 7,2 2 1,3 0 0 13 8,5

Chuky2 14 9,2 5 3,2 0 0 19 12,5

Chuky3 25 16,4 10 6,5 3 2,0 38 25,0

Chuky4 27 17,7 12 7,9 4 2,6 43 28,3

Chuky5 29 19,1 13 8,5 5 3,3 47 30,9

Chuky6 29 19,1 14 9,2 2 1,3 45 29,6

Nhan xet:

- Hoi chitng ban tay - ban chan gap ¢ mtc do thap (8,5%-30,9%).

- Thuong gap ¢ gap do 1 (7,2%-19,1%). b6 2 it gap (1,3%-8,5%). Chi ty
1& rat nho doc tinh d6 3 (0,0%-2,6%). Khong gap do 4.

- Céc biéu hién thuong xuat hién nhiéu ¢ nhiing chu ky sau. Poc tinh nang nhur

d6 3 chi gap sau khi diéu tri vai chu ky.
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Bdng 3.27: Péc tinh trén than kinh ngogi vi qua méi chu ky diéu trj

Poc tinh Po 1 Do 2 Do 3 Tong s6
Chuky |Tansé| % |Tansé| % |Tansé| % |Tansé| %
Chu ky 1 25 164 12 79 0 0 37 243
Chu ky 2 28 184 16 105 1 07 45 296
Chu ky 3 33 21,7 19 125 3 20 55 36,2
Chu ky 4 35 230 21 138 4 26 60 395
Chu ky 5 35, 230 23 151 4 26 62 408
Chu ky 6 36 237 24 158 3 20 63 414

Nhan xet:

- Dac tinh trén than kinh ngoai vi & mtc do vira phai (24,3%-41,4%).
- Cha yéu gap doc tinh do 1 (16,4%-23,7%). Ty lé taing & nhiing chu ky
sau. Chi ¢6 ty 18 nho d6 3 do lién quan liéu tich lily Oxaliplatin.

Bdang 3.28: Cac tac dung phu trén 1am sang chung qua 6 chu ky diéu tri

) P 1 Do 2 P 3-4 Tong s6
Cac chi so — — — —
Tan so % Tanso| % |Tanso| % |[Tanso| %
Budn nén 187 | 205 | 91 9,8 34 | 37 | 312 | 342
NoOn 112 | 12,3 65 7.1 6 0,6 183 | 20,1
Tiéu chay 67 7.3 39 4.3 18 1,9 124 | 13,6
H/c ban tay -
135 | 148 56 6,1 14 15| 205 | 225
chan
TK ngoai vi 192 | 210 | 115 | 12,6 16 1,7 | 323 | 354
Nhan xét:

- Trong ca 6 chu ky hoa chat, biéu hién budn nén va non thuong gap

(34,2% va 30,1%) nhung chii yéu ¢ mirc d6 nhe va vira, Mot sb it trudng
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hop budn nén va ndn nhiéu anh huong dén kha ning an udng (3,7% va
0,6% & do 3).

Tiéu chay chi gap ¢ 13,6% cac trudng hop, phan 16n & mac do nhe
khong anh huong dén liéu trinh diéu tri.

Hoi ching ban tay - chan gap & 22,5% sé truong hop va chu yéu & do 1,
2. Xuat hién ting 1én & nhiing chu ky sau va hau hét khong anh huong
diéu tri.

Poc tinh than kinh ngoai vi gap 35,4% cac truong hop. Chu yéu o
muc do 1, 2.

Bdng 3.29: Anh hweéng ciia déc tinh Ién qud trinh diéu tri

Potl | Bot2 | Bot3 | botd4 | Bot5 | Pot6
Sé lan dirng diéu tri
Do ha huyét sic t6 14 11 8 3 4 2
Do ha tiéu cau 0 1 0 0 1 1
Do ha bach cau 3 5 7 4 2 0
S6t ha bach cau 0 0 1 0 0 0
Do tang men gan 1 2 7 4 4 1
Sé ngay dirng diéu tri
Do ha huyét sic tb 4 4 3 2 1 1
Do ha tiéu cau 0 1 0 0 1 6
Do ha bach cau 2 2 3 1 1 0
S6t ha bach cau 0 0 3 0 0 0
Do tdng men gan 6 7 7 6 6 6
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Nhan xét:

nhiéu nhat va chu yéu ¢ nhitng chu ky dau do anh huong sau phau
thuat cit da day, bénh nhan chua 6n dinh tiéu hoa, hap thu kém. S6 ngay

dirng diéu trj trung binh do ha huyét sic t6 dai nhat thuong ¢ chu ky 1 va

2 (4 ngay).

Trong 912 chu ky hoéa chat. Sé lan dung diéu tri do huyét sic té gap

- Chico 1 lan dung diéu tri do ha tiéu cau kéo dai 6 ngay do ha d6 2.

- S6 ngay dung diéu tri trung binh do ha bach cau dai nhat ¢ chu ky 3 (4
ngay), sau dung G-CSF hoi phuc nhanh chéng.

- Chic6 1 truong hop sét do ha bach cau hat ning nhung sau 3 ngay dung
khang sinh va G-CSF da hoi phuc hoan toan.

- S6 ngay dimng diéu tri trung binh do ting men gan thuong kéo dai do phai

diéu tri ha men gan lau ngay.

3.2.3. Két qud diéu tri
3.2.3.1. Thoi gian song thém

> Séng thém toan bd

Bdng 3.30: Séng thém toan bé theo nim

léch chuén (thang)

Séng thém theo Kaplan - Meier 3 ndam 4 nam 5 nim
S6 tir vong tich lity 58 74 77
Ty & sdng thém tich liy (%) 61,8 50,7 48,1
Thoi gian séng trung binh + d6
s s s ' 50,3+2,0
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sS6ng thém toan bd
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Théi gian (thang)

Biéu d@d 3.2: S6ng thém toan bd
Nhan xet:

Thoi gian theo di bénh nhén sau diéu tri tir 36 thang dén 78 thang, trung
binh 54 thang, cho két qua:
- Thoi gian séng thém toan b trung binh 12 50,3 + 2,0 thang.

- Ty Ié sbng thém toan b sau 3 nim, 4 ndm va 5 nam wdc tinh twong GtNg

la 61,8%; 50,7% va 48,1%.



>  Séng thém khong bénh
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Bdng 3.31: Song thém khdng bénh theo néim

Séng thém theo Kaplan - Meier 3 nim 4 nam 5 ndm
S tai phat tich lity 70 76 82
Ty 1é séng thém tich liy (%) 53,9 49,8 42,9
Thoi gian sdng trung binh + d6 1éch
, 46,2 +2,2
chuan (thang)

Soéng thém khaong bénh
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Biéu do 3.3: Thoi gian séng thém khdng bénh
Nhan xet:

Thoi gian theo di bénh nhén sau diéu tri tir 36 thang dén 78 thang, trung
binh 54 thang, cho két qua:
- Thoi gian séng thém khong bénh trung binh 13 46,2 + 2,2 thang.
- Ty lé séng thém khdng bénh sau 3 nim, 4 nam va 5 nam udc tinh twong
ung la 53,9%; 49,8% va 42,9%.
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3.2.3.2. Cdc yéu té lién quan dén thoi gian song thém
>  Séng thém lién quan tuoi

Bdng 3.32: Song thém toan bé theo tudi

Do tudi S6 BN Tirvong | 5nim (%) Y2-p
<60 113 59 46,4 v2=0,171
>60 39 18 53,7 p =0,679

S6ng thém theo tudi

1.0
— 1= 50 tuai

T==60tual
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0.5
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em
=
o

1

th

=]
i
1

é séng

Ty

0.25

0.05

0o 200 4IZ:.EI 0.0 0.0
Théi gian (thang)
Biéu dd 3.4: Séng thém theo dd tudi bénh nhan
Nhan xét:
- Su khac biét vé ty I& sdng thém toan bo giira 2 nhdm tudi >60 va <60 1a

khdng c6 y nghia théng ké véi p >0,05.
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>  Séng thém lién quan giéi

Bdng 3.33: Séng thém toan bé theo gidi

Giéi S6 BN Tirvong | 5nim (%) v2-p
Nam 115 60 48,2 x2 =0,440
Nit 37 17 472 p=0,507

S6éng thém theo gioi

1.0 1.
! —TNam
0.8 L - ——MNam-censored
| ——Mu-censored
L :
0.6 _LLH_ Lo
== M  ETES
x 41‘4|- -t
rli- e
0.4
0.2
0.0
| I I I I
oo 20.0 40.0 60.0 80.0

Théi gian (thang)

Biéu @6 3.5: S6ng thém toan b theo giéi

Nhan xét:
- Su khéc biét vé ty 1¢ sbng thém toan bo gitra nam va nit khong c6 y nghia
thdng ké vai p >0,05 (p=0,507).
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> Séng thém lién quan vi tri u

Bdng 3.34: Song thém toan bé theo vi tri u

Vitriu S6 BN Tirvong | Snim (%) |  x2-p
1/3 trén 10 8 30,0 ¥2 =7,949
1/3 gitra 37 18 50,3 p =0,047
1/3 dudi 103 49 50,7

Tham nhiém toan bo 2 2 0

S6ng thém lién quan vi tri u

1.0
1 143 trén

U 1/3 gicta
—J 143 dudi

—Tham niém toan
LTJ;L{ s

0.8

0.6

Tylé %
{

0.4
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|
40.0 G60.0

Thei gian (thang)
Biéu @6 3.6: S6ng thém toan bé theo vi tri u

Nhan xet:

- Cac nhoém bénh nhan u & 1/3 trén, gitta, dudi va tham nhidm toan bo 1an
luot ¢6 ty 16 séng thém toan bo 5 nam 30,0%: 50,3%; 50,7%; 0,0%.
Thai gian séng thém trung binh 1a 42,7 + 5,8 thang; 47,3 + 3,0 thang;
50,9 £ 2,5 thang; 20,5 £ 9,5 thang.

- Su khéc biét vé ty 18 séng thém toan bo gitta cac nhém theo vi tri ton
thuong nguyén phét 1a c6 ¥ nghia théng ké véi p <0,05.
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>  Séng thém lién quan kich thwéc u

Bdng 3.35: Song thém toan bé lién quan kich thwéc khéi u

Kich thuée (cm) | S6BN Tievong | 5niam (%) v2-p
<3.0 17 6 61,8 42 =6,207
> 3,0-<5,0 42 18 56,2
5,0-<7,0 74 40 45,3 p=0,102
>7,0 19 13 31,6

Sé6ng thém theo kich thuéc u

1.0 1
L-‘i- ! —u ==3cm

Ty =3-<bcm
—Tu=5-<Tcm
I lu==7cm

U ==3cm-
—+ censared
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—pu=>= Tom-

censored

0.5

0.6

Ty 16 %

0.4

0.2

0.0

0.0 200 40.0 60.0 80.0
Thei gian (thang)

Biéu dd 3.7: S6ng thém toan b theo kich thudéc khoi u

Nhan xet:

- Cac nhom bénh nhan cé kich thudc u nguyén phat <3 cm; >3-<5 cm; 5-
<7 cm; >7cm ¢6 ty 1é séng thém toan bo 5 nim twong tng 61,8%;
56,2%; 45,3%; 31,6%. Thoi gian séng thém trung binh 1a 51,8 + 4,7
thang; 51,7 = 3,4 thang; 49,1 + 2,9 thang; 39,4 + 5,7 thang.

- Su khac biét vé ty 16 sbng thém toan bo giita cac nhom theo kich thudc
tén thuong 1a khong c¢6 ¥ nghia thong ké véi p >0,05.
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>  Séng thém lién quan hinh thai ton thwong dai thé

Bdng 3.36: Song thém toan bé theo hinh thai tén thuwong dai thé

Hinh thai ton thwong S6 BN Tévong | 5nam (%) Y2 - P
Sui 6 1 83,3
Loét 54 21 58,2 v2=12,049
Loét - Sii 67 37 41,4 p =0,017
Tham nhiém 5 3 40,0
Loét - Tham nhiém 20 15 29,2

S6ng thém theo hinh thai tén thuong

1.0
ML oét
— S0
—Tham nhiém
0.5 —I 1L oét - shi
—Lpét - tham nhiém
—censored
0.6 —censored
2 censared
- ——censored
E- censored
0.4
0.2 L—
0.0

T T
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Théi gian (thang)

Biéu do 3.8: Song thém toan b theo hinh thai ton thwong dai thé



Nhan xét:
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- Céc nhém bénh nhan theo hinh thai ton thuong dai thé: sui, loét, loét -

sUi, thAm nhiém, loét - tham nhiém c6 ty & song thém toan bo 5 nam
twong tng 83,3%:; 58,2%; 41,4%; 40,0%: 29,2%. Thoi gian séng thém
trung binh 63,6 + 4,8 thang; 56,0 + 3,1 thang; 47,7 = 3,1 thang; 31,6 +
6,9 thang; 37,2 * 4,8 thang.

- Su khéc biét vé ty Ié séng thém toan bo giita cac nhdm theo hinh théi ton

thuong dai thé 12 r rét véi p <0,05.

> Séng thém lién quan dé biét hda mo hec

Bdng 3.37: Séng thém toan bé theo dg biét hda md hec

Loai md hec S6 BN Téevong |Snam(%)| x2-p
UTBM biét héa cao 7 1 85,7 v2=11,661
UTBM biét héa vira 49 18 59,8
UTBM kém biét héa 59 38 35,8 p =0,0009

UTBM TB nhan 37 20 45,2
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Séng thém lién quan mo hoc
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Biéu dd 3.9: S6ng thém toan b theo d¢ biét hda md hoc

Nhan xét:

- Cac nhdm bénh nhan chia theo do biét hda mé bénh hoc: UTBM biét hoa
cao, vira, kém biét hoa va tip té bao nhan co ty lé séng thém toan bo 5
nim tuong tng 85,7%; 59,8%; 35,8%; 452%. Thoi gian séng thém
trung binh 61,7 + 2,1 thang; 56,7 + 3,5 thang; 42,9 + 3,2 thang; 48,1 +
3,9 thang.

- Su khéc biét vé ty Ié sdng thém toan bo gitra cac nhém theo mé hoc 1a rd

rét véi p <0,05.
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> Séng thém lién quan d¢ xam Ian caa khéi u

Bdang 3.38: Séng thém toan bé theo xam lan u

Xam lanu S6 BN Tievong | 5niam (%) Y2-p
T4a 89 36 59,5 ¥2=9,657
T4b 63 41 33,5 p=0,002

So6ng thém theo xam lan u
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Biéu do 3.10: Song thém toan bd theo xam lan u
Nhan xet:

- NhAém bénh nhan u xam l4n thanh mac (T4a) va cau trdc 1an can (T4b)
c6 ty 18 séng thém toan bo 5 nim tuwong wng 59,5%; 33,5%. Thoi gian
séng thém trung binh 61,7 + 2,1 thang va 56,7 + 3,5 thang

- Su khéc biét vé ty 1¢ séng thém toan bo theo mic d6 xam lan u 12 rd rét
Véi p <0,05.
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>  Séng thém lién quan tinh trang di cin hach
Bdng 3.39: Song thém toan bé theo tinh trang di cin hach

Di ciin hach S6 BN Tirvong | Snim (%) | x2-p
Chua di can hach 43 9 78,0 x?=19,985
C6 di can hach 109 63 36,6 p=0,000

séng thém va di can hach
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Biéu do 3.11: Song thém toan b theo tinh trang di ciin hach

Nhan xet:

- Nh6m bénh nhan chua di cin hach va di di can hach c6 ty 1& sbng thém
toan bo 5 nam twong Gng 78,0%; 36,6%. Thoi gian song thém trung
binh 65,5 £ 2,5 thang va 44,1 £ 2,4 thang.

- Su khac biét vé ty Ié song thém toan bo giita nhdm chua di can hach va

nhom da di can hach la ré rét véi p <0,05.
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> Séng thém lién quan mirc dd di ciin hach

Bdng 3.40: Séng thém toan bé theo mirc dé di cin hach

Mite d9 di cin hach | S6BN | Tirvong | 5nim (%) Y2-p
NO 43 9 78,0 ¥2=24,907
N1 53 30 44,1 p=0,000
N2 32 19 38,2
N3 24 19 20,8

Séng thém lién quan murc do di can hach
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Biéu dd 3.12: S6ng thém toan bd theo mire dé di ciin hach
Nhan xet:
- Cé&c nhom bénh nhéan theo mirc d6 di can hach NO, N1, N2, N3 c6 ty 1¢é
séng thém toan bo 5 nam tuwong (tng 78,0%; 44,1%; 38,2%; 20,8%.
- Su khéc biét vé ty 18 séng thém toan bo giita nhdm bénh nhan theo mirc

d6 di can hach 12 r rét va c6 ¥ ngia théng ké véi p <0,05.
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>  Séng thém lién quan giai doan bénh

Bdng 3.41: Séng thém toan bé theo giai dogn bénh

Giai doan S6 BN Tievong | 5nim (%) Y2-p
1B 34 5 84,6 ¥2=23,857
A 30 15 51,3 p=0,000
1B 47 27 42,0
Mo 41 30 24,4

Song them lién quan giai doan bénh

—TIB

A

B

MC

—+|IB-censored

—lA-censored
IB-censored

= IC-censored

0.85

0.6

Ty 1é %

0.2

0.0

T
0o 200 400 600 g0.0

Thoi gian (thang)
Biéu dd 3.13: Song thém toan b theo giai doan bénh
Nhan xet:
- Bénh nhan thudc cac giai doan tir 11B, I11A, 1IB, I11C c6 ty Ié song thém
toan bo 5 nam tuwong tng 84,6%; 51,3%; 42,0%; 24,4%.
- Su khac biét vé ty Ié séng thém toan bo giira cac nhém bénh nhan theo

giai doan bénh 1a r6 rét vai p <0,05.
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>  Séng thém lién quan céc yéu td tién lwong qua phén tich da bién

St dung phuong trinh héi quy Cox, phan tich séng thém lién quan véi

mot sO yéu to tién lugng

Bdng 3.42: Cac bién c6 gia tri dw b4o nguy co tir vong

. Ty suat chénh | D tin cay (95%
Yeu to P
(OR) Cl)
Ton thwong dai thé 1,289 1,104-1,504 0,001
Biét héa mé hoc 1,460 1,111-1,918 0,007
Di ciin hach 3,004 1,331-6,962 0,008
Giai doan bénh 1,365 1,033-1,803 0,029
Nhan xet:

Khi phan tich da bién thi cac yéu t6 hinh thai ton thuong dai thé, muc do

biét hda md hoc, c6 di can hach hay khong va giai doan bénh 1a nhitng yéu tb

tién luong doc 1ap anh huong thoi gian séng thém (p<0,05).

Cac nhom hinh thai ton thuong dai thé c6 ty suat nguy co 1,289; khoang
tin cay 95% la 1,104-1,504; p=0,001.

Cac nhdm bénh nhan cd d6 md hoc biét hoa khac nhau cd ty suat nguy
co 1,460; khoang tin cay 95% la 1,111-1,918; p=0,007.

Tinh trang di can hach c6 ty suat nguy co 3,004; khoang tin cay 95% la
1,331-6,962; p=0,008.

Giai doan bénh cd ty suat nguy co 1,365; khoang tin cay 95% la 1,033-
1,803; p=0,029.
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CHUONG 4
BAN LUAN

4.1. Pic diém 1am sang, cin lam sang
4.1.1. Tuéi va gidi

Trong thoi gian nghién ctru ching t6i da lua chon dugc 152 bénh nhén
UTDD c6 u xam lan toi thanh mac, chua di can xa thudc giai doan 11B-111 (T4,

NO-3, M0). Cac bénh nhan sau khi dugc PT cat da day triét can, vét hach D2
dugc diéu tri hoa chat bo trg phac d6 EOX di 6 chu ky.

Tudi mac thap nhét 1a 27, cao nhat 74, tudi trung binh 53,3 £ 9,7. Ty &
mac bénh theo nhém tudi ting dan tir thap dén cao, nhdm 51-60 cd ty I¢ mac
cao nhat 1a 48,0%. Do tudi hay gap nhat 1a nhém tir 51-70 chiém ty ¢ 69,1%.
Cac nhom tuoi thap hon co6 ty Ié mac bénh thap hon. S6 lwong bénh nhan
nam: 115 (75,6%), nir: 37 (24,4%). Ty I¢ nam/ntx 1a 3,1/1.

Cac nghién cau vé dich t& va sinh bénh hoc UTDD cho thay Viét Nam 1a
nuéc cd ty 1é mic cao. Nguyén nhan do cac yéu té vé ché do an udng ciing
nhu nhiém HP. Chinh vi thé ma tudi cang cao thi thoi gian tiép xdc voi cac
yéu to nguy co cang nhiéu, ty 1é mac cang tang. Ty 1& mac bénh theo gigi trén
toan thé giéi ciing nhu Viét Nam déu c6 chung dic diém mac cao hon ¢ nam.
Ty thudc tirng nghién ctu cd su chénh léch vé gisi khac nhau. Diéu nay co
thé do nam gidi c6 nhiéu kha nang phoi nhiém vai cac yéu té nguy co cao doi
va6i bénh UTDD.

Theo cac nghién ctiu tai Viét Nam thi hau hét d6 tudi mac trung binh vao
khoang 50 tuoi trong d6 nhom tudi 50-60 chiém ty 1¢é cao nhat. C6 su khéc

biét trong cac nghién ctiu vé ty 1é mac bénh véi nam mic nhiéu hon nit.
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Trinh Thi Hoa (2009) gap tudi trung binh 50,3 + 9,7 (24-69). Thip hon
nghién ctu caa chlng to6i nhung d6 tudi 51-60 ciing chiém ty 1¢ cao nhat Ia
34,9%. Ty 1é nam/nix 1a 2,5/1 [113]. Cac nghién ctru khac ciing ¢o tudi mac
bénh twong ddng voi ching to6i nhu Nguydn Quang Thai (2010) tudi méc
trung binh 51,7 + 10,8 (22-82). P tudi 40-60 chiém chu yéu vai 75,5%. Ty 18
nam/nit 1,46/1 [118]. Trinh Hong Son (2001) 1a 54,6 + 24,5. B¢ tudi 41-70
chiém 74,51%, ty 1& nam/nix 1a 1,75/1 [49]. Nguyén Xuén Kién (2005) gap
tudi mac trung binh 55,52 + 12,9. P tudi gap chu yéu tir 51-70 chiém 49,3%,
ty 1& nam/nit 1a 1,72/1 [51]. Nguyén Thi Nguyét Phuong (2008) & nhdm bénh
nhan UTDD sém ciing khong khac biét véi tudi trung binh 13 53 + 10,5 (29-
76). Do tudi hay gap nhat 1a 46-60 tuoi (53,7%), ty Ié nam/nit 1a 1,32/1 [119].
T6 Nhu Hanh (2012) tudi trung binh 1a 52,7, ty 1& nam/nix 1a 1,72/1 [116].
Pham Duy Hién tudi 1a 53,7; ty 18 nam/nix 1a 1,75/1 [120].

Mot s6 tac gia gap tudi trung binh co cao hon d6i chat nhung co ban van
tuong dong nghién ctu caa ching toi nhu Bui Anh Tuyét (2003) dénh gia noi
soi cac bénh nhan UTDD diéu tri tai Bénh vién K tir 9/2002-6/2003 thay tudi
méc trung binh 1a 56,26; ty 18 nam/nit 1a 1,74 [121]. Vi Hai (2009) danh gia
két qua diéu tri trén nhdm 504 bénh nhan UTDD céc giai doan thay tudi mac
trung binh 1a 56,5 + 11,6, ty I¢ nam/nir ¢ su chénh léch it hon & muc 1,46/1
[111]. Piang Hoang An (2013) tudi trung binh 56,46 + 10,48, ty I& nam/nit c6
su chénh I&ch it hon chung t6i & mac 2,38/1 [117].

Barreto (2014) trong mot nghién ciu & An Do cling gap do tudi gan
tuong duong V§i do tudi trung binh 51 tudi. Nam nhiéu hon chiém 75% [122].

Nghién cuu cua Bang (2010) véi 1.035 bénh nhan UTDD giai doan 1l-
1B ¢ Han Quéc, Trung Quéc va Pai Loan thay tudi trung binh & khoang 56
(hhém phau thuat don thuan 1a 55,8 va nhém diéu tri bo tro 1a 56,1). Bénh

cling chi1 yéu gap & nam vai ty 1é chiém 70% (khoang 2,3/1) [42].
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Sasako (2008) trong mot nghién cau tai Nhat Ban gip tudi mac trung

binh cao hon & khoang 60 tudi. Nam ciing chiém ty 18 da sb, khoang 70% [68].

Nghién ctu tai cac nudc phat trién cho thay do tudi mac trung binh cao
hon nhu Cunningham trong nghién cau MAGIC (2006) gap tudi mac trung
binh 1a 62, ty 1& nam/nix 1a 3,7/1. Nghién ctu REAL-2 (2009) thi tudi mac
trung binh 1a 63, ty 1& nam/nit 1 4,1/1 [12],[13]. Tai Hoa Ky, theo théng ké
trong thoi gian 1992-1999 ciing cho thdy do tudi mac bénh va ty Ié gidi ciing

tuong tu khu vuc Chau A, tuy nhién ty 18 mic bénh thap hon nhiéu [1].
4.1.2. Pégc diém bénh hoc
4.1.2.1. Thoi gian biéu hién bénh

Cac bénh nhan trong nghién cau cé thoi gian tir khi xuat hién triéu
chung dau tién cho téi khi kham va diéu tri bénh trung binh 12 5,9 + 3,5 thang.
Nhom bénh nhan kham phét hién bénh <3 thang chiém 32,9%, nhém phat hién
bénh trong khoang 3-6 thang 1a 32,9% chiém ty 1é cao nhat. 14 truong hop chiém
ty 16 9,2% chan doan bénh sau 1 niam tir khi c6 triéu chung dau tién. Ca biét, co
truong hop bénh kéo dai da 1au, chi dén khi c6 biéu hién thang tang rong do hoai tir
tai khdi u da day bénh nhan méi vao kham va duoc phau thuat cap ciu. Két qua nay
ciing gan giéng véi cua Trinh Thi Hoa véi nhém <3 thang 1a 36,8% va nhom 3-
6 théng la 49% [113].

Lé Thanh Trung (2011) ciing gap ty I& 16n bénh nhan c6 thoi gian biéu
hién bénh trong khoang 3-6 thang (50,1%). Thoi gian mic bénh trung binh
cling ngan 13 4,6 + 3,1 thang. Hau hét cac bénh nhan c6 tién sir diéu tri ndi khoa
theo hudng viém loét da day cho dén khi kéo dai khong giam céc triéu ching méi

duoc noi soi sinh thiét chan doan bénh [115].

Vii Hai (2009) gap thoi gian biéu hién bénh trung binh cia UTDD trong

nhoém nghién ctru 1a 12,12 thang, cao hon so vdi nghién ctru cta chiing t6i va



94

cac tac gia khac nhu Trinh Hong Son (5,72 thang). Nhom bénh nhan c6 thoi
gian mac bénh dudi 6 thang chiém da s véi ty 16 56,9% ciling gan tuong
duong nghién ctru cia chung t6i [49],[111].

Mot sb tac gia thay thoi gian biéu hién bénh rat dai nhu nghién ciu cta
Nguyén Lam Hoa (2008) 1a 30,8 thang va ciia Hoang Xuan Lap (2000) thi
thoi gian nay to1 37,1 thang [110],[123].

Ciing nhu hau hét cac nghién ctru, thoi gian c6 triéu chiang khoi bénh
chua phan anh dng thoi gian thuc ¢ mic va ciing thuong khong twong tng
Vvéi giai doan bénh. Do céc triéu chimg mo ho, bénh dién bién am i mot thoi
gian dai ma bénh nhan khong biét hodc khong duoc kham chan doan dung.
Chi khi cac triéu ching thuc sy anh hudng thi nguoi bénh méi di kham phat
hién ra bénh. Vi vy, thoi gian mac phu thudc rat 16n vao cam giac chii quan,
su quan tAm toi bénh tat cia nguodi bénh. Cho nén cé nhiéu trudng hop di

kham ngay khi thay c6 dau hiéu bat thuong nhung bénh di ¢ giai doan muon.
4.1.2.2. Cac triéu chung lam sang

Céc triéu chimg 1am sang trong bénh UTDD thudng da dang va mo hd. Cac
bénh nhan trong nhdm nghién ctiu do hau hét cac truong hop kham phat hién bénh

da & giai doan muon do d6 céc triéu chang 1am sang lic nay kha dién hinh, ram ro.

Pau thwong vi: chiém 96,0% cac truong hop trong nghién ciru véi cac
mic do khac nhau, khong lién quan dén an udng. Pay ciing 1a 1y do chinh

khién nguoi bénh dén kham.

Cac nghién ciu trong va ngoai nude ciing déu cho thiy dau thuong vi 1a
biéu hién 1am sang chinh. Trinh Thi Hoa gap dau bung ving thuong vi Véi
91,5% [113], Nguyén Quang Thai gap biéu hién nay 1a 87,3% [118], Nguyén
Tién Cuong (2007) ciing gap 95,8% céc truong hop [109]. Mot loat céc tac

gia khac trong nude ciing c6 két qua twong tu nhu Trinh Hong Son (97,4%),
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Bui Anh Tuyét (99%), Nguyén Anh Tuén gip trong 96,8%, Vii Hai 95,3%,
Poan Hiru Nghi 96,2%, Hoang Xuan Lap (91,4%), Lé Thanh Trung (80,3%)
[49],[111],[115],[121],[123],[124]. Nguyén Thi Nguyét Phuong (2008) trong
UTDD sém ciing gap triéu ching nay ¢ 89,0% cac truong hop [119].

O hoi, ¢ chua: chiém 50,7% cac truong hop. Thuong bénh nhan c¢6 cam
giac o chua hodc hoi néng rat & ving thuong vi lan 1én cb. Day 1a triéu chimg
cling thuong gip & hau hét cic nhom nghién ctu. Trinh Thi Hoa ciing gap
biéu hién ndy & 51,9% céc truong hop bénh nhan [113]. Lé Thanh Trung gip
triéu chimg nay véi ty 1& cao 90,1% [115]. Nguyén Thi Nguyét Phuong
(2008) gap triéu chung nay vai ty 1€ 43,9% [119].

Xudt huyét tiéu hod: c6 15,1% cac truong hop biéu hién xuat huyét tiéu
hoa v&i cac biéu hién nhu nén ra mau hoic di ngoai phin den vai cac muc do
khéc nhau. Biéu hién xuat huyét tiéu hoa khi khdi u bi loét 16n, hoai tir hodc
khéi u thé loét xAm nhap mach mau gdy xuat huyét tiéu hoa. Cac nghién ciu
khac trong nudc ciing thudng gip triéu chimg nay nhu Bui Anh Tuyét 10,4%,
Trinh Hong Son 11,1% [49],[121]. M6t s nghién ctru ¢ phan cao hon nhu
Trinh Thi Hoa 25,5%, Nguyén Tién Cuong gip 17%, L& Minh Quang 17,9%,
Pham Duy Hién 19,9%, Lé Thanh Trung 18,3% [109],[113],[114],[115].

Gay st cdan: 40,1% c6 triéu ching mudn, anh hudng toan than 1a gay sat
can. Cac nghién ctu khac tuy thudc thoi diém va giai doan bénh ma co ty 1¢
khac nhau. Ty 1& nay gan twong duong v6i Bui Anh Tuyét 38,5%, L& Thanh
Trung (46,5%), Trinh Thi Hoa (57,5%), Nguyén Quang Thai (63,1%)
[113],[115],[118],[121]; Biéu hién nay thap hon so véi cac tac gia Trinh Hong
Son (92,2%) [49], Vii Hai (87,3%) [111], Pham Duy Hién (89,1%) [120].

Ngoai ra, cac triéu ching khac do sy anh hudng cua bénh 1€n hé tiéu hda nhu
day bung, kho tidu gap ¢ 26,3%. Budn ndn, ndn 21,1%, chan an 15,1%. Cac nghién
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cau khéc ¢ Viét Nam gan day ciing gap c4c biéu hién nay thudng xuyén nhu Trinh
Thi Hoa (2009) gap biéu hién day bung, kho tiéu 67,9%; budn ndn, nén 35,8%:
chan an, mét moi 54,8% [113]. Lé Thanh Trung (2011) gip biéu hién day bung,
kho tiéu 67,6%; budn ndn, ndn 35,2%; chan an, mét moi 49,9% [115]. Nguyén Thj
Nguyét Phuong (2008) trong UTDD sém ciing gap céc triéu chang day bung,
kho tiéu 54,9%, chan an 50,0% [119]. Cac triéu chiing nay ciing thuong gap voi ty

1é gan twrong duong trong nghién ciu cua ching toi.

Nhu vay, qua khai thac bénh st va cac biéu hién 1am sang khi bénh nhan
vao vién cho thiy céc triéu chtng rat da dang nhung khong dién hinh, mo ho
lam cho bénh nhan khong chu ¥ dé kham bénh sém. Hau hét déu thay biéu
hién chinh khién bénh nhéan di kham 1a dau bung vung thugong vi. Tuy nhién
triéu chimg nay ciing rat khé phan biét voi cac bénh 1y khac va dac biét 1a
viém loét da day 1a bénh lanh tinh thuong gip. Pa phan cac bénh nhan duogc
diéu tri theo hudng nay va nhiéu trudong hop dé bénh kéo dai, dai dang. Khi
cac triéu chirng dau dién hinh thi thuong bénh & giai doan mudn, u xam lan

qua cac 16p cua thanh da day.
4.1.3. Dic diém ton thwong

413.1. Vitriu

Vi tri ton thuong hay gip nhat 12 hang - mén vi, chiém 67,8%. Tiép theo
1a bd cong nho (21,7%). Céc vi tri khac déu it gap: tam - phinh vi 5 truong hop,
than vi 5, bo cong 16n 4. Chi gip 2 trudng hop tham nhiém toan bo da day.

Theo cé4c nghién ctru vé dich té thi vi tri ton thuong co sy khac biét gitta
cac khu vuc trén thé gidi. Cac nuéc Au - My thuong gip ton thuong ving tam
vi va vi tri tiép ndi thuc quan - da day trong khi cac nudc ving Chau A gip
cha yéu ton thuong ving hang - mén vi. Cac nghién ctru tai Viét Nam ciing

cho két qua twong ty nghién ctru cta ching t6i.
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Trinh Thi Hoa (2009) gip ton thuong & hang - mén vi 64,2%, bd cong
nho ciing hay gip v6i 33,0%, tAm vi va bd cong 16n it hon véi lan luogt 1a
1,6% va 0,9% [113]. Vii Hai (2009) thay ton thuong da s6 ¢ ving hang mon
vi chiém 78,7%, it gap ¢ than vi (17,1%) va tam phinh vi (4,2%) [111]. Poan
Hiru Nghi (2001) u ¢ ving hang mén vi chiém 63,3%, bd cong nho (28,7%),
tam vi (2,7%), bo cong 16n (2%), phinh vi 16n (1,3%), toan bd da day (1,3%)
va than vi 12 0,7% [124]. BOi Anh Tuyét (2003) ciing chu yéu gap u vi tri
hang mén vi chiém 51,0%, bd cong nho 19,8%, tdm vi cling hiém gip voi
2,1% [121]. Lé Thanh Trung (2011) gap u ¢ vung hang moén vi 63,3%, bo
cong nho 26,8%, bd cong 16n 8,5%, tdm - phinh vi 1,4% [115]. Trinh Hong
Son (2001) gap ¢ vung hang mén vi 55,9%, bd cong nho 28,8%, tdm - phinh
vi 9,8% [49]. L& Nguyén Ngoc (2004) u ving hang mon vi 58,7%, bo cong
nho 23,2%, tdm - phinh vi 12,4% [50].

Mot s6 tac gia thay tuy c6 su Khac biét vé vi tri giai phau theo phan khu
1/3 cta da day nhung so sanh ty 18 c¢6 twong ddng nhu Nguyén Xuan Kién
(2005) gap u ¢ 1/3 dudi 58,3%, 1/3 gitra 29,2%, 1/3 trén 9,7% va toan bo da
day 2,8% [51]. Pham Duy Hién gip u & 1/3 trén 6,5%, 1/3 giita 21,2%, 1/3
dudi 68,1% [120]. Nguyén Quang Thai (2010) chua yéu gip ton thuong ¢ 1/3
dudi voi 65,3%, vi tri 1/3 trén it gap 6,7% [118].

Bang (2010) nghién cau trén nhom bénh nhan UTDD tai Chau A ciing
gap cha yéu ton thuong vi tri ving hang - mdn vi véi ty 18 52%. Vi tri tam vi
gap rat it voi khoang 3% [42]. Ohno (1998) nghién ciu 1.042 bénh nhan
UTDD & Nhat Ban trong thoi gian tir 1975-1992 gap 6,5% cac trudng hop ton
thuong vung tdm vi [36]. Sasako (2008) nghién ciru 523 bénh nhan UTDD tai
Nhat Ban gap ton thuong vi tri 1/3 dudi 42,3%, 1/3 gitra 39,6% va 1/3 trén it
gap nhét 18,1% [68]. Barreto (2014) trong nhdm 99 bénh nhan UTDD tai An
Do cling chi gap 17% ¢ vung tam vi [122].
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Céc nghién ciru ciia phwong Tay cho thiy vi tri ton thuong gap nhiéu
nhat & ving tdm vi va diém tiép ndi thuc quan - da day. Tai My theo cac
nghién ctru dich t& cho thdy UTDD vung tdm vi chiém ty 18 47% va & cac

nude Ty Au cling ¢6 cung ty 18 nay [1],[37],[125],[126].
4.1.3.2. Hinh thdi va kich thuée ton thirong

Két hop danh gia ndi soi va md bénh hoc sau md cho thay tén thuong dai thé
dang loét - sti chiém phan 16n véi 44,1%. Tiép theo 14 thé loét chiém 35,5%. Thé
loét - tham nhiém 1 13,2%. Thé sui va thé tham nhiém it gap hon ca. Két qua nay
ciing gan twong dong Trinh Thi Hoa (2009) khi gip ton thuong thé loét nhicu
nhat véi 45,3%, thé loét - sii 38,7% [113].

Nguyén Quang Théi (2010) gap ton thuong vé dai thé cd khac biét véi chi

yéu la thé loét - stii 90,3%, thé tham nhiém va thé dudi niém <10% [118].

Phén 16n cac tac gia khac gip ty 16 thé loét cao hon d6i chut va tiép dén
1a thé loét - sui véi ty 1¢ dao dong tiy theo nghién ctr nhu Vil Hai (2009) gap
thé loét chiém 61,7%, thé loét - sUi 21,3% thé sui 6,4%, thé tham nhiém 4,2%
va thé loét tham nhiém 4,2% [111].

L& Thanh Trung (2011) gap thé loét nhiéu nhat véi 52,1%, thé loét - sui voi
36,6%, thé tham nhidm 4,3% va thé sui 2,8% [115].

Nguyén Xuan Kién (2005) ciing gap thé loét nhiéu nhat véi 48,6%, thé loét
- tham nhiém 30,6%, thé polyp va tham nhiém 14 4,8% va 2.8% [51].

Bui Anh Tuyét (2003) ciing ghi nhan qua noi soi va ddi chiéu qua ton
thuong sau mo thay thé loét chiém 43,8%, thé loét - sui 29,2% thé sui 11,5%,
thé loét - tham nhiém 10,4%, thé tham nhiém 4,2% [121].

Trinh Hong Son (2001) cling cha yéu gap thé loét chiém 75,16%, thé sui
21,34%, thé tham nhiém 3,27% [49].
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Panh gia kich thudc ton thuong qua ndi soi va mo ta dai thé va cta phau thuat
vién cho thiy t6n thuong u trung binh 1a 5cm, 16n nhat c6 truong hop 10cm. Kich
thuéc u 5-<7cm chiém phan 16n s6 truong hop (48,7%). Nhom kich thudc u >3-<5
cm ciing thudng gap véi 27,6%. Bui Anh Tuyét (2003) danh gia kich thude ton
thuong qua nodi soi & cac bénh nhan UTDD tat ca cac giai doan thay kich
thude u 3-<5 cm 1a chu yéu vai 48,9%. Nhom kich thudc u 5-<7 cm dang thi 2 V6
16,7% [121]. Nguyén Xuan Kién (2005) gap chi yéu nhom co kich thuéc u
>2-5cm 46,6%, tiép d6 nhom >5-8cm 31,9% [51]. Su khéac biét nay c6 1& do
cac bénh nhan trong nghién ctru ciia chung toi chil yéu phat hién mudn, u xam

1an sau t6i thanh mac do 6 mirc d6 lan rong vé kich thudc cling 16n hon.
4.1.3.3. Mo bénh hoc

Phan do biét hda md bénh hoc khéi u cac bénh nhan trong nghién ctu cho
thay loai UTBM kém biét hoa va biét hoa trung binh gap nhiéu nhat véi ty Ié lan
luot 12 38,8% va 32,3%. Loai UTBM té bao nhan ciing chiém ty l¢ lon véi 37
trudng hop, chiém 24,3%. UTBM biét hda cao gap rat it.

Trinh Thi Hoa (2009) ciing gap loai kém biét hoa nhiéu nhat (62,3%) cao
hon so vo1 ctiia ching t61. Nhitng loai khéc it gdp hon 1an luot 12 loai biét hoa
vira 20,8%); biét hoa cao 12,3% va 4,7% thudc loai khong biét hoa [113].

BUi Anh Tuyét (2003) thuong gip nhat 13 UTBM tuyén éng nho (49%),
UTBM té bao nhan 15,6%, UTBM khong biét hoa: 14,6%, UTBM tuyén
nhay: 12,5%, con lai cac thé UTBM tuyén nhd, té bao nho, tuyén vay, té bao
vay chiém cac ty 16 twong tmg 1a 3,1%, 3,1%, 1%, va 1% [121].

L& Thanh Trung (2011) giap UTBM kém biét hoa chiém ty 1¢ cao nhat 74,6%,
loai biét hoa vira 15,5%, biét hoa cao 9,9% [115].

Nguyén Xuan Kién (2005) gap UTBM tuyén éng va UTBM kém biét
hoa véi ty 18 kha cao 40,3% va 33,3%. UTBM té bao nhan va nhay it hon va
gan twong duong 9,7% va 8,3% [51].
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Nguoc lai, Trinh Héng Son (2001) gap loai bi¢t hoa cao nhiéu nhat
40,85%, loai biét hoa vira 26,8%, loai kém biét hoa 19,61% trong khi loai
khong biét hoa 12 12,47% [49].
4.1.3.2. Bdc diém ton thuwong theo TNM

Nhém bénh nhan nghién ciu bao gém céc bénh nhan c¢6 u xam lan téi thanh
mac hodc tang 1an can. Trong do, ton thuong xam 1an t6i thanh mac nhung chua
xam lan tang 1an can (T4a) chiém cha yéu véi ty 1& 58,6%. 63 truong hop ton
thuong xam 14n qua thanh mac (T4b) téi c&c tang 1an can chiém 41,4%.

Panh gia su di can hach cho thay 109 bénh nhan da c6 di can hach (71,7%) va
53 bénh nhén di can hach N1 (34,9%). C6 32 truong hop di can hach N2 (21,1%),
24 traong hop bénh nhan di can tir 7 hach tro 18n (N3: 15,8%).

Vi Hai (2009) danh gia 458 bénh nhan UTDD ciling gap ty I€ di can hach la
72,5% [111]. Nguyén Xuén Kién (2005) ciing thay c6 70,9% bénh nhan cé di cian
hach [51]. Bli Anh Tuyét (2003) gip 65,6% c6 di can hach [121]. Trinh Thi
Hoa (2009) cling gap ty I¢ di can hach kha cao t61 90,6% co 1€ do lya chon cac
bénh nhin diéu tri bo trg thudc nhoém u x4m 14n hodc da di can hach [113].
Nguoc lai, Biang Hoang An (2013) danh gia 125 bénh nhan UTDD c6 d6 xam lan
khac nhau thi chi c6 32,8% co di can hach [117].

Sasako (2008) nghién ciru 523 bénh nhan UTDD giai doan III thay co
khoang 2/3 da c6 di can hach [68]. Cunningham (2006) trong nghién clru
MAGIC gdm 503 bénh nhan c6 71% di can hach [12].

Do tinh chét cua cac té bao ung thu 1a xam I4n tai chd va lan tran di can
theo dudng mau, duong bach huyét. Da day la tang ¢ nhiéu mach méau nudi
dudng va hé bach huyét phong pha thi kha ning di cin hach 12 rat cao. Mic
d6 di cin hach ty 18 véi mac do xdm lan va kich thudc cua khéi u. Theo

nghién ciru cua tac gia Gotoda (2000) tai Nhat Ban thi tan suat va vi tri di can
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hach c6 lién quan d6 xam 14an khéi u [60]. Khi cac khdi u x&m nhap vao 16p
dudi niém, nguy co di can hach tang 1én ty 18 voi kich thugc khdi u. Nhu vay,
trong nhém nghién ctu cac bénh nhan thuéc nhém u lan tran, xam Ian toi
thanh mac hoac tang lan can nén ty 1€ di can hach la kha cao.

Lién quan gitta mac do xam Ian caa u véi sy di can hach thiy nhém T4a c6
55/89 bénh nhan di can hach (61,8%), chu yéu la N1. Nhom T4b c6 54/63 bénh
nhén di can hach (85,7%), phan b6 kha déu tir N1-N3. Nhu vay 1a nhiing bénh nhan
c6 u xam lan tang lan can thi mic do di can hach nhiéu hon. S khac biét 1a rd rang
Va c6 ¥ nghia thong ké véi p = 0,007.

Céc tai liéu va nghién ciru ciing chi ra u cang xam Ian sau thi mac do di can
hach cang cao. Nguyén Xuan Kién (2005) thay mdi lién quan rd rét gitra mic do
xam l4an ctia u va sy di can hach. Vi u xam lan thanh mac (T4a) c6 80,4% di can
hach; u xam I4n tang (T4b) ty 1é di can 13 97,1% [51],[60].

Panh gid méi lién quan gitra vi tri u va di can hach cho thay u ¢ vi tri 1/3 trén
c6 70% cac truong hop da di can hach, 1/3 gitra co 70,3% di can hach, 1/3 duéi co
71,8% di can hach, bénh nhan u tham nhiém toan bo co6 2/2 trudng hop di can hach.
Tuy nhiing truong hop u ¢ 1/3 gitra va dudi ¢0 ty I€ di can nhinh hon nhung su
khac biét khong co y nghia thong ké (p=0,839). Nguyén nhan ¢ I8 cac bénh nhan
trong nghién ctu hau hét ddng nhat vé mirc d6 xam lan u ¢ mic do lan rong téi
hozc qua thanh mac nén ty 1é di cin hach chung déu cao va su khéc biét khong dang
ké. Nguyén Xuan Kién (2005) danh gia cac bénh nhan c6 mic do xam lan u khac
nhau gap ty I¢ di can hach & 1/3 gitra va duéi nhiéu hon véi ty 18 66,7% va 73,8%
tuong g so V&i 57,1% & 1/3 trén. Nhimg truong hop UTDD tham nhiém toan bo
ciing déu co di can hach [51].

Lién quan kich thudc u va su di can hach thay kich thudc u <3cm c6 52,9%
cac truong hop di can hach, u >3-<6cm ¢ 54,8% di can hach, u =5-<7cm ¢o

79,7% di can hach, véi u >7cm ¢0 94,7% di can hach. Nhu vay la mac d6 di can
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hach ting dan theo kich thudc u. Sy khac biét vé di can hach Ia rd rét va cd y nghia
thdng ké voi p=0,001. Trong hau hét cac nghién ctu va tai liéu cho rang kich thudc
u <3cm thuong gap ¢ UTDD sém nhung trong nghién cttu cua chung téi thi
mot sd truong hop u chua t6i 3 cm da xam 14n t6i thanh mac. Tuy nhién, c6
thé do u xam lan sau nhung chua lan rong, nguy co di can thap nén ty Ié di
can hach trong nhém nay 1a thap nhét.

M6t phan tich hdi ctitu cac nghién ciru dénh gia véi cac giai doan va do
xam lan u khac nhau thi kich thuéc u cang 16n, nguy co xam 1an cang cao va

kha nang di can hach ciing tang 1én [6].

Nguyén Xuan Kién (2005) ciing c6 két luan tuong tu khi danh gia lién quan di
can hach va kich thudc u. Khi u <2cm chi ¢6 19% di cin hach va ting dan 1&n
Véi 65,7% khi u >2-<5¢m, 97,8% khi u >5-8cm va 90% khi u >8cm [51].

Panh gia cac yéu td vé hinh thai ton thuong dai thé va do biét hda md hoc voéi
su di can hach cho thay muc do di can hach giita cac nhom hinh thai dai thé cia u
khong co su khac biét (p=0,559). Lién quan gitra do biét hda mé bénh hoc véi mirc
d6 di can hach ciing cho thay sy khéc biét vé ty Ié di cin hach khdng c6 y nghia
thdng ké (p=0,111). Trong c&c nghién ciu khéc thi ty thudc timng tac gia co két qua
khac nhau Vé ty 1& di can hach giira cac nhém. Nghién ciu ciia chling t6i ¢d thé do
c4c bénh nhan déu thudc giai doan mudn, tién trién tai chd nén ty 1¢ di cin hach
gitta cac nhom kha tuong dong va su khac biét rd rét gitra mac do xam lan u va
kich thudc tén thuong [51].
4.1.3.3. Bdc diém phcfu thuat, giai doan bénh

Tat ca cac bénh nhan trong nghién ciu déu da duoc PT cat da day triét can
két hop nao vét hach ching 2 theo phuong phap caa Nhat Ban. Panh gid theo murc
d6 phau thuat cd 21 truong hop cit da day toan bo, 133 trudng hop con lai cit ban
phan da day (86,4%).
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Déi v6i nhimg trudong hop PT cit DD toan bo thi chi yéu 1a u & 1/3 trén (10
truong hop) va thdm nhiém toan bo DD (2 BN) hoic nhimg truong hop u & 1/3
gitta nhung xam 14an rong (9/37 BN). Nhiing truong hop ndy dé cat hét to chic UT
ciing nhu vét hach chiang 2 quy chuan can phai cat toan bo DD.

DPé dam bao PT triét can, trong nhdm bénh nhan c6 u xam lan téi cac
tang 1an can (T4b), ngoai trir nhitng trudong hop u chi dinh vao bé mit tang,
chua xam 14n sau thi phau thuat vién s& quyét dinh ngoai cit u nguyén phat va
vét hach cung cit tang da bi xam 14n su kém theo. Trong nghién ctu c6 18
truong hop chiém 28,6% cac bénh nhan nhém u T4b (18/63). Cac tang bao
gom: thiy gan, tuy, lach, dai trang ngang. Nhiéu nhat 1a tuy (11 truong hop)
va dai trang ngang (8 truong hop). Trong dé c6 ca nhitng trudng hop cat phoi
hop nhiéu tang bi xam lan gdm 1 trudng hop cit doan dai trang ngang va tuy,
1 trudng hop cit dai trang ngang - tuy - lach.

Nhom bénh nhan trong nghién ctiru cia Lé Thanh Trung (2011) theo mirc
d6 lan tran cua u khong nhu ctia ching i va cling theo vi trf ton thuong nén chi 6
3 truong hop cat da day toan bo (4,2%). Con lai la cit ban phan da day [115].

Trinh Hong Son (2001) nghién ciu nao Vét hach ciing chu yéu gap cac bénh
nhéan duoc chi dinh cat ban phan da day véi ty 1é 82,03% [49].

Vé giai doan bénh, do cac bénh nhan trong nghién ciu thuéc nhdm tién trién
tai chd, u xam lan thanh mac nhung chua di cin xa nén chil yéu thude cac giai doan
tir [IB-11IC. Trong d6 giai doan doan 1B (T4a, N2 va T4b, NO-1) va IlIC (T4a, N3
va T4b, N2-3) 1a nhiéu hon ca vai ty 16 30,9% va 27,0%. Giai doan 1B (T4a,
NO) 14 22,4% va IlIA (T4a, N1) it nhat véi 19,7%.

4.2. Piéu tri

4.2.1. Hoa tri
Tt ca cac bénh nhan trong nghién ctiru déu dugc hoa tri b tro sau phau thust

phac @6 EOX (Epirubicine, Oxaliplatin, Capecitabin) véi liéu luong cu thé
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Epirubicine 50 mg/m?, Oxaliplatin 130 mg/m?, Capecitabin 1000 mg/m?. Lap lai
sau 21 ngay, du 6 chu ky. Nhiing bénh nhan khong du diéu kién diéu tri da 6 chu ky
duoc loai trir ra khoi nghién ctru. Nhu vy, 152 bénh nhan duge diéu tri tong s6 912

chu ky héa chat.

Trong nghién ciu ¢ 48,4% s6 chu ky cac bénh nhan duoc diéu tri da lidu toi
da (100%). O chu ky 1 6 ty 1¢ bénh nhan diéu tri liéu toi da thap nhit do hau hét
c4c bénh nhan sau phau thuat cit da day con chua hdi phuc kha nang dinh dudng
nén danh gia dung nap kho c6 thé dung liéu t6i da. Tinh theo chu ky hoa tri thi ty Ié
sir dung liéu t6i da cao nhat & chu ky 3 va 4 (52,6% va 51,9%). Trong qua trinh diéu
tri, néu xuat hién doc tinh trong kha nang bénh nhan con c6 thé theo duoc liéu trinh
diéu tri s& diéu chinh liéu hda chat. Chinh vi vay, & nhiing chu ky 5 va 6 co ty 18
bénh nhan dang duoc dung liéu toi da da giam xudng licu trong giGi han 85%-
<100%. Cunningham (2006) trong nghién ctu REAL-2 ciing gip 42% s6 bénh
nhéan diéu tri phac d6 EOX c0 it nhat 1 chu ky diéu chinh giam liéu 1 loai thuéc
trong phac d6 [13].

4.2.2. Tac dung khdng mong muén

Hoa tri doc té bao 1a phuong phap sir dung cac tac nhan gy doc té bao, tac
dong vao qua trinh phan chia cua té bao véi muc dich diéu tri toan than, tiéu diét cac
té bao ung thu. Do do, ngoai tac dong Ién té bao ac tinh thi ching cling gy anh
huong dén té bao lanh. Khi sir dung trong diéu tri ung thu, cac thude da dugc tinh
toan ding véi lidu tac dong t6i té bao ung thur 13 t6i da trong khi tic dong ddi voi té
bao lanh & mic chap nhan duoc. Thudng c4c té bao lanh & cac co quan c6 nhiéu té
bao non hodc mixc do sinh san nhan déi cao chiu anh huéng sém nhét trong d6 hay
gap & hé tao huyét va biéu mé duong tiéu hoa. Pong thoi, do thude chuyén hoé va
dao thai chi yéu qua gan, than nén ciing gdy anh hudng toi chirc ning cua hai co

quan nay.
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4.2.2.1. Cdc tac dung phu trén huyét hoc va chire ndng gan, thn
Huyét sdc té

Trong nghién ctu thdy tac dung phu cia phac do trén hé tao huyét gap giam
huyét sac t6 véi ty Ié cao. Qua timg chu ky cho thay doc tinh & chu ky 1: 52,6%
trong do do 1 32,9%, do 2 chiém 17,1%, d6 3 chiém 2,6%. Chu ky 2: 55,9% trong
d6 do 114 34,9%, do 2 1a 17,8%, do 3 la 3,3%. Chu ky 3: 55,9%, d6 1 chiém 36,8%,
d6 2 13 17,1%, d6 3 1a 2,0%. Chu ky 4: 52,6%, d6 1 chiém 36,2%, do 2 chiém
16,4%, d6 3 khong gap. Chu ky 5: 47,4%, d6 1 chiém 32,9%, do 2 12 13,2%, d6 3 la
1,3%. Chu ky 6: 50,7%, d6 1 12 39,5%, d6 2 14 11,2%, khong gip do 3.

Tinh chung qua 6 chu ky hda tri doc tinh trén huyét sac to chiém 52,4% cac
truong hop. Tuy nhién chi yéu & mie d6 nhe 1: 35,5% va 2 1a 15,4%. Chi gap mot
ty 1é nho giam huyét sic t6 & mac do 3 (1,5%) trong nhiing chu ky dau do anh
huong sau phau thuat da day nén hap thu dinh dudng kém. Khdng c6 truong hop
nao gap doc tinh do 4. Vi vay, sau khi duoc truyén b huyét sic t6 thi bénh nhan hoi
phuc nhanh chdng, da kha ning tiép tuc lidu trinh hoa tri.

Lé Thanh Trung (2011) khi diéu tri nhdm bénh nhan UTDD di cin hach gap
thiéu mau xay ra & 37,7% s dot diéu tri, chi yéu muac do 1 (31,8%) [115]. T6
Nhu Hanh (2012) diéu tri cho c4c bénh nhan UTDD giai doan muon khéng con kha
nang phau thuat triét can thay thiéu mau ciing thuong gap voi ty 16 41,2% va doc
tinh cha yéu & mtic d6 nhe va vira ¢ 27 BN, doc tinh d6 3 chi gap ¢ 1 BN chiém
1,5% truong hop [116]. Pang Hoang An (2015) diéu tri bo trg bang hoa - xa tri
d6ng thoi va hoa tri EOX tai Hué chi yéu thiéu méau & d6 1 véi 40,5% [117].

Cunningham (2006) trong nghién ctu REAL-2 gap thiéu mau & 64,2% sb
bénh nhan duoc diéu tri phac d6 EOX, trong do thiéu mau do 3-4 14 8,6% [13].
Bach ciu

Giam bach cau va bach cau hat I nhimg doc tinh thuong gap nhat chiém ty 1é
cao. Piac biét 1a véi phac do manh c6 thanh phan Ia Epirubicin va Oxaliplatin thudc
nhom Platin gay e ché tiry xuong manh,
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Dac tinh trén BC & chu ky 1: 23,0% trong d6 do 1 16,4%, d6 2 chiém 5,9%,
do 3 chiém 0,7%. Chu ky 2: 31,6% trong d6 do 1 1a 23,7%, do 2 1a 7,2%, d6 3 14
0,7%. Chu ky 3: 30,3%, d6 1 chiém 19,7%, d6 2 1a 8,6%, do 3 14 2,0%. Chu ky 4:
29,6%, d6 1 chiém 21,7%, do 2 chiém 4,6%, d6 3 3,3%. Chu ky 5: 25,6%, d¢ 1
chiém 20,4%, do 2 1a 4,6%, do 3 1a 0,7%. Chu ky 6: 22,4%, d6 1 12 19,1%, d6 2 la
2,0%, d6 12 3 1,3%. Tinh chung qua 6 chu ky doc tinh giam bach cau chiém 27,1%
trong d6 cha yéu 1a ha BC & mirc do nhe (d6 1, 2) véi ty 16 20,2%. Doc tinh do 3 chi
rat it véi 1,4% va khong c6 truong hop nao ha BC d6 4.

Dong BC hat bi anh huong nhiéu nhat qua 6 chu ky hoa tri vai 53,3%.
Tuy nhién chi yéu & mac do nhe voi ty 1& 39,6% gom do6 1 1a 22,4% va do
2 12 17,2%. CO ty 1é nho ha bach cau hat mtc d6 3 va 4 (13,8%) nhung sau khi
dung thudc kich thich tap trung dong hat thi 6n dinh, khéng can ding khang sinh va
diéu tri nang d&. Cu thé & chu ky 1: 46,7% trong d6 d6 1 1a 20,4%, do 2 chiém
13,8%, do 3 chiém 11,2%, d6 4 chiém 1,3%. Chu ky 2: 57,2% trong d6 d6 1 1a
18,4%, do 2 1a 20,4%, do 3 1a 14,5%, d6 4 chi 2,0%. Chu ky 3: 59,8%, d6 1 chiém
23,7%, 46 2 14 17,8%, do 3 1a 14,5%, do 4 la 3,9%. Chu ky 4: 53,9%, d6 1 chiém
18,4%, do 2 chiém 23,0%, do 3 11,8%, do 4 chi ¢6 0,7%. Chu ky 5: 51,9%, d6 1
chiém 18,4%, d6 2 13 18,4%, do 3 14 12,2%, do 4 13 2,0%. Chu ky 6: 50,6%, do 1 14
34,9%, 40 2 12 9,9%, do 3 14 5,9%, khong gap do 4. Nhu vay, doc tinh cia phac 4o
gay ha bach cau hat gap nhiéu hon so véi trén bach cau néi chung va déng déu ¢
cac chu ky hda tri. Py 1a yéu t6 nguy co xay ra cac bién ching trong khi hoa tri
nhu viém nhiém duong hd hap, nhiém tring duong tiét niéu, tiéu hoa. .. Tuy nhién
thi qua trinh diéu tri khéng xay ra cac truong hop doc tinh ning né, kéo dai gay anh
huong t6i liéu trinh. Cac bénh nhan sau khi ding thudc kich thich tap trung dong
hat (G-CSF) thi nhanh chéng dugc diéu trj theo ding liéu trinh. Chi ¢ duy nhat
mot trudng hop phai ding khéng sinh va thudc nang bach cau trong 3 ngay thi on
dinh. Cac bénh nhan khac khdng phai dimg diéu tri ¢é ding khang sinh va thudc
nang bach cau kéo dai.
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L& Thanh Trung (2011) ciing thay két qua twong tu khi gap doc tinh trén hé
tao huyét nhiéu nhat 1a ha bach cau hat véi 40,5% tinh chung ca 6 chu ky, do
3-4 14 12,6%. Ha s lugng bach cau chung gép it hon BC hat 1a 22,6% trong
d6 d6 1 1a 15,4%, do 2 la 4,8% va d6 3-4 chi 0,5% [115]. T6 Nhu Hanh (2012)
ciing thiy ha BC hat 1a doc tinh gap nhiéu nhat véi 60,3% truong hop (n=41), doc
tinh d6 1-2 chiém 27,1%, doc do 3-4 chiém ty 1¢ kh& cao gan tuong duong (32,3%).
C6 I do cac bénh nhan trong nhom nghién ciu cia téc gia & giai doan muon, diéu
tri vot vat nén mic d6 anh huong cé phan ning né hon [116]. Bang Hoang An
(2015) gap chu yéu ha bach cau do 3 12 59,5% [117].

Cunningham (2006) gap ha bach cau rat pho bién véi ty 1¢é 62,9% trong
d6 ha do 3-4 chiém 27,6%. Nhung ha bach cau hat nguoc lai chi chiém ty I¢
rat nho 9,8% trong d6 do 3-4 ciing gap rat thap 1a 7,8% [13]. Barreto (2014)
cling thay phac d6 sir dung an toan, chi gap khoang 14% doc tinh do 3-4
chung trén hé tao huyét [122].

Tiéu ciu

Tac dong gay ha tiéu cau trén nhom bénh nhan nghién cau gap rat it & mac do
nhe. Tinh chung qua 6 chu ky chi c6 2,7% bénh nhan bi ha tiéu cau cha yéu ¢ mic
d6 nhe va khdng anh huong dén liéu trinh diéu tri. Do 1 1a 2,3%, chi c¢6 2 truong
hop d6 2 (0,2%) va 2 trudng hop do 3 (0,2%), khéng co ha tiéu cau do 4. Cu the
chu ky 1: 0,7% trong d6 chi c6 ¢ d6 1. Chu ky 2: 1,3% trong d6 d6 1 1a 0,7%, do 3
12.0,7%. Chu ky 3: 1,3% ciing chi ¢6 do 1. Chu ky 4: 4,6% chi ¢6 do 1. Chu ky 5:
5,3%, do 1 chiém 4,6%, do 3 12 0,7%. Chu ky 6: 2,6%, do 1 12 2,0%, do 2 12 0,7%.

L& Thanh Trung (2011) ciing gap ha tiéu cau rét it véi 6,5% tinh chung ca 6
chu ky trong d6 d6 3-4 1a 0,96% [115]. T6 Nhu Hanh (2012) gap ha tiéu ciu &
14,7% (n=10) céc truong hop, cha yéu do 1-2 chiém 11,8%, c6 2 BN ha tiéu cau
muc do nang phai ngimg diéu tri [116]. Bang Hoang An (2015) gap ty 1é nho ha
tiéu cau do 1 12 16,67%; khong gap ha do 3-4 [117].
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Cunningham (2006) gap ha tiéu cAu & muc cao hon vai 21,1% s6 bénh nhan.
Tuy nhién d6 3-4 ciing rat it véi 5,2% [13].

Chirc nang gan - thin

Pac tinh ddi véi chitc nang gan, than chi yéu biéu hién trén cac xét nghiém
men gan (GOT, GPT) va xét nghiém chirc nang loc cua than (Ure, Creatinin).
Nghién ctiu caa ching toi thay doc tinh trén gan vai ty 16 thap: tinh chung qua 6 chu
ky biéu hién ting GOT 1a 11,6% va tang GPT 1a 8,4%, trong d6 chi c6 0,3% ting
men gan & muc do 3. Khong gap doc tinh do 4. Nhiing truong hop doc tinh do 2 tro
1én thudng phai ngimg liéu trinh dé diéu tri ha men gan. Trong d6 doc tinh trén men
GOT chu ky 1: 3,9% trong d6 do 1 13 2,3% va d6 2 14 0,7%. Chu ky 2: 7,9% trong
d6 d6 112 7,2%, d6 3 14 0,7%. Chu ky 3: 16,4%, d6 1 chiém 11,8%, d6 2 14 3,9% va
3120,7%. Chu ky 4: 15,8%, do 1 chiém 13,2%, do 2 14 2,6%. Chu ky 5: 15,1%, do
1 chiém 13,2%, d6 2 14 1,3% va 3 14 0,7%. Chu ky 6: 5,9%, d6 114 5,2% va d6 2 1a
0,7%. Boc tinh trén men GPT chu ky 1. 3,9% trong d6 d6 1 1a 2,3% va do6 2 la
0,7%. Chu Ky 2: 6,6% trong d6 do 1 12 5,3%, do 2 12.0,7% va 3 12 0,7%. Chu ky 3:
16,4%, d6 1 chiém 11,8%, d6 2 1a 2,6 va 3 12 0,7%. Chu ky 4: 9,8%, d6 1 chiém
7,2%, d6 2 12 2,6%. Chu ky 5: 9,8%, d6 1 chiém 7,2%, d6 2 12 2,0% va 3 14 0,7%.
Chu ky 6: 4,6% chi ¢ do 1.

Déi vé6i chirc nang than chi cd 0,2% tang Creatinin ¢ d 2. Khéng ¢6 truong
hop Nnao biéu hién doc tinh trén chic nang dao thai Ure. Nhu vay, do chuyén hda
caa cac thude trong phac do khi qua than ¢ dang khong con hoat tinh (ngoai trix
Oxaliplatin) nén mirc d6 anh huong Ién chic niang dao thai cua than 12 rat thap.

Lé Thanh Trung (2011) gap tang men gan GOT ¢ 20,7% va GPT la 13,9%
tinh chung 6 chu ky, hau hét chi ¢ do 1 (20,7% va 12,0%) [115]. Té6 Nhu Hanh
(2012) ciing thdy doc tinh trén gan thuong gap hon, dic biét 1a ting men gan
Véi ty 18 29,3%-35,5%, nhung ciing chi gap 1 truong hop xuét hién ting men
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gan do 3. Boc tinh trén than it gap va chi & mac do nhe, khong co6 truong hop
nao xuét hién doc tinh nang [116]. C4c nghién ctu ngodi nudc khong dé cap
dén mic do gay anh huong trén chirc ning than cua phac do.

4.2.2.2. Céc tac dung phu khéng mong muén khéc

Buén nén - ndn

Biéu hién budn ndn va ndn 1a nhitng tac dung phu thuong gap trong hoa tri.
Trong phac db cd sir dung Epirubicin 1a thudc gay nén manh nén ty 1¢ gap cao.
Tinh chung qua 6 chu ky cac bénh nhan gap ty 1& biéu hién budn ndn va ndn véi
34,2% va 20,1%. Cac biéu hién cha yéu & mtic d6 nhe va vira, mét sé it truong hop
& mirc d6 nang anh huong dén kha ning an udng ciia ngudi bénh (3,7% budn nén
va 0,6% non).

Cu thé biéu hién buon ndn & chu ky 1: 28,3% trong d6 do 1 1a 16,4%, do 2
chiém 8,5%, do 3 chiém 3,3%. Chu ky 2: 32,2% trong d6 do 1 1a 19,0%, do 2 I
9,2%, d6 3 la 3,9%. Chu ky 3: 37,5%, do 1 chiém 21,7%, d6 2 14 11,2%, do 3 Ia
4,6%. Chu ky 4: 36,2%, 36 1 chiém 22,4%, d6 2 chiém 10,5%, d6 3 1a 3,3%. Chu
ky 5: 36,2%, d6 1 chiém 23,0%, d6 2 12 9,8%, d6 3 12 3,3%. Chu ky 6: 34,8%, d6 1
1220,4%, do 2 1a 10,5%, do 3 la 3,9%.

Biéu hién non & chu ky 1: 16,4% trong d6 do 1 1a 11,1%, do 2 chiém 5,2%.
Chu Ky 2: 20,4% trong d6 do 1 1a 11,8%, do 2 14 7,2%, do 3 14 1,3%. Chu ky 3:
23,7%, 30 1 chiém 13,8%, d6 2 1a 8,5%, do 3 1a 1,3%. Chu ky 4. 19,0%, d6 1
chiém 12,5%, do 2 chiém 6,5%. Chu ky 5: 21,7%, d6 1 chiém 13,1%, d6 2 12 7,9%,
d6 312 0,7%. Chu ky 6: 19,0%, d6 1 1a 11,1%, d6 2 1a 7,2%, d6 3 1a 0,7%.

L& Thanh Trung (2011) cho thay khi diéu tri véi phac d6 EOX biéu hién budn
non va non gap kha pho bién vai 21,5% sb dot diéu tri. Trong d6 mic do 1 1a
11,1%; d6 2 12 9,2%, d6 3-4 chiém 1,2% [L15]. T6 Nhu Hanh (2012) thdy non
va budn nén 1a mot tac dung phu hay gap chiém 45,6% truong hop (n=31), muc do

chi yéu 1a non nhe va vira 13,2%-25%; ¢6 7,4% BN (n=5) xuat hién nén do 3 can
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phai diéu tri [116]. Piang Hoang An (2015) gap triéu ching budn ndn va ndn
thuong xuyén véi 69,05% trong d6 do 1 1a 28,57%; d6 2 nhiéu hon véi 35,71%
va do 3 1a4,76% [117].

Cunningham (2006) gap budn ndn va ndn vai ty 1é rat cao 78,9%:; do 3-4 gap
it véi 11,4% [13].

Tiéu chay

Tiéu chay 1a mét trong sé nhiing tac dung phu thuong gip khi diéu tri hda chét
phéc d6 ¢ Fluorouracin. Cac bénh nhan trong nhdm nghién ctiu str dung Xeloda
trong phac do véi liéu vira phai nhung kéo dai nén ciing gap tac dung phy nay. Tuy
nhién, chi gap & 13,6% cac trudng hop, phan lon & mic do nhe khdng anh huong
dén liéu trinh diéu tri (7,3% d0 1, d6 2 13 4,3% va d6 3 14 1,9%). Cu thé ¢ chu ky 1:
19,0% trong d6 do 1 1a 9,8%, do 2 chiém 5,9%, do 3 chiém 3,2%. Chu ky 2: 19,0%
trong d6 d6 1 la 11,1%, d6 2 1a 5,3%, do 3 1a 2,6%. Chu ky 3: 13,1%, d6 1 la 6,5%,
do 2 la 3,9%, d6 3 la 2,6%. Chu ky 4: 10,5%, do 1 la 5,9%, do 2 la 3,2%, d6 3 la
1,3%. Chu ky 5: 10,5%, d6 1 1a 5,3%, d6 2 la 3,9%, d6 3 la 1,3%. Chu ky 6: 9,2%,
do 11a5,3%, d6 2 la 3,2%, d6 3 1a 0,7%.

Nhu vay, trong nghién ctu cho thdy ty 1& xuat hién triéu chang nay
khong cao va hay gap & nhiing chu ky dau hon. Mot phan nguyén nhan do céc
bénh nhan sau phau thuat cit da day van chua 6n dinh duong tiéu hda nén dé
bi tac dong cua diéu tri hon.

L& Thanh Trung (2011) ciing gap tidu chay & 12,3% sb dot diéu tri, mtc do 1
12 6,5%; do 2 12 5,1%; do 3 12 0,7% va khong gip do 4 [115]. Té6 Nhu Hanh
(2012) gap viém niém mac miéng va tiéu chay muac do nhe chiém 27,9% va 8,8%;
mic do vira co dudi 15%; 5 truong hop tiéu chay mirc d ning phai can thiép bang
thudc [116]. Pang Hoang An (2015) ciing gip ty 1& nho tiéu chay voi 11,9%
d6 1 va 7,14% do 2; khong gap do 3-4 [117].
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Cunningham (2006) ciing gip & muc cao hon véi 61,7% sb bénh nhan, va
ciing chi ¢ 11,9% & d6 3-4 [13]. Barreto (2014) trong mot nghién ctu diéu tri
99 bénh nhan UTDD bing phac d6 EOX ¢ An do gap tiéu chay nang mutc do
3-41a 14% [122].

Hi chirng ban tay - chan

Hoi chimg ban tay - chan Ia mot trong nhiing tac dung phu dac trung va
thuong gap khi diéu tri phac dd c6 chira Capecitabine. Qua 6 chu ky biéu hién gap o
21,7% s6 trudong hop va chu yéu & do 1, 2. Xuat hién ting 1én & nhitng chu ky sau
va hau hét khdng anh huong diéu tri. Cu thé chu ky 1: 0,7% trong d6 chi c6 do 1
0,7%. Chu ky 2: 1,3% trong d6 d6 1 la 0,7%, d6 3 1a 0,7%. Chu ky 3: 1,3%, d6 1
chiém 1,3%. Chu ky 4: 4,6%, d6 1 chiém 4,6%. Chu ky 5: 5,3%, d6 1 chiém
4,6%, d6 3 la 0,7%. Chu ky 6: 2,6, do 1 1a 2,0%, d6 2 la 0,7%. Nhu vay la
nhitng truong hop doc tinh nang hon thuong xuat hién & nhiing chu ky sau do
tich lily doc tinh anh huéng. Tuy nhién thi véi liéu khong cao va kéo dai ciing
su diéu chinh lidu thudc khi xuat hién doc tinh nén phan nao han ché doc tinh
mirc d6 nang Vvéi ty 1€ tang 1én.

Trong khi L& Thanh Trung (2011) gap biéu hién ndy & 41,4% s6 dot diéu tri
Vi hau hét & miae d6 1 14 35,2% [115]. T6 Nhu Hanh (2012) gap it hon véi
36,8% cac trudng hop (n=25), phan 16n & mic do nhe va vira, ¢6 10,3% ¢ mirc do
nang phai giam liéu hoac ngumg diéu tri [116]. Trinh Thi Hoa dung phac d6 ECX
véi lieu Capecitabine twong tu gap & 43,8% [113]. Bang Hoang An (2015) gap
23,8% ¢ d6 1va1l,9% & do 2, khong gap & mirc d6 nang [117].

Cunningham (2006) chi gap 3,4% biéu hién & d6 3-4 [12]; Trong nghién cau
REAL-2 giap 39,3% céc truong hop véi 3,1% ¢ do 3-4 [13]. Barreto (2014) ¢ An
do gap 3% co doc tinh gay hoi chirng ban tay - ban chan & mac d6 3-4 [122].
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Nhu vay, trong nghién cau st dung phéac db két hop 3 thude 6 biéu hién doc
tinh cao trén hé tao huyét nhung Capecitabine ding ¢ liéu thap trai déu cac ngay
trong chu ky cho wu thé giam ty 1& xuét hién hoi chiing ban tay - chan [104].

Triéu chung than kinh ngoai vi

Pac tinh than kinh ngoai vi 14 biéu hién thuong gap lién quan téi liéu diéu tri
Oxaliplatin. Bao gdm ddc tinh cap xuat hién ngay trong hoic sau qué trinh truyén
thudc. Doc tinh mén thudng biéu hién trén than kinh cam giac lién quan téi liéu tich
liy cuia thude va thuong gap & mac liéu 780-850 mg/m?. Tuy nhién trong phan 16n
cac nghién ctru thuong chir yéu ghi nhan doc tinh cap trong khi doc tinh tich lity,
kéo dai sau khi két thac diéu tri va phai mat mot thoi gian bénh nhan méi hoi phuc.
Nhiéu bénh nhan chiu tac dung phu do doc tinh tich liy khong c6 biéu hién hoi
phuc gy anh hudng téi lao dong, sinh hoat hang ngay [102],[127],[128],[129].

Tinh chung ca 6 chu ky hoa chat gap 34,4% cac trudong hop va thuong ting
1én & nhitng chu ky cudi. Chi yéu & mirc d6 1, 2 véi dau hiéu di cam nhe, té dau chi,
c6 mot s rat nho biéu hién do 3 (1,7%) gay té dau chi nang, anh huong phan nao
toi sinh hoat cua nguoi bénh.

Biéu hién cu thé & chu ky 1: 24,3% trong d6 do 1 13 16,4%, 46 2 14 7,9%. Chu
Ky 2: 29,6% d6 1 la 18,4%, d6 2 1a 10,5%, do 3 la 0,7%. Chu ky 3: 36,2%, d6 1 la
21,7%, d0 2 1a 12,5%, do 3 1a 2,0%. Chu ky 4: 39,5%, do 1 la 23,0%, do 2 1a 13,8%,
do 3 1a 2,0%. Chu ky 5: 40,8%, d6 1 la 23,0%, d6 2 la 15,1%, d6 3 la 2,6%. Chu ky
6:41,1%, do 1 1a 23,7%, do 2 la 15,8%, do 3 la 2,0%.

Lé Thanh Trung (2011) gip & mic cao hon véi 48,9% sb dot va da s6 &
d6 1 v6i 40,7%; d6 2 chiém 8,2%; khong c6 do 3-4 [115]. To Nhu Hanh (2012)
giip 75% doc do 1; 6 2 14 17,6% va chi ¢6 1,55% do 3 [116].

Pac tinh than kinh ngoai vi lién quan dén lidu tich lity cua oxaliplatin nén

thuong gap ¢ nhiing chu ky hda tri sau, khi lidu tich Iy ctia thude tang. Cac tac gia
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Cunningham (2008) va Bang (2012) thay céc tac dung phu gip c¢d phan cao hon, ¢6
|& do cAc tc gia trén diéu tri cho bénh nhan 8 chu ky hoa chét nén lidu tich liy cua
Oxaliplatin cao hon, ty 1¢ gap doc tinh nhiéu hon. Cunningham gap t6i 82,7% biéu
hién triéu chung than kinh ngoai vi, chii yéu ¢ do 1-2 va do 3-4 chi c6 4,4%. Bang
gap 56% Va ciing chi ¢4 rat it biéu hién ¢ do 3-4 véi 2% [13],[16]. Barreto (2014)
cting chi gap 3% c6 doc tinh d¢ 3-4 [122].

Baek (2010) khi nghién ctru doc tinh caa Oxaliplatin thiy doc tinh tich liy
biéu hién tang 1én 15 rét & cac chu ky sau. Sau diéu tri 1,5 thang thi & khoang >10%
VA ting téi muc 30% sau diéu tri 4 thang. Pac tinh ning cling ghi nhan & 34% bénh
nhan (d6 2 kéo dai va doc 3) [130].

Theo c&c nghién cau thi véi nhitng phac do co liéu tich lity Oxaliplatin cao
hon nhu phac d6 XELOX (t6i da 1040mg/m?) hodc phac @6 FOLFOX (ti da
1020mg/m?) déu gap ty 1é doc tinh than kinh ngoai vi cao hon. Chinh vi thé ma
phac d6 EOX ngoai tAc dung manh, cho thoi gian diéu tri ngén ngay hon thi ciing
giam bét duoc lidu doc tinh tich lity caa Oxaliplatin [16],[130].

P ¢6 nhiéu nghién ctiu nham tim ra phuong phap nham khac phuyc téc dung
phu nay dé tao diéu kién cho bénh nhan cd thé diéu tri theo dung liéu trinh. Nhu
nhitng nghién ctu tir ban dau két hop truyén Kali/Mange, Glutathione, N-
acetylcysteine, Glutamine, Amifostine ... hodc ding céc thudc dé diéu tri tac dung
phu nay nhu Carbamazepine, Oxcarbazepine, Gabapentin ... Tuy nhién, cho téi nay
van chua c6 bién phap hoic loai thudc nao co thé cai thién tré ngai nay trong diéu
tri bang cac phac d6 cd Oxaliplatin [127],[128],[129],[131],[132].

Anh hwéng ciia djc tinh va cdc tic dung phu lén ligu trinh diéu tri

Do anh hudng doc tinh ctia phac db cling nhu cac tac dung phu khac thi qué
trinh diéu tri da phai dung lai dé xir tri cho téi khi 6n dinh. Thuong nhiing chu ky
dau do anh huong caa bénh ciing nhu phau thuat Ion cat da day 1am giam kha ning
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tiéu hoa, hap thu ctia bénh nhan nén ha huyét sic td thuong xuyén xay ra. Véi
nhimg trudng hop nang phai dimg lai dé truyén khéi hong cau. Tuy nhién, sé ngay
dimg diéu tri khéng nhiéu, trung binh 13 4 ngay trong nhiing chu ky dau. Giam dan
& nhitng chu ky sau va chu ky 5, 6 chi phai dimg 1 ngay dé truyén khdi hong cau
sau d6 bénh nhan c6 thé tiép tuc diéu tri dugc. SO truong hop thudng gap o nhiing
chu ky dau trong d6 chu ky 1 gap 14 truong hop, chu ky 2 13 11, chu ky 312 8, chu
ky 4 1a 3, chu ky 5 1a 4 va chu ky 6 1a 2 truong hop.

Anh huong do ha bach cau xay ra ¢ tat ca cac chu ky trong d6 ¢ chu ky 2 va 3
nhiéu hon. Cu thé s6 1an dung do ha bach cau ¢ chu ky 1 gap 3 truong hop, chu ky
21a5,chuky3la7, chuky4las, chuky5la2vachu ky 6 khdng phai ding do
chi yéu 1 nhimg truong hop nhe, diing thudc nang bach cau bénh nhan 6n dinh va
truyén dugc hda chat ngay. Nhiing chu ky dau mac di mie do anh huong ha bach
cau, nhét 1a bach cau hat tuy gap nhiéu nhung ciing chi ¢6 nhimg trudng hop nang
mai phai dung lai, nhimg truong hop nhe sau duing thude thuong 6n dinh ngay nén
khong phai dimg diéu tri. Do d6, sb ngay trung binh phai tam dimg diéu tri do ha
bach cau ciing khong dai. Chu ky 1 va 2 1a 2 ngay, chu ky 3 12 3 ngay, chu ky 4 va 5
la 1 ngay, chu ky 6 khéng phai ding ngay nao. Trong d6 chu ky 3 ¢6 1 trueong hop
phai dimng do sét ha bach cau va va thoi gian diéu tri khang sinh cting thuéc nang
bach cau ciing khong kéo dai do bénh nhan nhanh chéng hdi phuc (4 ngay).

S lan dimg diéu tri do ting men gan ciing tuong tng Vi s6 luot ting men
gan d0 2 tro 18n do & mutc do d6 cac bénh nhan phai ding dé diéu tri ha men
gan tro vé mic <2,5 lan binh thuong moi co thé tiép tuc lidu trinh hoa chat.
Trong d6 s6 lan ding 6 chuky 1va 6131, chuky 21a2, chuky 4 va5 la 4 va
nhiéu nhat & chu ky 3 1a 7. S6 ngay dung do phai diéu tri ha men gan 1au ngay
nén hau hét 1a & mac 6 hoac 7 ngay.

Chi c6 1 lan dung diéu tri do ha tiéu cau kéo dai 6 ngay do ha do 2,

phai doi cho sé lwong tiéu cau tré lai binh thuong bénh nhan méi tiép tuc
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diéu tri dugc. Con 2 trudng hop ha do 3 duoc truyén khéi tiéu cau va chi
phai dirng 1 ngdy, sau xét nghiém sb luong tiéu cau on dinh duoc diéu tri
tiép theo liéu trinh.

Céc doc tinh va tac dung phu khac déu & mic do nhe va vira, qua trinh diéu tri
két hop dung thudc didu tri cac tac dung phu do ciing nhu két hop diéu chinh liédu
thudc trong giGi han cho phép nén da kiém soat dugc. Dic biét trong phac do c6 str
dung Xeloda Ia thuéc hay gay héi ching ban tay - chan nhung do st dung liéu thap
kéo dai, doc tinh biéu hién rat thap khéng anh huong t6i li¢u trinh va ciing khong
phai diéu chinh liéu. Mét thudc khac 1a Oxaliplatin ciing thuong ¢ anh huong téi
liéu trinh do tac dung phu gay anh huong than kinh ngoai vi nhung do lidu tich lity
khong cao nhu trong phac d6 XELOX va do c6 diéu chinh liéu nén bénh nhan ciing
khdng phai ding liéu trinh.,

Nhu vay, phac @6 EOX thyc té chu yéu anh huong I8n sb lugng bach cau 1a
nang né nhat nhung van dé dang kiém soat dugc. Cac doc tinh va tac dung
phu khac déu & mac do nhe va vira, khong anh huong toi bénh nhan ciing
nhu lam gian doan liéu trinh diéu tri nhiéu. Phac do da cho thay kha ning
tien dung cao do chi diéu tri 6 chu ky (phac do XELOX 8 chu ky), it tac
dung phu va dé dang ap dung cho cac bénh nhan.

4.2.3. Két qud diéu tri
4.2.3.1. Thoi gian song thém

Nghién ctru cua ching toi thuc hién trén 152 bénh nhan UTDD giai doan
1IB-111 ¢6 u xam lan téi thanh mac hodc cAu tric 1an can (T4a va T4b) thudc
nhom c6 ty 18 gap cao trong diéu kién Viét Nam. Cac bénh nhan sau khi duoc
phau thuat cat da day triét can co da diéu kién duoc hoa tri bd trg phac do
EOX liéu trinh 6 chu ky. Thoi gian theo ddi bénh nhéan sau diéu tri tir 36
thang dén 75 thang, trung binh 52 thang. S6 bénh nhan con séng 1a 75, c6 77

bénh nhan da tir vong, s6 bénh nhan di tai phat 1a 82 (chan doan tir vong do
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bénh hoic tai phat mot phan qua kham va diéu tri lai tai Bénh vién. Sé con lai
qua kham va diéu tri tai y té co so). Thoi gian song thém toan bo trung binh 1a
50,3 + 2,0 thang, song thém khéng bénh trung binh 1a 46,2 + 2,2 thang. Ty I¢
séng thém toan bd wdce tinh theo Kaplan - Meier sau 3 nam, 4 nim va 5 nim
tuong Gng 1a 61,8%; 50,7% va 48,1%. Ty 1¢ song thém khong bénh sau 3 nam,
4 nam va 5 nam udc tinh twong wng la 53,9%, 49,8% va 42,9%.

So V6i cac tac gia khac nhu Lé Thanh Trung (2011) diéu tri bo trg bang
phac 6 EOX cho UTDD c¢6 di can hach véi thoi gian theo ddi trung binh
18,2 + 7,1 thang. U'c tinh thoi gian séng thém trung binh 35,23 + 1,33 thang,
séng thém toan bd sau 1 nam 1a 98,6% va 2 nam 1a 90,6%. Séng thém khdng
bénh trung binh 32,28 + 1,65 thang. Ty 1¢ song thém khdng bénh sau 1 nam 1a
91,5% va 2 nam la 76,2% [115].

Trinh Thi Hoa (2009) diéu tri bo trg cho cac bénh nhan UTDD giai doan
lIB-11IC véi ca nhimg trudng hop u chua xam 1an thanh mac cho thay ty 1¢
séng thém 3 nam toan bo dat 81,8%; séng thém khong bénh 72,4% [113].

Vii Hai (2008) danh gia két qua diéu tri caa 458 bénh nhan UTDD & cé4c
giai doan khac nhau két qua ty 1& sng thém toan bo 3 nam 1a 20,7%; 4 nim 1a
20,1% va 5 nam 1a 20,1%. Trong do, ty 1¢ séng 5 nim sau mo6 cua nhom cat
ban phan la 28,2% va nhom cit TBDD la 18,8%. Ty ¢ séng 5 nam thap do
gom ca nhirng truong hop phau thuat khdng cat dugc u [111].

Vii Hong Thing (2006) diéu tri bo trg 45 bénh nhan UTDD c6 do xam
lan u khac nhau bang phac d¢6 ELF. TLS 3 nim toan bo dat 63,4% va song
thém khéng bénh Ia 63,2% [108].

P4 bic Van (1993) dat ty 16 séng thém toan bo 5 nam sau phau thuat 12
18% [48]. Trinh Hng Son (2001) séng thém sau 3 nam dat 37,3% [49].

Nguyén Xuén Kién (2005) danh gia két qua sau mo & 144 bénh nhan cho
thoi gian séng thém toan bo trung binh 1a 44,18 thang; ty Ié séng thém toan

bo 5 nam 1a 33,7%. Tuy nhién, nhém 125 bénh nhan tién trién tai chd co thoi
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gian sdng thém toan bo trung binh 1a 39,61 thang; ty 1é song thém toan bo 5
nam chi dat 21,76% [51].

Bdng 4.1: Séng thém sau diéu tri trigt can UTDD

Téc gid N&m . pidu tri Séng thém | Séng thém
3 nam (%) | 5 nam (%)
Db buc Van [48] 1993 | 1908 PT don thuan 29,0 18,0
Trinh Hong Son [49] 2001 306 PT don thuan 37,3
Nguyén Xuan Kién [51] | 2005 144 PT don thuan 33,7
Vit Hong Thang [108] 2006 45 PT + Hoa tri ELF 63,4
Cunningham [12] 2006 253 PT don thuan 23
250 | PT+ Hoatri ECX 36
Vil Hai [111] 2008 | 458 PT don thuin 47,7
46 PT + Hoa tri ELF 65,2
Trinh Thi Hoa [113] 2009 | 106 | PT + Hobatri ECX 81,8
Sasako [15] 2011 530 PT don thuan 61,1
529 | PT+Hoatri TS-1 71,7
Xiang Hu [133] 2014 | 212 | PT don thuin (T4) 31,1
Fukuda [17] 2011 71 PT + Hdba tri (T4) 47,6
Bang [16] 2012 | 515 PT don thuan 78
520 PT + Hoa tri Xelox 83
Nghién curu nay 2015 152 PT + Hoa tri EOX 61,8 48,1
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Sasako (2011) so sanh két qua diéu tri cho 1.059 bénh nhan UTDD da
phau thuat triét can tai Nhat Ban duoc chia thanh 2 nhém gom 530 bénh nhan
theo ddi don thuan va 529 bénh nhan hda tri bé tro bang TS-1. Két qua cho
thay cai thién song thém rd rét & nhom diéu tri bd tro véi ty 16 sbng thém toan
bo 5 nam 1a 71,7% trong khi & nhém phau thuat don thuan 1a 61,1% [15].

Trong nghién ctu cua Bang (2012) TLS toan b 3 nim & nhom diéu tri bd
tro 1a 83% con nhdm phau thuat don thuan dat 78%. Ty 16 séng thém 3 ndm khong
bénh & nhém diéu tri bo tro 12 74% va nhdm phau thuat don thuan chi 13 59% [16].

Xiang Hu (2014) khi dénh gia két qua diéu tri phau thuat don thuan cho
1.1115 bénh nhan UTDD tur 2000-2008 thudc cac giai doan va mirc do xam
lan u khéc nhau trong d6 c6 212 trudng hop ¢6 u xam lan thanh mac hoic cau
trdc 1an can (T4). Trong d6 c¢6 27,4% chua di can hach ving. Uéc tinh séng
thém 5 nam toan bd nhdm u xam lan thanh mac thap hon han, chi dat 31,1%.
Nhu vay rd rang vai trd caa hda tri bd tro cho nhitng bénh nhan nay 1a hét stc
can thiét [133].

Nhu vay, so sanh véi cac tac gia khac (bang 4.1) thi cac bénh nhan trong
nhém nghién ciu bénh da tién trién tai chd, u da xam 14n toi thanh mac hoac cau
tric 1an can (T4a va T4b) duoc diéu tri bo tro bang phac d6 hda tri EOX gém 3
thude da co su cai thién ty 1& song thém dang khich 1&. So sénh véi trong nudc
thi trudc day chua c6 nghién ctru nao tap trung riéng vao nhom bénh nhan nay.
Cac nghién ciu vé hoda tri bo tro cling chua c6 tac gia nao dit van dé véi
nhém nhiing bénh nhan c6 nguy co tai phat, di cin cao chiém ty 1¢ kha nhiéu
trong diéu kién Viét Nam hién nay. Mic du vay, so sanh véi cac nghién ctu
vé diéu tri UTDD no6i chung thi két qua caa nghién cau nay da cai thién rd rét.
Nhét 14 véi nhiing nghién cau phiu thuat don thuan trén nhoém bénh nhan
thudc nhiéu giai doan va mirc d6 xam lan u. So sanh véi cac nghién cau vé
hoa tri b6 tro gan déy trén cac bénh nhan cé yéu td nguy co thap hon thi két
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qua cta nghién ctu nay véi cac bénh nhan cd yéu té nguy co cao hon ciing
cho thay nhimg budc tién tich cuc.

So sanh véi cac tac gia nudc ngoai cho thay céc tac gia Sasako (2008) va
Bang (2012) c6 ty 1¢ song thém cao hon han do cac bénh nhan trong nghién ctu
bao gém ca nhiing bénh nhan tién luong tot hon. Nghién ciru cua Bang chi ¢6
4/1035 bénh nhan c6 u xam Ian thuoc nhém T4. Nghién cau hdi cau caa Xiang Hu
(2014) diéu tri phau thuat don thuan trong giai doan 1994-2008 cua nhém u
xam lan thanh mac hodc ciu tric 1an can (T4) c6 ty 1é séng thém thap hon han
(31,1% sbng thém 5 niam). Khi duoc hda tri véi cac phac do khong dong nhat
nhu Fukuda (2011) thi cac bénh nhan ¢ u xam lan thanh mac va mic du gap
xam lan tang ké can nhiéu hon cua chung téi ciing c6 ty I& song thém toan bo
5 nam twong duong va chieng to vai trd quan trong cua hda tri b tro [17].
4.2.3.2. Céc yéu té lién quan dén thoi gian séng thém
> Do tudi

Thong thuong trong nhiéu bénh Iy UT thi tudi cao 1a yéu té bat loi. Tudi
cang cao thi nguy co mac cac bénh kém theo ting nén nguy co tir vong ting
lén. Céc bénh nhan trong nghién ciu chii yéu lua chon nhém bénh nhan ¢6 d6
tudi gidi han 70 tudi nén tién luong song tét hon. Pong thoi, tudsi mac UTDD
cang sém thi thi co nguy co lién quan tdi cac yéu t gia dinh, di truyén nén
tién lwong bénh cling x4u hon. Chinh vi thé khi so sanh thoi gian séng thém
giira hai nhém bénh nhan duéi 60 va tir 60 tudi tré 18n khéng cé su khac biét.

Két qua cua nghién ctiru cho thay nhdm bénh nhan >60 tudi co ty 1& sdng
thém toan bo udc tinh theo Kaplan - Meier tai thoi diém 5 nam 1a 53,7% trong
khi nhém <60 tudi 1a 46,4% khong co sy khac biét vai p = 0,679.

Trinh Thi Hoa (2009) khi so sanh séng thém giita nhém tudi <60 va >60
c6 ty 1é sdng thém 2 nim 1a 83,7% va 67,9% su khac biét khong c6 y nghia
thdng ké gitra 2 nhom [113]. Vil Hai ciing khang dinh tudi khéng anh huong
dén tién lugng séng thém [111].
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Zhi Zhu (2014) so séanh sdng thém gitta nhdm tudi <60 va >60 cho ty 18
séng thém 5 nam 1a 34,3% va 43,0%. Su khac biét vé séng thém gitra 2 nhém

tudi khong c6 ¥ nghia théng ké vai p=0,06 [134].

Fukada (2011) va Ming-zhe Li (2014) ciing khong thdy khac biét séng
thém giira theo d6 tudi & nhém cac bénh nhan c6 u da xam 1an thanh mac (T4)
[17],[18].

Téng hop tir cac nghién cau cia Chau Au thay d6 tudi mac bénh rat cao
ciing khdng cd su khac biét vé sbng thém theo do tudi [6].
>  Gioi

Theo cac nghién ctru dich té cling nhu cic nghién ctu trong va ngoai
nuéc thi ty 1é mac bénh & nam gidi déu cao hon so véi nir gigi. Tuy nhién cac
yéu t bénh ly khac khéng c6 su khac biét do d6 khi so sanh sdng thém gitra
hai gisi thuong khong cé su khac biét. Trong nghién ciu thay nhom bénh
nhan nam c6 ty Ié sdng thém toan b 5 nam 1a 48,2% trong khi & nhdm bénh
nhan nir 12 47,2% vai p=0,507. Su khac biét vé ty 1¢ séng thém giira hai gigi
khong c6 ¥ nghia thong ké vai p>0,05.

Fukada (2011), Ming-zhe Li (2014) va Zhi Zhu (2014) ciing khong thay
khac biét vé ty 1& song thém 5 nam giita 2 gidi [17],[18],[134]. Céc phan tich
t6ng hop tir cac nghién ctru Chau Au ciing nhur Chau A cho thay khdng c6 su khéc
biét vé séng thém giita hai gii [6].
>  Song thém lién quan vi tri u

Theo cac nghién ctiu vé diéu tri phau thuat déu cho thay dbi véi nhirng
bénh nhan UTDD tai 1/3 trén thudong khé khin trong phau thuat triét cin do
phai cat da day toan bo va vét nhom hach viing twong tng nén ty 1é song thém

thuong kém hon. Ty Ié séng thém tai thoi diém 5 nam cua cac bénh nhan cé u
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& 1/3 trén trong nghién ctu 1a 30,0%. Thoi gian séng thém trung binh 1a 42,7
+ 5,8 thang. Nhdm u nguyén phét & 1/3 giita 6 ty 1é séng thém toan bo 5 nam
1a 50,3%. Séng thém trung binh 47,3 + 3,0 thang. Nhom u & 1/3 dudi ¢ ty 1é
séng thém 5 niam 1a 50,7%. Séng thém trung binh 50,9 + 2,5 thang. Nhom u
tham nhidm toan bo da day ty 1é song thém 5 niam 1a 0,0%. Séng thém trung
binh 20,5 + 9,5 thang (p=0,047). Nhu vy su khac biét vé ty 1& séng thém

gitra cac nhom theo vi tri u co ¥ nghia thong ké véi p<0,05.

Nhiéu tac gia khi so sanh su khac biét séng thém gitra cac vi tri UTDD
cling ghi nhan u vi tri ving tam vi, 1/3 trén da day c6 tién luong Xau hon, ty 1¢
séng thém thap hon do nguy co lan rong nhanh ciing nhu kha niang di cin
hach cao [6],[36],[125],[135].

Zhi Zhu (2014) danh gia séng thém lién quan vi tri u cho thay ty Ié song
thém 5 nam ¢ 1/3 dudi, gitra va trén tuong g la 42,1%, 37,6% va 36,5% co
khac biét rd rét vé thong ké véi p<0,001 [134]. Harrison (1997) so sanh thay
ty 1& song thém 5 nam cta nhém UTDD tam vi la 42% (thoi gian séng thém
trung binh la 47 thang) vai nhom UTDD vang hang - mon vi la 61% (thoi
gian song thém trung binh 1a 106 thang). Sy khéc biét vé song thém 1a rd rét
va c6 y nghia thong ké véi p=0,03 [126]. Piso ciing khang dinh diéu nay khi
hoi ctru 532 bénh nhan UTDD diéu trj trong thoi gian 1986-1997 [136].

Hansson (1999) danh gia sdng thém trén quan thé UTDD tai Thuy Dién
diéu tri ¢ thoi diém 1985-1986 cho thdy UTDD tam vi TLS Ia 10,4% thap hon
S0 vai vi tri khac 1a 19,4% [52].

Vil Hai (2008) thdy UTDD 1/3 dué6i TLS 5 nam 1a 19,2%; 1/3 giira la
28,9%; 1/3 trén 1a 0% [111].

Tuy nhién ciing c¢6 nhitng nghién ctu cho két qua séng thém UTDD 1/3
dudi c6 tot hon nhung so sanh khdng cé khéc biét vai gia tri p>0,05 [37],[51].
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>  Song thém lién quan kich thwéc u

CAac bénh nhan dugc phan chia theo kich thudc cua ton thuong u nguyén
phat gdom cac nhém: <3 cm; >3-<5 c¢m; 5-<7 cm; >7cm. Ty 1é séng thém 5
nim tuong @ng lan luot 12 61,8%; 56,2%: 45,3% va 31,6%. Tuy nhién thi su
khac biét vé ty 18 sdng thém toan bo gitta cac nhom theo kich thudc ton
thuong khong c6 y nghia théng ké voi p=0,154. Nguyén do 1a nghién cau tap
trung nhom ¢ u xam lan toi hodc qua thanh mac. Mot sé bénh nhan mac du
kich thuéc u khong 16n nhung da xam 14n sau nén su khac biét 1a khong 16n.
Tién lugng séng chi yéu phu thubc mac d6 xam lan u.

Nguyén Xuan Kién (2005) danh gia song thém lién quan kich thudc u thay
nhiing khdi u kich thudc <2cm c6 thoi gian séng thém trung binh 71,42 thang,
ty 18 séng 5 nam 71,93%. U kich thudc >2cm-8cm thoi gian séng thém trung
binh giam tr 49,68 dén con 21,1 thang. TLS 5 nam ciing giam tir 32,41%
xudng dén 0%. C6 thé do cac bénh nhan trong nghién ciru c6 nhidu maic xam
lan u khac nhau va cé nhitng bénh nhan thudc giai doan sém, kich thudc u
con nho va twong tng la d6 xam lan con ¢ ndng sé c6 tién luong tét hon
nhiing trudng hop u 16n, xam 14n sau va kha nang di can hach cao [51].

Vii Hai (2008) thay u c6 kich thudc <3cm ¢6 TLS 5 nam 13 69,7%; u tir
3->10cm TLS 5 nam giam tir 21,5% dén 8,4% [111].

Zhi Zhu (2014) ciing thay két qua tuong ty nhu Nguyén Xuan Kién khi
danh gia séng thém lién quan kich thudc u & nhom cac bénh nhan thudc giai
doan khac nhau. Véi u <4 cm ty Ié sdng thém 5 nam dat 59,2% trong khi
nhom u >4 cm la 33,0% vai p<0,001 [134].

Tuy nhién khi so sanh vai cac nghién ciru danh gia tap trung trén nhom
bénh nhan c¢6 u da xam 14n bé mit thanh mac hodc ciu trdc 1an can nhu cua
Fukada (2011) va Ming-zhe Li (2014) thi kich thudc u khong phai 1a yéu t6
lién quan toi song thém. Két qua ndy phu hop véi nghién ctu caa ching toi
trén nhém bénh nhan c6 u xam lan thanh mac [17],[18].
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> Sf')ng thém lién quan hinh thai dai thé ton thuwong

So sanh sbng thém cua c&c bénh nhan theo hinh thai dai thé u thay ton
thuong dang sui TLS thém 5 nim 83,3%; thoi gian séng thém trung binh 63,6
+ 4,8 thang. Thé loét 1a 58,2%; sdng thém trung binh 56,0 + 3,1 thang. Thé
tham nhidm 40,0%; séng thém trung binh 31,6 + 6,9 thang. Thé loét - sui
41,4%; song thém trung binh 47,7 + 3,1 thang. Thé loét - thAm nhiém 29,2%:
séng thém 37,2 + 4,8 thang. Su khac biét vé ty Ié sdng thém toan bo giita cac
nhém theo hinh thai tén thuong dai thé 1a rd rét véi p<0,05 (p=0,013).

Nguyén Xuan Kién (2005) ciing thay thé sui c6 tién luong t6t nhat, TLS 5
nim 31,49%, sdng thém trung binh 54,14 thang; thé loét 28,57%, séng thém trung
binh 50,86 thang. Thé loét - thdm nhidm va tham nhiém déu xau véi TLS 5 nam 1a
16,27% va 0,0%; song thém trung binh 32,08 thang va 20,5 thang [51].

Zhi Zhu (2014) khi danh gia séng thém lién quan hinh thai dai thé ciing
thay thé sti c6 TLS 5 nam tét nhat véi 42,1%; thé loét 1a 40,7%:; thé loét tham
nhiém 1a 34,2% va thé tham nhiém 1a 13,7%. Sy khac biét 14 rd rét véi p<0,05
(p<0,001) [134].

>  Song thém lién quan dé biét hda mo hec

Theo phan 16n céc tai liéu va nghién ctu néu phan loai theo Lauren cho
thay tip lan téa c6 tién lwong xau hon va theo do biét hoa tip kém biét hoa
thuong xau hon. Két qua nghién ciru ciing thay tip kém biét hoa co ty 18 séng
thém 5 nam thap nhat 35,8%; séng thém trung binh 42,9 + 3,2 thang. Tip té
bao nhan 1 45,2%:; sbng thém trung binh 48,1 + 3,9 thang. Tip biét hoa vira 1a
59,8%; song thém trung binh 56,7 + 3,5 thang. Tip biét hoa cao cd ty I& song
thém toan bo tét nhat vai 85,7%; song thém trung binh 61,7 + 2,1 thang. Su
khac biét vé ty Ié sbng thém toan bo giita cac nhom theo md hoc 1a rd rét véi
p<0,05 (p=0,0009).
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Nguyén Xuan Kién (2005) gap tip kém biét hoa thuong & nhiing bénh nhan
giai doan Mudn va co tién luong séng thém xau hon. Tip UTBM kém biét hda va
khong biét hda ¢ ty 1& séng thém 5 nam va thoi gian séng thém trung binh déu thap
tuong tng 13 10,41% véi 30,67 thang va 0,0% véi 13,43 thang. Tip UTBM té
bao nhan co tién luong kha tt vai ty 1¢ song thém 5 ndm 40,0% va thoi gian
sbéng trung binh 57,3 thang. Nhdm UTBM biét hoa rd bao gom loai biét hoa
cao va vira 0 ty & song thém 5 nam 1a 48,98% va 42,15%; song thém trung
binh 61,8 thang va 55,22 thang [51]. Két qua nay ciing kha twong dong véi

nghién cau cua ching toi va ciing nhu mot s6 nghién ciu khac [6].

Zhi Zhu (2014) khi phan tich yéu tb lién quan sdng thém theo do biét
hdéa mo hoc cao, vira, thép va khong bi¢t hdéa cho TLS 5 nam khéc biét rat rd

rét, tuong tmg 1a 82,5%; 62,0%; 26,2% va 6,8% véi p<0,001 [134].

Ming-zhe Li (2014) danh gia song thém cac bénh nhan c6 u xam lan
thanh mac cho thay khac biét séng thém véi nhom kém biét hoa ty 1é séng
thém thap hon han nhom u ¢6 d6 biét hda md hoc cao (p=0,027) [18].

> Séng thém theo mire d6 xam Ian u nguyén phat

Muc do xam lan caa khéi u (T) 1a yéu t6 tién luong quan trong trong
bénh UT ndi chung va UTDD noi riéng. Cac bénh nhén trong nghién cau
thudc giai doan tién trién tai chd, u xam lan sau. Nhitng BN ¢ u xam 1an téi
thanh mac (T4a) ty 1é song thém toan bo 5 nim 59,5%. U xam lan tang 1an
can (T4b) 1a 33,5%. Su khac biét vé ty 18 séng thém toan bo gitra hai nhdm rat
ré rét va cé y nghia théng ké vai p=0,002.

Nguyén Xuan Kién (2005) thdy UTDD c6 muc d6 xam lan cang sau thi
TLS 5 nam va thoi gian séng thém trung binh cang giam. Ty 1é séng 5 ndm cia
T4a la 15,85% va T4b 1a 0,0%: thoi gian song thém trung binh T4a 14 36,2 thang va
T4b 21,91 thang [51].
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Vii Hai (2008) ciing thiy d6 xam I4an cia u cang su, tién luong séng thém
cang kém. TLS 5 nam ctia u xam lan T4a 1a 21,7% va T4b 14 4,7% [111].

Zhi Zhu (2014) ciing thiy ty 1é song thém 5 nim giam rd theo do xam
l4n cua u tir T1-T4 |2 82,2%; 50,8%: 36,5% va 19,0% véi p<0,001 [134].

Xiang Hu (2014) danh gia song thém nhém 1.1115 bénh nhan UTDD
phau thuat don thuan thady mac d6 xam lan u téi thanh mac hoic ciu trdc 1an
can co ty & séng thém thap hon han [133].

Téng hop nhiéu nghién ctu trén thé gi¢i caa Chau A ciing nhu Au - My déu
cho thdy TLS 5 nam giam rd rét theo mirc do xam lan cua u nguyén phat. Céac
nghién ctu & Nhat Ban cho song thém 5 nam & T1 khoang 90% dén T4a khoang
23-42% va khi u xam lan tang 1an can (T4b) thi ty 1é nay con khoang 5-30%. Céc
nghién cau & Au - My thi ty 1é séng thém thap hon va dic biét khi u xam I4n tang
lan can (T4b) TLS 5 ndm rat thap hoac bang 0,0% [1].

>  Song thém lién quan di cin hach

Di cin hach 1a yéu t tién luong quan trong trong bénh UTDD. Tinh
trang c6 di can hay khong, muc d6 cua di can hach déu anh huong quan trong
dén séng thém cua bénh nhan. Cac tai liéu va nghién cau déu cho rang tién
luong séng thém giam dang ké ¢ nhitng bénh nhan c6 di cin hach so véi
nhirng bénh nhan chua di can hach.

Nhom bénh nhan chua di can hach trong nghién ctu c6 ty 1é song thém
toan bo 5 nam 1a 78,0%; thoi gian séng thém trung binh 66,5 + 2,5 thang.
Nhom da di can hach song thém 5 nam 36,6%:; thoi gian song thém trung binh
44,1 + 2,4 thang. Su khac biét la rd rét véi p <0,001. Tinh trang di can hach
c6 lién quan chat ché véi thoi gian séng thém va 1a yéu t6 tién luong quan
trong trong UTDD.

Nguyén Xuan Kién (2005) thay ty 1é séng 5 nam cta nhdm bénh nhan khdng
di can hach 1a 72,23%; thoi gian song thém trung binh 71,32 thang va nhom
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bénh nhan di c6 di cin hach 1a 11,36%; thoi gian sdng thém trung binh 32,58
thang [51].

Vii Hai (2008) thdy UTDD khong di cin hach ¢6 TLS 5 nim 62,9% trong
khi v&i nhom ¢o di can hach TLS 5 nam chi 12 9,8% [111].

Ming-zhe Li (2014) trén nhém UTDD xam lan thanh mac (T4) nhém c6
di can hach ty & séng thdp hon han nhoém chua di cin hach (p=0,003) [18].

Mtc do di cin hach ciing 1a yéu t6 tién luong quan trong lién quan dén
ty 1¢ song thém. Trong nghién ctu, nhém bénh nhan chua di can hach (NO) c6
ty 16 sbng 5 ndm 1a 78,0%; di can hach N1 1a 44,1%; N2 13 38,2%: N3 la
20,8%. M6i lién quan gitra mic d6 di can hach va séng thém caa bénh nhan
UTDD la rd rét véi p<0,001.

Nguyén Xuén Kién (2005) thdy TLS 5 nam cta nhdm BN khéng di can hach
(NO) 12 72,23%; di can hach N1 12 15,24%: N2 1a 13,33%; N3 I 0,0% [51].

Lé Thanh Trung (2011) diéu tri UTDD c6 di can hach dugc phau thuat
va hoéa tri bo trg EOX cho séng thém toan bo 2 nim & nhém N1 12 95,8% va
N2 la 75% [115].

Fujii (1999) nghién ciru cac yéu té tién luong caa UTDD thay ty 1é song
5 nam cua nhom NO 1a 89%; N1 66%; N2 34% va N3 la 0,0% [137].

Zhi Zhu (2014) cho thiy ty 1¢ séng thém 5 nim giam rd rét theo mirc do
di can hach. Ty I¢ tuong tng tir NO-N3 la 63,8%; 43,7%; 34,0% va 12,2% Vi
p<0,001 [134].

Ikeguchi (2004) va Xiang Hu (2014) ciing cho thidy mic d6 di can hach
tang 1én thi tién lwong song thém xau di [138].
>  Song thém lién quan giai doan bénh

Giai doan bénh 1a yéu té tién lugng quan trong trong bénh ung thu noi
chung va bénh UTDD néi riéng. Cac bénh nhan trong nghién ctu thudc cac
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giai doan 11B, HIA, HIB, I1IC (xép giai doan theo AJCC 2010) c¢6 TLS thém 5
nam lan luot tuong Gng: 84,6%:; 51,3%; 42,0%:; 24,4%. Sy khéc biét vé ty 1& séng
thém gitra cAc nhom bénh nhan theo giai doan bénh la rd rét véi p<0,001.

Bdng 4.2: Ty 1é séng thém theo giai doan bénh

S6ng thém 5 niim theo giai doan (%)
Tac gia Nam n

IHA 1B 1IIA 11IB 1lIC IV
Tay Au [45] 2000 >10000 54 37% 11 7
Sasako [68] 2008 1059 77 49 14
L& Nguyén Ngoc [50] 2004 717 58,9 25,6 14,3
Nguyén Xuan Kién [51] 2005 144 32,6 18,08 0
Vi Hai [111] 2008 504 59,5 13,5 2,0
Nghién ctru nay 2015 152 84,6 513 420 244

L& Nguyén Ngoc (2004) phau thuat 717 bénh nhan UTDD thay TLS 5 nam tir
giai doan I dén IV lan luot; 59,1%; 58,9%; 25,6% va 14,3% [50].

Nguyén Xuan Kién (2005) thdy TLS 5 ndm giai doan I 1 78,36%; giai doan
11 32,6%; giai doan III 18,08% va giai doan IV 0% [51].

Vii Hai (2008) danh gia séng thém 5 nim sau mo theo giai doan bénh I dén
IV lan luot 12 79,3%: 59,5%; 13,5% va 2,0%. Thoi gian sdng thém trung binh &
cac giai doan tuong ung la 56,63 thang; 49,29 thang; 22,70 thang va 10,74 thang
(p<0,0001) [111].

Trinh Thi Hoa (2009) cho thay ty Ié song thém 3 nam cac bénh nhan UTDD
giai doan I1B-111C véi ca nhiing truong hop u chwra xam 14n thanh mac TLS toan
bo dat 81,8%; sdng thém khong bénh 72,4% [113].
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Két qua tong hop tir cc nghién ctu danh gia séng thém sau phau thuat
triét can trong lich sir cia Nhat Ban déu cao hon céc tac gia Tay Au theo ting
giai doan bénh [45].

Nhu vay, giai doan bénh 13 yéu t6 tién luong quan trong anh huong rd rét
dén thoi gian song thém sau mo. Ty 1é séng thém 5 nam cac bénh nhan trong
nghién ctu cua ching toi véi mire dé u xam lan thanh mac dé c6 cai thién rd rét

va 6 phan cao hon cac nghién ciu phau thuat don thuan trong nudc.

>  CA4c yéu t6 tién lwong theo phan tich da bién

Theo don phan tich thi cac yéu té vi tri, hinh thai ton thuong, d6 biét hoa
mé hoc, xam l4n u, tinh trang va mic d di can hach, giai doan bénh lién quan
c¢6 y nghia dén thoi gian song thém sau diéu tri. Khi da phén tich theo phuong
phép hoi quy Cox thi cac yéu té hinh thai ton thuong dai thé, mac do biét hoa
mb hoc, tinh trang di cin hach va giai doan bénh 1a nhitng yéu té tién luong
doc 1ap anh huong thoi gian séng thém (p<0,05).

Hinh thai ton thuong dai thé c6 ty suat nguy co 1,289; khoang tin cay
95% la 1,104-1,504 (p=0,001). Nhu vay, tén thuong dai thé tir dang sui, loét,
hdn hop loét - sUi, loét - tham nhiém va tham nhiém nguy co tir vong ting 1én
1,287 lan,

Do biét héa md hoc co ty suat nguy co 1,460; khoang tin cay 95% la
1,111-1,918 (p=0,007). B6 M0 hoc giam tir nhom biét hda rd tai biét hda vira,
UTBM té bao nhan va kém biét hoa thi nguy co tir vong tang 1én 1,460 lan.

Tinh trang di can hach c6 ty suat nguy co 3,004; khoang tin cay 95% la
1,331-6,962 (p=0,008). Khi da c6 di can hach thi nguy co tr vong tang 1én
3,004 1an so véi chua di can hach.

Giai doan bénh ¢ ty suat nguy co 1,365; khoang tin cay 95% la 1,033-
1,803 (p=0,029). Bénh nhan UTDD trong nhdm nghién ciru cir ting thém mdi
giai doan tur [1B-IIIC thi nguy co tir vong ting 1én 1,365 lan.
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Nhu vay, d6i véi nhém bénh nhan trong nghién ciu (u Xam 1an T4, M0)
thi hinh thai ton thuong dai thé, d6 biét hda mé hoc, tinh trang di cin hach va
giai doan bénh I1a nhiing yéu té tién luong doc 1ap.

Tuwong tu V&i nghién ctu cua ching t6i, Nguyén Xuan Kién (2005) danh
gia két qua sau mé & 144 bénh nhan UTDD thudc nhiéu giai doan khéc nhau
khi phan tich da bién cho thay céc yéu té do biét hda mé hoc, mic do xam lan
u, tinh trang di cin hach, sé luong di cin hach va giai doan bénh 1a nhitng yéu
t6 tién luong doc lap [51].

Vi Hai (2008) da phan tich nhom bénh UTDD thudc cac giai doan khac
nhau diéu tri phau thuat va kém theo nhém dugc héa tri bo trg cho thay cac
yéu tb gém muc d6 xam l4n u, di can hach, giai doan bénh, loai phau thuat 1a
nhing yéu t6 tién luong doc 1ap [111].

Ming-zhe Li (2014) da phan tich 94 bénh nhan UTDD xam lan thanh
mac (T4) diéu tri phau thuat don thuan thay nhoém cé u kém biét hoa nguy co
tr vong tang 1,584 1an so v4i nhém u biét hoa cao. Nhom c6 di cin hach ting
nguy co tir vong 2,496 lan nhom chwa di can hach [18].

Xiang Hu (2014) da phan tich nhém 1.1115 bénh nhan UTDD duoc
phau thuat don thuan cho thay cac yéu té xam lan u (T), mtc d6 di can hach
(N) 1a c4c yéu t6 tién luong doc lap [133].

Zhi Zhu (2014) khi da phan tich nhém 932 bénh nhan UTDD trong thoi
gian 1980-2005 cho thay cac yéu té hinh thai ton thuong dai thé, do biét hoa
md hoc, mic d6 xam 14n u, s6 luong hach di can 1a nhitng yéu t6 tién luong
doc lap [134].

Sheen-Chen (1997) khi danh gia cac yéu t6 tién lugng séng thém cia
UTDD 1/3 gitta cho thay céac yéu t tinh trang xam l4n cta u téi thanh mac va

tinh trang di can hach 1a nhitng yéu té tién luong doc lap [139].
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KET LUAN

Qua nghién ctru 152 truong hop bénh nhédn UTDD giai doan I1B-111 (T4,

NO-3, M0) duoc hda tri bo trg phac d6 EOX sau phau thuat triét can tai Bénh
vién K tir 1/2009 dén 12/2011, theo ddi thong tin dén 6/2015, két qua nhu sau:

1. Pic diém bénh hoc

Tuoi mac bénh trung binh 53,3 + 9,7. Ty 1é nam/ni: 3,1/1.

Vi tri ton thuong thudng gip ¢ ving hang - mon vi (67,8%).

T6n thuong dai thé chu yéu thé loét - sUi 44,1%; thé loét 35,5%.

D6 md hoc kém biét hoa gip nhiéu nhét véi 38,8%, do biét hoa trung
binh 32,3%, UTBM ché nhay 24,3%.

41,4% u di xam lan t&i cac tang lan can (T4b). 71,7% co6 di can hach.

Murc d6 di cin hach ting theo kich thudc va mic do xam Ian caa u.

2. Két qua diéu tri

Hoa tri b trg phac dd EOX cho hiéu qua diéu trj cao, it tac dung phu.
Séng thém toan bo trung binh 50,3 + 2,0 thang. TLS thém toan bo 3 nim,
4 nam va 5 nam la 61,8%, 50,7% va 48,1%.

Khi u xdm lan tang lan cén c6 tién lugng séng thém 5 nam kém hon: T4a
12 59,5% va T4b la 33,5% (p=0,001).

Séng thém 5 nim toan bo nhém chua di cin hach 1a 78,0%; di cin hach
36,6% (p<0,001). Theo muc d6 di can hach: NO 1a 78,0%; di can hach
N1 la 44,1%; N2 la 38,2%; N3 la 20,8% (p<0,001).

Ty 1& séng thém 5 nam giam dan theo giai doan 11B-111C: 84,6%, 51,3%,
42,0% va 24,4% (p<0,001).
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Céc yéu t6 tién luong cd v nghia lién quan véi thdi gian séng thém: vi tri,
hinh thai t6n thuong, d6 biét héa mé hoc, xam l4n cta khéi u, tinh trang
va muc do di can hach, giai doan bénh.

Cac yéu tb tién luong xau 13: u ¢ 1/3 trén, thé thim nhiém, d6 mo hoc
kém biét hoa, xaAm 14n T4b, da di cin hach va méc do di can, giai doan
1B va llIC.

Cac yéu té c6 ¥ nghia tién lwong doc 1ap anh huang thoi gian séng thém:
hinh thai tén thuong, do biét héa mé hoc, tinh trang di can hach va giai
doan bénh.
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KIEN NGHI

Hoa tri bd trg phac 6 EOX 1a mét lua chon cho cac bénh nhan UTDD

da duoc phau thuat triét cin co nguy co cao.



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

1. Vii Quang Toan, Poan Hitu Nghi, Nguyén Tuyét Mai, P§ Anh TU,
Vii Hong Thiing, Tran Mai Phwong, Nguyén Thi Thai Hoa, Tir Thi
Thanh Hwong (2012), Buéc dau danh gia diéu tri bénh ung thu da day
giai doan mudn (11B-111C: T4, MO) bang phau thuét va hoa trj b trg phéac
d6 EOX, Tap chi Ung thu hoc Viét Nam, sb 2/2012, 79-86.

2. Vii Quang Toan, Poan Hiru Nghi, P6 Anh TG, Tran Vin Tuin,
Nguyén Thi Hai Anh, Nguyén Quynh Hwong (2013), Panh gia két qua
noi soi - sinh thiét va mé bénh hoc sau phau thuat ung thu da day tién
trien tai chd (11B-1IIC: T4, MO), Tap chi Ung thw hoc Viét Nam, sb
4/2013, 231-236.

3. Vii Quang Toén, Poan Hiru Nghi, P Anh T0 (2015), biéu tri ung thu
da day tién trién tai chd bang phau thuat va hoa tri bo trg EOX, Tap chi Y
hoc 1am sang, s6 29/2015, 270-278.



9.

TAI LIEU THAM KHAO

. Pisters PWT, Kelsen DP, Tepper JE (2008), Cancer of the Stomach,

Cancer: Principles and practice of oncology, 8" edition, Lippincott
William and Wilkins.

. Globocan (2012), Gastric Cancer Incidence and Mortality Worldwide in

2012,

Annie On On Chan, Benjamin Wong (2014), Epidemiology of gastric
cancer, UpToDate, September 2014, version 19.0.

Jemal A, Siegel R, Ward E et al (2009), Cancer statistics, CA Cancer J
Clin 2009; 59:225.

NCCN (2015), Gastric cancer, NCCN Clinical Practice Guidelines in
Oncology, V 3, 2015.

Dicken BJ, Bigam DL, Cass C et al (1999), Gastric
Adenocarcinoma, Ann Surg, 2005 Jan; 241(1): 27-39.

. Poan Hiru Nghi (2012), Ung thu da day, Cdp nhdt cac bénh thuong gap

trong 1am sang bénh vién, Nha xuat ban Y hoc, 2012, 230-237.

Nguyén Vin Hiéu (2010), Ung thu da day, Piéu tri phau thudt bénh ung
thu, Nha xuét ban Y hoc, 2010, 256-268.

Pham Duy Hién (2007), Ung thw da day, Nha xuat ban Y hoc, 2007.

10. Craig E, Harvey Mamon (2014), Adjuvant and neoadjuvant treatment of

11.

12,

gastric cancer, UpToDate, Jun 23, 2014. version 36.0.

Findlay M, Cunningham D, Norman A et al (1994), A phase Il study in
advanced gastro-esophageal cancer using epirubicin and cisplatin in
combination with continuous infusion 5-fluorouracil (ECF), Annals of
Oncology, 5: 609-616, 1994.

Cunningham D, Allum WH, Stenning SP et al, MAGIC Trial
Participants (2006), Perioperative Chemotherapy versus Surgery Alone


http://www.uptodate.com/contents/adjuvant-and-neoadjuvant-treatment-of-gastric-cancer/contributors
http://www.uptodate.com/contents/adjuvant-and-neoadjuvant-treatment-of-gastric-cancer/contributors
http://www.ncbi.nlm.nih.gov/pubmed/?term=Norman%20A%5BAuthor%5D&cauthor=true&cauthor_uid=7993836

13.

14,

15.

16.

17.

18.

19.

for Resectable Gastroesophageal Cancer, New England Journal of
Medicine, Volume 355: 11-20, July 6, 2006, Number 1.

Cunningham D, Starling N, Rao S et al (2008), Capecitabine and
oxaliplatin for advanced esophagogastric cancer, New England Journal of
Medicine, January 3, 2008; Number 1, Volume 358: 36-46.

Cunningham D, Okines AFC, Ashley S et al (2010), Capecitabine and
oxaliplatin for advanced esophagogastric cancer, New England Journal of
Medicine, March 4, 2010; Number 9, Volume 362: 858-859.

Sasako M, Sakuramoto S, Katai H et al (2011), Five-year outcomes of
a randomized phase |11 trial comparing adjuvant chemotherapy with S-1
versus surgery alone in stage Il or Il gastric cancer, J Clin Oncol, 2011,
29:4387.

Bang YJ, Kim YW, Yang HK et al (2012), Adjuvant capecitabine and
oxaliplatin for gastric cancer after D2 gastrectomy (CLASSIC): a phase 3
open-label, randomised controlled trial, Lancet, January 7, 2012 DOI: 10.
1016/S0140-6736 (11). 61873-4.

Fukuda N, Sugiyama Y, Wada J (2011), Prognostic factors of T4
gastric cancer patients undergoing potentially curative resection, World J
Gastroenterol, 2011 Mar 7; 17(9): 1180-1184.

Ming-zhe Li, Liang Deng, Jing-jing Wang et al (2014), Surgical
Outcomes and Prognostic Factors of T4 Gastric Cancer Patients without
Distant Metastasis, PL0oS One, 2014; 9(9): e107061.

Fujiwara Y, Okada K, Hanada H et al (2014), The clinical importance
of a transcription reverse-transcription concerted (TRC) diagnosis using
peritoneal lavage fluids in gastric cancer with clinical serosal invasion: a

prospective, multicenter study, Surgery, 2014 Mar;155(3):417-23.


http://nejm.highwire.org/content/vol362/issue9/index.dtl
http://www.ncbi.nlm.nih.gov/pubmed?term=Yang%20HK%5BAuthor%5D&cauthor=true&cauthor_uid=22226517
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sugiyama%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=21448423
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wada%20J%5BAuthor%5D&cauthor=true&cauthor_uid=21448423
https://www.ncbi.nlm.nih.gov/pubmed/?term=Li%20Mz%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
https://www.ncbi.nlm.nih.gov/pubmed/?term=Deng%20L%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wang%20Jj%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4161379/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hanada%20H%5BAuthor%5D&cauthor=true&cauthor_uid=24439740
https://www.ncbi.nlm.nih.gov/pubmed/24439740

20.

21,

22,

23.

24,

25.

26.

217,

28.

29.

Pecqueux M, Fritzmann J, Adamu M et al (2015), Free intraperitoneal
tumor cells and outcome in gastric cancer patients: a systematic review
and meta-analysis, Oncotarget, 2015 Nov 3; 6(34): 35564-35578.

Daxing Xie, Liang Liu, Hasan Osaiweran et al (2015), Detection and
Characterization of Metastatic Cancer Cells in the Mesogastrium of
Gastric Cancer Patients, PLoS One, 2015; 10(11): e0142970.

Pd Xuan Hep (1995), Ung thu, Gidi phdu bung, Nha xuat ban Y hoc,
107 - 124.

Hoc vién quan Y (2006), Gidi phdu hoc nguc bung, Nha xuat ban Quan
doi Nhan déan, 149-160.

Phan Viin Pich (2004), Hé tiéu hoa, M6 hoc, Nha xuat ban Y hoc, 2004,
402-413.

Japanese research society for gastric cancer (1995), The general rules
for gastric cancer study in sugergy and pathology, 11" Ed Kanehara
Shuppan, Tokyo.

Japanese gastric cancer Association (2011), Japanese classification of
gastric carcinoma: 3rd English edition, Gastric Cancer, (2011) 14:101-
112.

Kamineni A, Williams MA, Schwartz SM et al (1999), The incidence
of gastric carcinoma in Asian migrants to the United States and their
descendants, Cancer Causes Control, 1999; 10:77.

Pham Hoang Anh va cgng sw (2001), Tinh hinh bénh ung thu & Viét
Nam nam 2000, Tap chi thong tin Y dwot, sb 2, 19-26.

Correa P (2014), Pathology and molecular pathogenesis of gastric cancer,
UpToDate, Jul 2014, version 14.0


https://www.ncbi.nlm.nih.gov/pubmed/?term=Pecqueux%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26384352
https://www.ncbi.nlm.nih.gov/pubmed/?term=Adamu%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26384352
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4742125/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Osaiweran%20H%5BAuthor%5D&cauthor=true&cauthor_uid=26566136

30.

31.

32.

33.

34,

35.

36.

37.

38.

Takahashi M, Kokubo T, Furukawa Y et al (1983), Effect of high salt
diet on rat gastric carcinogenesis induced by N-methyl-N-mitro-N-
nitrosoguanidine, Gann, 74: 28-34.

La Vecchia C, Negri E, Franceschi S et al (1992), Family history and
the risk of stomach and colorectal cancer, Cancer, 1992; 70: 50.

Yasuya H, Toyoshima H, Mizoue T (2001), Family history and the risk
of stomach cancer death in Japan: differences by age and gender, Int J
Cancer, 10, 97(5): 688-94.

Evans DG, Wen PY (2014), Li-Fraumeni syndrome, UpToDate, Sep
2014, version 10.0.

Scartozzi M et al (2004), Molecular biology of sporadic gastric cancer:
prognostic indicators and novel therapeutic approaches, Caner treatment
reviews, Volume: 30, Issue: 5, 451-459. Published: AUG 2004.
Mansfield PF (2014), Clinical features, diagnosis, and staging of gastric
cance, UpToDate, Mar 2014, version 25.0.

Ohno S, Tomisaki S, Oiwa H et al (1995), Clinicopathologic
characteristics and outcome of adenocarcinoma of the human gastric
cardia in comparison with carcinoma of other regions of the stomach, J
Am Coll Surg, 1995; 180: 577.

Navaneethan U, Beg MS, Komrokji R, Safa MM (2008),
Characteristics of proximal versus distal gastric cancer at the VA: Is there
a difference?, Journal of Clinical Oncology, 2008 ASCO (Post-Meeting
Edition). Vol 26, No 15S (May 20 Supplement), 2008: 15517.

Lauren P (1965), The two histological main types of gastric carcinoma:
diffuse and so-called intestinal-type carcinoma, Acta Pathol Microbiol
Scand, 1965; 64: 31-49.



39.

40.

41.

42.

43.

44.

45,

46.

47.

Lé Pinh Roanh, Ping Thé Cin, Ta Vin To va cs (2001), Phan loai md
bénh hoc ung thu da day, Tai liéu héi thdo lan 2 - Trung tm hop tac nghién
i cua To churc Y té Thé gidi Vé ung thi da day, Bo Y té - To chac Y té
Thé gidi, tr 32- 39.

Hu B, El Hajj N, Sittler S et al (2012), Gastric cancer: Classification,
histology and application of molecular pathology, J Gastrointest Oncol,
Sep 2012; 3(3): 251-261.

Gravalos C, Jimeno A (2008), HER2 in Gastric Cancer: A New
Prognostic Factor and a Novel Therapeutic Target, Ann Oncol, 2008; 19
(9): 1523-1529.

Bang YJ, Van Custem E, Feyereislova A et al (2010), Phase IlI
Trastuzumab in combination with chemotherapy versus chemotherapy
alone for treatment of HERZ2-positive advanced gastric or gastro-
oesophageal junction cancer (ToGA): a phase 3, open-label, randomised
controlled trial, Lancet, 2010; 376: 687-97.

Pareek CS, Smoczynski R, Tretyn A (2011), Sequencing technologies
and genome sequencing, Journal of Applied Genetics, 52 (4): 413-435.
Zhong BY, Liu YX, Huang WF et al (2012), Clinical value of 64-slice
spiral 3-phase CT enhanced scanning for preoperative TNM staging
assessment of gastric carcinoma, Zhonghua Wei Chang Wai Ke Za
Zhi. 2012 Jul; 15 (7): 706-9.

Mansfield PF (2015), Surgical management of invasive gastric
cancer, UpToDate, Dec 01, 2015, version 49.0.

Robinson JO (1960), the history of gastric surgery, postgraduate
medical journal, December 1960; 706-713.

Japanese gastric cancer Association (2011), Japanese gastric cancer
treatment guidelines 2010 (ver. 3), Gastric Cancer, (2011) 14:113-123.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Hu%20B%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Sittler%20S%5BAuthor%5D&cauthor=true&cauthor_uid=22943016
http://www.ncbi.nlm.nih.gov/pubmed?term=Bang%20YJ%5BAuthor%5D&cauthor=true&cauthor_uid=22226517
http://www.ncbi.nlm.nih.gov/pubmed/22851075
http://www.ncbi.nlm.nih.gov/pubmed/22851075

48.

49.

50.

51,

52,

53.

54,

55,

56.

57,

58.

Pd Pirc Van (1993), Diéu tri phau thuat ung thu da day tai Bénh vién
Viét bac 1970-1992, Y hoc Viét Nam, tap 7, tr. 405-415.

Trinh Hong Son (2001), Nghién cizu ngo Vét hach trong diéu tri phau
thuds ung thir da day, Luan &n tién sy Y khoa, Truong Dai hoc Y Ha Noi.

L& Nguyén Ngoc (2004), Két qud phdu thudt ung thuw biéu md tuyén dg
day tai bénh vién Viét Puc giai doan 1993-1998, Luan van thac sy Y
khoa, Truong Pai hoc Y Ha Noi.

Nguyén Xuan Kién (2005), Nghién cizu mét so yéu té lién quan dén thoi
gian song thém sau phau thudr diéu tri ung thw da day, Luan vin tién sy
Y khoa, Hoc vién quan Y.

Hansson LE, Sparén P, Nyrén O (1999), Survival in stomach cancer is
improving: results of a nationwide population-based Swedish study, Ann
Surg, 1999 Aug; 230(2): 162-9.

Hundahl SA, Phillips JL, Menck HR (2000), The National Cancer Data
Base Report on poor survival of U.S. gastric carcinoma patients treated
with gastrectomy: Fifth Edition American Joint Committee on Cancer
staging, proximal  disease, and the  “different  disease"
hypothesis, Cancer, 2000 Feb 15; 88 (4): 921-32.

Wirtzfeld D (2014), Partial gastrectomy and gastrointestinal
reconstruction, UpToDate, Feb 2014, version 2.0.

Wirtzfeld D, Hebbard P (2014), Total gastrectomy and gastrointestinal
reconstruction, UpToDate, Jan 2014, version 3.0.

Douglas Morgan (2014), Early gastric cancer: Treatment, natural history,
and prognosis, UpToDate, Aug 2014, version 16.0

Kitano S, Shiraishi N (2004), Current status of laparoscopic gastrectomy
for cancer in Japan, Surg Endosc, 2004 Feb; 18(2): 182-5.

Johanna Bendell (2014), Local palliation for advanced gastric cancer,
UpToDate, Jan 2014, version 12.0


http://www.ncbi.nlm.nih.gov/pubmed/11450793
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hansson%20LE%5BAuthor%5D&cauthor=true&cauthor_uid=10450729
http://www.ncbi.nlm.nih.gov/pubmed/?term=Spar%C3%A9n%20P%5BAuthor%5D&cauthor=true&cauthor_uid=10450729
http://www.ncbi.nlm.nih.gov/pubmed/10450729
http://www.ncbi.nlm.nih.gov/pubmed/10450729
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hundahl%20SA%5BAuthor%5D&cauthor=true&cauthor_uid=10679663
http://www.ncbi.nlm.nih.gov/pubmed/?term=Phillips%20JL%5BAuthor%5D&cauthor=true&cauthor_uid=10679663
http://www.ncbi.nlm.nih.gov/pubmed/?term=Menck%20HR%5BAuthor%5D&cauthor=true&cauthor_uid=10679663
http://www.ncbi.nlm.nih.gov/pubmed/10679663
http://www.ncbi.nlm.nih.gov/pubmed?term=Kitano%20S%5BAuthor%5D&cauthor=true&cauthor_uid=14691704
http://www.ncbi.nlm.nih.gov/pubmed?term=Shiraishi%20N%5BAuthor%5D&cauthor=true&cauthor_uid=14691704
http://www.ncbi.nlm.nih.gov/pubmed/14691704

59.

60.

61.

62.

63.

64.

65.

66.

67.

Nguyén Ham H@éi (2009), Nghién cizu mét s ddc diém 1am sang, cdn
lam sang va két qud diéu trj phau thudt bénh nhdn ung thi da day dwoc
M6 lai tai Bénh vién Viér Birc giai doan 2000-2007, Luan van tét nghiép
Bac sy noi trt, Truong Dai hoc Y Ha Noi.

Gotoda T, Yanagisawa A, Sasako M et al (2000), Incidence of lymph
node metastasis from early gastric cancer: estimation with a large number

of cases at two large centers, Gastric Cancer, 2000 Dec; 3(4): 219-225.
Adachi Y, Shiraishi N, Suematsu T et al (2000), Most important lymph

node information in gastric cancer: multivariate prognostic study, Ann
Surg Oncol, Vol 6(7), 503-7.

Karpeh MS, Leon L, Brennan MF (2000), Lymph node staging in
gastric cancer: is location more important than number? An analysis of
1,038 patients, Ann Surg, 2000; 232: 362.

Kodama Y, Sugimachi K, Soejima K et al (1981), Evaluation of
extensive lymph node dissection for carcinoma of the stomach, World J
Surg, 1981; 5: 241.

Tamura S, Takeno A, Miki H (2011), Lymph Node Dissection in
Curative Gastrectomy for Advanced Gastric Cancer, Int J Surg
Oncol, 2011: 748745.

Bonenkamp JJ, Songun 1, Sasako M et al (1995), Randomised
comparison of morbidity after D1 and D2 dissection for gastric cancer in
996 Dutch patients, Lancet, 1995; 345: 745.

Batista TP, Martins MR (2012), Lymph node dissection for gastric
cancer: a critical review, Oncol Rev, 2012 Mar 5; 6(1): el12.

Cuschieri A, Weeden S, Fielding J et al (1999), Patient survival after
D1 and D2 resections for gastric cancer: long-term results of the MRC


http://www.ncbi.nlm.nih.gov/pubmed?term=Gotoda%20T%5BAuthor%5D&cauthor=true&cauthor_uid=11984739
http://www.ncbi.nlm.nih.gov/pubmed?term=Yanagisawa%20A%5BAuthor%5D&cauthor=true&cauthor_uid=11984739
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tamura%20S%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Takeno%20A%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Miki%20H%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Batista%20TP%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Martins%20MR%5Bauth%5D

68.

69.

70.

71,

72,

73.

74,

75.

randomized surgical trial. Surgical Co-operative Group, Br J
Cancer, 1999; 79: 1522.

Sasako M, Sano T, Yamamoto S et al (2008), D2 Lymphadenectomy
Alone or with Para-aortic Nodal Dissection for Gastric Cancer, N Engl J
Med, 2008; 359: 453-462.

Zhen Wang, Jun - Qiang Chen, Yun -Fei Cao (2010), Systematic
review of D2 lymphadenectomy versus D2 with para-aortic nodal
dissection for advanced gastric cancer, World J Gastroenterol, 2010 Mar
7;16(9): 1138-1149.

Vincent T. DeVita Jr, Edward Chu (2008), A History of Cancer
Chemotherapy, Cancer Research, November 1, 2008, 68; 8643.
MacDonald JS, Schein PS, Woolley PV et al (1980), 5-Fluorouracil,
doxorubicin, and mitomycin (FAM) combination chemotherapy for
advanced gastric cancer, Ann Intern Med, 1980; 93: 533.

Craig Earle, Harvey Mamon (2014), Adjuvant and neoadjuvant
treatment of gastric cancer, UpToDate, Jun 23, 2014. version 36.0.

Mari E, Floriani I, Tinazzi A et al (2000), Efficacy of adjuvant
chemotherapy after curative resection for gastric cancer: A meta-analysis
of published randomised trials, Ann Oncol, (2000) 11 (7): 837-835.
Diaz-Nieto R, Orti-Rodriguez R, Winslet M (2013), Post-surgical
chemotherapy versus surgery alone for resectable gastric cancer,
Cochrane Database Syst Rev, 2013; 9:CD008415.

Findlay M, Cunningham D, et al (1994), “A phase II study in advanced
gastro-esophageal cancer using epirubicin and cisplatin in combination
with continuous infusion 5-fluorouracil (ECF)”, Annals of Oncology, 5:
609-616, 1994,


http://cancerres.aacrjournals.org/search?author1=Edward+Chu&sortspec=date&submit=Submit
http://www.uptodate.com/contents/adjuvant-and-neoadjuvant-treatment-of-gastric-cancer/contributors
http://www.uptodate.com/contents/adjuvant-and-neoadjuvant-treatment-of-gastric-cancer/contributors
http://annonc.oxfordjournals.org/search?author1=E.+Mari&sortspec=date&submit=Submit
http://annonc.oxfordjournals.org/search?author1=E.+Mari&sortspec=date&submit=Submit
http://annonc.oxfordjournals.org/search?author1=I.+Floriani&sortspec=date&submit=Submit
http://annonc.oxfordjournals.org/search?author1=A.+Tinazzi&sortspec=date&submit=Submit

76.

77,

78.

79.

80.

81.

Ychou M, Boige V, Pignon JP et al (2011), Perioperative chemotherapy
compared with surgery alone for resectable gastroesophageal
adenocarcinoma: an FNCLCC and FFCD multicenter phase Il trial. J
Clin Oncol, 2011; 29: 1715.

Johanna B, Harry HY, Panos F et al (2014), Systemic therapy for
locally advanced unresectable and metastatic esophageal and gastric
cancer, UpToDate, Jul 31, 2014. version 46.0.

Van Custem E, Moiseyenko VM, Tjulandin S et al (2004), Phase Ili
study of Doxetxel and Cisplatin plus Fluorouracil compared with
Cisplatin and Fluorouracil as firt - line therapy for advanced gastric
cancer: Areport of the V325 study group, Journal of Clinical Oncology,
Vol 24, No 31 (November), 2004.

Ajani JA, Moiseyenko VM, Tjulandin S et al (2007), Clinical Benefit
With Docetaxel Plus Fluorouracil and Cisplatin Compared With Cisplatin
and Fluorouracil in a Phase Il Trial of Advanced Gastric or
Gastroesophageal Adenocarcinoma: The V-325 Study Group, Journal of
Clinical Oncology, Vol 25, No 22 (August 1), 2007: pp. 3205-3209.

Jatoi A, Murphy BR, Foster NR et al (2006), Oxaliplatin and
capecitabine in patients with metastatic adenocarcinoma of the esophagus,
gastroesophageal junction and gastric cardia: a phase Il study from the
North Central Cancer Treatment Group, Ann Oncol, January 2006, 17 (1):
29-34.

Wasaburo Koizumi (2007), Chemotherapy for Advanced Gastric
Cancer: Review of Global and Japanese Status, Gastrointest Cancer
Res, 2007 Sep-Oct; 1(5): 197-203.


http://www.uptodate.com/contents/systemic-therapy-for-locally-advanced-unresectable-and-metastatic-esophageal-and-gastric-cancer/contributors
http://www.uptodate.com/contents/systemic-therapy-for-locally-advanced-unresectable-and-metastatic-esophageal-and-gastric-cancer/contributors
http://www.uptodate.com/contents/systemic-therapy-for-locally-advanced-unresectable-and-metastatic-esophageal-and-gastric-cancer/contributors
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koizumi%20W%5Bauth%5D

82.

83.

84.

85.

86.

87.

88.

Moertel CG, Reitemeier RJ, Childs DS et al (1969), Combined 5-fluorouracil
and radiation therapy of locally unresctable gastrointestinal cancer, The Lancet,
Volume 294, Issue 7626, 25 October 1969, Pages 865-867.

Tey J, Choo BA, Leong CN et al (2014), Clinical outcome of palliative
radiotherapy for locally advanced symptomatic gastric cancer in the
modern era, Medicine (Baltimore), 2014 Nov; 93(22):e118.

Moertel CG, Childs DS, O'Fallon JR et al (1984), Combined 5-
fluorouracil and radiation therapy as a surgical adjuvant for poor
prognosis gastric carcinoma, Journal of Clinical Oncology, Vol 2, 1249-
1254, 1984.

Zhang ZX, Gu XZ, Yin WB et al (1998), Randomized clinical trial on
the combination of preoperative irradiation and surgery in the treatment
of adenocarcinoma of the gastric cardia (AGC) - report on 370 patients,
Int J Radiat Oncol Biol Phys, 1998; 42: 929-934.

Lowy AM, Feig BW, Janjan N et al (2001), A pilot study of
preoperative chemoradiotherapy for resectable gastric cancer, Ann Surg
Oncol, 2001 Jul; 8(6): 519-24.

Ajani JA, Mansfield PF, Janjan N et al (2004), Multi-institutional trial
of preoperative chemoradiotherapy in patients with potentially resectable
gastric carcinoma, Journal of Clinical Oncology, 2004 Jul 15;22 (14):
2774-80.

Stahl M, Walz MK, Stuschke M et al (2009), Phase 11l comparison of
preoperative chemotherapy compared with chemoradiotherapy in patients
with locally advanced adenocarcinoma of the esophagogastric junction, J
Clin Oncol, 2009 Feb 20; 27 (6): 851-6.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Moertel%20CG%5BAuthor%5D&cauthor=true&cauthor_uid=6491703
http://www.ncbi.nlm.nih.gov/pubmed/?term=O%27Fallon%20JR%5BAuthor%5D&cauthor=true&cauthor_uid=6491703
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lowy%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=11456051
http://www.ncbi.nlm.nih.gov/pubmed/?term=Feig%20BW%5BAuthor%5D&cauthor=true&cauthor_uid=11456051
http://www.ncbi.nlm.nih.gov/pubmed/?term=Janjan%20N%5BAuthor%5D&cauthor=true&cauthor_uid=11456051
http://www.ncbi.nlm.nih.gov/pubmed/11456051
http://www.ncbi.nlm.nih.gov/pubmed/11456051
http://www.ncbi.nlm.nih.gov/pubmed?term=Ajani%20JA%5BAuthor%5D&cauthor=true&cauthor_uid=15254045
http://www.ncbi.nlm.nih.gov/pubmed?term=Mansfield%20PF%5BAuthor%5D&cauthor=true&cauthor_uid=15254045

89.

90.

91.

92.

93.

94,

Pepek JM, Chino JP,Willett CG et al (2013), Preoperative
chemoradiotherapy for locally advanced gastric cancer, Radiat
Oncol, 2013 Jan 4; 8:6.

Leong T, Smithers M, Michael M et al (2012), TOPGEAR: An
international  randomized phase Il trial of  preoperative
chemoradiotherapy versus preoperative chemotherapy for resectable
gastric cancer (AGITG/TROG/EORTC/NCIC CTG), J Clin Oncol 30,
2012 (suppl; Abstract TPS4141).

Macdonald JS, Smalley SR, Benedetti J et al (2001),
Chemoradiotherapy after Surgery Compared with Surgery Alone for
Adenocarcinoma of the Stomach or Gastroesophageal Junction, New
England Journal of Medicine, Volume 345: 725-730, September 6, 2001,
Number 10.

Kim S, Lim DH, Lee J et al (2005), An observational study suggesting
clinical benefit for adjuvant postoperative chemoradiation in a population
of over 500 cases after gastric resection with D2 nodal dissection for
adenocarcinoma of the stomach, Int J Radiat Oncol Biol Phys., 2005 Dec
1; 63(5):1279-85. Epub 2005 Aug.

Leong T, Joon DL, Willis D et al (2011), Adjuvant chemoradiation for
gastric cancer using epirubicin, cisplatin, and 5-fluorouracil before and
after three-dimensional conformal radiotherapy with concurrent
infusional 5-fluorouracil: a multicenter study of the Trans-Tasman
Radiation Oncology Group, Int J Radiat Oncol Biol Phys, 2011 Mar 1;
79(3):690-5.

Ogata T, Araki K, Matsuura K et al (1995), A 10-year experience of

intraoperative radiotherapy for gastric carcinoma and a new surgical


http://www.ncbi.nlm.nih.gov/pubmed/23286735
http://www.ncbi.nlm.nih.gov/pubmed/23286735
http://www.ncbi.nlm.nih.gov/pubmed/?term=Leong%20T%5BAuthor%5D&cauthor=true&cauthor_uid=20472363
http://www.ncbi.nlm.nih.gov/pubmed/?term=Joon%20DL%5BAuthor%5D&cauthor=true&cauthor_uid=20472363
http://www.ncbi.nlm.nih.gov/pubmed/?term=Willis%20D%5BAuthor%5D&cauthor=true&cauthor_uid=20472363
http://www.ncbi.nlm.nih.gov/pubmed/20472363
http://www.ncbi.nlm.nih.gov/pubmed/?term=Araki%20K%5BAuthor%5D&cauthor=true&cauthor_uid=7751175

95.

96.

97.

98.

99.

100

101.

102.

103.

method of creating a wider irradiation field for cases of total gastrectomy
patients, Int J Radiat Oncol Biol Phys, 1995 May 15; 32(2): 341-7.

Abe M, Nishimura Y, Shibamoto Y (1995), Intraoperative radiation
therapy for gastric cancer, World J Surg, 1995 Jul-Aug; 19(4): 544-7.
Drognitz O, Henne K, Weissenberger C et al (2008), Long-term results
after intraoperative radiation therapy for gastric cancer, Int J Radiat
Oncol Biol Phys, 2008; 70(3): 715-721.

Fu S,Lu JJ,Zhang Q et al (2008), Intraoperative radiotherapy
combined with adjuvant chemoradiotherapy for locally advanced gastric
adenocarcinoma, Int J Radiat Oncol Biol Phys, 2008 Dec 1;72(5):1488-94.

Lordick F, Luber B, Lorenzen S et al (2007), Cetuximab plus weekly
oxaliplatin/SFU/FA (FUFOX) in first-line metastatic gastric cancer. Final
results from a multicenter phase 11 study of the A1O upper GI study group,
Journal of Clinical Oncology, Vol 25, No 18S (June 20 Supplement),
2007: 4526.

Nguyén Ba Pire (2003), Epirubicin, Héa chadt diéu tri bénh ung thw, Nha
Xuat ban Y hoc, 2003, 342-343.

. Pfizer (2014), PHARMORUBICIN, Epirubicin hydrochloride:

Consumer Medicine Information, June 2014.

Sanofi - aventis (2015), ELOXATIN, Highlights of prescribing
information, 2015.

Pasetto LM, D'Andrea MR, Rossi E, Monfardini S (2006),
Oxaliplatin-related  neurotoxicity: how and  why?, Oncology
Hematology, August 2006, 59 (2): 159-68.

Nguyén Ba Pirc (2003), Capecitabine, Héa chdt diéu tri bénh ung thi,
Nha xuat ban Y hoc, 2003, 363-364.


http://www.ncbi.nlm.nih.gov/pubmed/7751175
http://www.ncbi.nlm.nih.gov/pubmed?term=Abe%20M%5BAuthor%5D&cauthor=true&cauthor_uid=7676698
http://www.ncbi.nlm.nih.gov/pubmed?term=Nishimura%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=7676698
http://www.ncbi.nlm.nih.gov/pubmed?term=Shibamoto%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=7676698
http://www.ncbi.nlm.nih.gov/pubmed/7676698
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lu%20JJ%5BAuthor%5D&cauthor=true&cauthor_uid=18538489
http://www.ncbi.nlm.nih.gov/pubmed/18538489

104.

105.

106.

107.

108.

109.

110.

111.

Genentech (2015), XELODA, Highlights of prescribing information,
March 2015.

Budman DR, Meropol NJ, Reigner B et al (1998), Preliminary studies
of a novel oral fluoropyrimidine carbamate: Capecitabine, Journal of
Clinical Oncology, May 1998 vol. 16 no. 51795-1802.

Ming-zhe Li, Liang Deng, Jing-jing Wang et al (2014), Surgical
Outcomes and Prognostic Factors of T4 Gastric Cancer Patients without
Distant Metastasis, PL0oS One, 2014; 9(9): e107061.

Nguyén Ba Pirc, Nguyén Tuyét Mai va CS (2001), Két qua bude dau
diéu tri hoa chét trong ung thu biéu mé tuyén da day, Tai liéu héi thdo
lan 2, Trung tm hop tac nghién ctru cia t6 chic Y té Thé gii vé ung
thu da day, Ha N61, 28/11-30/11 nam 2001, 99-111.

Vit Hong Thing va CS (2006), Két qua diéu tri phau thuat két hop hoa
chét b6 tro ung thu da day giai doan muon, Tap chi Y hoc thuc hanh,
Hoi thao Phong chéng ung thu Qudc gia lan tha X1, Hué, thang 6-
2006, s6 541, 405-415.

Nguyén Tién Cwong (2007), Pdnh gid két qud diéu tri héa chdt sau
pthu thudt cdt da day do ung thu da day tai Bénh vién Bach Mai, Luan
van tot nghiép Bac sy chuyén khoa II, chuyén nghanh Noi - tiéu hoa,
Truong Pai hoc Y Ha Noi.

Nguyén Lam Hoa (2008), Nghién ciru ddc diém 1am sang, gidi phdu
bénh, két qud diéu tri phdu thudt ung thir da day va hoéa tri bé tro tai
Bénh vién Viét Tiép Hdi Phong, Luan van tién sy Y khoa, Hoc vién
quan .

Vii Hai (2009), Nghién cizu chi dinh cdc phwong phdap phau thudt, hoa
chdt bé tro va danh gid két qud diéu tri ung thu da day tai bénh vién K,
Luan van tién sy Y khoa, Hoc vién quan Y.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Li%20Mz%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
https://www.ncbi.nlm.nih.gov/pubmed/?term=Deng%20L%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wang%20Jj%5BAuthor%5D&cauthor=true&cauthor_uid=25211331
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4161379/

112.

113.

114.

115.

116.

117.

118.

119.

120.

Phan Tén Thuan (2010), Piéu tr carcindm da day giai doan tiéen xa Il1-1V,
Luan vin thac sy Y hoc, Trudng Pai hoc Y Duoc Thanh phd H6 Chi Minh.
Trinh Thi Hoa (2009), Pdnh gid hiéu qud cua hoa tri bo tro ECX trén
bénh nhédn ung thu biéu mo tuyén da day sau phdu thudt tai bénh vién K
(2006-2009), Luan van thac sy Y hoc, Truong Pai hoc Y Ha Noi.

Pham Duy Hién, Nguyén Vin Hiéu, Bui Cong Toan va CS (2010),
Panh gia két qua budc dau hda - xa dong thoi sau md bénh ung thu da
day giai doan tién trién, Tap chi UNg thu hoc, Hoi thao Québc gia Phong
chéng ung thu 1an thir 15, 2010, s 1-2010, 301-308.

Lé Thanh Trung (2011), Bdnh gid hiéu qud diéu tri ung thu da day di
cdn hach bang phdu thudt triée cdn két hop hoa chat bé tro tai bénh vién
K, Luan van thac sy Y hoc, Truong Pai hoc Y Ha Noi.

Té Nhw Hanh (2012), Pdnh gid két qua hoa tri lidu phac do EOX cho
ung thw da day giai doan mugn khdng con kha nédng phau thugt triét can,
Luan van thac sy Y hoc, Truong Pai hoc Y Ha Noi.

Ping Hoang An, Nguyén Thanh Ai, Pham Nhu Hiép, Phan Thi Ai
Chau (2015), Panh gia két qua diéu tri bo tro ung thu da day giai doan
[1-111 bang Xa tri va hoa tri voi phac d6 EOX tai Bénh vién trung uong
Hué, Tap chi Y hoc 1am sang, s6 29-2015, 258-269.

Nguyén Quang Thai, Nguyén Vin Hiéu (2010), Nhan xét két qua som
diéu tri phau thuat ung thu da day tai khoa phau thuat tng hop bénh
vién K nam 2010, Tap chi Ung thir hoc, Hoi thao Quéc gia Phong chdng
ung thu 1an thir XV, s6 1-2010, 314-319.

Nguyén Thi Nguyét Phwong (2008), Nhan xét gia tr; cua néi soi
thwong va ngi soi nhugm mau trong chdan dodn ung thir da day sém tai
bénh vién K, Luan van thac sy Y hoc, Truong Dai hoc Y Ha Noi.

Pham Duy Hién, Nguy&n Anh Tuan (2001), Tinh hinh phau thuat diéu
tri ung thu da day tai Bénh vién 108 tir 1994 - 2000, Tai liéu héi thdo lan



121.

122.

123.

124.

125.

126.

127.

2 - Trung tAm hop tac nghién citu cia To chire Y té Thé gidi vé ung thr da
day, Bo Y té - To chuc Y té Thé gidi.

Bui Anh Tuyét (2003), Nhdn xét dic diém 1am sang, hinh dnh ngi soi
va mo bénh hoc cia ung thu da day diéu tri tai bénh vién K tir thang
9/2002 — 6/2003, Luan van thac sy Y hoc, Truong Pai hoc Y Ha Noi.
Barreto SG, Batra S, Goel M et al (2014), Epirubicin, oxaliplatin, and
capectabine is just as "MAGIC"al as epirubicin, cisplatin, and
fluorouracil perioperative chemotherapy for resectable locally advanced
gastro-oesophageal cancer, Journal of Cancer Research and
Therapeutics, Vol. 10, No. 4, October-December, 2014, pp. 866-870.
Hoang Xuan Lap (1998), Nghién cizu mét sé ddc diém tén thuwong bénh
ly trong cdt dogn ban phan dudi da day do ung thi ving hang mén vi,
Luan van thac sy y hoc. Hoc vién quan y. Ha noi.

Poan Hiru Nghi, Vit Huy Nung, Vi Hai (2001), Ddnh gid giai doan
ung thie da day qua mét sé tuyén bénh vién, The 2" workshop — who
collaborating centre for gastric cancer: 57-62.

Pacelli F, Papa V, Caprino P et al (2001), Proximal compared with
distal gastric cancer: multivariate analysis of prognostic factors, Am
Surg, 2001 Jul; 67(7):697-703.

Harrison LE, Karpeh MS, Brennan MF (1997), Proximal gastric
cancers resected via a transabdominal-only approach. Results and

comparisons to distal adenocarcinoma of the stomach, Ann Surg, 1997;
225: 678-683.

Saif MW, Reardon J (2005), Management of oxaliplatin-induced
peripheral neuropathy, Therapeutics and Clinical Risk Management,
2005:1 (4) 249 258.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Pacelli%20F%5BAuthor%5D&cauthor=true&cauthor_uid=11450793
http://www.ncbi.nlm.nih.gov/pubmed/?term=Caprino%20P%5BAuthor%5D&cauthor=true&cauthor_uid=11450793
http://www.ncbi.nlm.nih.gov/pubmed/11450793
http://www.ncbi.nlm.nih.gov/pubmed/11450793

128.

129.

130.

131.

132.

133.

134.

135.

136.

Grisold W, Cavaletti G, Windebank AJ (2012), Peripheral
neuropathies from chemotherapeutics and targeted agents: diagnosis,
treatment, and prevention, Neuro-Oncology, 2012, 14:iv45-iv54.

Loprinzi CL (2016), Prevention and treatment of chemotherapy-
induced peripheral neuropathy, UpToDate, Mar 2016, version 16.0.

Baek KK, Lee J, Park SH et al (2010), Oxaliplatin-Induced Chronic
Peripheral Neurotoxicity: A Prospective Analysis in Patients with
Colorectal Cancer, Cancer Res Treat., 2010, 42(4):185-190.

Argyriou AA (2015), Updates on Oxaliplatin-Induced Peripheral
Neurotoxicity, Toxics, 2015, 3 (2), 187-197.

Weickhardt A, Wells K, Messersmith W (2011), Oxaliplatin-Induced
Neuropathy in Colorectal Cancer, Journal of Oncology, Volume 2011,
Acrticle ID 201593, 7 pages.

Xiang Hu, Liang Cao,Yi Yu (2014), Prognostic prediction in gastric
cancer patients without serosal invasion: comparative study between
UICC 7th edition and JCGS 13thedition N-classification systems, Chin
J Cancer Res, 2014 Oct; 26(5): 596-601.

Zhi Zhu, Xuren Sun, Jinou Wang et al (2014), Histopathology-based
prognostic score is independent prognostic factor of gastric
carcinoma, BMC Cancer, 2014 Sep 11; 14: 663.

Park JC, Lee YC, Kim JH et al (2010), Clinicopathological features
and prognostic factors of proximal gastric carcinoma in a population
with high Helicobacter pylori prevalence: a single-center, large-volume
study in Korea, Ann Surg Oncol, 2010 Mar; 17(3):829-37.

Piso P, Werner U, Lang H et al (2000), Proximal versus distal
gastric carcinoma--what are the differences?, Ann Surg, 2000
Aug;7(7): 520-525.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Hu%20X%5BAuthor%5D&cauthor=true&cauthor_uid=25400426
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cao%20L%5BAuthor%5D&cauthor=true&cauthor_uid=25400426
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4220259/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4220259/
http://www.ncbi.nlm.nih.gov/pubmed/10679663
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20YC%5BAuthor%5D&cauthor=true&cauthor_uid=19882188
http://www.ncbi.nlm.nih.gov/pubmed/?term=Piso%20P%5BAuthor%5D&cauthor=true&cauthor_uid=10947021

137.

138.

139.

Fujii K, Isozaki H, Okajima K et al (1999), Clinical evaluation of
lymph node metastasis in gastric cancer defined by the fifth edition of
the TNM classification in comparison with the Japanese system, Br J
Surg, 1999 May; 86(5): 685-9.

Ikeguchi M, Murakami D, Kanaji S et al (2004), Lymph node
metastasis of gastric cancer: comparison of Union International Contra
Cancer and Japanese systems, ANZ J Surg, 2004 Oct; 74 (10):852-4.
Sheen-Chen SM, Chou CW, Chen MC et al (1997), Adenocarcinoma
in the middle third of the stomach--an evaluation for the prognostic
significance of clinicopathological features, Hepatogastroenterology,
1997 Sep-Oct; 44(17): 1488-94.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Ikeguchi%20M%5BAuthor%5D&cauthor=true&cauthor_uid=15456431
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kanaji%20S%5BAuthor%5D&cauthor=true&cauthor_uid=15456431
http://www.ncbi.nlm.nih.gov/pubmed/9356878

MUC LUC

DAT VAN DE ...ooooiieeeeeeeee et 1
CHUONG 1: TONG QUAN TAILIEU..........ccccccovirnrereieeeeerssesenieninann, 3
1.1. Gidi phau, MmO hoc da dAY .........c..ovvveerieersesieeese st 3
L1, GIAT PRAU..c...oooveeveseeeeeeeeeeeees st 3
1.1.2. CAU GO MO HOC weeeeseeeeeeeeeeeeeeeeeeeeeeeese s reseeeeeee e e e esee e s e 4
1.1.3. HE thong BACh RUYEE .......c.oveeveeeeeereseeeeesreseesereeeesssss s 4
1.2. Dich t&, yéu t6 nguy co' ung thw da day.............o...ccoommvrveeimnmmseeisennreesessnenseeinne 6
1.2.1. Dich t ung thit da Ay .........cccooveeeeeeseeeeeeeeeseeeeeeeee e 6
1.2.2. CAC YU 10 NGUY CO voveeerrerreersrsserseeesrsss s ssissesses s 8
1.2.3. Tién trién tw nhién ciia ung thie da day ..........c.oceoeeeeveeeveeeresnnas 12
1.3. Gidi phau bénh va phan 10ai.............ccocovervreriieriseseese s 12
1.3 1. VitFT URG FRUE <. 12
1.3.2. HING G1A Q@i thE ...t 13
1.3.3. MO DENN NOC ... 14
1.3.4. Sinh hoc phdn tir trong ung thu da day................cccocovviiiinnennn. 14
L CRAN QOAN. ... 15
1.4.1. Triéu chung [Am SANG............cccooviiiieiiii e 15
1.4.2. CAN LGN SANG.....cococvii it 16
1.4.3. Chan @oan iai @OQN ...........covevvveeveeeieesresreseeeererseesessen s 18
BT 5 1T ¢ PO OO 19
151 PRAU TRUGE ...t 19
15,2  HOA T o 23
L.5.3. XA Moo, 26
154, PHOU T QLCH oottt 27

1.6. Cac hoa chit sir dung trong nghien Clu...............ccooovvveerervveeesneneeeesssesseeesees 28



1.7. Nghién ctru trong va ngoai nwéc vé diéu tri UTDD.............coooovveveereerenreenn, 31

1.7.1. M{t s6 nghién ciru trén thé gidi vé diéu tri UTDD xdam lan ......... 31
1.7.2. M{t s6 nghién cveu vé diéu tri ung thuw da day tai Viét Nam gan day.....33
CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU......... 36
2.1. DOi tUoNE NZNIEN CUU ......ooovvvvvverevneeeesees s sss s ssssseessssse e 36
2.1.1. Tiéu chudn lwa chon BENA HAGH ........coooeeeeeeseseeeeeeeeeeeeeeee e, 36
2.1.2. TiOU CHUGT LOQE T U evvvseseeeeeeeeeeeeeeeeeeeeeee ettt et e e e e s, 36
2.2. Phuong phap nghi€n ClU ..o s 37
2.2.1. Thibt k6 NGRIBH CURU ..ot 37
2.2.2. C& MAU RGRIGR CUPU ..o en e essses s 37
2.2.3. NOT dung NGRIEN CUU .........ccccovcvieiiii e 38
2.2.4. CACh thic tien HANA .......ccvoevvieirreeisiereese s 40
2.2.5. QUY IR QIGU Fi.evovvoevseeeceeeerseeee e 42
2.2.6. CAc tiéu Chudn @GR GId ........cooeoveeeeeseeeeeeeeeseeeeeeee e 44
2.3 XU LY SO U ..oovorvveveoeeeeeees st ssss s sss st sss s 49
2.4. Khia canh dao dirc ctia nghi€n ctrul ...........cccovvvviiiiicccenree s 50
CHUONG 3: KET QUA NGHIEN CUU ....coooivoieeeeeeeeeeeeeeeeeeeeeeeenns 52
3.1. Pic diém 1am sang, cAn JAM SANG ............ccooovvvvereemevevesseeseecssesssessssesssssssnenees 52
3.1 1. TUGT VA Q0T ceeovoeeseoeeeeeeseeeeeeeeeeee et 52
3.1.2. Bdc diém 1Gm Sang, cQn LGm SANG .........c..coooveeeeeeveeeeseeresceeeresenen, 53
R I 51V ¢ OO 64
3.2.1. DIGU 177 HOA CRAL .ot 64
3.2.2. DPéc tinh ciia phac do hO@ CRAL ...........oocovveeeeeseeeseeeeeesersenn, 66
3.2.3. K&t GUA IGU [FT..voveeeeeeeeseeeeseeeeereee s 76
CHUONG 4: BAN LUAN ......oooootiiiiiiceeeeeee st 91
4.1. Dic diém 13m sang, AN JAM SANG ............ccooovvvveieerreeieseescssessscsessessssessnneees 91

411, TUOT VA IOT covvveerereeeeeieereeesees s es e ses s enissasses s 91



4.1.2. DAC A BEMI OC oo.veeeeeeeeeeeeeeeeeeeeeeeeee e e e ee e 93

4.1.3. PAC AiéM 10N tRILONG .....cocveevervesererererersses s ereessesss s 96
B2 DHBU T L....ooevvveoeereveeeees s ss s sss s es s sssseees 103

T B 5 (o178 1 T 103

4.2.2. Tac dung khONgG MONG MUON ...........ovveeeeseeesrerseserseereesines 104

4.2.3. KOt QUA QIOU IFi..ovooeeeeeeeeoeeeeeeeeeeeeeeeee e 115
KET LUAN ..ottt sas st asen st 130
KIEN NGHI ......oooviiiiiieieeeeiesteeee et sas st ssasssases st 132
DANH MUC CAC CONG TRINH PA CONG BO LIEN QUAN PEN
LUAN AN

TAI LIEU THAM KHAO
PHU LUC



Béang 1.1:
Béang 2.1:
Bang 2.2:

Bang 2.3:

DANH MUC BANG

Céc yéu tb ting nguy co phat trién ung thu da day.........ccccevevvenee. 9
Béang danh gid toan trang bénh nhan PS..............coii, 46
Phan muac d6 doc tinh theo tiéu chuin cia WHO trén huyét hoc va
chirc ndng gan, than.............cocooiiiiiiii 47

Phan mirc d6 mot sd tac dung phu trén lam sang theo tiéu chuin

CUA WHO ... s 48
Bang 3.1: Thoi gian tir lic c6 triéu chimg dau tién dén khi vao vién............. 53
Bang 3.2: Céc tri¢u chiing 1am SANG ........cccevviieiiiiieniiiie e 54
BAng 3.3: Vi tri tON thUONE ....e.vevereieeeeeeeeseseeteeeeeteses st essesessessessessessensesenes 95
Bang 3.4: Kich thudc ton thuong ctia u ngUYENn phat .......ccccvveeveveeeereeesereens 56
Bang 3.5: Hinh thai dai thé tOn thirong.........coceevveeeereeeeeeeeeee s 56
Bang 3.6: Dic diém mo bENH NOC .......c.cvieeceeeieeeeeee et 57
Bang 3.7: Phan bd bénh nhan theo mirc do xam l4n u va di cin hach............ 58
Béng 3.8: Lién quan vi tri u véi di can hach..........cccooii 59
Bang 3.9: Lién quan kich thudc u véi di can hach ... 60
Bang 3.10: Lién quan hinh thai ton thuong voi di cin hach.........ccccvvveueeeens 61
Bang 3.11: Lién quan do6 bi¢t héa mo bénh hoc vai di can hach.................... 62
Bang 3.12: Pac diém bénh nhan dugc phau thuat triét cin trudc hoa tri....... 63
Bang 3.13: Phan bd bénh nhén theo giai doan T.N.M ctia AJCC .................. 64
Bang 3.14: Lidu thudc trong il tri .....veeveeveveeeeeeessesesseeseeeessssessssessesseneens 65
Bang 3.15: Poc tinh trén huyét sic to qua mdi chu ky diéu tri ....coccvveeeeeens 66
Bang 3.16: Ddc tinh trén bach cau qua mdi chu ky diéu tri ..oovevvevvvveenne, 66
Bang 3.17: Pdc tinh trén bach cau hat qua mdi chu ky diéu tri.........cocouuv.e. 67
Bang 3.18: Ddc tinh trén tiéu cau qua mdi chu ky diéu tri.....oceveeveevevereene, 68

Bang 3.19:

Poc tinh chung trén huyét hoc qua 6 chu ky diéu tri ................... 68



Bang 3.20: Boc tinh trén men gan GOT qua mdi chu ky diéu tri................... 69
Bang 3.21: Poc tinh trén men gan GPT qua mdi chu ky diéu tri ................... 70
Bang 3.22: Bgc tinh chung trén churc ndng gan - than qua 6 chu ky .............. 70
Bang 3.23: Boc tinh gay budn noén qua mdi chu ky diéu tri.......cocoevveevreenen, 71
Bang 3.24: Boc tinh gay non qua moi chu ky didu tri......ovveveeeeeeeeseeeeans 72
Bang 3.25: Boc tinh tiéu chay qua mdi chu ky diéu tri ..o.oooveeveeeeeeeeeeeans 72
Bang 3.26: Boc tinh gay hoi ching ban tay - chan qua mdi chu ky diéu tri .. 73
Bang 3.27: Pdc tinh trén than kinh ngoai vi qua mdi chu ky diéu tri ............ 74
Bang 3.28: Cac tac dung phu trén 1am sang chung qua 6 chu ky diéu tri....... 74
Bang 3.29: Anh hudng ctia doc tinh 1én qué trinh didu tri.......ccoovvevevereene, 75
Bang 3.30: Song thém toan b theo NAM ..........ccveveereieeeeeeeeeee e 76
Bang 3.31: Song thém khong bénh theo nam ...........co.cccvvveeeveeisseeeseeeeeeens 78
Bang 3.32: Song thém todn bd theo tUdi........evrvevereerereseieeeseeseesesseesee s 79
Bang 3.33: SOng thém toan b theo Zidi.......coeveeieereiereeeeeeeeseesseeeseeneens 80
Bang 3.34: S6ng thém toan bo theo Vi tri U .......cvvveveeeeeeieseeeeeeeeeesees s 81
Bang 3.35: Séng thém toan bo lién quan kich thudc khéi U.....c.vecveveeeceeene, 82
Bang 3.36: Song thém toan bo theo hinh théi ton thuong dai thé .................. 83
Bang 3.37: Séng thém toan bd theo d biét hoa mo6 hoc ......cvvevveeeeiiiiinnnneee, 84
Bang 3.38: Song thém toan b theo XAM 1N U ......cvevveeeeeeeeeeeeeeeese s 86
Bang 3.39: Song thém toan bo theo tinh trang di cdn hach ..........ccccvveeueeneeee 87
Bang 3.40: Séng thém toan bd theo mirc d6 di can hach..........cccovvvveveeenene, 88
Bang 3.41: Song thém toan bo theo giai doan benh .........ccccvvevvevecvevieeeens 89
Bang 3.42: Céc bién co gia tri du bio nguy co tlr VONG........covveveeverrerrrrrnenns 90
Bang 4.1: Song thém sau diéu tri triét cin UTDD .......c.coovvvvreeivereiereeenen, 117
Bang 4.2: Ty 1¢ séng thém theo giai doan bénh..........cc.cc.ovvvevveeveveveerenenne, 127



DANH MUC BIEU PO

Biéu d6 3.1: Phan bd tudi va gioi cia nhom bénh nhan nghién ciu ............. 52
Biéu d0 3.2: SONZ thBM t0AN DO ........veeeeeecee s 77
Biéu dd 3.3: Thoi gian séng thém khong benh ..........ccoeevveveeeeveeeeseeseees 78
Biéu do 3.4: Séng thém theo d6 tudi bénh Nhan ............cceveveevveevciseeeeeans 79
Biéu d0 3.5: S6ng thém toan bo theo GIdi.......ccevveerveeeeeeereeseeeseeeeseeseneeens 80
Biéu d6 3.6: Séng thém toan bo theo VI Il U ....vvvvvvvvviiiiiiiiiiiiiiiiiiianns 81
Biéu d6 3.7: Song thém toan b theo kich thude Khdi u.........vvvveceeeeceeeeecens 82
Biéu d6 3.8: Séng thém toan bo theo hinh thai ton thuong dai thé...................... 83
Biéu d6 3.9: Song thém toan bd theo do biét hda MmO hoc........ovevvecveeereerreeen, 85
Biéu d6 3.10: Song thém toan bd theo XAM JAN U..........ccvveereeeeeeeeeeeeeseee s 86
Biéu d6 3.11: Song thém toan bd theo tinh trang di can hach............cocovevvveeeennnns 87
Biéu d6 3.12: Sng thém toan bo theo mitc dd di can hach ...........ccovvvevvveeveeennns 88

Biéu d6 3.13: Song thém toan bd theo giai doan beNh...........ccccvvevevieereeieeeeeens 89



DANH MUC HINH

Hinh 1.1: So dd vi tri hach theo cac tic gia Nhat Ban........cccooevvveeveveeereennn, 5
Hinh 1.2: Ty 18 mic (mau xanh) va ty 18 tir vong (mau dd) cta cac bénh UT

thudng gip trén thé gidi tinh chung cho hai giéi
Hinh 1.3: Ty 1& mac (mau xanh) va ty 18 tir vong (mau dd) cta cac bénh UT

thuong gdp tai Viét Nam tinh chung cd hai gidi........ccoevvvvvveiiiinnnnns 8



MOQT SO ANH MINH HOA

1. Anh néi soi da day:

U thé loét géc bo cong nho U thé loét viing hang vi
Bénh nhan Nguyen Ngoc T., nam Bénh nhan Nguyen Dinh D., nam
SO0 ho so: 1104246 S0 ho so: 1105386

U thé loét sti quanh chu vi hang vi U thé tham nhiém hang vi
Bénh nhén Pao Thi S., nit Bénh nhan Nguyén Thi H., nir
S0 ho so: 1104527 So6 ho so: 1102910



2. Anh mo ta ton thwong khi phiu thuat:

Khéi u viing bo cong nho Khi mé ra thay ton thuong
xam lan tGi thanh mac 1a khdi u thé loét bo cong nho
Bénh nhan Vi Tién S., nam Bénh nhan Vi Tién S., nam
S6 ho so: 1000535 S6 hd so: 1000535

Khéi u viing hang vi xam 14n téi Tén thuong 13 khéi u thé
thanh mac, tang sinh mach méau loét - sti hang vi
Bénh nhan Dao Thi S., nix Bénh nhan Dao Thi S., nix

S6 ho so: 1104527 S6 ho so: 1104527



UTBM tuyén biét hoa cao. Tébao usip  UTBM tuyén biét hoa vira. Té bao u
xep thanh tuyen rd, long tuyen phu boi  tao thanh dam dic, roi rac hoic 1o mo

cé4c té bao u thanh thuc. goi thanh tuyén.
Nhudém HE 100x Nhuom HE 200x.
Bénh nhan: Chu Hong Q., nam Bénh nhan: Nguyén Pinh B., nam
S6 ho so: 1105156 S6 ho so: 1105386
Sé tiéu ban: BVK GPB11-5650 S6 tiéu ban: BVK GPB11-6138

UTBM tuyén tip kém biét hda. Tébaou  UTBM tuyén ché nhay. Té bao u sip

nam roi rac hoac thanh dam khong rd xép thanh tuyén, bé hozc day nam
cau tric tuyén. trong bé nhay.
Nhuom HE 200x. Nhuom HE 100x
Bénh nhan: Binh Thi N., nix Bénh nhan: Lé Thi B., nix
S6 hd so: 1105283 S6 hd so: 1105439

S6 tiéu ban: BVK GPB11-5952 S6 tieu ban: BVK GPB11-6217



