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PAT VAN PE

Ung thu phoi (UTP) hay ung thu phé quan 13 thuat ngit dé chi bénh ac
tinh ctia phoi xudt phat tir biéu moé niém mac phé quan, tiéu phé quan, phé nang,
cac tuyén cuia phé quan, hodc cac thanh phan khéc cia phéi [1].

Trong nhiing nim gan day, ty 1é UTP da gia ting khong ngimg & nhiéu
nude trén thé gidi ciing nhu ¢ Viét Nam. Theo Hiép hoi ung thu Hoa Ky (ACS),
trong nam 2015 c6 khoang 221.200 truong hop UTP mé1 duge phat hién va
khoang 158.040 ca tir vong do UTP, chiém 28% tong s tir vong do ung thu
[2]. Thdng ké tai Chau Au niam 2012, c6 268.000 trudng hop tir vong do ung thu
phoi chiém hon 20% cac trudng hop tir vong do ung thu [3]. O Viét Nam, theo
Nguyén Ba Pirc va cong su (2006), ung thu phé quan - phoi chiém 20% trong
téng sb cac ung thu, 1 ung thu pho bién nhat & nam gidi va ding hang thi ba
trong sd cac ung thu & nit gidi sau ung thu va va ung thu da day [4].

Chan doan UTP, m6 bénh hoc (MBH) 1a tiéu chuan vang, dinh tip
MBH hét sirc quan trong va can thiét bi ngoai ¥ nghia chan doan xac dinh,
tip MBH con 1a mot trong nhiing ti€u chi quan trong gitip nha 1am sang chon
lwa phuong phap diéu tri va tién luong bénh [1]. Ngay nay, theo Hiép Hoi
nghién ctru ung thu M§ (2016), ung thu biéu mé tuyén (UTBMT) chiém
khoang 85% ung thu biéu mé khong té bao nho & phoi, 1a loai hay gip nhét &
ca hai gi6i, dic biét gia ting ¢ khu vuc Chau A [5].

Trong nhitng nim gan day, v6i sy hiéu biét vé sinh hoc phan tir, nhat
1a dot bién gen cua yéu té ting trudong biéu bi (EGFR) gan lién véi phuong
phap diéu trj nhim trung dich da tao ra mot cudc cach mang ddi voi UTP,
kém theo xu hudng diéu tri ca thé hoa dya trén phéan tip mo bénh va dot bién
gen EGFR [6]. Phan loai MBH ung thu phdi cua T6 chic Y té Thé gisi
(WHO) nim 2004, chi dua trén bénh pham phau thuat, di trd nén it hiru ich

hon, it c6 sy twong quan véi 14m sang va diéu tri [7]. Do d6, bang phén loai



UTBMT méi da dugce gidi thi¢u vao nam 2011 béi cac chuyén gia thude Hiép
hoi Nghién ctru Ung thu phdi Quéc té (IASLC), Hiép hoi Long nguc Hoa Ky
(ATS) va Hiép hoi Ho6 hdp chau Au (ERS). Trong tim cia phan loai nay 1a
phan biét 15 UTBMT véi UTBMTBYV, dong thoi xac dinh chi tiét chinh xé4c
cac phan tip cia UTBMT ngay tir bénh pham sinh thiét nho, vi trén 70% céc
truong hgp UTP dugc chan doan theo cic phuong phap nay khi vao vién,
bénh ¢ giai doan muodn khong cé kha ning phau thuat. Bén canh do, liéu phap
diéu tri dich trc ché tyroxin kinase ap dung cho nhiing bénh nhan UTBMT
giai doan tién trién, c6 dot bién EGFR dap ung tét hon UTBMTBV. Mat
khéc, diéu tri bevacizumab cho bénh nhan UTBMTBV c6 thé dan téi xuat
huyét, de doa tinh mang, 1a mot chéng chi dinh cho loai mé bénh hoc nay.
DPdng thoi, phan loai ndy nhdn manh tip mé bénh hoc véi twong quan chén
doan hinh anh va sinh hoc phan tir [8]. Nam 2015, phan loai UTBMT nay tiép
tuc duoc T6 chirc Y t& Thé gi6i str dung trong 1an xuét ban thi 4, cho cac tip cua
UTBMT d6i véi cac bénh pham sinh thiét ph6i nham muc dich diéu tri sém va
ca thé hoa cho UTP [9]. O Viét Nam, nghién ctru vé 1dm sang va (mg dung phan
loai MBH cua UTBMT dua trén bénh phém sinh thiét nhod theo phan loai
IASLC/ATS/ERS ndm 2011 con kha méi mé. Béi vy, ching t61 thuc hién dé
tai: “Nghién ciru dic diém 1am sang, cin 1Am sang va ing dung phan loai
mé bénh hoc ung thuw biéu méd tuyén phé quan theo Hiép hdi ung thu phéi
qudc té nam 2011” v6i muc tiéu:

1. Mé ta dac diém lam sang, hinh danh cdt I6p vi tinh, ndi soi phé quadn
ong mém ciia ung thu biéu mé tuyén phé qudan.

2. Xac dinh ty Ié cac tip moé bénh hoc va mot $6 moi lién quan voi ddc
diém lam sang, cdt I6p vi tinh, dot bién EGFR cua ung thi biéu mé
tuyén phé quadn theo ban phén loai ciia “Hiép hdi ung thu phéi Quéc té
nam 2011



CHUONG 1
TONG QUAN

1.1. DICH TE HQOC UNG THU PHOI
1.1.1. Tinh hinh ung thw phoi trén thé gi6i

Nhiing nghién ctru dich t& hoc ghi nhan, UTP van la loai ung thu thuong
gip nhat va co ty 1é tir vong cao nhét trong cac loai ung thur. Nam 2012, udc tinh
trén toan thé gidi co khoang 1,82 triéu ca UTP méi méc va khoang 1,59 triéu ca
tir vong. Tai Hoa Ky, UTP 1a loai ung thu c6 ty 1& tir vong cao nhét va ty 18
moi mic dimg thir hai ¢ ca hai giéi. Nam 2015, & Hoa ky c¢6 khoang 221.200
truong hop UTP méi dugc phat hién va khoang 158.040 ca tr vong do UTP,
chiém 28% tong sd tir vong do ung thu [2]. Theo thdng ké ciia T6 chirc Y té
thé gigi (WHO) nam 2015, trén thé giéi hang nim c6 khoang 1,37 triéu
nguoi tir vong do UTP chiém 18% trong cac truong hop tir vong do céc loai
ung thu [10].

Ciing theo s6 liéu thong ké tai Hoa Ky, wdc tinh trong nim 2016, sb ca
moi mic cia UTP khoang 224390 truong hop, vuon 1én vi tri thir 2 & ca hai
gidi, véi 117920 ca mbi méc chiém (14,0%) & nam va 106470 ca m&i mic &
nit chiém (13,0%) trong cac loai ung thu. Ty 1& tir vong do UTP vuon 1én vi
tri dau tién, & nam 13 85920 ngudi chiém (27,0%), & nit 72160 ngudi chiém
(26,0%) trong tat ca cac trudng hop tir vong do UTP [5].

1.1.2. Tinh hinh ung thu phoi tai Viét Nam

O Viét Nam, theo Nguyén B4 Purc va cong su (2006), ung thu phé quan -
phoi chiém 20% trong tong sd cac ung thu, 13 ung thu phd bién nhit ¢ nam
gidi va dung hang thir ba trong s6 cac ung thu & nit gidi sau ung thu vi va
ung thu da day [4]. Theo théng ké ciia Bo Y Té (2009), UTP dimg tht 2 vé ty

1€ t&r vong cua céc loai ung thu hang ndm & ca hai gidi. Moi ndm ca nudc co



trén 20.000 bénh nhan UTP mé1 dugc phat hién va co6 té1 17.000 truong hop
tir vong. Tai Bénh vién Phdi Trung wong, tinh dén nim 2012, sé ngudi méc
bénh nay dén kham va diéu tri 1én t6i 16.677 ngudi [11]. Theo sb liéu ghi
nhin ung thu tai Ha Noi giai doan 2001- 2004, udc tinh hang nam c6 17.073
truong hop méi méac UTP, trong d6 12.958 nam va 4.115 nit va 1a loai ung
thu ding hang dau ¢ nam gidi. Ty 1& méc theo tudi 1a 40,2/ 100.000 dan &
nam va 10,6/100.000 & nix [12].

Tom lai, UTP 1a bénh phé bién nhét trong tat ca cac loai ung thu trén
thé gidi ciing nhu & Viét Nam.
1.2. TRIEU CHUNG LAM SANG UNG THU PHOI
1.2.1. Triéu chirng phé quan

- Ho: 1a d4u hiéu thuong gip nhat, ho kéo dai, ho khan tiéng mot hodc
ho thanh con. Ngudi bénh thuong cho 1a do hat thude 14 hodc do viém phé
quan man gay nén.

- Khac dom: khac dom trong, it mot hodc dom mu, co6 thé kém theo sdt
trong nhiing truong hop UTP ¢ viém mu phé quan, viém phdi do tic phé quan.
S6 lwong dom nhay nhiéu & nhitng BN c6 ung thu tiéu phé quan phé nang.

- Ho mdu: thuong sb lugng it, 13n v6i dom thanh dang day mau mau do
hodc hoi den hodc déi khi chi khac don thuan mau. Day 1a ddu hiéu bao dong,
phai soi phé quan va lam cac tham do khac dé tim ung thu phdi ké ca khi
phim chup phdi chuin hodc chup CLVT phoi binh thuong. Tilé gip tir 20 dén
41% s6 trwong hop [13].

- Khé thé: thuong ting dan. Cac nguyén nhan gy kho thé & BN UTP
bao gdm: khdi u gy tic nghén khi quan, phé quan gdc, do tran dich mang phdi,

tran dich mang ngoai tim hodc c¢6 bénh phdi tic nghén man tinh kém theo....



1.2.2. Hdi chirng nhiém trung phé quan - phdi

- Viém phdi, ap xe phoi c6 thé xuét hién sau chd hep phé quan do khéi u:
khdi u chén ép khi phé quan gdy & dong dom, lam ting kha nang nhiém trung.

-Nhitng BN bi nhiém tring phé quan phdi cip, sau diéu tri ma ton
thwong mo trén phim con ton tai kéo dai trén 1 thang hodc ton thuong c6 xu
hudng phat trién, hodc tai phat & cing mot vi tri cAn quan tdm t6i chan doan
UTP dé lam céc thim do chan doan nhu soi phé quan. Xep phdi do tic nghén
xuét hién khi bit tic mot phan hodc hoan toan trong long phé quan, giy @ tré
qua trinh luu thong cua khong khi trong duong thd. Trong UTP, xep phdi do
tac nghén thuong gip & cac khodi u trung tim gay bit tic hodc chit hep phé
quan gbc hodc phé quan thuy.

1.2.3. Cac dau hi¢u lién quan véi su lan toa tai chd va viing ciia khéi u
1.2.3.1. Hpi chirng chén ép tinh mach chiui trén

- Cdc déu higu chung: nhirc dau, chong mit,  tai, rdi loan thi giac theo
tu thé, khé ngu 1am viéc tri 6¢ chong mét.

- Tim mdt: méi dau co thé chi & moi, ma, tai, tang 1én khi ho va gang
strc. Sau cung ca nira ngudi trén trd nén tim ngat hodc do tia.

- Phu: phu & mat, cé, léng nguc, cé khi ca hai tay, ) thuong to banh, hd
thuong don day (phu 4o khoéc).

- Tinh mach néi to: tinh mach c6, tinh mach dudi ludi ndi to, 10; tinh
mach bang hé phat trién. Cac ludi tinh mach nhé ¢ dudi da binh thuong
khong nhin thiy hoidc khong co, bay gid né to ra, ngoan nghéo do, hay tim.

- Tuy theo vi trf tic, phil va tuan hoan bang hé c6 thé c6 muc d6 va hinh
thai khac nhau:

+ Téic & trén chd vao cta tinh mach don: & tré & phﬁn trén léng nguc,
cd, gay. Méu tinh mach & ving d6 tré vé tinh mach ché qua tinh mach va

trong, tinh mach song, d6 vao tinh mach don qua céac tinh mach lién suon.



+ Téc & dudi chd vao cua mach tinh mach don: chén ¢p hoan toan
tinh mach chu trén lam mau tinh mach b1 o tré, don nguoc dong tinh mach
don 16n va cac nhanh ndi cta tinh mach nguc - bung sau, d6 vao tinh mach
chu dudi. Kham c6 thé thiy tinh mach bang hé ndi 1én & nén 16ng nguc.

+ Téc & ngay chd vao ctia tinh mach don va tinh mach chit: @ tré tuan hoan
nhiéu. Tinh mach bang hé ndi rd ¢ tat ca 1ong nguc va phan trén cia bung [14].
1.2.3.2. Triéu chuwrng chén ép thuc qudn

Kho nubt hodc nudt dau do khédi u hodc hach chén ¢ép thuc quan. Lic
dau véi cac thire an rin, sau véi cac thirc dn 1ong, rdi ca nude udng
1.2.3.3. Triéu chirng cheén ép than kinh
- Chén ép than kinh giao cam cd: dong tir co lai, khe mét nho, mét 16m
sau 1am mi mat nhu syp xudng, go ma dé bén ton thwong (Hoi ching Claude-
Bernard - Horner).
- Hoi ching Pancoast Tobias: Ung thu dinh phéi xdm lan mang phdi dinh
chén ép céc 1& dudi ciia dam rdi than kinh canh tay, than kinh giao cam c6 C8, T1.
- Chén ép day quit nguoc trai: noi khan, c6 khi mit giong, giong doi.
- Chén ép than kinh giao cam lung: ting tiét md hoi mot bén.
- Chén ép day than kinh phé vi: ¢6 thé hdi hop trong nguc, tim dap nhanh.
- Chén ép day than kinh hoanh: nic, khé thd do 1iét co hoanh.
- Chén ép dam rdi than kinh canh tay: dau vai lan ra mit trong canh tay,
c6 16i loan cam giac.
- Chén ép dng nguc chii: gdy tran dudng chap mang phoi, c6 thé kém voi
phu canh tay trai hodc tran dudng chap 6 bung.
- Tén thuong tim: tran dich mang tim, roi loan nhip tim.
- Xam 14n vao thanh nguc hodc tran dich mang phdi
+ Pau nguc: thanh nguc hodc vai tay (r6 rét hoac khong, cé khi nhu

dau kiéu dau do thdp khép hodc than kinh lién sudn). Khi dau c¢b dinh, giy



mat ngii phai nghi t6i khdi u xdm 14n thanh ngyc va chi dinh chup phim phoi
va khung xuong suon.

+ Tran dich mang phdi: dich mau vang chanh, mau hong hodc mau do
mau... Tuy nhién c6 khi tran dich mang phdi chi 1a thir phat do nhiém khuan
sau chd hep hoic do xep phoi.

+ Hach thuong don: hach kich thudc 1- 2 cm, chic, di dong hodc )
it truong hop hach thanh khéi 16n xAm nhiém vao t6 chic dudi da.

+ Mot s6 truong hop ton thuong ung thu di can thanh nguc phat trién
va day 16i da 1én, hodc khéi UTP xam l1an vao mang phoi roi phét trién lan ra
ngoai gy sui loét da thanh nguc.

1.2.4. DAu hiéu toan than

Mét méi, gay sut can, chan an (thuong chan an thit): ddy 1a biéu hién
thuong thiy ¢ nhimg bénh nhan c¢6 ung thu phdi. Dau hiéu nay thuong di kém
v6i nhitng biéu hién vé ho hép nhu ho, khac dom mau, dau nguc... Tuy nhién &
nhiéu BN, ddy c6 thé 1a ddu hiéu dau tién khién BN di kham. S6t nhe hoic co thé
sOt cao lién tuc trong hoi ching sét can ung thu. Triéu chimg sit can do trong
ung thu c¢6 sy phan giai lipid gdy ra va phan giai protein dan dén mat md va co
xuong. Banh gia toan than c6 vai tro quan trong trong tién lugng UTP.

1.2.5. Tri€u chirng di can cia ung thw

- Di cin hach: thé di can theo dudng bach mach.

Biéu hién 1a di can vao hach, hach bach huyét 0 nga ba khi quan, hach
vung cua phé quan thuy, phan thuy. Di cin hach thuong don 1 hodc 2 bén véi
tinh chat hach chic, cang di dong hodc dinh vao t6 chirc dudi da [15].

- Di cin ndo: 13 di can hay xay ra som biéu hién nhic dau, budn non
thay d6i tinh tinh thay d6i y thirc, liét van dong. Di can ndo gip 7,4 - 29% céc
truong hop [16].



- Di can gan: Dau tlrc vung gan, gan to bé mit 16n nhon, phat hién nho
siéu am 6 bung, chup cét 16p vi tinh. Di cin gan chiém tir 1,9 - 39%.

- Di ciin xwong: Cb thé gip & bit ky xuong nao nhung thudng thiy ¢
xuong det, nhu xuwong chau, xuong suon. Di cin xuong sudn va di can ¢t séng
chiém ty 1¢ kha cao Padley S va Mac Donal thdy c6 29,4% c6 di cin xuwong [17].

- Ngoai ra UTP con xam lan vao thanh nguc,xuong sudn, ngoai da.
1.2.6. Cac hoi churng can ung thw

Hoi ching cdn ung thu (goi tit 1a hoi chimg cin u) gdm nhiing biéu
hién toan than khong do di can xuét hién & cac bénh ac tinh. Hoi ching nay la
tap hop nhiing triéu ching giy ra do cac chat duoc san sinh bai cac khéi u,
chung c6 thé 13 nhitng biéu hién dau tién hodc nhimg biéu hién ndi troi cia
bénh 1y 4c tinh. Tan suat méic hoi ching nay khoang 10% dén 15% bénh 1y 4c
tinh (2% dén 20% tuy theo nghién ciru)

Bing 1.1: Cdc hgi chirng cdn ung thw lién quan dén ung thw phoi [15]

Hgi chirng Héi chirng
Cdc hgi chirng nji tiét - Cdc hgi chirng toan than

- Hoi ching tiét ADH khong phit hop t6 chire. | - Gay sit, chan an.

- Tang can xi huyét khong do di can. - Sét.

- Hoi chiing Cushing. - Cac hgi chirng mach collagen
- Vu to nam gioi. - Viém da co.

- Tang calcitonin huyét. - Viém da co.

- Tang hormon sinh duc LSH va FSH. - Viém mach.

- Ha duong huyét. - Lupus ban d6 hé théng.

- Hoi chiing carcinoid. Cdc hgi chirng vé da

- Cdc héi chirng than kinh Chung ram 16ng mic phai.

- Bénh Iy than kinh cam giac ban cap. - Ban d6 da hinh thai.
- Viém day than kinh. - Chung stng hoa.
- Gia tic rudt non. - b6 da.




HJoi chirng

Hgoi chirng

Hoi chirng nhugc co Lambert -Eaton.

- Viém da bong vay.

Viém nao tay.

- Hoi chung ra mo hoi.

- Bénh tuy hoai tur. - Ngura va may day.
- Bénh vong mac do ung thu. Huyét hoc
- Bénh xwong - Thiéu mau.

Bénh xuong khop phi dai.

Tang bach cau ai toan.

To dau chi.

Phan ung ban dang bach cau.

Cac hgi chirng thin

Huyét khoi.

Viém cau than.

Ban xuat huyét

Hoi1 chirng than hu.

Roi logn dong mau

Cdc hi chirng chuyén héa

- Huyét khéi tinh mach.

Nhiém toan lactic, nhiém ure huyét

- Bong mau rai rac trong long mach.

1.3. CAC PHUONG PHAP CAN LAM SANG TRONG CHAN POAN UTP

1.3.1. Cac phuong phap chan doan hinh anh

1.3.1.1. Chup X- Quang phéi chuin

Phim X- Quang phdi chuan thang va nghiéng trai la xét nghiém quan

trong cho moi bénh nhan UTP. Trong mét s truong hop, phim chup X-

quang phdi chuan cho phép danh gia tinh chat tén thuong UTP, danh gia duoc

mirc d6 xam l4n trung thit, thanh nguc, cot séng. Tuy nhién, hau hét cac

truong hop UTP can duge chi dinh chup cat 16p vi tinh, dac bi¢t & nhiing

truong hop UTPQ giai doan sém, khdi u con nho, hodc khéi u & nhitng vi tri

bi cac thanh phan trung that che khuét. Cac biéu hién khac nhau tuy theo khdi

u & trung tAm hay ngoai vi bao gdm cac hinh thai:

Nhiing diu hiéu truc tiép [18]

% Hinh anh not, dam mo: phim chup X- quang phdi chuan cho phép phat

hién nhitng nét md don doc hodc hinh nhiéu ndt mo ¢6 dudng kinh >10 mm.
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Nhimng dau hiéu goi y nguyén nhan 4c tinh bao gdm: bo khéi u khong nhén, khéi
goi hinh anh mui, xdm 14n truc tiép vao mang phdi, thanh nguc hodc trung thit...

% Ddu hiéu hinh béng Felson: trong truong hop khéi UTP nam ¢ thuy
giita phoi phai hodc thuy ludi phoi trai, cting binh dién véi tim, khdi dudng
nhu dinh lién va khéng thiy hinh anh bo vién ngin cach voi tim (ddu hiéu
hinh bong duong tinh). Khi thiy hinh 4nh dam mo chong 1én hinh anh cia
tim, ching to khdi u ndm khac binh dién véi tim (thuy dudi phoi).

% Ddu hiéu co-ngure: khdi u phan thuy 3 phdi ludn ndm phia dudi xuong
don. Néu thdy khdi u phdi lién tuc tir dudi xwong don 1én phia trén xwong don
thi khéi u ndm & phan thity 2, phia sau ctia phoi.

% Hinh xdm ldn thanh ngue: nhitng khdi u phoi ¢ ngoai vi nam sat thanh
nguc, xam lan, pha huy thanh nguc, huy xuong suon. Mot s6 it truong hop co
thé thay hinh anh khéi u 16i han ra ngoai thanh nguc.

% Hinh anh mdt troi moc: khéi u phdi ndm & ranh gidi vung tran dich
mang phoi, phan khéi u bén trén ving tran dich mang phdi tao hinh anh
mat tro1 moc.

Nhitng dau hiéu gidn tiép [18],[19]:

% Ddu hiéu do cheén ép, tic nghén long phé quan

Su phat trién ciia khdi u trong long phé quan 1am hep long phé quan,
thudng nhin thay trén phim X- quang phdi. Su hep long phé quan dén dén rdi
loan théng khi dudi chd tic phé quan. Néu tic hoan toan long phé quan co thé
gy xep phdi hodc viém phoi sau tic. Néu tic ban phan, co thé chi giy hién
tuong cam khi hoidc xep phdi con thong khi.

Cac diu hiéu gian tiép thuong thiy bao gdm: cac hinh anh xep phdi,
hinh anh khi cam do u 1am chit hep phé quan tao nén co ché van, hinh anh

giam phan bd tuan hoan & ving phdi thong khi kém.
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% Hinh tran dich mang phéi

La biéu hién cua tinh trang khéi u phdi xam 1an hodc di cin mang phoi.
Céc biéu hién thiy trén phim chup X- quang phéi bao gom:

- Tran dich mang phoi it: ti goc suon hoanh.

- Tran dich méang phoi vira: duong cong Damoiseau.

- Tran dich mang phéi nhiéu: mo toan bd mot bén ngurc.

% Nhitng ddu hiéu goi s tran dich mang phéi do nguyén nhdn ung thie bao gom:

- Tran dich mang phdi kém theo xep phdi: khi quan, trung that, bi kéo
1éch vé bén phdi c6 tran dich mang phoi.

- Tran dich mang phdi trén nhiing nguoi hat thude 14, thude lao > 15
bao- nidm, c6 kém theo cac biéu hién ctia hoi ching can ung thu...
1.3.1.2. Chup cit lép vi tinh (CLVT)

Niam 1973, Hounsfield cho ra doi chiéc may chup CLVT dau tién dung
dé chup CLVT so ndo. Nam 1993, xuét hién may chup CLVT x04n 6c. Gan
day, su ra doi ctia cac may chup CLVT da dau do (MSCT) mé ra ky nguyén
moi cho chup CLVT. Trong chan doan UTP, chup CLVT c6 vai tro dac biét
quan trong. Céac hinh anh t6n thuwong trén phim chup CLVT & nhiing bénh
nhan UTP c6 thé gip bao gdm:

% Hinh nét hodc dim mo

N6t mo don doc tai phéi dugc dinh nghia la ton thuong mo & phéi co
duong kinh nhé hon hodc bing 3 cm, ¢ bd, ranh gidi rd rang, duge bao boc
hoan toan boi nhu md phdi, khong tiép xtic véi rén phoi hodc trung that,
khong lién quan dén hach, xep phdi hoic tran dich mang phdi. N6t don doc co
tinh chat: dic hoan toan, ban dic, kinh mo. Nguyén nhan cua ndt don doc:
lanh tinh: u lao, u ndm... hodc 4c tinh: ung thu biéu mé tuyén, ung thu di
can..... Nhitng ton thuong c6 dudng kinh > 3cm duge goi 1a ddm mo, kha

nang ac tinh cao.
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A
Hinh 1.1. Hinh dnh nét thuy trén phoi trdi (A), not phéi phdi (B) [20]
Phim chyp CLVT cho phép phat hién nhiing ton thwong nho, nét, dam mo
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¢6 kich thude > 3mm. Bén canh viée xéac dinh cac tén thuong, chup CLVT con
gitp xac dinh:

- Kich thuée ton thuong, do duong kinh 16n nhat cia khdi u.

- Ty trong ton thuong, ty trong khdi u phoi khoang 20-40HU.

- Mirc d6 ngam thudc cua ton thwong. Nhitng khbi u phéi c6 xu hudng
ngam thudc nhiéu hon nhitng ton thuong dang kén, hodc khdi u lanh tinh:
sarcoidosis, u lao, nAm phéi.

- Nhitng nét voi hoa trong ton thuong thuong 1a goi ¥ vé tinh chat lanh
tinh ctia khéi u hon 1a 4c tinh.

- Nhiing ton thuong thir phat: nhitng ton thuong nay thudng nhd, c6 thé
& cung thuy phdi (T4) hodc khac thuy phdi (M;) voi khéi u nguyén phat,
nhiing ton thuong thir phat nay doi khi khong duoc phat hién trén phim chup
X- quang phdi chuan do kich thuéce nho.

% Puong bo ciia khéi u

Chia lam ba nhém: bo tron nhan, bo da cung va b tua gai (chan nhén).
Hinh tua gai hay hinh chan nhén 1a hinh xuét hién hinh céac gai nhon, do dai,
mat d6 khac nhau xut phat tir duong bd khéi u lan toa vao phan nhu mé phdi

lanh xung quanh. Ban chét giai phiu bénh 14 nhitng duong bach huyét day 1én
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do su lan téa ciia té bao u. Trong hai thuat ngit trén, thuat ngir “hinh chan
nhén” 16t ta rd hon: Than nhén chinh la khdi u, con chan nhén chinh 1a hinh
tua gai lan toa tir khdi u. Con noéi dén hinh tua gai thong thuong ngudi ta chi

dé cap dén duong bo ciia khdi u [21].

|~

Hinh 1.2. Hinh dnh u phéi trdi, phdi bo tua gai [22]

Mot quan niém kha pho bién trong thuc hanh 1am sang d6 1a cac khdi u
ac tinh thi thudng c6 bo da thuy hodc tua gai trong khi cac khdi u ¢ tinh cht
lanh tinh thi ¢6 duong bd tron nhin. Theo Lé Tién Diing (2000), thay hau hét
cac u phdi ac tinh déu co dudng by nham nhd, nhidu mui, nhiéu cung hay
hinh tua gai (96%) [23]. Dau hiéu bo tua gai rat co gia tri trong chan doan
UTP. Déu hiéu dugc mé ta 1a xuat hién hinh anh cac dai tang ty trong manh tur
bo tén thuong lan ra nhu mé phéi xung quanh. V& mit mé bénh hoc, hinh anh
bo tua gai phan anh hién tuong co kéo to chirc k& lién tiéu thuy vé phia khoi
u. Trong trudng hop c6 hién tugng thim nhiém cua t6 chirc u ra 1an can hodc
phu, xo hoa to chire k&, cac dai tang ty trong nay c6 thé day hon. Khoang 90%
cac khéi co bo tua gai 13 ton thuong ac tinh [24].

% Mgt d¢ ciia khéi u: Theo Hoi 16ng nguc Anh (British Thoracic
Society: BTS 2015), mat d0 u chia lam ba dang ddc hoan toan, dic mdt phﬁn

va dang kinh mo:
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- Hinh dic hoan toan 13 hinh mo ddng déu che khuat bd mach mau va
thanh duong dan khi. C6 thé thdy hinh anh phé quan chta khi. Ban chét giai
phau bénh 14 tinh trang t6 chirc thay thé khi trong phé nang.

- Hinh kinh md 13 hinh nhu swong mu & nhu md phdi, ting ty trong,
ranh gidi khong rd hodc khong, van thdy r& mach mau va thanh duong din
khi, quan sat duoc trén cira s6 nhu mé nhung khong quan sat dugc trén cira s6
trung that. Nguyén nhan kinh mo 13 do tinh trang 1ap mot phan khoang chua
khi, day mo k&, xep mot phan phé nang hoic ting tudi mau phoi.

- Hinh ddc mot phan (ban dic) bao gdm ca thanh phan dic hoan toan va

kinh mo [20].

— 1 - :
(‘ '] s | e
9 T &
L Q I M
A B C
Hinh 1.3. Hinh dnh mdt dg khoi u (A: dic, B: ban diic, C: kinh mo) [20]
Theo nghién ctu cta Claudia I va CS (2002), trong 233 trudong hop
duoc sang loc dudi chup CLVT két qua: ty 1& 4c tinh cho nét dic mot phan 1a
63%, ty 1& nay cao hon dang ké so véi ndt khong dic (p= 0,004) [25].
< Hinh dnh xdm lin mang phoi [26]
Dau hiéu dién hinh cho hinh anh x4m 1in mang phdi 13 hinh anh cac nét
mo dang t6 chuc trén bé mat mang phdi hodc hinh anh day mang phdi. Nhitng
bénh nhan c¢6 kém hinh anh lan tran ciia ton thuong ac tinh bé mit mang phoi

duoc Xép vao T, d@)ng nghia vdi BN khong con chi dinh phﬁu thuat va xa tri.
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% Hinh dnh xdm lin thanh nguc

Chup CLVT cho phép chan doan x4m 1an thanh nguc véi d6 nhay: 38-
87% va do dac hiéu: 40- 90%. Theo cac tac gia W. Richard Webb va Glazer
H.S (2011), ddu hiéu u xam 1an thanh nguc dugc danh gia theo céc tiéu chi
duéi day [27]. Cac dau hiéu goi y xdm l4n thanh nguc bao gom:

- Phé huay xuong suon.

- Khéi u 16n lan vao thanh ngyc.

- Day mang phoi.

- Mt 16p md ngan gilta mang phdi thanh va nhu mé phoi.

- Khéi u tiép xuc v6i thanh ngue > 3 cm.

- Goc giita khéi u va thanh nguc 1a goc tu.

Trong cac dAu hiéu trén, dau hiéu c6 gia tri nhét xac dinh c6 xam 14n
thanh ngyc 13 ddu hiéu pha hiy xuong suon.

< Xam lin trung thit

Pé x4c dinh tinh trang xAm l4n trung that ciia nhitng khdi UTP, can dya
trén phim chup CLVT nguc c6 tiém thudc can quang.Viéc xac dinh xam lan
trung thit c6 vai tro ddc biét quan trong, nhitng khdi u di c6 xam lan trung that
thuong khong c6 chi dinh phau thuat. Theo khuyén co ciia W. Richard Webb va
Glazer H.S (2011), c4c tiéu chi dé danh gia u x4m 14n trung thit bao gdm [27]:

- Thay thé rong t6 chirc m& dém trung thit bang t6 chirc u.

- Khdi bao quanh céc cuéng mach 16n trung that, khi quan, thyc quan
(hinh dtc nén trung that).

- Xam l4n mot trong cc thanh phan trung that mot cach 13 rang.

Ba d4u hiéu trén khéng dinh chic chin u da xam 14n trung that. Cac ddu
hiéu khac can can nhic bao gdom:

- Khéi tiép giap bo trung that chiéu dai > 3 cm (¢ cac binh dién).
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- Khéi tiép giap nhiéu hon 1/4 than, vong quai dong mach cha hodc cac
thanh phan khac cia trung that.

- Chén ép cac thanh phan trung tht.

- Day mang phdi trung that hodc day mang ngoai tim.

< Hinh dnh xep phoi - viém phéi tic nghén phé qudin

Chup CLVT rét c6 gia tri trong phén biét giita khdi u phoi v6i viing phoi
xep xung quanh do khdi u gay ra. Sau tiém thudc can quang, ving phdi xep co ty
trong giam do ngdm thudc can quang it hon khdi u nguyén phat. Tuy nhién, rat
kho x4c dinh ranh gii va phan biét duoc khdi u va ving phdi xep hodc viém

trong nhing trudng hop khéi u nho, nam trong long phé quan [1],[23].
Vil B I

l

=9 -\
Hinh 1.4. Hinh anh S Golden ciia u phéi va hinh anh NSPQ [28]

Xep phéi do tic nghén xuét hién khi xuét hién bit tic mot phﬁn hoac
hoan toan trong 16ng phé quan, giy  tré qua trinh luu thong cia khong khi
trong duong thd. Trong UTP, xep phdi do tic nghén thuong gip ¢ cac khéi u
trung tdm gay bit tic hodc chit hep phé quan gbc hodc phé quan thuy, noi soi
phé quan s& thay long phé quan bit tic bai khdi u [29].

< Hinh dnh hach trung thét do di cin ung thw [30]

Xéc dinh hach trung that c6 vai tro dic biét quan trong trong xac dinh
giai doan bénh va tién luong. Cac k¥ thuat chup CLVT gan day da cai thién
do nhay va do dac hiéu kha nang phat hién hach trung that. Sir dung chup
CLVT xodn 6c¢ 16p cat 3mm va khoang cach giira cac 16p cat Smm, chup co

tiém thudc can quang cho phép quan st cac hach tét hon



17

Tiéu chuan xé4c dinh hach trung that trén nhiing bénh nhan c6 khdi u phoi
bao gém nhitng hach c6 dudng kinh > lem. Hach trung that duoc chia thanh:

- Ni: hach quanh phé quan ciing bén va / hodc hach ron phdi va hach trong
phdi cting bén, bao gdm cé sy xam lan tryc tiép cta khdi u vao cac hach do.

- Na: hach trung that cung bén va / hoac hach dudi cua khi phé quan.

- N3: hach trung that ddi bén, hach rén phéi dbi bén.

Theo Chung Giang Pong va CS (2008), nghién ctru trén 114 bénh nhan
ung thu phdi nguyén phét duoc diéu tri phu thuat thdy chup CLVT c6 do nhay
14 77,5% va d6 dac hiéu 1a 56,7% trong danh gia di cin hach rén phoi, do nhay la
64,6% va do dac hi¢u 1a 68,5% trong danh gia di can hach trung that [31].

< Mot s6 hinh dnh ton thuwong thir phdt va ton thwong khdc trén phim
chup CLVT nguwc 6 BN UTP:

- Hinh anh luéi - nét: gip trong truong hop UTP di can theo duong
bach mach.

- Hinh anh nhiéu nét mo lan toa: gip trong ung thu tiéu phé quan phé nang.

- Hoi chimg l4p day phé nang gap trong viém phdi sau tac nghén phé quan.
1.3.1.3. Cong huwong tir hat nhan (MRI)

MRI duogc chi dinh chinh trong chan doan hinh anh cac bénh 1y nhu: u
dinh phéi, u va hach rén phdi, u trung that, bénh 1y mach mau trung that, di
can xam l4n ung thu vao thanh ngyc, ranh lién thuy, cot sdng, tuy sdng, hé
than kinh trung uong.
1.3.1.4. Siéu am

Siéu 4m duoc chi dinh trong nhing ton thuong dic cua nhu md phdi
hodc mang phdi sat thanh nguc vi khong khi can khong cho song siéu am di
qua. Cac chi dinh chinh cuta siéu 4m trong UTP bao gém:

- U phéi ngoaqi vi, sdt thanh ngue: thyc hién dé hudng dan cho choc hit

té bao hoic sinh thiét phéi xuyén thanh ngyc.
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- Tran dich mang phéi: chan doan xac dinh tran dich mang phdi, danh
gia tinh trang vach hod khoang mang phdi, hudéng din cho choc thao hoic
choc do dich mang phdi.
1.3.1.5. PET Scan va PET- CT

PET Scan Ia k¥ thuat chan doan hinh anh dua trén hoat tinh sinh hoc
clia té bao ung thu. Cac té bao ung thu phdi c6 kha nang hap thu chuyén hoa
glucose cao hon cac té bao binh thuong. Dya vao dic tinh nay, nguoi ta st
dung cac chit phong xa gin glucose (18FDG = 18F-fluoro-deoxy-D-glucose)
trong PET Scan. Céc glucose c6 gan chat phong xa, sau khi dugce phosphoryl
hoa, chiing khong bi chuyén hoa tiép va duoc luu giir trong té bao. Str dung
may quét PET dé phat hién sy tich luy bat thudng cua cac chit phong xa. Do
vay PET scan dugc xem la k¥ thuat chian doan hinh anh dua trén chic nang
chuyén hoa cua t6 chirc. Theo Gould MK va CS (2003), thuc hién nghién ciru
trén 1474 bénh nhan, do nhay va do dac hi€éu ca PET Scan 1a 91,2%. FDG-
PET c6 d6 nhay trong chan doan céac ton thuong trung that cao hon CLVT
nguc (85% so voi 61%) [32]. PET/Scan 1a phuong phép chan doan hinh anh
khong can thiép c6 do chinh x4c cao trong chan doan céac ton thuong dang ndt
va khéi 4c tinh tai phoi.

PET- CT la phuong phap chan doan hinh anh két hop giira chup CLVT
va PET Scan. Chup CLVT rat c6 gia tri trong danh gia kich thuéc u, tinh
trang xam 14n t6i cac tO chirc bén canh, PET c6 do nhay cao trong danh gia
tén thuong di cin toi trung that va cac co quan khac. K§ thuat chup CLVT
dua trén viéc tao anh khong gian 3 chiéu, con k¥ thuat PET tao hinh anh dua
cha yéu trén hoat dong chirc ning cia cac té bao. Do vay, hé théng két hop
PET- CT lam gia ting mirc d6 chinh x4c trong chan doan. Theo F.Pozo va
cong su (2005), PET- CT c6 d6 nhay cao nhit 98% (so v6i CLVT nguc 86%
va PET scan 94%) [33].
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1.3.2. Ngi soi phé quan (NSPQ)

Noi soi phé quan 13 mot k§ thuat thaim do xam nhép cho phép danh gia
hinh thai bén trong cua cay phé quan. Trong UTP, ndi soi phé quan cho phép
danh gia sy hién dién va xam lan hay lan toa cta u trong 1ong phé quan. Su
xam 14n nay co thé thiy duoc & ngay khi quan, carina, phé quan gdc hay céac
phé quan phan thuy. Cac ton thuong c6 thé gip & UTP khi soi phé quan 1a:
dang u sui, dang thAm nhiém, dang phu né, dang loét- chay mau va dang dé ép

tir ngoai vao 1am hep 10ng phé quan.

Hinh 1.5. Hinh dnh khéi u trong long phé qudn [34]

Bén canh d6, qua soi phé quan, c6 thé phdi hop cac phuong phép lay
bénh pham nhu chai-rira phé quan, choc hit xuyén thanh phé quan, sinh thiét
xuyén véach hay sinh thiét ton thuong trong 10ng phé quan, phuc vu cho chan
doan té bao va md bénh hoc. Két qua phu thudc vao vi tri khdi u va cac thu
thuat xam nhdp duoc ap dung dé lay bénh phdm. Theo G. Schreiber va CS
(2003), sinh thiét phé quan, chai va rira phé quan c6 d6 nhay theo tht tu 1a
74%, 59% va 52%. Déi voi cac ton thuong ngoai vi, chai phé quan co do nhay
13 52%, sinh thiét xuyén thanh phé quan c6 d6 nhay 46% va rira phé quan c6 do
nhay 43% [35]. Ngay nay, nguoi ta thuong phdi hop cac thi thuat trong soi phé
quéan giup cho hiéu qua chan doan cao hon. Pbi v6i UTPQ trung tim két hop
sinh thiét phé quan v&i chai rira phé quan; voi UTPQ ngoai vi thuong phdi hop

sinh thiét xuyén vach phé quan véi rira phé quan, doi khi ca chai phé quan [36].
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1.3.3. Phwong phap sinh thiét phdi xuyén thanh ngwe (STPXTN)

Sinh thiét phdi hat hodc sinh thiét phdi xuyén thanh nguc dudi sy hudng
dan ctua X- quang hoic CLVT la nhitng phuong phap rat co gia tri dé chan
doan té bao va mo bénh hoc ¢ nhiing bénh nhan c6 nghi ngo ton thuong 4c tinh
& phoi. Theo Lé Tién Diing (2000), STPXTN bang kim nho dudi huéng dan
CLVT: Se 84%; Sp 100%, Choi va CS (2012), nghién ctru trén 161 bénh nhan
c¢6 nét don doc ¢ phodi duge STPXTN dudi hudng dan cua chup CLVT thay
k¥ thuat c6 do chan doan chinh xéac 1a 98,2%, d6 nhay 1a 96,8% va d6 dac
hiéu 1a 100% [23], [37].

Sinh thiét xuyén
thanh dwéi CT

a - X _

Sinh thiét
kim

N = 44

———
o

N sinh thiét kim

Hinh 1.6. Hinh anh STXTN duéi CLVT chén dodn u phoi [38]
1.3.4. Cac phuwong phap khac
1.3.4.1. Néi soi trung thit

Nbi soi trung that 1a mot phuong phap xam nhap cé gia tri dé xac dinh
giai doan hach cua UTPQ, ¢6 hi€éu qua cao hon CLVT, soi trung thét co do
nhdy tr 85% - 93%; do dac hi¢u tir 85-100% [27]. Tuy nhién, hién nay nguoi
ta khong soi trung that nhat loat nita ma thuong thyc hién ngay trudc khi phau
thuat nham giam ty 1¢ mo 16ng nguc vo ich, giam ty 1é tir vong sau phau thuat.
1.3.4.2. Sinh thiét mang phéi va xét nghiém té bao dich méang phoi

Xét nghiém té bao dich mang phdi va sinh thiét mang phéi (sinh thiét
mu hodc soi mang phoi) 14 xét nghiém dé chan doan va xac dinh sy di cin

cua UTPQ.
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Ngoai ra, con ¢ thé sinh thiét hach thugng don, hach nach, hach ben,
sinh thiét tuy xwong, sinh thiét khdi u gan... dé xac dinh su di cian cua UTPQ.
1.4. UNG THU BIEU MO TUYEN PHE QUAN (UTBMTPQ)

1.4.1. Tan suit cia UTBMTPQ

Tir nhitg nam 80 ciia thé ky 20 bat dau xuat hién quan niém chia ung thu
biéu mé phdi thanh 2 nhom 16n 14 ung thu biéu md té bao nhé chiém khoang
(15%) va ung thu biéu mo khong té bao nho chiém khoang (85%) [8], [39].
Su phan chia nay bt ngudn tir thuc té 1am sang 1 tat ca cac ung thu biéu md
té bao khong nho thich hop véi diéu tri bang phau thuat, diéu tri dich, con cac
ung thu biéu mo té bao nho thi phan 16n thich hop véi xa tri hay héa tri. Theo
Hiép hoi nghién ctru ung thu M§ (2016), cac tip cia UTP bao gdm: Ung thu
biéu mé tuyén chiém (40%), ung thu biéu mé vay (30%), ung thu biéu mé té
bao nho (15%), ung thu biéu mo té bao 16n (10%), ung thu té bao khac (5%)
[5]. Tai Viét Nam, theo Pham Nguyén Cuong (2015), trong 185 bénh nhan
UTP tai Bénh vién K va Bénh vién Phdi Trung wong thi UTBMT chiém
67,1% [40], Tran Van Chuong (2015), trong 273 trudng hop UTP tai Bénh
vién Bach Mai: UTBMT chiém 63,3% [41]. Trong cac tip MBH cta UTP thi
UTBMT phtc tap nhat, cac dic diém 1am sang, can 1am sang, yéu té nguy co
cling c6 sy khac biét nhét dinh.
1.4.2. Lam sang, chin doan hinh anh ciia UTBMTPQ

Paiy 13 loai ung thu phoi thuong bat ngudn tir cdc mé nam & ving ngoai
vi ctia phoi, tién trién 4m tham, céc triéu ching & giai doan sdm hét sttc nghéo
nan, cac tri¢u chung xuét hién ram rd & giai doan muon. UTBMT 1a loai phé
bién nhét cta bénh UTP ¢ phu nir tré dudi 45 tudi, khong hat thude, ching toc
Chau A. UTBMT da vuon Ién vi tri hang dau trong cac tip MBH cta UTP ma
trudc diy UTBMTBV chiém ty 1€ 16n. Nguoi ta cho rﬁng, viéc thém dau loc
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vao diéu thudc khién khoi thude dugce hit sau hon vao trong phdi dan dén ung
thu biéu mé tuyén [10],[42].

Triéu chirng lim sang bao gom: Do vi tri khdi u ngoai vi hodc phat
trién trén nén ton thuong cii nén cac triéu ching ctia UTBMT it gip ho ra mau
nhu UTBMV, UTBMTBN, trai lai gay ho khan, dau nguc, dau vai, tran dich
mang phoi, kho thd, xdm lan thanh nguc khi khéi u 16n. Céc triéu ching toan than
khé mo hd nhu mét moi, st can, an uéng kém. Chinh vi vy bénh nhan it cha y, it
gip hoi ching can u than kinh ndi tiét [43]. Theo Tran Van Cudng (2015), nghién
ctru 63 bénh nhan UTBMT tai Trung tdm H6 hép — Bénh vién Bach Mai: 57,1%
BN c¢6 tién sir hat thudc, cac triéu chimg ho hap thuong gip: dau nguc (68,3%),
ho khan (31,8%), ho khac dom (28,6%), hach ngoai bién (17,5%), dau xuong
khép (6,4%), dau dau (6,4%), hoi chimg Pancoast-Tobias (6,4%) [44].

Chin doan hinh dnh ciia UTBMT: Cac phuong phap thim do chan
doan hinh anh nhu chup X quang tim phéi thuong quy, chup CLVT 16ng nguc
biéu hién hinh ndt don doc rat thuong gip o ngoai vi, ranh gidi kha 1, hinh
anh khac dam mo, kinh mo, khéi md, hinh anh khdi u x4m lan thanh nguc ¢

giai doan muon.

w

Hinh 1.7. Hinh dnh nét don déc phéi phdi, trdi ciia UTBMT [45]

Mat d6 ctia ndt c6 lién quan véi phan tip MBH ctia UTBMT. Theo Lee
Hy va CS (2012), khi nghién ctru trén 148 bénh nhan UTBMT c6 biéu hién
nbt don doc tai phdi trong quan voi phan tip MBH cia UTBMT theo phan
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loai ciia IASLC/ATS/ERS 2011. Két qua nhan thay: 135 (91%) khdi u nét ban
dic, cac phan nhom mé bénh hoc bao gdm: ung thu biéu mé tuyén dang chum
nang (51%), lepidic (18%), dang dac (10%), UTBMT nhu (9%) [46]. Mot
nghién ctru cua Hui-Di-Hu va CS (2013), trén 188 bénh nhan c6 dang ton
thuong nét don doc tai phdi, c6 6 trudng hop UTBMT lepidic, 71 trudng hop
UTBMT nang, 74 truong hop ung thu tuyén nhu, 15 truong hop UTBMT vi
nha, 22 trudng hop UTBMT dic nhdy. Ty 18 di can hach 81,8% trong nhom
UTBMT dac cao hon so vdi cac phan nhom mo bénh hoc khac (p<0,01) [47].
1.4.3. Mt s6 dot bién gen trong UTBMT lién quan dén diéu tri dich
1.4.3.1. Pjt bién EGFR (Epidermal Growth Factor Receptor)

Dot bién gen cua yéu t6 ting trudng biéu bi (EGFR) tyrosine kinase 1an
dau tién duoc bao cao trong UTBMT vao nim 2004, thudng duge phat hién &
khoang 10-35% UTBMT tuy theo timg qubc gia, tai Hoa Ky dot bién nay
chiém khoang 15.0%. Tuy nhién ¢ cac nudc Chau A theo nghién ciu
PIONEER (2014), d6t bién nay c6 thé 1én dén 62%, dic biét ¢ phu nit tré,
khong co tién sir hit thudc [48]. Tai Viét Nam, nghién ciru ciia Phing Quang
Thinh (2011): Ty 18 dot bién gen EGFR duong tinh 1 24%, d6t bién nay duong
tinh cao nhat ¢ tip mo bénh hoc UTBMT tiéu phé quan phé nang (44,4%), sau
d6 13 UTBM tuyén nhit (33,3%), cac phan tip UTBMT khéc ty 16 EGFR duong
tinh thdp hon [49]. Nghién ctru ctia Trung tdm nghién ciru Gen - Protein Dai
hoc Y Ha Noi (2011), cho thay ty 1¢ dot bién gen EGFR ctiia NSCLC 13 26,2%
[50]. Theo Nguyén Minh Ha (2014), ty 1& dot bién gen EGFR & bénh nhan
UTBMT la 58,6% [51].

Dot bién gen EGFR xay ra & giai doan rat som va co ty 1é cao trong
UTPKTBN. Tét ca cac dot bién giy hoat hoa EGFR déu thudc ving bam
adenosine triphosphate (ATP) cua thy thé tyrosine kinase, ciing dong thoi 1a

vi tri twong tac cua cac loai thudc trc ché tyrosine kinase ciia EGFR (EGFR
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TKIs) [52],[53]. Cac dot bién gen EGFR thudc bén exon 18-21, ma hoa ving
tyrosine kinase, khién cho protein EGFR ludn trong trang thai hoat hoa khong
phu thudc vao phdi tir, ¢6 tac dung ting su nhay cam cia khdi u hodc gitp
khang lai cac EGFR TKIs. Nhitng d6t bién nay duoc chia 1am ba nhom, trong
d6, cac dot bién 1am ting tinh nhay cam cua khéi u véi EGFR TKIs chu yéu
thudc hai nhom I va II.

- Nhom I gdm céac dot bién x6a doan & exon 19, phd bién nhét (khoang
44%) la kiéu dot bién x6a tir vi tri acid amin vi tri 747-leucine t&i acid amin vi
tri 749-acid glutamic (d6t bién LREA).

- Nhom II gom céc dot bién thay thé mot nucleotid lam thay doi acid
amin & exon 18 va 21. Dot bién diém thuong gip nhat (khoang 41%) 1a dot
bién & exon 21 thay arginine bang leucine tai codon 858 (dot bién L858R).
Mot sd dot bién khac nhu dot bién thay thé glycine & codon 719 thanh serine
18 (G719S), thanh alanine (G719A) hodc thanh cysteine (G719C) chiém 4%;
mot sb dot bién vo nghia khac chiém 6%.

- Nhom III (5%) gém cac dot bién lap doan, thém doan va dot bién
diém tai exon 20 gen EGFR. Exon 20 chtra hau hét 1a cac dot bién lam cho té
bao UTP khang lai véi thude diéu tri dich nhu dot bién diém T790M, V769L,
S7681 va cac dot bién thém doan. Tuy nhién, gﬁn day cac nha khoa hoc da
phat hién ra mot ngoai 1¢, mot dot bién thém 4 acid amin tai exon 20, dot bién
A763 Y764insFQEA, lai lam ting tinh nhay cam cia té bao UTP véi thude
diéu tri dich [54].

Cac dot bién nay chi ra mot tién lugng tdt hon va du doan cho hiéu
qua diéu tri dich voi cac chat tc ché EGFR tyrosine kinase (EGFR TKIs)
nhu erlotinib, gefitinib va afatinib [55]. Trai lai, ¢ cac truong hop ung thu
phdi khéng té bao nhé khéng c6 cac dot bién trén gen EGFR hodc co cac
dot bién cai ¢ exon 20 va dot bién ¢.2369C >T (T790M) lam giam nhay d6i
voi cac thube EGFR TKIs [56].
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1.4.3.2. Pjt bién KRAS

Trong mot thoi gian dot bién KRAS duoc biét dén 1a dot bién thudng
gip nhat cia UTBMT, khoang 15-20%. Khéc véi dot bién EGFR hay gip ¢
phu nit tré, chau A, khong c6 tién sir hat thudce thi dot bién KRAS lai xay ra
phé bién hon ¢ ngudi da tring, c6 tién sir hiit thude. Dot bién KRAS mi hoa
mot GTPase trong luong phan tir thap, 13 tin hiéu thong qua RAF va ERK khi
GTP bi phu thudc. Mac du dot bién nay gap tan suit cao trong UTBMT va
cac ung thu khac, tuy nhién kho c6 thé khai thac trong diéu tri dich [57]. Cho
dén nay, c6 hon 3000 dot bién diém trén gen KRAS d3 dugc cong bd. Trong
d6, dot bién thuong gip nhat 1a dot bién thay thé nucleotid & codon 12 (chiém
82%) va codon 13 (chiém 17%) & exon 2 gen KRAS [58].
1.4.3.3. Dung hop gen EML4-ALK

EML4-ALK, dugc mo ta trong UTBMTPQ vao nam 2007, su chuyén Vi
ALK tyrosine kinase thuong dugc phat hién ¢ khoang 3-7 % trong ung thu
biéu mo tuyén va thuong xuat hién ¢ nhiing nguoi khong hut thude, bénh
nhan tré tudi. Trong ung thu phdi khong té bao nho tién trién, sy hién dién
cia chuyén vi ALK lam ting d6 nhay v&i cac thudc tc ché ALK tyrosine
kinase (ALK TKIs) nhu crizotinib va ceritinib trong diéu tri dich va co thé
kéo dai dang ké thoi gian séng thém cua bénh nhan. Trai lai, cac dot bién
ALK, nhu L1151Tins, L1152R, C1156Y, F1174L, L1196M, GI1202R,
S1206Y, G1269A lam tang nhay véi cac HSP90 inhibitors nhung lai lam
gidm nhay v6i crizotinib (mot thudc loai ALK/MET TKIs) [59].
1.5.3.4. Pjt bién BRAF

bot bién nay, lan dau tién dugc bao cdo trong nam 2002 cé xu hudng
xay ra & exon 11 va 15 cua mién kinase [60]. Dot bién BRAF phat hién 1-3%
UTBMT, thuong duoc thiy ¢ nhitng ngudi hat thude 14. Mic du vai tro chinh
xéac ctia dot bién BRAF trong su phat trién cia UTBMT van con chua rd rang,

tuy nhién c6 bang ching vé loi ich diéu tri dich voi dot bién V60OE véi mot
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chat trc ché BRAF, PLX4032 , dot bién BRAF ¢ vi tri c.1415A>G (Y472C)
lam tang d0 nhay véi dasatinib, ¢.1799T>A(V600E) Iam tang do nhay v&i cac
BRAF inhibitors nhu dabrafenib [61].
1.4.3.5. Cdc dot bién khdc

- Sw khuéch dgi MET: MET 13 mét thy thé cua tyrosine kinase cua yéu t6
sinh truong té bao gan (hepatocyte groth factor - HGF). Sy khuéch dai MET' (MET
expression) gip & 2-4% UTBMT, c6 tac dung 1am ting do nhay ddi véi cac thude
MET TKIs nhung lai 1am giam dap tmg ddi véi cac thudc EGFR TKIs [62].

- ROS1 chuyén vi : ROS1 1a mot tyrosine kinase thu thé cua gia dinh
thu thé insulin taic dong nhu mot gen giy ung thu gip ¢ khoang I-
2% UTBMT, hay gip ¢ bénh nhan tré, khong hat thudc. Su chuyén vi cia
ROS1 lam tang d§ nhay voi crizotinib (mot loai ALK/MET/ROSITKI),
nhung lai lam giam nhay v&i erlotinib/gefitinib (EGFR TKIs) [63].
1.5. PHAN LOAI UTBMT THEO IASLC/ATS/ERS NAM 2011
1.5.1. Co sé cua su phéan loai

Hién nay, trong cac tip MBH ctia UTP, UTBMT la tip pho bién nhat
(40-60%), dong thoi ddy ciing 1a tip MBH phirc tap nhét, hinh thai da dang,
d& bj nham 1an. Dic biét, cac nghién cuu vé sinh bénh hoc, bénh hoc phan tu,
diéu tri nham tring dich cia UTBMT ciing ¢6 nhiéu khac biét. Chinh vi vay
chan doan va phan tip chinh xac UTBMT c6 y nghia dic biét quan trong.
UTBMT da hién dién tir 1au trong céc phan loai cua TCYTTG va ngay cang
chi tiét, phan chia thanh nhiéu phan tip nhé. Trong phan loai MBH cua
TCYTTG nim 2004 danh cho viéc danh gia cac bénh pham phau thuat, it co
twrong quan voi 14m sang va diéu trj [7]. Trong khi d6 khoang 70% bénh nhan
UTP dugc chan doan trudc phau thuat qua cac mau sinh thiét phoi lai khong
c6 kha nang phau thuat do bénh & giai doan tién trién. Mat khac, hau hét

UTBMT tip hon hop va UTBMT tip tiéu phé quan phé nang giy nhiéu nham
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1an gifta c4c bac si 1am sang. Do d6, bang phan loai UTBMT méi da dugc gidi
thiéu vao nam 2011 boi cac chuyén gia thudc Hi€p hdi Nghién cou Ung thu
phéi Qudc té (IASLC), Hoi Long nguc Hoa ky (ATS) va Hoi Ho hip chau Au
(ERS). Cac chuyén gia nay dai dién cho cac chuyén gia qudc té vé& chuyén
nganh bénh hoc, sinh hoc phén tir, chan doan hinh anh, phau thuit 16ng ngyc.
Hé thong phan loai nay ap dung cho cac manh sinh thiét nhé ctia phoi da cai
thién sy twong quan giita giai phau bénh va cac dic diém lam sang, chan doan
hinh anh, sinh hoc phan t&r va tién luong bénh, trong d6 MBH dong vai tro
nong cdt, gop phan diéu tri ca thé hoa UTBMT [8].
1.5.2. Cac k¥ thuét giai phiu bénh trong chin doan MBH UTBMT

Theo khuyén céo cia phan loai IASLC/ATS/ERS niam 2011, cac bénh
pham sinh thiét st dung cho phan loai niy bao gdm: manh sinh thiét qua
NSPQ, manh sinh thiét mang phoi, manh sinh thiét qua sinh thiét cit xuyén
thanh nguc dudi CLVT...déu rit c¢6 gia tri cho dinh tip MBH cia UTBMTPQ
chtr khong can dén bénh phém phéu thuat, day 1a mot su khéac biét 16mn so voi
phan loai cia WHO 2004. Cac phuong phép dinh tip MBH bao gdm:
1.5.2.1. Ky thudt nhuom thuwong quy HE, PAS

bay la cac phuong phdp nhuém thuong quy, co ban va dugc ap dung &
tat ca cac phong xét nghiém giai phau bénh trén toan thé gidi, khong chi cho
céc sinh thiét UTP ma cho tit ca cac trudng hop bénh pham khac. Gié trj ctia
k¥ thuat co thé phan tip chinh xac 70-80% cac trudng hop. Theo nghién ciru
ciia Tran Van Chuong (2015), trén 273 trudng hop UTP qua sinh thiét phoi:
75,2% céc truong hop UTPKTBN dugc dinh tip bang phuong phap nhuom
thuong quy HE va PAS, 20,5% truong hop can nhuém HMMD va 3,7% cac
truomg hop khong thé dinh tip [41].
1.5.2.2. Ky thudt nhuém héa mé mién dich

Mic du chin doan va dinh tip MBH cta ung thu phdi chu yéu dua vao
phuong phap nhudém thuong quy HE, PAS. Tuy nhién ung thu biéu mé ¢ phoi



28

c6 nhiéu tip t& bao da dang, phirc tap. Do viy, dé xac dinh chinh xac ngudn
géc, tip té bao can k¥ thuat nhuoém hdéa mo mién dich.

- Nguyén Iy ciia ki thuat: Ky thuat hda mé mién dich (HMMD) da
dugc tmg dung rong rii trén thé gidi. Pay 1a bude dot pha trong nghién ciru
bénh hoc phan tir gbp phan dinh tinh hodc ban dinh luong cac phan tir khang
nguyén. K§¥ thuat nay 12 phwong phap 4p dung cac nguyén 1y va k¥ thuat mién
dich dé nghién ctru té bao va mo, dua trén su biéu 10 mang tinh dac hiéu khang
nguyén trén bé mit té bao hay tai khu vuc gian bao, cac khang thé dic hiéu s&
gitip cho viéc nhan ra va phan loai cac té bao hay mé trén cac lat cat to chic.

- Cac khang nguyén(KN) c6 thé hién dién & trong bao tuong, mang hoic
nhan té bao. Khang thé (KT) chii yéu 1a IgG. KT két hop truc tiép véi KN goi
1a KT thir nhét, c6 hai loai:

+ KT da dong: chira nhiéu KT khac phan ting véi nhiéu quyét dinh
KN khéc.

+ KT don dong: chi chira mot loai quyét dinh KN. Nhuoc diém cua
loai KT nay 1a c6 phan tmg chéo vé6i cac quyét dinh KN twong tu trén mot KN
khong lién quan.

Vi phitc hop KN - KT khéng thé thiy duoc duéi KHVQH nén can mot
hé thdng dé hién thi vi tri c6 phan tmg KN-KT, gém hai phan:

- KT tht hai: 13 cAu ndi KT th&r nhat voi hé thdng phong dai dau hiéu
nhan biét 1 khang KT thtt nhat. KT thtr hai dugc gin voi Biotin trong phuong
phap ABC.

- Hé théng phong dai nhan biét ddu hiéu gdm mot men, chat nén va chat
mau. Trong phuong phap ABC, men dugc gin véi KT bang mot phan cau ndi
hoa hoc (Avidin va Biotin). Véi mdt chat nén thich hop véi men va chit mau
duoc gin 1én dé cho phép xac dinh su hién dién cua KN trong mé dudi kinh
hién vi quang hoc. C6 nhiéu phuwong phap dé hién thi phan tng KN-KT, song
phuong phiap ABC ¢ trén dugc st dung nhiéu vi ¢6 do nhay va do dac hi¢u

cao, vi Avidin ¢6 ai luc manh véi Biotin va men Peroxidase, lam cau noi cho
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men gan vao Biotin (trén KT thir hai). Mot phan tir Avidin ¢ 4 vi tri gan men
Peroxidase nén hé théng nhan biét duoc phong dai Ién gép 4 1an.

Phuong phép st dung phirc hop avidin - biotin duoc hau hét cac phong
xét nghiém hod mién dich sir dung trong nghién ctru té bao va mo. Voi k¥
thuat nay, ai luc cao cua avidin dbi voi biotin duoc st dung dé gén chat danh
dau peroxidase [64],[65].

Cic buéc co ban ciia k§ thuit mién dich enzyme Biotin - avidin

BOC LO KET HOP I KHUYECH PAI

Men
Biotin

Avidin

Khang thé 11
gan biotin

Khang thé I

,/”A\\\ /JA Khang nguyén

Bénh pham dgc ¢é dinh formol

Hinh 1.8. Nguyén ly chung cua ky thudt HMMD

1.5.2.3. Mpt sé diu én HMMD trong chin doin UTMBTPQ

e TTF-1 (Thyroid transcrition factor-1): yéu t6 phién ma tuyén giap
1: 12 yéu t6 phién ma tuyén giap 1, nd boc 16 hang dinh trong dudng khi phdi
binh thudng, ndi 1én nhu mot dau 4n c6 loi nhét cua cac u biéu md phdi [66].
Puoc boc 16 trong khoang ba phan tu cic ung thu biéu mé tuyén va trong mot
ty 1& nho hon cac tip ung thu biéu mé phdi khac. Vi vay, viéc phat hién ddu an
ndy trong cac di cin ¢ ndo va cac vi tri khac 1a mot chi diém gan nhu chic
chén 14 u nguyén phat & phéi [67]. Chi c6 diéu than trong chinh 1 nhu tén goi
cua no chi rd, trong mot mé khac TTF-1 boc 16 mot cach hé'mg dinh la biéu

mo tuyén giap. TTF-1 dd dugc chimg minh 1 mot dau hiéu nhay cam (65-
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81%), cu thé (94%) trong phan 16n cac loai ung thu phdi nguyén phat va ung
thu t& bao nho. TTF-1 cung v6i CK7, CK20, CEA 1a nhitng dau 4n rit co gia
trj phan biét UTBM nguyén phat & phdi véi cac u ngudn gdc khac. Trong mot
nghién ctru dugc tién hanh trén mot sd lugng bénh nhan 16n bo1 Warth va CS
(2012), da dugc bao cao TTF-1 duong tinh trong 87,7% céac truong hop
UTBMT ctia phéi [68]. Theo Ausuman Argon va Cs (2015): TTF-1 1a dau 4n
c6 gia tri chan doan phén biét gitta UTBMT va UTBMTBV véi do nhay, do
dic hiéu, gia tri du 4m am tinh va gid tri du bao dwong tinh 12 100% [69].

¢ CK7: 1a loai cytokeratin base (nhom II) c6 trong lugng phan tir 54kD
dugc ma hoa bai gen KRT7, tim thiy trong hau hét cac biéu mo tuyén va
chuyén tiép; nhung khéng tim thiy trong cic biéu mdé vay phan tang.
Cytokeratin 7 dugc thé hién trong cac t& bao biéu mo cua budng trimg, phdi
va vi. Khi sir dung chan doan va phan loai nhiing u tuyén CK7 duoc phdi hop
voi CK20 (1a loai cytokeratin nhom I, co trong luong phan tir 46 kDa dugc
ma hoa bot gen KRT20) va nhitng cytokeratin khac. CK7 dac biét hitu ich khi
duoc str dung két hop véi CK20, trong viéc xac dinh di can ung thu rudt két
dén phodi (CK20+/-CK7). Theo Chu va CS (2000), danh gia trén 435 u biéu
mo tir nhiing co quan khac nhau sir dung héa mé mién dich véi nhiing khang
thé CK7 va CK20, CK7 duoc tim théy trong nhiéu loai ung thu, v&i ngoai 1€
nhiing ung thu biéu md phat sinh tir dai trang, tuyén tién liét, than va tuyén
{rc, nhitng u carcinoid ctia phdi, dudng tiéu hoa va nhitng u té bao Merkel cua
da. Phan 16n nhitng ung thu biéu md vay tir nhitng co quan khac nhau am tinh
véi CK7, ngoai 1& ung thu biéu md vay cia cd tir cung. CK20 ciing duong
tinh trong gan nhu tat ca nhiing ung thu biéu mo dai truc trang va ung thu
biéu mo té bao Merkel [70]. Tai Viét Nam Pham Nguyén Cudng va CS
(2012), thdy CK7 duong tinh v&i 97,40% UTBMT & phoi [71].
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¢ CK5/6: La polypeptid ua base co trong luong phan tir 58kD va 56 kD.
Pa s6 nghién ciru dung KT chdng CK5/6 dé phan biét ung thu biéu mé di cin
v6i u trung biéu mo. T4t ca cac u trung biéu mo dang biéu mé duong tinh
manh v6i CK5/6, nhung khoang 30% ung thu biéu mé tuyén ctia phdi duong
tinh. La mot ddu hiéu dang tin cdy cho u trung biéu mo va ung thu biéu mo té
bao vay ctia phoi. Theo Kargi A va cs (2007), gia tri cia CK5/6 va p63 trong
chan doan phan loai ung thu biéu mé cua phdi: 100% ung thu biéu mé tuyén
déu am tinh vé&i p63, trong khi co6 80% ung thu biéu mo tuyén am tinh vai
CK5/6. CK5/6 rat hitu ich cho viéc phan biét hai loai ung thu biéu mé tuyén
va ung thu té bao nhd voi ung thu biéu md vay [72]. Tai Viét Nam, theo
Pham Nguyén Cudng (2015), ung thu biéu mé tuyén vay co ty 1& duong tinh
v6i CK5/6 (33,3%), sau d6 1a ung thu biéu mo vay (23,8%), cac tip khac co ty
1¢ duong tinh véi CK5/6 thap hodc hoan toan am tinh véi CK5/6. Tt ca céac
truong hop ung thu biéu mé tuyén déu am tinh v6i CK5/6 [40].

eNapsin A: La mot diu 4n duoc phat hién trong bao twong cta té bao
phoi loai 2 va trong nhimg dai thue bao phé nang. N6 1a mot aspartic protease
c6 trong luong phan tir khoang 38 kDa lién quan dén qua trinh 14p trinh chudi
N va C tan ctia protein B bé mit [73]. Ngoai ra, nhitng nghién ctru trén ciing
khang dinh rang nhitng danh gia md hoc va té bao hoc cia ung thu phdi biéu
md tuyén véi Napsin A c6 dd phi hop cao giita mo hoc va té bao hoc. Theo
Kenneth va CS (2012), nghién ctru 291 miu ung thu phdi di duge xac dinh
bang hinh thai té bao hoc gdm 197 ung thu biéu mé tuyén, 66 ung thu biéu
mod vay va 28 trudng hop khong thé phan loai bang hinh anh té bao hoc. Két
qua nghién ctu cho théy Napsin A c6 do nhay 1a 83%, do dac hi¢u 1a 98%
trong chan doan UTBMT cua phdi [74].

ep63: Dau 4n nay c6 y nghia trong sy phat trién cia md biéu mod va

nhiing ung thu biéu md té bao vay [75]. Su bdc 10 cua p63 da duoc danh gia
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trong 408 truong hop ung thu phdi bang vi diy mé trong hai phong thi
nghiém khac nhau béi Au va CS (2004), phan 16n nhitng ung thu biéu mo té
bao vay cta phdi boc 16 p63, cling nhu mot sé lwong 16n ung thu biéu mé
than kinh noi tiét té bao 16n va ung thu biéu mo té bao nho. Sy boc 16 cta p63
duoc nhan biét 13 ¢6 ¥ nghia tién lugng trong ung thu biéu md than kinh ndi
tiét 36 cao. Trén quan diém thuc hanh, céc tac gia nay st dung su boc 10 p63
nhu mot dau 4n cia biét hoa té bao vay [76]. Cac nghién ciru gan déy trén thé
gidi: 6 nhay cia p63 trong chan doan UTBMTBYV dao dong tir 73-100%, tuy
nhién do dic hi¢u khong cao néu chi st dung mot diu 4n nay. Theo Ausuman
Argon va Cs (2015): Chan doan phan biét tip MBH giita UTBMT va
UTBMTBYV két hop 3 ddu 4n TTF-1, CK 5/6 va p 63 c6 d6 nhay va d6 dic
hiéu cao 1én dén 100% [69].
1.5.3. Phan loai m6 bénh hoc UTBMT theo IASLC/ATS/ERS 2011, WHO
2015 cho sinh thiét nh6 va y nghia lam sang

Phan loai nim 2011 cta IASLC/ATS/ERS, duoc dé cap lan dau tién
trén tap chi Ung thu hoc 16ng nguc, tap chi chinh thic cua IASLC va duoc
dang ky bai ATS niam 2011 [77]. Theo d6, cac thuat ngir UTBMT tiéu phé
quan - phé nang va UTBMT tip hdn hop khong con duge sir dung. Cac khai
niém méi duoc gidi thiéu nhu UTBMT tai chd va UTBMT x4m l4n i thiéu. Véi
ung thu xam 14n, hinh thai vi nht dugc thém vao va phan loai dugc khuyén cao
dwa vao hinh thai chiém wu thé. Phan loai nay c6 vu diém 1a thé hién duoc twong
quan cua cac phan tip moé bénh hoc vdi céac k¥ thuat hinh anh cling nhu tmg dung
cong nghé phén tir, hda mé mién dich trong chan doén, diéu tri va tién luong bénh
[8]. Mdi day, nam 2015, WHO da cong bd phén loai méi nhat vé UTP, trong d6
phan loai UTBMT co ban giéng v6i phan loai ciia IASLC/ATS/ERS ndm 2011.
Céc tip MBH ctia UTBMT cho sinh thiét nho theo bang sau [9].
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Bing 1.2. Phén tip mé bénh hoc Ung thuw biéu mé tuyén

Phan tip mé bénh hoc Ung thu biéu mé tuyén

M3 hinh thai hoc

Theo (IASLC/ATS/ERS 2011) (Theo WHO 2015)

Ung thur biéu md tuyén 8140/3
Ung thu biéu mé tuyén lepidic 8250/3
Ung thu biéu md tuyén chum nang 8551/3
Ung thu biéu mé tuyén nhu 8260/3
Ung thu biéu mé tuyén vi nha 8265/3
Ung thu biéu md tuyén dic 8230/3
Ung thu tuyén nhay xam lan 8253/3
Bién thé

Ung thu hon hop nhay va khong nhay xam lan 8254/3
Ung thu biéu md tuyén “dang keo” 8480/3
Ung thu biéu md tuyén thai 8333/3
Ung thu biéu mé tuyén tip rudt 8144/3

Trong tam cua phan loai mdi theo IASLC/ATS/ERS 1a phan biét ro
UTBMT véi UTBMTBYV, dong thoi xac dinh chi tiét chinh xac cac phan tip
ciia UTBMT vi céc 1y do sau: Thir nhét, liéu phap diéu tri dich tc ché tyroxin
kinase 4p dung cho nhitng bénh nhan UTBMT giai doan tién trién, co dot bién
EGFR. Tht hai, UTBMT véi su sdp xép lai gen ALK c6 dap ung véi
Crizotinip. Thir ba, bénh nhan UTBMT dap tng diéu trj dich t6t hon
UTBMTBYV. Tht tu, viéc diéu trj bevacizumab cho bénh nhan UTBMTBV
c6 thé dan t6i chay méau, de doa tinh mang, 1a mot chéng chi dinh cho loai mo

bénh hoc nay. Chinh vi 1& d6, viéc phan tip chi tiét va chinh xac c6 vai tro hét

sttc quan trong trong diéu trj va tién lwong [77].
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1.5.4. Twong quan lam sang, chian doan hinh hinh anh, sinh hoc phén tir
va phan tip MBH cia UTBMT theo IASLC/ATS/ERS 2011

M6 bénh hoc 1a xuong séng cua phan loai nay, nhung chan doan ung
thu phdi 12 mot qua trinh da nganh, doi hoi phai ¢6 su twong quan véi 1am
sang, chan doan hinh anh, bénh hoc phan tir, cic théng tin phiu thuét. Trong
phan loai cho sinh thiét nho, khuyén nghi bao quan tdi da bénh pham phuc vu
chan doan va nghién ctru bénh hoc phan tir. Do ban chat mé hoc cta ung thu
biéu md phoi hét sirc phire tap, vi viy chan doan phan biét gitra UTBMT va
UTBMTBYV gip nhiéu khé khin néu chi st dung phuong phéap thudong quy.
Boi 18, nhiéu khi mé hoc trong tuyén co vay, trong vay c6 biét hoa tuyén, nén
can han ché t6i da chian doan UTBM hén hop. Mat khac, trong diéu tri dich co
su khac nhau giita hai loai t& bao nay. Do vy, can sir dung cac ddu 4n hoa md
mién dich dé chan doan x4c dinh va chan doan phan biét. Cac dau 4n dugc
khuyén céo str dung TTF-1, CK5/6, Napsin A, p63, p40 trong chan doan phan
biét UTBMT va UTBMTBYV ciia phoi. Theo Withaus va CS (2012), qua
nghién ctru 291 truong hop UTP dugc danh gia vé hinh thai hoc (197 ung thur
biéu md tuyén (75%); 66 ung thu biéu md té bao vay (25%); 28 trudng hop
khong dugc xép loai) va dugc nghién ciru héa md mién dich dé tim cac dau
an co gia tri phan biét ung thu biéu md tuyén véi ung thu biéu mé vay. Két
qua cho théy Napsin A c6 do nhay 83% va do dac hi¢u 98%, TTF-1 c6 do
nhay 60% va do dic hiéu 98% voi ung thu biéu mé tuyén, Cytokeratin 5/6 ¢6
dd nhay 53% va dd dac hi¢u 96%, p63 c6 do nhay 95% va do dac hi¢u 86%
v6i ung thu biéu mé té bao vay. Két hop hai ddu 4n Napsin A va p63 c6 do
dac hiéu 94%, do nhay 96% trong phan bi¢t UTBMT vo1 UTBMTBYV [78].
Nghién clru cua Grzegorz T Gurda (2015), trong 2 nam trén 246 bénh nhan
duoc sinh thiét phdi bao gdm: 102 bénh nhan UTPKTN nguyén phat va 144
bénh nhan UTPKTN thtr phat, cic miu bénh phiam dugc nhudm cac déu 4n
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HMMD: TTF-1, Napsin A, CK7, p63 va CK5/6. Ké qua 72 bénh nhan
UTBMT nguyén phat & phdi: TTF-1 c¢6 d6 nhay 84,5% va do dic hiéu 96,4%,
Napsin A c6 d6 nhay 92,0%, do dac hi¢u 100%, CK7 cé do nhay 93,8% va do
dic hiéu 50,0% trong chan doan UTBMT & phoi. Trong khi d6 30 bénh nhan
UTBMTBV nguyén phat tai phdi: CK5/6 c¢6 d6 nhay 100%, d6 dic hiéu
77,8% va p63 cho thay do nhay va do dic hiéula 91,7% va 78,3% [79].

Tuy nhién, ¢ truong hop can sir dung tuwong quan da nganh cho chén
doan: Trong trudng hop két qua MBH cua sinh thiét nhoé chan doan UTBM
khong dic hiéu, & ngudi phu nir, Chau A < 35 tudi, khong co tién st hut
thudc, hinh anh CLVT biéu hién hinh anh anh nét don doc dang khinh mo thi
c6 nhiéu kha niang 13 UTBMT va c6 dot bién EGFR [80]. Dot bién nay 1a mot
yéu td du bao giap trong viéc lua chon diéu tri dich v6i EGFR-TKIs, mot linh
vuc quan trong trong chién luoc diéu tri UTP.

Theo Yoshizawa A va CS (2013), nghién ctru trén 440 bénh nhan
UTBMT, d6t bién EGFR 53,9%, dot bién nay lién quan vdéi céac tip MBH:
lepedic, nhii trong khi d6 dot bién KRAS chiém 13,3% hay gap UTBMT nhay
xam lan [81]. Nghién ctru ciia Chen Z va CS (2014), trén 206 bénh nhan
UTBMT, ty 1& dot bién 59,7%, ty 1& dot bién nay & cac tip lepedic, nhi, nang
cao hon so véi tip dac (p < 0,05) [82]. Yan Sun (2014), 136 bénh nhan
UTBMT giai doan IB, dot bién EGFR gip ¢ nhom vi nht cao hon so véi cac
tip khac (p=0,026), dot bién gap & tip UTBMT dic it nhét (p=0,058) [83].

V& twong quan chan doan hinh anh, chup CLVT c6 lién quan dén cac
tip MBH ctia UTBMT, xéac dinh, danh gia ton thuong chinh xac c6 vai tro
quan trong dic biét cho cac bac sy phau thuit. Theo Mathieu Lederlin va
CS(2013), 174 bénh nhan UTBMT duoc phéu thuat, cac tip MBH hay gap:
nang 40%, dac 32%, lepedic 13%, vi nhi 8%, nhu 7%, vé dac diém hinh anh:
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UTBMT dic mat do khdi u dong nhét, trong khi ¢ UTBMT dang lepedic vi

tri hay & ngoai vi, c6 phé quan hoi, t6n thuong dang kinh md [84].
1.5.5. Khuyén nghi ciia IASLC/ATS/ERS 2011 cho chin doan trén sinh
thiét nhé [77]

Trong phén loai nay, Hiép hoi nghién ctiru ung thu phdi Qudc té 2011
nhan manh, UTBMKTB nhé phai duoc chan doan cu thé dic biét [a UTBMT
va UTBMTBV.

/7
0.0

Thuat ngirt UTBM khong dac hi¢u (NSCLC- NOS) nén dugc sir dung
han ché nhat, chi dugc st dung khi khong thé chan doan cu thé hon
bang hinh thai HMMD. Céac d4u 4n than kinh noi tiét chi duoc thuc
hién trong trudng hop u ¢6 hinh thai than kinh noi tiét.

Thuat ngit ung thu biéu mé tiéu phé quan phé nang (BAC) khong str
dung nira vi dé gy nham lan.

Mau mé duge 1iy can dugce quan 1y khong chi cho chan doan MBH
ma con st dung cho nghién ctru bénh hoc phan tir.

Mbi don vi can phat trién mot nhom da nganh nham t8i wu hoa
phuong phap tiép can va xir Iy mau bénh pham sinh thiét dé c6 duoc
chan doan va dua ra két qua phan tir nhanh chéng va chinh xéc.
Chién lugc phan loai ndy can dugc st dung thudng xuyén trong chan
doan, cac nghién trong tuong lai va trong cac thir nghi€ém Iam sang

dé c6 mot phan loai théng nhat.

1.6. MOT SO NGHIEN CUU VE PHAN LOAI UNG THU BIEU MO TUYEN
THEO PHAN LOAI IASLC/ATS/ERS NAM 2011
1.6.1. Trén Thé gii

Twr khi c¢6 phéan loai méi nay, rat nhiéu nghién ctru di sdu va phan tich

cac phén tip, twong quan chan doan hinh anh, sinh hoc phén tir cia UTBMT,

cling nhu theo di danh gia thoi gian séng thém giita cac phan tip cia UTBMT.
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Theo Urer va CS (2014), nghién ctru phén loai 226 bénh nhan UTBMT phé quan
theo IASLC/ATS/ERS 2011. Két qua cho thiy cac u tip chum nang 43,8%, tip
dic 39,3%, dang lepedic 8,8%, tip nht 4,8%, trong khi 3% 1a nhiing bién thé
cua UTBMT [85]. Yoshizawa A, Motoi N, Riely GJ va CS (2011), phan loai
514 truong hop UTBMT giai doan I theo IASLC/ATS/ERS 2011. Theo cac
tac gia, tip chum nang chiém 45,1%, tip nha 27,8%, tip dac 13,0%, tip lepidic
5,6%, cac phan tip khic va bién thé chiém ti 1& thap, phan loai
IASLC/ATS/ERS cho cac tip MBH cuia UTBMT c6 su khac biét vé tién
luong trong viée xac dinh cac liéu phap diéu tri bo tro [86]. Theo nghién ctru
cua Warth A va CS (2012), trén 500 bénh nhan UTBMT tu giai doan I dén
giai doan IV, phan tip chum nang ciing chiém ti 1& cao nhit (42,5%), céc tac
gia ciing két luan thoi gian séng thém c6 sy khac biét khac biét dang ké giita
cac phan tip: lepidic (78,5 thang), nang (67,3 thang), dac (58,1 thang), nhu
(48,9 thang), va vi nhu (44,9 thang) (p = 0,007) [87]. Nghién ctru cua Z. Song
va Cs (2014), 6 261 bénh nhan giai doan I UTBMT theo doi trong 10 ndm
(2000-2010) tai Chiét Giang Trung Qudc, cic tac gia nhan thay: Bénh nhén co
phan tip MBH dang vi nhé va tip dic, ¢ thoi gian sdng thém thip hon so véi
cac phan tip khac (p<0,001).Phan tich da bién cho thdy phan loai
TASLC/ATS/ERS 1a mot yéu t& du bao doc 1ap véi su sdng con cia bénh
nhan UTBMT (p = 0,002 va p= 0,015), nhan xét nay cling tuong tu nghién
ctru cia Chun Xua Xu va Cs (2015), trén 276 bénh nhan UTBMT giai doan
IB [88],[89].
1.6.2. Tai Viét Nam

Tai Viét Nam, c6 vai cong trinh nghién ctru vé phan loai MBH méi cua
IASLC/ATS/ERS 2011 cho UTBMT. Theo Pham Nguyén Cuong (2015), 124
bénh nhan UTBMT céac tip MBH gém: tip chum nang chiém 41,9%, nha
19,4%, dic 14,5%, dang lepedic 13,7%, cac bién thé nhiy 6,5%, vi nhu 4%, té
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bao sang 4% [40]. Tran Vian Chuong (2015), 135 bénh nhan UTBMT qua
sinh thiét phdi tai Bénh vién Bach Mai, céc tip hay gip: dang nang 52,6%, dic
28,1%, nhu 8,9%, vi nhu 6,7%, lepedic 3,7% [41]. Theo Bui Nguyén Duc, Lé
Trung Tho (2015), 92 bénh nhan UTBMT tai Bénh vién Phéi Trung wong, cac
tip MBH hay gdp chum nang chiém ti 1& cao nhét (55,4%), nht (18,5%), lepidic
(8,7%), it gip nhat 14 bién thé UTBMT tip rudt 1,1% [90].

Tuy nhién cac nghién clru nay chi tdp trung vao phan tich cac tip MBH,
chua dua ra dugc cac twong quan véi 1am sang, chan doan hinh anh va cac dic

diém veé phan tu.
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Tiéu chuén chon ddi tweng nghién ciru

- Tiéu chudn chin dodn xdc dinh : Gom 245 bénh nhan > 16 tudi,
duoc chan doan x4c dinh ung thu biéu mé tuyén phé quan qua manh sinh thiét
phoi tai Trung tam Ho hap bénh vién Bach Mai tir thang 04/2014 - 11/2015.
Bénh nhan UTBMT duogc chan doan dua vao mot trong hai ti€u chuin sau:

* Bénh nhan duogc chan doan khéng dinh béng MBH la UTBMT qua
nhudm thuong qui (HE,PAS).

* Bénh nhan ung thu biéu mé (UTBM) chua dugc khang dinh UTBMT
bang nhudém thuong qui (HE,PAS) nhung qua nhuém HMMD bang cac
Marker dic hiéu khang dinh UTBMT theo huéng din ctua Hiép hoi nghién
ctru ung thu phéi Qudc t& 2011 va WHO 2015.

2.1.2. Tiéu chuin loai trir

- Loai trir cac tip ung thu phoi khac, ung thu phoi thir phat

- Ung thu biéu md tuyén khong phai ngudn gbc tir phdi bing cac
marker HMMD dic hiéu cho UTBMT phé quan, ung thu phéi phdi hop

- Céc bénh nhan khéng thoa mén céc tiéu chuan trén (khong duoc chup
CLVT ldng nguc, c6 chéng chi dinh v6i ndi soi phé quan dng mém, chdng chi
dinh voi tha thuét sinh thiét cit xuyén thanh ngyc).

- Loai trir bénh nhan ung thu phéi duoc chan doan MBH qua ph?lu thuat.

- Loai trir cac trudng hop manh sinh thiét khong da 1am MBH .

2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

- Logi nghién criru: nghién ctru tién cliru mo ta cat ngang chum ca bénh
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- Thoi gian nghién curu: t thang 04/2014 - 11/2015.

- Dia diém nghién ciru: Thaim kham 1am sang, cin 1am sang tai Trung
tam HO hép, lam MBH va dinh tip tai Trung tdm Giai phau bénh — Bénh vién
Bach Mai.

- C& mdu nghién ciru wéc tinh: Theo phuong phap théng ké y hoc, udc
lugng mat ty I¢:

Al-p)
d2

n: la cd mau nghién ctru

R
n=2 oy

o : Mirc ¥ nghia thong ké; v6i a = 0,05 thi hé sd tin ciy Zi-o2=1,96

p: Ty I¢ bénh nhan UTBMT tai Trung Tam Ho6 hép — Bénh vién Bach
Mai, theo Ng6 Quy Chau va CS (2003), khoang 5% bénh nhan nhap vién [91],

p=0,05,q=1-p,d: Sai $6 ude luong, chon d = 0,03.

Do vay n = 1,96. 0,05.0,95/0,03?= 203 Bénh nhan

Thuc té chung t6i chon dugc 245 bénh nhan UTBMT du ti€u chuan
nghién cuu.
2.2.2. Phuwong phap thu thip sé liéu

- Thiét ké bénh an mau voi cac muc tiéu cia dé tai (Phu luc 1)
2.2.3. Céc chi s6 va bién sé nghién ctru
2.2.3.1. Cho muc tiéu 1

- Gioi: Nam, nir

- Phin bé nhém tuébi:

+< 40, 40 — 49, 50 -59, 60 — 69, > 70 tudi

- Tién sir, mirc d¢ hit thuéc ld, lao : co hut, khong hat, sé nam hut, sb

bao/nam.
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- Triéu chirng ldm sang:

+ Co nang: Thoi gian dién bién bénh, triéu ching dau nguc, ho ra mau,
sut can, sét, sut can, mét moi, kho thd, nudt nghen, khan tiéng, dau khop.

+ Thuc thé: Céc hdi ching céan u, hdi chiing nhiém trung, hoi ching
dong ddc, hoi ching 3 gidm, hach ngoai vi, céac ral & phéi. .

- Cdn lam sang:

+ Xét nghiém mdu: cong thire mau (hong ciu, tiéu cau, huyét sic td,
bach cdu), cac chi sé sinh héa mau: chirc ning gan, than, dién giai, marker
ung thu, dong mau co ban.

+ Chup X quang tim phéi thang nghiéng va chup CLVT long ngure c6
can quang: xac dinh vi tri khdi u (bén phai (thuy trén, gitta, dudi), bén trai
(thuy trén, dudi), kich thude trung binh khéi u, mé ta hinh dang (bd tron
nhan, bo da cung va bo tua gai), do mat do khdi u (dac, ban dac, kinh mo,
hoai tir), phan tich cac ton thuong phdi hop (hach trung thét, hinh anh viém
phéi, xep phdi, xdm 14n co quan 14n cén: trung that, thanh ngyc).

+ Hinh anh ndi soi phé quan éng mém: khoéng c6 tén thuong, c6 tén
thwong (u sui, chit hep, thim nhidm niém mac, chay mau trong 1ong phé quan,
dé ép tir bén ngoai, ti bé cwra phé quan).
2.2.3.2. Cho muc tiéu 2

- Bénh phdm qua sinh thiét: sinh thiét xuyén thanh nguc, sinh thiét
mang phdi, qua sinh thiét ndi soi phé quan, cell - block dich, hach ngoai vi.

- Phan tip md bénh hoc theo phan loai IASLC/ATS/ERS 2011 bao gém
céc tip va bién thé, d6 biét héa mo bénh hoc cia UTBMT: d6 1, d6 11, do II1.

- Phén tich dot bién gen EGFR: c6 dot bién, khong dot bién, vi tri dot bién.

- Phan tich méi twong quan phan tip mé bénh hoc vé6i 1am sang, cét 16p

vi tinh, dot bién gen theo timg phan tip.
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2.2.4. Tién trinh nghién ctru
2.2.4.1. Kham ldm sang, xét nghiém cdn lam sang

s Ldam sang:

- Cac bénh nhan dugc nghién ctru sinh, cung bac sy chuyén khoa kham
lam sang ty mi, can than, thu thap cac tri€u ching co nang, thuc thé, toan than
theo mau bénh 4n véi cac thong tin:

- Tudi, gidi, nghé nghiép, dia chi

- Ly do vao vién

- Thoi gian tir khi bt dau xuét hién triéu chimg dén khi di kham bénh

- Chén doan tuyén trude

- Cac triéu chung toan than, céc tri¢u ching khoi dau

- Céc triéu chung 1am sang tai 1ong nguc

- Nhing biéu hién chén ép va di can do ung thu.

- Tién st gia dinh: 6ng, ba, bo, me, anh, chi, em, con c6 ai bi UTP

- Tién st ban than:

+ Tién st hat thube 14, thude 1ao hodc ca hai; Hut thudc 14, thude lao:
Tinh theo don vi bao/nam:
Sb bao/nim = sb bao thudc hut trong 1 ngay * S6 nam hut thude, ¢t 5
diéu thude lao duoc tinh bang 1 diéu thude 14.
+ Tién sir tiép xtic chat doc hai, tién st ¢6 cac bénh duong ho hip

s Xét nghiém cdn lim sang:

- Xét nghiém co ban: Cong thirc mau, dong mau co ban, sinh hoa mau.

- Chup X- quang long ngue thang - nghiéng: BN duoc chup X- quang
16ng nguc thang- nghiéng, xac dinh c6 hodc khong thiy khéi u, cac dic diém
vé vi tri, kich thudc, sd luong, ranh gidi khdi u, cc hinh anh ton thuong kem

theo ¢ thanh nguc, mang phdi, khi quan, hach ron phdi, trung thét.
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- Chup CLVT nguc: BN duogc tién hanh chup tai khoa chan doan
hinh anh cua bénh vién Bach Mai: chup CLVT truéc va sau khi tiém thudc
can quang. Cac két qua duge doc theo miu phiéu CLVT béi bac s§ chuyén
khoa chan doan hinh anh, mé ta ton thuong gom:

+ Hinh anh u phdi, vi tri (xac dinh vi tri u nguyén phat theo 5 thuy
phoi gdom: thuly trén phai, gitra phai, dudi phai, trén trai va duéi trai), hinh anh
xep phoi, ddu hiéu ton thuong thanh nguc, ddu hiéu huy xwong don hoic
xuong suon.

+ Do kich thudc u: kich thude u duoe do trén cira s6 phdi, bao gom

ca phan kinh mo xung quanh (néu co) theo tic gia Detterbeck (2010) [92].

Pure Subsolid Nodule Part Solid Nodule Solid Nodule

Subsolid: Bx 5 =6.5 mm Solid: 7x4 =55 mm
Solid: 4 x 3 =3.5mm

Hinh 2.1. Do kich thwéc u trén cira sé nhu mé [92)].
+ Po duodng kinh 16n nhat cua khdi u nguyén phat trén mit phang

axial theo tiéu chuin cia WHO va RECIST:

Hinh 2.2. Céch do kich thuwée khéi u theo tiéu chuin cia
WHO va RECIST [93]
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+ Hinh dang khdi u theo Richards va CS (2014), chia lam ba nhom:
bo tron nhin, bd da cung va bd tua gai. Hinh tua gai hay hinh chan nhén la
hinh xuét hién hinh cc gai nhon, d6 dai, mat d6 khac nhau xuét phat tir duong
bo khdi u lan toa vao phan nhu mé phdi lanh xung quanh. Ban chat giai phau
bénh 14 nhimg duong bach huyét day 1én do su lan téa ctia té bao u [22].

+ Hinh anh mat d6 khéi u theo BTS 2015 gém: dic hoan toan, ban
dac, kinh mo, hoai tor [20]. Hinh ddc hoan toan lIa hinh mo déng déu che
khuat bo mach mau va thanh duong dén khi. C6 thé thdy hinh anh phé quan
chra khi. Hinh kinh md 1a hinh nhu suong mi ¢ nhu mé phdi, ting ty trong,
ranh gidi khong rd hodc khong, van thdy r& mach mau va thanh duong din
khi, quan sat duoc trén cira s6 nhu mé nhung khong quan sat dugc trén cira s6
trung that. Hinh dic mot phan (ban dic) bao gdm ca thanh phan dic hoan toan
va kinh mo. Hinh hoai tir khi hinh thanh hang xen 1an dic.

+ Hinh anh hach ron phéi, hach trung that cung bén, ddi bén véi khdi
u, khi kich thudc hach > 10 mm.

+ Di can ctia khdi u dén cac thuy khac cta phoi, trung that, mang tim,
mang phdi, thanh nguc, di cin gan, dic biét di can tuyén thuong than.

+ Xac dinh vi tri u ¢ trung tam hay ngoai vi: Theo W. Richard Webb
va Charles B.Higgins (2011): U trung tAm khi khéi u ndm & 1/3 trong vé phia
ron phdi twong tng véi khu vuc tir phé quan gbe dén hét phé quan phan thuy
(tu phé quan thé hé 1 dén hét phé quan thé hé 2), nguoc lai la u ngoai vi [94].
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Hinh 2.3. M6 hinh vi tri khoi u trung tim va ngogi vi trén
CLVT long nguc [94]
- Po, ddanh gid chirc ning hé hdp theo cdc hdi chimg [1]
Céc bénh nhan duoc do chirc nang hd hép tai Trung tam H6 hip — Bénh
vién Bach Mai, ghi nhan cac thong s co ban:

Bing 2.1. Cdc chi so co bén khi do chirc ning ho hap

Viét tit Tén Gia tri binh thudng
VC Vital capacity (L): Dung tich >80%
song
FVC Forcep vital capacity (L): Dung >80%

tich song gang strc

Forced expiratory volume during >80%
FEV1 Ist second: Thé tich thd ra gang

suc trong gidy dau tién

FEV1/VC Chi sb Tiffeneau >70%

FEV1/FVC Chi sb Gaensler >70%




46

+ Chirc nang ho hip binh thuong: khi VC hoic FVC > 80% sb 1y
thuyét, FEV1 > 80% sd 1y thuyét, FEV1/FVC > 70%.

+ Réi loan théng khi han ché: FEV1/FVC > 70% va TLC < 80% s Iy thuyét.

+ Roi loan thoéng khi tic nghén: FEV1/VC < 70% hodc FEV1/FVC < 70%.

+ RO&i loan thong khi hdn hop khi c¢6: FEV1/VC < 70% hoic
FEV1/FVC < 70%, VC < 80% s6 Iy thuyét; TLC < 80% s 1y thuyét.

- Néi soi phé qudn 6ng mém: Cac bénh nhan sau khi c6 két qua cong
thirc mau, déng mau co ban, X quang, CLVT 1dng nguc, dugc giai thich va
tién hanh nodi soi phé quan 6ng mém tai Trung tam H6 hap dé xac dinh dic
diém va vi tri tén thuong phé quan, cac hinh anh tén thuong bao gdm: tham
nhiém niém mac phé quan, u sui, chay mau, chit hep, d¢ ép long phé quan
tir ngoai vao [36]. Qua do sinh thiét ton thuong 1ay it nhit 3 miu bénh
pham lam MBH.

- D6i voi cac bénh nhan khong l1dy dugce bénh pham qua sinh thiét noi
soi phé quan, dugc gai thich va tién hanh sinh thiét xuyén thanh nguc dudi
hudng dan cua CLVT tai Trung tdm Y hoc hat nhan va Ung budu — Bénh vién
Bach Mai 1y bénh phidm lam MBH.

- Danh gia bilan di can xa: Lam cac tham do danh gid bilan di can xa
nhu xa hinh xwong, MRI so ndo, siéu 4m 6 bung, ndi soi tiéu hod, chup X- quang
xuong, xa hinh xuong, chup MRI so ndo, PET- CT néu c6 triéu chimg 14m sang
nghi ngd UTP di ¢in vao cac co quan d6, dé danh gia ton thuong di can.
2.2.4.2. Nghién cvru giai doan TNM

- Ap dung bang phan loai giai doan UTP theo Hé thong phan loai quéc
té giai doan UTP nam 2009 [95].
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Bdng 2.2. Phdn nhom giai doan theo ky hiéu TNM va dwdi nhom.

/M Du6i nhom NO N1 N2 N3

T Tia Ia Ila Ila I1Ib

YTy, la Ia Ia 1Ib

T Ts, Ib Ila Ila I1Ib

Pl Ty, Ia b Ia IIb

Ts >7 Ib Ila a IIb

Ts; | T; xam l4n IIb la Ila b

T; vé tinh IIb Ila Ila I1Ib

T, xam lan I1la I1la IIb I1Ib

T4 | T4 nbt khac thuy, cing IlTa IITa ITb ITIb
bén

M, ndt dbi bén v v v v

M; | M, lan tran mang phdi vV I\Y% I\Y% A%

M \Y% A\ vV vV

2.2.4.3. Nghién cveu moé bénh hoc

% MObi bénh nhan lay tir 3 - 4 miu bénh phiam bang mot trong nhiing
phuong phéap: qua ndi soi phé quan sinh thiét phé quan khi thdy ton thuong,
STXTN khi két qua cta sinh thiét qua ndi soi phé quan am tinh hoic khong thiy
t6n thuong trong long phé quan, STMP khi c6 tran dich mang phdi dich tiét, sinh
thiét hach khi c6 hach ngoai vi, sinh thiét xwong khi ¢6 di cin xuong. Cac mau
bénh pham du 16n dé tién hanh lam MBH, dinh tip UTBMT phé quan. Bénh
pham sau khi duoc lay c¢b dinh bang dung dich formol trung tinh 10% véi thé
tich dung dich gap 30 lan thé tich bénh pham, cho vao éng dung chuyén biét,
dem chuyén, duc, cét, nhuém lam MBH tai Trung tam Giai phau bénh - Bénh
vién Bach Mai v4i phuong phdp nhuém HE, PAS thuong quy.
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Hinh 2.4. Sinh thiét xuyén thanh nguc dwéi CLVT va lp dung bénh pham
sau sinh thiét tai Trung tim Hé hap — Bénh vign Bach Mai
% Cac tiéu ban dugc doc va phan tich két qua dudi kinh hién vi quang
hoc boi 02 bac sy giai phau bénh khac nhau va duoc Thay hudng dan kiém tra
1an cubi theo cac budc:

+ Bwde 1: Doc va phan tip trén ti€u ban thuong quy HE, PAS, st dung
kinh hién vi quang hoc dé quan sat & cac do phong dai 40,100,200,400 néu
hinh thai MBH 13 rang, chan doan xac dinh cac phan tip UTBMT.

+ Buée 2: Truong hop chua thé phan tip MBH bang k¥ thuat vi thé
thudng quy, tiép tuc tién hanh k¥ thuat héa mo mién dich (HMMD) véi céac
marker gitip phan biét UTBMT véi UTBMV, gém: TTF-1, Napsin A, CK 5/6,
p63, CK 7.

<» Nhuém HMMD: theo phuong phap mién dich peroxidase cho céc
manh bénh pham chuyén dac parafin. St dung cac khang thé va héa chat cua
hang Dako theo céac budc:
* Sira soan tiéu ban vui nén
- Cat mong mau md 5-7um va dat vao lam sach c6 silane

- U tiéu ban & 56°C trong 1-2h trude khi nhuém
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- Khéang thé (KT) duogc st dung: TTF-1, Napsin A, CK 5/6, p63, CK 7.
* Nhuém HMMD: Tiéu ban sau khi dugc tay paraffin dugc nhung vao
nudc cat 21an x Sphit.
+ Khir peroxidase noi sinh bang H202 3% trong 5phiit.
+ Rira tiéu ban bang dung dich Tris Buffer Saline (TBS), pH 7,6 x 5 phut.
+ Khir protein khong dic hiéu bang Bovine Serum Albumin 5phit.
+ Rura tiéu ban bang dung dich TBS hai lan 5 phit, khong dé khé tiéu ban.
+ Phu KT-KN 60 phut.
+ Rira tiéu ban bang dung dich TBS hai 1an 5 phut.
+ Phu KT2 Biotin hoa 30 pht.
+ Rira tiéu ban bang dung dich TBS hai 1an 5 phut.
+ Phu phttc hop Avidin Biotine (ABC) 30 phut
+ Rira tiéu ban bang dung dich TBS hai 1an 5 phut.
+ Phu dung dich Diamino Benzidine (DAB) 10 phut.
+ Rira nudce chay 5 phat.
+ Nhudom tuong phan véi Hematoxylin 5 gidy.
+ Khir nuwéc 1am sach tiéu ban, gin lamen r6i doc két qua trén kinh
hién vi quang hoc.
“Panh gia két qua:
- TTF-1 va p63: nhén té bao bat mau nau do 1a duong tinh.
- Napsin A, CK 5/6 va CK7: bao twong bat mau 1a duong tinh
- St dung mo phdi lanh canh md u lam chung am, sir dung mo u da
chic chin 14 duong tinh 1am ching duong.
- Theo hing Dako, dya vao ty 1& % té bao u bit mau trén mang bao

trong va cudng do bt mau (& do6 phong dai x 200).
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+ 0: Nhan hoic bao tuong té bao u khong bat mau.

+ 1(+): Chi dudi < 10% té bao u bt mau (voi truong hop dau an bat
mau bao tuong, chi mot phan bao twong té bao bat mau nhat).

+ 2(+): Hon 10% té bao u bat mau (voi trudng hop dau 4n bit mau
bao twong, toan bd bao twong bat mau vira phai).

+ 3(+): Hon 10% té bao u ¢ toan bd bao twong bit mau dam lan toa
hogc trén 20% té bao u bt mau dam.

<% Phéan tip MBH UTBMT phé quén theo IASLC/ATS/ERS 2011 va
WHO 2015 [8],[9].
Bing 2.3. Phin tip MBH UTBMT phé qudn theo IASLC/ATS/ERS 2011

Phan tip mé bénh hgc Ung thw biéu mé tuyén | Ma hinh thai hoe
Theo (IASLC/ATS/ERS 2011) (Theo WHO 2015)

Ung thu biéu md tuyén 8140/3

Ung thu biéu md tuyén lepidic 8250/3

Ung thu biéu mé tuyén chiim nang 8551/3

Ung thu biéu mé tuyén nhu 8260/3

Ung thu biéu mé tuyén vi nhii 8265/3

Ung thu biéu mé tuyén dic 8230/3

Ung thu tuyén nhay xam lan 8253/3

Bién thé

Ung thu hon hop nhay va khong nhay xam lan 8254/3

Ung thu biéu mé tuyén “dang keo” 8480/3

Ung thu biéu md tuyén thai 8333/3

Ung thu biéu mé tuyén tip rudt 8144/3
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+ Phan d¢ biét héa MBH cia UTBMT theo Travis D va cfng sw

(2013 [39]:

+ Do I: UTBMT dang Lepedic

+ Do II: UTBMT dang nang va dang nht

+ Do III: UTBMT dang dic, dang vi nht va cac bién thé cia UTBMT

+% Tiéu chuin chin do4n cac tip UTBMT:

+ Tén thwong Lepedic: La sy phat trién khong dién hinh cac t& bao
hinh vuéng don dan doc theo thanh phé nang c6 cac dic diém: Duy tri cu
triic phé nang, khong co seo xo trung tdm hay lan rong, thuong day phé nang,

khéng c6 hoic it phat trién dang tang, khong tao ciu tric nhi.

e = ar - AR T TG T
i - . 1 ; o N
A - .- £ ] i 2
L L L

[ AP e 1 ks L T
Hinh 2.5. Ton thuwong MBH Lepedic HE x 200 [96]

+ Ung thw biéu md tuyén dang chum nang (Acinar adenocarcinoma):

U c6 dang nang, ti tuyén hodc 6ng tuyén véi cac té bao hinh tru hodc hinh

vuodng, nhan 1éch day, goi ¥ tuyén ctia phé quan
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5 fack =

Hinh 2.6. UTBMT dang chum nang HE x 100 [96]
+ Ung thu biéu md tuyén nhi (Papillary adenocarcinoma): U thudng
don doc bao gdm cau trac nha duge phu boi té bao kich thude 16n, khong

dién hinh vé1 nhan 16n, tang sdc, hat nhan rd, nhi€u nhén chia.

Hinh 2.7. UTBMT nhu HE x 200 [96]

+ Ung thw biéu mé tuyén vi nhi (micropapillary adenocarcinoma):

Céu tric u g6m cac té bao phat trién tao thanh cdc nht nhé, khong c6 cuc lién
két xo mach. U c6 thé lién tuc voi thanh phé nang hodc khong. Té bao u
thuong nho, vuong don, nhan khong dién hinh mirc d6 nhe. Thuong co xam

nhdp m6 dém va xam nhép mach. Ty I¢ xam lan va di cén cao.



+ Ung thw bi€éu mé tuyén nhay xam lan: Cau triic u gom céc té bao
tru ¢6 ché nhay & cuc ngon, nhan nhé nam & cuc day.T€ bao u 16t doc thanh

phé nang, co6 thé tao cau tric nhu.

F e 3 ¢ : oo bn =g

Hinh 2.9. Hinh UTBMT nhdy xdm lin HE x 400 [80]

+ Ung thu biéu mé tuyén dic (Solid adenocarcinoma): U khong c6
c4u triic nha, dng nang ma thay vao d6 13 cac mang té bao hinh da dién nhung

c6 it nhat 5 té bao ché nhay trén 2 vi truong c6 do phong dai 16n.
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Hinh 2.10. UTBMT dac HE, DPAS x 400 [8]

+ Ung thuw biéu mé tuyén tip bao thai (Fetal Adenocarcinoma):
Thuong gip & d6 tudi tré hon céc tip khac. U gdm cac tuyén 6ng duoc 16t boi
té bao tru khong c6 16ng nhung voi bao tuong sang, nhan nim & cuc day,
thuong c6 hdc. Poi khi u goi hinh anh u nguyén bao phéi tip don pha, thuong

do @6t bién gen betacatenin.
& ‘

+ Ung thuw biéu moé tuyén nhay dang keo (Mucinous colloid
adenocarcinoma): U c6 dac diém giong vai céac loai u cung tén & duong tiéu hoa,
gom céc cau trac ong, tuyén kich thudc khong déu, mdé dém co nhi€u chat nhay

dic quanh. Té bao u trdi ndi trong bé chit nhay.
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N H ;;1H'7'§*‘ -
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Hinh 2.12. UTBMT nhay dang keo HE x 400 [86]

+ Ung thu biéu mé tuyén tip rudt (Enteric adenocarcinoma): Hinh

& A
R

#*

- .
e

thai mé hoc giéng véi UTBMT dai truc trang voi cu tric nha, d6i khi dang
sang, dugc 16t bdi té bao tru cao, gia tﬁng, long chura chit hoai tir v&i cac

manh nhan vun.

i W - "

Hinh 2.13. UTBMT tip rugt HE x 200 [80]
s Ty 1¢ bdc 16 cac d4u 4n héa mo6 mién djch cua céac tip MBH

2.2.4.4. Nghién ciru dt bién EGFR

Trong pham vi cua dé tai chung toi tién hanh dugc 93 bénh nhan xét
nghiém dot bién gen EGFR. Cac miu bénh pham s& duoc giri dén Trung
Tam Gene-protein truong Pai Hoc Y Ha N6i hodc Pon Vi Gen Tri Li¢u-
Trung Tam Ung Budu-Bénh Vién Bach Mai lam xét nghiém xac dinh dot
bién EGFR bang céac k¥ thuat:
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o Ky thuat giai trinh tu gene truc tiép

o K¥ thuat Scorpions ARMS

o K¥ thuat Strip Assay.

= Budc dau tién ciia ca 2 ky thudt la tach chiét DNA tir mdu mé ung thu:
- Lua chon chinh x4c ving té bao ung thu tir mau bénh pham
- Loai bo parafin bing xylen
- Tach chiét DNA theo quy trinh phenol/ chloroform
- Kiém tra ndng do va do tinh sach ctia DNA bang may Nano-Drop.
= Ky thudt gidi trinh tir gene tryc tiép

- Khuéch dai cac exon 18, 19, 20 va 21 cua gene EGFR bang k¥ thuét
Nested PCR.

- Tinh sach san phdm PCR tir gel agarose bang Promega Wizard SV gel
clean-up system (Promega, USA).

- Giai trinh ty gen bang phuong phap BigDye terminator sequencing
(Applied Biosystems, Foster city, USA).

- Trinh ty gene s€ dugc so sanh vdi trinh tu gene kiéu hoang dai trén
ngan hang gene (National center for biotechnology information, NCBI).

» Ky thudt scorpions - amplification refractory mutation system (ARMS):

- La su két hop gitra k¥ thuat khuéch dai alen dot bién (ARMS) va cong ngh¢
scorpions trong phan tmg real- time PCR dé tim dot bién.

- Nguyén ly cua k¥ thuat 1a dua vao dac tinh cua TagDNA polymerase
chi khuéch dai 1 so1 DNA hoan chinh khi dau 3’ cia mdi va doan DNA
khuon bd sung hoan toan véi nhau. Khi dau 3’ cia mdi va soi khudén khong
bd sung voi nhau, phan tmg PCR sé& bi trc ché hoan toan.

- Quy trinh thuc hién theo kit ciia hang QIAGEN (buc).

» Ky thudt StripAssay:

- Tach DNA tir mau mo: str dung kit QITAamp® DNA FFPE Tissue Kit
cua hang QIAGEN.

- Pinh lugng DNA bang may Qubit® 2.0 Flourometer
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Khuéch dai doan gen quan tim bang phan tmg PCR

Lai san pham khuéch dai vé1 dau do dac hiéu

Phén tich két qua bang phan mém

- Quy trinh thyc hién theo kit ctia hing Viennalab (Ao).
= Pdnh gid két qua:
- C6 dot bién hay khong dot bién, vi tri dot bién, loai dot bién
- Tim hiéu mbi lién quan gitra dot bién EGFR v&i mot s6 dic diém 1am
sang, CLVT, cac phan tip MBH theo phan loai cua IASLC/ATS/ERS 2011.
2.2.5. Xir Iy s6 liéu

- Sir dung phan mém thong ké y hoc SPSS 22.0

- Thuét toan sir dung: so sanh giira cac ty 1é bang Test thong ké 2 voi
muc y nghia 95% (p= 0,05).

- Cac thuat toan thong ké st dung:

+ Tinh ty 1& phan trim

+ Tinh gia tri trung binh

+ D0 léch chuén va test ANOVA

+ Sir dung test ¥ khi so sanh 2 ty 1& véi tan sé mong doi > 5 hoic
Fisher's exact test néu tan s6 mong doi < 5.

+ Tinh hé s twong quanr : -1 dén +1
2.3. VAN PE PAO PUC TRONG NGHIEN CUU

Céc thong tin khai thac tir bénh nhan va hd so bénh an déu dugc gitt bi mat.

Céc xét nghiém xam 1an gitip cho chan doan nhu sinh thiét xuyén thanh
ngue, ndi soi phé quan...dugc sy dong ¥ chap thuan ciia ngudi bénh.

Nghién ctru nay chi nhim muc dich duy nhét 14 ning cao chit luong
chan doéan va diéu tri, danh gia tién lugng, phuc vu cong tac bdo vé va cham
soc strc khoe nhan dan va nang cao chét lugng cudc sdng cho ngudi bénh.

Pé cuong nghién ctru duge Hoi dong cham dé cuong nghién ctru sinh
Truong Pai hoc Y Ha Néi va dugc su cho phép cia Lanh dao Bénh vién,

Khoa, B6 mon va cac phong ban chirc nang.
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2.4. SO PO MO HINH NGHIEN CcUU

\ 4

Lam sang

S
\ 4

Xq tim phdi thing nghleng, CLVT
long nguc c6 tiém thudc can quang

\ _———

Hwéng nhiéu dén u phdi
(N=340)

l

XN co ban, NSPQ, cac phlro’ng
phap lay bénh pham sinh thiét
(STXTN, NSTT, NSLN)

\ 4

Bénh pham sinh thiét (320)

\ 4

Nhudm thwong qui (HE,PAS)

&)
L 4
) HMMD (Marker dic hi¢u)
(200BN) (n=52)
Loai (68BN) chin dosn +) )
khac (45BN)
Loai (7 BN) UTBMV

UTBMT (Nhém NC, n=245)

\ 4

Phan loai MBH (IASLC/ATS/ERS 2011)

Pot bién EGFR, két qua va ban luin

 §
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CHUONG 3

KET QUA NGHIEN CUU

Nghién ctru dugc thuc hién tai Trung Tam HoO Hép — Trung Tam Giai
Phiu Bénh - Bénh vién Bach Mai tir thang 04/2014 dén thang 11/2015 véi
245 BN duoc chan doan xac dinh 1a UTBMTPQ dap ung du ti€u chuin

nghién ctru, chiing t61 thu dugc céac két qua sau:

3.1. PAC PIEM LAM SANG, CAN LAM SANG

3.1.1. Pic diém vé tudi va giéi

Bing 3.1. Phin bé tuéi va gidi ciia ddi twong nghién ciru (n=245)

Tudi <40 | 40-49 | 50-59 | 60-69 | >70 | Tongsbd
S6 BN (n) 10 30 85 81 39 245
Ty e (%) | 4.1 12,2 34,7 33,1 15,9 100
Tubi TB 60,2 + 10,4 ; (Nho nhét: 29, 16n nhét: 87)

Nam n=165 67,3%
Giéi Nir n =80 32,7%
Ty 1¢ Nam / Nt ~ 2,1/1

Nhén xét: Tudi trung binh cta BN trong nghién ciru 13 60,2 + 10,4 trong d6

BN tré nhat 29 tudi, 16n tudi nhat 87 tudi. Nhom tudi chiém ti 1¢ cao nhat 12 tir
50 - 69 tudi (67,8%), nam gidi chiém ti 16 165/245 BN (67,3%), nit gidi co
80/245 BN (32,7%). Ti 1& nam/nit 1a 2,1/1, su khac biét c6 y nghia (p= 0,001,
95% CI; 0,77; 0,89, One Sample Test).
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69.4 70.4

<40 40 - 49 50-59 60-69 =270 ®Nam

Biéu dé 3.1. Phdn bé nhém tuoi theo gidi (n=245)
Nhdn xét: Trong nhdém tudi < 40 tudi, ca nam va nit c6 5 bénh nhan, cac nhoém
khac gip ¢ nam gi6i nhiéu hon so voi nir, sy khac biét c6 ¥ nghia (p = 0,04,
test y2).

3.1.2. Tién sir va mirc dd hut thude

® C6 hut thude

m Khong hut thuoc

Biéu do6 3.2. Tién sir hiit thuéc ld, lao (n=245)
Nhdn xét: Co 156/245 BN (63,7%) c6 tién sir hut thudc, 89/245(26,3%) khong
¢ tién sir hut thude, sy khéc biét ¢ y nghia (p = 0,0001, 95% CI; 0,08 - 0,2).
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Bing 3.2. Mirc d hiit thuéc ld, thuéc lao (n = 156)

Hut thudc 14, thudc lao ]
) S6 BN (n) Ty 18 (%)
(S0 bao/nam)
<10 47 30,1
11-30 63 40,4
> 30 46 29,5
Tong 156 100

Nhdn xét: S6 bao/nam tir 11- 30 chiém ty 1é cao nhat 63/156BN (40,4%).
3.1.3.Thoi gian tir khi ¢6 triéu chimg dén khi kham bénh

, 484

40 -
35 L
25

d

15 ¢~
v

i

4,5
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Tinh c& < 1 thang 1-2 thang > 2 thang

th
|

P

=

Biéu dé 3.3. Thoi gian tiv khi c6 triéu chirng dén khi kham bénh (n=245)
Nhén xét: Pa sb 179/245(73,1%) BN tir khi biéu hién triéu ching dén khi di
kham bénh trong thoi gian trén 1 thang, dic biét c6 11/245(4,5%) BN di kiém
tra sttc khoe dinh ky duoc chian doan nghi ngd u phdi va duoc 1am cac xét

nghiém chan doan xac dinh UTP.
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Bang 3.3. Triéu chirng lam sang cua bénh nhdn (n=245)

Co nang ?1;020;‘3 Thuec thé (111;(2);4/5)
Dau nguc 218(89,0) HC nhiém triung 79(32,2)
St can 211 (86,1) Ral am, nd 71 (29,0)
Ho khan 145 (59,2) HC 3 giam 51 (20,8)
M¢ét moi 134 (54,7) Hach ngoai vi 25(10,2)
S6t 84 (34,3) HC déng dic 22 (9,0)
Ho ra méau 41 (16,7) HC Pancost-Tobias 26 (10,6)
Ho khac dom 43 (17,6) HC Pierre - Marie 11 (4,5)
Pau khop 28 (11,4) Wheezing 6 (2,4)
Khoé tho 85 (34,7) HC Cushing 1(0,4)
Khan tiéng 16 (6,5) HC CETMCT* 11 (4,5)
Nudt nghen 7(2,9) HC thiéu mau 19 (7,8)

(HC CETMCT*: Hoi chitng chen ép tinh mach chu trén)

Nhdn xét: Nhoém triéu ching co ndng hay gdp: dau nguc 218/245 BN
(89,0%), sut can 211/245 BN (86,1%), ho khan 145/245BN (59,2%), mét moi
134/245 BN (54,7%), ho mau 41/245 BN (16,7%), nudt nghen 7/245 BN(2,9%).
Nhom triéu chimg thuc thé hay gip: HC nhiém tring 79/245 BN (32,2%), ral 4m,
ral n6 71/245 BN (29,0%), hoi chimg 3 giam 51/245 BN (20,8%), cac hoi chimg
can u it gdp hon: tiéng Wheezing 6/245BN (2,4%), HC Cushing chi gip & 1/245

BN (0,4%).
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3.1.5. Cong thirc mau
Bing 3.4. Két qua cong thive mdu (n=245)

Chi s Nhé nhit Lén nhat Trung binh
HC (T/L) 2,71 6,65 4,4+0,6
Hb (g/1) 73 176 130,2+ 17,3
TC (T/L) 98 676 316,1+ 97,7
BC(G/L) 4,0 33,0 9,7+3,2

Nhdén xét: S6 lwong HC thap nhét 2,71 G/L biéu hién tinh trang thiéu méu, cao
nhét 6,65 G/L, sb luong TC cao nhat 676 T/L c6 nguy co gy ting déng mau.

3.1.6. Panh gia réi loan théng khi trén chirc niing hé hap

Bing 3.5. Pdanh gid roi loan thong khi trén CNHH (n=245)

Réi loan thong khi S6 BN(n) Ty 18 (%)
Khong c6 r6i loan thong khi 137 55,9
R6i loan thong khi tic nghén 59 24,1

Réi loan thong khi han ché 40 16,3
R6i loan thong khi hdn hop 9 3,7
Tong 245 100

Nhan xét: 137/245 BN (55,9%) khong cé roi loan thong khi,59/245 BN (24,1%)
c6 1di loan théng khi tic nghén, 9/245BN(3,7%) ¢ 1di loan théng khi hdn hop.
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3.1.7. Vi tri khéi u trén phim chup CLVT long nguc

B Ngoai vi B Trung tam

Biéu dé 3.4. Vi tri khéi u trén phim CLVT long ngwe (n=245)
Nhdén xét: Vi tri khéi u & ngoai vi 170/245 BN (69,4%) nhiéu hon khéi u &
trung tam 75/245 BN (30,6%), su khac bi¢t c6 y nghia (p=0,001,95% CI
0,75; 0,87, One Sample Test).
Bing 3.6. Vi tri khoi u trén cdt I6p vi tinh theo thity phéi (n = 245)

Vi tri n %
L Thuy trén 78 31,8
1()?2; g;?)l Thuy gitta 14 5,7
Thuy dudi 49 20,0
Phoi trai Thuy trén 44 18,0
(72BN) Thuy duéi 28 11,4
Hai phoi 29 11,8

Trung that 3 1,2

Téng 245 100

Nhdn xét: Vi tri khdi u & phoi phai 141/245 BN (57,5%), phdi trai 72/245 BN
(29,4%), thuy trén phai 78/245 BN (31,8%), trén trai 44/245BN (18,0%), hai
phoi 29/245 BN (11,8%), trung that 3/245 BN (1,2%).
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Bang 3.7. Phdn loai vi tri u theo gioi (n = 245)

Gioi

Vi tri Nam Niur Tong p

(n,%) (n,%) (n,%)

Ngoaivi | 114(67,1) | 56(32,9) | 170(100)

0,885
Khuvwe | Trungtdim | 51(68,0) | 24(32,0) | 75(100)

Thuytrén | 54(69,2) | 24(30,8) | 78(100)

Phéiphai | Thuy gita | 10(71,4) 4(28,6) 14(100)

Thuy dusi | 24(49,0) | 25(51,0) | 49(100)

Thuy trén 34(77,3) 10(22,7) 44(100) | 0,034

Phditrai | Thuydusi | 17(60,7) | 11(39,3) | 28(100)

Hai phoi 23(79,3) 6(20,7) 29(100)
Trung that 3(100) 0 0
Tong 165(67,3) | 80(32,7) | 245(100) | 0,001

Nhan xét: Khong cé su khac biét vé khu vuc ngoai vi va trung tam cua khoi u
gitta nam va nit (p = 0,885, test x%), co sy khac biét vé vi tri khoi u gitta phoi phai

va phoi trai (p= 0,034, test y?).
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3.1.8. Kich thwéc khoi u trén phim chup CLVT ldng nguc

Tyle %
S 465
50 -+
40 -
Pl
e
30 -
20 / 11,8
r - 2.0
0+ ' ' ’ " Kich
<30 mm 30-50 mm 50-70 mm >70 mm ,
thwoe

Biéu dé 3.5. Kich thwéc khéi u trén phim chup CLVT long nguc (n=245)
Nhdn xét: Kich thude khéi u trung binh : 34,9 + 14,5 mm, nh6 nhat 7,0 mm, 16n
nhét 92mm, trong d6 nhom khdi u co kich thude 30 — 50 mm chiém ty 1& cao
nhit 114/245 BN (46,5%), nhom kich thude > 70 mm it nhat 5/245 BN (2,0%).
3.1.9. Pic diém hinh dang va mét dd khoi u trén CLVT Idng nguc

Bing 3.8. Dic diém hinh dang va mat ¢ khéi u trén CLVT (n=245)

Pic diém n %
Nhén 48 19,6
Hinh dang Pa cung 81 33,1
(n=245, 100%) Tua gai 116 473
Dac hoan toan 72 29.4
Mat do Dic mot phan 140 57,1
(n=245, 100%) Hoai tir 30 12,2
Kinh m& 3 1,2

Nhdn xét: Khéi u c¢6 hinh dang nhén 48/245 BN (19,6%), da cung 81/245 BN
(33,1%), khéi u dang tua gai 116/245 BN (47,3%), mat d6 dic hoan toan
116/245 BN (29,4%), dic mot phan 140/245 BN (57,1%), khéi u c6 hoai tir
30/245 BN (12,2%), dang kinh mo 3/245 BN (1,2%).
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3.1.10. Pic diém ton thwong khoi u trén phim chup CLVT Idng ngue

Ty 1é % 44,5

45 -

40 -

35 -

30 -

24,1

25 -

20 -

15 -

8.2
10 -
3.7 4.5
- . '
0 /._q_l_____. .‘.___. ‘.;.___ ._I_.__._. .I__._ .‘_ —mm. r__/
Kinhmo Dang Xep phéi Uvétinh Viém  Notdon Dang Ton
3 : <7 thwong
hang phoi doc khoi

Biéu dé 3.6. Pdc diém dang ton thwong trén phim chup CLVT long nguc
(n=245)
Nhdn xét: Ton thuong dang khdi hay gip nhat 109/245 BN (44,5%), dang ndt
don doc 59/245 BN (24,1%), dang kinh mo 3/245 BN (1,2%).
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3.1.11. Céc ton thwong phdi hop trén phim chup CLVT long nguc
Bing 3.9: Cdc ton thuwong phoi hop trén phim CLVT (n= 245)

Déu hiéu S6 bénh nhan (n) | Tylé %

Khéng ton thuong phdi hop 91 37,1
Tran dich mang phoi 51 20,8
U v¢ tinh cung thuy 33 13,5
Xam l4n trung that 24 9,8
Tran dich mang tim 5 2,0
Cheén ¢ép tinh mach chu trén 4 1,6
Xam lan thanh ngyc 8 3,2
Xam lan thue quan 2 0,8

U v¢ tinh khac thuy 15 6,1
Hach rdn phoi ciing bén 6 2,5
Hach rén phoi d6i bén 5 2,0
Hach dué1 Carina 9 3,9

Nhdn xét: 91/245 BN (37,1%) khong c6 ton thuong phdi hop, tran dich mang
phoi 51/245 BN (20,8%), tran dich mang tim 5/245 BN (2,0%), xam lan trung
that 24/245 BN (9,8%), xdm 1an thuc quan 2/245 BN (0,8%).
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3.1.12. Lién quan giira vi tri khi u véi tién sir hut thudc va sy di cin

Bing 3.10. Lién quan giiva vi tri khoi u véi tién siv hiit thuéc (n= 245)

5 . Vitriu X
Tién st hit thuoc Tong
Ngoai vi Trung tim
Khong hut 64 25 89
(n,%) 71,9 28,1 100
Co hut 106 50 156
(n,%) 67,9 22,1 100
Téng 170 75 245
(n,%) 69,4 30,6 100
p=0,51

Nhdn xeét: Khong co su khac biét vé vi tri khoi u véi tién st hut thuoc

(p=0,51, Fisher S Exact Test).

Bing 3.11. Lién quan giiva vi tri khoi u véi sw di cin xa(n=245)

Di can
Vitriu P
Khong di can | Cé di can
Ngoai vi 129 41
0,03
(n,%) 74,6 56,9
Trung tam 44 31 01
(n,%) 25.4 43,1 ’
Tong 173 75
(n,%) 100 100

Nhén xét: Khdi u ngoai vi khong di can (74,6%) nhiéu hon so véi ¢6 di cin

(56,9%), su khac biét c6 ¥ nghia (p=0,03, test y?), khong c6 su khac biét vé su

di can cua khdi u trung tdm (p = 0,1).
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3.1.13. Phan chia giai doan theo TNM
Bang 3.12: Phan loai giai dogn T (n=245)

Giai doan T S6 bénh nhan (n) Ty 18 %

T la 22 9,0

T 1b 30 12,2
T2a 46 18,8
T 2b 14 5,7

T3 45 18,4

T4 88 35,9
Téng 245 100

Nhén xét: Nnoém T4 gap 88/245 BN (35,9%) chiém ty 1& 16n nhat, sau dén

T 2a 46/245 BN (18,8%), it nhit T2b 14/245 BN (5,7%).

Bang 3.13: Phan loai giai dogn N (n= 245)

Giai doan N S6 bénh nhan (n) Ty 1€ %
NO 140 57,1
N1 14 5,7
N2 69 28,2
N3 22 9,0
Tong 245 100

Nhdn xét: Nhém hach NO chiém ty 1& cao nhat 140/245 BN (57,1%), sau dén
nhom N2 69/245 BN (28,2%), nhom N1 chiém ty 1& thap nhat 14/245BN

(5,7%), nhém N3 22/245 BN(9,0%).
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Bang 3.14. Phan loai giai doan M (n= 245)

Giai doan M S6 bénh nhan (n) Ty 18 %
MO 123 50,2
Mla 55 22,4
MIb 67 27,4

Tong 245 100

Nhén xét: Chua co biéu hién di can trén CLVT 10ng nguc MO 123/245 BN
(50,2%), co6 di can giai doan M1a 55/245 BN (22,4%), di can giai doan M1b
67/245 BN (27,4%).

Ty 1€ %
60 ~/9

50 Id

40

30
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20
10.6

0 Giai
IIb IIIa IITb V  doan

CO
N

10

J

()
(S )

Biéu dé 3.7. Phn chia giai doan TNM (n= 245)
Nhdgn xét: UTP ¢ giai doan mudn chiém ty 1€ cao nhét, trong do giai doan IV
123/245 BN (50,2%), giai doan IIIb 21/245 BN (8,6%), giai doan tu Ia - 1lla
41,2%.
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3.3.14. Ton thuwong trén ndi soi phé quan

m C6 ton thwong  ®Khong thay ton thuwong

Biéu dé 3.8.Ton thwong trén ngi soi phé quin (n=245)
Nhén xét: Khong phat hién thy ton thuong trong 1ong phé quan 145/245 BN
(59,2%), c6 ton thuong trong 1ong phé quan 100/245 BN (40,8%), su khac
biét ¢6 y nghia (p = 0,035, test y?).
Bing 3.15. Lién quan giiva vi tri khoi u va ton thuong qua

ndi soi phé quén (n=245)

Ton thwong qua NSPQ .
] Tong
Vitrikhoiu | Khong thiy tén C6 ton %) p
n,7e
thwong (n,%) | thwong(n,%)
Ngoai vi 129(75,9) 41(24,1) 170(100) | < 0,001
Trung tam 16(21,3) 59(78,7) 100(100) | <0,001
Tong 145(59,2) 100(40,8) 245(100) 0,035

Nhén xét: Khéi u & ngoai vi khong thiy ton thwong khi ndi soi phé quan
129/170 BN (75,9%), cao hon so v&i nhom cé ton thuong 41/170 BN(24,1%).
Nguoc lai, khéi u ¢ trung tdm c6 tén thuong 59/100BN (78,7%) cao hon so
v6i nhom khong thay ton thuong 16/100BN(21,3%) , su khac biét c6 y nghia
(p < 0,001, test y?).
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Bing 3.16. Vi tri ton thwong qua néi soi phé quin (n=100)

Vi tri S6 BN(n) Ty 18 (%)

Phé quan gbc 6 6,0

Cay PQ Thuy trén 18 18,0

bén phai Thuy gitta 14 14,0
(60BN) i

Thuy dudi 22 22,0

Cay PQ Phé quéan gbc 1 1,0

bén trai Thuy trén 23 23,0

(39BN) Thuy duéi 15 15,0
Carina 1 1,0

Tong 100 100

Nhén xét: Ton thuong qua ndi soi phé quan & phoi phai 60/100BN (60,0%),
nhiéu hon so v6i phdi trai 39/100 BN (39,0%), Carina chi c6 1/100 BN
(1,0%). Vi tri ton thuong thuy trén phai 18/100 BN (18,0%), thuy trén trai
23/100 BN (23,0%) hay gap hon so v6i cac vi tri khac.

Bing 3.17. Dang tén thwong qua ndi soi phé qudin(n=100)

Dang ton thwong S6 bénh nhén (n) Ty 1€ %
Tham nhiém niém mac phé quan 38 38,0
Chit hep 16ng phé quan 25 25,0
U sui trong long phé quan 21 21,0
D¢ day long phé quan tir bén ngoai 10 10,0
Chay mau trong 10ng phé quan 3 3,0
Tu bé cua phé quan 3 3,0
Tong 100 100

Nhdn xét: Hinh anh thdm nhiém niém mac phé quan hay gip nhat 38/100BN
(38,0%) va hinh anh chit hep long phé quan 25/100BN (21,0%), hinh anh it gap
nhat: chay mau trong 1ong phé quan va ti bé cwa phé quan 3/100 BN (3,0%).
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Bing 3.18. Dang tén thwong qua ndi soi phé quénciia khoi u

0 ngogi vi (n=41)

Dang ton thuong S6 bénh nhan (n) Ty 1€ %

Tham nhiém niém mac phé quan 20 49,1
Dé day 1ong phé quan tir bén ngoai 12 29,3
Ta bé cua phé quan 5 12,0

Chit hep long phé quan 2 4,8

U sui trong long phé quan 1 2,4
Chay mau trong 1ong phé quan 1 2,4
Tong 41 100

Nhdén xét: Trong 41 bénh nhan & ngoai vi ¢6 ton thuong khi noi soi phé quan:
hinh anh tham nhiém niém mac phé quan va d¢ diy long phé quan tir bén
ngoai hay gip nhét véi ty 1& 1an lugt 20/41BN(49,1%) va 12/41BN(29,3%). U

sti va chay mau trong long phé quan it gip nhat.
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3.2. PHAN LOAI MO BENH HQC VA POT BIEN GEN EGFR
3.2.1. Cac bénh phiam dinh tip mé bénh hoc

B STXTN

ENSPQ

u STMP mu

E Cell - Block dich MP
® Hach ngoai vi

= STMPqua NSMP

= ST xuong

0.8
33 /0,4

Biéu dé 3.9. Cdc bénh phim dinh tip mé bénh hoc (n= 245)
Nhan xeét: Cac bénh phém dinh tip lam mo6 bénh hoc: sinh thiét xuyén thanh
nguc dudi huéng din cia CT scanner chiém ty 1& cao nhit 147/245 BN
(60,0%), sau dén 1a bénh phim cua sinh thiét noi soi phé quan 51/245 BN
(20,8%), c6 2 bénh nhan (0,8%) duogc sinh thiét qua ndi soi mang phoi.
3.2.2. Cac phwong phap dinh tip MBH UTBMTPQ

B Nhuom HE, PAS

8,4

m HMMD

Biéu dé 3.10. Cdc phwong phdp dinh tip MBH UTBMTPOQ (n= 245)
Nhén xét: Pa sd cac bénh nhan 200/245 BN (81,6%) dugc dinh tip MBH
bang phuong phap nhuom thudng quy HE va PAS, 45/245 BN (18,4%) duoc

dinh tip bang nhuom héa mé mién dich.
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3.2.3. Phan tip MBH ung thw biéu mé tuyén IASLC/ATS/ERS 2011 va
mot s6 moi lién quan

Bing 3.19. Phén tip MBH ung thw biéu mé tuyén IASLC/ATS/ERS 2011

(n=245)

Phéan tip m6 bénh hoc n %
UTBMT dang chum nang 116 47,3
UTBMT dang nhu 38 15,5
UTBMT lepedic 29 11,8
UTBMT dang dac 25 10,2
UTBMT dang vi nhu 22 9,0
UTBMT dang nhay 8 33
UTBMT bién thé dang keo 4 1,6
UTBMT dang té bao sang 2 0,8
UTBMT bién thé dang thai 1 0,4

Tong 245 100

Nhdn xét: Phan tip chim nang gip nhiéu nhat 116/245 BN (47,3%), phan tip
dang nhu 38/245 BN (15,5%), ton thuong lepedic 29/245 BN (11,8%), bién
thé té bao sang 2/245 BN (0,8%), dang thai it gdp nhat 1/245 BN (0,4%).

Bang 3.20. D¢ biét hoa mo bénh hoc cia UTBMT (n= 245)

P biét héaméd bénh hoc S6 bénh nhén (n) Ty 18 %
Do cao (do I) 29 11,8
D6 trung binh(do II) 155 63,3
Do thap(do 11I) 61 24,9
Tong so 245 100

Nhdn xét: Phan do mo bénh hoc cia ung thu biéu mé tuyén phé quan: do bi¢t
hoa trung binh chiém ty I¢ cao nhét 155/245 BN (63,3%), do biét hoa cao
29/245 BN (11,8%), do biét hoa thép 61/245 BN (24,9%).
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Bing 3.21. Méi lién quan giiva phéin tip MBH véi gidi (n= 245)

Gioi T(R)ng
Phéan tip m6 bénh hoc p
Nam (n,%) | Nit (n,%) | (1,%)
UTBMT dang chiim nang 80(69,0) | 36(31,0) | 116(100) | < 0,001
UTBMT dang nhu 24(63,2) | 14(36,8) | 38(100) 0,1
UTBMT lepedic 18(62,1) | 11(37,9) | 29(100) 0,2
UTBMT dang dic 18(72,0) | 7(28,0) | 25(100) 0,04
UTBMT dang vi nhu 12(54,5) | 10(45,5) | 22(100) 0,6
UTBMT dang nhay 7(87,5) 1(12,5) 8(100) -
UTBMT bién thé dang keo |  3(75,0) 1(25,0) 4(100) -
UTBMT dang té bao sang 2(100) 0(0) 2(100) -
UTBMT bién thé dang thai 1(100) 0(0) 1(100) -
Téng 165(67,3) | 80(32,7) | 245(100) | <0,001

Nhén xét: UTBMT dang chum nang va dang ddc gap ¢ nam nhiéu hon so véi
nit véi céc ty 1€ (69,0% so vé1 31,0%, 72,0% so véi 28,0%, su khac biét co y
nghia (p < 0,001 va p = 0,04, test ¢*). Nhitng phan tip khac khong c6 sy khac

bi¢t gitra nam va nir (p>0,05).
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Bing 3.22. Méi lién quan giiva phén tip MBH véi phin nhém tudi (n= 245)

Nhém tudi Tong

Phéan tip mo6 bénh hoc
<60(n,%) | > 60(n,%) | ™70 p

UTBMT dang chimnang | 59(50,9) | 57(49,1) | 116(100) | 0.8

UTBMT dang nha 18(47,4) | 20(52,6) | 38(100) 0,7
UTBMT lepedic 14(48,3) | 15(51,7) | 29(100) 0,8
UTBMT dang dic 13(52,0) | 12(48,0) | 25(100) 0,8
UTBMT dang vi nhu 15(68,2) | 7(31,8) | 22(100) -
UTBMT dang nhiy 4(50,0) 4(50,0) 8(100) -
UTBMT bién thé dang keo 0(0) 4(100) 4(100) -

UTBMT dang té bao sang 1(50,0) 1(50,0) 2(100) -

UTBMT bién thé dang thai | 1(100) 0(0) 1(100) -

Téng 125(51,0) | 120(49,0) | 245(100) | 0,75

Nhan xét: Khong c6 méi lién quan giira cdc phan tip MBH ciia UTBMT véi
phan nhom tudi gitta hai nhom dudi 60 va trén 60 tudi (p > 0,05, test y2).
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Bing 3.23. Méi lién quan giiva phin tip MBH véi tién siv hiit thuéc

(n=245)
Tién sir hiit thudc Tong
Phan tip mo bénh hoc p
Khéng(n,%) | Co (n,%) | ™70
UTBMT dang chum nang 42(36,2) 74(63,8) | 116(100) | 0,004
UTBMT dang nha 16(42,1) 22(57,9) | 38(100) | 0,34
UTBMT lepedic 11(37,9) 18(62,1) | 29(100) | 0,19
UTBMT dang dic 7(28,0) 18(72,0) | 25(100) | 0,04
UTBMT dang vi nhu 11(50,0) 11(50,0) | 22(100) -
UTBMT dang nhiy 1(12,5) 7(87,5) 8(100) -
UTBMT bién thé dang keo 1(25,0) 3(75,0) 4(100) -
UTBMT dang té bao sang 0(0) 2(100) 2(100) -
UTBMT bién thé dang thai 0(0) 1(100) 1(100) -
Tong 89(36,3) | 156(63,7) | 245(100) | < 0,001

Nhén xét: UTBMT dang chum nang va dang ddc gip nhiéu hon ¢ nhom c6

tién sir hut thude, voi cac ty 1€ 1an luot (63,8% so véi 36,2% va 72,0% so voi

28,0%, su khac biét c6 y nghia voi p = 0,004 va p = 0,04), cac phéan tip khéc

khong c6 sy khac biét (p > 0,05, test y?).
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Bing 3.24 Moi lién quan giita phén tip MBH véi vi tri khéi u (n= 245)

Vi tri khéi u ]
o o Tong
Phan tip moé bénh hoc | Ngoai vi | Trung tim (0.%) p
(n,%) (n,%)
UTBMT dang chum nang 90(77,6) 26(22,4) | 116(100) | <0,001
UTBMT dang nha 26(68,4) | 12(31,6) | 38(100) | 0,03
UTBMT lepedic 17(58,6) | 12(41,4) | 29(100) | 0,36
UTBMT dang dic 15(60,0) | 10(40,0) | 25(100) 0,3
UTBMT dang vi nht 11(50,0) | 11(50,0) | 22(100) -
UTBMT dang nhay 5(62,5) 3(37,5) 8(100) -
UTBMT bién thé dang keo | 4(100) 0(0) 4(100) -
UTBMT dang té bao sang 2(100) 0(0) 2(100) -
UTBMT bién thé dang thai | 0(100) 1(100) 1(100) -
Tong 170(69,4) | 75(30,6) | 245(100) | 0,001

Nhdn xét: UTBMT dang chum nang, dang nha gdp & ngoai vi nhiéu hon so
VOl trung tam lan luot theo ty 1€ (77,6% so voi 22,4%, 68,4% so véi 31,6%),

su khac biét c6 ¥ nghia (p=0,001 va p = 0,03, test ¥*). Cac phan tip khac

khong c6 su khac biét.
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Bing 3.25. Méi lién quan giiva phén tip MBH véi hinh thdi khoi u (n=245)

Hinh thai khdi u
. - Tong
Phéan tip m6 bénh hoc Bo nhan | Khong nhan p
(n,%)
(Il, Y 0) (n9 0/0)
UTBMT dang chum nang 25(21,6) 91(78,4) 116(100) | < 0,001
UTBMT dang nha 12(31,6) 26(68,4) 38(100) | 0,03
UTBMT lepedic 3(10,3) 26(89,7) 29(100) |< 0,001
UTBMT dang dic 2(8,0) 23(92,0) 25(100) | 0,001
UTBMT dang vi nhi 2(9,1) 20(90,9) 22(100) | 0,003
UTBMT dang nhay 2(25,0) 6(75,0) 8(100) -
UTBMT bién thé dang keo | 2(50,0) 2(50,0) 4(100) -
UTBMT dang té bao sang 0(0) 2(100) 2(100) -
UTBMT bién thé dang thai 0(0) 1(100) 1(100) -
Toéng 48(19,6) | 197(80,4) | 245(100) |< 0,001

Nhdn xét: Cac phan tip UTBMT dang chum nang, dang nhu, lepedic, dang

dac, vi nht, ddc c6 hinh dang bo khoi u khong nhan nhiéu hon so véi dang bo

nhin, sy khac biét co y nghia véi (p < 0,05, test y?). Cac phan tip khac khong

c6 su khac biét vé hinh thai khdi u.
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Bing 3.26. Méi lién quan giiva phin tip MBH vdi kich thudc khoi u

trén CLVT (n=245)

Kich thwéc khoi u ”
Phéan tip m6 bénh hoc <30 mm | >30mm Ta:g p
o (0.%) (n,%)
UTBMT dang chum nang 70(60,3) | 46(39,7) | 116(100) | 0,02
UTBMT dang nha 23(60,5) | 15(39,5) | 38(100) | 0,2
UTBMT lepedic 17(58,6) | 12(41,4) | 29(100) | 0,36
UTBMT dang dic 20(80,0) | 5(20,0) | 25(100) | 0,01
UTBMT dang vi nhu 14(63,6) | 8(36,4) | 22(100) -
UTBMT dang nhay 6(75,0) | 2(25,0) | 8(100) -
UTBMT bién thé dang keo 3(75,0) 1(25,0) | 4(100) -
UTBMT dang té bao sang 1(50,0) 1(50,0) | 2(100) -
UTBMT bién thé dang thai 1(100) 0(0) 1(100) -
Tong 155(63,3) | 90(36,7) | 245(100) | <0,001

Nhdn xét: Cac phan tip chum nang, nha gip ¢ nhom khéi u < 30 mm
nhiéu hon so véi nhom khéi u > 30 mm, su khac biét co vy nghia (p < 0,05,

test 2.
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Bing 3.27. Méi lién quan giiva phin tip MBH véi mat d¢ khéi u trén CLVT

(n=245)
Mait d¢ khoi u Téng
Phan tip mo bénh hoc | p3c hoan D‘éc mot | Hoai ttr | Kinh mo 0.%)
toan (n,%) | phan (n,%)| (n,%) | (n,%)

UTBMT dang chuimnang | 36(31,0) | 67(57,8) | 10(8,6) | 3(2,6) |116(100)
UTBMT dang nhu 13(34,2) | 20(52,6) | 5(13.2) | 0(0) | 38(100)
UTBMT lepedic 7(24,1) | 18(62,1) | 4(13,8) | 0(0) | 29(100)
UTBMT dang dic 7(28,0) | 14(56,0) | 4(16,0) | 0(0) | 25(100)
UTBMT dang vi nhu 3(13,6) | 13(59,1) | 6(27,3) | 0(0) | 22(100)

UTBMT dang nhay 3(37,5) | 3(37,5,0) | 1(12,5) | 1(12,5) | 8(100)

UTBMT bién thé dang keo | 1(25,0) | 3(75,0) 0(0) 0(0) | 4(100)

UTBMT dang té bao sang 1(50,0) 1(50,0) 0 0 2(100)

UTBMT bién thé dang thai | 1(100) 0 0 0 1(100)
Téng 72(29,4) | 140(57,2) |30(12,2)| 3(1,2) |245(100)

p = 0,896(Fisher S Exact Test)

Nhdén xét: Cac phan tip MBH hay gip & nhom c6 mat do dic mot phan nhiéu

hon so v&i nhdém con lai, tuy nhién sy khac bi¢t chua c6 y nghia (p = 0,896,

Fisher S Exact Test)
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Hinh 3.1: UTBMT dang chum nang (Mda GPB: SJ5449) HE 200 va CLVT

(bénh nhén nir 63 tuéi)

- 1845 35

long ngue
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Hinh 3.2: UTBMT thé vi nhit (Ma GPB SJ5054) HE 200 va CLVT long nguc

(bénh nhéin nam 69 tuéi)

Hinh 3.3: UTBMT thé dic (Ma GPB SJ3998) HE 200 va CLVT Iéng nguc

(bénh nhédn nam 59 tuéi)
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A |
Hinh 3.4: UTBMT nhii (M GPB SJ3711) HE 200 va CLVT long nguc

(bénh nhéin nam 59 tuéi)

Hinh 3.5: UTBMT nhdy (Méi GPB SJ9827) va CLVT long nguc
(bénh nhéin nir 59 tuoi)

L S
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Hinh 3.6: UTBMT dang Lepidic (Md GPB SH5911)HE 200 va CLVT long nguc
(bénh nhéin nir 50 tuoi)
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Bing 3.28. Méi lién quan giiva phéin tip MBH véi sw di cin xa (n=245)

Di can xa cia khoi u

. o Téng
Phan tip mo bénh hoe | Khéngdi | C6 di ciin (0.%) p
can (n,%) (n,%)
UTBMT dang chum nang 84(72,4) 32(37,6) | 116(100) | <0,001
UTBMT dang nha 27(71,1) 11(28,9) | 38(100) | 0,01
UTBMT lepedic 22(75.,9) 7(24,1) | 29(100) | 0,01
UTBMT dang dic 14(56,0) 11(44,0) | 25(100) | 0,5
UTBMT dang vi nhu 16(72,7) 6(27,3) | 22(100) | 0,05
UTBMT dang nhay 5(62,5) 3(37,5) | 8(100) -
UTBMT bién thé dang keo 3(75,0) 1(25,0) | 4(100) -
UTBMT dang té bao sang 2(100) 0(0) 2(100) -
UTBMT bién thé dang thai 0(0) 1(100) 1(100) -
Tong 173(70,6) | 72(29,4) | 245(100) | < 0,001

Nhdén xét: Cac phan tip chum nang, nhi, lepedic, khong di can nhiéu hon so

v6i nhom c6 di cin, su khac biét ¢6 y nghia (p < 0,05, test ¢?).




87

Bing 3.29. Méi lién quan giiva phin tip MBH véi 6n thuong qua
NSPQ (n=245)

Tén thwong qua NSPQ ?
Phéan tip mé bénh hoc | Khéng ¢6 ton|  Co ton Tﬁ;g p
thuong (n,%) thwong (n,%) (%)
UTBMT dang chum nang 71(61,2) 45(38,8) 116(100) | 0,01
UTBMT dang nha 25(65,8) 13(34,2) | 38(100) | 0,06
UTBMT lepedic 16(55,2) 13(44,8) | 29(100) | 0,5
UTBMT dang dic 12(48,0) 13(52,0) | 25(100) | 0,8
UTBMT dang vi nhu 10(45,5) 12(54,5) | 22(100) -
UTBMT dang nhay 6(75,0) 2(25,0) 8(100) -
UTBMT bién thé dang keo 3(75,0) 1(25,0) 4(100) -
UTBMT dang té bao sang 2(100) 0(0) 2(100) -
UTBMT bién thé dang thai 0(0) 1(100) 1(100) -
Tong 145(59,2) 100(40,8) | 245(100) | 0,004

Nhdn xét: Phan tip dang chim nang khong c6 ton thuong trong 1ong phé quan
(61,2%0 nhiéu hon so vdi c6 t6n thuong trong 1ong phé quan (38,8%), p <
0,05, test ¥?).
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3.2.4. Hoa mé mién dich ciia UTBMT phé quan theo phan loai
TASLC/ATS/ERS 2011
Bing 3.30. Tan sudt boc 1§ cdc diu én HMMD (n =45)

Duwong tinh Am tinh Téng

DiuAin HMMD | n % n % (,%)
TTF-1 40 88,9 5 11,1 45 (100)
Napsin A 42 93,3 3 6,7 45 (100)
p63 7 15,6 38 84,6 45 (100)
CKS5/6 3 6,7 42 93,3 45 (100)
CK7 41 91,1 4 8,9 45 (100)

Nhdn xét: Trong 45 BN dugc lam HMMD véi 4 marker, TTF-1, Napsin A,
CK7 (+) theo thir tu: 88,9%, 93,3%, 91,1%. Py 1a cac dau an dic trung cho
UTBMT c6 ngudn gdc tai phdi. Cac ddu an p63, CK5/6 (+): 15,6% va 6,7%.

3.2.5. Pot bién EGFR ciia ung thw biéu mé tuyén va mot s6 moi lién quan

mC6 dotbién  m Khong dt bién

Biéu @6 3.11. Ty 1¢ dét bién gen ciia UTBMT (n=93)
Nhdn xét: Két qua cho thy: c6 dot bién 48/93 BN (51,6%), khong phat hién
dot bién 45/93 BN (48,4%). Su khac biét ¢ ¥ nghia (p=0,04, One Samle Test,
95% CI (0,85; 1,05).
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Bing 3.31. Cic vi tri djt bién EGFR (n=48)

Vi tri dot bién S6 bénh nhan (n) Ty 1§ %
Exon 21 27 56,2
Exon 19 17 354
Exon 20 2 4,2
Exon 19 va Exon 20 1 2,1
Exon 18 1 2,1
Tong 48 100

Nhdn xét: Ty 1& dot bién xay ra cao nhat & exon 21 voi 27/48 BN (56,2%), tiép
dé 1a ¢ exon 19 voi 17/48 BN (35,4%), ¢ 2 bénh nhan c6 dot bién & exon 20, 1

bénh nhan mang dot bién kép & exon 19 va exon 20, 1 bénh nhan & exon 18.

Bing 3.32. Cic logi djt bién EGFR (n=48)

Loai d¢t bién S6 bénh nhén (n) Ty 18 %
L858R 27 55,9
A750 — E746 13 27,3
S752 3 6,3
G796S 1 2,1
G719S 1 2,1
L747-T751 1 2,1
L747- P753 delins S 1 2,1
LREA va T790M 1 2,1
Tong 48 100

Nhdn xét: Dot bién hay gip nhat L858R 27/48 BN (55,9%), sau dén la dot
bién A750 - E746 13/48 BN (27,3%), cac dot bién khac it gap hon, c6 1
truong hop c6 dot bién ¢ vi tri T790M, & vi tri dot bién nay thudng hay khang

voi diéu tri dich.
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Bing 3.33. Méi lién quan giiva dot bién EGFR véi gidi, nhom tudi, tién siv

hit thuéc, vi tri, kich thwdc, hinh dang, sw di can ciia khoi u (n=93)

Dot bién .
Ch" A y A 7.4 Tang
is0 Co dot bien K.l;lﬁng dot (0,%) p
(n,%) bién (n,%)
o Nam 21(36,8) 36(43,2) 57(100)
Gidi 0,001
N 27(75,0) 9(25,0) 36(100)
, <60 26(56,5) 20(43,5) | 46(100)
Nhoém tuoi 0,23
> 60 22(46,8) 25(53,2) | 47(100)
, Khong 28(71,8) 11(28,2) 39(100)
Hut thuoc 0,01
Co 20(37,0) 34(63,0) 54(100)
) Ngoai vi 35(50,7 34(49,3 69(100
Vi tri khoi u s (50,7) (49.5) (100) 0,48
Trung tam 13(54,2) 11(45,8) 24(100)
) Nhin 7(35,0) 13(65,0) 20(100)
Bo khéiu - 0,07
Khoéng nhan | 41(56,2) 32(42,8) 73(100)
<30 mm 31(51,7) 29(48.3) 60(100)
Kich thuéc u 0,058
>30 mm 17(51,5) 16(48.,5) 33(100)
Khon 37(52,1 34(47,9 71(100
Di can s O G7.9) (100) 0,43
Céo 11(50,0) 11(50,0) 22(100)
Tong 48(51,6) 45(48,4) 93(100) | 0,04

Nhdén xét: Dot bién EGFR hay gip hon & nit (75,0%) so voi nam gisi(36,8%),
& nhom khong hat thude (71,8%) so v6i nhom cé hit thude (37,0%). Su khac biét
c6 ¥ nghia (p < 0.05; test 52 ). Dot bién khong c6 sy khac biét giita phan nhom

tudi, vi tri, bor khéi u, kich thude, sy di can ctua khdi u véi (p > 0,05; test y2).
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Bing 3.34. Méi lién quan giiva dpt bién EGFR va giai doan bénh (n=93)

Dot bién ]
- - Tong
Giai doan TNM Cé dot bien | Khong dot bieén p
" (n,%)
(n,%) (n,%)
Ia 9(60,0) 6(40,0) 15(100)
Ib 4(40,0) 6(60,0) 10(100)
Ila 2(66,7) 1(33,3) 3(100)
IIb 1(16,7) 5(83.,3) 6(100) | 0,23
II1a 3(30,0) 7(70,0) 10(100)
[Ib 3(42,9) 4(57,1) 7(100)
v 26(61,9) 16(38,1) 42(100)
Tong 48(51,6) 45(48,4) 93(100) | 0,04

Nhén xét: Ty 1& dot bién EGFR & cac bénh nhan nghién ctru khong c¢6 moi

tuong quan voi1 giai doan TNM (p > 0.05; Fisher-exact test).



92

Bing 3.35. Méi lién quan giiva dpt bién EGFR véi phén tip MBH ciia

UTBMT theo IASLC/ATS/ERS 2011 (n=93)

Dot bién q
Phén tip mé bénh hoc Co6 dot bién | Khong dot Ta:g
(n,%) bién (n,%) (n,%)
UTBMT dang chum nang 21(47,7) 23(52,3) 44(100)
UTBMT dang nhu 11(57,9) 8(42,1) 19(100)
UTBMT lepedic 6(60,0) 4(40,0) 10(100)
UTBMT dang dac 4(50,0) 4(50,0) 8(100)
UTBMT dang vi nhu 4(57,1) 3(42,9) 7(100)
UTBMT dang nhay 2(40,0) 3(60,0) 5(100)
Téng 48(51,6) 45(48.,4) 93(100)
p = 0,94 (Fisher S Exact Test)

Nhén xét: UTBMT dang chim nang c6 dot bién 21/44 BN (47,7%), UTBMT
nhu, lepedic, vi nhu c6 dot bién nhidu hon cc phén tip khac véi cac ty 16
tuong tmg (57,9%, 60,0%, 57,1%), bién thé UTBMT dang dic c6 (50,0%)

dot bién, chung toi khong gip cac bién thé khac co dot bién. Tuy nhién, chua

co su khéc biét gifta cac phan tip (p = 0,94; Fisher-exact test).
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CHUONG 4
BAN LUAN

4.1. PAC PIEM LAM SANG, CAN LAM SANG
4.1.1. Pic diém vé tudi va gi6i

Trong nghién ctru cia ching t6i gdm 245 bénh nhan UTBMT: Tudi
trung binh cta BN trong nghién ctru 1a 60,2 + 10,4 trong d6 BN tré nhét 29
tudi, 16n tudi nhat 87 tudi. Nhom dudi 60 tudi chiém (51,0%), trén 60 tudi
chiém (49,0%), nhom tudi chiém ti 1& cao nhét 13 tir 50 - 69 tudi (67,8%).

Két qua nghién ciru ndy gan twong ty nhu mot s6 nghién ciru trong nudc:
Theo Nguyén Tién Tuan (2004), nghién ctru 60 bénh nhan UTBMT & phdi do
tudi co ty 16 méic bénh cao nhat 1a 51- 60 (30,5%), lia tudi > 41 chiém (91,66%)
[97], Lé Trung Tho (2007), UTBMT gip nhiéu nhit & nhom tudi 41-50(36,7%)
[98], Phung Quang Thinh (2011), nghién ctru 96 bénh nhan UTBMT & phdi tudi
mic thép nhét 13 18, tudi mic cao nhat 1a 77, tudi mic trung binh 1a 57, nhom
tudi c6 nhiéu bénh nhan UTBMT phdi nhét tir 51 — 60(42,7%), nhom 61-70
(30,2%), < 30 tudi (2,1%) [49]. Tran Van Chuong (2015), UTBMT gip nhiéu
nhit & nhom tudi 50-59 (36,4%), dudi < 40 tudi (8,1%) [41], Tran Vin Cudng
(2015), nghién ctru trén 63 bénh nhan UTBMT & phdi: tudi trung binh 61,3 +
11,0 tudi, nhom tudi chiém ty 1¢ cao nhat 1a tir 50-59 tudi (31.7%), bénh nhan it
tudi nhat 1a 33 tudi va cao tudi nhat 1a 78 tudi [44].

Tudi trung binh ctia chiing t6i thap hon ciia mot s6 tac gia trén thé gidi.
Theo Yang P. va CS (2005), nghién ctru cac dic diém 1am sang trén 5628 BN
dugc chan doan 1a UTP tir 1997 dén 2003 tai Mayo Clinic ghi nhan, tudi
trung binh ctia nhom nghién ctru 14 65,4 + 11,0 tudi [99]. Nghién ctru ciia Hee
Sun P. va CS (2007), trén 1341 truong hop UTP tai Bénh vién Dai hoc qudc
gia Chungnam tir nam 2000 dén 2006 ghi nhan, tudi méic bénh dao dong tur 30
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dén 87 tudi, trung binh 1a 66 tudi [100]. Theo thdng ké ctia Hiép hoi ung thur
Hoa Ky (2016), tudi trung binh tai thoi diém chan doan bénh 1a 70 tudi [5].
Tudi mic bénh di dugc xac dinh 1a khac nhau giita cac khu vuc dia 1y, chung
toc va diéu kién séng... Do do, su khac biét trong két qua nghién ctru cua
chung t6i so véi cac tac gia khac trén thé gidi 1a hoan toan phu hop.

Vé phan bd theo gidi: Trong nghién ctru, nam gidi chiém ti 1& 165/245
BN (67,3%), nit gioi c6 80/245 BN (32,7%). Ti 1€ nam/ntr 1a 2,1/1, sy khac
bi¢t c6 y nghia (p = 0,001, 95%CI 0,77; 0,89, One Sample Test), cac phan
nhom tudi > 40 tudi, nam gidi gap nhiéu hon so vdi nit (p =0,04). Cac nghién
ctru vé dich t& hoc trén thé gidi cling nhu & Viét Nam déu khing dinh UTP
phd bién hon & nam gi¢i. Theo Ding Thanh Hong (2005), ty 1& nam/nit 1a
4,4/1[101], Hoang Hong Thai (2006), ty 1& nanvnit 6,7/1 [102]. Trin Nguyén
Phu (2005), nam gidi chiém 71,1%, ty 1€ nam/nir 1a 2,5/1[103], Lé Trung Tho
(2007), ty 1€ nam/ntt cua UTBMT la 3,4/1 [98].

Trén thé gidi, mot thong ké méi nhat theo Hiép hoi ung thu My nam
2017, s6 ca mic mi mac UTP & nam giéi 116990 ngudi chiém 14% va co
84549 nguoi chét do ung thu chiém 27% trong cac loai ung thu & nam gidi, &
nit 6 ca m&i mic 105510 chiém 30%, s6 ca tir vong 71280 ngudi, chiém 25%
dtng dau trong cac loai ung thu & nit gidi, trong d6 UTP ¢6 xu hudng ting
dan & nit gidi, ty 16 nam/nir khoang 1,2/1 [104]. Nghién ctru ctia Shigematsu
(2005), trén 519 bénh nhan ty I¢ nam/nir 1a 2/1 [105]. Shi Y va CS (2014),
nghién ctru trén 1482 bénh nhan & 7 nude chiu A cho thiy c6 643 bénh nhén nix
chiém ty 1¢ 43,4% va 839 bénh nhan nam chiém 56,6%, ty 1& nam/ nit 1a 1,31/1
[48], theo Li va cong su (2014), phan tich gdp trén 5125 bénh nhan théy co 3053
bénh nhan nam (59,6%) va 2072 bénh nhan nir (40,4%), ty 1¢ nam/ nir =
1,47/1 [106]. Theo Alma D. Campos - Parra va CS (2014), nghién ctlru trén
313 bénh nhan UTBMT tai Mexico, nir (59,7%), nam (40,3%), dudi 60 tudi
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(53,6%), trén 60 tudi (46,4%), Hung J va CS (2014), 573 BN UTBMT tai Dai
Loan, ty 1€ nam/nir (53,2%/46,8%), Yingying Miao va CS (2017), khi nghién ctru
trén 190 BN UTBMT ¢ giai doan IA qua phau thuét: nir (56,0%), nam (44,0%),
tudi trung binh 59 tudi(nhod nhét 29, 16n nhat 81 tudi) [107], [108], [109].

Nhu vy c6 thé thiy xu hudng chung trén thé gi6i ciing nhu ¢ Viét
Nam, UTP & nir giéi ngay cang tang diéu nay duoc 1y giai do ty 1& hit thude
14 ¢ nit giéi ngay cang ting. Hon nira, cung v6i nén céng nghiép phat trién
song song v&i 6 nhiém mdi trudng, hoa chat doc hai, dot bién gen ciing thay
d6i. Pong thoi, co thé cac yéu t6 phoi nhiém UTP & Viét Nam khac véi cac
nuéc Au - My, boi vay ¢ thé cé su khac biét vé ty 16 UTBMT ¢ 2 gidi cia
nghién ciru nay so véi cac nghién ctru trong va ngoai nude khac. Két qua
nghién ctru cia chung t6i phu hop véi xu hudéng phu nit mic UTBMT phdi
ngay cang cao trén thé gioi.

4.1.2. Tién sir va mirc d hit thudc 14, thude lao

Hut thudc 14 dugc coi 1a yéu té nguy co chinh gay nén UTP, khoang
90% trong s6 660.000 ca duoc chan doan UTP trén thé gidi ¢ hat thude 14.
Khoang 87% UTP dugc nghi 14 do hat thude 14 hodc phoi nhiém khéi thube 14
thu dong, trong khoi thudc 14 c6 khoang trén 7000 héa chat. Mirc do ting
nguy co phu thudc vao: tudi bt dau hat (hit cang sém nguy co cang cao), sb
bao - nim (cang 16n nguy co cang cao), thoi gian hat cang dai (nguy co méc
bénh cang 16n), hat thudc nguy co UTP cao gap 10 lan so v6i nguoi khong
hat thude [110]. Trong nghién ciru cta chung ti: 156/245 BN (63,7%) c6 tién
sir hut thude, 89/245(26,3%) khong c6 tién sir hut thude, sy khac biét ¢ ¥
nghia (p = 0,0001, 95% CI; 0,08 - 0,2). Mirc d6 hut: S6 bao/ndm tir 11- 30
chiém ty 1& cao nhat 63/156 BN (40,4%). Két qua nghién ctru twong dwong
v6i nghién ctu ctia Tran Nguyén Pha (2005), ghi nhan 64.2% BN c6 hut
thude [103]. Theo Azzoli va CS (2009), qua mot phan tich gop tir 22 nghién
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ctru trén dbi tuong bénh nhan chau A thiy ty 1¢ bénh nhéan c6 tién st hat
thudc 1a 41,7%. Ciing trong nghién ciru ndy, phan tich trén 5196 bénh nhan
khong phai ngudi chau A trong 18 nghién ctru thay ty 1¢ bénh nhan co tién st
hut thude chiém(71,7%) [111]. Theo nghién ciru ciia Dogan (2012), ty 1é bénh
nhan c6 tién st hit thude 14 chiém(72.6%), nghién ctru cia Alma D. Campos -
Parra va CS (2014), hat thude chu dong (57,1%), hut thu dong (42,9%),
Yingying Miao va CS (2017), c¢6 135/190 BN (71,0%) khong hut thudc,
55/190BN (29,0%) c6 hut thube [112], [107], [109].
4.1.3. Thoi gian tir khi c6 tri¢u chirg dén khi kham bénh

Phoi 14 co quan & sdu trong co thé, cac triéu ching thuong khong dic
hiéu, bénh tién trién Am tham, mit khac triéu ching 1am sang c6 thé gip &
nhiéu loai bénh khac nhau cta hé ho hép. O giai doan som, bénh thuong
khong c6 triéu chimg, khi c6 biéu hién bat thuong thi da & giai doan tién trién.
Chinh vi vy, vai trd cta cac bién phap chan doan phat hién sém UTP ngay tir
khi khong triéu ching, dac biét & nhitng ngudi nguy co cao la vé cung quan
trong. Trong nghién ctru cta chung t6i (¢ biéu do 3.3): Pa s6 (73,1%) BN tur
khi biéu hién triéu chimg dén khi di kham bénh trong thoi gian trén 1 thang,
trén thang (24,7%), dac biét co (4,5%) BN di kiém tra strc khoe dinh ky duogc
chan doan nghi ngd u phdi va duge 1am cac xét nghiém chan doan xac dinh
UTP. Diéu nay c6 thé thiy ring; vai tro cta viéc di kham kiém tra dinh ky rat
quan trong, cac bénh nhan dugc phat hién tinh cd qua chyp XQ tim phéi va
lam céac xét nghiém chan doan xac dinh UTP. Theo Lé Minh Hing (2014),
nghién ctru trén 51 BN UTP, triéu chtng trong vong thoi gian 6 thang chiém
(88,2%), trong do s6 bénh nhan dén kham khi xuét hién triéu ching trong
vong 3 thang chiém ti 1& (72,5%) bénh nhan, 68,8% bénh nhan dén kham
trong vong thoi gian 3 thang ké tir khi xudt hién triéu chimg dau tién dugc xac

dinh bénh & giai doan som (trude giai doan Illa) [113], nghién ctru Lé Hoan
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(2010), nghién ctru 69 bénh nhan UTP: (66,7%) bénh nhan di kham bénh
trong vong 3 thang dau ké tir khi xudt hién triéu ching va (8,7%) bénh nhan
di kham tinh c& dugce chan doan UTP [114]. Theo Pham Vian Thai va CS
(2014), phan 16n BN dén vién trong 3 thang dau ké tir khi ¢6 triéu chimg dau
tién, chiém 71,6%. Trong d6 17,3% tong sb truong hop dén vién trong 1
thang thi da c6 di can ndo [115].
4.1.4. Tri¢u chirng 1am sang

Biéu hién 1am sang cua UTP thuong xuét hién mudn, cac triéu ching
lam sang rat da dang, phong phu, bao gém cac triéu ching toan than, nhém
tri¢u chung ho hép, cac triéu chung lién quan dén su lan tda tai chd, triéu
chtng di cin cua khéi u va cac nhom triéu ching cua cac hoi chimg cén u.

Trong nghién ctru, chung toi nhan thiy: Nhom triéu chimg co ning hay
gap: dau nguc (89,0%), sut can (86,1%), ho khan (59,2%), mét moi (54,7%),
ho mau gap (16,7%), nubt nghen (2,9%). Nhom triéu chimg thuc thé hay gip:
HCNTR (32,2%), ral am, ral n6 (29,0%), hoi chung 3 giam (20,8%), cac hoi
ching cén u it gap hon: tiéng Wheezing (2,4%), hoi ching Cushing chi gip ¢
1/245 BN (0,4%). Nghién ctu cua ching t6i cling khd phu hgp so vdi cac
nghién ctru trude d6 vé 1am sang ciia UTP céc triéu ching co ning dau nguc
sut can hay gap hon. Theo Ngé Quy Chau va CS (2003), ghi nhan triéu chung
dau nguc (74,3%), ho khan (58,2%), gy sut can (48,7%), hach ngoai bién
(25,3%), hd1 chimmg Pancoast - Tobias (4,6%) [91]. Spiro SG va CS (2007),
ghi nhén tri€u ching ho khan (75%), sut can (68%), khé tho (60%), dau nguc
(20-49%), ho mau (35%) [116]. Theo Pass HI va CS (2005), dau nguc (30-
40%), ho khan (45-75%), ho méu (25-35%), kho thd (40-60%), gdy st can
(20-70%) [117], Mason RJ va CS (2010), dau nguc (27- 49%), ho khan (45-
75%), ho mau (27-57%), kho thd (37-58%), gdy st can (8-68%) [118]. Theo
Masters (2007), ti 1¢ dau nguc gap tur (30- 45%), ho khan gap tir (45-75%), ho
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khac dom hodc 1an mau gip (40%) [119]. Nghién ctru caa Tran Dinh Thanh
va cong su (2006), trén 225 bénh nhan UTP nguyén phat tai Bénh vién Pham
Ngoc Thach, ho khan va dau nguc 1a hai triéu chiing gap véi ti 1€ nhiéu nhat
(69,3%) va (64,4%) [120], Pham Van Linh (2010), c4c triéu chiing thuong
gip & bénh nhan ung thu phdi 13 dau nguc véi (42,5%) va ho kéo dai véi
(57,5%) [121], Lé Minh Hing (2014), céc triéu chimg ho hap 1 nhiing dau
hiéu thudng gip nhit, trong d6 dau nguc chiém ti 1& cao nhit (68,6%), tiép
theo 1a ho khac dom (33,3%) va ho khan (19,6%), ho mau(9,8%) [113]. Theo
Alma D. Campos - Parra va CS (2014), UTBMT ¢ giai doan IIIb va IV, cac
tri¢u chimg hay gap: kho thd (50,5%), ho (66,5%), sut can (44,4%), dau nguc
(41,2%), ho mau it gap hon (13,7%) [107].

Trong cac tip md bénh hoc ctia UTP thi UTBMT hay gip nhat, tiép do
1a UTBMTBYV, khi so sanh véi nghién ciru cua Nguyén Ngoc Bach (2014),
trén 86 bénh nhan UTBMTBYV: dau nguc chiém ty 1& (61,6%), ho khac
(17,4%), dau xuong khdp (20,9%), khan tiéng (6,0%) [122] . Triéu chimg dau
nguc cia ching t6i hay gip hon va ho ra mau chiém ty 1& thap hon c6 thé ly
giai do ddi twong nghién ciru cta ching toi & nhom tip UTBMT, u ¢6 thé &
ngoai vi nhiéu hon & trung tim nén hay gip nhom triéu ching nay hon, con
ho ra mau hay gip hon ¢ nhém u trung tdm do xam lan ph4 hity mach mau.

Qua nghién ctru ching t6i thiy rang tridu ching 1am sang cuia UTBMT
rat da dang khong c6 triéu ching dic hiéu, tuy nhién ddi chiéu so sanh véi cac
nghién ctru nhan théy tri¢u ching dau nguc, sut can, mét méi la cac tri€u
ching co nang hay gap hon, con ho ra mau it hon so véi UTBMTBYV, co6
truong hop con chua biéu hién triéu ching. Do do, viéc chu dong kham sang
loc cho nhing d6i tuong c6 nguy co va kham stc khoe dinh ky 13 quan trong
nham phét hién sém ung thu phdi tir d6 c6 nhitng phuong phap diéu tri hiéu

qua, cai thién tién lugng cho nguoi bénh.
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4.1.5. Cong thirc mau

S6 lwong HC thip nhit 2,71 G/L biéu hién tinh trang thiéu mau, cao
nhat 6,65 G/L, trung binh 4,4 T/L, s6 luong TC cao nhét 676 T/L c6 nguy co
gdy tdng dong mau. Theo Kosmidis va Krakowski (2005), c6 khoang 38%
bénh nhan thiéu mau trong bénh canh ung thu phdi, cac nguyén nhén thiéu
méau c6 thé do chay mau phé quan, thAm nhiém tuy xuong va cic cytokins
chdng viém [123].
4.1.6. Panh gia roi loan thong khi trén chirc niing hd hap

Trong nghién ctu, chung toi gap: (55,9%) khong c6 réi loan thong khi,
(24,1%) c6 16i loan théng khi tic nghén, (3,7%) c6 réi loan thong khi hdn
hop. Trong UTP danh gia su rdi loan thong khi c6 vai trd quan trong trong
chan doan bénh 1y phéi hop nhu bénh phdi tic nghén man tinh (COPD), tién
luong bénh nhan trudc phau thuat. Theo Poan Thi Phuong Lan (2015), trong
104 bénh nhan ton thuong dang u phdi duge do chic ning thong khi: khong
c6 truong hop nao ¢6 RLTK tic nghén muic d6 ning,(4,8%)trudng hop cé rdi
loan thong khi tic nghén mirc do nhe va vira [124].
4.1.7. Vi tri khéi u trén phim chup CLVT 1ong nguc

Trong nghién ciru ctia chung t6i: Khéi u gip ¢ ngoai vi (69,4%), khéi u
o trung tam (30,6%), su khac biét c6 y nghia (p = 0,001, 95% CI 0,75; 0,87,
One Sample Test). Khi phén tich theo vi tri 2 phdi nhan thay: Vi tri khdi u &
phoi phai (57,5%) nhiéu hon so v&i phoi trai (29,4%), thily trén hai bén gip
nhidu hon cac thuy khéc: trén phai (31,8%), trén trai (18,0%), giita phai
(5,7%), hai phdi (11,8%), trung that (1,2%). Nghién ctru cta chung t6i phu
hop véi nghién ctru ctia Tran Van Chuong (2015), trén 173 BN UTBMT gip &
ngoai vi (59,0%) nhiéu hon trung tim (41,0%), phdi phai (56,6%) nhiéu hon
phoi trai (43,4%), trong d6 thuy trén phai (31,2%), trén trai (28,3%), Cung
Van Cong (2015): 102 BN UTBMT; ngoai vi (55,9%) va trung tam (44,1%),
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ung thu biéu mo tuyén gip nhiéu nhéat ¢ thuy trén hai phoi, ti 18 x4p xi nhu
nhau: (31,4%) & bén phai, (29,4% ) & bén trai. Cac thuy con lai hai phdi ty 18
gdp la nhu nhau. Trong khi d6, UTBMTBYV u trung tam (55,7%), ngoai vi
(42,3%)) [41],[125]

Bing 4.1. So sanh mét s6 nghién civu vé vi tri u ciia UTBMT

Tac gia (nam, n) Ngoai vi (%) | Trung tam (%)
Sharma CP va CS (2002), n = 61[126] 61,7 38,3
Lederlin M va CS (2013), n=174 [84] 77,0 33,0
Tran Van Chuong (2015), n= 173 [41] 59,0 41,0
Cung Van Cong (2015), n=102 [125] 55,9 44,1
Chung t61 (2018), n=245 69,4 30,6

Vé mit hinh anh, theo quan diém phd bién tir trudc toi nay, ung thu
biéu mo tuyén thuong 1a cac khdi u don doc nam & phia ngoai vi, dudi mang
phoi. Ti 1& ung thu biéu md tuyén ngoai vi clia cac nghién ctru trude dy trén
thé gid1 vao khoang 50% (gém cac khéi u ngoai vi thuc sy va cd u ngoai vi
phat trién lan vé phia trung tdm), trong nghién ctru méi ddy cua Lederlin
(2013), ti 1& ung thu biéu mo tuyén ngoai vi 1én téi (77%), cao hon so vai
nghién clru cia ching to1 [84].

Ung thu phdi hay gap & phoi phai hon phdi trai, uu thé ¢ thuy trén 1a
két qua da duoc nhic t6i nhidu trong cac nghién ctru trong va ngoai nudc.
Theo Tran Vin Cudng (2015), 63 bénh nhan UTBMT tai Trung Tam Ho6 hip
— Bénh vién Bach Mai: khdi u ¢ thuy trén phdi phai (38,1%), 9,5% & thuy
giita phoi phai, (17,4%) khdi u ¢ thuy dudi phdi phai, (19,1%) thuy trén phoi
trai, thiy dudi phdi trai (15,9%). Tong cong (57,2%) khdi u ndm ¢ thuy trén
2 phoi [44]. Theo Patricia Rivera (2001): UTBMT phdi phai (58%), trai
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(42%), thuy trén hai bén 36% [127]. Phung Quang Thinh (2011), ty 1€ vi tri
khéi u cia UTBMT: Thuy trén phdi phai (38,2%), thuy gitta phoi phai(6,6%),
thuy dudi phoi phai: (26,2%), thuy trén phdi trai(18%), thuy dudi phdi trai
(16,4%) [49]. Yingying Miao va CS (2017), 190 BN UTBMT: phdi phai
(65,0%), phoi trai (35,0%), trong d6 thiy trén phai (39,0%), trén trai (24,0%),
thuy giita phai gap thap nhat (5,0%) [109]. Theo Zhi-Gang-Chu va CS (2011),
trong s6 cac loai ung thu phdi & ngoai vi, loai mdé hoc phé bién nhét 13 ung
thu biéu mo tuyén, ty 1é nay di thay thé ung thu biéu mé té bao vay trong
nhitng nim gan déy, kich thudc khdi u < 2,0 cm, diéu nay cé vai trd quan
trong trong tién lugng va diéu tri, dic biét la phéu thuat [128].

Tir két qua nay cé thé khang dinh; UTBMT hay gap nhiéu hon ¢ ngoai
Vi, so vOi1 trung tdm va hay gap ¢ bén phai hon so v61 bén trai, thuy trén hai
bén so vdi cac vi tri khac.

Khi phan tich méi lién quan gitta vi tri u véi gi6i (Bang 3.8), chiing t6i
nhan thy: khdi u ngoai vi va trung tdm & nam lan luot: (67,1%) va (68,0%), &
nit gidi u ngoai vi (32,9%), trung tam (32,0%), sy khéac biét nay khong cé y
nghia (p = 0,885). Nghién ctru cua ching t61 phu hop véi Cung Van Cong
(2015); Trong 116 BN nam, ty 1¢ gip u phdi trung tdm va ngoai vi xap xi
nhau, 1an luot 13 49,1% va 50,9% [125].

Tuy nhién khi phan tich theo vi trf phan thuy, thdy rang u c6 xu huéng gip
¢ thuy trén phai ¢ nam (69,2%), thuty trén phai & ntr (20,8%), thuy trén bén trai ¢
nam (77,3%), trén trai & nit (22,7%), su khac bi¢t c6 y nghia (p = 0,034).

Két qua (Bang 3.9), xét mdi lién quan gitra vi tri khdi u véi tién st hut
thudc: Khong c6 su khac biét vé vi tri khdi u véi tién st hut thude (p=0,51).
Mat khac, khi danh gia sy di can cta vi tri u : Khdi u ngoai vi khong di can
(74,6%) nhiéu hon so v&i ¢6 di can (56,9%), (p=0,03, test y?), khong ¢ su

khac biét vé sy di can cua khoi u trung tdm (p = 0,1).
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4.1.8. Kich thwéc khoi u trén phim chup CLVT Idng ngue

Nghién ctru ciia ching t6i (Biéu d6 3.5): Kich thude khdi u trung binh:
34,9 + 14,5 mm, nho nhat 7,0 mm, 16n nhat 92mm, trong d6 nhoém khdi u co
kich thudc 30 — 50 mm chiém ty 1é cao nhit (46,5%), sau la nhém < 30 mm
chiém (39,6%), nhom kich thudc > 70 mm it nhat (2,0%). Nghién ctru cia
chung t6i twong dbi phtt hop véi Rami- Porta (2015), ghi nhan trén 8807 bénh
nhan UTP c6 (13,0%) bénh nhan c6 kich thudc u nhé hon 2 cm, (16,0%) kich
thudc u tir 2-3 em, (53,0% ) kich thudc u tir 3-5 cm, khéi u tir 5-7 cm (13,0%)
va ty 18 khdi u 16n hon 7 cm 13 (5%) [129], tuy nhién co6 sy khac biét so véi
Phung Quang Thinh (2011), u ¢6 kich thudc < 30 mm chiém (53,1%), u ¢o
kich thudc tir > 30 dén 50 mm (31,2%), u > 50 mm (15,6%) do tac gia nay
dua trén bénh phém 1a khéi u sau phau thuat nén nhém < 30 mm chiém ty 1€
cao hon [49]. Khi so sanh véi tac gia khac: Cung Van Cong (2015), khdi u co
kich thudc trung binh: 61,3 + 24,84 mm thi kich thudc cua ching t61 nhdé hon
[125]. Hung J va CS (2014), 573 BN UTBMT kich thudc trung binh 2,8 + 1,4
cm, nho hon so véi cua chung toi [108]. C6 thé thdy cic bénh nhan trong
nghién ctru tai Viét Nam va nghién ciru cua chung t6i, khéi u c6 kich thudc
16m hon, bénh khong dugc phat hién sém.

Nhin chung, nét hay khdi bat thudng & phdi co6 nguy co 4c tinh ti 16
thuan véi kich thuéde, trong d6 tén thuong kich thudc cang 16n thi ¢6 nguy co
ac tinh cang cao, ton thuong > 30 mm thi trén 90% la 4c tinh, mac du vay
ciing khong c6 giéi han dudi cho kich thuéc cua tén thuong ac tinh. Theo
Stephen J. Swensen va CS (2005), kich thudc khéi u < 4 mm theo dbi trén
2038 bénh nhan, nguy co ac tinh sau 5 nam 1a (0%), khéi u 8 — 20 mm, nguy
co 4c tinh (15%), con véi nhom khdi u trén 30 mm nguy co 4c tinh khoang
(75,0%) [130]. Kich thudc khdi u khong nhirng danh gia nguy co ac tinh ma

con ¢6 anh hudng 16n t6i tién luong bénh. Khdi u c6 dudng kinh nho thuong
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c6 tién lugng t6t hon. Theo Wisnivesky (2005), khdi u dudng kinh dudi
15mm thi ty 1& bénh giai doan I 13 (54,0%) so véi (46,0%) néu dudng kinh tir
16 dén 25mm, (34,0%) néu duong kinh tir 26 dén 35mm, (25,0%) néu dudng
kinh 36 dén 45mm va (15%) néu dudng kinh trén 45mm [131].
4.1.9. Pic diém hinh dang va mit d6 khdi u trén CLVT 16ng nguc

Vé hinh dang ciia khdi u (két qua bang 3.11): Khéi u c6 hinh dang nhin
(19,6%), da cung (33,1%), khdi u dang tua gai (47,3%). Nghién ctru cia
chung t6i twong dbi phu hop véi Cung Vin Céng (2015), trong 141 BN
nghién ciru, bo tua gai va da cung chiém ti 1é cao nhat 1an luot 1a (41,1%) va
(34,8%), sd trudong hop u nguyén phat c6 bo tron nhin chiém (24,1%) [125].

Ngay nay, mot quan niém kha phd bién trong thyc hanh 1am sang d6 1a
cac khdi u 4c tinh thi thudng c6 bd da thuy hodc tua gai trong khi cac khdi u
c6 tinh chat lanh tinh thi c6 duong bo tron nhan. Theo Lé Tién Diing (2000),
hau hét cac u phdi 4c tinh déu c6 duong bd nham nhé, nhiéu mai, nhidu cung
hay hinh tua gai (96%), Doan Thi Phuong Lan (2015), trong 69 BN UTP, bo
khong nhdn 53/69 BN (76,8%) [23], [124]. Dau hiéu bo tua gai réat c6 gia tri
trong chan doan UTP, mic du ddu hiéu ndy ciing c6 thé gip trong mot s cac
ton thuong lanh tinh khéac nhu viém phéi t6 chirc hoa, u lao hay trong cac khoi
x0 hoa trong bénh phoi silicosis. Dau hiéu dugc mo ta 13 xuét hién hinh anh cac
dai ting ty trong manh tir bo ton thuong lan ra nhu mé phoi xung quanh. V& mit
mod bénh hoc, hinh danh b tua gai phan anh hién tugng co kéo t6 chirc ké lién
tiéu thuy vé phia khdi u. Trong trudng hop c6 hién tuong tham nhiém cua t6
chirc u ra lan can hodc phu, xo héa td chirc k&, cac dai ting ty trong ndy co thé
day hon. Khoang 90% cac khdi co bo tua gai 13 ton thuong ac tinh [24].

Khi danh gia vé mat do ctia khdi u trén phim chup CLVT long nguc
trong nghién ctru chiing t6i nhan thay: ddc hoan toan (29,4%), dic mot phan

(57,1%), khéi u c6 hoai tir (12,2%), dang kinh mo (1,2%), nghién ctru ¢ su
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khéac biét vo1 Cung Van Cong (2015), dac hoan toan (90,8%), dang ban dac
(5,7%), dang hang (2,8%), dang kinh m¢ (0,7%) [125]. Theo Mathieu Lederlin
va CS (2013), 174 trudng hop UTBMT: (62,7%) u c6 mat do dic, (1,1%) khéi u
cho kiéu hinh dang kinh md, (36,2%) khéi u dang dic mot phan [84].

Trudc day dé dinh nghia mot tén thuong & phoi, ngudi ta thudng chi sir

13 A

dung thuat ngir “ndt” (cho ton thwong < 3cm) hoic “khbi” (cho ton thuong >
3cm). Hién nay, v6i viéc may chup CLVT da ddy dugc st dung phd bién
trong chan doan cac bénh 1y & phdi, cac tic gia con dua ra cac thuit ngit vé
mat do ton thuong gém: dac hoan toan (solid), dac khong hoan toan
(subsolid), trong d6 cac ton thuong dic khong hoan toan lai dugc chia 1am hai
dang ban dic (part - solid) va dang kinh mo (ground glass). Ton thuong dic
khong hoan toan duogc dinh nghia 13 ton thwong gém ca thanh phan ty trong
md mém 1an kinh mo (ty trong cao hon nhu md phdi 1an can nhung lai thap
hon ty trong mach mau) va dugc chia lam hai loai chinh 1a ban dac (co ca
phan dic va kinh mo) va kinh md hoan toan. Ton thuong ban dic hay gip
trong cac ung thu giai doan sém, hinh anh CLVT cua UTBMT hay gédp &
ving ngoai vi ciia phdi véi tinh chit dang kinh md hoic dang ndt don doc véi
bo nhan hay dang khéi dic, trong khi 46 UTBMTBYV hay gip & trung tam hon
va c6 hoai tu [132], [133].
4.1.10. Pic diém ton thwong khoi u trén phim chup CLVT ldng nguc
Trong nghién ctru, chung t6i gap: Ton thuong dang khdi hay gip nhét
(44,5%), dang ndt don doc (24,1%), dang viém phdi (13,9%), u vé tinh
(8,2%), xep phdi (4,5%), dang hang (3,7%), dang kinh md it gap nhat (1,2%).
Theo Lederlin (2013), 174 UTBMT, ti 1& cac nbt don doc chiém (37,4%),
Yingying Miao va CS (2017), 190 BN UTBM, u dang khdi tron (63,7%),
dang kinh mo (13,1%) c6 su khac biét so voi véi nghién clru cua chung toi,

do nghién clru nay trén bénh nhan dugc phéu thuat ¢ giai doan IA va trén
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phim chup cat 16p phan giai cao [84], [109]. Viéc kiém soat cac ton thuong
dic hoan toan di dugc dé cap dén trong y van tir 1au. Tuy nhién viéc kiém
so4t cac ton thuong dic khong hoan toan thi méi duoc chi ¥ dén trong thoi
gian gan day, chu yéu do tan sudt xuét hién cua cac ton thuong niy trong cac
nghién ciru vé sang loc sém UTP bang CLVT. Trong nghién ctru ELCAP
(Early Lung Cancer Action Project), Henschke va cong sy (2002), nhén thay
trong s6 cac ndt don doc tai phéi dugc phat hién, tan sudt xuit hién cla cac
ndt dic khong hoan toan 1a 19%, khi chia thanh hai nhoém ban dac va kinh
mo, cac tac gia thay ti 1& 4c tinh clia cac ndt ban dic 1a 63% so voi 18% cia
cac ndt dang kinh mo [134].

Khi so sanh voi dic diém ton thuong khéi u trén phim chup CLVT véi
Nguyén Ngoc Bach (2014), trén 86 BN UTBMTBV: ton thuong dang khdi
(81,4%), dang ndt (8,1%), ton thuong xep phdi (7%), hoa hang (12,8%) [122].
Chung t6i nhan thdy; UTBMT ngoai ton thuwong hay gip dang khéi nhu
UTBMTBYV thi dang ndt don doc gap nhiéu hon, con hoai tir dang hang gap it
hon. Theo Yanchen Ren va CS (2017), trong 207 bénh nhan UTP & ngoai vi
thi khdi u dang khdi tron hodc bau duc 113/207(54,6%), u dang viém phoi
36/2017(17,4%), u c6 tran dich mang phoi 19/207(9,2%), u c6 canxi hoa
28/207 (13,5%) [135].

4.1.11. Céc ton thwong phdi hop trén phim chup CLVT long nguc

Céc t6n thuong phdi hop duoc néu trong Bang 3.12, nhin chung cac
dau hiéu phdi hop gém 4 nhom: cac ddu hiéu lién quan dén ton thuong phé
quan, cic dau hiéu cua khoang mang phoi, cac ddu hiéu nhu mé va cac dau
hiéu lién quan téi xam 14n thanh ngyc — trung that — co hoanh.

Trong nghién ciru chung t6i thay: (37,1%) khong cé ton thwong phdi
hop, tran dich mang phdi (20,8%), tran dich mang tim (2,0%), xam lan trung
that (9,8%), xam lan thuc quan (0,8%), xam 14n nhoém hach trung that it gap
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hon: hach rén phdi cing bén (1,6%), hach ron phdi dbi bénh (2,0%), dudi
carina (3,9%). Da s6 cac truong hop di can bach mach 1a do céc té bao u bam
& thanh céc tiéu dong mach ciia phdi xAm nhép vao to chirc k& va di vao bach
mach. Hiém gip hon 1a truong hop u di can vao hach rdn phdi sau d6 té bao u
tiép tuc lan tran theo bach mach trong phéi. V& mit vi thé co thé quan sat théy
té bao ung thu xuat hién trong cac vach lién tiéu thiy va mé k& quanh mach
mau 1am day cc thanh phan nay. Trén anh chup CLVT d6 phan giai cao hinh
anh di can bach mach duoc biéu hién dudi dang day vach lién tiéu thuy, day
t6 chtrc k& quanh mach mau va day cac ranh lién thuy [136] .

Vé dau hiéu tran dich mang phéi: Theo Yanchen Ren va CS (2017),
trong 207 BN UTP & ngoai vi thi u c6 tran dich mang phéi 19/207(9,2%),
Cung Vin Céng (2015), tran dich mang phdi (23,4%) [135], [125]. C6 nhiéu
nguyén nhan khac nhau c6 thé dan ti tran dich mang phoi & BN UTP nhu do
di can mang phdi, do tic nghén bach mach & rén phoi hodc do viém phoi két
hop. Tran dich mang phéi dugc coi 1 4c tinh khi tim thay té bao ung thu
trong dich mang phoi, khi d6 BN duogc xép loai giai doan IV véi Mla theo
bang phan loai TNM 7. No6i chung, bénh nhan UTP ma co6 tran dich mang
phoi thi tién luong thuong kém, ngay ca khi khong tim thiy té bao 4c tinh
trong dich mang phoi [137].

4.1.12. M6i lién quan giira vi tri khéi u véi tién sir hat thude va s di cin

Nghién ctru cua ching toi nhan thiy; Khong c¢6 sy khac biét vé vi tri
khdi u voi tién sir hat thude (p = 0,51, Fisher S Exact Test ). Tuy nhién ¢0 su
khac biét vé vi tri khdi u véi su di can : Khdi u ngoai vi khong di can (74,6%)
nhiéu hon so vé&i ¢6 di cin (56,9%), su khic biét co y nghia (p=0,03, test 1?),
khong c6 su khac biét vé sy di can cta khéi u trung tdm (p = 0,1). Diéu nay
c6 thé Iy giai UTBMT vung ngoai vi hay di cdn mang phdi va cac thanh phan
khac cua 1dng nguc 1an can nhu xwong suon, nguoc lai u trung tim hay di cin

trung that va ving 14n can.
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4.1.13. Phan chia giai doan TNM

Phén chia giai dogn T: Nhém T4 gip (35,9%) chiém ty 1¢ 16n nhét,
sau dén T 2a (18,8%), it nhat T2b (5,7%) (Bang 3.12). Nghién ctru ndy twong
d6i phu hop vé6i Tran Vin Cuong (2015), 63 BN UTBMT 2 nhém T hay gip
nhat 12 T4 va T2a véi cac ty 18 1an lugt (39,7%) va (25,4%) [44]. So sanh véi
cac tac gia nudc ngoai thi co su khac biét, khbi u trong nghién ctru ciia chung
t6i bénh van con khoang 1/3 & giai doan mudn. Theo mot phan tich gop cua
Asamura (2015), thdy ty 1& bénh nhan ¢ giai doan T1 1a 52%, giai doan T2
la 34%, giai doan T3 la 9,6% va giai doan T4 1a 4,4% [138]. Goldstraw
(2007) théy 5,2% bénh nhan ¢ giai doan Tla, 5,5% & giai doan T1b, 18,1%
bénh nhan ¢ giai doan T2a, 5,7% bénh nhan & giai doan T2b, 62,1% bénh
nhan ¢ giai doan T3, 3,4% bénh nhan & giai doan T4 [139]. Hung, J va CS
(2014), T1a (18,0%), T1b (11,0%), T2a (59,0%), T2b (1,9%), T3 (6,6%), T4
(3,5%) [108].

Phédn chia giai dogn N: Nhom hach NO chiém ty 1€ cao nhat (57,1%),
sau dén nhom N2 (28,2%), nhom N1 chiém ty 1& thap nhat (5,7%), nhom N3
(9,0%). Nghién ctru ciia Tran Van Cuong (2015), NO (50.8%), N1(6.4%), N2
(25.4%), N3 (17.4%) [44], Nguyén Xuan Canh (2012), ghi nhan 26,3% bénh
nhan ¢ giai doan NO 3,5% s6 bénh nhan di can hach giai doan N1 42,1% )
bénh nhan di can hach giai doan N2 va 28,1 % s6 bénh nhan c6 di can hach
¢ giai doan N3 [140], Lé Hoan (2010), nhan théy c6 59,5% bénh nhan ¢ giai
doan NO 10,1% bénh nhan ¢ giai doan N1 21,7% bénh nhan ¢ giai doan N2
va s6 bénh nhan & giai doan N3 chiém 8,7% [114]. Rush (2007), phan tich
gop trén 38265 bénh nhan: (51,7%) bénh nhan & giai doan NO, (9,5%) bénh
nhan & giai doan N1, (30,4%) bénh nhan ¢ giai doan N2 va (8,4%) bénh nhan
¢ giai doan N3 [141], Romi- Porta (2007), 33.7% b¢nh nhan khong c6 di can
hach (NO) [142].
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Phén chia M: Tit ca cac bénh nhan nghién ctru déu duoc lam cac xét
nghiém tim di cin xa gdm: chup cong hudng tir so ndo, siéu 4m bung, xa hinh
xuong hoac chup cdng hudng tir toan than hoac chup PET/CT.

Trong nghién ctru cua ching t61; Chua co biéu hién di cin MO (50,2%),
c6 di can giai doan Mla (22,4%), di can giai doan M1b (27,4%). Theo Lé
Hoan (2010), (62,3%) bénh nhan & giai doan MO, (13,1%) bénh nhan & giai
doan Mla va (24,6%) bénh nhan & giai doan M1b, Tran Vin Cudng (2015),
giai doan M1b (33,3%), giai doan Mla (17,5%) va giai doan MO (49,2%)
[114], [44]. Cac phuong tién dé danh gid phan do M khong xam nhap gom
chup CLVT, cong hudng tur, xa hinh xuong va PET. Trong d6 chup CLVT
duoc st dung dé danh gia khdi u nguyén phat cling nhu phét hién cac ton
thwong tht phat & gan, lach, thuong than 1a chi yéu. Trong danh gia ton
thuong thir phat & xuong, cong huong tir va PET to ra ¢6 gia tri cao hon han
so v6i xa hinh xuwong. D6i v6i phat hién di cin ndo, cong hudng tir 1a phuong
phap tét nhat do c6 d6 nhay cao hon so v6i CLVT trong khi khu vuc nay lai 14
vung han ché cua PET, dic biét 1a v6i cac ton thuong nho [137].

Ddnh gid giai dogn TNM: UTP & giai doan mudn chiém ty 1é cao nhét,
trong do giai doan 1V(50,2%), giai doan IIIb (8,6%), giai doan tir la - Illa
(41,2%). Nghién ctru nay ciing twong ddi phu hop véi cac nghién ctru khac
trong nudc déu c6 nhan xét UTP phat hién khi diéu tri nodi tra da sb & giai
doan mudn; Lé Hoan (2010), giai doan IV (37,7%), 1lIb (8,8%), la - Illa
(53,5%), Tran Vin Cuodng (2015), Ia (4,8%), bénh nhan ¢ giai doan Ib
(14,3%), giai doan Ila (6,4%), bénh nhan ¢ giai doan IIb (3,2%), giai doan
[ITa (11,1%), giai doan I1Ib (9,5%) va nhiéu nhét 1a giai doan IV vai (50,8%),
Cung Van Cong (2015), 102 BN UTBMT; giai doan IV(52,9%), I1Ib (19,7%),
I-I1a (77,4%) [114], [44], [125]. So véi mot sb tac gia nude ngoai thi két qua
c6 phan khac biét; Theo Zhiyong Liang va CS (2010), giai doan I chiém
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(51,9%), giai doan II (12,8%), giai doan III (24,8%), giai doan IV (10,5%)
[143]. Nghién ctru cua Younghye Kim va CS (2011), UTBMT giai doan TA
chiém (27,1%), giai doan IB (32,7%), giai doan (IIA 13,1%), giai doan IIB
(9,3%), giai doan IITA (17,8%) [144]. Nghién clru ctia chung t61 twong ty nhu
nghién ctru ctia Lynette M.Sholl, Beow Y.Yeap, A. John Iafrate va CS (2009),
giai doan I chiém ty 1& (45,0%), doan IIA chiém ty 1 thap nhat (14,0%), giai
doan IIB chiém ty 1& (5,0%), giai doan IIIA (23,0%), giai doan IIIB (3,0%),
giai doan IV (11,0%) [145]. Yu-Jie -Dong (2016), giai doan I-11 (48,9%), giai
doan III-IV (51,1%) [146].

Tir mot s két qua so sanh nay c6 thé khang dinh UTMBT trong nghién
ctru bénh duoc phat hién ¢ giai doan con muon, do dé6 anh hudng 16n dén tién
lwong va diéu tri.

4.1.14. Tén thwong trén ndi soi phé quan

Trong chan doan ung thu phdi, ndi soi phé quan 1a mot cong cu hiru
hiéu cho phép khao sat bén trong long phé quan, sinh thiét bénh pham lam mo
bénh gitp chan doan xac dinh [36].

Trong nghién ctru ctia ching t6i: Trong 245 BN UTBMT, két qua nhan
thay: Khong phat hién thiy ton thuong trong 1ong phé quan (59,2%), ¢ ton
thuong trong long phé quan (40,8%), su khéac biét c6 y nghia (p = 0,035, test
v?). Nghién ctru cua ching t6i twong dbi phu hop voi Tran Van Cudng (2015),
63 bénh nhan UTBMT, khong c6 ton thuong trong long phé quan chiém
(58,5%) [44]. Piéu nay c6 su khac biét 16n véi Nguyén Ngoc Béach (2014),
nghién ctru trén 86 bénh nhan UTBMTBV két qua nhan thiy c6 73/86 BN
(84,9%) c6 ton thuong trong 10ng phé quan, do khéi u cua tip t& bao nay hay
xam 14n vao trung tam [122].

Khi phén tich mbi lién quan gifta vi tri khéi u ¢ khu vuc ngoai vi va

trung tim voi ton thuong khi ndi soi phé quan, két qua cho thdy: Khéi u &
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ngoai vi khong thay ton thuong khi noi soi phé quan 129/170 BN (75,9%),
cao hon so véi nhom co6 ton thuong 41/170 BN(24,1%). Nguoc lai, khdi u ¢
trung tAm c6 ton thuong 59/100BN (78,7%) cao hon so v6i nhom khong thiy
t6n thuong 16/100BN(21,3%), su khac biét c6 ¥ nghia (p < 0,001, test ).

Piéu nay hoan toan c6 tinh logic vai dic diém trén CLVT 16ng nguc do
khéi u & ngoai vi trong nghién ctru nhiéu hon 6 rét so véi khdi u & vi tri trung
tam (69,4%) so véi 30,5%). Hon nira, ngoai cac uu diém quan sat bén trong
long phé quan, sinh thiét ton thuong niém mac phé quan, sinh thiét khdi u
xam l4n 16ng phé quan thi ndi soi phé quan c6 nhuoc diém rit kho sinh thiét
khéi u & vi tri ngoai vi néu khong sir dung man huynh quang ting sang hoic
noi soi phé quan thé hé méi nhu ndi soi phé quan dinh vi dién tir. Do vay
trong nghién ciru, khdi u & ngoai vi khong phat hién thay ton thuong khi noi
soi phé quan chiém ty 1& 16n (75,9%).

Vi tri ton thuong trén ndi soi phé quan (Bang 3.16): Ton thuong qua
ndi soi phé quan & phdi phai 60/100 BN (60,0%), nhiéu hon so véi phoi trai
39/100 BN (39,0%), Carina chi c¢6 1/100 BN (1,0%). Vi tri ton thuong thuy
trén phai 18/100 BN (18,0%), thuy trén trai 23/100 BN (23,0%) hay gap hon
so vo1 cac vi tri khac.

Hinh thai ton thuong khi noi soi phé quan trong nghién ctru: hay gip
nhat: Tham nhiém niém mac phé quan 38/100 BN (38,0%), tiép dén 1a chit
hep long phé quan 25/100 BN (25,0%), u sui trong 1ong phé quan 21/100 BN
(21,0%), de ép tir bén ngoai gy hep long phé quan (10%), it gip 1a chay mau
trong 10ng phé quan (3,0%). Trong s6 41 bénh nhin & ngoai vi c6 ton thuong
khi noi soi phé quan: hinh anh thAm nhiém niém mac phé quan va de¢ day long
phé quan tir bén ngoai hay gip nhat voi ty 18 1an lugt 20/41BN(49,1%) va
12/41BN(29,3%). U sui va chdy mau trong long phé quan it gip nhat.
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Theo Hoang Hong Thai (2008): Tén thuong hay gip trong UTP qua ndi
soi phé quan: thAm nhiém niém mac phé quan (13-42%), u sui trong long phé
quan (22-55%), chit hep (24-30%), bit tic 1ong phé quan (9,5%), dé ép tir bén
ngodi vao (3-21%), cwa phé quan né gidn rong (5,02- 52,53%), viém cip
(8,6%), loét chay mau (9,79%), u 16i vao 1ong phé quan (3,86%), viém mu -
viém man (7%), chay mau don thuan (0,88%), khong thay ton thuong (3-
20%) [147], Lé Hoan (2010), thAm nhiém (42,4%), u sui (24,2%), d¢ ép tur
ngoai (15,2%), phu né (9,1%) [114]. Két qua co ddi chit khac biét do nhom
cua céc tac gia ¢ nhitng bénh nhan UTP noi1 chung.

4.2. PHAN LOAI MO BENH HOC VA POT BIEN GEN EGFR
4.2.1. Cac bénh phim dinh tip mé bénh hoc

Két qua cua ching t6i: bénh pham dinh tip MBH duogc 1y qua sinh
thiét xuyén thanh nguc duéi huéng din cia CT scanner chiém ty 1& cao nhit
147/245BN (60,0%), sau dén 1a sinh thiét qua noi soi phé quan 51/245BN
(20,8%), sinh thiét mang phéi mu (9,4%), 1am cell —block dich (5,3%), hach
ngoai vi (3,3%), ¢6 2 bénh nhan (0,8%) dugc sinh thiét qua ndi soi mang
phoi, 01 bénh nhan(0,4%) duogc sinh thiét xwong chiu do chup nghi ngd di
can xuong chiu & bénh nhan nam 58 tudi (ma tiéu ban SI 1465) va dinh tip
MBH c6 ngudn gdc ung thu biéu mé tuyén tai phdi. Két qua nghién ciru cua
chung t6i STXTN cao hon so v6i Hoang Hong Thai (2008), 50,5% céc trudng
hop UTP duoc STXTN dudi CLVT dé lay bénh pham chan doan [147]. Diéu
nay co thé giai thich, UTBMT nam & ngoai vi nhiéu hon so véi trung tim nén
phuong phép sinh thiét cit xuyén thanh nguc duéi huéng din cia CLVT lay
bénh phém hiéu qua va duogc st dung nhiéu nhit. Gia tri chan doan cua ky
thuat di dugc ching minh qua rat nhiéu nghién ctru, mot nghién ctru gan day
tai Trung Tam HO hép — Bénh vién Bach Mai ctia Boan Thi Phuong Lan
(2015), sinh thiét cat xuyén thanh nguc dudi hudng dan cia CLVT chan doan
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ban chat ton thwong khdi u trén phim CLVT long nguc két qua: Trong 128
lugt STXTN dudi huéng dan ciia CLVT trén 104 bénh nhan nghién ctru c6
127 (99,2%) luot 1y dugc bénh pham xét nghiém, gia tri chan doan cua k¥
thuat: do dac hi¢u, gia tri du doan duong tinh, gia tri du doan am tinh, xac
xuit chan doan dung twong tng: 92,6%, 97,1%, 98,5%, 87,2%, 94,2% [124].
4.2.2. Cac phuong phap dinh tip MBH UTBMTPQ

Trong nghién ciru cta chung t6i: Pa s6 cac bénh nhan 200/245BN
(81,6%) dugc dinh tip MBH bang phuong phap nhuoém thuong quy HE va
PAS, c6 45/245BN (18,4%) duoc dinh tip bang nhuém héa mé mién dich.
Theo Tran Vin Chuong (2015), trong 173 BN UTBMT nhudém HE va PAS
dinh tip o rét 147/173 (85,0%), William Sterlacci va CS (2012), khi nghién
ctru dinh tip trén 371 bénh nhan UTBMKTBN, ty 1¢ phan loai bang phuong
phép HE, PAS 75,2% [41], [148].

Phuong phap nhuém HE 1a phuong phép co ban va thudng quy nhat
dugc ap dung cho tat ca cac phong xét nghiém giai phau bénh trén toan thé
gidi khong chi cho bénh pham sinh thiét phoi ma con cho tat ca cac loai bénh
pham. Piy la phuong phap nhudém lién tiép hai loai phdm nhudm Ia :
Hematoxylin va Eosin, Hematoxylin 1a phdm nhudém base diung dé nhuom
nhan con Eosin 14 phim nhudm acid ding dé nhudém bao twong. Qua trinh
nhudm nhan la nhudém tang dan, chi dung lai khi bit mau tdi wu. Qué trinh
nhudm bao twong lai 1a nhuém giam dan, nghia la dé cho bao twong bat mau
that dam roi téy bot di bé‘mg cach “biét hoa” trong mot loai cOn néng do thép.
Két qua nhudém: Nhan té bao xanh dén xanh den, bao twong té bao hong dén
dé, soi tao keo h@)ng nhat.

Bén canh d6 1a phuong phap K§ thuat nhudm chat nhay (PAS- Periodic
Acid-Schiff); Dya trén nguyén 1y tac nhan oxy hoa la acid periodic pha vo céac

lién két giita 2 cacbon ciia mot s6 nhom hoa hoc dé hinh thanh cac aldehyt.
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Nguoi ta phat hién duoc cac aldehyt ndy 13 nhd chiing bat mau do véi thude
thir Schiff. Ky thuat nay dugc ap dung trong chin doan MBH cia UTP véi
muc dich phét hién chat nhiy & ndi bao ngoai bao. Két qua dwong tinh khong
chi cho phép khing dinh tip UTBMT con cho phép khang dinh cac thi tip
UTBMT (dic, nhdy, té bao nhin), UTBMV, UTBM kém biét hoa va xac dinh
bién thé cia UTBMTBN t6 hop voi UTBMT. Két qua nhuém PAS nhan té
bao c6 mau den, ndm va chit nhdy mau hong d6, chit nén mau ve.
4.2.3. Phan tip MBH ung thw biéu mé tuyén IASLC/ATS/ERS 2011 va
mot s6 mdi lién quan
4.2.3.1. Phan tip MBH ung thw biéu mé tuyén IASLC/ATS/ERS 2011

Ung thu phoi 12 nguyén nhan hang dau giy tir vong do ung thu trén
toan thé gidi, ty 1é tir vong c6 xu hudng ting dan, trong cac tip MBH ctia UTP
thi UTBMKTBN chiém khoang 85% va 15% 1a UTBMTBN, trong cac phan
tip cia UTBMKTBN thi UTBMT chiém ty 1é ngay cang gia ting, dic biét tai
cac nudc Chau A [5]. Chan doan phéan tip MBH c6 vai trd cuc ky quan trong
trong chan doan va tién luong diéu tri bénh. Chinh vi Iy do nay, tir lau cac nha
bénh 1y hoc, gidi phau bénh hoc nghién ctru dua ra nhiing phan loai MBH chi
tiét, khach quan, vira c6 y nghia thuc té trong chan doan va tién lugng diéu tri,
dac biét hon ngay nay véi sy phat trién cia sinh hoc sinh tir, cac dot bién
dugc tim ra, kém theo d6 1a cac phuong phéap diéu tri dich phan tir da cai thién
dang ké chat luong cudc sdng cho bénh nhan. Gan day, mot phan loai MBH
cia UTBMT phé quan duoc dé xuit boi: Hiép hoi nghién ciu ung thu phoi
quéc t& (IASLC), Hoi 16ng nguc My (ATS), Hoi ho hap Chau Au (ERS) dé
xuat sir dung mo ta mot cach toan dién voi cac phan tip: dang chum nang,
dang nhu, dang vi nhu, dang ddc. Su lién quan cia phan loai méi nay nam &
chd c6 nhiing diém khac biét vé cac dic tinh va tién luong cta bénh vé cac
yéu t6 nguy co khac nhau lién quan dén UTP, c6 thé anh huong dén cac quyét

dinh diéu tri d3c hiéu va giam nhe. Hon nira, phan loai nay chan doan phan tip
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chi tiét UTBMT nham muc dich c4 thé hoa diéu tri bénh [80]. Nam 2015,
phan loai nay cho UTBMT véi sinh thiét nho tiép tuc duoc To chirc Y té thé
gidi ap dung, 1a mot phan loai méi nhat cho UTBMT hién nay [149]. Ké tir
khi c6 phan loai MBH méi nay cia UTBMT & phoi, dd co rat nhiéu nghién
cru vé& ¥ nghia ctia phan loai dic biét trong chan doan can chi tiét hon, lién
quan da nganh 14m sang, chan doan hinh anh, sinh hoc phan tir theo dai dap
g diéu tri, voi xu huéng ngay cang ca thé héa voi tirng phan tip nho.

Trong nghién ctru ciia ching toi: Phan tip dang chim nang gap nhiéu
nhat (47,3%), dang nha (15,5%), dang lepedic (11,8%), dang dic (10,2%),
dang vi nha (9,0%). Cac bién th¢ UTBMT dang nhdy (3,3%), dang keo
(1,6%), dang té bao sang (0,8%), bién thé dang thai (0,4%). Nghién ctru ciia
chung t6i twong ddi pht hop véi mot sd nghién ciru trén thé gidi va Viét Nam
trong thoi gian gan day vé phan tip UTMBT theo phan loai méi nay két qua
loai chum nang 13 phén tip gip nhiéu nhit cia UTBMT, cac bién thé tuy theo
tirng nghién ciru phan bo khong déu nhau.

Bing 4.2. So sanh mét so6 nghién civu vé phén tip MBH ciia UTBMT theo
IASLC/ATS/ERS 2011

Téc gi4 (nim, n) Nang | Nhu | Lepedic | Pac

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

Yoshizawa A, CS (2011), 514 [s¢] 45,1 | 27,8 5,6 13,0
Warth A va CS (2012), 500 [87] 42,5 4,7 8,4 37,6
Hui-Di-Hu va CS (2013), 188 [47] 38,7 | 39,2 3,2 11,7
Urer va CS (2014), 226 [85] 43,8 4,8 8,8 39,3
Yu-Jie-Dong (2016), 200 [146] 38,5 | 24,5 2,5 26,0
Pham Nguyén Cuong (2015), 124 [40] | 41,9 15,3 13,7 14,5
Tran Vian Chuong (2015), 135 [41] 52,6 8,9 3,7 28,1
Bui Nguyén Buc (2015), 92 [90] 554 | 18,5 8,7 4,3
Chung t61 (2018), 245 47,3 | 15,5 11,8 10,2
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Vé bién thé ciia UTBMT (15,1%) bao gom : vi nhu (9,0%), dang nhay
(3,3%), dang keo (1,6%), dang té bao sang (0,8%), dang thai (0,4%). Theo
Pham Nguyén Cudng (2015), cac bién thé nhdy, vi nhu va té bao sang chiém
ty 1€ thép (6,5%, 4% va 4% theo thtr ty) [40], Bui Nguyén Dtrc, Lé Trung Tho
(2015); Cac bién thé duoc tim thay 13 ung thu tuyén nhdy xam lan (5,4%),
UTBMT “dang keo” (4,3%) va UTBMT tip rudt (1,1%) [90]. Chung t6i
khong gip trudng hop nao bién thé dang rudt, khong cé trudng hop nao 1 ton
thuong tién xam 14n va UTBMT x4m l4n tdi thiéu do bénh phdm cua ching
t6i khong phai 1a bénh pham phiu thuat. Theo ching t6i, nguyén nhan cia
diéu nay 1a do cic triéu chimg cua UTP noi chung ciing nhu UTBMT néi
riéng déu xudt hién mudn va thuong khong dic hiéu. Vi vay khi BN dén
kham, 1am sinh thiét chan doan thi cac té bao ung thu da & giai doan xam lan.
Theo nghién ciru cta chung t6i ciing nhu cic nghién ctru néi trén, bién thé ung
thu tuyén nhdy xam l4n va thtr tip vi nha du ¢6 ¥ nghia tién lugng x4u nhung
may man la chiing chi chiém ti 1& nhé trong tong sb cac truong hop (12,3%). Tir
két qua nghién ctru chung toi nhan thdy UTBMT c6 nhiéu phén tip rat da
dang, phirc tap, do d6 can chan doan MBH chi tiét, cac thé hoa phuc vu tién
lwong va diéu trj bénh.

Trong tdm cua phan loai méi theo IASLC/ATS/ERS 2011 1a viéc phan
bi¢t ro thanh tung tip gitta UTBMT va UTBMTBV va phan tip UTBMT
thanh cic phén tip nhé hon, chi tiét hon. Mit khac, phan tip UTBMT c6 vai
trd hét strc quan trong trong tién lugng va diéu tri bénh do d6t bién phan tir
khac nhau, sy dap tng diéu tri 1a khic nhau giita cic phan tip. Theo
Yoshizawa, A., N. Motoi va CS (2011), phan loai va theo doi 514 bénh nhan
UTBMT dugc diéu tri ph?lu thuat, qua danh gid thoi gian séng thém sau 5
nim, tac gia nhan thiy: phan tip lepedic c6 xu hudng "tién luong tot", dang

nhil va dang chim nang c6 tién luong "twong dbi tot", trong khi ung thu biéu
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md dang ché nhéy, dang keo, dang ddc va vi nhi thuong co tién lugng
"twong ddi xau” [150]. Warth A va CS (2012), nghién ctru trén 500 bénh nhan
UTBMT tir giai doan I dén giai doan IV, phén tip chim nang ciing chiém ti 1&
cao nhat (42,5%), cac tac gia ciing két luan thoi gian séng thém cé sy khac
biét khac biét dang ké giita cac phan tip: lepidic (78,5thang), nang (67,3
thang), dac (58,1 thang), nht (48,9 thang), va vi nhu (44,9 thang) (p = 0,007)
[87]. Nghién ctru cua Z. Song va CS (2014), & 261 bénh nhan giai doan I
UTBMT theo ddi trong 10 nim (2000-2010) tai Chiét Giang Trung Qudc, cac
tac gia nhan thay: Bénh nhan c6 phan tip mo bénh hoc dang vi nhua va tip dic,
c6 thoi gian sdng thém thap hon so véi cac phan tip khac (p <0,001). Phan
tich da bién cho thay phan loai IASLC/ATS/ERS 1a mot yéu té du bao doc lap
v6i su séng con caa bénh nhan UTBMT (p = 0,002 va p = 0,015), nhan xét
nay cling tuong tu nghién ctru cia Chun Xua Xu va CS (2015), trén 276 bénh
nhan UTBMT giai doan IB [88],[89]. Theo Campos-Parra AD (2014), nghién
ctru trén 313 bénh nhan ung thu biéu md tuyén phan tip MBH theo
IASLC/ATS/ERS 2011 ¢ giai doan IIIb va IV dugc hoa tri li¢u, tic gid nhan
thdy: thoi gian sdng thém cta nhoém lepedic cao hon so véi phan tip chum
nang vai cac ty 1€ (36,9% so véi 25,4%, p = 0,034 va 6,4 so v6i 5,5 thang, p =
0,009), Kadota va CS (2014), 949 bénh nhan ung thu biéu mé tuyén phdi giai
doan I, va phan tich tién luong cic phan tip khac nhau cho thiy thoi gian séng
thém sau 5 nam cua lepedic, chum nang, nhq, vi nhtl va dang dac theo thir tu:
100%, 85%, 85%, 80% va 66%, twong ing, nghién ciru gan day cta Murakami
S va CS (2015), qua phan tich hdi ctru 347 BN UTBMT ¢ giai doan IA dugc trai
qua phau thuat cat bé hoan toan, tién hanh phén tip theo phan loai nay, thoi gian
song thém hoan toan sau 5 nim c6 sy khac biét gitra cac phén tip trong do;
82,4% véi tip chum nang, 80% véi thé nhi, 80,8%; trong khi d6 thé vi nha co
tién lugng x4u nhat chi ¢6 33,3% [107], [151], [152].



117

Do d6, viéc xac dinh phan tip MBH ciia ung thu biéu mo tuyén phoi la
hitu ich va 1 yéu t6 doc 1ap dé du bao tién luong bénh.
4.2.3.2. D¢ bi¢t hoa moé bénh hoc ciia UTBMT

Theo Travis D va cong su (2013), khong c6 mot hé thong phan d6 mé
bénh hoc nao duoc chimg minh rd rang cho UTBMT cuia phdi. Tuy nhién,
hién nay viéc phan d0 mo bénh hoc dua vao thanh phﬁn cAu tric ndi bat la
phuong phap don gian va duoc ap dung nhiéu nhét, co vai trd quan trong
trong tién lugng ddi véi bénh nhan [39]. Chiing t6i ap dung cach phan do biét
hoéa mo6 bénh hoc nay, phan chia thanh 3 mirc d6:

+ Do I (bi¢t hoa cao): UTBMT dang Lepedic

+ D3 II (biét hoda trung binh): UTBMT dang nang va dang nht

+ DG III (biét hoa thép): UTBMT dang dac, dang vi nha va céc bién thé
cua UTBMT.

Nghién ctru cia chiing t6i: do biét hoa cao (d6 I) chiém ty 18 thap nhat
(11,8%), d6 biét hoa trung binh (d6 II) (63,3%), do biét hoa thap (do III),
(24,9%). Két qua nay gan tuong duong véi nghién clru cia Yoshizawa, A., N.
Motoi va CS (2011), trén 514 bénh nhan UTBMT; d¢ I (11%), d6 II (56,0%), do
111 (33,0%), ty 1& séng thém 5 nam & nhém UTBMT nhom I va II 1a (87%), trong
khi d6 & nhém UTBMT d¢ I 1a (63,0%), nghién ctru cia Campos - Parra AD
(2014), do I (11,0%), do II (46,5%), do III (42,4%), cling theo cac tac gia nay,
viéc phan do mo6 bénh hoc cua khéi u trong UTBMT rat co ¥ nghia vé& mit lAm
sang va diéu tri, trong d6 ty 1¢ sng thém 5 ndm & nhom UTBMT d6 II 1a
(48,6%), 6 nhom do I (56,0%),(p = 0,69) [150], [107]. Trong nghién ctlru ctua
ching t6i, ty 16 phan d6 MBH ctia UTBMT d6 I con thap (11,8%), trong khi do
d6 ILIII chiém phan 16n chtng t6 bénh duoc phat hién & giai doan sém con thip,

diéu nay anh hudng 16n dén tién luong va diéu tri.
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4.2.3.3. Méi lién quan giiva phéin tip MBH vdi gi6i, nhom tudi, tién siv hit thuoc

Két qua (Bang 3.22), khi phan tich mbi lién quan giita cac phan tip
MBH ctua UTBMT véi gidi, chung toi nhan thay: UTBMT dang chum nang
va dang dic gip ¢ nam nhiéu hon so véi nit véi cac ty 16 (69% so véi 31%,
72% so v6i 28%, su khac biét ¢6 y nghia (p < 0,001 va p = 0,04, test y?).
Nhiing phan tip khac khong c6 su khac biét gifra nam va nix (p > 0,05).

Khi xét mdi lién quan giira cac phan tip UTBMT véi nhom tudi, két
qua (Bang 3.23); UTBMT dang chim nang gip ¢ nhom tudi dudi 60 va trén
60 tudi gan twong duong 50,9% va 49,1%, phan tip dang nhi gip & nhom trén
60 nhiéu hon so v&i nhom dudi 60 (52,6% va 47,4%), dang vi nha gip nhém
tudi trén 60 nhiéu hon (68,2%), bién thé dang keo chi gip & nhém tudi trén 60
tudi. Tuy nhién chua cé sy khac biét ¢6 ¥ nghia (p > 0,05).

MGéi lién quan giira phan tip MBH véi tién st hat thuéc: UTBMT dang
chum nang va dang dic gip nhiéu hon & nhom c6 tién sir hat thude, véi cac ty
1é 1an luot (63,8% so vai 36,2% va 72,0% so voi 28,0%, su khac bigt co y
nghia voi p = 0,004 va p = 0,04), cac phan tip khac khong c6 sy khac biét (p >
0,05, test ).

Két qua nghién ctru cua ching toi c6 su khac biét so v6i nghién ciru cta
Hui-Di-Hu va CS (2013), trén 188 truong hop UTBMT ¢ giai doan I-IV, theo
tac gia; cac phan tip MBH ctia UTBMT cua phdi gip ¢ phu nit nhiéu hon so
vo1 nam gioi; lepedic gap ¢ nir gid1 5/6 truong hop, dang chum nang & ntr
67,6% véi (p = 0,037), do ddi twong nghién ciru cia tic gia niy tip trung
nhiéu hon & nit gidi, ty 1& nit/nam (115/73 ~ 1,6/1), con vé mdi lién quan véi
nhom tudi va tién st hat thude, nghién ciru ndy ciing chua thiy c6 mdi lién
quan voi gia tri (p = 0,939 va p = 0,659) [47]. Theo Campos-Parra AD
(2014), UTBMT dang lepedic va dang nang gip ¢ d6 tudi dudi 60, chiém
55,2%, UTBMT dang nhu, vi nhit va UTBMT dang dic gip nhiéu & Itra tudi
trén 60 tudi 1a 48,8% [107].
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4.2.3.4. Moi lién quan giiva phén tip MBH véi vi tri va hinh thdi, kich thudc
khéi u

Két qua (Bang 3.25), UTBMT dang chiim nang, dang nhd gip ¢ ngoai
vi nhiéu hon so véi trung tdm lan lugt theo ty 18 (77,6% so véi 22,4%, 68,4%
so voi 31,6%), su khac biét ¢ y nghia (p=0,001 va p = 0,03, test y?). Cac
phan tip khac khong c6 su khac biét. Nghién ctru cua chung toi trong doi phu
hop véi két qua cua Tran Vin Chuong (2015), cac phén tip cia UTBMT hay
gip ngoai vi nhiéu hon trung tam [41]. Theo Mathieu Lederlin va CS (2013),
174 bénh nhan UTBMT dugc phau thuat, UTBMT dang chum nang & ngoai
vi 38,28%, & trung tam 44,25% dang dac ¢ ngoai vi 30,3%, trung tdm 37,0%,
dang lepedic & ngoai vi 15,2%, trung tam 6,4%, v&i p=0,023 [84].

Méi lién quan lién quan giita phan tip MBH véi hinh thai khéi u; Cac
phan tip UTBMT dang chum nang, dang nhu, lepedic, dac, vi nha c6 hinh
dang bo khéi u khong nhin nhiéu hon so voi dang bo nhan, su khéac biét ¢6 ¥
nghia voi (p < 0,05, test ¥%). Cac phan tip khac khong c6 sy khac biét vé hinh
thai khdi u. Nghién ctru ctia ching t6i ¢6 phan khac biét so v6i nghién ciru
cua Mathieu Lederlin va CS (2013), 174 bénh nhan UTBMT, u c6 bo khong
nhin 112/174 (64,4%), bd nhin 52/174 (35,6%). Cac phan tip MBH khéi u c6
bo khong nhén so véi bd nhin theo ty 1&: loai lepedic (14,51% so véi 10,1%,
p = 0,219), dang chum nang (41,02% so vo61 36,44%, p = 0,319), dang dac
(28,98% so vdi 38,65%, p= 0,118), dang nhu (6,43% so vai 9,13%, p=0,426),
tinh chung cho 2 nhém p= 0,183, khong c6 su khéac bi¢t gitra cac phan tip voi
hinh thai khéi u [84]. Theo Hui-Di-Hu va CS (2013), khong c6 mbi lién quan
gifta vi tri khoi u & phdi phai so véi phoi trai véi p =0,921 [47].

Khi xét méi lién quan gifta phan tip MBH véi kich thudc khdi u véi cac
phan tip MBH ctia UTBMT, chung t6i nhan thiy (bang 3.27); cac phén tip

chum nang, dang dac gap & nhém khoi u < 30 mm nhiéu hon so voi nhom
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khoi u > 30 mm, lan lugt véi cac ty 1&: 60,3% so véi 39,7%, 80,0% so véi
20,0%, su khac biét c6 y nghia (p < 0,03, test %), phan tip lepedic khong c6
su khac biét vé kich thuée gifta 2 nhém. Nghién ctru chiing t6i khic voi két
qua ctia Hui-Di-Hu va CS (2013), cho thiy c¢6 su khic biét vé phan tip MBH
ciia UTBMT véi phan nhém kich thude khdi u ddi v6i ton thuong dang ndt
don doc; trong d6 nhom khéi u kich thude dudi 2 cm phan tip lepedic gip
nhiéu hon so v6i nhém c6 kich thude tir 2 dén 3 cm, p=0,044 [47].
4.2.3.5. Moi lién quan giita phén tip MBH véi mét dp ciia khoi u

Trong nghién ctru cua chung t6i; cac phan tip caia UTBMT trén CLVT
c6 mat do dac mot phén chiém ty 1€ cao hon cac mat do khac, theo ty 1€ tuong
ung dang chum nang (57,8%), dang nhu (52,6%), lepedic (62,1%), dang dac
(56,0%), vi nhu (59,1%), su khac biét chua c6 y nghia (p = 0,896). Theo
Mathieu Lederlin va CS (2013), mat d6 dic cta khdi u & cac phan tip gip nhu
sau: dang chum nang (43,3%), dang dac (35,4%), dang nhu (5,6%), lepedic
(9,56%), u dang kinh mo gap nhiéu nhat & nhom phén tip lepedic (67,5%) véi
p = 0,001, u dang dic mdt phan gip ¢ phan tip chum nang (33,5%), tip dic
(26,8%), nhu (10,3%), vi nhu (11,5%), lepedic (17,7%). Ciing theo tac gia,
hinh anh CLVT dang kinh mo 14 yéu t6 dy bdo sém cia UTBMT dang
lepedic, phan tip ndy gip & ngoai vi nhiéu hon so vdi trung tAm. S& di ¢6 su
khac biét nhu vay c6 thé giai thich cac bénh nhén trong nghién ciru cua tac gia
sang loc tir 500 bénh nhan UTBMT trudc phau thut duge 174 bénh nhan dua
vao nghién ctru dinh tip sau khi phau thuat cat bo va dbi chiéu nguoc lai véi
CLVT. Hon nira, giai doan bénh cua nghién ctru nay it bénh nhan & giai doan
IV(5,1%) [84]. Theo Fang W, Y. Xiang va CS (2014), hinh anh dang kinh mo

c6 lién quan mat thiét v6i phan tip lepedic & bénh pham sau phau thuat [153].
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4.2.3.6. Moi lién quan giita phén tip MBH véi sw di cin xa ciia khoi u

Két qua (Bang 3.29), cac phan tip MBH theo phan loai nay khong di
cin véi cac tip 1an luot: chum nang (72,4%), dang nhu (71,1%), dang lepedic
(75,9%), dang dac (56,0%). Nhu vay phan tip lepedic khong di can chiém ty
1é cao nhat, nguoc lai UTBMT dang phan tip dic c6 di can chiém ty 1é cao
nhat (44,0%). Theo Hui-Di-Hu va CS (2013), trong 188 bénh nhan UTBMT,
ty 1& di can hach bach huyét khac nhau giita cac phan tip. Theo d6 UTBMT
dang dac co6 ty 1¢ di can cao (81,0%), dang vi nhu (80,0%), dang nhu tuong
dbi thap (22,9%), lepedic (33,3%) va dang chum nang (28,2%) [47], nhan
dinh nay ciing tuong d6i pht hop véi nghién ctru ciia Xu, L., F.Tavora, va CS
(2013), 125 bénh nhan UTBMT qua phau thut, ti 18 di can hach bach huyét
nhiéu nhat ¢ khdi u c6 phan tip dang dic so véi cac phan tip MBH khac
(p=0,02), ty 1& di can xa nhiéu nhat & nhom bién thé dic co6 ché nhay (p
<0,02) [154]. Theo Jung-Jyh Hung, Yi-Chen Yeh (2014), 573 bénh nhan
UTBMT qua phau thuat, phan tip MBH dang dic va dang vi nha c6 xu huéng
xam 1an, di cin mang phdi nhiéu hon véi cac ty 1& 73,3% va 77,5% so véi
phan tip lepedic 55,1% va tip chum nang 58,9%, nha 59,9%. Ty 1€ tai phat
sau 5 nam diéu trj cua phan tip dang dac (52,2%), dang vi nht (50,5%), dang
lepedic thap nhat 17,6%) [108].
4.2.3.7. Moi lién quan giiva phén tip MBH véi ton thuwong qua NSPQ

Trong nghién ctru cua ching t6i, bénh nhan khéng c6 ton thuong trong
long phé quan chiém ty 1 (40,8%), con (59,2%) khong thay ton thuong trong
10ng phé quan. Khi phan tich gitta cac phan tip véi ton thuong qua ndi soi phé
quan chung toi nhan thiy; phan tip dang chim nang khong c6 ton thuong
trong 1ong phé quan (61,2%) nhiéu hon so véi c¢6 ton thuong trong long phé
quan (38,8%), su khac biét c6 y nghia, p < 0,05 , test ¥?). Phan tip UTMBT
dang nha khong thay ton thuong trong 10ng phé quan chiém (65,8%), sau dén
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1a tip UTBMT dang chum nang (61,2%), cac phan tip c6 ton thuong trong
1ong phé quan dang vi nhd chiém ty 1& cao nhat (54,5%) va UTBMT dang dic
(52,0%), cac phan tip khac it gap hon, sy khac biét chua c6 y nghia (p>0,05).
Diéu nay c6 thé giai thich trong nghién ctru ching t6i gap khdi u & ngoai vi
nhiéu hon so véi trung tam (69,6% so voi 30,4%). NSPQ rat c6 gia tri phat
hién t6n thuong khi khéi u trung tAm xam 14n vao long phé quan, d6i voi khdi
u ngoai vi, NSPQ c6 han ché nhat dinh.
4.2.4. H6a mé mién dich cia UTBMT phé quan theo phan loai
TASLC/ATS/ERS 2011

Mic du chan doan va dinh tip MBH cua UTP chu yéu dua vao phuong
phap nhudém thuong quy HE, PAS. Tuy nhién ung thu biéu mé & phdi co
nhiéu tip té bao da dang, phtic tap nhiéu khi rt khé dinh tip va phéan tip. Hon
nita, nhu cau va doi hoi diéu tri ca thé héa ngay cang cao. Trong nghién ciru
ctia chiing t6i: (81,6%) duoc dinh tip MBH bang phuong phap nhudém thudng
quy HE va PAS, (18,4%) duogc dinh tip bang nhuém héa mé mién dich. Theo
TASLC/ATS/ERS 2011 trong phan loai cho sinh thiét nho, khuyén nghi bao
quan t6i da bénh pham phuc vu chan doan va nghién ciru bénh hoc phan ti.
Do ban chit mé hoc cia ung thu biéu mé phdi hét sirc phirc tap, vi vay chan
doan phan biét gitta UTBMT va UTBMTBYV gip nhiéu khé khan néu chi st
dung phuong phap thuong quy. Béi 18, nhiéu khi mé hoc trong tuyén cé vay,
trong vay c6 biét hoa tuyén, nén can han ché t6i da chan doan UTBM hdn
hop. Mit khac, trong diéu tri dich c6 sy khac nhau gitra hai loai té bao nay.
Chinh vi vay, can st dung cac d4u 4n hoa mé mién dich dé chan doan xac
dinh va chan doan phan bié¢t. Cac dau 4n duogc khuyén cdo su dung TTF-1,
CK5/6, Napsin A, p63, p40 trong chin doan phan biét UTBMT va
UTBMTBYV cuia phoi.
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Trong nghién ctru cua ching t61: 45 BN dugc lam HMMD vo1 5
marker két qua: TTF-1, Napsin A, CK7 (+) theo tht tu: 88,9%, 93,3%,
91,1%. Pay 1 cac ddu 4n dic trung cho UTBMT c6 ngudn goc tai phoi. Cac
dau 4n p63, CK5/6 (+): 15,6% va 6,7%. Két qua nghién ctru cia ching toi
turong d6i phu hop voi mot s6 nghién ciru khac. Theo William Sterlacci va CS
(2012), 215 bénh nhan UTBMT; TTF-1(+) 83,5%, CK7(+) 97,2%, p63(+)
7,0%, CK5/6(+) 9,8%. Do dic hiéu cia diu 4n TTE-1 va CK7 cho UTBMT
lan luot: 96,6% va 76,5%. Ngugc lai UTBMTBV; 123 bénh nhan TTF-1(+)
3,1%, CK7(+) 23,5%, p63(+) 99,2%, CKS5/6(+) 99,2%, dd nhay cua p63 va
CK5/6 cho UTBMTBYV: 93,0% va 90,2% [148]. Nghién ctru ciia Withaus va
CS (2012), trén 291 truong hgp UTP duge dénh gia vé hinh thai hoc (197 ung
thu biéu md tuyén (75%); 66 ung thu biéu mo té bao vay (25%); 28 truong
hop khong duge xép loai) va dugc nghién ciru héa md mién dich dé tim cac
dau 4n c6 gia tri phan biét ung thu biéu mé tuyén véi ung thu biéu md vay.
Két qua cho thiy Napsin A c¢6 d6 nhay 83% va do dic hiéu 98%, TTF-1 c6 do
nhay 60% va do dic hiéu 98% véi ung thu biéu mo tuyén, Cytokeratin 5/6 co
dd nhay 53% va d6 dac hi¢u 96%, p63 c6 do nhay 95% va do dac hi¢u 86%
v6i ung thu biéu mé té bao vay. Két hop hai ddu 4n Napsin A va p63 c6 do
dac hiéu 94%, do nhay 96% trong phan bi¢t UTBMT vo1 UTBMTBV [78].
Nghién ctru gan day ctia Grzegorz T Gurda (2015), trong 2 nam trén 246 bénh
nhan duoc sinh thiét phdi bao gdm: 102 bénh nhan UTPKTN nguyén phat va
144 bénh nhan UTPKTN tht phat, cac mau bénh phém duge nhudm cac ddu
an HMMD: TTE-1, Napsin A, CK7, p63 va CK5/6. Két qua 72 bénh nhan
UTBMT nguyén phat & phéi: TTF-1 c6 dd nhay 84,5% va do dac hi¢u 96,4%,
Napsin A c6 d0 nhay 92,0%, do dac hi¢u 100%, CK7 cé do nhay 93,8% va do
dic hiéu 50,0% trong chan doan UTBMT & phoi. Trong khi d6 30 bénh nhan
UTBMTBV nguyén phat tai phdi: CK5/6 c¢6 d6 nhay 100%, d6 dic hiéu
77,8% va p63 cho thiy do nhay va do dic hiéula 91,7% va 78,3% [79].
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Tai Viét Nam, nghién ctru cua Pham Nguyén Cuong (2015), 124
UTBMT ty 18 boc 16 (+) cac dau 4n; TTF-1(+) 71,8%, CK7 96,0%, Napsin A
83,1%, CK5/6 )%, p63 8,9% [40]. Tran Vian Chuong(2015), 26 BN UTBMT
TTE-1(+) 77,0%, CK7(+) 92,3%, p63 (+) 19,2%, CK5/6(+) 15,4% [41].

4.2.5. Dot bién EGFR ciia UTBMT phé quén va mét s6 mdi lién quan
4.2.5.1. Ty 1é dot bién EGFR

Trong 93 bénh nhan dugc lam do6t bién EGFR bang phuong phap sinh
hoc phan tir; c6 dot bién 48/93BN(51,6%), khong phat hién dot bién 45/93BN
(48,4%), su khac biét c6 y nghia (p = 0,04,0ne Samle Test, 95%CI (0,85;
1,05). Ty 1¢ dot bién cao rat c6 ¥ nghia trong diéu tri nham trang dich, cai

thién chit lugng cudc séng, kéo dai thoi gian sdng thém cho bénh nhan.

Dot bién EGFR xay ra ¢ giai doan rat soém cua UTPKTBN, su phat
hién ra cac dot bién kich hoat trong thu thé yéu t6 ting truéng biéu bi (EGFR)
d6i voi ung thu biéu md & phoi da din téi mot sy thay ddi mé hinh trong diéu
tri va cham soc bénh nhan UTP. Mot s nghién ctru da chi ra réng dot bién
EGFR la mot yéu td manh dé du doan két cuc & nhirng bénh nhan dugc diéu
trj thubc nham tring dich, chat tc ché tyrosine kinase receptor(TKI tyrosine
kinase inhibitors), khoang 70% - 80% bénh nhan c6 dot bién EGFR dap ung
v6i lidu phap diéu tri dich TKI, gop phan dang ké cai thién tridu chimg va
chét lugng cudc séng khi so sanh véi diéu tri hoa tri va xa tri [155]. Két qua
ctia chung t6i twong d6i phu hop v6i mot sé nghién ciru gan day tai Viét Nam,
ty 18 dot bién EGFR rat giao dong; theo nghién ctru cia Hoang Anh Vii va
CS (2011), ty 1& dot bién EGFR & UTPKTBN 1a 42% [156]. Nghién ctru ctia
Trung tdim Gen - Protein Pai hoc Y Ha Né6i (2011), ty 1€ dot bién EGFR cua
UTKTBN 26,2% [50]. Nghién ciru cia Nguyén Minh Ha va CS (2014), dot
bién EGFR & bénh nhan UTBMKTBN giai doan IIIb-IV chiém 58.6% [51].
Nam 2014, nghién ctu Pioneer xac dinh ty 1€ dot bién EGFR trén bénh nhan
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UTPKTBN ¢ 7 nudc chau A cho thiy ty 1& c6 dot bién cia Viét Nam la
64,2%, cao nhat trong cac nudc tham gia nghién ctru [48], Tran Vin Cudng
(2015), 63 bénh nhan UTBMT, ty I¢ dot bién EGFR 47,6 %, mot nghién cuu
gﬁn day nam 2016 tai Trung Tam Y Hoc hat nhan va ung buéu — Bénh vién
Bach Mai trén 479 miu bénh pham tir bénh nhan UTPKTB bang k¥ thuat sinh
hoc phén tir, bénh pham tir u nguyén phat hodc to chirc di cin (hach, dich
mang phéi, mang tim...), két qua nhan théy; ty 1¢ phat hién dot bién EGFR 1a
40,5% (194 trong 479 mau), dot bién & UTBMT (41,6%), dot bién ¢ phan loai
khac (24,1%) [44], [157]. Nghién ciru cta ching toi cao hon so véi két qua
cua Yu-Jie Dong (2016), trén 200 bénh nhan UTBMT tai Bic Kinh — Trung
Qudc, ty 18 dot bién EGFR 92/200BN (46,0%), De Melo AC va CS (2015),
trén 125 BN UTBMT tai Brazil; dot bién EGFR (21,6%), dot bién hay gip
nhét 1a mat doan exon 19, sau d6 1a su thay thé axit amin L858R & exon 21

[146], [158].

Ty 1& d6t bién EGFR trong UTP khong té bao nho rat giao dong, phu
thudc vao nhiéu yéu t6. Nhirng yéu t6 da duoc chirmg minh 13 c6 lién quan véi
ty 1€ dot bién EGFR bao gém: chung tdc, gidi tinh, tip mo bénh hoc va tinh
trang hut thubdce 14, ky thuat thuc hién. Dot bién EGFR cling khac nhau gitra
cac ching toc trén thé gidi, khoang 10% ddi véi chau Au va bac My, 35 % -
58% & chau A: Nhat Ban 39%, DPai Loan 38,6%, Thai Lan 57,9%, dot bién
cao hon ¢ tip UTBMT so véi UTBM tip khac [159].

4.2.5.2. Vi tri va logi djt bién EGFR

Trong 48 bénh nhéan c6 dot bién EGFR: Ty 1¢ dot bién xay ra cao nhat &
exon 21(56,2%), tiép d6 1a & exon 19 (35,4%), c6 2 bénh nhan c6 dot bién ¢
exon 20, 1 bénh nhan mang dot bién kép & exon 19 va exon 20, 1 bénh nhan ¢

exon 18. Nghién ciru ctia chung t6i ciing tuong ddi phi hop véi cac nghién
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ctru khac, déu nhan xét exon 19 va 21 hay gip ty 1¢ dot bién nhat, it gap nhat
& exon 18. Theo Tran Vin Cudng (2015); 50 % sb dot bién xay ra & exon 19,
40 % sb dot bién xay ra & exon 21, 6,7% & exon 20, 3.3 % la dot bién két hop
va khong c6 bénh nhin ndao co dot bién & exon 18 [44], Hoang Anh Vil
(2011), @6t bién ¢ exon 21 chiém 57.1%, exon 19 14 25,0%, Nguyén Minh Ha
(2014); dot bién exon 21 va 19 1an luot: 46,2 va 48,2% [51].

Dot bién hay gap nhat L858R (55,9%), sau dén 1a dot bién A750 - E746
(27,3%), cac dot bién khac it gap hon, c6 1 truong hop c6 dot bién & vi tri
T790M, & vi tri dot bién nay thudng hay khang véi diéu tri dich. Nghién ciu
ctia chiing toi twong d6i phu hop voi Mai Trong Khoa va CS (2016): O nhiing
bénh nhéan c6 dot bién EGFR, chu yéu gap hai loai dot bién x6a doan trén
exon 19 (exon 19 Deletion) va dot bién thay thé L858R trén exon 21(exon 21
L858R) [157]. Tran Van Cudng (2015), nghién ciru 63 bénh nhan UTBM
nhén xét: dot bién x6a doan LREA tai exon 19 1a thuong gap nhét véi 15
truong hop chiém ty 18 50%, tiép d6 1a dot bién L858R trén exon 21 véi 12
truong hop (40%). Ngoai ra con 2 dot bién nira, mi dot bién chi gapltruong
hop 13 dot bién L747- P 753 va D770- N771 déu la cac dot bién hiém gip .
Trong nghién ctru ciing chi gip duy nhit 1 trudng hop mang dot bién kép
LREA-T790M [44]. Theo Yu-Jie -Dong (2016), trong 92 bénh nhan UTBMT
dot bién, cac vi tri hay gip: trong d6 ¢ 6 truong hop c dot bién & exon 18,
42 truong hop trong exon 19,6 truong hop trong exon 20 va 32 truong hop 6
exon 21, 6 bénh nhan con lai ¢6 nhiéu dot bién, trong do6 c6 3 bénh nhan djt
bién két hop & exons 18, 19 hodc 21 va 3 bénh nhan c6 cac dot bién khang
thudc thém doan & exon 20 [146]. Nghién ciru cta Ying Liu va CS (2016), dot
bién EGFR duoc xé4c dinh & 168 BN trong s6 385 UTBMT (43,6%), trong d6
75 truong hop c6 dot bién gen exon 19, 84 ¢ dot bién & exon 21, 4 dot bién &

exon 20, 4 dot bién exon 18 va 1 bénh nhan c6 hai dot bién (exons 20 va 21).
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Cho dén ngay nay c6 nhiéu bang chimg cho thay dot bién EGFR quyét
dinh tinh nhay cam voi thube rc ché tyrosine kinase, trong diéu tri nhim
trang dich Erlotinip va gefitinib 1a thudc tc ché dic hiéu EGFR, ca hai déu c6 kha
ning gin 1én ving tyrosine kinase cta phan tit EGFR dé canh tranh véi ATP, vi
vay ngan can dugc phosphoryl hda ctia phén tir dich. O nhitng bénh nhan Chéu A,
diéu tri nhdm tring dich bang gefitinip t6 ra hiéu qua hon, theo mot nghién ctru &
Nhat Ban nam 2008 cho thay ty 18 song thém 1 nam 1a 79% [160].
4.5.2.3. Moi lién quan giiva dpt bién EGFR véi gici, nhom tudi, tién sir hiit thuéc,
vi tri, kich thudc, hinh dang, sw di cin ciia khoi u va giai doan bénh TNM

Trong nghién ctru ctia chung t6i (bang 3.38): Dot bién EGFR hay gip
hon & nir (75,0%) so véi nam gidi (36,8%) (p = 0,001; x> —test, 95% CI1 0,07 —
0,5), & nhom khong hut thube (71,8%) nhiéu hon so voi nhom co hat thude
(37,0%) (p = 0,001; »*>—test, 95% CI 1,7-10,5). Két qua nghién ctru cua chiing
t6i cling twong d6i phu hop voi cac nghién ciru ciia Viét Nam va trén thé gidi,
dac biét 1a cac nude Chau A déu c6 nhan xét dot bién hay gap ¢ nit nhiéu hon
nam gidi, & nguoi khong hat thude nhiéu hon ngudi hit thude; Tran Vin
Cuong (2015); ty 18 dot bién & cac bénh nhan nit (69,6%), nam (35%) (OR=
4.24, 95% CI 1.31-13.77, p=0,008), khong hut (70,4%), bénh nhan cé hut
thude (30,6%) [44], Mai Trong Khoa va CS (2016), d6t bién thuong gip ¢ nir
gid1 co ty 1€ dot bién EGFR cao hon so véi bénh nhan nam (53,9% so véi
33,4%). Dot bién gen ciing thuong gip hon & cac bénh nhan chua timg hut
thude (52,7%) so v6i nhém bénh nhan di va dang hut thude (31,5%) [157].
Yuankai Shi va CS (2014), trén 1482 bénh nhan & chau A cho két qua ty 1&
d6t bién EGFR 6 nit (61,4%) cao hon & nam gidi (44%) [48]. Theo Ying Liu
va CS (2016), ty 1& dot bién EGFR 168/385(43,6%) & BN UTBMT cua phdi,
ty 1€ c6 dot bién EGFR & cac bénh nhan nit cao hon bénh nhan nam(53,1% so
v6i 32,0 %), dot bién cao hon ¢ bénh nhan chua ting c6 tién sir hiit thude 14

(55,2%) cao hon so voi nhirg nguoi 6 tién sir hat thude 14 (29,7%) [161].
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Khi xét mot lién quan gitta dot bién v6i phan nhoém tudi, vi tri, kich
thudc, bo khéi u, su di can cia khdi u, giai doan bénh chung t6i nhan thiy
khong c6 mdi lién quan véi (p>0,05; y> —test) nhan xét nay phu hop véi két
qua cua Yu-Jie -Dong (2016), v6i p lan lugt theo nhom tudi trén va dudi 60,
su di can va giai doan cua khdi u theo thir tu (0,47; 0,139; 0,25) [146]. Ying
Liu va CS (2016), nghién ctru 385 UTBMT ciing khéng thiy c6 mdi lién quan
giira dot bién EGFR v6i nhom tudi, giai doan bénh (p = 0,34, p = 0,985). Tuy
nhién, theo tac gia nay cho thiy cac hinh thai trén CLVT ldng nguc cta khbi
u lién quan dén su d6t bién EGFR, bao gdm duong kinh cua khéi u (p <
0,001), ton thuong xdm lan mang phdi (p=0,004),hinh anh phé quan hoi
(p=0,006), su ting sinh mach mau (p = 0,024), khi thiing va xo hda ngoai vi
(p = 0,002), va hach bach huyét (p = 0,028). Su khac biét nhu vay do tac gia
¢ d6i chiéu kich thudc, hinh thai khdi u trudc va sau phau thuat, phan tich
hdi quy da bién bao gdm 16 bién trén CLVT 16ng nguc, mat khac dbi tuong
trong nghién ciru nay nir gidi chiém 213/385(55,3%) [161]. Co rét it cac bao
céo lién quan gitta cac dot bién EGFR hinh anh CLVT 16ng nguc. Yano va
CS (2006), phat hién ra cac khdi u ¢ hinh anh kinh mo 50% tré 1én va dudng
kinh tir 3 cm tré xudng & ngoai vi thuong co dot bién EGFR [162], nguoc lai
Sugano va CS (2011), khoéng tim thy su lién quan dang ké gita hinh anh
kinh mo voi tinh trang dot bién EGFR (p = 0,07) [163].
4.2.5.4. Méi lién quan giiva dot bién EGFR véi phén tip MBH ciia UTBMT
theo phan loai IASLC/ATS/ERS 2011

Két qua (Bang 3.40): UTBMT dang chum nang c6 dot bién 21/44 BN
(47,7%), UTBMT nhu, lepedic, vi nhii ¢6 dot bién nhiéu hon cac phan tip
khac voi cac ty 18 twong tng (57,9%, 60,0%, 57,1%), bién thé UTBMT dang
dic ¢o (50,0%) dot bién, ching t6i khong gip cac bién thé khac c6 dot bién.
Tuy nhién, chua c6 sy khéc bi¢t gitra cac phan tip (p = 0,94; Fisher- exact

test). Cac dot bién ¢ phan tip MBH trong nghién ctru cua chiing t6i twong ddi
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phu hop véi Ying Liu va CS (2016), dot bién EGFR & cac phan tip 1an luot:
nang (46,3%), nhu (54,2%), lepedic(61,2%), vi nht(52,9%). Tuy nhién bién
thé dang dic c6 dot bién cao hon tac gia nay (50% so v6i 20,7%), nhung sb
bénh nhan tip nay cua chung t61 con it [161].

Ké tir khi c6 phan loai MBH ciia UTBMT theo phan loai méi cua
IASLC/ATS/ERS 2011, cac nghién ctru gan day rat quan tAm ¢ goc do phan
tr vé mdi lién quan gitta phan tip MBH véi tinh trang dot bién EGFR, tuy
nhién két qua kha phong phu. Két qua cua Shim, H. S., D. H. Lee, va CS
(2011), 104 bénh nhan UTBMT duoc phau thuat tai Han Qudc; dot bién
EGFR 54/107(50,5%), trong d6 tan suat dot bién hay gip & phén tip vi nha va
lepedic (p = 0,02), nhin xét nay ciing twong dbi phu hop voi nghién ciru cua
Yan Sun va CS (2014), & 136 bénh nhan UTBMT, dot bién EGFR dugc xéc
dinh ¢ 39 bénh nhan (38,2%), tip vi nha c6 tan suat dot biét cao hon (p=0,0026)
[164], [83]. Theo Song va CS (2013), nghién ctru 161 UTBMT & Trung Quéc,
phat hién dot bién EGFR gap nhiéu hon & phan tip vi nha (p = 0,0068) va
lepedic so voi cac phén tip khac (p = 0,005), tac gia cling két luan; cac két qua
khac nhau gitta cac dot bién EGFR va cac phan tip mo hoc c6 thé lién quan dén
¢ mau nghién ctru va sy khac biét vé chung toc giita cac qudc gia [165]. Zhang
va CS (2012), ghi nhan 349 bénh nhan nit UTBMT khong hit thude va xac dinh
duogc dot bién EGFR ¢ 266 bénh nhan (76,2%), phat hién ra tan s dot bién cua
EGFR c6 tuong quan duong tinh v61 phan tip chum nang cia UTBMT
(p=0,002) [166]. Nghién ctru cua Yoshizawa va CS (2013), trén 167 bénh nhan
UTBMT tai Nhat Ban da chi ra rﬁng dot bién EGFR duoc ghi nhan & 90 bénh
nhan (53,9%) va ching t6 c6 lién quan dang ké véi UTBMT dang lepidic (p
<0,0001) va UTBMT nhu (p < 0,0001) [167]. Theo Yu-Jie -Dong (2016), dot
bién cuia EGFR gip & tip chum nang (46,7%) [146], Clay, T. D va CS (2016),
ty 1€ dot bién EGFR & tip chum nang (37,0%) [168].
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KET LUAN

Qua nghién ctru 245 bénh nhan ung thu biéu md tuyén phé quan tai
Trung tam Ho hap - Bénh vién Bach Mai trong 2 nam 2014 - 2015 va ap dung
phan loai m6 bénh hoc theo IASLC/ATS/ERS 2011 chung t61 rat ra mét )
két luan sau:

1. Pic diém 14m sang, cin 1am sang ciia ung thw biéu mé tuyén phé quan:
1.1. Pic diém 1am sang

- Tuoi trung binh: 60,2 + 10,4 tudi, nam (67,3%), nit (32,7%), (63,7%)
c6 tién st hit thude.

+ Thoi gian tir khi c6 triéu ching dén khi kham bénh: (73,1%) trén 1
thang, (4,5%) di kham tinh co.

+ Tri€u ching 1am sang : dau nguc (89,0%), sut can (86,1%), ho khan
(59,2%), mét moi (54,7%), sot (34,3%), ho mau (16,7%).

1.2. Pic diém cdn 1am sang
1.2.1.Diic diém khéi u trén CLVT long nguc

- Khéi u ¢ ngoai vi (69,4%), trung tdm (30,6%), phdi phai (57,5%),
phoi trai (29,4%), thuy trén phai (31,8%), trén trai (18,0%).

- Kich thude khdi u trung binh: 34,9 + 14,5 mm, nho nhét 7,0 mm, 1on
nhat 92mm, dang nhin (19,6%), da cung (33,1%), tua gai (47,3%), mat do dic
hoan toan (29,4%), dic mot phan (57,1%), khdi u c¢6 hoai tir (12,2%), dang
kinh mo (1,2%).

- U dang khéi (44,5%), ndt don doc (24,1%), viem phoi (13,9%), dang
kinh mo (1,2%).

- Giai doan IV (50,2%), giai doan IIIb (8,6%), giai doan la - Illa (41,2%).
1.2.2. Hinh dnh ndi soi phé quin

- C6 ton thuong qua ndi soi phé quan(40,8%): Cac hinh thai ton thuong
hay gip: thAm nhiém niém mac phé quan (38,0%), chay mau trong 10ng phé
quan (3,0%).
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2. Phén loai mé bénh hoc ung thw biéu mo tuyén phé quan theo “Hiép hoi
ung thw phdi Qudc té nim 2011” va ddt bién gen EGFR:
2.1.Phén tip MBH theo IASLC/ATS/ERS 2011:

- (81,6%) duoc dinh tip bang nhudm thudong quy HE va PAS, (18,4%) dinh
tip bang nhudm hoéa mé mién dich.

- Cac phan tip MBH: chum nang (47,3%), dang nhu (15,5%), lepedic
(11,8%), dang dic (10,2%), vi nha (9,0%). Bién thé: dang nhay (3,3%), dang keo
(1,6%), té bao sang (0,8%), dang thai (0,4%), khong gip bién thé dang rudt.

- B¢ biét hoa moé bénh hoc: dd bi¢t hoa trung binh (63,3%), biét hoa
cao (11,8%), biét hoa thap (24,9%).

- Phan tip dang chum nang, nhi, lepedic, ddc gap nhiéu hon ¢ ngoai vi
va c6 hinh thai khong nhan, phan tip chum nang, dic hay gip ¢ nam gidi, co
tién sir hat thude.

2.2. Pét bién EGFR ciia UTBMT va cdc phan tip

+ Dot bién gen EGFR gip (51,6%), vi tri dot bién exon 21(56,2%),
exon 19 (35,4%), dot bién hay gap: L858R (55,9%), A750-E746 (27,3%), 1
truong hop c6 dot bién & vi tri T790M.

+ Dot bién EGFR ¢ nit (75,0%), nam gi6i (36,8%), khong hut thudc
(71,8%). Dot bién & cac phan tip: chum nang (47,7%), dang nha (57,9%),
lepedic (60,0%), vi nht (57,1%).

+ Khong c6 su khac biét vé dot bién giira phan nhom tudi, vi tri, bo

khoi u, kich thudc, su di can cua khoi u, giai doan bénh.
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KHUYEN NGHI

Tir két qua nghién ctru cua dé tai, chung ti dua ra khuyén nghi:

Can ap dung phan loai m6 bénh hoc cua ung thu biéu mé tuyén phé
quan theo TASLC/ATS/ERS 2011 ngay tir bénh pham sinh thiét nhé bang
phuong phéap thuong quy va héa md mién dich, dinh tip chi tiét, gin voi sinh
hoc phan tir dot bién gen EGFR cho ting phan tip ctia ung thu biéu md tuyén

phé quan, tir 46 gop phan tién luong va diéu tri c4 thé hoa cho bénh nhan.
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BENH AN MINH HQA
Bénh nhian Ngo Quang H nam 61 tudi, tién sir hat thude 14, lao 30
bao/nam, vao vién ngay 02/05/2015 tai Trung Tam H6 hép — Bénh vién Bach
Mai vi dau nguc phai, sat can 2 kg/1 thang, khong ho ra mau, khong sbt, cac

tri¢u chung khac chua c6 gi dac biét.

Hinh anh Xq phoi

Hinh anh CLVT phdi trén Hinh 4nh MBH qua STPXTN: HE
ctra s6 nhu md, ddm mo hinh 100 UTBMT dang chum nang
tua gai - Trung tdm H6 hap - (Trung tam Gidi Phdu bénh —

Bénh vién Bach Mai Bénh viéen Bach Mai), Ma tiéu ban

Hinh 1. Bénh an ldm sang minh hga



e BN VIEN BACH MAL
Sz TRUNG TAM ¥ HOC HAT NHAN VA UNG Uty
: DON VI GEN TR LIfU

D i s TT) Gl P, Db B, M3 i Digm thog [04) X374 6310
Eval: ol i

KET QUA XET NGHIEM BOT BIEN GEN EGFR

LTHONG TIN NGLOT BENH:
Ho vk tén: NGO Tudi: 61 Glé tinh: Nam

Dia chi: Xudn Trudmg Nam Dinh
Dign thogi Hén lac: 091.434.5950 (Hudin, con tral BN)
Chifm dodin: Unyg thir phéi

2. THONG TIN BAC 5% cil pyni:

Bicsi chi dink: BS. Hwomg

1§ chi: Trung thm hi hip, Bénh vién Bach Mal

Bidn thoal lign lac:

Yo el wét nghiém: Xie dinh dde bidn gen EGFR

3. THONG TIN MAU BENH PHAM:

Nghy nhdn miu bénh phim:

M4 58 binh phim: 5] 0341

Ner thige lsibn: Bénh vidn Bach Mal

Logl béah phim: Miu md of djnh formalin - vl paraffin (FFPE)
Vi tri = phuomg phip By miiu: Khiliu phii (Sinh thist)

Chin dofin mé binh hoe: Ung thie bida mi myén

4. K¥ THUAT THIFC HIEN:

Pharernit pheig PCR ket hops 1al @i db phin tir.

5. KET QUA XET NGHIEM:

Hién tal phit hign 46t bin LASSR trin exon 21 gen EGFR.
Xin xem kit qud chi tift & mae saw.

Nady 17 thing 06 ndm 2015
Linh dao Bon v Gen tri lidu Bic s chuyén khoa

/ »-"r"W?f-_ t A

D- L — Rl WAarbeii L [
-7 — Carral
1= - = EGFR exiB pOTISC, e 21S80T
2= = — EGFR w«iB pOTISE £ 215504
3= = == ECFR axif pOTI4& c 215850
4= = == EGFR axi9 pEME A7G0ded ¢ 2235 2005da
E— - — EGFR axi9 pEME B7E0ded ¢ 1335 2053de
BE— = — EGFR ax19 pEME TP 1dabrak 2237 Il
T— - — EOQFR ax19 pEME STaldaleal 1297 X55dekeaT
[ = — EGFR ax19 pLMT ATE0dul, 1939 Didakrac
D = == EOFR @x19 pLMT T01dekraP, 02339 325 1dakeal
0= = — EGFR ax19 pLMT TP81del e73000 2254dal
1] = - == EGFR @219 pLMT P7ESdebneS ¢ 2000 3257dal
12= - —EGFR ax19 pLMT S783del 1230 1256dal
13 = — EGFR ax19 pLMT EMSde. 62233 28 Tdal
14— i — EGFR @x10 p 173N & 2368CT
15 — - — EGFR w1 pl356R 3657075
15 = = = EOFR axd] pL3EICE 2 2562T=0
T = = — EGFR #x1E PCR hguia Comrel
8= = == EGFR @:19 PCR Nageba Cominel
13— B — EGFR ax20 PCR Nagades Corirel
90 = - — EGFR @1 PCR bigquies Corirel
M — = — PCR Fawte Corwel
D. g == Deair Markar Ling (batein)

Két qua dét bién EGFR — Trung tim Y hoc hat nhin va ung budu
Bénh vién Bach Mai



PHU LUC 1
MAU BENH AN NGHIEN CUU UTBMT
S6 bénh an: Mai bénh an:
S6 TB MBH: Ngay doc:

1. HANH CHINH

Ho ten BN oo e Tubi: ........
Gi6é1: Nam=1, Nu=2 Nam O N O
DA ChIieeee s

Nghé nghiép: 1 Néngdan [0 2 Cong nhan O 3 Huu tri [
4 Gidoviend S5Kisu O 6 Nghé khac I

2.Li DO VAO VIEN
1. Paunguc 0 2. Hodom U 3. Homau O 4 .Kho6 the O 5
.S6t 0 6. Gay st [0 7. Noi khan 0 8 .Ho khan 0 9 Nudt nghen O 10
Tinhco OO 11. Métmoi [
3. TIEN SU
3.1. Hiit thudc la:  Hut thudc 14, 130: 1Co [ 0 Khong [
S6 nam hat: 1.<5nim O 2.5-10ndam O 3.10-20 nam O 4. >20 nam O
S6 bao-nim: 1.<5bao/nam O 2. 5- 10 bao/nam O
3. 10-20 bao/mam L0 4. > 20 bao/ nam

3.2. Tiép xtic véi hoa chat doc hai: 1. Co 0 0. Khong O
3.3. Tién sir khc:

Lo x€& mi kinh [0  Bénh Kahler ]

Hoi chung thanhe O Dung corticoid dai ngay [l

Dung ks diingdy [  Gién phé quan [



Ap xe phéi 0  Phiu thuat Iong nguge O

Hen phé quan [0  Suytuy xuong [
U lympho [0  Bénh COPD 0
3.4. Gia dinh ¢6 ngwoi mic bénh ung thw: 1C6 O 0 Khong [

4. CAC TRIEU CHUNG LAM SANG
4.1. Thoi gian bit diu bi bénh dén khi vao vién:

1 <1thang [0 2. 1- 2 thang [0 3. >3 thang 1
4.2. Lam sang: 0 .Khongc6 1.Co

Pau nguc [ Ho khan [ Ho, khac dom [
Ho ra mau [ Kho the I Noi khan [
Nudt nghen [ Nac [ DPau dau O
Pau khop [ Dau c6t song O Hach ngoai vi [J
Sét O Stit can [

Hoi chung thiéu mau [0  Hoi chimg nhiém trung O

Hoi ching 3 giam [ Ran rit, Wheezing

Rannd, ranam O HC Pancoast Tobias

O
|
Hoi ching Cushing [0  HC Schwartz — Barter [
|

HC tang canxi huyét [0  Cvito dnam gioi

HC Lambert — Eaton O  Hoi ching huyét hoc [

Biéuhiénvéda O Hoi ching Pierre Marie [
HC chén ép TMCT [ HC Claude- Bernard- Horner [
HC dong dac L HC SIAD [

5. CAN LAM SANG
5.1. Xét nghiém huyét hoc

SIHC ........ (G/L) BC......... TC......... Hb(g/l): ........
5.2. SHM: Na: .....mmol/l. Ka:....... mmol/L.

ClL: ......mmol/lL Ca: .......mmol/l.



53.CNHH: 1 KRLTK O 2.RLTKTNO 3.RLTKHC 0O 4.RLTKHH O
5.4. Cac Marker ung thu:

Marker Nong do Marker Nong dd
Alpha FP CA 15-3
CEA CA 125
CA 199 Cyfra 21-1
NSE

5.5. Xét nghiém moé bénh hoc
1. MBH qua STMP mu [1 2. M6 bénh sau STXTN: [1 3. M6 bénh hoc
NSPQ: O
4. Cell- Block dich [ 5. M6 bénh hach ngoai vi: [1 6. MBH qua STMP
qua NSMP [
7. Mb bénh hach trung that: [
5. 6 . Xquang CT scanner nguc:
5.6.1. Kich thwéc ton thuwong

Kich thugc(mm) : 1.<100 2. 10-200 3.20-3001 4.>30 O
5.6.2. Hinh thai ton thwong: 1 Nhin (] 2Pacung() 3.Tuagai [| 4. Khe nut!(]
5.6.3. Mt d¢ ton thwong :1.Dic hoan toan [J2.Ddc mot phan [ 3.Hoai ttr [
4.Kinh mot]
5.6.4. Vi tri ton thwong:
1. Trén phai [1 2. Gitra phai [1 3. Dudi phai [1 4. Trén trdi [1 5. Dudi trai
6. Hai Phéi [1 7. Trung thét [
5.6.5. Dang ton thwong:
1. N6t don doc [1 2. Dang khdi [1 3. Dang viém phdi 1 4. Ton thwong c6 hang [
5. Xep phdi [ 6. Hinh anh kinh m& (1 7. U vé tinh [J



5.6.6. S6 lwong khéiu : 1.1khoi 0 2.>2 khéi

5.6.7. Ton thwong phoi hop

STT | Ton thwong P. Hop STT | Ton thwong P. Hop

0 |Khongco TT phoi hop 7 | Chén ép TMCTR
1 Tran dich MP 8 | Xam lan thuc quan
2 | Tran khi mang phoi 9 | Hach trung thit cung bén
3 | Phd huy xuong suon 10 | Hach trung that d6i bén
4 | Xam lan co hoanh 11 | Hach r6n phdi cing bén
5 | Xam lan MP trung that 12 | Hach ron phoi ddi bén
6 | Tran dich mang tim 13 | Hach duéi Carina

5.7. Di can: 1. Khong di can [ 2. Co dican O

5.8. Hinh anh ndi soi phé quan

5.8.1. Ton thwong trong long phé quan: 1. C6 U 0. Khéng [

5.8.2. Vi tri ton thwong

STT | Vi tri ton thwong STT | Vi tri ton thwong
1 Phé quan gbc phai 5 | Thuy trén phai
2 | Phé quan gdc trai 6 | Thuy gitra phai
3 | Thuy trén trai 7 | Thuy dudi phai
4 | Thuy duoi trai 8 |Carina

5.8.3. Hinh anh ton thwong NSPQ

STT Hinh anh tén thwong STT Hinh anh tén thwong
1 Tham nhiém niém mac PQ |5 D¢ ép tir bén ngoai
2 | U nhi trong long phé quan | 6 Chay mau trong long PQ
3 | U suilong phé quan 7 Tu bé cwa phé quan
4 | Chit hep long phé quan 8 Hinh anh khac

5.9. Bilan di can xa

0. Khong phat hién di can O 1. Di can gan 1 2. Di can thugng than [

3. Dican xwong [ 4. Dicanndo [ 5. Di can noi khac [

6. Giai doan TNM




6.1. T Khéi u :
1.Tis [J 2.To [J 3. Tlall 4.TlblJ 5.T2all 6.T2bl) 7.T31] 8.
T4l
6.2. N: hach vung:
I. Noll  2.N10 3.N20 4. N3 [J
6.3. M: di can xa:
1.Mo [ 2.Mlall 3.MlbI[]
6.4. Giai doan bénh
1. Iall  2.Ib0J 3.Hall 4. 1Ib [J 5. IMall] 6.1bl 7.1V
7 . Két qua giai phiu bénh ly
7.1. Bénh phiam sinh thiét lam MBH
1. STXTN [ 2.STPQ ]  3.STXTPQ ! 4.ST hach[]
5. Cell- Block 1 6. STMP ] 7. Sinh thiét NSMP [
7. 2. Phwong phap lam mo bénh hoec UTBMT
1. UTBMT qua nhuom HE, PAS [
2. UTBMT qua nhuom HMMD [
7.3. Typ UTBMT Theo (IASLC/ATS/ERS) nam 2011.

STT UTBMT STT Bién thé
1 UTBMT chum nang 8 | UTBMT dang thai
2 | UTBMT thé nhu 9 | UTBMT dang TB nhin
3 UTBMT vi nha 10 | UTBMT dang TB sang
4 UTBMT dac 11 | UTBMT dang keo
5 UTBMT lepedic
6 | UTBMT nhay
7 UTBMT TB sang




7.4. DAu 4n HMMD: 1. Dwong tinh [ 2. Am tinh [

STT Marker Két qua STT Marker Két qua

1 CK 5/6 13 EGFR

2 CK7 14 Nasin A

3 CK 8 15 Claudin-5

4 CK 20 16 CEA

5 CK 18 17 CDX2

6 p63 18 Meso

7 Claudin- 1 19 EMA

8 pS3 20 Calre

9 TTF-1 21 CK 19

10 Ki 67 22 Heppar-1

11 NSE 23 Glypican 3

12 | Chromogranin PSA

8. Dot bién EGFR 1. Pot bién O 2. Khong dot bién [
- Vi tri dot bién:
STT Vi tri dot bién STT Vi tri dot bién

1 L858re21 5 E746-S752¢19
2 A750el19 6 ex20
3 S752el9 7 ex19-20
4 P753e19 8 L747-P753e19




PHU LUC 2. PHAN CHIA GIAI POAN TNM CUA UNG THU PHOI

(Theo AJCC va UICC nam 2009)

1. Dinh nghia va ky hiéu T, N, M

Bang 1. Dinh nghia ky hié¢u T, N, M

Ky hiéu binh nghia Duéi nhom
T: Khdi u tién phat @ (Primary tumor)

To Khong ¢6 u tién phat

T, U < 3cm, duoc bao boc bdi phéi hodc mang phéi
tang, khong gan hon phé quan thuy

Tia U<2cm Tia

Ty U > 2cm nhung < 3cm Ty

T, U >3cm nhung < 7cm hoic u c6 bat ky dic diém:
3
Xam l4n vao mang phdi tang, ton thuong tai phé
quan gbc nhung cach carina > 2cm, xep phoi/
viém phoi tac nghén lan dén rén phoi nhung
khong ton thuong toan bd phdi.

Toa U > 3cm nhung < 5cm Ts,

Ty U > 5cm nhung < 7cm Ty

T3 U>7cm. T3 >7
Hodc xam lan truc tiép vao thanh nguc, vom Ts xam lan
hoanh, than kinh hoanh, mang phoi trung thit, T3 trung tam
hodc mang ngoai tim. T; trung tam
Hoic u & phé quan gbc cach carina < 2cm @ T; vé tinh
Hoic xep phdi/ viém phoi tic nghén toan bd phdi.
Hoic c6 nhitng khdi u khac & cung thuy.

T, U c6 duong kinh bat ky xAm 14n vao tim, mach | T4 xdm lan

méu 16n, khi quan, than kinh thanh quéan quit
nguoc, thuc quan, than dbt séng, hodc carina.
Hoic c6 nhimg khdi u khac & thuy phdi khac
cung bén.

T4 khac thuy,
cung bén




N: Hach Lympho vung

No Khong di cén vao hach vung

N Di cin vao hach lympho quanh phé quan va/hoic
hach quanh rén phoi cting bén va nhimg hach
trong phoi, ké ca ton thwong xam lan tryuc tiép.

N, Di cin vao hach lympho trung that va/hodc dudi
cariana
N3 Di cin vao hach lympho trung that d6i bén, hach

ron phoi ddi bén, hach co bac thang cing hoic
d6i bén, hodc hach lympho thuong don.

M: Di can xa (Distant metastasis)

M Khong c6 di can xa

Mi, C6 khoi u khac & thuy phoi doi bén M, n6t doi bén
Hoic u v6i nhitng nbt(nodes) & mang phoi hodc | M, lan tran
su lan tran mang phdi 4c tinh (dissemination)

M Di can xa M

Nhitng tinh hudng dic biét

TX, NX, |Trangthai T, M, N khong c6 kha nang danh gia.
MX

Tis Ung thu khu trt tai chd Tis

Tiss Nhitng khoi u voi bat ky kich thude lan dén bé | T
mat nhung tiép giap voi thanh khi quan hodc phé

quan goc

1. Khéi u véi duwong kinh I6n nhat

2. Tiéu dé dudi nhém khéng dwoc xdc dinh trong dn ban cia IASLC
nhung dwoc thém vao day dé thudn tién cho viéc ban ludn ro rang.

3. Nhitng khoi u T véi nhitng dic diém ndy ciing dwoc phan loai nhir Ts,
néuu <5cm.

4. Nhitng khéi u lan dén bé mat khong phé bién, & dwong tho trung tém
dwoc phan loai nhu T).

5. Tran dich mang phéi duwoc logi trir néu té bao hoc ém tinh, khong co

mdu, dich tham, va ddnh gid lam sang khéng phdi do ung thr.




2. Phan nhom giai doan

Bing 2. Nhiing diic diém TNM trong phén nhom giai doan.

Phén nhém Ky hiéu, % cho tit ci cic truong l}O’p _
. . Bénh nhan, %
giai doan T N M \ N
(lam tron s0)
Ia T1 ab N() M() 15
Ib Tsa No M, 13
Tiab Ny My 2
IIa Tza N1 M() 4
sz No MO 4
Tap Ny My 2
I1b T; No M, 14
T N My 20
I11a T3 N1 M() 6
T, No.i M, 2
I1Ib T4 N2 M, 1
T1_4 N3 M() 3
I\ T bat ky N bat ky Miap 14

Bang 3. Phdn nhom giai doan theo ky hiéu TNM va dwoéi nhom.

/M Du6i nhom NO N1 N2 N3

Tha la Ila Illa I1Ib

T, Ia Ila Ila IIb

I T2 Ib Ila Illa 11Ib

Tab Ila IIb IIla I1Ib

Ts >7 1Ib Illa Illa I1Ib

Ts | T;xam lan IIb Illa [Ila I1Ib

T; vé tinh Ib [Ila IIla I1Ib

T4 xam lan Illa Illa I1Ib I1Ib

T4 | T4 nt khac thuy, cing IIla [IIa I1Ib I1Ib
bén

M, ndt d6i bén I\Y I\Y I\ I\

M: | My, lan tran mang phoi v v v v

Mis I\% 1Y I\% I\%




