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LOI CAM OGN

Sau thoi gian hoc Nghién cuu sinh tai Truwong Dai hoc Y Ha Noi, dwoc
sw gitip d6 ciia Nha truong va cdc Phong, Ban va Bé mén cia truong dén
nay toi da hoan thanh chuwong trinh hoc tap.

Téi xin giri 107 cam on chdn thanh dén Pdng iy, Ban gidgm hiéu,
Phong Quan ly Dao tao Sau dai hoc va B mon Tai Mii Hong Truong
Dai hoc Y Ha N¢i da tao moi diéu kién thudn loi cho téi dé thuce hién va
hoan thanh Ludn dn Tién sy nay.

Véi long kinh trong va biét on sdu sdc, téi xin dwoc bay t6 1o cam on
chéan thanh téi GS.TS. Nguyén Pinh Phiic va PGS.TS. Lé Trung Tho,
nhitng ngwoi Thay - nhitng Nha khoa hoc da tan tinh truyén dat kién thirc
cho t6i va truc tiép huéng dan cho téi trong sudt qud trinh hoc tdp, nghién
ciru va hoan thanh Ludn dn Tién sy nay.

Téi xin bay t6 long kinh trong va biét on sdu sdc dén:

- PGS.TS. Nguyén Tin Phong - B6 mén Tai Miii Hong Trieong Pai
hoc Y Ha Noi.

- PGS.TS. Luvong Minh Huong - B mon Tai Mii Hong Truong Pai
hoc Y Ha Noi.

- PGS.TS. Pham Tudn Canh - Chi nhiém Bé mén Tai Miii Hong
Truong Pai hoc Y Ha Noi.

- PGS.TS. Tong Xudn Thang - Phé chii nhiém Bé mén Tai Miii Hong
Truong Pai hoc Y Ha Noi.

La nhitng nguoi Thdy, nhitng Nha khoa hoc da tin tinh giang day,
huwéng dan cho téi nhiéu y kién quy bdu trong sudt qud trinh hoc tdp va

hoan thanh luan dan nay.
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T6i xin bay t6 long biét on sdu sdc dén tdp thé Truong Cao Pang Y té Ha
Noi, khoa Ung buou Bénh vien Tai Miii Hong Trung wong da giup do va tao
moi dieu kién thudn loi dé t6i cé thé thue hién dé tai nay.

Vé ciing biét on sw cham séc, ddng vién ciia cha me va nhitng nguoi
than yéu cua toi, sy quan tam giup do va nhirng tinh cam quy bdu cua
nguoi than va ban be da danh cho toi.

Ha Noi, ngay 16 thang 6 nam 2019

Nguyén Nhuw Ugc
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LOI CAM POAN

Tbdi 1a Nguyén Nhu Uéc, nghién ciru sinh khoa 29 - Trudong Dai hoc Y Ha
Noi, chuyén nganh Tai - Miii - Hong, xin cam doan:

1. Pay la ludn an do ban than t6i truc tiép thuc hién dudi sy huéng dan cia
Thay GS.TS. Nguyén Dinh Phic va PGS.TS. Lé Trung Tho.

2. Cong trinh nay khong triung ldp voi bat ky nghién ctu nao khac da duoc
cong bd tai Viet Nam.

3. Céc sb liéu va thong tin trong nghién ctru 14 hoan toan chinh xac, trung thuc
va khach quan, da dugc x4ac nhan va chép thuan cua co s¢ noi nghién cuu.

T6i hoan toan chiju trach nhiém truéc phap luat vé nhimg cam két nay.

Ha Noi,ngay 16 thang 6 nam 2019

Tac gid ludgn dn

Nguyén Nhw Ugc
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PAT VAN PE

Ung thu ha hong (UTHH) 14 khéi u 4c tinh xuat phat tir niém mac ha
hong chiém 3% - 5% ung thu dau c6 [1],[2]. Trén thé gidi, ty 16 mac bénh
UTHH ting dang ké hang nam, udc tinh khoang 14.400 trudng hop mac méi
mdi nam [2],[3]. Theo Xue Ying Deng UTHH chiém khoang 20% trong cic
ung thu ciia dudng ho hap tiéu hoa trén [4]. O Viét Nam, UTHH dimng sau
ung thu thanh quén, ung thu vom miii hong. Bénh nhan bi UTHH, thuong
phat hién khi bénh da & giai doan muon (giai doan III va IV)[5],[6] do do tién
luong xau, nguy co tir vong cao gip hai dén ba 1an nhirng bénh nhan giai
doan I hoac II [7].

Ngay nay cung v&i sy phat trién cua khoa hoc ky thuét, nhiéu
phuong phap méi da duogc sir dung trong chan doan UTHH. Viéc tham kham
bang ndi soi cho phép danh gia chinh x4c tinh trang tén thuong bé mit cua ha
hong. Chup cit 16p vi tinh (CLVT) gitp danh gia chinh xac vi tri, kich thudc,
su lan rong cua u, nhitng t6n thuong lan xa, phat hién danh gia sé luong va
kich thuéc hach, vi tri so voi u nguyén phat [6],[8]. Chan doan mé bénh hoc
1a tiéu chuan vang dé khing dinh chan doan c6 hay khong c6 ung thu, cho
biét typ mé bénh hoc, c6 hay khéng c6 cac bién thé md hoc, c6 xaAm nhap hay
khong va ton thuong ung thu 4y & do md hoc nao. Nhirng thong tin ndy gitp
khang dinh chan doan, xac dinh phuong phap diéu tri va giup danh gia duoc
tién luong bénh. Cac yéu td tién lugng trong UTHH bao gdm: Kich thuée u,
miurc do lan tran cia mo u, thoi gian tur khi xuét hién triéu chirng dau tién dén
khi diéu tri, phuong phap diéu tri, cac yéu té ca nhan (bao gom tudi, gidi, su
boc 10 cac dau 4n mién dich cua bénh) dong vai tro quyét dinh dén thoi gian
séng thém va chat luong cudc séng ciia ngudi bénh [9].

Xu hudng chan doan va diéu tri ung thu néi chung va UTHH néi riéng

hién nay khong chi dya vao cac dAu hiéu 1am sang, noi soi, chup CLVT hay



mo bénh hoc don thuan ma 13 phuong phap tiép cin da nganh, hudng t6i cac
dich phén tir trong mbi ca thé dé tir d6 ngoai cac phuong phéap diéu tri ¢ dién,
ngudi bénh c6 thé dugc huong loi tir viée diéu tri nhdm dich phan tir hay diéu
tri mién dich. Nhiing nghién ctru vé su boc 16 cac diu 4n phéan tir cia UTHH
trong thoi gian gﬁn day vé dot bién gen P53, su boc 16 dau 4n tang sinh té bao
(Ki67) [10] va dic biét su boc 16 qua mirc caa gen EGFR. Nguoi ta biét ring
hoat tinh tyrosine ndi bao cia EGFR duogc hoat hoa khi EGFR lién két véi cac
phéi tir nhu yéu té ting trudng biéu mo, amphiregulin,.. Ngay sau khi hoat
hoa, ving ndi bao ctia EGFR sé& tu phosphoryl hoa, khoi dau mot dong thac tin
hiéu lan téa khip té bao gay kich hoat: Con dudng PI3K/AKT, su ting sinh
mach méu, di cin, (rc ché qua trinh chét theo chuong trinh, tin hi€u kich thich
phan bao va phién mi. Vi nhitng hiéu biét nhu vy, ngudi ta di tim dugc cac
thudc wre ché dic hiéu con dudng tin hiéu nay va day 13 nhitng budc tién quan
trong trong nd luc cai thién thoi gian sdng thém cho ngudi bénh UTHH [11].

O Viét Nam, céc nghién ciru vé van dé nay tap trung chil yéu vao mot
s6 khia canh bénh hoc nhu dic diém 1am sang, cac phuong phap chan doan
va diéu trj bénh; it c6 dé tai nghién clru vé cac typ mo bénh hoc theo phan
loai cap nhat cia T chirc y té thé gidi (2017) cling nhu su boc 16 cac ddu an
phan tr lién quan dén tién lugng bénh. Véi mong mudn dong gop mot phan
nhé trong nd luc phat hién bénh sém, nang cao chét luong diéu tri, danh gia
tién luong bénh, ching t6i tién hanh nghién ciru dé tai: “Nghién ciru dic
diém 1am sang, cit 16p vi tinh va moi lién quan ciia mot s6 yéu to tién
lwong véi két qua diéu tri ciia ung thu ha hong” véi cac myc tiéu:

1. Mé ti mot sé dic diém lim sang, hinh anh chup cdt I6p vi tinh ciia
ung thw ha hong.
2. Xdc dinh ty 1¢ typ mé bénh hoc, sw bjc 1 cdic diu dn Ki67, P53,

EGFR va méi lién quan véi két qud diéu tri ung thw ha hong.



CHUONG 1
TONG QUAN TAI LIEU
1.1. SO LUQC LICH SU NGHIEN CUU UNG THU HA HONG

1.1.1. Trén thé gi6i

UTHH d3 duoc y gidi quan tAm tir rat 1au mic du n6 khong phai 1a
bénh pho bién (chi khoang 5% tong sé ung thu dau ¢d) nhung 1 bénh co tién
luong xdu do thuong phat hién ¢ giai doan mudn ciing nhu khé khan vé vj tri
giai phau ciia né khi can thiép. Trong nhiing nim gan day c6 mot s6 nghién
ctru trén thé giéi dang chti y vé UTHH. Nam 1984 Archer dd cho ra bang
phan loai ung thu ha hong — thanh quan trén CLVT [12]. Pén nam 1992
Kirchner va Owen danh gia két qua vi tri thudng gip va giai doan T ctia bénh
nhan UTHH [13]. Tiép dén nam 1997 Becker M, Zbraren P danh gia két qua
xam l4n thanh quan trén phim chup CLVT [14]. Ndm 2002 Hugh D. Curtin va
cong su so sanh cong hudng tir (CHT) va hinh anh CLVT trong phat hién hach
di cin tir ung thu biéu mo té bao vay & dau va co trén tong s6 213 bénh nhan.
Tac gia va cong sy da su dung 16p cit va sy ti tao cac binh dién khac nhau dé
danh gia tén thuong ha hong — thanh quan [15]. Gan day, nim 2009 Xue —
Ying Deng va cong sy da tién hanh nghién ciru danh gia sy xAm 1an ving cia
UTHH dya vao CLVT trén 65 truong hop. Xac dinh mirc do xam l4n va danh
gid chinh x4c mtrc do xam lan khu vuc cia UTHH [4]. Tiép theo, nam 2011
Jeannon va cong su nghién ciru 450 bénh nhan ung thu dau c¢d trong d6 c6 41
bénh nhan UTHH tai London vuong qudc Anh tir thang 1 ndm 2006 dén cudi
thang 12 nam 2007. T4t ca bénh nhan duogc chan doan bénh va chup CLVT
dau cb nguc dé chan doan. Trong 44 bénh nhan tur chdi diéu tri s6 bénh nhan
UTHH 1a 4 nguoi bénh. Thoi gian séng thém cua cac bénh nhan UTHH tir
chdi diéu tri lan luot 1a 32 ngay, 37 ngay, 51 ngay, 80 ngay [16]. Nam 2015



khi J. Robert Newman va cong sy nghién ctru bénh nhan UTHH tir nam 1973
va 2003 tai My va dua ra nhan dinh: Khdi u ha hong c6 xu hudéng xam nhap
vao khu vuc hach bach huyét va di can xa. Ty 1€ séng thém 5 nam dbi véi
UTHH d3 duogc cai thién. Ty 18 séng trung binh ctia bénh nhan UTHH da
tang 1én 41,3% & nhitng bénh nhan dugc chan doan tir 1990 dén 2003 tir
37,5% & nhitng ngudi duge chan doan UTHH tir ndm 1973 dén nam 1989 (P
<0,0001) [17]. Nam 2016, PracyP va cong su khi nghién ctru UTHH tai Anh
da chi ra: Chup cat 16p vi tinh ctia dau, c¢6 va nguc 1 can thiét cho tit ca bénh
nhan. C6 80% bénh nhan UTHH la giai doan III hodc IV. Ty 1é song thém 5
nim ciia UTHH 1a khoang 30-35%. D6i voi bénh giai doan IV ty 1& séng
thém 5 nam 1a 14-22% [18]. Gan ddy nhat, vao ndm 2018 Abrahdo va cong
su khi nghién ctru 146 bénh nhan UTHH tai chiu Au. Nghién ctru dugc két
thac viéc thu thap s liéu ngay 31 thang 12 ndm 2011 va theo ddi thoi gian
song thém hét nim 2015. Nghién ctru dua ra két luan ty 1& séng 5 nim d6i véi
UTHH 1a 35% [7]. Cling thoi gian nay, Petersen va cOng sy khi nghién ctru xu
huéng diéu tri, ty 16 méc va ty 1& song thém ctia UTHH tir ndm 1991 dén
2010 tai Ha Lan dua ra két luan ty 1é song thém 5 nam 1a 28% trong giai
doan 1991-2000 di ting 1a 34% trong giai doan 2001-2010 [3]. Panh gia két
qua so sanh giai doan T 1am sang va CLVT véi T sau phau thuat 23 bénh nhan
UTHH — TQ tai An D6 (2018), Jaipuria va cong su dua ra két qua chan doan
trudc va sau phau thuat cua ton thuong khoang canh thanh moén 1a 82,6%, tén
thuong ha thanh moén 1a 60% [8]. Nam 2018 Graboyes va cong sy danh gia co
hé thdng vé méi lién quan giira thoi gian cham tré diéu tri va két qua diéu tri
bénh nhan UTHH d4 chi ra rang cham séc va diéu tri kip thoi ¢6 lién quan

dén thoi gian séng thém cua cho bénh nhan UTHH [9].



1.1.2. O Viét Nam

Tai Viét Nam, Tran Hiru Tudc 13 ngudi dau tién nghién ciu vé
UTHH. Theo 6ng, cac triéu chimg UTHH thudng bat dau bang nudt kho,
nubt dau lic dau nhe bénh nhan thuong it chi y. Ung thu lan vao thanh
quan giy nhiing triéu chimg nhu khan tiéng, kho thd. Hach cb c6 khi 1a
dau hiéu kha sém [19]. Nam 1970 tac gia Tran Ngoc Dung d3 nghién ctru
t6n thuong hach cd, theo d6 hach c6 1a van dé dang lo ngai nhat trong UTHH
[20]. V& phan bd ung thu theo vi tri, Tran Hitu Tudc cho thiy trong sb cac
UTHH thi ung thu xoang 18 hay gip nhét, roi dén ton thuong sau nhan phéu.
Bénh nhan dén kha mudn tir khi xuat hién triéu chimg dau tién, ¢ giai doan
111, IV véi bénh tich lan kha rong [21],[22],[23]. Theo tac gia Nguyén Dinh
Phiic (2009) khéi u xuat phat chi yéu tir xoang 18 con cac vi tri khac chi
chiém khoang Y% trudng hop. Theo tic gia da sé bénh nhan dén vién ¢ giai
doan muon. Hudng lan tran vao thanh quan la sém va ty 1¢ cao 86,9% [5].
Con theo Lé Minh Ky, Nguyén Quédc Diing (2012), biéu hién 1am sang cua
UTHH théy 100% bénh nhén c6 rdi loan vé nudt, tridu chirng hach ¢ hién
dién trong hon 40% truong hop. Hau hét khéi u cé xuét phat tir xoang 18, da
s6 bénh nhan déu & giai doan khd muon T2 T3 trong do6 hach cd giai
doan N1 gip nhiéu nhat chiém khoang 40% truong hop [24]. Ciing theo
hai tac gia nay, danh gia sy xam 14n tai ving ha hong ctia u cho thy: Vi tri bi
xam lan thuong gip hon ca 1a xoang 18, tiép dén 1a thanh sau hong va sun
nhan. Panh gia su xam l4n & ving nay cia ba phuong phap 1am sang, CLVT,
ph?lu thuét c¢6 su khac biét rd rét CLVT cho két qua gﬁn Vo1 phﬁu thuat hon la
danh gia trén lam sang vé1 dd nhay, do dac hiéu, do chinh xac tir 91,3% dén
100%. Sun giap, tuyén giap, miéng thuc quan thi rat kho danh gia bang lam
sang. CLVT cho két qua gan gidng véi phiu thuat [24]. Ciing theo Lé Minh

Ky va cong su (2012) hudng lan tran xudng dudi ndi soi rat kho danh gia:



Sun giap 14 phan khé danh gia trén 1am sang vi vay dé danh gia ton thuong
sun giap nguoi ta dua vao CLVT hoic xac dinh duoc sau phau thuat. Ton
thwong xam 14n thuc quan c6 thuong bi bé qua khi kham 14m sang. Day 1a
nhimg vi tri sdu ma ha hong va thuc quan lai 1a khoang 4o rat kho danh gia
trén 1am sang. Két qua CLVT cho thdy vai trd quan trong khi phat hién ton
thvong vung nay [6]. Theo Tran Minh Truong, Tran Phan Chung Thuy
(2015) cac bénh nhan ¢ giai doan T4 c6 xam lan rong cic co quan l1an can thi
thiy tit ca déu di can hach trong d6 bénh nhan c6 hach giai doan N1 1a
41,67%, bénh nhan c6 hach giai doan N2 1a 50%, bénh nhan c6 hach xam lan
ra da cb 1a 8,33% [25]. Theo tac gia Tran Minh Truong, Huynh Kim Hong
Van (2016) trong 30 bénh nhan cit toan bd thanh quan ha hong thyc quan c6
tai tao ha hong thuc quan bang éng da day c6 t6i 26 bénh nhan UTHH trong
d6 khdi u xuat phat chi yéu tir xoang 18 84,7%, u xuit phat tir sau nhan
11,5%, u xuét phat tir thanh sau hong 3,8% va chuan doan giai doan T3 la
3,3%, bénh nhan & giai doan T4a la 86,7%, T4b 1a 10%. Céc tac gid dua ra
két luan 6ng da day c6 lugng mau nudi tot, du chiéu dai va duong kinh dé tai
tao ha hong thuc quan. Miéng ndi day ludi — da day va éng da day dam bao

duoc chuc nang nudt tét va kha [26].

1.2. CHAN POAN UNG THU HA HONG
1.2.1. Chan do4n 1dm sang ung thw ha hong
1.2.1.1. Ung thw xoang lé

Ung thu xoang 1& chiém ty 18 16n trong ung thu ha hong [27]. Céc triéu
chtng 1am sang dau tién thudng gip nhit 13 rdi loan nudt mot bén hodc cam
giac kho chiu & mét bén hong, dac biét khi nudt nude bot. Sau vai tuan hodc
vai thang, cam gidc nudt ngdy cang ting dan, triéu chimg nudt dau nhoi 1én

tai [19]. Khi giong néi thay doi, khan tiéng thd vudng xuat hién kha rd rét 1a



khdi u bat dau xam lan thanh quan [20]. Trong mot s6 trudng hop, khi dén
kham thi d& phat hién thdy hach c6. Chinh vi cac triéu chirmg 1am sang ciing
nhu hach ¢b & giai doan dau kha kin déo, it rAm rd hodc tdn tai mot thoi gian
qua dai 1am cho ngudi bénh dé bo qua, khi bénh nhan dén thi di ¢ giai doan
mudn. Hach ¢ trong ung thu xoang 1& chu yéu ¢ ngang tim xuwong méng,
88% la hach 1 bén va phia bén bénh [23].

- Kham lam sang:

Kham vung ha hong thanh quan, s& hach vung cd dé danh gia vi tri, do
di dong, kich thudc... Dbi voi khdi u ving ha hong, soi gian tiép chi méi gitip
phat hién so bo khéi u danh gia dugc muc do di dong cua xoang 18, thanh quan
nhung khé x4c dinh duoc ranh gi6i ctia thuong ton do hién tuong phtl né hoic
viém tai chd. Vi vay, can tién hanh soi ha hong thanh quan truc tiép, noi soi
dong bd Panendoscope, chup CLVT thi méi danh gia chinh xac duoc.

- Céc khdi u gi6i han & mot phan cua xoang 1é:

+ U ¢ goc trude, thudng gap 1a thé loét-tham nhiém bj phu né.

+ U ¢ thanh trong (hay thanh hong, thanh quan) thuong khu tra & phia
dudi nep phéu thanh thiét, loai nay hay gap la thé thAm nhiém nén ntra thanh
quan thuong bi ¢d dinh. Day 13 vi tri gip nhiéu trong nghién ctru cua Lé
Minh Ky va Cao Minh Thanh ty 1& nay 1a 54,4% cac khdi u xoang 1é [27].

+ U ¢ thanh ngoai (hay thanh bén ha hong) hay gip 1a thé thAm nhiém
hay thé sui. Loai u ctia ving nay thudng con khu trd, vi vay cé thé tién hanh
phau thuat bao ton.

Céc khoi u da lan rong ra cac thanh xoang 1é: 14 loai hay gip nhét &
ngudi Viét Nam do nguoi bénh phan 16n dén kham mudn. Xoang 1é da bi thAm
nhiém dudi hinh thai mot u loét thAm nhiém, xung quanh bi pht né. Nira thanh
quan bi ¢ dinh, chi c6 thé xac dinh khdi u qua soi ha hong thanh quan truc
tiép, noi soi dong bd Panendoscope két hop véi chup CLVT ha hong.



+ Khu trt & phan trén xoang 1& (phdn mang), hay gip thé loét thim
nhiém hodc sti va phﬁn 16m thanh quén con di dong, thuong lan 1én trén hoac
vao trong vung hong mi¢ng va nga 3 cua nep.

+ Khu tra ¢ phan dudi xoang 1& (phan syun), ciing hay gap thé loét thim
nhiém, 6m chit 1y vong nhin va canh sun giap, ntra thanh quan bi c¢b dinh.
Chan doan twong d6i kho, néu soi thanh quan gian tiép thi chi phat hién duoc
mot ving cua xoang 1&, hay mot & dong dom rai hodc chi thiy nira thanh
quan bi ¢ dinh. Vi vay, bat budc phai dung 6ng ndi soi soi ha hong thanh
quan tryuc tiép, noi soi déng bo Panendoscope va chup CLVT ha hong. Thuc
té, khi mot bénh nhan dén kham nghi ¢6 hach ¢6 di cin ung thu thi phai kiém
tra ha hong, nhét 1a phén dudi xoang €.

- Cac khéi u 16n da lan ra qua pham vi xoang 1&: Loai ndy ciing hay
gap ¢ Viét Nam va la giai doan lan rong ctia ung thu ha hong, u da lan ra ca
ving ha hong 13n thanh quan. Trong truong hop nay, khi so da thdy mat tiéng
loc coc thanh quan, truc thanh quan bi ¢d dinh hodc kém di dong. Chup
CLVT ha hong, soi ha hong thanh quéan truc tiép, noi soi déng bo
Panendoscope danh gia mitc do lan rong cua ton thuong.

- Chan doan: Chan doan ung thu xoang 1¢ khong khé khin 13m trir mot s6
trudng hop sau ddy can chan doan phan biét véi phi né mét bén nep phéu thanh
thiét hodc phan mang xoang 1é do chan thuong hay di vat, thuong ton lao thé loét
sti cua xoang 1€ or dong dom rdi xoang 1€ hai bén do hep doan thuc quan 0, mot

khdi u viing c¢b gay chén ép 1am cho miéng xoang 1¢ khong mé dugc.
1.2.1.2 Ung thw viing sau nhén phéu

- Ung thu ving sau nhan phéu it gip hon chi chiém khoang 20% [19],
[24], trong cac ung thu ha hong. La loai ung thu phat sinh tir phdn niém mac
bao phu sun phéu, cac co lién phéu va mat sun nhan. V& mo hoc phﬁn 16n van
13 loai ung thu biéu mé malpighi biét hod. Vé dai thé hay gip 1a thé loét sui

va loét tham nhiém.



- Ving sau nhan phéu 1a ving tiép giap voi miéng thuc quan, thuong bi
dong kin khi soi gian tiép, n6 chi mé rong ra khi nuét nén rat khé chan doan
som. Dau hiéu nudt vudng, dau, can tré thire dn xuat hién sém [19]. Khdi u
thuong lan vao thanh trong rdi goc trudc ctia xoang 18 nhung hay gip nhat 13
lan xudng miéng thuc quan. Triéu ching hay gip nhat 13 nudt dau nhung
cling khong rdm ro va tién trién cham, vi vy, ngudi bénh thuong bd qua
[20]. V& sau giong ndi ciing thay dbi va co rdi loan vé ho hap [20].

- Bénh nhan thudng dén véi triéu ching nudt dau, nudt nghen va dén
kha muon dé& nhim voi ung thu miéng thuc quan [23].

- Soi gian tiép kho xac dinh duogc tén thuong vi thudng viém phu né
nhe va ving sau nhin phéu thuong hoi go 1én, nhiéu khi khé phan biét giira
thuong t6n cua thanh sau thanh quan hay ctia ha hong. Vi viy, phai kiém tra
béng noi soi ha hong thanh quan truc tiép, no1 soi déng bd Panendoscope.
Trong giai doan dau, hach ¢6 thuong chua phat hién dugc.

- Chan doan:

+ Chyp CLVT gitip danh gia thuong ton mét cach chinh xac diém xuét
phat va thuong ton u & ving thanh sau nhan phéu da lan xudng miéng thuc
quan chua.

+ Soi ha hongthanh quan truc tiép, ndi soi déng bd Panendoscope
(gitip thdy rd dugc thuong ton, nhat 1a ving miéng thuc quan, trong khi soi

va lam sinh thiét ludn chd nghi ngo).
1.2.1.3 Ung thuw thanh sau hong

La loai ung thu phat sinh tr niém mac cta thanh sau hong (vach hau
sau). La loai ung thu ma nudt dau 1a dau hiéu duy nhat va rat sém, Khéi hach
¢0 phat sinh cham. Anh huéng ctia giong néi it hodc rat cham vé sau, ciing c6
thé kém theo rdi loan v& ho hap [20]. V& mé hoc phan 16n van 1a loai ung thu

biéu mo6 malpighi biét hoa. Vé dai thé hay gip 1a thé loét sui va loét tham
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nhiém. Loai ung thu ndy it gip nhung tién luong rat xau, phan 16n bénh nhan
dén déu ¢ giai doan qua phau thuit, t6 chirc ung thu thudng lan rong ra cac
hudng va khi phau thuat thi bénh tich thuong 13 trim trong hon khi ta kham, vi
vay mot sb it con kha nang phéu thuat duogc thi ti€n luong rat xéu, thuong tir
vong trong vong 1-2 nam do tai phat hoac do hong kéo dai gdy suy mon, boi
nhiém [23]. Theo nghién ctru cua tac gia Nguyén Dinh Phuc khéi u ¢ day gip
khoang 5%, c6 tién lugng x4u boi lan tran theo dién niém mac, ca mot vat
niém mac trai rong trudc cot séng ¢, khong c6 cac can tré va sy bao vé cua
cac mdc giai phau, som tham nhiém. Phau thuat cit bo ung thu ving nay khé
khin bai can phai ghép vat da che phu mit trude cot séng cb [19].

- Chan doan:

+ Chyp CLVT gitip danh gia thuong ton mét cach chinh xac diém xuét
phat va thuong ton u ¢ ving thanh sau hong da lan xudng miéng thuc quan &
phia dudi chua, da lan t6i hong miéng & phia trén chwa,can trudce cot sdng cd
va khoang can hau & phia sau c6 ton thuong hay khong.

+ Soi ha hong thanh quan truc tiép, noi soi déng bo Panendoscope (nodi
soi gitip thiy rd dugc thuong t6n, nhét 1 ving thanh sau hong, trong khi soi

va lam sinh thiét lu6n chd nghi ngo).
1.2.1.4. Huong lan trong ung thu ha hong

- Xoang 1&: Khéi u xoang 1& & giai doan muodn thuong lan ra phia trude
lién quan t&i nép phéu nip va cac sun phéu: xdm lan canh thanh mén, khoang
trude ndp thanh quan. Sy lan rong cua cic u bén c6 thé lién quan dén cac phan
cta sun giap, cho phép xam nhap vao khoang cb bén. Vi cac u xuét hién tir
vach giita, vi tri phd bién nhat lién quan ti cac khdi u ctia xoang 18, ¢6 thé co sur
lién quan t6i cac co ndi thanh quan dan t6i ¢6 dinh day thanh 4m. Su lan rong

ctia khdi u bén dudi vuot qua dinh xoang 18 c6 thé lién quan t&i tuyén giap.



11

- Ving sau nhin phéu: Ung thu xuit phat & khu vuc sau nhin c6 thé
lan theo chu vi t&i sun nhin hodc ra trude lién quan dén thanh quan dan téi
viéc ¢b dinh day thanh am. U lién quan t6i day than kinh thanh quan quit
nguoc ciing ¢6 thé 1am cb dinh dy thanh am. Cac khdi u nguyén phét sau
nhan thuong lan t6i xoang 1&, khi quan hodc thuc quan, hau qua 1a ching
thudng c6 tién lugng x4u hon so v6i u & cac vi tri khac cua ha hong.Hudng
lan cha yéu 1a miéng thuc quan va thanh sau hong [23]. U xuét phat tir sau
nhan phéu thudng xam 14n vao phan sau cua ddy thanh quan giy liét day
thanh, khan tiéng. Vi tri ndy thudng xam lan vé phia bén xoang 1&, xubéng
duéi lién quan dén khi quan va miéng thuc quan [27].

- Thanh sau hong: U xut phat tir niém mac che phu thanh sau ha hong
c6 thé lan t&i hong miéng & phia trén, thuc quan ¢ & phia dudi, can trudc cot
song ¢6 va khoang can hau & phia sau.

- Bach huyét cuia xoang 1é c6 thé dan luu qua mang giap mong, qua cac
hach trude khi quan, té1 hach co chang 11, II1. Céc khdi u xuét phat diém tur
thanh sau ha hong c6 thé lién quan dén cac hach sau hau (hach cia Rouviere)
lan 1én phia dau t6i ddy so. Ung thu xuat phat tir ha hong theo dan luu bach
huyét ¢6 nhiéu nguy co di cin hach c6 hai bén.

- Vi tri di cdn xa pho bién nhét phét trién ¢ nhitng bénh nhan UTHH la
phoi. Gan ¥ s6 bénh nhan UTHH vira c6 biéu hién di cin xa vira phat trién di
can trong sudt giai doan bénh. Nhitng bénh nhan nay khong biéu hién nhiéu
bénh tai chd tai ving sau diéu tri ban dau, ty 1€ di can xa tang dang ké cung

v6i d6 dai thoi gian theo doi tiép theo diéu tri ban dau.
1.2.1.5. Kiém tra va phdt hién hach cé

Pa sd bénh nhan dén kham & giai doan mudn nén ty 1€ da cé hach co 1a
rat cao. Hach ¢ 1a ddu hiéu quan trong thuong gip, thuong thiy & ranh canh,

ngang tam xuong mong, c6 khi & dudi co hai than, cac nhém hoéi quy va trudc



12

thanh quan, c6 khi & dudi ham hoac thuong don, cé thé gap hach co cung bén,
hach cd mot bén dbi dién, con c6 khi gap hach cd 2 bén [23]. Tén thuong hach
cb trong cac truong hop ung thu ha hong 13 van dé dang lo ngai trong ung thu
ha hong, c6 thé phat hién bénh nhan c6 mot hach hodc ¢ nhiéu hach ving co.
Nao vét khdi hach ¢6 va cac chudi hach co 1a giai doan ph?tu thuét hét strc
trong yéu. C6 thé cat bo nao vét hach mot bén nhung nhiéu khi phai cit nao
vét hach cd 2 bén [20]. Trén 1am sang hach so théy c0 khi dinh lai thanh mot
khdi va di bi ¢d dinh, cac hach nay thuong dinh v&i cadc mach mau 16n hodc
cac co vung canh ¢6. Nhom hach duéi co nhi than hay gap nhét va céac hach dé
sO thy thuong 1a nhém & 1/3 gitra mang canh, con nhom hach hdi qui it khi so
thdy. Viéc danh gia thuong ton di cin ung thu lic kham va lac mo thuong
khac nhau, chi khi mé méi phat hién dugc. Sb lugng hach di cin bao gid ciing
nhiéu hon va kich thudc thudng 16n hon luc danh gia trén 1dm sang vi vy can
chup CLVT ha hong danh gia mic d6 lan rong cua ton thuong.
1.2.1.6. Kham va phat hién mgt ung thw thir hai

Hién nay nhiéu tac gia trén thé gidi dd co nghién cliru va bao cdo vé
ung thu thir hai trén cic bénh nhan ung thu dau c6. DU xuat hién cing mot
thoi diém hay sau d6 mot thoi gian, vi tri clia cia ung thu tht 2 hay gip nhat
13 & ving miéng hong va khoang miéng. Ung thu xoang 1& rat hiém gip cing
xuét hién ca 2 bén. Nhiéu tac gia cling nhan manh sy ton tai déng thoi cua
mot ung thu miéng- thuc quan. Ong ndi soi mém ra doi va cac tién bo ky
thuat cia nganh noi soi ngay cang phat trién dong vai trd quan trong trong
viéc phat hién ung thu thu hai.
1.2.2. Kham ndi soi chin do4an ung thu ha hong

- Soi hong miéng va ha hong thanh quan gian tiép: Ky thuat nay sir
dung dén Clar, gwong nho dit & mét sau ciia miéng dé nhin vao ¢6 hong, day

ludi, va mdt phan cua thanh quan.
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- Soi ha hong thanh quan truc tiép: Dung cu soi phat quang gan thau
kinh va camera dé quan sat cac khu vuc khong thdy qua guong gian tiép.

- Panendoscopy: Cho xéac dinh cac khdi u 4c tinh & ca ha hong, thanh
quan, thue quan, khi quan va phé quan, cac ton thuong tién UT, cac yéu tb
nguy co va sinh thiét khdi u 1am mo bénh hoc. Phat hién va loai trir ung thu
thir 2 hay u trén dudng tiéu hoa hod hép trén co ty 1 vao khoang 10 - 15%
bénh nhan [28§].

1.2.3. Chén doan cit 16p vi tinh ung thw ha hong

Chup cat 16p vi tinh 1a mdt lya chon tdt trong chan doan ung thu ha
hong. N6 cho phép xé4c dinh dugc tién trién sdu cua ung thu, khic phuc duoc
rat nhiéu nhuoc diém ma noi soi khong thé danh gia dugce. Chan doan cit 16p
vi tinh rat quan trong trong viéc danh gia pham vi ctia khéi u, d6i khi rat kin
dao mét nhin thay tudng 1a con khu trd nhung trén phim va phau thuat thiy
pham vi lan rong gip hai, ba lan [4], [6].

Trén cac phim chup cat 16p vi tinh thuong thanh quan bi day sang mot
bén. Vi tri ton thuong xoang 1 thudng mo, thudng thdy toan bd xoang 1& bén
bénh mo dam, co thé thdy duoc gidi han & phia trén (nép hong thanh thiét
mg véi bo trén cua xoang 18 & thiét dd cit ngang qua xuwong moéng), phia
dudi (thiét dd cat ngang qua phia dudi ciia sun nhin) va phia trong thanh
quan cta ton thwong ung thu [4], [6].

Ngay nay voi ky thuat cao nhu may chup cit 16p da day va lat cat 1-2
mm cho téi tao hinh anh dugc nhiéu binh dién khac nhau theo ba chiéu trong

khong gian gitp cho chan doan chinh xac.
1.2.3.1. Gidi phéu CLVTha hong

Giai phau hinh anh CLVT (Céc 16p cit ngang) [29].
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Hinh 1.1. Lép cit ngang qua mic
xwong méng. Diy chiang ludi thanh
~ thiét (mii tén cong) chia thanh hai
thung liing nip thanh moén (ddu hoa
thi). Sun nap chia hong miéng va tién
dinh thanh quan (cac ddu chim). Nép
hong thanh thiét (miii tén) twong Ung
v6i bo trude trén cla xoang 1&. Tuyén

dudi ham (SM) [29].

Hinh 1.2. Lép cit ngang qua diu
trén sun giap (ddu mii tén den).Nip
' thanh thiét (dau mii tén trang). Nép
phéu thanh thiét (mili tén) xoang 1&
(d4u hoa thi). Khoang m& phia trudc
nip thanh thiét 1a khoang giap méng
thanh thi¢t (PES). Khodng md& phia

ngoai hon 1a khoang canh thanh mon
[29].
Hinh 1.3. Lép cit ngang qua sun

giap (ddu mii tén den). Khuyét giap
N " (miii tén cong). Stng gidp trén (mii tén

den) [29].
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Hinh 1.4. Lép cit ngang qua mic
bing thanh thit. Trong 16p md
khoang canh thanh mo6n c6 mot s6 diém
tding dam d¢ tuong Ung vd&1 co nodi
thanh quan va tién dinh thanh quan
(miii tén trang). Sun giap c6 nhiing khu
vuc vOi hod (mfiii tén den) va nhiing
khu vuc khong voi hoa (mili tén tréng)
[29].

Hinh 1.5. L6ép ciat ngang qua binh
dién day thanh. Sun phéu (A). Sun
nhan (C). Lép md khoang canh thanh
mon con mot 16p moéng (mili tén tring)
gitta sun giap va co giap phéu. Phia sau
khoang canh thanh moén lién tiép voi
16p m& dudi niém mac cua vung sau
nhin (dau mili tén den). Niém mac ha
hong (mfii tén den). Lép m& dudi niém
mac thanh sau hong (dau mili tén tring)
Co xiét hong (mii tén cong) [29].

Hinh 1.6. Lép cit ngang qua vung ha
thanh mén. Cung sun nhan (C). Khu
vuc sau nhan (dau miii tén trang). Simg

dudi sun giap (dau mii tén den) [29].
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Hinh anh binh thudng trén 16p cit dimg ngang.
' L4 U+ ‘ 2 ' Hinh 1.7. Lép cit coronal qua
£ \

phan giita diy thanh. Khoang
giap mong thanh thiét (1) nbi lién
v6oi khoang canh thanh moén (7).
Bing thanh thét (2). Canh sun giap
(3). Day thanh (4). Cubng sun nip
thanh thiét (5). Sun nhan (6).
Tuyén giap (8) [29].

Hinh anh binh thudng (Lép cit dimg doc).
. %~ Sy ¢ f Hinh 1.8. Lép cit sagital qua
phin giira thanh quin. Xuong
moéng (1). Sun nap thanh thiét (2).
Khoang gidp mong thanh thiét (3).
Bing thanh thit (4). Budng
Morgagni (5). Day thanh (6). Ha
1 thanh mon (7).[29].

1.2.3.2. Nhitng tiéu chi ddnh gid ton thwong ciia UTHH trén phim CLVT
- Panh gia khéi u:
+ Sy day 1én phan mém & vi tri khdi u

e Mait ddi xtng 2 bén.
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e Mat khoang giam dam cuta t6 chirc mdgiam ty trong 30 -40 HU & cac
khoang trudc thanh thiét, khoang canh thanh mon, viing ngoai thanh quan.

e Sy gidn rong cia sun phéu va canh sun giap.

+ Panh gia sy xam 14n sun:

=  Sun bi ti€u huy.

=  Sun bi tang phan Ung xo

=  Khoang tuy ¢ canh sun gidp bi thu hep.

- PBéanh gia su di can hach: $6 luong, kich thudc, vi tri. Xac dinh hach di can
trén CLVT dua vao: kich thudc > 10 mm, ty 1¢ duong kinh doc/ngang < 2,
hach dinh, bo khong déu, pha v& vo, hach voi hoa, hoai tir trung tAm. Bénh
nhan c6 mot trong cac yéu td trén thi kha niang nhiéu 1a hach ung thu.

- Céac mbc dé dinh vi ton thuong trén phim CLVT.

* Phan m6 mém cua cac thanh trong thanh quan 13 mc thr nhét.

Thanh cua thanh quan tai mic bang thanh that va toan bd vung thuong
thanh mén duoc tao nén boi 16p md md bao gdm khoang trude thanh thiét &
phia trudc va khoang canh thanh moén ¢ ngoai.

Murc thanh that ¢ phia dudi c6 co giap phéu lam ddy thanh va dai dién 1a
vung nho ra nhat cua day thanh.

Vung ha thanh mén thap hon, thanh phia trong lai c6 su bién d6i. Do
rong cua thanh hep lai va bién mét. Sy thu hep cua niém mac ha thanh mon
va md mém thi khong cé y nghia phéan chia cot khi ha thanh mén va syn

Su xuét hién mdé md, co, khac nhau trén CLVT, nén sy xuét hién cta
thanh 1a mdc déu tién d€ dinh vi.

* Sur xudt hién cta xurong mong va cac sun trén phim CLVT la mét mbc
tht 2 dé dinh vi.

Xuong méng twong ing nép hong thanh thiét 1a bo trudc trén clia xoang 1¢.

Nep phéu thanh thiét Gng véi dinh cia xoang 18. Cac phan khac nhau
ctia sun giap dugc nhin thiy hau hét qua ving xoang 18, 16p cit ngang qua

dau trén sun giap khoang m& phia trudc nap thanh thiét 1a khoang giap mong
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thanh thiét (PES). Khoang md phia ngoai hon la khoang canh thanh mon.
Chiéu dai cta sun phéu tuong (mg véi mirc thanh that. Pinh twong tmg véi
bang thanh that. Mau thanh twong ung véi vi tri ciia diy thanh. Sun nhin
twong tmg voi mic ha thanh moén vé1 bo dudi cua nd twong tng voi bo dudi
ctia thanh quan. Lop cit ngang qua binh dién day thanh, sun phéu, sun nhan.
Lop md khoang canh thanh mén con mdt 16p mong gitra sun gidp va co giap
phéu. Phia sau khoang canh thanh mén lién tiép véi 16p md dudi niém mac
ctia ving sau nhan. Vung phia sau nhin twong tng véi mirc ddy thanh va hau

hét viing thanh that.

1.2.4. Chan doian mé bénh hoc ung thu ha hong
1.2.4.1. Phén logi moé bénh hoc ung thu ha hong

Trong chan doan ung thunéi chung, UTHH néi riéng, b ba chan doan:
Noi soi, hinh anh va m6 bénh hoc luén dugc st dung d@)ng thoi. Dé ¢6 chan
doén x4c dinh bit bude phéi dya vao két qua md bénh hoc qua manh sinh thiét
trang ving ton thuong. Pay 1a mot yéu cau bat bude trude khi tién hanh diéu tri
cho bénh nhan. Ciing nhu nhiéu loai ung thu khac, UTHH di c6 nhiéu bang
phan loai mo6 hoc. TCYTTG ciing da co toi 4 lan phan loai mo6 hoc vé cac u
nay vao cac nam 1978, 1991, 2005 [30]. va lan gin day nhat 1a nim 2017
[31]. Cac bang phan loai nay vira c6 tinh ké thira, vira c6 su thay d6i phu hop
v6i nhitng hiéu biét cap nhat duoc tri thirc cua nhan loai va cling chinh vi vay
phén loai cua TCYTTG ludn dugc chao don va sir dung rong rai trén toan
cAu. Hon 90% cac ung thu biéu mo6 bé mait ha hong 1a cac ung thu biéu mo
vay (UTBMYV). Diém khac biét ciia phan loai mé bénh hoc nim 2017 so voi
cac phan loai trude d6 1a thém typ ung thu biéu mo vay co dién, bo thir typ
ung thu biéu md vay tiéu gai. Cu thé phan loai ung thu biéu mé vay theo

phan loai cap nhat nam 2017 [31].
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PHAN LOAI MO BENH HQOC UTHH THEO TCYTTG NAM 2017

CAC U BIEU MO AC TINH BE MAT Mi COD
Ung thu biéu mo té bao vay ¢6 dién (truyén thong) 8070/3
Ung thu biéu mo té bao vay mun coc (Verrucous) 8051/3
Ung thu biéu mé té bao vay dang day 8083/3
Ung thu biéu md té bao vay nhu 8052/3
Ung thu biéu md té bao vay té bao hinh thoi 8074/3
Ung thu biéu mé tuyén vay 8060/3
Ung thu biéu mé dang lypho biéu mé 8082/3

U THAN KINH NOI TIET

Ung thu biéu md than kinh noi tiét biét hoa tot 8240/3
Ung thu biéu md than kinh noi tiét biét hoa vira 8249/3

Ung thu biéu mé than kinh noi tiét biét hoa kém

+ Ung thu biéu mé té bao nho than kinh néi tiét 8041/3

+ Ung thu biéu mé té bao lom than kinh néi tiét 8013/3
CAC U TUYEN NUGC BOT

Ung thu biéu mé nang dang tuyén 8200/3

U tuyén da hinh 8940/0

U tuyén nang nh t& bao 16n ua axit 8290/0

1.2.4.2. Mt 56 typ mé hoc thuwong gdp nhit ciia ung thu ha hong

Trong cic u ac tinh cia ha hong, ung thu biéu mé chiém khoang 95%,
trong 46, UTBMV truyén théng chiém t&i >80%. Boi vy, trong phan nay
chung t6i chi dé cp t6i dic diém chinh ctia ung thu biéu mo cua ha hong.
a, Ung thu biéu mé vay c6 dién: UTBMVcd dién 1a mot u ac tinh hay gip
nhét cta ha hong. Bénh dac trung bdi su biét hoa vay thé hién & dic diém co
cau ndi gian bao va bao twong té bao simg héa. Bao gém biét hoa cao, biét
hoa vira va kém biét hoa. Thoi gian sdng thém 5 nim cia nhitng bénh nhan
UTBMVha hong la khoang 62,5% [31].
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- Bién thé ung thu biéu mé vay ha hong

+ Ung thu dang myn cdc: Bién thé nay vé sinh bénh hoc duoc coi 14 lién
quan dén nhiém HPV (typ 16 va 18). Bé mit u thudng diy simg hodc c6 hinh
anh can sung (parakeratosis). Ty 1¢ boc 10 p53 trong khoang 40%.

Hinh 1.9. Bién thé dang mun céc. HE x 200 [32].

+ Ung thu biéu md té bao hinh thoi: Con goi 1 ung thu biéu md dang
sacoma (sarcomatoid” carcinoma (SCSC) hay Lane tumor) la mot u hai pha
bao gé)m UTBMV tai chd hodc xam nhap va nhiing té bao hinh thoi 4c tinh
v6i mau dang trung mé nhung c6 ngudn goc tir biéu mo. Ton thuong thudng
théy loét & bé mit, c¢6 hoai tir dang to huyét. Trén vi thé s& kho phan biét gitra
ving chuyén tiép biéu mé v6i ving té bao hinh thoi. Chéan doan bién thé nay
dua trén hda mé mién dich. Céc té bao u thuong boc 16 dau 4n biéu mo va
trung mo. Té bao u boc 16 CK trong khoang 40% cac truong hop, tiy loai
khang thé song nhay cam nhat 1a cac ddu 4n AE1/ AE3, K1, K18 va khang
nguyén mang biéu mé (EMA) [33]. Gan ddy, ddu an p53 dugc dé nghi thay
thé d4u 4n biéu mo [34].

+ Ung thu biéu mé vay nhi: La mot bién thé phd bién cua ung thu biéu
mod vay vung dau cd. V& hinh thai, thé hién nhu cac nha, d& min nat, mém,

kich ¢& tr 2mm - 4cm. VEé vi thé, m6 u gdm cac cau truc nhli bao gom mot
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16i xo mach trung tdm va duoc pha boi cac té bao vay ung thu. Cac té bao u
c6 thé gdm cac té bao dang day hay da hinh hodc gidng ung thu biéu mo vay

tai chd. Cac té bao u thuong khong simg héa simg héa nhe [35].

Hinh 1.10. A. Ving té bao hinh thoi (HE x 400). B. Ving di san sun.

C. cac té bao hinh thoi c6 bao twong nhat mau chiém vu thé. HE x 200 [36].

TR, L L PR D S
Hinh 1.11. A. Céc té bao u dwong tinh véi CK.
B. Cic té bao u dwong tinh véi EMA [31].
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Hinh 1.12. Ung thw biéu mé vay Hinh 1.13. Ung thu biéu mé vay
nhi véi 16i xo' mach va cac té bao nhu véi 16i xo mach va cac té bao
vay bao quanh nhia. HE x 100 [31]. vdy da hinh bao quanh nhu.

HEXx100 [31].

+ Ung thu té bao day: Bién thé nay hay gap ¢ duong hé hip trén, ving dau
b hay gip & xoang sang, ludi, thanh quan ving dudi thanh thiét [37], [38]. V&
dai thé, khdi u thuong c6 mau tring, nho 1én bé mit, giéng san ho [39]. Vé vi
thé, mo u tao boi cac t& bao nho, dang day véi nhan ting sic, co hay khong co
hat nhan, bao tuong hep. M6 u xdp xép dang tiéu thily véi nhitng 16p dang hang
rao & ngoai vi [38], [40].

+ Ung thu biéu mo vay tuyén: C6 ca hai thanh phan biéu mé vay va ung
thu biéu mé tuyén thuc sy, thuong dimg canh nhau nhung tach biét, khong pha
trdn nhu trong ung thu dang biéu bi nhﬁy. Nhudm hoéa md mién dich, cac té bao
vay va tuyén duong tinh véi CK7 va am tinh véi CK20 [41].

e ~ /77" Hinh 1.14. Ung thu

.

biéu mo tuyén vay

~va vung chat nhay

~ (+) véi PAS (4nh
=~ nho) [41].
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1.2.5. Chan do4n giai doan 1am sang (TNM)

Phan loai giai doan TNM cua hi€p hoi ung thu my nam 2010 4p dung
v6i ung thu ha hong (AJCC) [30].

Giai doan khéi U (T)

TX: U nguyén phat khong thé danh gia duoc

TO: Khong c6 bang chimg cua u nguyén phat

Tis: Ung thu biéu mé tai chd

T1: U gi6i han ddi v6i mot chd ciia ha hong va c¢6 duong kinh 16n nhat
<2cm.

T2: U xam nhap dén hon mot vi tri ha hong, hodac mot vi tri ké can,
hodc u ¢ kich thuéc 16n hon 2cm nhung khong vuot qua 4cm; khong cd
dinh ¢ %2 thanh quan.

T3: U ¢6 dudng kinh 16n nhat > 4 cm hodc ¢6 dinh & % thanh quan.

T4a: U xam nhap bét ky cac vi tri sau: sun giap, sun nhan, xuong mong,
tuyén giap trang, thuc quan, mé mém & c¢b (bao gdm co trude thanh quan va mod
mo duoi da).

T4b: U xam nhdp vao khoang trude ddt sdng, trong bao dong mach cb
hodc xam nhép cac cAu tric trung that.

Giai doan hach (N)

Nx: khong thé danh gia duoc hach ving.

No: khong c6 DC hach vung.

N1: DC don hach ciing bén c¢6 dudng kinh 16n nhat < 3 cm.

N2a: DC don hach ciing bén c¢6 duong kinh 16n nhat >3 cm < 6 cm.

N2b: DC nhiéu hach cung bén dudng kinh 16n nhit < 6 cm.

N2c: DC hach hai bén, dbi bén dudng kinh 16n nhat nhit < 6 cm.

N3: DC hach c6 dudng kinh 16n nhat > 6 cm.

Cac hach ¢ duong gitra dugc xem nhu hach cung bén.



Di can xa (M)

Mx: khdong x4c dinh dugc c6 DC xa.

Mo: khong c6 DC xa.

MI: c6 DC xa.
Xép giai doan theo TN M
Gb o0 Tis
GDI1 T1
Gb1I T2
Gb III T1,T2
T3
Gb IVA T1,T2,T3
T4a
GDIVB T4b
T bat ky
GPb1IVC T bat ky
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NO
NO
NO
N1
NO, N1
N2
NO, N1, N2
N bét ky
N3
N bat ky

1.3. MOT SO PHUONG PHAP PIEU TRI UTHH
1.3.1. Phuong phap phiu thuat

+ Cit ha hong ban phan: Chi dinh ung thu ha hong xoang 1& con nhé T1, T2.
+ Cat ha hong thanh quan ban phan: Chi dinh voi cac UTHH d4 lan vao

thanh trong xoang 1& va mot tang thanh quan (T2).

+ Cit thanh quan ban phan ngang trén thanh mén mé rong: Chi dinh cho

UTHH da lan vao téng trén thanh mén (T3).

+ Cat thanh quan — ha hong ban phan ngang trén nhan: Chi dinh

choUTHH xuét phat tir ving nhin phéu hodc tir xoang 1& lan vao ving nay

va ndi thanh quan (T3,T4).

MO
MO
MO
MO
MO
MO
MO
MO
MO
Ml
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+ Phiu thuat cat noi soi bang laser CO2: Uu diém cta phuong phép trén
13 bao tdn cac co trén mong gitp gitt chire ning nudt, khong yéu cau cac phau
thuat tao hinh thém, c6 thé khong cin mé& khi quéan, thoi gian nam vién giam
Xuéng, bénh nhan quay lai ché dd an b'?lng miéng sém. Chi dinh: T1, T2 (c6
thé T3, T4).

+ Phau thuit qua miéng bang robot: Uu diém cua phuong phap nay
tuong tu nhu k¥ thuat vi phiu ndi soi qua duong miéng bao gém: kha ning
thue hién cac thao tac k¥ thuat ma khong can rach dudng ngoai, bao tdn cac
cAu trac ha hong, nhanh chéng quay lai ché do an qua dudng miéng. Chi
dinh: Khéi u T1, T2.

+ Cét thanh quan toan phén va mot phﬁn ha hong: Pugc chi dinh cho
cac UTHH lan rong chiém 2/3 chu vi cta ha hong, u lan rong t&i thanh hong
sau, u vung sau sun nhan va ndi thanh quan, ¢ cac giai doan T3, T4.

+ Cit thanh quan ha hong toan ph?ln + cét doan thuc quan: Puoc chi
dinh khi khéi u lan rong xudng miéng thuc quan.

Viéc nao vét hach ¢d chon loc, nao vét hach ¢d chirc nang, nao vét hach
c6 tiét can & mot hodc hai bén trong UTHH s€ phu thudc vao chan doan N va
giai doan bénh [42],[43],[44].

1.3.2. Xa tri

Xa tri dugc ap dung tur cudi thé ky 19. O giai doan u tién trién tai chd
thuong ph'flu thuat véi xa hau phﬁu. Xa tri trén dién t6 chirc da phﬁu thuét can
phan dong déu lidu tia trén dién cit u nhim tranh bién chung da va vung tay
0. Cac thtr nghiém 1am sang da duoc tng dung vdi cac may tia xa co diéu
bién liéu, phan nho liéu, ap dung cong nghé cao tia theo khong gian ba chiéu
s& giam dugc doc tinh cho mé lanh ké can va tang kha ning thoai trién u
[45],[5]. Liéu xa trong truong hop tién hanh xa trj hau phau phai can ct vao:

+ Loai can thiép, phﬁu thuat mot phﬁn hay phﬁu thuat toan bo.
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+ Cac the thirc tai tao sau khi tién hanh thu thuat ct bo toan bo hau
thanh quan vong.
+ Cac nhan dinh tién phiu cta bac s§ phau thuat.
+ Két qua phan tich mé ving phau thuét va phan tich hach.
Dbi voi truong hop cit bé khong hoan toan, lidu xa tri chi dinh d6i véi khdi u
s& 1a 65 Gy.Trong truong hop tién hanh thu thuat cit bo hoan toan nhung c6
su xam 14n cua hach cung voi1 hach bi pha vo vo, sau khi tién hanh xa tri v6i
lidu xa tri 1a 50 Gy ddi véi khdi u va toan bod céac vung hach co, s& tién hanh
xa tri tang cuong véi liéu xa tri 1a 15 Gy ddi vai cac hach bi pha v vo.
1.3.3. Cac phuong phap diéu tri héa chit chii yéu
- Hoa chét tan bd tro - bd tro trude
- Hoéa xa tri ddng thoi (Concomitant — Concurrent Chemoradiotherapy).
- Hoa chat bo trg sau phau thuat (Adjuvant —Chemotherapy).
- Hoéa xa trj tuan tu (Sequencial Chemoradiotherapy).
- Hoa xa tr1 xen k& (Alternating Chemoradiotherapy).
- Hoa tri dan dau (Introduction Chemotherapy )
- Piéu tri dich (Targeted Therapy)
1.4.MOQT SO YEU TO CO GIA TRI TIEN LUQNG BENH UTHH
UTHH 13 bénh ung thu phd bién ctia ving dau co [1], [2], [46]. Giéng
nhu hau hét cac typ mo hoc ung thu ving dau c6, UTHH chu yéu 1a typ ung
thu biéu mo vay. Cho dén nay, cac yéu t6 nhu giai doan bénh cua T va N, do
mod hoc, kha nang diéu tri, thé trang ngudi bénh, tinh trang thiéu mau... da
duogc coi 1a cac yéu tb tién luong trong bénh UTHH. Trong nhiing nim gan
day, cac nghién ctru vé tAm quan trong cua mot ) gen va sy bdc 10 mot s6 dau
an mién dich (p53, Ki67, va EGFR) da duoc thuc hién va khang dinh mot sb
yéu td cling c6 anh hudng dén két qua diéu tri va thoi gian séng thém ctia bénh

nhan UTHH.
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1.4.1. Kich thuée khéi u va phan do T

Mot s6 nghién ctru vé UTHH dé cho thy ring kich thude cua khéi u ciing
dong vai tro quan trong va dugc coi 13 yéu t6 doc 1ap trong tién lwong bénh va
danh gia hiéu qua cua diéu trj. Trong mot nghién ctru ctia Markou K va cong sur
(2011) cho thidy mdi twong quan giita kich thudc khdi u ha hong va giai doan
1am sang ctia bénh nhan dya trén hé thing TNM (p= 0.001) [47]. Mot nghién
ctru khac cta Birsen Yiicel va cong su cho thdy cac khéi u ¢ giai doan T1-T2 ¢
thoi gian sdng thém 3 ndm 13 81%, trong khi cac khdi u & giai doan T3-T4 c6 ty
1¢ séng thém 3 nidm 13 56%, su khac biét co ¥ nghia thong ké véi p=0.006 [48].
Mot nghién ctru cua Strongin va cong su (2012) da ching minh trong cac u
ving thanh quan- ha hong giai doan III-IV ctia ung thu biéu mé vay véi thé
tich u tong thé >35cm’® c6 thoi gian sdng thém 5 nim ngin hon dang ké so
v6i cac u co thé tich <35cm’ (41% so voi 84%; p <0,05) [49]. Janssens va
cong su (2014) chirng minh trong mot nhém bénh nhan ung thu dau ¢b diéu
tri béng xa tri diéu bién liéu cho théy réng c6 mot lién két chit ché hon gitra
kich thudc khéi u va kiém soat tai chd hon so voi mdi lién hé gitta T (TNM)
va kiém soat tai chd [50].

1.4.2. Giai doan (TNM)

Hé théng phan loai nay gitp hd trg chan doan, lya chon phuong phap
diéu tri va cac nd luc trong nghién ctru bao gdm viéc so sanh cac két qua va
cac phuong phap thtr nghiém lam sang [51]. Tién luong cia ung thu ha hong
phu thudc phan 16n vao cac giai doan cua bénh véi cac yéu td quan trong nhat
1a sy hién dién cua hach di can vung ) (c6 di can hach ¢ s& lam giam 50%
thoi gian sdng thém toan bo) [52]. Phuong phap diéu tri bénh thuong duogc
dua trén su két hop cua giai doan khéi u, mong mudbn cta bénh nhan va

truong phai diéu tri [53].
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1.4.3. Mot s6 ddu 4n phan tir ciia ung thw biéu mé ha hong

Mic du c6 nhiing tién bd trong moi linh vuc cia chan doan va diéu tri,
tién lwvong ctia bénh nhan ung thu biéu mo té bao vay ha hong van khong thay
d6i trong sudt 2 thap ky qua. Hon nira, viéc ting nhe s6 lwong bénh nhén giai
doan xam 14n chi ra ring nhitng nd luc hudng téi viéc phat hién sém da
khong thanh cong [54]. Hién nay, két qua diéu tri UTHH d3 duoc cai thién
dang ké trong nhitng nim gan day ké ca vé chic nang, thim my, di c6 sy tién
bo lién tuc trong viéc tim hiéu nhitng bat thuong phan tir lién quan co ché
bénh sinh ciia bénh véi viéc xac dinh cac gen giy ung thu, tinh khong on
dinh di truyén va yéu t6 lién két phat trién con duong truyén tin hiéu. Nhiéu

sy chi y da tap trung vao su khuéch dai cua gen EGFR, gen p53, Ki67, ...
1.4.3.1. Gen EGFR

Gen EGFR nam trén nhiém sic thé s6 7, voi chiéu dai gﬁn 200 kb,
chtra 28 exon, ma hoa cho protein c6 1210 amino acid. Protein EGFR c¢6
nhiéu vung chirc ning quan trong, bao gdm ving ngoai bao phia dau tan
amin co vai trd gin v6i phdi tir (ligand), ving xuyén mang wa lipid va ving
ndi bao phia dau tn carboxyl c6 hoat tinh men tyrosine kinase. Hoat tinh
tyrosine kinase cia EGFR dong vai trd quan trong trong su diéu khién
su ting sinh va sinh ton cua té bao, théng qua 2 con dudng truyén tin hiéu
trung gian ha ngudn [60].

Sau khi ¢6 sy gin két gitra phdi tir va thu thé EGFR trén mang té bao,
céc thu thé s& hinh thanh homodimer hodc heterodimer, khéi dong cho su
hoat hdéa men tyrosine kinase tiém an trong vung ndi bao cua thu thé. Hién
tuong nhi tring hop giy ra do phdi tr din dén hé qua 1a cac vi tri
tyrosine quan trong trong vung ndi bao dugc tu phosphoryl hoa dé try thanh
cac vi tri tap két cho cac phan tir dan truyén tin hiéu ha nguén. Su hoat hoa

cua protein EGFR 1a khoi ngudn cho cac dong thac tin hiéu ndi bao co lién
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quan dén mot s6 con duong truyén tin dé gy ra nhitng dap ung té bao vo
cing quan trong bao gdm ting sinh té bao, biét hoa té bao, su di dong va
sinh t6n cua té bao. Vi vay, ting biéu 16 EGFR c6 thé 1a dau an tién luong
quan trong trong nhiéu loai ung thu, ké ca UTHH [55]. Mic du vai tro cia
hé théng gen EGF/EGFR trong sy phat trién ung thu biéu md vay thanh
quan da duoc Stanton va cdng sy mo ta tir 1994 song chua lam rd hoan toan
vé vai tro clia nd véi viéc phat trién u va di can, EGFR béc 10 qua mitc
trong ung thu biéu mé vay thanh quan so v4i mau mé thanh quan binh
thuong. Nhirng nghién ctru gan ddy da chimg minh rang, su gia ting hoat
dong ctia EGFR c6 lién quan mat thiét véi qua trinh di cin bao gdm d6 bam
dinh véi protein mé dém (protein matrix), qua trinh di cu va sy hién di¢n
cua typ matrix metalloproteinase (MMP), cac enzyme giup té bao u xam
nhap thanh mach. Cac nghién ctru khac cling chirng minh sy bdc 10 qué mirc
cia EGFR lam ting nguy co tai phat tai chd, biéu hién qua mirc cia gen
EGFR ¢ cap protein ciing duoc quan sat trong ung thu biéu mé vay thanh
quan kém bié¢t hoa va du bao nguy co gia tang cua tinh trang tai phat, di can
[54]. EGFR duong tinh khi nhuém héa mé mién dich trén mau moé u da
duoc chirng minh dé du doan tai phat ngén han va tién lugng x4u cta bénh
nhan UTBMYV ha hong, doc 1ap v6i cac yéu 6 tién lugng quan trong khac
bao gém kich thudc khdi u, tinh trang hach va do mé hoc [56]. N6 nhu la
mot diu an sinh hoc phan tur tién lugng, biéu hién EGFR c6 thé tao nén mot
déu 4n sinh hoc du bao cho viéc xac dinh cac bénh nhan UTBMV ha hong co
nhiéu kha ning dugc hudng loi tir liéu phap xa tri gia toc voi carbogen va
nicotinamide, mdt phuong phap diéu tri nham kiém soat tai chd cao, dic biét
dbi véi UTBMV ha hong véi mirc boc 160 EGFR thap [57]. Biéu hién EGFR
duong tinh dugc phat hién tai thoi diém chén doan c6 thé hd tro viéc ra quyét

dinh lién quan dén diéu trt UTBM vay ha hong.
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Hinh 1.15. Chirc nang cua EGFR [58]
1.4.3.2. Gen p53

Gen p53 1a mot gen dé nén u, nam & canh tay ngin nhiém sic thé s6 17
(ky hiéu u 17p13), ¢ trach nhiém téng hop mét protein thudc nhan co trong
luong phén tir 53kd. Protein nay dam nhiém nhiéu chirc ning, trong d6 quan
trong nhét 1a chirc ning chin qua trinh phan bao lai, thuc day té bao chét theo
chuong trinh va biét hoa té bao [64]. Gen p53 dugc coi 1a ¢6 vai tro diéu hoa
gen phan chia té bao, kiém tra sy phan chia té bao va tham gia m& dau hién
tugng appotosis. Khi AND ciia té bao bi ton thuong thi gen nay s& ngan can
té bao khong phan chia dé c6 thoi gian té bao stra chita AND hodc khi khong
stra chita duoc thi thuc dy té bao chét theo chuong trinh. Tuy nhién, nhitng
té bao ung thu phéan chia lién tuc va khong c6 hién tugng chét theo chuong
trinh. Nguoi ta cho rang c6 thé gen p53 da bi “bién d6i” khong kiém tra dugc
su phan chia té bao mot cach binh thuong. Cac nghién ciru vé gen déu cho
rang su dot bién gen p53 13 nguyén nhan cta ung thu biéu mé vay vung dau

o (typ ung thu chiém téi 80-90% céac ung thu ving dau cd) [65]. Nguoi ta
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cling nhan thay c6 téi >50% cac ung thu ndi chung c6 boc 16 dau an nay [66].
Mic du vy, su xac dinh dot bién cua gen nay khong d& dang, vi thé trong
thue té, ngudi ta phat hién protein cua gen nay don gian hon (phat hién gian
tiép su hién dién ctua gen dot bién béng san phém dot bién do né chiu trach
nhiém tong hop ra). Khi gen nay dot bién thi mot protein p53 bat thudng
duoc gen nay ma hoa tong hop. Protein p53 bat thuong nay co thoi gian ban
huy dai hon protein p53 binh thuong, né duoc tich luy ¢ trong nhan té bao
v6i s6 lugng di 16n dé co thé phat hién bang k¥ thuat hoa mé mién dich.
Pdng thoi khi protein p53 bat thudng c6 ham luong cao trong té bao thi ciing
xuét hién khang thé chdng lai né va ngudi ta c6 thé phat hién bing huyét
thanh khang protein p53. Tham chi khang thé p53 xuat hién sém hon khi
ndéng d6 CEA con & ngudng binh thuong va khi cac phwong phap chan doan
hinh anh chua phat hi¢én duogc khdi u, do vay day con dugc coi 1a phuong
phap phat hién sém ung thu vi su thay doi p53 dién ra & >50% s ung thu &

nguoi [64].

Hoat héa sao chép Oligo

142 | | 6194 ] 102:292 | [324-355] | 363-393

T NLS NES

Giau prolin  Vung giin két DNA Piéu hoa

Hinh 1.16: CAu tric gen P53 [59]

Mic du gen p53 da duoc nghién ctru tir hon 20 nam qua trong UTBMV
ha hong song cac két qua nghién ctru 1a khong thng nhat, di c6 nhiéu tranh
ludn vé vai tro cla pS3 trong du doan that bai xa tri va tai phat tai chd cua
bénh nhan UTBMVha hong. Hinh nhu sy boc 10 p53 qua muc khong két hop
véi cac dic diém sinh hoc cia UTBMVha hong [60].
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1.4.3.3. Ki67

Ki-67 1a mdt protein non-histon dugc mo td nam 1983, 1a khang
nguyén trong nhan cia té bao dang phan bao duoc boc 1 trong chu ky té bao
o pha G1, pha S va pha G2 trong phan ky va khong c6 ¢ thoi ky nghi (GO).
Murc d6 Ki-67 thap & pha G1, S va ting cao nhat khi nhdn chia, sau d6 giam
manh & pha cudi.Ki-67 lién quan mat thiét voi hinh thai ting sinh té bao, dic
biét 1a chi s6 phan bao va do biét héa cua u. Nhitng bénh nhan UT c6 thoi
gian sdng thém ngan thudng co ti 18 boc 16 Ki-67 cao. Biéu hién dwong tinh
manh cua Ki-67 1a mot yéu t6 nguy co cho thdy kha ning tai phat cao, tién
luong xau. Tuy nhién dinh luong ting sinh té bao dira vao dém sd luong nhan
chia 1a mot viéc khong d& va thuong cho két qua khac nhau giira cac nha giai
phau bénh. Nhitng khéi u co boc 16 Ki-67 cao s& tién trién nhanh, lam tang
nguy co tai phat & bénh nhan UTHH, c6 y nghia cao trong danh gia tién
luong ctia nhiéu loai u. Mot vai nghién ctru cho thay gia tri tién luong cta su
boc 16 Ki-67 trong UTTB day van con dua ra cac két qua khac nhau [61].

Ki67 tham gia vao RNA ribosome (rRNA) tong hop va phat trién té bao,
lién quan mat thiét v6i hinh thai ting trudng té bao, dic biét 1a chi sd nhan
chia. Cac nghién ciru di chi ra rang boc 16 cao cta Ki67 gin lién véi do ac tinh
cao. Biéu hién qua muc cua Ki67 ciing ty I¢ thuan véi tinh trang di can hach
[60]. Bénh nhan co biéu hién Ki67 cao thi ty 1¢ tai phat tai chd thudng xuyén
hon [62]. Ty 1€ boc 10 Ki67 qua mirc cling co thé du doan sy hién dién cua di

can hach co trong UTBMVha hong [60].
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru

Bao gém 61 bénh nhan ung thu ha hong dugc kham, chan doan xac dinh
va diéu tri tai bénh vién Tai mii hong Trung wong tir 1/2011 dén 12/2013
theo ddi thoi gian séng thém dén 12/2017.

2.1.1 Tiéu chuin chon d6i twong nghién ciu

- Céc bénh nhan duoc kham chan doan 1am sang, ndi soi phong dai,
CLVT va diéu tri phau thuat tai trung tdm ung budu — khoa B1 Bénh vién
Tai Miit Hong Trung vong. Bénh nhan tia xa hau phflu tai bénh vién K Trung
uong.

- Céc bénh nhan dugc soi treo sinh thiét va chan doan mo bénh hoc
trude md, bénh phém sinh thiét duoc xét nghi¢m P53, Ki67, EGFR.

- Trude phau thuat thyc hién gy mé toan than dé soi Panendoscopy.

- Céc bénh nhan duoc 1ap hd so bénh an theo ddi sau ra vién dén thoi
diém két thuc nghién ctru (thang 12 nam 2017) va c6 dugc giai thich dong ¥
tham gia nghién curu.

2.1.2. Tiéu chuénloai khéi nghién ciu

- Tét ca cac truong hop khong thoa man mot trong bat ky diéu kién chon
mau nao di néu & trén.

- Céc truong hop c6 2 ung thu.

- Cac ung thu thtr phat, di can té1 ha hong, cic truong hop UTHH tai
phat, da diéu tri bang hoa chét hay xa tri trudc do.

- Bénh nhan khong hop tac nghién ctu.

2.2. Phwong phap nghién ctiru
- Thiét ké nghién ciru: Nghién ctru mé ta, ¢6 theo déi doc.

- Chon mau khong xéc sudt, loai mau chu dich gém 61 bénh nhan
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2.3. N§i dung cac bién so0 nghién ciru

A A . Ny Phuong phap
Muc tiéu Bién so Dinh nghia bién so .
thu thap

1. M6 ta dac|- Tudi - Tinh theo nam - Hoi
diém  l1am|- Gioi - Nam/nit - Hoi
sang,  hinh|- Nghé nghiép - Cén b, nong dan, cong nhan, - Hoi
anh chup cit|- Noi cu tra nghé khac.
16p vi tinh|- Hat thudc 14, thudc |- Thanh thi, nong thén - Hoi
cua ung thu|lao - Thoi gian hat, sb luong
bifu mé hal- Lam dung ruou thuéc/ngéy - Héi
hong. - Trao ngugc DD-TQ |- Thoi gian, lugng ruou da - Hoi

- Céac triéu chimg co|udng - Héi

nang - Thoi gian phoi nhiém - Hoi

* Nubt nghen

* Nudt vudng - Thoi gian bat dau, muc do - Kham, hoi

* Dau - Tinh chét - Kham, héi

* Sac - Mtrc d9, cach lan - Kham, hoi

* Khan tiéng - Muc d6 - Hoi

* Ho - Thoi gian, mic do khan - Hoi

* Kho thé - Thoi gian, kiéu ho - Hoi

- Triéu chimg thyc thé |- Thoi gian bét dau, mic do - Hoi

*Vitriu
* Hinh thai

* Hach ¢d

- Toén thuong trén
CLVT

*Vitriu

* Kich thudc

* Muc d6 xam lan
* Hach cb

* DAu hiéu DC xa

- Xoang l¢, thanh sau hong,
sau nhan phéu.

- Sui, loét, thAm nhidm, phdi
hop

- Tai chd, mo ké can, ra ngoai
vung

- S6 luwong, vi tri, kich thudc
hach
- Noi biéu hién

- Kham ndi soi

- Chén doan trén
phim CLVT
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2. Xac dinh
typ mo bénh
hoc, ty 1€ typ
Ki67, Gen
P53, EGFR
va mdi voéi
dac diém lam
sang CLVT
va két qua
diéu tri
UTHH.

- Typ m6 bénh hoc
- B biét hoa
- GbTNM

- Boc 1o p53, Ki67,
EGFR

-Thoi gian sdng thém

- Theo phan loai cia TCYTTG
2017
- Theo phan loai cua AJCC-
2010

- Cac murc do (-; +; ++; +++)

- Theo thang

Thuat toan
thong ké

2.4. Quy trinh nghién ctru

2.4.1. Nghién ctru mdt sé yéu té dich t&, tién sir, yéu t6 nguy co

- Ly do vao vién

~ Tudi, gidi.

- Tién sir trao nguoc da day —thuc quéan, u nhu.

- Thoi quen hut thudc, lam dung ruogu.

+ Tién st hat thude 14, thude 1ao

* Hat thude 1a tinh trang ciia mot ngudi hat thude trén 100 diéu thude 14

va da hut kéo dai trén 28 ngay.

* S6 bao nam = (S6 bao hut/ngay)* tong thoi gian hit theo nim

* i voi thude 13o: 1 (g) twong duwong 1 diéu thude 14 = 0,05 bao.

* S8 bao nam hut thudc = S6 bao nim hut thudc 14 + SO bao nim hut

thude 1ao.

+ Tién str udng rugu

* 1 don vi ruou bang 10g nguyén chat (Theo to chiic y té thé giéi WHO)

* Str dung ruou bia hop 1y 13 udng khong qua 2 don vi ruou/ngdy (twong

duong 20 g ruou) dbi v6i nam gidi va khong qua 1 don vi rugu/ ngay (twong

duong 10 g ruou ) ddi véi nir gidi.

* Quy ude: 30 ml Whisky tuong duong 10g rugu
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100 ml ruou vang tuong duong 10g ruou

200 ml bia twong duong 10g ruou

Thu thap s6 liéu dya trén mau bénh an nghién curu.
2.4.2. Nghién ctru lam sang

- Dung cy, trang thiét bi:

* Bo kham TMH théng thudng, kim sinh thiét

* B0 ndi soi phong dai 6ng mém, bd ndi soi déng bo Panendoscope va
thiét bi kém theo day du.

- Phat hién cac tri¢u ching toan than: Mirc do giam can (<5kg, 5-10kg,
> 10 kg).

- Thoi gian t6i vién tir khi co triéu chimg dau tién (< 3 thang, > 3-6
thang, > 3 6 thang).

- Phat hién céc triéu ching co ning: Khan tiéng, ho, kho thd, nudt
nghen, nudt vuong, dau, sac.

- Phat hi¢n cac triéu ching thuc thé:

* Kham hach c¢6: Xac dinh hach di cin theo nhom, sb lugng hach, mat
do, do di dong, xét nghiém té bao hach.

* Noi soi tai miii hong: soi éng ctng hodc 6ng mém quan sat ton thuong
va sinh thiét u d¢ x4c dinh:

+ Vi tri u va kich thudc u & xoang 1€, thanh sau ha hong, sau nhan phéu.

+ Hinh thai dai thé u: Sui, sui loét, sui loét hoai tir, loét thAm nhiém.

+ Murc d6 xam 14n khdi u ra ngoai xoang 18, thanh sau ha hong, sau
nhan phéu.

+ Sinh thiét chan doan mé bénh hoc.
2.4.3. Nghién ctru chup cit 16p vi tinh

+ Sau khi da xac dinh 1a UTHH. Bénh nhan dugc di chup CLVT (thuong
sau sinh thiét 48h dé tranh phu né hodc chay mau do sinh thiét lam 13n két qua

chan doan). Dé cira s6 phan mém do rong 4000 HU, trung tAm ctra s6 40 HU.
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+ Bénh nhén duogc chup voi cac 16p cit ngang 2mm, sau d6 s& dugc tai
tao cac 16p dung ngang va dimg doc. Tat ca bénh nhin déu dwgc chup phim
trude va sau khi tiém thudc can quang tinh mach.

+ Panh gia cac dac diém sau:

* Vi tri u trén CLVT:Xoang I€, Sau nhan phéu, Thanh sau ha hong.

Vi tri lan rong; Sun thanh thiét, tién dinh thanh quan, khoang canh thanh
mon, bang thanh thét, day thanh, mép trudc, ha thanh moén, sun phéu, sun
nhan, vung sau nhan, khoang lién phéu, thanh sau ha hong, nep phéu thanh
thi¢t, thanh bén hong miéng, day ludi, khoang trudc thanh thiét, sun gidp,
miéng thuc quan, khi quan, trung that, phdi, 1dng nguc.

* Kich thudc u trén CLVT do 3 truc trong khong gian (chiéu cao,
chiéu rong, chiéu trudc sau).

* Muc do xam lan, pha huy tai chd, md ké can, Xuong.

* Hach: s luong, kich thudc, vi tri. Di can hach trén CLVT la hach co
kich thudec > 10 mm, ty 1€ duong kinh doc/ngang < 2, hach dinh, bo khong
déu, pha vo vo, hach voi héa, hoai tir trung tam.

* DC sang tang khac: Vi tri, sb lugng 6 DC.

+ K§ thuét chup cét 16p vi tinh.

* Tur thé chup

- Bénh nhan nam ngtra nin thd, ¢6 hoi udn ra sau, dau va chan phai dam
bao thfmg truc dé cac ciu trac doi xtrng, va bénh nhan tu thé thoai mai.

* Tiéu chuan chup CLVT

- Lép cat ngang tir d6t doi toi day phoi.

- Céc cat 16p song song v4i binh dién day thanh.

- Tai tao 16p dimg ngang va dimg doc theo binh dién cit 16p ngang.

- Duogc tién hanh trudc khi sinh thiét khdi u hodc sau khi sinh thiét 48h

dé tranh phu né hodc chay mau tai chd sinh thiét.
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* Sy phoi hop ciia bénh nhén trong ky thudt chup CLVT

Bénh nhan nin thd: Tu thé nay 2 day thanh khép vao nhau. Phuong phap
nay nham han ché t6i da cac anh hudng tir dong tac thd va nudt.
duong gitra cho phép danh gid sy di dong ctia day thanh.

Bénh nhan lam nghiém phap Valsalva cai bién.

Bénh nhéan hit mét hoi siu rdi nén hoi cho phinh ma “ puff cheek”. Muc
dich dé cho thanh sau ha hong tach roi khoi mit sau nhan va xoang 1é no rong ra
dé danh gia khoi u lién quan dén nep phéu thanh thiét, xoang 1é, thanh sau hong.

* Cdc moc dé dinh vi ton thuong trén phim CLVT.

+ Phan mé mém cua cac thanh trong thanh quan 1a mbc tht nhét.

Diém méc quan trong trong chan doan do 1a 1am ndi rd cac thanh. Dic
diém ctia m6é mém doc theo thanh quan giita niém mac va sun rat khac giira
mirc lugng thanh mén & trén muc thanh that hon & ving day thanh. Sy thay
ddi cua thanh 1ap lai vung ha thanh mon.

Xéc dinh rd muc 1a chia khoa dé danh gia su tién trién cua ung thu ha hong.

Thanh cta thanh quan tai mic bang thanh that va toan by ving thuong
thanh mon dugc tao nén boi 16p md md bao gdm khoang trude thanh thiét &
phia trudc va khoang canh thanh mon & ngoai.

Mrc thanh thit ¢ phia dudi c6 co giap phéu lam ddy thanh va dai dién 1a
ving nho ra nhat cia ddy thanh.

Vung ha thanh mén thap hon, thanh phia trong lai c6 su bién dbi. Do
rong cua thanh hep lai va bién mat. Su thu hep ctia niém mac ha thanh moén
va mé mém thi khong c6 ¥ nghia phan chia cot khi ha thanh mén va suyn.

Su xuit hién mdé md, co, khac nhau trén CLVT, nén su xuét hién cua

thanh 1a mbc dau tién dé dinh vi.
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+ Su xuét hién cta xurong mong va cac sun trén phim CLVT la mot mbc
thtr 2 d¢ dinh vi.

Xuong méng twong ing voi vung trén thanh quan.

Céc phan khac nhau cua sun gidap dugc nhin thidy hau hét qua ving
thanh quan. Chiéu dai cta sun phéu tuong ng voi mirc thanh that. Pinh
tuong tng v6i bang thanh thit. Mu thanh twong tmg véi vi tri cta ddy thanh.
Sun nhan trong ng v4i mitc ha thanh mon véi bd dudi clia nd twong tng véi
bd dudi ctia thanh quan. Viung phia sau nhin twong tmg véi mic diy thanh
va hau hét ving thanh thét.

- Panh gia di can xa:

Soi phé quan, soi thuc quan da day phat hién u thir hai. Chup CLVT
nguc, xa hinh xuong toan than khi 1am sang nghi ngo ¢6 di can xa.

2.4.4. Nghién ctru mo bénh hoc

* Bénh pham sinh thiét hodc phiu thuat dugc ¢ dinh ngay trong dung
dich Bouin hay forrmol 10% khi vira lay ra khoi co thé nguoi bénh.

* Gui bénh phém t6i Khoa Giai phau bénh Bénh vién Tai Miii Hong
trung uong.

* Cac bude xir Iy bénh pham theo quy trinh thong 16 cta ki thuat vi thé.

* Chan doan MBH trén kinh hién vi quang hoc c6 d6 phong dai 40-400 lan.

* Pinh typ theo tiéu chan phan loai cua T6 chirc Y té thé gidi — 2017.
2.4.5. Nghién ctiru héa mé mién dich

- Nhitng trudng hop can phan biét gitra u BM véi u lympho s& nhudém
hai marker: CK va LCA (UT BM duong tinh vé1 CK va am tinh vé1 LCA va
nguoc lai).

- Nhitng truong hop can CD phén biét gitta UTBM vdéi u hic té 4c tinh

s& nhuom marker HMB61 (u hic t6 s& duong tinh voi ddu 4n nay).
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- Nhitng truong hop u than kinh ndi tiét s& nhuém 3 marker dé khang
dinh: NSE, Chromogranin, Synaptophysin vi néu 1a u than kinh ndi tiét s&
duong tinh véi cac marker nay.

- Tét ca cac truong hop nghién ciru s& duge nhudm véi marker p53 va
Ki67, EGFR.

Tat ca cac truong hop nay duoc nhudm tai Trung tAm Giai phau bénh -
Té bao bénh hoc Bach Mai hoic Khoa Giai phau bénh - Bénh vién K Ha noi
theo phuong phap ABC. Quy trinh nhuém héa mo mién dich nhu sau:

* Cdc bwde chudn bi trwde khi nhudm

- Chudn bi tiéu ban

+ Cac lam kinh dung dé nhuém HMMD can dugc sir Iy trude voi dung
dich Silane (3-aminopropyltriethoxy- silane) nhdm lam cho cac 1at cit gin
chdt vao lam kinh, khong bi bong trong qué trinh nhu¢m.

+ Céc lat cit cit mong 3-4 micromet, dé trong ti 4m 37d6 C qua dém.

+ Pha dung dich dém: Bém TBS (Tris Buffer Saline), pH 7,2.

K7 thudt béc 16 khang nguyén : Khang nguyén duoc boc 10 bang 10 vi song.

- Khir hoat dong men peroxydase noi sinh: Ti€u ban da tély nén duoc dat
vao dung dich H202 trong 5 phut, sau d6 rira nude cat trong 2 phit.

- Pha lodng khdng thé: Pha loing khang thé theo ndng do thich hop.
Dung dich pha loang l1a dung dich PBS tron véi 0.2% bovine serum albumin.

* Cdc buwdc nhupm

«Siy kho tiéu ban c6 manh cit ¢ ti 4m 37d6 C trong 12 gid.

e Tay paraffin trong xylen, chuyén vio cac dung dich con c6 ndng do
giam dén roi rira trong nudc chay.

e Khir Peroxydaza néi sinh bang dung dich 3% H,O, trong 5 phut.

eRira tiéu ban bang nudc cat: 5 phut.

eBoc 10 khang nguyén trong noi cao ap hodc 10 vi song.
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e Rira nude cit trong 5 phit.

eRira tiéu ban bang dung dich TBS qua 2 bé, mdi bé 3 phut.

o U v6i khang thé thir nhét trong 60 phut.

eRira tiéu ban bang dung dich TBS qua 2 bé, mdi bé 3 phut.

o U vé6i khang thé thir hai c6 gin vdi biotin trong 30 phut.

eRira tiéu ban bang dung dich TBS qua 2 bé, mdi bé 3 phut.

U v6i phirc hop ABC trong 30 phut.

eRira tiéu ban bang dung dich TBS qua 2 bé, mdi bé 3 phut.

e Phu dung dich tao mau DAB (Diamino Benzidine trong 10 phut.

eRira tiéu ban bang dung dich TBS qua 2 bé, mdi bé 3 phut.

e Nhudm nhan bing Hematoxylin trong 1 phit.

eRtra nudc chay.

¢ Khir nu6e. Gan lamen bang Resin

Panh gia két qua nhuém héa méd mién dich:

- Am tinh: té bao u khéng c6 mau néu hodc it hon 10% té bao u ¢é mau néu.

- Duong tinh +: Khi ¢6 nhiéu hon 10% té bao u bat mau nhung nhiing
té bao nay chi bdt mau ¢ timg phan mang bao twong té bao.

- Duong tinh ++: Khi té bao bdt mau mirc yéu dén trung binh ¢ toan bé
mang bao twong té bao véi >10% tong sé té bao u

- Duwong tinh +++: Khi mang bao twong té bao bdt mau toan b voi
cwong do manh dwoc quan sdt thdy trén 10% té bao u.

Tét ca cac truong hop nhudém héa mé mién dich déu c6 chimg dwong va am.
2.5. Chan do4n giai doan

Chén doan GD dua vao phan loai TNM cta AJCC niam 2010 [30].

2.6. Theo déi thoi gian séng thém

- Goi dién va dén tan nha BN dé hen kham theo ddi dinh ky 3 thang/lan

trong hai ndm ddu. Sau 2 nim danh gia 6 thang/ 1an. Panh gia thoi gian séng
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thém sau diéu tri bang cach iy thong tin ngudi bénh con sdng hay di chét.
Thoi diém xac nhan danh gia 13 < 6 thang, 6 — <12 thang, 12-< 24 thang, 24-
<36 thang, 36- <48 thang, > 48 thang.

- Thoi gian séng thém toan b

+ Phan tich thoi gian séng thém sir dung phuong phap udc luong thoi
gian theo su kién cuia Kaplan-Meier.

+ Thoi gian song thém (ST): La khoang thoi gian tir thoi diém bat dau
nghién ctru va thoi diém két thic (rat khoi) nghién ctu.

+ Tinh trang nguoi bénh: Séng hay chét.

+ Sy kién nghién ctru 1a su kién chét ddi véi cac tinh toan ST toan bo.

+ Thoi gian ST toan b dugc tinh tir khi bat dau diéu tri t6i lac tir vong

hodc dén khi co6 thong tin cudi cung.

+ Thoi gian séng thém khong bénh duoc tinh tir khi bit dau diéu trj t6i
thoi diém bénh tai phat hodc chét trudc khi tai phat hodc dén khi co thong tin

cudi cung néu chua tai phat.

- Str dung phuong phap Kaplan-Meier dé udc tinh thoi gian ST, dua trén
cac dit kién nhu: Thoi gian ST; tinh trang ngudi bénh ( sdng hay chét ). Day
1a udc tinh x4c suat chuyén biét, ap dung cho cac dir liéu quan sat ( theo di)
chua hoan tit. Xac suat ST tich Ity dugc tinh toan dua trén tinh xac suit cac

su kién thanh phén su kién nghién curu.
2.7. Xir 1y s6 liéu

- Céc s6 liéu thu thap duge nhap, quan 1y va phan tich sb liéu bang phan
mén SPSS 16.0.

- Phan tich thoi gian sdng thém sir dung phuong phap udc luong thoi

gian theo sy kién ctia Kaplan-Meier.
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- Phan tich hdi quy da bién dua trén thuat toan hoi quy logistic dé xéac
dinh mbi lién quan giita giai doan T, N, sy boc 16 cac dau 4n Ki67, P53,

EGFR v6i thoi gian séng thém.
2.8. Sai s6 va khic phuc sai so
+ Sai 50 do:

- Chéan doan mo bénh hoc khong ding, phan irng héa mo mién dich am

tinh gia hoac duong tinh gia.
- BN khong lién lac duoc lai theo dinh ky.
+ Khic phuc:
- Moi cac chuyén gia ctia cac chuyén nganh hoi chan cac trudng hop kho.

- Loai trr am tinh gia va duong tinh gia cua héa mé mién dich bang

nhudm chirng &m va chirng duong.

- Loai nhitng BN khong lién lac dugc lai theo dinh ky dé xac dinh vé

thoi gian sdng thém.

- Str dung thuat toan phu hop.
2.9. Pao dirc nghién ctru

- Nghién ctru dugc sy chép thuan cta Bénh vién Tai Miii Hong trung
uong, Bénh vién K, B6O mén Tai Miii Hong va Khoa sau dai hoc Truong Pai
hoc Y Ha Noi.

- Cac BN tham gia nghién ctru déu duogc giai thich rd vé bénh ctua minh
va chip nhan hop tac.

- Cac BN déu giir bi mat vé cac thong tin c4 nhan va lién quan.

- Nghién ctru chi nham muc dich nang cao chit lvgng chan doan va diéu

tri bénh cho BN, khong str dung vao bat ky muc dich nao khac.
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Bénh nhan dén kham vi
- Réi loan nubt
- Co hach ¢b
- Kho thd - Khan tiéng.

Hoi bénh - Kham lam sang.

C6 ton thuong ha hong

Noi soi HH — TQ véi Optige 70°

- Soi treo sinh thiét U

- Chyp CLVT

- Lam XNCB

Chén doan MBH (+) K BMHH

- Chan doan TNM
- Chi dinh phau thuat

- Soi Panendoscope gay mé toan than

- Theo ddi dinh ky sau m
thoi gian 3 thang trong nam
1 nam va 2 ndm. 6 thang
nam tiép theo.

Hoéi bénh - Khdm lam sang.
Noi soi HH — TQ véi Optige 70°
Khoéng ton thuong HH (Loai trir)

- Soi treo sinh thiét U

- Chyp CLVT

- Lam XNCB

Chén doan MBH (- ) Loai trur

- Liy bénh pham xét
nghiém P53, Ki67 va
EGFR.

- Phan tich méi lién quan
cac yeu to tién lugng voi

két qua diéu tri
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Chuong 3
KET QUA NGHIEN CUU
3.1. MOT SO PAC PIEM LAM SANG VA CHUP CAT LOP VI TiNH
3.1.1. Mt s6 dic diém dich t& hoc 1am sang
- Phédn b6 theo tudi

Bang 3.1. Phan bd theo tudi

Tudi S6 bénh nhan (n) Ty 18 (%)

<40 2 3,3
41- 50 17 27,9
51- 60 31 50,8
61- 70 9 14,7

>70 2 3,3
Tong 61 100,0
Nhan xét:

Trong nghién ciru ctia chung toi, sé bénh nhan trong 3 nhom tudi tir 41
dén 60 co ty 1& cao nhat (48 truong hop = 78,7%). Bénh nhan tré nhat: 28
tudi, 16n tudi nhat: 75 tudi.
- Phdn bé theo gici
B Nam
BN

Biéu dd 3.1. Phéan bd theo gidi
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Nhan xét:

Trong nghién ciru da s6 bénh nhan 1a nam: 60 bénh nhan (98,4%), chi c6 01
truong hop bénh nhan 1a nir (1,6%).

- M{t 56 yéu t6 nguy co cia ung thi ha hong

Bang 3.2. Mt s6 yéu t6 nguy co ciia ung thu ha hong

Yéu t6 nguy co <10 nim | >10nim | S6 bénh nhan (n) | Ty 18 (%)

Hit thube 14 6 3 16 26,2
Udng ruou don thuan 5 6 15 24,6
Hut thude 14 + Udng ruou 7 11 13 21,3
H/C Trao nguoc 15 0 15 24,6
Khéng rd yéu té nguy co 2 3,3
Téng 61 100,0
Nhan xét:

Trong ung thu ha hong s6 bénh nhan cé yéu t6 nguy co 59/61 trudng hop

(96,7%).
- Ly do kham bénh
Bang 3.3. Ly do kham bénh
Ly do vao vién S6 bénh nhian (n) | Ty I8 (%)

Réi loan vé nudt, nudt vuong 23 37,7
R6i loan nuét + khan tiéng 14 23,0
R6i loan nudt + kho thd thanh quan 13 21,3
Nubt dau lan 1én tai 5 82
Hach ¢b to 6 9,8

Téng 61 100,0
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15 ~ 0.8

O T T T T 1

Roiloanvé Rodiloannuot Roéiloannuct Nuotdaulan  Hach ¢o to
nuét, nuot +khantiéng + khothé 1&én tai
vuong thanh quan

Biéu d6 3.2. Ly do kham bénh
Nhan xét:

Trong $6 5 1y do chinh khién bénh nhan di kham bénh, s6 c6 rdi loan
nuét chiém nhiéu nhat (37,7%), tiép dén 1a nhom vira c6 rdi loan nudt va
khan tiéng (23,0%). R6i loan nudt + khé thd thanh quan 1a 21,3%. Nhom
nguoi bénh nudt dau 1én tai chi c6 8,2%. Ly do dén vién do hach cb to dudi
9,8%.

- Thoi gian tién trién ciia bénh cho dén khi vao vién

Bang 3.4. Thoi gian tién trién ciia bénh cho dén khi vao vién

Thaoi gian tién trién ctia bénh cho dén S6 bénh nhén Ty l¢
khi vao vién (n) (%)
< 3 thang 11 18,0
3 thang — 6 thang 33 54,1
> 6 thang 17 27,9
Tong 61 100,0




Biéu d6 3.3. Thoi gian tién trién ciia bénh cho dén khi vao vién
Nhan xét:

S6 bénh nhan dén kham bénh trong khoang 3 - 6 thang ké tir khi c6 triéu
chimg dau tién chiém nhiéu nhat 14 54,1%. S6 bénh nhan dén kham bénh trong
khoang > 6 thang ké tir khi ¢6 triéu chimg dau tién chiém nhiéu nhat 13 27,9%.
3.1.2. Mt s6 dic diém IAm sang cia ung thu ha hong
3.1.2.1. Triéu chirng co ning ciia ung thw ha hong khi vao diéu tri

Bang 3.5. Triéu chirng co niang ctia ung thu ha hong

Tri€u ching co nang S6 bénh nhén (Tan s6) | Tan suat (%)
Nudt vuéng + Nudt dau/sic 20 32,8
Nudt vuéng + Khan tiéng 14 23,0
Nubt vuong + Khoé tho 13 21,3
Nudt vudng don thuan 9 14,8
Nubt dau lan 1én tai 5 8,2
Tong 61 100,0

Nhan xét:

Trong céc triéu ching co ning, nudt vudng 1a triéu ching pho bién nhét,
c6 thé nudt vudng don thuin (14,8%) hodc kém theo céc tridu chimg co ning
khéc; trong d6 nudt vudng kem nudt dau hodc sic chiém nhiéu nhat (32,8%);
nuét vuong kém kho thé va nudt vudng kém khan tiéng, mdi nhom déu

chiém >20%.
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3.1.2.2. Triéu chieng thuee thé ciia UTHH qua nji soi

Bang 3.6. Vi tri xuat phat diém ciia khéi u ha hong

Vi tri S6 bénh nhén (n) Ty 1¢ (%)
Xoang 1& 55 90,1
Sau nhan phéu 4 6,6
Thanh sau hong 2 3,3
Téng 61 100,0
® Xoang L€
6.6%3,3% ® Sau nhan phéu

= Thanh sau hong

Biéu d6 3.4. Vi tri xuat phat diém ciia khéi u ha hong
Nhan xé&t:
Trong 61 trudng hop ung thu ha hong, ¢6 55 trudng hop u xuat phat &

xoang 1€ (90,2%); céc vi tri khéc rat hiém gap.
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- Vi tri khéi u cia UTHH xudt phdt ¢ xoang 16
Bang 3.7. Vi tri khéi u cia UTHH xuit phat & xoang 1&

Vi tri S6 bénh nhén (n) Ty 1¢ (%)
Thanh trong 39 70,9
Pay 11 20,0
Thanh ngoai 5 9,1
Tong 55 100,0

Nhan xét:

U xuat phat & thanh trong xoang 1& ¢6 39/55 chiém 70,9%, u xuat phat tir
day xoang 18 ¢6 11 trudong hop chiém 20,0%. U xuét phat tir thinh ngoai xoang
16 ¢6 5 truong hop chiém 9,1%.

- Hinh thdi ton thwong trén ngi soi ciia ung thw ha hong

Bang 3.8. Hinh thai ton thwong trén ndi soi ciia ung thw ha hong

Hinh thai ton thwong S6 bénh nhan (n) Ty 1¢ (%)
Sui don thuan 40 65,6
Sui loét 13 21,3
Sui loét hoai tir 7 11,5
Loét tham nhiém 1 1,6
Tong 61 100,0
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m St don thuan
m S loét
Sui loét hoat 1

m Loét tham nhidm

Biéu d6 3.5. Hinh thai ton thwong trén ndi soi ciia ung thw ha hong
Nhan xé&t:

Trong nghién ctru ctia chung toi thiy tén thwong dang sui don thuan 1a
chu yéu (40 trudng hop- 65,6%). Ton thuong dang sui loét gip 13 truong hop
(21,3%). Tén thuong sui loét hoai tu 11,5%. Dang loét thAm nhiém hiém gap.
3.1.3. Két qua cit 16p vi tinh cia ung thu ha hong
- Tén thuong khéi u tai ha hongqua CLVT

Bang 3.9. Tén thwong Kkhoi u tai ha hongqua CLVT

Vi tri xuat phat S6 bénh nhén (n) Ty 1¢ (%)
Thanh trong 39 63,9
Xoang 1é Day 11 18,0
Thanh ngoai 5 8,2
Sau nhin 4 6,6
Thanh sau hong 2 3,3
Tong 61 100,0

Nhan x&t:

Trén phim chup CLVT wvi tri ton thuong xoang 1€ la nhiéu nhét 90,1%
trong d6 ton thuong xuat phat tir thanh trong chiém wu thé véi 63,9% so voi
18,0% tir ddy va 8,2% tir thanh ngoai. Ton thuong xuat phat tir sau nhin phéu
gip 6,6%, ton thuong tir thanh sau hong chi gip 3,3%.
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- Khéi u ha hong xdm lan tai viing thanh qudn

Bang 3.10. Khoi u ha hong xam lan tai vung thanh quan

Vi tri xdm lan thanh quan S6 bénh nhén Tan sudt
( Tan so) (%)
Thugng thanh mon 33 54,1
Thanh mén 18 29,5
Ha thanh mo6n 12 19,7
Sun phéu 41 67,2
Nep phéu thanh thiét 48 78,7
Ty 1€ 90 78.7

80 A

70 A

60 -

50 -

40 -

30 -

20 -

10 -

Thuwong Thanhmén Hathanh Sunphéu  Nepphéu
thanh mon mon thanh thiat
Biéu d6 3.6. Khéi u ha hong xAm lan tai ving thanh quan
Nhan xé&t:
Vi tri xAm 14n thuong gip hon ca 1a: nep phéu thanh thiét (78,7%) va
sun phéu (54, 1%).
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- Lan tran ngoai vung ha hong - thanh quan.

Bang 3.11. Ton thwong va lan rong ciia ung thw ha hong

Lan rfng trén | ... A Xoang | Tin Sa:u Tin Thanh Tin
Vi tri lan rong A z, | nhan z, | sauha ;
CLVT : : 1e sudt héu sudt hone. sudt
¢ | P o | " |
Thuong thanh |Sun thanh thiét 33 54,1
mon Tién dinh thanh
quan 6 9,8
Béng thanh that 24 39,3
Thanh moén Khoang canh thanh
mon 34 55,7
Day thanh 14 23,0
M¢ép trude 4 6,6
Ha thanh m6n |Ha thanh mén 9 14,8 1 1,6 2 3,3
Sun thanh Sun phéu 24 393 2 3,3 2 3,3
quan Sun nhan 2 33 2 33 2 33
Ving sau nhan 2 33 4 6,6 2 33
Khoang lién phéu| 6 9,8 4 6,6 2 33
Thanh sauha |Thanh sau ha
hong hong 15 24,6 4 6,6 2 3,3
Ving bo thanh [Nep phéu thanh
thanh quan thiét 48 78,7 2 3,3 2 3,3
Lén trén Thanh bén hong
miéng 1 1,6
bay ludi 4 6,6
Khoang trudc
thanh thiét 5 82
Lan rong Sun giap 1 1,6
Miéng thuc quan 4 6,6 2 3,3 2 3,3
Khi quan 1 1,6

Nhan xét:

Vi tri xam 14n thudng gip hon ca 1a: nep phéu thanh thiét ¢ 52 trudng
hop tan suat gip 85,3%, khoang canh thanh mon c6 34 truong hop tan suét
gip 55,7%, sun phéu c6 28 truong hop tan suat gip 45,9%.
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Bang 3.12. Phan loai khdi u lan tran theo cac vi tri

S6 vi tri lan tran S6 bénh nhén (n) Ty 1¢ (%)
Khu tra ¢ vi tri xuét phat 9 14,8
Lan rong ra 1 vi tri 25 41,0
Lan rong ra 2 vi tri 21 34,4
Lan rong ra 3 vi tri 5 82
Lan rong ra 4 vi tri 1 1,6
Tong 61 100,0
Tv 1€ %o
45 -
40 - 3141
35 -
30
25 A
20 - 11.8
L5 A 83
L0 1.6
“) -
e /
0 T T T T
Khutri o vi Lanrongra Laniongra Lanrongra Laniongra
ti1 xuat phat  mot vi ti1 hai vi tn1 ba vi ti1 bonvi tin
Biéu d6 3.7. Phan loai khdi u lan tran theo céc vi tri
Nhan xét:

Ung thu chi & vi tri xuat phat c6 9 trudng hop (14,8%). C6 85,2% bénh

nhin c6 lan rong hon mot vi tri. Lan rong ra 1 vi tri gdp 25 bénh nhan

(41,0%), lan rong ra 2 vi tri ¢6 21 bénh nhan (34,4%), lan rdng ra 3 vi tri c6 5
bénh nhan (8,2%), lan rong ra 4 vi tri ¢c6 1 bénh nhan (1,6%).
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3.1.4. Chan doan giai doan (T)
Bang 3.13. Chan doan giai doan T

Phan do T S6 bénh nhén (n) Ty 1¢ (%)
Tl 9 14,8
T2 19 31,1
T3 25 41,0
T4 8 13,1
Téng 61 100,0

’ Gial doan'I'l | Gial doan 12 | Giral doan'I'3 | Gial doan'I'4 |
Biéu d6 3.8. Chén do4n giai doan T
Nhan x&t:
Khéi u giai doan T3 ¢ 25 truong hop (41,0%). T2 ¢6 19 truong hop
(31,1%). Giai doan T1 ¢6 9 truong hop (14,8%). Co6 8 truong hop giai doan
T4 (13,1%).
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3.1.5. Chan doan giai doan hach c6 (N)
Bang 3.14. Chandoan N

Hach cb
Phan loai S6 bénh nhan (n) Ty 1é (%)
N1 18 58,1
N2 12 38,7
N3 1 32
Tong 31 100,0

Nhan xét:

C6 t6i 31 trudong hop bénh nhan cé di cin hach ¢ trong 61 bénh nhan
nghién ctru. Trong d6 18/31 & giai doan N1 chiém 58,1%, hach giai doan N2
¢6 12/31 truong hop chiém 38,7% . C6 1 trudng hop hach c6 duong kinh 16n

nhat > 6 cm chiém 3.2%.

- Ty 1é phdn bé hach
Bang 3.15. TV 1¢ phan b6 hach
Vi tri hach S6 bénh nhan (n) Ty 1é (%)
Hach cung bén 25 80,6
Hach ddi bén 2 6,5
Hach 2 bén 4 12,9
Téng 31 100,0
Nhan xét:

Nhom hach cung bén chiém 80,6%; hach d6i bén chiém 6,5% va hach 2
bén gap 4 truong hop (12,9%).
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- Phdn b6 theo nhém hach
Bang 3.16. Phan bo nhom hach
Vi tri nhém hach S6 bénh nhan (n) | 7§ 1¢ (%)
Hach nhém 1 3 97
Hach nhém IT 6 19,3
Hach nhém 111 10 32,3
Hach nhéom I va Il 1 3,2
Hach nhém II va 111 8 25,8
Hach nhom 1, 1T va 111 2 6,5
Hach nhom III va IV 1 32
Téng 31 100,0
Nhan xét:

Trong 31 bénh nhén ¢6 hach c6: Bénh nhan ¢6 1 nhém hach gip 19 truong
hop (61,3%) gdm: nhém 11T gip 10 (32,3%), nhom 11 gap 6 (19,3%), nhom I

gip 3 (9,7%). C6 12 truong hop gip nhiéu hon 1 nhom hach gém: nhom II va
IIT 1a gap 8 (25,8%), bénh nhan c6 3 nhém LILII gdp 2 bénh nhan (6,5%).

Gap 1 truong hop hach nhém 1, 11, va nhém 111, TV (3,2%).

3.1.6. X&p loai giai doan (S)

Bang 3.17. Xép loai giai doan

Xép loai giai doan S6 bénh nhén (n) Ty I¢ (%)
Giai doan 1 8 13,1
Giai doan 2 10 16,4
Giai doan 3 24 39,3
Giai doan 4 19 31,2

Tong 61 100,0
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Biéu d6 3.9. Xép loai giai doan (S)

Nhan xét:

Trong nghién ciru ctia chung t6i bénh nhan & giai doan 1 rat it c6 8 trong
tong sd 61 bénh nhan chiém ty 1& 13,1%. S6 bénh nhan & giai doan 2 gip 10
trong téng s6 61 chiém ty 1¢ 16,4%. Bénh nhan diéu tri gap nhiéu & giai doan
3 ¢ 24 trong tong s6 61 bénh nhan chiém 39,3%. Giai doan 4 ching t6i gip
19 trong téng s6 61 bénh nhan chiém 61 chiém 31,2%.
3.2. Ty 1é typ md bénh hoc, sw boc 1§ cac dau an Ki67, P53, EGFR va
moi lién quan véi két qua diéu tri ung thu ha hong
3.2.1. Ty 1€ cac typ mo bénh hoc

Bang 3.18. Ty 1€ cac typ mé bénh hoc

Typ mo6 bénh hoc S6 bénh nhan | Ty I¢ (%)
(n)
Typ dang mun coc 1 1,6
Ung thu Typ té bao day 1 1,6
BM vay Typ dang vay nha 1 1,6
Typ dang vay truyén thong 58 95,2
Tong 61 100,00
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1,6%_.1,6% | gog

B Typ dang mun coc B Typ té bao day

Typ dang vay nhu B Typ dang vay tmyén thé)ng

Biéu @6 3.10. Ty 1é cac typ md bénh hoc
Nhan xét:

Typ md bénh hoc cia ca 61 truong hop déu 1a ung thu biéu mo vay
(100%), trong d6 c6 3 bién thé. Trong s6 61 truong hop ung thu biéu mo vay,
¢6 1 trudng hop 1a ung thu biéu mo vay bién thé dang myn com, 1 trudng hop
ung thu biéu mé vay bién thé té bao dang day, 1 truong hop ung thu biéu mo
vay bién thé nhu. Cac bién thé khac cua ung thu bién mé ching t6i khoéng gip.

3.2.2. Ty 1¢ boc 1§ cac diu 4n p53, Ki67 va EGFR
3.2.2.1.T% 1¢ va mikc dp bjc 1§ cdc diu dn mién dich p53

Bang 3.19. T¥ 1¢ va mirc d9 boc 1§ cac diu 4n mién dich p53

Mikc d6 boc 16 | S6 bénh nhan (n) | Ty 1é (%) | Tong (%) | P
Am tinh 16 26,2 26,2
Duong tinh (+) 10 16,4
Duong tinh (++) 11 18,0 73,8 | <0,001
Duong tinh (+++) 24 39,4
Tong 61 100,0 100,0 100,0
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Nhan xét:

Ty 1é p53 dwong tinh chiém 73,8%, trong d6 duong tinh (+++) chiém
39,4%. Ty 1& p53 duong tinh (++) chiém 18,0%. Ty 1& p53 dwong tinh (+)
chiém 16,4%. S6 truong hop am tinh 13 26,2%. Sy khac biét giita s6 duong
tinh véi p53 va am tinh voi p53 1a ¢6 ¥ nghia thong ké (P<0,001).

3.2.2.2. Ty 1¢ va mivc d6 béc 16 cdc dau dn mién dich Ki67

Bang 3.20. T¥ 1¢ va miic dd boc 1§ cac diu 4n mién dich Ki67

Mikc d béc 19 S6 bénh nhan (n) Ty 1¢ (%)
Duong tinh (+) 19 31,2
Duong tinh (++) 11 18,0
Duong tinh (+++) 31 50,8
Tong 61 100,0
Nhan xét:

Ty 18 Ki67 duong tinh 100%, trong d6 duong tinh (+++) chiém 50,8%. Ty
16 Ki67 duong tinh (++) chiém 18,0%. Ty 1¢ Ki67 dwong tinh (+) chiém 31,2%.
3.2.2.3.Ty 1é va mirc dg béc 16 cdc dau an mién dich EGFR

Bang 3.21. Ty 1¢ va mirc o boc 1§ cac dau 4n mién dich EGFR

Mikc d9 boc 16 | S6 bénh nhan (n) | Ty 1é (%) | Tong (%) P
Am tinh 17 27,8 27.8
Duong tinh (+) 12 19,7
Duong tinh (++) 10 16,4 72,2 | <0,001
Duong tinh (+++) 22 36,1
Tong 61 100,0 100,00
Nhan xét:

- Ty 1&¢ EGFR duong tinh chiém 72,2%, trong d6 dwong tinh (+++)
chiém 36,1%. Ty 16 EGFR duong tinh (++) chiém 16,4 va ty 16 EGFR duong
tinh (+) chiém 19,7%. Am tinh chiém 27,8%.
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3.2.3. Céc ton thuwong 1Am sang véi mot so yéu to tién lwong ciia UT BM HH.
3.2.3.1. Phén bé typ mé bénh hoc ciia bénh nhin UTHH c6 hach di cin

Bang 3.22. Phan bd typ mé bénh hoc ciia BN UTHHc6 hach di ciin

Di can hach
Typ mé6 bénh hoc S6 bénh nhan (n) | Ty Ié (%)
Typ dang mun coc 1 32
Ung thu | 7y, 46 bao day 1 3,2
BM vay
Typ dang vay nhu 1 3,2
Typ dang vay truyén thong 28 90,4
Tong 31 100,0
Nhan xét:

Trong 31 bénh nhan UTHH c¢6 di can hach thi 28 bénh nhan & dang ung
thu biéu mé vay chiém 90,4%. Trong 3 bénh nhan con lai 13 ung thu biéu mo
vay dang mun coc, dang té bao day, dang vay nhtt mdi dang 1 trudng hop

chiém 3,2%.
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3.2.3.2. Thoi gian séng thém toan bé
Bang 3.23. Thoi gian song thém trung binh tinh theo phwong phap
Keplan — Meier

Thoi gian song thém Keplan — Meier SE
< 6 thang 0,934 0,032
Tur 6 — < 12 thang 0,852 0,045
Tur 12 — <24 thang 0,689 0,059
Tur 24 — <36 thang 0,492 0,064
Tur 36 — <48 thang 0,311 0,059
> 48 thang 0,033 0,023

- Thoi gian sdng thém toan bo tinh dén két thiic nghién ctru: 35,66 + 2,44 thang

1.0

0.5

0.6

0.4

0.2+

0.0

T T T T
[u} 20 40 &0 a0

Thoi gian song thém ( thang)

Biéu d6 3.11: Thoi gian séng thém tinh dén két thic nghién ciru
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- Thoi gian séng thém tinh dén 48 thang theo ddi: 27,24+ 2,06 thang

1.0
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T T T T T T
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Thoi gian séng thém ( thang)
Biéu d6 3.12: Thoi gian song thém tinh dén 48 thang theo doi
Bang 3.24. Lién quan thoi gian tir khi gip triéu chirng diu tién cia bénh

cho dén khi vao vién va thoi gian song thém toan bo

Thoi gian tir Thoi gian song thém (thang)

khi gap tri¢u 95% CI
chirg dau

tién ctia bénh Trung binh SE ) P
cho dén khi Thap Cao

vao vién

< 3 thang 45,36 5,50 34,58 56,15
3 - 6 thang 38,39 3,08 32,36 44,43

0,009
> 6 thang 24,06 4,28 15,78 32,34

Chung 35,66 2,44 30,88 40,44
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Biéu d6 3.13: Thoi gian tir khi giip triéu ching diu tién ciia bénh cho
dén khi vao vién va thoi gian song thém toan b

Nhan xét: Thoi gian séng thém trung binh ctia nhém bénh nhan tir khi
xuét hién bénh cho dén khi vao vién <3 thang 1a 45,36 thang, nhom bénh
nhan tir khi xuét hién bénh cho dén khi vao vién 3 thang - 6 thang 1 38,39
thang, nhom bénh nhan tir khi xuét hién bénh cho dén khi vao vién > 6
thangla 24,06 thang. Su khéac biét c¢6 ¥ nghia thong ké véi P<0,001

Bang 3.25. Lién quan giai doan T va thoi gian song thém toan b

Thoi gian song thém (thang)

Giai doan 95% CI P
Trung binh SE

Thap Cao
T1+ T2 50,86 2,51 45,96 55,69
<0,001
T3 +T4 22,76 2,18 18,44 27,03
Chung 35,66 2,44 30,64 40,51
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Biéu d6 3.14: Lién quan giai doan T va thoi gian séng thém toan b

Nhéan xét: Thoi gian séng thém trung binh tinh theo phwong phap
Kaplan - Meier cua 2 nhom T1, T2 1a 50,86 thang va T3,T4 1a 22,76 thang.
Sy khéc biét c¢6 ¥ nghia thong ké véi P<0,001

Bang 3.26. Lién quan c6 hach va khong hach va thoi gian séng thém

Thoi gian song thém (thang)
Giai doan 95% CI P
Trung binh SE ,
Thap Cao
Khoéng hach 46,10 3,43 38,71 52,18
<0,001

Co hach 25,55 2,34 20,88 29,96
Chung 35,66 2,44 30,64 40,51
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Biéu d6 3.15: Lién quan c6é hach va khong hach va thoi gian séng thém

Nhan xét: Thoi gian séng thém trung binh tinh theo phwong phap

Kaplan - Meier cia nhom khong hach 1a 46,10 thang va c6 hach 1a 25,55

thang. Su khac biét c6 y nghia thong ké vai P<0,001

Bang 3.27. Lién quan giai doan N va thoi gian song thém toan b

(:)i::l Trung binh 95% CI1 Trung vi 95% CI P
N1 30,28 24,18 | 36,37 33,00 16,47 | 49,53

N2 19,67 13,95 | 25,38 18,00 14,61 | 21,40

N3 11,00 11,00 | 11,00 11,00 0,003
Tong 25,55 20,95 | 30,14 24.00 18,55 | 29,45
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Biéu d6 3.16. Lién quan giai doan N va thoi gian song thém toan b
Nhan xét: Thoi gian séng thém trung binh tinh theo phwong phap
Kaplan - Meier cia nhém hach N1 1a 30,28 thang, N2Ia 19,67 thang, N3la
11,00 thang. Sy khac biét c6 ¥ nghia thong ké vai P<0,005.

Bang 3.28. Lién quan giai doan va thoi gian song thém toan b

Trung binh 95% CI Trung vi 95% CI P
S1 60,25 52,93 | 67,57 54,00 40,14| 67,86
S2 56,30 51,25 | 61,35 53,00 48,35 57,65
$3 3479 | 3122 | 3837 | 3500 | 29,02] 4008 | %001
S4 15,53 11,12 | 19,93 12,00 3,47 20,53
Tong 35,66 30,88 | 40,44 35,00 28,30 41,70
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Biéu d6 3.17. Lién quan giai doan va thoi gian sdng thém toan b
Nhan xét: Thoi gian séng thém trung binh tinh theo phwong phap
Kaplan - Meier cua giai doan S1 1a 60,25 thang, S21a 56,30 thang, S31a 34,79
thang, S41a 15,53 thang. Su khac biét c6 y nghia thdng ké véi P<0,001.

3.2.3.3. Lién quan thoi gian song thém toan bé véi sw bjc 1o dau én phan tiv

Bang 3.29. Lién quan thoi gian song thém toan bd véi sw boc 1§ P53

P53 Trung 95% CI Trung vi 95% CI P
binh
Am tinh 52,25 44,32 | 60,17 54,00 50,08 | 57,92
+ 44,70 38,60 | 50,80 45,00 38,80 | 51,20
++ 34,36 24,44 | 44,29 32,00 25,53 | 38,47 0 ;Ol
+++ 21,42 16,17 | 26,72 20,00 15,20 | 24,80
Tong 35,66 30,88 | 40,44 35,00 28,30 | 41,70
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Biéu d6 3.18. Lién quan thoi gian song thém toan bd véi sw boc 1§ P53
Nhan xét: Thoi gian séng thém trung binh tinh theo phwong phap
Kaplan - Meier ctia bénh nhan c¢6 P53 am tinh cao nhét 52,25 thang, P53
(+++) 1a thip nhat 21,42 thang. Sy khac biét c6 y nghia théng ké véi
P<0,001.

Bang 3.30. Lién quan thoi gian song thém toan bd véi sw bic 1§ Ki67

Ki67 | Trung binh 95% CI1 Trung vi 95% CI P
+ 57,53 53,36 | 61,69 54,00 | 49,73 | 58,27
++ 41,91 39,87 | 43,98 41,00 | 38,30 | 43,70
<0,001
+++ 20,03 16,51 23,56 21,00 | 16,637 | 25,36
Téong 35,66 30,88 | 40,44 35,00 | 28,30 | 41,70
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Biéu d6 3.19. Thoi gian sdng thém toan bd véi sw boc 16 Ki67

Nhéan xét: Thoi gian séng thém trung binh tinh theo phwong phap

Kaplan - Meier ctia bénh nhan c¢6 Ki67 + cao nhat 57,53 thang, Ki67 (+++) 1a

thap nhit 20,03 thang. Su khac biét c6 ¥ nghia thdng ké voi P<0,001.

Bang 3.31. Lién quan thoi gian song thém toan bd véi sw boc 1§ EGFR

EGFR |Trung binh 95% CI1 Trung vi 95% CI P
Amtinh| 56,88 51,28 | 62,48 55,00 | 49,62 | 60,38
+ 42,33 37,29 | 47,38 45,00 | 38,31 | 51,70
++ 32,50 26,50 | 38,50 33,00 | 27,84 | 38,17 |<0,001

4+ 17,05 13,06 | 21,03 17,00 7,81 | 26,19

Téng 35,66 30,88 | 40,44 35,00 | 28,30 | 41,70
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Biéu d6 3.20. Lién quan thoi gian song thém toan bd véi sw boc 1§ EGFR

Nhan xét: Thoi gian séng thém trung binh tinh theo phwong phap
Kaplan - Meier ctia bénh nhan c6 EGFG am tinh cao nhét 56,88 thang, EGFG
(+++) 1a thip nhat 17,05 thang. Sy khac biét c6 y nghia théng ké véi

P<0,001.

Bang 3.32. Phan tich hoi quy da bién dé xac dinh méi lién quan giira T,

N, sw bdc 1§ cac diu 4n Ki67, P53, EGFR va thoi gian séng thém

, Thoi gian song thém
Ciac bién doc lap p R?
Coef (B) 95% CI
Giai doan T
-0,56 -27,05 -15,58 |<0,001
T1+T2 /T3+T4
Hach b
0,33 6,91 17,93 |<0,001 0,713
Co6 Hach/ Chua co6 hach
P53
. -0,25 -17,21 -4,38 10,001
Am tinh/ Duong tinh
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Nhan xét: R?> = 0,713: Cho théy day la mgt md hinh tdt. Ttc 1a dua vao
chan doan giai doan T, su xuét hién hach & cd (N) va su xuét hién DAu 4n
mién dich P53 chiing ta co thé tién lwong chinh xac t6i 71,3% thoi gian trung
binh ma bénh nhén c6 thé sdng thém; 28,7% con lai bi anh huong bai cac yéu
t6 khac.

Cu thé:

+ Trung binh thoi gian song thém cta bénh nhan & giai doan TI1+T2 ¢6
thoi nhiéu hon bénh nhan giai doan T3+T4 1a 0,56 lan (5,6%).

+ Trung binh thoi gian sdng thém cta bénh nhan chua c6 hach ¢6 nhiéu
hon bénh nhan c¢6 hach ¢6 13 0,33 1an (3,3%).

+ Trung binh thoi gian song thém ciia bénh nhan chua xuat hién dau
4n mién dich P53 nhiéu hon bénh nhan c6 déu an mién dich P53 1a 0,25

1an (2,5%).
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CHUONG 4
BAN LUAN

4.1. VE MOT SO PAC PIEM BENH HQC VA CAT LOP VI TiNH
UNG THU HA HONG

4.1.1. Mt s6 dic diém dich t& l1Am sang
- Phin bé bénh nhan theo khodng tuéi va gidi

Trong nghién ctru cta ching t6i, bénh nhan trong d6 tudi tir 41 dén 60
tudi c6 48 truong hop (78,7%). Ngudi thip nhat 28 tudi, cao nhat 75 tudi
(Bang 3.1). Trong nghién ctru cua cac tac gia Juloori A, Koyfman SA, Geiger
JL va céc cong su bénh nhan trong pham vi tudi tir 42 tudi dén 74 tudi, tudi
trung binh 12 60 tudi [16]. Ty 1é ndy phu hop véi cac nghién ctru cia Xue —
Ying Deng, Nguyén Dinh Phuc [4],[5]. Theo Abrahdo R, Anantharaman D,
Gaborieau V va cac cOng su ty I¢ tir vong gia tang ¢ nhiing bénh nhan trén 70
tudi [7]. Theo nhiéu nghién ctru khéc, ty 16 mic bénh ¢ hai gidi nanvnir 1a
3/1. Phy nit mac UT vung sau nhin cao hon nam gi6i lién quan dén thiéu
dinh dudng (hoi chimg Plummer-Vinson). Tién lugng bénh & nit thuong tét
hon. Tudi méc bénh thuong ting & lta tudi trén 40; hiém gip ¢ ngudi tré
duéi 30 tudi. Kéo dai thoi gian tiép xuc véi cac tic nhan sinh ung sé& thuc
day qua trinh mat diéu chinh té bao bdi sy thay ddi gen trc ché sinh ung nhu
P53; khuéch dai tién gen nhu Cyclin D1 va lam t6n hai cac yéu t tu diéu
chinh nhu: yéu td bién ddi phat trién TGF B va cac thu thé Retinoic acide.
Bénh nhan nam c6 60 trudng hop chiém 98,4%, trong nghién ciru nay ching
t6i chi gip 1 trudng hop 14 bénh nhan nir chiém 1,6% (Biéu dd 3.1), nhu vay
ty 1€ nam/nit 1a 60/1.Theo nghién ctru ctia Lé Minh Ky [6], bénh nhan nam
chiém 96,8% ty 1& nay ciing twong ty nhu Xue — Ying Deng [4]. Theo
Ravindra Uppaluri [63] ty 1€ ung thu ha hong khac nhau & nam va nit con phu
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thudc vao mau da, phu nir da den bi nhiéu hon phu nir da tréng. Hon nira dan
ong st dung thude 14 ruou — nhitng yéu t6 nguy co, nhiéu hon nén kha ning
mic bénh cao hon. Theo Bradley va cong su (2019) UTHH 1a khong ph bién
trong thé giGi phat trién; bénh chu yéu dugc chan doan ¢ nhiing nguoi dan
ong hut thubc 14 va udng qua nhiéu rugu va khong phd bién & phu nir
[64]. Tuy nhién, cac xu hudéng gan ddy trong thé gidi phat trién cho thiy da
c6 su gia ting hang nim vé ty 16 phu nit mic bénh ung thu ha hong. O Phap,
da c6 mot su thay d6i dang ké hang nim vé ty 1¢ mac bénh ung thu nay -
giam & nam gidi va ting nhiéu hon & phu nit ké tir nhitng nam 1980. Mdi
nam, udc tinh 3.000 ngudi & Hoa Ky duoc chan doan mic bénh ung thu ha
hong. Ty 1¢ séng thém ciia bénh nhan UTHH thay ddi phu thudc vao nhiéu
yéu t, dic biét 1a giai doan bénh.Ty 1¢ séng thém sau 5 nam ddi véi tat ca
cac trudng hop UTHH 1a 33%. Néu ung thu dugc phat hién ¢ giai doan sém,
phat trién cuc bo, ty 1& sdng sot thém 5 ndm cia nhitng bénh nhan nay 1a 53%
(c6 khoang 17% truong hop dugc chin doan ¢ giai doan nay). Néu ung thu
da lan dén cac khu vuc 1an can va /hodc cac hach bach huyét (giai doan II va
IID), ty 1¢ song thém sau 5 nam 1a 36% dén 39%. Néu ung thu di cin xa, ty 1¢
song sot sau 5 ndm 1a 24% (c6 khoang 54% truong hop duoc chan doan &

giai doan nay).
- Yéuté nguy co:

Trong ung thu ha hong sd bénh nhan c6 yéu té nguy co 59/61 truong
hop chiém 96,7%. Trong d6 udng ruou kéo dai, hut thude kéo dai don thuan
hodc ca udng rugu va hat thudc kéo dai chiém da sd cac yéu té nguy co
chiém 72,1%. Bénh nhan bi hoi chung trao nguoc da day gap 24,6% (Bang
3.2). Theo tac gia Juloori A, Koyfman SA, Geiger JL va cdc cOng su bénh
nhan c6 tién sir hat thude 14 kéo dai hon 10 nam 1a 65% [16]. Cac tac gia

Abrahao R, Anantharaman D, Gaborieau V va cac cOng su trong nghién ctru
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clia minh da chi ra rang bénh nhan hau hong hut thudc hon 20 nim c6 nguy
co tir vong cao gp 3 lan so v&i nhitng nguoi khong hat thude [7]. Tac gia
Ravindra Uppaluri dé cap dén lién quan giira ung thu ha hong véi cac viém
nhiém man tinh vung ha hong dat biét 1a hoi chirng trao nguoc da day [63]. O
cac nudc dang phat trién nhu tai An bo, bai Loan va mot sb nuée khac, ty 1€
mic UTHH ting & ca nam va nit. Nhitng quan thé nay thudng co thoi quen
cua viéc st dung thude 14 & do tudi sém ca hit thude va nhai, uéng ruQu qua
mirc, cing v&i viée nhai hat cau trong an triu. Nghién ctru gan ddy da chimg
minh rang hat cau c6 chira chat gay ung thu doc lap. Su két hop giira thudc 14
va rugu cé tac dong cip sd nhan 1én trong viée ting nguy co UTHH, trong
khi sy lién quan cta hat cau van con can dugc chimg minh thém. Viéc giam
hat thude va udng rugu di cé tac dong tich cuc trong viée giam sb luong mic

UTHH va céc ung thu dau c6 khac [64].
- Ly do vao vién:

Ung thu ha hong voi cac biéu hién nhu rdi loan vé nubt nhu: Cam giac
nudt vuéng, nudt vuéng. Khi khdi u kha 16n gy vudng véi cac thirc dn dic
kém nuét dau. Khi d3 lan vao ndi mac thanh quan méi gdy ra khan tiéng hoic
kho thd. Trong nghién ciru cia chung t6i da sb bénh nhan dén kham 1a do réi
loan nuét. R4i loan vé nudt, nubt vudng chung toi gip 23 trudong hop chiém
37,7%. C6 27 bénh nhan dén kham vi Iy do nudt vudng khan tiéng va kho
tho, day 1a cac truong hop khdi u di lan tir ha hong vao thanh quan chiém
44,3% trén tong s6 bénh nhéan trong nghién ctru, trong d6 14 trudng hop rdi
loan nudt c6 khan tiéng chiém 23,0%, c613 truong hop rdi loan nubt c6 khé
tho thanh quan day 1a nhitng truong hop di can tir ha hong dén thanh quan c6
dinh 2 day thanh va khdi u to 1am bénh nhan khé thé chiém 21,3%. Ly do
vao vién do phat hién c6 hach cd gip 6 truong hop 1a nhitng trudng hop hach
b & giai doan N2 chiém 9,8%. Gip 5 trudng hop dau lan 18n tai chiém 8,2%.
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Gay sat it khi 1a Iy do dua bénh nhan dén khdm, do bénh nhan khong c6
thong tin day du vé bénh (Biéu 3.2).

- Thoi gian xudt hi¢n bénh:

Trong nghién ctru ctia ching t6i bénh nhan dén kham bénh da s trong
thoi gian tir 3 thang dén 6 thang ké tir khi mic bénh c6 33 bénh nhén véi ty 18
13 54,1%. C6 11 bénh nhan dén kham c6 thoi gian tir khi xuét hién bénh < 3
thang chiém ty 1¢ 1a 18,0%. Bénh nhan dén sau 6 thang c6 17 bénh nhan
chiém ty 18 14 27,9% (Biéu d 3.2). Theo tac gia Tran Hitu Tuan 12 60% bénh
nhan dén kham khi di hon 6 thang ké tir khi xuat hién triéu chimg dau tién

[65]. Ty 1& ndy & Nguyén Dinh Phiic va cong su 1a 12,9 % [5].

Theo Graboyes EM, Kompelli AR, Neskey DM va cac cong su thoi gian
tir khi xuat hién triéu ching bénh dén khi diéu tri, thoi gian chan doan dén
khi bat dau diéu tri, thoi gian tir khi phau thuat dén khi bat dau xa tri sau phau
thuat, thoi gian tir khi phau thuat dén khi két thic xa trj sau phau thuat co lién
quan dén su sdng con ciia ngudi bénh UTHH. Céc tac gia di tim thdy mdi
lién quan giita thoi gian chan doan dén khi bat dau diéu tri dai hon va kha
ning séng kém hon. Thoi gian tir khi phiu thuat dén khi két thic xa tri sau
phau thuat kéo dai twong quan v6i kha nang song kém hon [9].

4.1.2. Tri¢u chung 1am sang ung thu ha hong
- Triéu churng co nang ung thw ha hong

Nghién ctru 61 bénh nhan ung thu ha hong chung t6i thay 100% bénh
nhan c¢6 rdi loan nudt & cac mirc d6 khac nhau, ty 18 nay ciing tvong duong
tac gia Lé Minh Ky 1a 100% [24], Dinh Phac va cong sy 1a 100% [5], va
tuong ddng v4i nghién ctru ciia Ravindra 1a 100% [63], Paul 1a 99% [66], r6i
loan nuét 1a triéu ching c6 sém, giai doan dau thuong nhe va khong lién tuc,

bénh nhan dé bd qua. Roi loan nuodt tién trién tang dan, ludon xuat hién. Triéu



77

chtng nudt vudng don thuan gip 9 trudng hop chiém 1a 23,0%. Nudt vudng
c6 nudt dau hodc sic gip 20 truong hop chiém 1a 32,8%, trong d6 chung toi
gip 2 truong hop nudt vudng nudt dau c6 nghen 13 nhitng trudng hop khéi u
c6 duong kinh > 4 cm, gip 1 truong hop nudt vudng cd nudt sic. Trong
nghién ctru ching t6i gap 14 truong hop nubt vuong c6 kém khan tiéng
chiém 13 (23,0%). Nudt vuong c6 kém khé thd cung gip 13 trudng hop
chiém 14 21,3%. Trong nghién ctru gip 5 truong hop dau lan 1én tai chiém 13
8,2%. (Bang 3.5).

Céc triéu ching 1am sang dau tién thudng gip nhét 1a nuét kho mot bén
hodc cam giac kho chiu & mot bén hong, dac biét khi nudt nude bot. Sau vai
tuan hodc vai thang, cam giac nudt ngdy cang tang dan [19].

Trong nghién ciru cua chung t6i, khan tiéng gip 14 truong hop chiém
23,0%, thap hon cuia Paulla 1 30% [66], Lé Minh Ky 1a 35,5% [6], Ravindra
la 35,6% [63]. Tri€u chung kho tho gap 21,3%, cao hon nghién cuu cua
Ravindra 1a 11,8% [63], cac nghién ctru khac: Paul 1a 14% [66], L& Minh Ky
1a 14,5% [24].

- Triéu chtng dau lan 1én tai gdp 5 bénh nhan (chiém 8,2%) lién quan dén
day than kinh tai 16n (diy Arnord ) twong dwong tac gia Lé Minh Ky 1a 8,1%
[24], Paul 1a 9% [66], thip hon Ravindra 1a 17,5% [63].

- Triéu chirng thuwe thé ciia UTHH qua néi soi Panendoscope

+ Vi tri xudt phat diém ciia khoi u ha hong

C6 55 trudong hop u xuat phat & xoang 1& (90,1%). C6 4 trudng hop xuat
phat tir sau nhan phéu (6,6%). Khdi u xuét phat thanh sau ha hong gip 2
chiém 1a 3,3% (Biéu dd 3.4). Theo Tran Minh Truong, Huynh Kim Hong
Van ty 1€ vi tri Xuét phat 1a xoang 1€ 84,7% sau nhan phéu 11,5%, thanh sau
hong 3,8% [26]. Petersen JF, Timmermans AJ, Van Dijk BAC va céac cong su
dua ra két qua UTHH xuét phét tir xoang 1& chiém tir 65% dén 85%, c6 tir
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10% dén 20% UTHH phat sinh tir thanh sau hong va tir 5% dén 15% UTHH
tir sau nhan phéu [3].

+ Vi tri xudt ciia khoi u xoang 1é

U xuit phat ¢ thanh trong va xuat phat & day 50/55 (90,9%). U xuét phat &
thanh trong 13 39/55 (70,9%), khdi u xuét phat tir day c6 11 truong hop chiém
20,0% (Bang 3.7). U xuét phat tir thanh ngoai c¢6 5 truong hop (9,1%). Theo tac
gia Lé Minh Ky [24], u ha hong xuat phat tir thanh trong xoang 1¢, day xoang
1€, thanh ngoai xoang 1& lan luot ¢ ty 1€ 1a 54,4%, 38,6% va 7%, két qua nay
cling phu hgp nghién ctru cia Seungwon Kim [67].

- Ton thuong dang sui don thuan 40 truong hop (65,6%). Tén thuong
dang sui loét gap 13 trudng hop (21,3%). Ton thuong sui loét hoai tir gip 7
truong hop (11,5%). Tén thuong dang loét tham nhiém gip 1 truong hop
chiém 1,6% (Biéu d6 3.5).

4.1.3. Vé ton thwong hinh anh chup cit 16p vi tinh

Trong nghién clru ctia Hermans R va cong sy (1999), nham xac dinh gia
trj cia chup CLVT trén 103 bénh nhan ung thu biéu mo vay ha hong, cho thiy
CLVT c6 y nghia twong quan dang ké véi ty 1é tai phat tai chd (p <0,001 )
gidng nhu vai trd ciia sy xdm 14n day thanh hay sun nhan. Két qua nghién ctru
cho thiy khdi luong khéi u 13 yéu t6 tién doan doc 1ap manh nhat vé kha ning
thit bai trong viéc cit bo khdi u tai chd (p <0,01). Cac tac gia cho rang cac
thong s6 khdi u duoc xac dinh bang CLVT la nhiing yéu t6 tién doan manh
mé két qua diéu tri tai chd bang phiu thuat va diéu tri u bang xa tri [68].
Deng XY va cong su (2009) cho biét két qua nghién ctru phan tich hdi ctu
hinh anh chyp CLVT cua 65 bénh nhan ung thu biéu md vung ha hong duoc
diéu tri tai Trung tdm Ung thu Pai hoc Sun Yat-sen tur thang 8 nam 2000 dén
thang 9 nam 2008 nhu sau: C6 58 bénh nhan nam va 2 bénh nhan nit, véi do

tudi trung binh 1a 55 tudi. Két qua chup cho thiy xAm nhap xoang 1é 13 100%,
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xam nhdp sun nhin 80%, xam nhap day thanh 60% va mang mém 72% [4].
Nghién ciru cia Wu Z va cdng su (2014) vé gia tri cuia CLVT va cong hudng
tir & 186 bénh nhan ung thu ha hong dugc xac nhan vé& mo bénh hoc tir thang
8 nam 2000 dén thang 12 nam 2010 dugc phan tich hdi ciru, sir dung test x
(2) va hdi quy da bién dé phan tich sy xdm nhap tai chd va su lan rong trong
khu vire va dé xac dinh mdi lién quan cua ching. Két qua cho thiy: Trong sd
186 bénh nhan, chi ¢6 01 truong hop xam lan ving ha hong khong xam lan
nén so. Ti 1& di can hach vung 1a 79%, khong co mébi lién quan gitra giai doan
T va hach lympho (P = 0,1). Vi tri u nguyén phat, sy di cin hach c6 hai bén
va kich thuéc hach ¢6 gop phan dang ké cho sy xudt hién cua di can hach
vung ha hong [69].

Ung thu biéu mé vay 1a mot trong nhitng khéi u 4c tinh phd bién nhét &
vung ha hong. Panh gid mic do lan rong cua u va tinh trang di can hach co
anh huong thiét yéu dén quyét dinh diéu trj ung thu biéu mé vay va muc do
xam l4n, lan rong cua u dugc xac dinh dya trén hinh anh cuia CLVT ngay
cang dugc xem 1a c6 ¥ nghia quan trong nhét trong tién luong d6i véi su tai
phat cuc bo [70]. Mtrc do xam 14n va lan rong ctia u s& c6 thé do chinh xac
phu thudc néu chit luong hinh anh cua phim CLVT tdt. Tuy nhién, vi¢c danh
gi4 tinh trang lan rong va thé tich ciia ung thu biéu moé vay ha hong khong
thé danh gia chinh xac bang phuong phap chup CLVT théng thudng
[71],[72]. D6i khi, vi khdi u qua nho dé tim, co hoi diéu tri tot nhat 1a bo qua.
Do vdy, 1am thé nao dé cai thién chat lugng hinh anh CLVT ludn luén 1a mot
van dé. Su hién dién cua hach lympho di can c6 nghia 1a tién lugng x4u cla
bénh. Hai phuong phap chup anh duoc str dung phd bién nhat 1a chup CLVT
va chup cong hudng tir (CHTI) cho phép phat hién cac hach mé rong c6 hoai
tr va lan truyén bén ngoai [68], nhung khong c6 phuong phip nao cé thé

phéan bi¢t chinh xac hach di cdn vé1 hach mé rdng do qua san phan ung véi
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khéi u [4]. Voi su xuat hién caa CLVT quang pho (speCLVTrum CLVT), ¢
thé giai quyét dugc. CLVT quang pho c6 d6 phan giai mdé mém cao hon va ty
1¢ trong phan cao hon so véi CLVT da hinh thong thuong [69]. Quyét dinh
diéu tri trong nhiing trudong hop ung thu biéu mé vay hau hong duoc dua trén
giai doan va phan loai khdi u ciing nhu cac diéu kién chung cua bénh nhan.
Giai doan khéi u theo truyén théng duogc xac dinh boi phan loai TNM, theo vi
tri, su lan rong tai vung ctua b¢nh, tinh chat di dong cua day thanh va tinh
trang di cdn hach. Trong thuc hanh 1am sang, mot sb nghién ctru bao céo rﬁng
khoi lugng cua khdiu 1a yéu td tién doan manh m& hon cua su tai phat tai chd
[68],[70],[73]. Tuy nhién, viéc dua CLVT da diy c6 su tién bo rat it trong
viéc giai thich hinh anh cua u [74] va khdi luong khéi u van con bi danh gia
qué cao do chup CLVT va CHT, dan dén diéu tri qua muc & mot s bénh
nhan (cit thanh quan toan bd) [75]. Nhiéu nghién ciru cho thiy khi so sanh
két qua chan doan hinh anh trén CLVT véi phan loai T cia mo6 bénh hoc,
phan doan T duoc tim thay trén CLVT c6 do chinh xac 82,6%. Nhiéu nghién
clru cling ddng ¥ rang CLVT 13 mdt phuong phap chan doan hinh anh khong
xam 14n ¢6 do chinh xac va do nhay cao nhung do dac hiéu tuong ddi thép
hon do ting duwong tinh gia. Hinh anh CLVT c6 thé hitu ich trong viéc hudng
dan lya chon phuong phap phau thuat, diéu c6 thé anh hudng 16n dén chat

lwong cudc song cua bénh nhan.

- Ddnh gid sw xdm lan tai ha hong : Két qua ton thuong 1am sang va hinh
anh chup CLVT vi tri xdm l4n thuong gip 1a xoang 18, nep phéu thanh thiét,
khoang canh thanh mén, thanh thiét. Ton thuong xoang 1& ¢6 55 trudng hop
chiém 90,2% trong s bénh nhan nghién ctru.Ving sau nhan phdu CLVT phat
hién c6 4 trudong hop tén thuong, két qua nay thap hon nghién ciu cua Lé
Minh Ky , Xue — Ying Deng. Pay 1a ving phin mén niém mac dé bi phu né, o

dong dich, xo hoa, che lép, de déy. Wenig va cong cu, Becker va cong sy chi
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ra trong nghién ctru cua minh d§ chinh xéc 1a 80 — 85%, p <0,005. Thanh sau

hong, CLVT phat hién c6 2 trudng hop phat hién c6 ton thuong (Bang 3.9).

- Xam ldn tai viimg thanh quan: Thuong thanh mén: C6 33 trudong hop
t6n thuong xam lan thuong thanh mén cho tan suat 54,1%. Ton thuong xam
l4n 61 bang thanh that c6 24 trudng hop. C6 2 trudng hop thé sui xam lan, de
day vao bang thanh that, rat kho dé danh gia cac thanh phan bi che 1ap. Trong
nhitng truong hop ndy CLVT ¢6 vai tro rat 16n trong viée phat hién ton thuong.
Trong nghién ciru cta ching toi tén thuong xam lan syn thanh thiét c6 33
trudng hop. Tién dinh thanh quan c6 6 truong hop duoc phat hién co tén
thuong trén CLVT. Tai thanh mén cé 18 truong hop ton thuong xam lan
thanh mén. Khoang canh thanh mon ¢ ton thwong xam l4n ghi nhan 34
truong  hop (55,7%), két qua nay cia Xue — Ying Deng 87,2% va Lé Minh
Ky 98%. Theo Becker va cong su khdi u ¢ giai doan T3, T4 c6 phii né & dong
dich & vi tri nay. Trong nghién ctru cta chung t6i, c6 14 truong hop bi xam lan
day thanh, két qua ndy twong tu nghién ctru ciia Lé Minh Ky , Xue — Ying
Deng. véi triéu chimg khan tiéng trén 1am sang ta thay c6 sy phu hdp véi 14
truong hop khan tiéng trén 14m sang. Tai mép trude co 4 trudng hop, vi tri nay
thuong gdy khan tiéng sém. Khi khéi u to nd s& xam 1an, d¢ dy thanh quan,
vi vay khi kham 1am sang bang noi soi chiing ta rat kho danh gia hét dugc.
Trong nghién ctru ciia chung t6i ¢6 12 bénh nhan c6 ton thuong lan téi ha
thanh mon; c6 28 trudng hop bi xAm 14n sun thanh quan; sun phéu va day 13
vi tri d& quan sat. Két qua nay ctua Lé Minh Ky 100% khi nghién ctu 61
bénh nhan & giai doan T3, T4, Ranvindra 95%.Vung giap ranh, tai cac vi tri
nep phéu thanh thiét, c6 55/61 truong hop danh gia c¢6 xam lan, 6 trudng
khong bi xam 14n do u ¢ giai doan T1. Vi tri ndy 14 ranh giéi gitra thanh quan
va ha hong, hon nira hau hét u lai xuat phat tir xoang 18, nén ving nay cé ty 18

u xam 14n cao nhat (Bang 3.10).
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- Xam ldn tai lan tran ngodi viing thanh quéin — ha hong: Thanh bén hong
miéng c6 1/61 truong hop, ca 1am sang va CLVT cho két qua nhu nhau. Day
1a vi tri d& danh gia trén 1am sang, khi u & vi tri ndy bénh nhan di & giai doan
mudn T4, rat kho cho diéu tri va tién lugng bénh rat ning. Pay ludi co 4/61
ca 1am sang va CLVT cho két qua nhu nhau. Khoang trudc thanh thiét (hd
ludi thanh thiét) c6 5/61 ca ton thuong day 1 vi tri d& danh gia trén CLVT va
danh gia chinh xac (Bang 3.11).

- Ddnh gid xdm lin lan réng viing cé va ving thwe quan: Trong nghién ctru
nay, tai thuc quan phat hién 8 truong hop;day 1a vung kho phat hién trén 1am
sang. Trong nhitng truong hop ndy CLVT c¢6 vai tro rat 16n trong viée phat
hién ton thuong két qua twong duong cua Xue — Ying Deng va cua Lé Minh
Ky véi p <0,05.Khdi u lan t&i khi quan 1 truong hop, sun giap 1 trudng hop
day 1a ving kho phat hién trén 1am sang. Két qua cia CLVT cho ta thiy vai
trd quan trong trong danh gia ton thuong ¢ ving nay véi do nhay, do dic
hiéu, dd chinh xac dat tir 100%. Két qua nay tuong ty nhu cua Lé Minh Ky
100%, Ranvindra 95%.Tuyén giap, khoang trudc sdng, khong ghi nhan
truong hop nao trong nghién ctru nay trén ca lam sang va CLVT. Céc vi tri
d6 khi danh gia thi bénh nhan da ¢ giai doan mudn (Bang 3.11).

- 86 vi tri lan tran: U & vi tri xuat phat diém chi c6 9 bénh nhan (14,75%).
C6 t6i 85,25% bénh nhan di ton thuong lan rong hon mot vi tri giai phau
ngoai ha hong. Ty 1& nay 1a 13,10% va 86,90% cua tac gia Nguyén Dinh
Phiic. Trong nghién ctru ctia ching t6i ung thu lan rong ra 1 vi tri gip nhiéu
nhat 25 bénh nhan (40,98%), ung thu lan rdng ra 2 vi tri ¢c6 21 bénh nhan
(34,43%), lan rong ra 3 vi tri c6 5 bénh nhan (8,20%), ung thu lan rong ra 4
vi tri ¢6 1 bénh nhan (1,64%). Khéng gip ton thuong sau nhin phéu don doc
(Bang 3.12).
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- Phdn dé T: Theo Shang-Wen Chen va cong su (2006) [76] nghién ciru vé
gia tri cua CLVT trong xac dinh giai doan T va thé tich u véi tién luong
bénh di cho thay chung c6 mdi lién quan chat ché. Cac tac gia thiy voi thoi
gian theo ddi trung binh 1a 38 thang, ty 1& song thém khong bénh 5 nim la
83% cho bénh nhan mic bénh T1 dén T2, 46% cho nhirng nguoi mic bénh
T3 va 46% cho nhitng ngudi mic bénh T3 va 40% cho nhitng ngudi mic
bénh T4 ( P = 0,01). B6i v6i nhitng bénh nhan mic bénh T3 dén T4, chi sd
LRFS 5 nam 1a 70% ddi véi nhitng nguoi c¢6 khéi u dudi 40 mL va 24% khi
thé tich 1a 40 mL hodc 16n hon ( P = 0,0005). Cac tac gia két luan thé tich
khédi u dya trén CT 12 mot yéu td du bao manh mé& vé két qua diéu trjf UTHH
bé'mg xa tri; nhitng bénh nhan c6 thé tich khdi u dudi 40 mL, nén dugc xem
xét dé bao ton thanh quan [76]. Bénh nhin & giai doan T1,T2 c6 28/61
(45,9%),giai doan T3, T4 c6 33 bénh nhan chiém 54,1% (Bang 3.13). Trong
nghién ctu cua tac gid Juloori A, Koyfman SA, Geiger JL va cac cong su
bénh nhan ¢ giai doan III hoac IV chiém 46%, bénh nhan c6 khdi u T1, T2
chiém 54% [16]. Khi danh gia két qua 1am sang noi soi va CLVT thay khdi u
giai doan T3 c6 25 trudong hop (41,0%). T2 c6 19 trudng hop (31,2%). Giai
doan T1 c6 9 truong hop (14,8%). Co 8 truong hop giai doan T4 (13,12%).
Theo Petersen JF, Timmermans AJ, Van Dijk BAC va cac cOng su 75% bénh
nhan UTHH duoc phat hién ¢ giai doan III hodc I'V. Cac tac gia chi ro ty 1€
bénh nhan ung thu sdng trén 5 nim 13 34% [3].Theo nghién ctru cla tac gia
Lé Minh Ky va cong sy T1 ghi nhan 05 truong hop (8,06%), T2 danh gia 16
truong hop (26,23%). T3 c6 33 truong hop (53,23%). T4 c6 08 truong hop,
giai doan T4 1a 12,90%.Theo Abrahdao R, Anantharaman D, Gaboriecau V va
cac cong su giai doan chan doan duoc xem 1a yéu td chinh quyét dinh su
séng con caa UTHH. Nguy co tir vong cao gap 2 dén 3 lan & nhirng bénh

nhan giai doan III hodc IV v4i bénh nhan ¢ giai doan 1 [7].
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- Hach c¢o: Trong nghién ctru cta chiing t6i, hach cb ciing 13 triéu ching
thuong gip, c6 31 bénh c6 hach co (50,82%) két qua ndy nghién ctru cta Lé
Minh Ky va cong su 43,3% [24], Nguyén Dinh Phiic va cong su 43,4% [5], va
nghién ctru ciia Ravindra 45,1% [63]. Theo tic gia Nguyén Dinh Phuc va
cong su néu so véi ung thu thanh quan ty 1¢ xuét hién hach c6 cao hon [77], do
vung ha hong 13 ving gidy bach huyét va it bj rao can nhu trong ung thu thanh
quan nén kha nang di cin hach cao. Vi vy trong diéu tri ung thu ha hong diéu
tr1 hach ¢6 chiém mot vi tri quan trong.

Nghién ctru ¢6 t6i 31 truong hop bénh nhan cé di can hach cd trong d6
18 & giai doan N1 chiém 58,1% cao hon Lé Minh Ky 40,3%. Hach giai doan
N2 ¢6 12 truong hop chiém 38,7% . C6 1 truong hop hach ¢ duong kinh 16n
nhét > 6 cm chiém 3,2%.

Nhom cuing bén gip 25 trudng hop chiém 80,6%. Hach dbi bén gip 2
truong hop chiém 6,5%. Hach 2 bén gip 4 truong hop chiém 12,9%.

C6 1 nhom hach gip 18 truong hop chiém 58,1%, trong d6 hach nhém
11T gip 10 truong hop chiém 32,3%. Hach nhém I gidp 6 truong hop chiém
19,4%. Hach nhom I gip 2 truong hop chiém 6,5%. Co 13 trudng hop gip
nhiéu hon 1 nhom hach trong d6 hach nhém II va III 1a gip nhiéu nhit 8
truong hop chiém 25,8%. Truong hop bénh nhan c6 2 nhém hach nhom LII
va bénh nhan c6 3 nhém LILII gip 2 bénh nhan mdi nhoém chiém 6,5%.
Trong nghién ctru chung t61 gap 1 truong hop bénh nhan c6 hach nhom ILIII,
IV chiém 3,2% (Bang 3.14, Bang 3.15, va Bang 3.16).

- Di cdn xa (M): Trong nghién clru cia ching t61 gap 1 truong hop di can
phoi. Truong hop bénh nhéan di can phoi duoc phat hién qua tai tai kham sau
9 thang diéu trj bénh nhan dén vién véi triéu thimg ho, tic nguc. Trude do
bénh nhan duoc chin doan ung thu ha hong giai doan IVa. Pugc phau thuat

cit bo toan bo ha hong thanh quan toan phﬁn.
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- Giai doan bénh: Bénh nhan ¢ giai doan III, IV 43/61 (70,5%). Giai doan
som nhat S1 rat it 8/61 (13,1%). Giai doan S2 gip 10/61 (16,4%). Giai doan
S3 gap 24/61 (39,3%). Giai doan S4 gap 19/61 (31,2%). Giai doan S1, S2 cia
chiing t6i (29,5%) cao hon ciia L& Minh Ky 25,9% va Nguyén Pinh Phuc
1,7%, nhung giai doan S3, S4 lai thép hon 70,5%, so vo1 74,1% Lé Minh Ky
va Nguyén Pinh Phuc 98,3%. Ly giai diéu nay 1a do bénh nhan dén kham

som hon, cac phuong tién chan doan hién dai hon (Biéu db 3.9).

4.2. Ty 1& typ md bénh hoc, s boc 16 cac dau an Ki67, P53, EGFR va

moi lién quan véi két qua diéu tri clia ung thw ha hong

4.2.1. Pic diém mé bénh hoc ung thu ha hong

Trong cac phuong phap chan doan ung thu néi chung, chan doan UTHH
noi riéng, bd ba chan doan (Trépied diagnostic) gébm chan doan hinh anh,
chan doan ndi soi va chan doan mé bénh hoc thi chidn doan mé bénh hoc
duoc coi ¢6 ¥ nghia tiéu chan vang. Chinh vi vy, chin doan mé bénh hoc
ludn duogc cic nha ung thu hoc quan tim béi né khong chi mang ¥ nghia chan
doan quyét dinh ma con gitip danh gia tién lugng bénh, lira chon phuwong phap
diéu trj thich hop. Vi nhimg 1y do trén, tir ldu da c6 nhiéu phan loai mé bénh
hoc cac UTHH duoc cong bd trén y van, chi tinh riéng TCYTTG ciing da cd
t61 4 1an phan loai vao cac nam 1978, 1998, 2005 va lan gan day nhat 1a vao
nam 2017; mdi lan phan loai sau lai té rd su uwu viét so vdi cac lan phan loai
truéc d6 ca vé tiéu chuan chan doan, ban chat va su hiéu biét ngdy cang sau
ctia y hoc vé cac ung thu ndy. Dé cap nhat véi kién thire ctia y hoc trén thé
gidi, trong nghién ctru nay chung t61 da ap dung bang phan loai mé bénh hoc
cap nhat 2017 cua TCYTTG hién da duoc ap dung rong rai trén pham vi toan
cau [31].

Vé dic diém mo bénh hoc, typ ung thu biéu mé vay co thé biéu hién

dué6i nhiéu hinh thai khic nhau, tuy nhién hau hét cac ung thu biéu mé vay
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thé hién 1a mot u biéu mo ac tinh cho thiy co biét hoa simg va cau ndi gian
bao day la typ theo phan loai mé&i nhat xép vao thir typ ung thu biéu mé vay
truyén thong. Tuy vao muc do biét hoa co thé chia typ ung thu nay thanh cac
mirc d6 biét hoa cao, biét hoa vira va kém biét hoa. Nhin tong thé vé hinh
thai, md u gdm céc té bao hinh tron, da dién, xép thanh cac dam dic, thé hién
c¢6 cau ndi gian bao. Bao tuong hep nhung dé nhan, thudng wa toan. Nhén té
bao to nhé khong déu, chit nhiém sic tho, hat nhan to, rd. M6 dém thuong c6
phan tng xo héa. UTBMYV khong simg héa (té bao try, chuyén tiép) c6 dic
trung boi mau cdu trac dang ruy bang, thuong xaAm nhap moé dém. Tuy nhién,
d6i khi danh gia xam nhap kho khin do nhiing 6 té bao u nhé. Trong nghién
clru ndy, voi 61 truong hop UTHH, chung t6i gip chu yéu 1a ung thu biéu
md vay truyén thong (v6i 95,2%), cac thi typ khac theo nhu trong phén loai
ctia T6 chirc y té thé gidi thi it gap va dic biét ching t6i khong gap truong
hop nao 1 ung thu biéu mo vay typ té bao hinh thoi. Do viéc st dung phan
loai cap nhat cia TCYTTG ndm 2017 nén ching t61 khong ¢6 dit li¢u twong
tu dé so sanh. Tuy nhién, néu phién ngang mot cach twong ddi, chiing toi thiy
rang két qua nghién ctru cua ching toi (Bang 3.18) ciing twong tu nhu két
qua phan loai mo6 bénh hoc UTTQ cua mdt sb tac gia khac. Theo tac gia
Nguyén Thanh Tung va cong su (2009), tat ca cac truong hop UTTQ déu 1a
ung thu biéu mo vay, trong d6 ty 1& ung thu biéu mé vay biét hoa c6 cau sing
chiém nhiéu nhét véi 71% [78]. Két qua nguyén ctru ctia Tong Xuan Thing
(2013) vé 34 truong hop UTTQ ciing cho thiy typ ung thu biéu mé vay
chiém 100% [79]. Két qua dinh typ mé bénh hoc cac truong hop UTTQ cua
Tanadech Dechaphunkul ciing cho thay typ ung thu biéu mé vay chiém tir
>96% dén gan 99% [80]. Két qua nghién ctru cua Victor Wiinsch Filho
(2004) trong tong sd 129 bénh nhan UTTQ duoc dinh typ md bénh hoc c6
121 trudng hop ung thu biéu md vay (93,7%), 0,8% la typ ung thu dang myn
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com, 0,8% ung thu biéu mé tuyén va ciing c6 0,8% ung thu biéu mé than
kinh noi tiét, c6 4 trudng hop duge xac dinh 13 ung thu thanh quan — ha hong
[81]. Nhu vay, c6 thé khang dinh rang typ ung thu biéu mo vay 1a typ mé hoc
chiém >90% cac ung thu biéu mé ctia ung thu ha hong.

4.2.2. Vé sur boc 10 cac diu 4n P53, Ki67 va EGFR ung thu ha hong

Trong s6 cac ung thu biéu md té bao vay c6 xuit phat ngudn tir ha hong,
thanh quan hay duong tiéu héa trén, viéc kiém soat nhitng ung thu biéu mo té
bao vay nay van 1a mét trong nhitng chu dé gy tranh céi nhiéu nhat, do ty 18
song thém ngan va cé thé gy ra hau qua nghiém trong [82]. Hién di co rat
nhiéu nghién ctru vé nguyén nhan (cht yéu lién quan lam dung ruou va thude
1a), bénh sinh, typ m6 bénh hoc va cac d4u 4n sinh hoc, trong d6 co6 nhiing
nhom yéu td duogc quan tam nhiéu bao gém dot bién gen P53, mirc d6 boc 10
dau an tang sinh té bao (Ki67) va tinh trang dot bién gen EGFR.

Gen p53 hoat dong dua trén hoat dong cua nhiéu gen khéac nhau va cac
san pham gen cta né nham dap ung lai cac tin hiéu stress da dang bao gdm
chét té bao theo chuwong trinh, su 130 hoa té bao, hay su nging chu ky té bao.
Cac gen diéu hoa p53 ciling san xuit ra cic protein truyén tai cac tin hiéu
stress nay dén cac té bao 1an can, ngan can hoac sura chita cic DNA bi sai
hong va tao ra vong dap Uing nguoc giip tang cuong hay lam giam hoat tinh
ctia p53.Gen p53 1a mot gen dé nén u, ndm & canh tay ngan nhiém sic thé sb
17 (ky hiéu u 17p13). Gen p53 duoc coi 13 ¢6 vai tro diéu hoa gen phan chia
té bao, kiém tra sy phan chia t& bao va tham gia md dau hién tuong
appotosis, n6 ¢ trach nhiém tong hop mot protein thudc nhan co trong luong
phan tir 53kd. Protein ndy dam nhiém nhiéu chirc ning, trong d6 quan trong
nhat 1a chtc nang 1am ngiing qué trinh phan bao lai d6i véi nhiing té bao c6
bd gen bat thuong di vao trong qud trinh phan chia (nhitng t& bao c6 bod

genome binh thuong khong bi chin lai khi tién hanh phan bao). Protein nay
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con c6 nhiém vu sira chita nhig khiém khuyét ctia bd gen. Néu bo gen hu
hong da dugc stra chita thi té bao s& tiép tuc qua trinh phan bao binh thudng
con néu su stra chita khong dat duoc, cac gen bat thuong khong thé sira chira
thi s& thiic day té bao nging phan chia va di vao qua trinh chét theo chuong
trinh. Luong protein do gen p53 binh thuong san xuét ra 1a vo cung nho va
chung ta khong thé phat hién ra chung bang cac xét nghiém sinh hoa hay hoa
mo mién dich va vi vy, khi nhuém protein nay & cac té bao binh thuong s&
thdy hién twong am tinh. Tuy nhién, ngudi ta cho rang trong nhimng trudng
hop ung thu thi chinh ban than gen p53 da bi bién doi va s& san sinh ra
protein bat thuong (do cdu trac cua gen p53 bi thay d6i) va nhiing protein do
chung san xuat ra khong con chirc ning stra chita, ngin chin nhimg té bao c6
bd genome bét thudng phan bao nira. Mit khac, cac gen ndy van duy tri
nhiém vu stra chita gen 15i trong qua trinh phan bao nén khi nhitng protein
“16i” nay khong thé dam nhiém nhiém vu sira chita va cac té bao bat thuong
van ctr tiép tuc phan chia. Do vay, gen p53 van cir tiép tuc san xut ra cc
protein cua no. Su san xuét lién tuc nhu vay s€ tao ra mot luong 16n protein
p53 trong nhéan cta té bao va nhd vay ma chung ta ¢ thé phat hién ra chung
(cling con mot nguyén do khac cho viéc dé dang phat hién chung 1a nguoi ta
thdy rang cac protein ciia nhiing gen p53 bi bién d6i thi co thoi gian ban hiy
dai hon nhiéu so véi protein p53 binh thuong). Pong thoi khi protein p53 bat
thuong co6 ham luong cao trong té bao thi ciing xuat hién khang thé chéng lai
n6 va ngudi ta co thé phat hién bang huyét thanh khang protein p53. Thim
chi khang thé p53 xuét hién sém hon khi ndong d6 CEA con & ngudng binh
thuong va khi cac phuong phap chan doan hinh anh chua phat hién duoc khéi
u, do vay day con dugc coi la phuong phép phat hién sém ung thu vi su thay
d6i p53 dién ra & >50% s ung thu & ngudi [83],[84]. Cac nghién ctru vé dot

bién gen trong ung thu déu cho rang su dot bién gen p53 13 nguyén nhan cua
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ung thu biéu mé vay ving dau cd (typ ung thu chiém téi 80-90% cac ung thu
ving dau cd) [85]. Ngudi ta ciing nhan thiy cé toi >50% cac ung thu noi
chung c6 boc 16 ddu an nay [84], [85],[86]. Trong thuc té, viéc xac dinh dot
bién cta gen nay khong dé dang bang cac k¥ thuat giai trinh tu (vi mat rat
nhiéu thoi gian, cong stc va tién bac), vi thé nguoi ta phat hién protein ciia gen
nay don gian hon (phat hién gian tiép su hién dién cua gen dot bién bing san
pham protein p53 dot bién do né chiu trach nhiém téng hop ra). Trong nghién
ctru cia Go Omura va CS (2017) cho biét ty 1& c6 dot bién gen P53 ¢ bénh
nhan ung thu ha hong 13 68% va nhém bénh nhan c6 dot bién P53 co thoi gian
song thém ngan hon c6 ¥ nghia so v6i nhém khong dot bién gen P53 [87]. Mot
nghién clru khac ctia nhom tac gia Kumar, Cordell va CS (2008) vé su boc 10
du 4n p53 va Bel-xL cho biét sy boc 16 qua murc nay du bo rat quan trong
cho vi¢c dap uing diéu tri ha hong thanh quan béng hoa, xa tri.

Két qua nghién ctru ciia chung t6i cho thdy c6 73,8% cac trudng hop
UTBMYV ha hong c6 boc 16 p53, trong d6 boc 16 ¢ mirc do (+++) 13 cao nhat
v6i 39,4%, tiép dén 1a boc 16 mirc dd (++) véi 18,0% va thdp nhét 1a mic do
(+) v6i 16,4%, s6 am tinh chiém 26,2% (Bang 3.19). Két qua nghién ctru cia
chung t6i trong ty nhu nhiéu nghién ctru khac. Nghién ciru cia Anwar K va
cong sutrén 43 truong hop UTTQ (25 truong hop ung thu nguyén phat, 13
truong hop di can va 5 trudng hop tai phat), 13 mau moé thanh quan binh
thuong va 7 mau sinh thiét tir ndt lanh tinh ciia thanh quéan, sir dung khang
thé da dong CM-1 bang k¥ thuit héa mé mién dich [88]. Két qua cho thay
protein p53 boc 16 trung binh 1a 65% véi cac UTTQ, trong d6 boc 16 60% 6 u
nguyén phat, 69% & u di can va 80% ¢ céc u tai phat; khong c6 sy boc 10 nao
& cac miu mo thanh quan binh thudng va mo lanh tinh & nét thanh quan [88].
Ngoai nghién ctru vé gia tri trong danh gia tién luong cua dot bién gen P53, mot

nghién ctru ctia Twu CW va cong su [89] cho biét dot bién ddng hop tir p53
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codon 72 Pro c6 lién quan dén nguy co phat trién ung thu ha hong cao hon.
Mot nghién ctru khac cua Xin Ren va cong su (2016) [90] cho biét viée st
dung liéu phap gen két hop v6i ING4 va P53 dé diéu tri ung thu ha hong &
vivo cho két qua kha quan.

Ki-67 12 mot trong nhitng ddu 4n hiru ich nhit dé danh gia hoat dong
tang sinh té bao va da dugc st dung rong rii trong nghién cru va diéu tri khéi
u. Tuy nhién, vai trd cia nd trong ung thu biéu mé ha hong & nguoi van chua
dugc xac dinh rd. Dau hiéu cho su tdng sinh té bao, Ki-67, thuong dugc s
dung dé danh gia tién trién 1am sang va udc tinh tién luong cua khéi u ac
tinh. Ngudi ta da chimg minh rang Ki-67 hoat dong nhu mot chat diéu chinh
tich cuc su tién trién ung thu trong u than kinh dém, ung thu vu, khéi u tuyén
nudc bot va ung thu biéu mé té bao vay [91], [92], [93],[94]. Tuy nhién, biéu
hién Ki-67 trong ung thu biéu mé ha hong va tam quan trong ctia nd trong
tién trién cta ung thu biéu mo ha hong van chua dugc biét rd. Nhiéu nghién
ctru cho thdy su boc 16 cao cua dau an Ki67 ty 18 nghich voi thoi gian séng
thém khong bénh va toan bd cia bénh nhan ung thu ha hong [95].Trong
nghién ctu cua ching t61, ty 1€ boc 10 diu 4n mién dich Ki67 1a duong tinh
100%, trong d6 duong tinh (+++) chiém 50,8%. Ty 1& Ki67 duong tinh (++)
chiém 18,0%. Ty 1& Ki67 duong tinh (+) chiém 31,1%. Khong c6 trudng hop
nao am tinh (Bang 3.20). Do day 1a mot dau 4n cho biét sy ting sinh té bao
nén trén thuc té s& hau nhu khong c6 truong hop am tinh, sy bdc 10 diu 4n
nay c6 ca & mo lanh, u lanh va ung thu tuy nhién sy khac biét quan trong nim
& ty 18 % boc 160 Ki67. Dé danh gia chinh xac gid tri cua ddu an, ngudi ta sir
dung diém cut-off cho cac loai u, thi du ddi véi ung thu va, néu Ki67 boc 10
<14 % duoc coi 1a ton thuong lanh tinh con néu boc 10 >70% c6 thé coi chic
chén 4c tinh. Tuy vdy, cac nghién ciru vé& diém cut-off ciia ung thu ha hong

ching t61 chua thay bdo cdo nao dua ra cac con so6 cu thé, hau hét dya trén sy
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dinh tinh vé ty 1& boc 10 trén nhudm hoéa mo mién dich, do vay & nghién ciu
nay chung toi clting xac dinh theo phuong phap do. Véi ty 1€ boc 16 manh
(+++) 12 50,8% cua Ki67, két qua cua chung toi phtt hop véi hau hét cac nghién
clru truge do.

Vé dot bién gen EGFR: Qua trinh sinh ung thu bao gom mot loat
nhiing thay d6i vé gen 1a do té bao u tiép nhan kha ning ting sinh chon loc.
Nhitng thay d6i nay dan dén réi loan mang luéi trao dbi tin hiéu gitra cac té
bao v&i nhau, khién hoat dong cua cac té bao nay thay ddi sau sic vé nhiéu
mit nhu kha ning ting sinh, kha ning biét hoa hay chét theo chuong trinh.
Nhitng tac nhan gay ra cac rdi loan nay duoc goi chung 1 cic oncogen. Ngiy
nay di c6 hang chuc oncogen dugc tim thiy bao gdm cac yéu td ting trudng,
cac thu thé cta yéu t6 ting trudng, cac tin hiéu dan truyén, cac yéu td sao
chép va cac yéu td diéu hoa chét theo chuong trinh. EGFR con dugc goi 13
Her-1 hay yéu t6 ting truong biéu bi thudc nhom céc thu thé cua yéu t6 ting
trudng. Su lién quan gitra EGFR va ung thu 1a co s¢ sinh hoc cho li¢u phap
diéu tri nham tring dich. Pbi v6i mot s6 ung thu, trong d6 c6 ung thu ha
hong, li€u phéap trang dich lam gidm ty 1€ tai phat va tr vong ngay cang co
nhiéu thudc diéu tri tring dich duoc dua vao st dung trén 1am sang. EGFR
dan truyén tin hiéu lam anh hudng dén nhiéu mit cua méd ung thu. Sy hoat
hoa EGFR cho thay c6 gia ting céc tién trinh ting trudng va dién tién cia u,
bao gém thic day sy tiang sinh t& bao u, ting sinh mach, ting xam lan va di
can déng thoi lam té bao u tré nén bat tr. Su biéu hién ciia EGFR c¢6 lién
quan dén dién tién nhanh cua bénh, tién lugng x4au, it dap Ung diéu tri va
khang lai héa tri quy udec.

Thu thé yéu t6 ting truong thuong bi gom bdn thanh vién HER-1
(EGFR), HER-2, HER-3 va HER-4. Thu thé yéu t6 phat trién thuong bi
(EGFR: epidermal growth factor receptor) hay HER-1, c-ErbB-1 1a thu thé
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tyrosine kinase nam trén bé mat té bao, mot protein xuyén mang co trong
luong phén tir 170 kDa, duoc kich hoat khi gin két véi cac ligand dic hiéu
nhu yéu t ting truong (EGF) hay yéu td chuyén dang ting truéng anpha
(TGF). EGFR c6 thé bat cip voi cac thanh vién khac trong gia dinh Her (bt
cap khac loai) hodc bét cip voi chinh no (bat cip cung loai). Sau khi bat cap,
mién ndi bao s& duge phosphoryl hoéa, kich hoat hang loat dong thac tin hi¢u
ndi bao théong qua hai con duong tin hi¢u chinh PLC/PKC va
RAS/RAF/MEK/ERK. Trong nghién ctru cuia ching t6i ty 1¢ EGFR duong
tinh chiém 72,2%, trong d6 duong tinh (+++) chiém 36,1%. Ty 1é EGFR
dwong tinh (++) chiém 16,4% va ty 16 EGFR duong tinh (+ ) chiém 19,7%.
Am tinh chiém 27,8%. (Bang 3.21). Két qua nghién ciru ndy twong tu nhu két
qua ctia mot sé nghién ciru da cong bd. Nghién ctru cia nhom tac gia Wen va
cong su nghién cru su boc 16 cuia EGFR trén 68 miu bénh pham sinh thiét
UTTQ d3 chuyén duc trong paraffin, nhuém héa mod mién dich cho thiy
EGFR boc 16 ¢ 42,6%, twong tu két qua nghién ciru cta ching toi. Két qua
nghién ctru cua Ling Ling Luo Minjie Lai Maode va cong su (1999) ¢ 30
truong hop UTTQ va 10 mau mo thanh quan binh thuong vé sy boc 16 dau 4n
EGFR cho thiy EGFR hoan toan 4m tinh & miu mé thanh quan binh thudng
va boc 10 & 48% cac truong hop UTTQ. Nghién ctru cua Nikolaos S
Mastronikolis va cong su (2008) ciing thdy raing EGFR bdc 16 qua mirc ngay
tir dau va rat thuong xuyén trong ung thu biéu md vay thanh quan [88]. Su
boc 16 EGFR ¢ gia tri tién doan doc 1ap cho két qua diéu trj (phau thuat ,
hoa tri va xa tri) va danh gia thoi gian séng thém ciing nhu tinh trang tai phat
va di can [96]. Hién nay, sy boc 16 EGFR 1a dau 4n sinh hoc dang tin cay
nhat cho dic tinh ac tinh va xdm l4an cta ung thu biéu moé vay thanh quan
[88]. Theo Wu, Maoxin; Putti, Thomas C; Bhuiya, Tawfiqul A (2002),

nghién ctru sy bdc 10 cua EGFR trén céc lat cat mo vii nén, nhuém HMMD
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cho thiy ty 1¢ boc 16 EGFR ¢ mét s typ ung thu vay dau c6 nhu sau: Ung
thu dang mun com 13 54%, ung thu vay biét hoa tét 1a 40% va 100% & cac
ung thu biéu mé vay biét hoa vira va kém[97]. Con theo Sarkis va cs (2010),
ty 1€ boc 16 EGFR cua céac ung thu biéu mo vay la 85,7%, trong d6 c6 15%
duong tinh yéu (+) [98]. Tuong tu nhu vy, nghién ctru ctia nhom tac gia Tay
Ban Nha nim 2005 vé su boc 16 EGFR bing phuong phap nhuém HMMD
clia cac ung thu ving ha hong — thanh quan cho thay ty 1& dwong tinh nhu
sau: Cac ung thu biéu mo vay cta ha hong c6 ty 18 dwong tinh 1a 43%, cua
thanh quan 13 37% [99]. Mot két qua nghién ciru khac caia Weg M Ongkeko
va cs (2005) vé su boc 10 EGFR cua cac ung thu biéu mé vay dau c6 bing
héa md mién dich trén cac bénh phém vui nén cho théy ty 1€ boc 10 dau 4n
nay ¢ ha hong 1a 43% con ¢ thanh quan 1a 38% [9].
4.2.3. Thoi gian song thém va méi lién quan véi két qua diéu trj cia ung
thu ha hong

Nghién ctru cia Chen SW va cong sur (2006) vé gia tri ctia chup CLVT
trong danh gia két qua diéu tri ung thu biéu moé ha hong bang xa tri hoan
toan cho biét tir thang 1- 2000 dén thang 2 -2004, 63 bénh nhan bi ung thu
biéu m6 ha hong duoc lya chon nghién ctu. T4t ca bénh nhan déu nhan duge
1,8 Gy mdi ngay véi tong lidu tir 68,4 dén 73,8 Gy (trung vi: 70,2 Gy). Theo
ddi trung binh 38 thang (khoang tir 24-68 thang), ty 1& séng thém khéng tai
phat tai vung 5 nam (local relapse-free survival - LRFS) 1a 83% & bénh nhan
& mic T1 dén T2, 46% & nhitng ngudi bi bénh T3 va 40% ddi v6i nhiing
ngudi bi bénh T4 (P = 0,01). Ty 1é song thém khong tai phat tai ving 5 nim
1a 75% d6i voi nhimg ngudi co khéi u nhé hon 40 mL va 26% khi thé tich u
16n hon 40 mL (P = .0001). B4i v6i bénh nhan c6 bénh tir T3 dén T4, ty 1¢
song thém khong tai phat tai ving 5 ndm 5 nam la 70% d6i voi nhitng nguoi

c6 khdi u nho hon 40 mL va 24% khi thé tich 40 mL hodc 16n hon (P =
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.0005). Két qua phan tich da bién vé ty 1& séng thém khong tai phat tai ving
cho thay hai yéu t4 tién lugng: khéi lugng khdi u v6i diém cut off 1a 40 mL
va su lién quan cua thanh quan. Do vdy, cac tac gia cho rang vai tro quan
trong ciia CLVT 13 cung cip mot yéu td tién luong cuc ky quan trong cho
nhirg bénh nhan ung thu ha hong thong qua viéc cung cap vé thé tich khdi u
[95]. Theo Habib A, diéu tri UTHH bang phau thuat sau d6 1a xa tri véi lidu
50 Gy — 70 Gy, hodc hoa tri liéu dong thoi sau phiu thuat bang cisplatin va
theo doi thoi gian song thém sau 3 nim cua nguoi bénh cho két qua 1a 43%
v6i thoi gian séng thém trung binh 1a 25 thang. Ty 18 séng thém khong bénh
sau 3 nam va 5 nam 1an luot 1a 32% va 27% [2]. Theo Newman JR, Connolly
TM, Illing EA va cac cong su ty 1¢ séng thém 5 nam duoc cai thién tir 37,5%
trude nam 1990 18n 41,3% tir 1990 dén nam 2003 [17].

Trong nghién ctru cua chung t6i thoi gian séng thém toan bo tinh dén
két thuc nghién ciru: 35,66 + 2,44 thang (Biéu dd 3.11). Thoi gian sdng thém
toan bo tinh dén 48 thang theo ddi: 27,24 + 2,06 thang (Biéu do 3.11).
Nghién ctru cta chung t0i c6 két qua twong tw nghién ctu cia Pracy P,
Loughran S, Good J va cac cong sy thoi gian sdng thém trong 5 ndm 1a 30%
[18]. Theo cac tac gidAbrahdao R, Anantharaman D, Gaborieau V va cac cong
su ty 1& bénh nhan c6 thoi gian séng thém 5 nam 13 35% [7].

Thoi gian séng thém trung binh cua bénh cho dén khi vao vién <3 thang
l1a 45,36 thang, 3 thang - 6 thang la 38,39 thang, > 6 thang 24,06 thang. Su
khac biét c6 ¥ nghia thong ké v6i P<0,001. Thoi gian sdng thém trung binh
cua nhom T1, T2 1a 50,86 thang so vo1 T3,T4 1a 22,76 thang. Su khac bi¢t co
y nghia thong ké vdi P<0,001 (Bang 3.24, Bang 3,25 va Biéu do 3.14, Biéu
dd 3.15).

Thoi gian séng thém trung ctia nhom khong hach 13 46,10 thang va c6 hach
1a 25,55 thang. Su khac biét c6 y nghia thong ké véi P<0,001 (Bang 3.26 va
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Biéu d0 3.15). Trong d6 nhém hach N1 13 30,28, N2 14 19,67 thang, N3 1a 11,00
thang ( Bang 3.27 va Biéu d6 3.16). Su khac biét co ¥ nghia thong ké véi
P<0,005. Phan tich thoi gian séng thém trung binh tinh theo giai doan trén 61
bénh nhan c6 thoi gian séng thém tir 48 dén 72 thang chiing toi nhan thay thoi
gian song thém & giai doan S1 1a 60,25 thang, S2 1a 56,30 thang, S3 14 34,79
thang, S4 1a 15,57 thang. Su khac biét co ¥ nghia théng ké voi P<0,001 ( Bang
3.28 va Biéu d6 3.17).

Trong nghién ctru ciia chung t6i, thoi gian séng thém trung binh cua
bénh nhan chua xuit hién ddu 4n mién dich P53 nhiéu hon bénh nhan c6 diu
4n mién dich P53. Bénh nhan c6 P53 am tinh cao nhat 52,25 thang, P53
(+++) 1a thap nhit 21,42 thang (Bang 3.29 va Biéu d6 3.18). Sy khac biét c6
¥ nghia thdng ké voi P<0,001.Thoi gian song thém trung binh cua bénh nhan
xuat hién d4u 4n mién dich Ki67 (+) nhiéu hon bénh nhan c6 ddu 4n mién
dich Ki67 (++) va nhiéu hon bénh nhan c6 ddu 4n mién dich Ki67 (+++).
Bénh nhan c6 Ki67 (+) cao nhat 57,53 thang, Ki67 (+++) 1a thdp nhat 20,03
thang (Bang 3.30 va Biéu dd 3.19). Su khac biét c6 ¥ nghia théng ké voi
P<0,001. Thoi gian séng thém trung binh ctia bénh nhan chua xuat hién dau
4n mién dich EGFR (56,88 thang) nhiéu hon bénh nhan c6 dau 4n mién dich
EGFR (+) va nhiéu hon bénh nhan c¢6 diu 4n mién dich EGFR (++), nhiéu
hon bénh nhan c6 déu 4n mién dich EGFR (+++) 17,05 thang (Bang 3.31,
Biéu d6 3.20). Su khac biét co y nghia thong ké véi P<0,001.

Phan tich hdi quy da bién dé xac dinh méi lién quan giita T, N sy boc 16
cac ddu an Ki67, P53, EGFR va thoi gian séng thém. Nhan thayR? = 0,713:
Cho biét day la mot mo hinh tdt. Tac 1a dwa vao chan doan giai doan T, su
xuét hién hach & ¢6 N va su xuat hién Dau an mién dich P53 chung ta c6 thé
tién lwong chinh xac t6i 71,3% thoi gian trung binh ma bénh nhéan c6 thé

song thém; 28,7% con lai bi anh hudng boi cac yéu td khac.Trung binh thoi
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gian sng thém cua bénh nhan & giai doan T1+T2 c6 thoi nhiéu hon bénh
nhan giai doan T3+T4 14 0,56 1an (5,6%). Trung binh thoi gian séng thém
ctia bénh nhan chua c6 hach ¢d nhiéu hon bénh nhan cé hach ¢d 1a 0,33 1an
(3,3%). Trung binh thdi gian séng thém ctia bénh nhan chua xuat hién dau 4n
mién dich P53 nhiéu hon bénh nhan c6 dau 4n mién dich P53 1a 0,25 lan

(2,5%) (Bang 3.32).
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KET LUAN
Qua nghién ctru 61 truong hop ung thu ha hong vé 1am sang, chup cit 16p

vi tinh, mé bénh hoc va mot sb yéu t6 tién luong chiing t6i rut ra két luan sau:

1. Pic diém 1am sang, hinh anh chup cit 16p vi tinh ung thw ha hong

- ROi loan nudt gip ¢ hau hét cac truong hop. Ung thu ha hong xuat phat tir
xoang 1& chiém nhiéu nhat (90,2%). Ton thuong dang sui don thudn 1a
65,6%, u & 1 vi tri chi c6 14,7%.Giai doan T3 va T4 chiém 70,5%; giai
doan 3 va giai doan 4 gip 70,5%. S6 c6 di can hach cd 1a 50,8%.

- Noi soi gitip xac dinh vi tri, hinh thai ton thuong va sinh thiét 1lam xét
nghiém mo bénh hoc.

- Chuyp cat 16p vi tinh cac truong hop ung thu ha hong gitp xac dinh vi tri,
murc d6 lan rong, hinh thai va kich thudc hach.

2. Ty 1é typ md bénh hoc, sw boc 10 cac diu 4n Ki67, P53, EGFR va mdi

lién quan véi két qua diéu tri ciia ung thu ha hong

- Typ ung thu biéu mo vay truyén théng chiém ty 18 rat cao (95,1%).

- P53 boc 1673,8% cac trudong hop; c6 50,8% bde 160 Ki67 mirc (+++), ty 1€
boc 16 dau 4n EGFR 1a 72,1%.

- Thoi gian séng thém trung binh cta bénh nhan & giai doan T1+T2 nhiéu
hon bénh nhan giai doan T3+T4 1a 0,56 lan, cta bénh nhan chua c6 hach
¢ nhiéu hon bénh nhén cé hach ¢ 14 0,33 1an.

- Thoi gian song thém trung binh ciia bénh nhan khong dot bién P53 nhiéu
hon bénh nhén c6 dot bién P53 1a 0,25 lan.

- Téat ca cac treong hop co bde 16 diu 4n Ki67 mtc do cao (+++) va
duong tinh véi EGFR trén nhuoém héa mé mién dich déu co thoi gian
séng thém toan bo ngan hon co ¥ nghia so voi nhom bénh nhéan cé ty

1¢ Ki67 duong tinh thip (tir + dén ++) va 4m tinh véi ddu 4n EGER.
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KIEN NGHI

Qua két qua nghién ctru danh gia tén thuong trén 1am sang, chup cét 16p
vi tinh va mot sé yéu tb tién luong cua ung thu ha hong ching toi dua ra mot
s6 khuyén nghi sau:

- Bén canh chin doan mé bénh hoc xac dinh typ m6 bénh hoc, d6 mo
bénh hoc la cac yéu cau bét budc nén xét nghi¢ém mot s6 dau 4n c6 ¥y nghia
tién luong: Ki67 va P53.

- Nén giai trinh ty dot bién gen EGFR céac truong hop nhuom héa mo
mién dich EGFR duong tinh (trudng hop am tinh khong can giai trinh tu
dé han ché chi phi) vi chi c6 két qua xac dinh chinh xé4c vi tri cac exon dot
bién méi giup ngudi bénh cé hiéu qua trong diéu tri bang cac thudc nhim

trang dich.



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

1. Nguyén Nhuw Uéc, Lé Trung Tho, Nguyén Pinh Phic (2014), “Ddi
chiéu céc t6n thuong trén 1am sang voi hinh anh chup cit 16p vi tinh cua
ung thu biéu mé ha hong — thanh quan”. Tap chi Tai Miii Hong Viét Nam,
Tap (59-22), s6 4 /2014, Tr. 72 — 78.

2. Nguyén Nhu Uéc, Nguyén Pinh Phiic, Lé Trung Tho (2014), “ Nghién
clru dic diém 1am sang va mot s yéu td phan tir c6 gia tri tién lugng cua
ung thu ha hong tai Bénh vién Tai Miii Hong trung wong”. Tap chi Tai
Miii Hong Viét Nam, Tap (59-23), s6 5/2014, Tr. 82- 91.



TAI LIEU THAM KHAO

Juloori A, Koyfman SA, Geiger JL va cac cong su. (2018). "Definitive
Chemoradiation in Locally Advanced Squamous Cell Carcinoma of the
Hypopharynx: Long-term Outcomes and Toxicity”. Anticancer Res,
38(6), 3543-3549.

Habib A (2018). "Management of advanced hypopharyngeal
carcinoma: systematic review of survival following surgical and non-
surgical treatments”. J Laryngol Otol, 132(5), 385-400.

Petersen JF, Timmermans AJ, Van Dijk BAC va cac cong su. (2018).
"Trends in treatment, incidence and survival of hypopharynx cancer: a
20-year population-based study in the Netherlands”. Eur Arch
Otorhinolaryngol, 275(1), 181-189.

Deng X.Y, Su Y, Zheng L va cac cdng su. (2009). "Regional invasion
of hypopharyngeal carcinoma base on CT--a report of 65 cases”.
Chinese journal of cancer, 28(6), 647-651.

Nguyén Dinh Phuc (2009). "Tong két 1030 bénh nhan cta 54 nim 1955
- 2008 tai bénh vién TMH TW". Tap chi Y hoc Viét Nam, 359(2), 8-12.
Lé Minh Ky (2012). "Nghién ctru dbi chiéu dic diém ton thuong trén
lam sang véi chup cit 16p vi tinh ung thu ha hong"”. Tap chi Y hoc Viét
Nam 393(1), 4-7.

Abrahao R, Anantharaman D, Gaborieau V va cac cong su. (2018).
"The influence of smoking, age and stage at diagnosis on the survival
after larynx, hypopharynx and oral cavity cancers in Europe: The
ARCAGE study”. Int J Cancer, 143(1), 32-44.

Jaipuria B, Dosemane D, Kamath PM va cac cong su. (2018). "Staging
of Laryngeal and Hypopharyngeal Cancer: Computed Tomography
versus Histopathology”. Iran J Otorhinolaryngol, 30(99), 189-194.



10.

11.

12.

13.

14.

15.

16.

17.

Graboyes EM, Kompelli AR, Neskey DM va céac cong su. (2018).
"Association of Treatment Delays With Survival for Patients With
Head and Neck Cancer: A Systematic Review"”. JAMA Otolaryngol
Head Neck Surg, 1-12.

Georges Lawson Ming Liu, Monique Delos va cac cong su. (2003).
""Prognostic value of cell proliferation markers, tumour suppressor
proteins and cell adhesion molecules in primary squamous cell
carcinoma of the larynx and hypopharynx".". Eur Arch
Otorhinolaryngo, (260), 28-34.

A.E. Stepan va et all Lilliana Cercelaru (2017). ""EGFR
Immunoexpression in Laryngeal Squamous Cell Carcinoma"”. Curr
Health Sci J,, (43(4)), 340-344.

Archer C.R, Yeager V.L va Herbold D.R (1983). "Computed
tomography vs. histology of laryngeal cancer: their value in predicting
laryngeal cartilage invasion”. Laryngoscope, 93(2), 140-147.

Becker M, Zbédren P, Delavelle J va cac cong su. (1997). "Neoplastic
invasion of the laryngeal cartilage: reassessment of criteria for
diagnosis at CT". Radiology, 203(2), 521-532.

Becker M va Zbraren P (1998). "Diagnosis and staging of laryngeal
tumors with CT and MRI". Radiologe, 38(2), 93-100.

Curtin H.D, Ishwaran H, Mancuso A.A va céac cOng su. (1998).
"Comparison of CT and MR imaging in staging of neck metastases”.
Radiology, 207(1), 123-130.

Jeannon JP, Ofu E, Balfour A va cac cong su. (2011). "The natural
history of untreated squamous cell carcinoma of the head and neck:
how we do it.”. Clin Otolaryngol, 36(4), 384-388.

Newman JR, Connolly TM, Illing EA va céac cdng su. (2015). "Survival
trends in hypopharyngeal cancer: a population-based review”.

Laryngoscope, 125(3), 624-629.



18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Pracy P, Loughran S, Good J va cac cong su. (2016). "Hypopharyngeal
cancer: United Kingdom National Multidisciplinary Guidelines”. J
Laryngol Otol, 130(S2), S104-S110.

Tran Hiru Tudc (1964). "Diéu tri ung thu hong - thanh quan bang phiu
thuat tai Viét nam". Tap chi Y hoc Viét Nam, 2, 49-54.

Tran Ngoc Dung (1970). "Van dé hach ¢ trong ung thu ha hong thanh
quan”. Noi san Tai Miii Hong, 4, 48-58.

Tran Hiru Tude (1966). "Ung thu thanh quan va ha hong thanh quan &
Viét Nam". Tap chi Y hoc thuc hanh, 106(12), 4-8.

Tran Hiru Tude (1969). "Ung thu thanh quan va ha hong thanh quan &
phu ntt”. Nogi san Tai Miii Hong, 1-2, 80-84.

Tran Hiru Tude (1984). "Nhan xét 173 truong hop ung thu thanh quan
va ha hong thanh quan ti 1955-1975". Ngi san Tai Miii Hong, 90-98.
Lé Minh Ky va Nguyén Qudc Diing (2012). "Nghién ctru dic diém 1am
sang va két qua diéu tri phau thuat UTTQ va HH tai khoa u buéu Bv
TMH TW". Tap chi Y hoc thuc hanh, 810(3), 27-30.

Tran Minh Truong va Tran Phan Chung Thily (2015). Panh gia két qua
tmg dung vat da co nguc 10n trong tai tao mat chit hong va da cb sau
phau thuat cit ung thu hong - thanh quan. Ky yéu céng trinh nghién ciru
khoa hoc héi nghi TMH toan quéc 2015, Can Tho, 30-31/01/2015, Hoi
chuyén khoa TMH TP.HCM va céc tinh phia Nam, 145-151.

Tran Minh Truong va Huynh Kim Hong Van (2016). Panh gia tinh
trang miéng ndi day ludi - da diy cta phiu thuit cit toan b thanh quan
ha hong thyc quan co6 tai tao ha hong thyc quan béng 6ng da day tai bénh
vién Cho Ray. Ky yéu cong trinh nghién ciru khoa hoc hoi nghi TMH
toan quéc 2016, Pa Nang, 21-23/10/2016, Hoi TMH Viét Nam, 18-23.
Lé Minh Ky va Cao Minh Thanh (2012). "Nghién ctru dic diém lam
sang Ung thu ha hong tai khoa bénh vién TMH TW". Tap chi Y hoc
Viet Nam, 392(4).



28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Stoeckli S.J, Zimmermann R va Schmid S (2001). "Role of routine
panendoscopy in cancer of the upper aerodigestive tract”. Otolaryngol
Head Neck Surg, 124(2), 208-212.

Hermans R (2006). "Staging of laryngeal and hypopharyngeal cancer:
value of imaging studies”. Fur Radiol, 16(11), 2386-2400.

Leon B, John W.E va Peter R (2017). Pathology and Genetics of Head
and Neck Tumours, 3, Vol. 9, IARC Press, Lyon.

El-Naggar AK, Chan JKC, Grandis JR va cac cong su. (2017). WHO
Classification of Head and Neck Tumours, 4, Vol. 9, IARC Press,
Lyon.

Cardesa AZN, Leon B, John W E va cac cOng su. (2005). "Spindle cell
carcinoma". World Health Organization Classification of Tumours—
Pathology and Genetics, Head and Neck, IARC Press, Lyon, 127-128.
Thompson LD, Wieneke JA, Miettinen M va cac cong su. (2002). "Spindle
cell (sarcomatoid) carcinomas of the larynx: a clinicopathologic study of
187 cases”. Am J Surg Pathol, 26(2), 153-170.

Lewis JE, Olsen KD va Sebo TJ (1997). "Spindle cell carcinoma of the
larynx: review of 26 cases including DNA content and
immunohistochemistry.”. Hum Pathol, 28(6), 664-673.

Douglas R. G (2001). "Squamous cell carcinoma of the upper
aerodigestive system". Diagnostic surgical pathology of the head and
neck, Saunders/Elsevier, Philadelphia.

Lester D.R Thomson va John R.G (2013). Head and neck pathology,
2nd, Library of Congress Cataloging in Publication Data.

Raslan WF, Barnes L, Krause JR va cac cong su. (1994). "Basaloid
squamous cell carcinoma of the head and neck: a clinicopathologic and
flow cytometric study of 10 new cases with review of the English

literature”. Am J Otolaryngol, 15(3), 204-211.



38.

39.

40.

41.

42.

43.

44,

45.

46.

Wain SL, Kier R, Vollmer RT va cac cong su. (1986). "Basaloid-
squamous carcinoma of the tongue, hypopharynx, and larynx: report of
10 cases”. Hum Pathol, 17(11), 1158-1166.

Barnes L, Ferlito A, Altavilla G va cac cong su. (1996). "Basaloid
Squamous Cell Carcinoma of the Head and Neck: Clinicopathological
Features and Differential Diagnosis”. Ann Otol Rhinol Laryngol,
105(1), 75-82.

Hewan-Lowe K va Dardick I (1995). "Ultrastructural distinction of
basaloid-squamous carcinoma and adenoid cystic carcinoma”.
Ultrastruct Pathol, 19(5), 371-381.

Alos L, Castillo M, Nadal A va cac cong su. (2004). "Adenosquamous
carcinoma of the head and neck: criteria for diagnosis in a study of 12
cases”. Histopathology, 44(6), 570-579.

Asakage T, Ando M, Yoshida M va cac cong su. (2015).
"Retrospective Study of Laryngeal Preservation Treatment for
Hypopharyngeal Carcinoma with Transoral Resection or Induction
Chemotherapy”. Nihon Jibiinkoka Gakkai Kaiho, 118(9), 1118-1123.
Daniel Brasnu va et al (2005). La chirurgie conservatrice des cancers
du larynxet du pharynx, Les monographies amplifon, Imprime en
France, 7-21.

P Marandas va et al (1992). "Cancers du sinus piriforme”. EMC, 20-
605-A-10.

Y. Cachin va C. Vandenbrouck (1983). "Traitement des cancers du
sinus piriforme”. EMC, 20605-A20.

Higgins KM va Wang JR (2008). "State of head and neck surgical
oncology research--a review and critical appraisal of landmark studies”.

Head Neck, 30(12), 1636-1642.



47.

48.

49.

50.

51.

52.

53.

54.

Markou K, Goudakos J, Triaridis S va cac cong su. (2011). "The role of
tumor size and patient's age as prognostic factors in laryngeal cancer”.
Hippokratia, 15(1), 75-80.

Birsen Y, Ayfer A.E, Eda E va cac cong su. (2013). "Treatment results,
side effects and prognostic factors affecting survival in patients with
larynx cancer ". J Med Updates, 3(2), 69-76.

Strongin A, Yovino S, Taylor R va cdc cong su. (2012). "Primary
tumor volume is an important predictor of clinical outcomes among
patients with locally advanced squamous cell cancer of the head and
neck treated with definitive chemoradiotherapy”. Int J Radiat Oncol
Biol Phys, 82(5), 1823-1830.

Janssens GO, Van Bockel LW, Doornaert PA va cac cong su. (2014).
"Computed tomography-based tumour volume as a predictor of
outcome in laryngeal cancer: results of the phase 3 ARCON trial”. Eur
J Cancer, 50(6), 1112-1119.

Nix PA, Greenman J, Cawkwell L va cac coOng su. (2004).
"Radioresistant laryngeal cancer: beyond the TNM stage”. Clin
Otolaryngol Allied Sci, 29(2), 105-114.

Sanderson RJ va Ironside JA (2002). "Squamous cell carcinomas of the
head and neck”. BMJ, 325(7368), 822-827.

Groome PA, Schulze K, Boysen M va céc cdng su. (2002). "A comparison
of published head and neck stage groupings in laryngeal cancer using data
from two countries”. J Clin Epidemiol, 55(6), 533-544.

Almadori G, Cadoni G, Galli J va cac cong su. (1999). "Epidermal
growth factor receptor expression in primary laryngeal cancer: an
independent prognostic factor of neck node relapse”. Int J Cancer,

84(2), 188-191.



55.

56.

57.

38.

59.

60.

61.

62.

63.

Nicholson R.I., Gee J.M.W va Harper M.E (2001). "EGFR and cancer
prognosis”. European Journal of Cancer, 37, S9-S15.

Maurizi M, Almadori G, Ferrandina G va céc cong su. (1996).
"Prognostic significance of epidermal growth factor receptor in
laryngeal squamous cell carcinoma”. Br J Cancer, 74, 1253-1257.
Nijkamp MM, Span PN, Terhaard CH va céc cong su. (2013).
"Epidermal growth factor receptor expression in laryngeal cancer
predicts the effect of hypoxia modification as an additive to accelerated
radiotherapy in a randomised controlled trial”. Eur J Cancer, 49(15),
3202-3209.

Press MF va Lenz HJ (2007). "EGFR, HER2 and VEGF pathways:
validated targets for cancer treatment”. Drugs, 67(14), 2045-2075.
Chen X, Ko LJ, Jayaraman L va cac cdng su. (1996). "p53 levels,
functional domains, and DNA damage determine the extent of the
apoptotic response of tumor cells”. Genes Dev, 10(19), 2438-2451.
Kontos CK (2013). "Molecular biomarkers of prognosis in laryngeal
squamous cell carcinoma”. OA4 Cancer, 1(2), 12.

Janisson-Dargaud D, Durlach A, Lorenzato M va cac cong su. (2008).
"Aneuploidy, but not Ki-67 or EGFR expression, is associated with
recurrences in basal cell carcinoma”. J. Cutan. Pathol, 35, 916-921.
Saarilahti K, Kajanti M, Kouri M va céac cong su. (2003). "Cyclin A and
Ki-67 expression as predictors for locoregional recurrence and outcome in
laryngeal cancer patients treated with surgery and postoperative
radiotherapy”. Int J Radiat Oncol Biol Phys, 57(4), 986-995.

Ravindra U va John B (2007). "Neoplasm of the hypopharynx and
cervical esophagus". Cummings CW Otolaryngology, Elsevier,

Philadelphia, USA.



64.

65.

66.

67.

68.

69.

70.

71.

72.

Eckel HE Bradley PJ (2019). "Hypopharyngeal Cancer”. Adv
Otorhinolaryngol. Basel, Karger, 83, 1-14.

Tran Hitu Tuan (2000). "Ung thu thanh quan". Bdch khoa todn thw
bénh hoc IT1, Nha xuét ban bach khoa thu Ha Noi.

Paul Q va et al (2006). "Tumours of the hypopharnx". Principles and
practice of head and neck oncology, MD Martin Dunitz, London and
New York, 438-482.

Seungwon Kim (2006). "Hypopharyngeal cancer ". Head & Neck
Surgery - Otolaryngology, Lippincott company, Philadelphia, USA,
1692-1712.

Hermans R, Van den Bogaert W, Rijnders A va cac cong su. (1999).
"Value of computed tomography as outcome predictor of supraglottic
squamous cell carcinoma treated by definitive radiation therapy”. Int J
Radiat Oncol Biol Phys, 44(4), 755-765.

Wu Z, Deng XY, Zeng RF va cac cong su. (2014). "Using CT or MRI
to assess locoregional spread to determine the radiotherapy target of
hypopharyngeal carcinoma”. Asia Pac J Clin Oncol, 10(2), 21-27.
Keberle M, Hoppe F, Dotzel S va cac cong su. (2004). "Tumor volume
as determined by computed tomography predicts local control in
hypopharyngeal squamous cell carcinoma treated with primary
surgery”. Eur Radiol, 14(2), 286-291.

Hoorweg JJ, Kruijt RH, Heijboer RJ va cac cong su. (20006).
"Reliability of interpretation of CT examination of the larynx in
patients with glottic laryngeal carcinoma”. Otolaryngol Head Neck
Surg, 135(1), 129-134.

Sumi M, Van Cauteren M va Nakamura T (2006). "MR microimaging
of benign and malignant nodes in the neck”. AJR Am J Roentgenol,
186(3), 749-757.



73.

74.

75.

76.

77.

78.

79.

80.

Jonathan R. Kraas BS, Tom E. Underhill MD, Ralph B. D'Agostino
PhD Jr va cac cong su. (2001). "Quantitative analysis from CT is
prognostic for local control of supraglottic carcinoma”. Head and neck,
23(12), 1031-1036.

Kuno H, Onaya H, Iwata R va cac cong su. (2012). "Evaluation of
cartilage invasion by laryngeal and hypopharyngeal squamous cell
carcinoma with dual-energy CT". Radiology, 265, 488-496.

Daisne JF, Duprez T, Weynand B va cac cong su. (2004). "Tumor
volume in pharyngolaryngeal squamous cell carcinoma: comparison at
CT, MR imaging, and FDG PET and validation with surgical
specimen”. Radiology, 233, 93-100.

Shih[INeng Yang Shang[IWen Chen, Jil]An Liang et al (20006).
"Value of Computed TomographyIBased Tumor Volume as a
Predictor of Outcomes in Hypopharyngeal Cancer After Treatment
With Definitive Radiotherapy”. Laryngoscope, 116(11), 2012-2017.
Nguyén Pinh Phuc (1999). "Pic diém 1am sang cua ung thu ha hong va
ung thu thanh quan cua 132 bénh nhan tai Bv TMH TW tir 1995 - 1997".
Tap chi théng tin y duroc, (S6 dac biét chuyén dé ung thu), 48-50.

Nguyén Thanh Tung, V6 Hiéu Binh va Lam Huyén Tran (2009). "Mot
sb nhan xét vé hiéu qua cua k¥ thuat khau dong hong kiéu tai trén bénh
nhan cat thanh quan toan phan”. tap chi Y hoc thanh phé Ho Chi Minh,
13(1), 161-164.

Téng Xuan Thing (2013). "Panh gia ton thuong tai chd (T) cua ung
thu thanh quan trong va sau md”. Tap chi Tai miii hong Viét Nam,
58(14), 5-8.

Tanadech D (2011). "Epidemiology, Rick factors and Overall Survival
Rate of Laryngeal Cancer in Songklanagarind Hospital”. J. Med Assoc
Thai, 94(3), 355-360.



81.

82.

83.

&4.

85.

86.

&7.

88.

89.

90.

Victor W.F (2004). "The epidemiology of laryngeal cancer in Brazil”.
Sao Paulo Med. J, 122(5).

Phys Evan PH Montgomery PQ, Gullane PJ (2009). "Principles and
practice of head and neck surgery and oncology”. Informa Healthcare:
Colchester, 233.

Brakenhoff RH Lindenbergh-van der Plas M, Kuik DJ, Buijze M,
Bloemena E, Snijders PJ, et al (2011). "Prognostic significance of
truncating TP53 mutations in head and neck squamous cell carcinoma”.
Clin Cancer Res, (17), 3733-3741.

Wahl GM Toledo F (2006). "Regulating the p53 pathway: in vitro
hypotheses, in vivo veritas”. Nat Rev Cancer, (6), 909-923.

Serrano M Efeyan A (2007). "p53: guardian of the genome and
policeman of the oncogenes”. Cell Cycle, (6), 1006—1010.

Lane D Vogelstein B, Levine AJ (2000). "Surfing the p53 network”.
Nature, (408), 307-310.

Mizuo Ando Go Omura, asuhiro Ebihara, Yuki Saito, Kenya Kobayashi et
al (2017). "The prognostic value of TP53 mutations in hypopharyngeal
squamous cell carcinoma”. BMC Cancer, 2017(17), 898.

Anwar K, Nakakuki K, Imai H va cac cong su. (1993).
"Overexpression of p53 protein in human laryngeal carcinoma”. Int J
Cancer, 53(6), 952-956.

Jiang RS Twu CW, Shu CH, Lin JC (2006). "Association of p53 codon
72 polymorphism with risk of hypopharyngeal squamous cell
carcinoma in Taiwan". J Formos Med Assoc, 105(2), 99-104.

Hao Liu Xin Ren, Mingjie Zhang, Mengjun Wang (2016). "Co-
expression of ING4 and P53 enhances hypopharyngeal cancer
chemosensitivity to cisplatin in vivo". Molecular Medicine Reports,

2431-2438.



91.

92.

93.

94.

95.

96.

97.

Ahmad Z Arshad H, Hasan SH. Gliomas (2010). "Correlation of
histologic grade, Ki67 and p53 expression with patient survival”. Asian
Pac J Cancer Prev, (11), 1637-1640.

Bendahl PO Klintman M, Graban D, Lovgren K, Malmstrom P, Ferno
M (2010). "South Sweden Breast Cancer Group: The prognostic value
of Ki67 is dependent on estrogen receptor status and histological grade
in premenopausal patients with node-negative breast cancer”. Mod
Pathol, (23), 251-259.

Pardis S Tadbir AA, Ashkavandi ZJ, Najvani AD, Ashraf MJ, Taheri
A, Zadeh MA, Sardari Y (2012). Expression of Ki67 and CDI105 as
proliferation and angiogenesis markers in salivary gland tumors,
Asian Pac J Cancer Prev(13), 5155-5159.

Tirgari F Naderi N Jalayer, Kharazi-Fard MJ, Parsa F Farahani (2014).
"A study on the relationship between clinical features with Ki67
expression and eosinophil cells infiltration in oral squamous cell
carcinoma”. Med J Islam Repub Iran, (28), 115.

Raybaud H, Fortin A, Bairati I va cac cong su. (2000). "Nuclear DNA
content, an adjunct to p53 and Ki-67 as a marker of resistance to
radiation therapy in oral cavity and pharyngeal squamous cell
carcinoma”. Int J Oral Maxillofac Surg, 29(1), 36-41.

Don DM, Anzai Y, Lufkin RB va cac cong su. (1995). "Evaluation of
cervical lymph node metastases in squamous cell carcinoma of the head
and neck”. Laryngoscope, 105(7 Pt 1), 669-674.

Maoxin; Putti Wu, Thomas C; Bhuiya, Tawfiqul A "Comparative
Study in the Expression of p53, EGFR, TGF-[alpha], and Cyclin D1 in
Verrucous Carcinoma, Verrucous Hyperplasia, and Squamous Cell
Carcinoma of Head and Neck Region". Applied Immunohistochemistry
& Molecular Morphology, 10(4), 351-356.



98.

99.

Sarkis et al (2010). "Immunohistochemical expression of EGFR in oral
squamous cellcarcinoma in relation to proliferation, apoptosis,
angiogennesis and lymphangiogenesis”. Head&Neck Oncology, 2-13.

Algaba Guimera J Altuna Mariezkurrena X, Wang Rodiguez J et al (2005).
"Immunohistochemistry study of EGFR expression in head and neck

squamous cell carcinoma”. Acta Otorrinolaringol Esp, (56), 143- 146.



PHU LUC: 1
BENH AN NGHIEN CUU (MBA.........
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- Nghé nghiép:
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- Ngay vao vién :
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2. Tién su:

Thube 14: Co [ Khoéng
Thubc lao: Co Khoéng
Ruou : Co Khoéng

Cac tién st khac:

3. Ly do vao vién:

Nudt vuéng: [ Kho tho:
Nudtnghen: [ Khé nuét:
Nudt sic: 0 Nubt dau:
Khan tiéng; 0 Dau tai:
Hach cb: O Gay sut:
Ly do khac:

4. Toan than

Thé trang:

Can nang:

Da niém mac:



5. Triéu ching co nang:
+ Triéu chimg xuét hién dau tién:

+ Thoi gian tir khi xuét hién triéu chimg dau tién dén khi chan doan:
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+ Kho thd Co 0 Khong [
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+ Pau tai Co 0 Khong [

+ Hach ¢6 Co 0 Khong [
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6. Thuc thé:
6.1. Khéi U
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PHU LUC2:
HINH ANH MINH HQA

Hinh anh: U thanh
trong xoang lé T sat
goc trude lan tran Y%
nep phéu thanh thiét.
C6 tham nhiém lan ra
thanh ngoai xoang Ié.
BN Lé Pinh A. Ma
5550

Hinh anh: U sau nhin
phéu xam lan thanh
trong xoang 1€ 2 bén.
BN Pham Quang Kh.
Ma 11533




Hinh anh: U sau nhan
phéu, sun nhin phéu
lan ra toan bd sun phéu
nep phéu thanh thiét,
ving lién phéu, sun
phéu nep phéu thanh
thiét, 14n vao tién dinh
thanh quan.BN L& Van
Ch. Ma 11598

Hinh anh: U loét sii mit sau nhan Hinh anh: U xoang 1& P ton thuong

phéu, co gia mac bén phai; lan theo suiloét. BN Vii Ngoc S, Ma 10526
nep phéu thanh thiét vao thanh trong

xoang lé&. BN Nguyén Vin S, Ma

11325.



1 Mean/SD 388 /113

2 Mean/SD 515146

Hinh 4nh: U sau nhan phéu xdm Hinh 4nh: U sau nhin phéu xam
l4n thanh trong xoang 1& 2 bén, l4n bang thanh that 2 bén,Pham
Pham Quang K, Ma 11533. Quang K. Ma 11533.

BV TAI MU H

1 Mean/s

2Mean/sD 4

Hinh anh:. U xoang 1& xam lan Hinh anh: Tang sinh so xdm 1an canh
thanh quan T, BN ViiNgoc S, Ma  sun gidap T.BN Vi Ngoc S, Ma
10526. 10526.



BV TAl MUI HONGY
Emahion
( (!

: - K - -

Hinh anh: U sau ha hong xam lan Hinh anh:. Ton thuong lan dén diy
xoang 1& 2 bénkhoang canh thanh thanh 2 bén,BN Nguyén Vin D, Mi
moén, day ludi, BN Nguyén Vin D, 2021.

Ma 2021.

Hinh anh:.U lan d&n mép trwéc 2 Hinh anh: U 1am ting xo sun phéu
bén, BN Nguyén Vin D Ma 2021 phéi,phd hiy géc trudc phdi, BN
Nguyén Van D Ma 2021.



Hinh anh:. Ung thu biéu mé vay ha hong strng hoa (cau stmg- miii tén).
HE x 400. M s6: 9102



Hinh anh:. UTBMV ha hong stimng héa. Nhudém P53 (+).Ma s6 11245.

Hinh anh:. UTBMV ha hong khong strng hoa. Nhuom p53 (++). Ma s6 6384.



Hinh anh: UTBMYV ha hong simg hoa, Ki67 (+),Mi s 658.

Hinh anh: UTBMV ha hong khéng simg hoa, Ki67 (+++). Ma s6 12528



Hinh anh: Ung thu biéu mé vay ha hong khong simg hoa, nhugm EGFR (++).
Ma s6 11325

Hinh anh: Ung thu biéu md vay ha hong simg hoa, nhuom EGFR (+++).
Mi s6 155



