GIOI THIEU LUAN AN
1.Dit van dé

Ung thu ph01 (UTP) hay ung thu phé quan 1 thuat ngtr dé chi bénh 4c
tinh cua ph01 Xuét phat tir biéu mé niém mac phe quan, tiéu phe quan, phé
nang, cic tuyén ciia phé quan, hodc cac thanh phén khéc cta phdi.

Hién nay,ung thu biéu mo tuyén (UTBMT) chiém khoang 85% ung
thu biéu mé khong té bao nhé & phdi, 1a loai hay gip nhat & ca hai gidi,
dac biét gia tang ¢ khu vue Chau A. Bén canh do, voi su hiéu biét vé sinh
hoc phan tu, nhét 12 dot bién gen cua yéu t6 ting truong biéu bi (EGFR)
gan lién v6i phuong phap diéu tri nham trang dich kém theo xu huéng dicu
tri ca thé hoa dua trén phén tip mo6 bénh va dot bién gen EGFR. Phan loai
md bénh hoc (MBH) ung thu phdi ctia T chie Y t& Thé giéi (WHO) nam
2004, chi dua trén bénh phém phau thuat, da trd nén it hitu ich hon, it ¢ su
twong quan voi 1am sang va diéu tri. Do d6, bang phan loai UTBMT méi da
duoc gidi thi€u vao ndm 2011 boi cac chuyén gia thudc Hi€p hdi Nghién
ctru Ung thu phéi Qudc té (IASLC), Hiép hoi Long nguc Hoa Ky (ATS) va
Hiép hoi Ho hap chau Au (ERS).Trong tim ciia phan loai nay 1 phan biét r&
UTBMT v6i UTBMTBYV, dong thoi xéc dinh chi tiét chinh xac cac phan tip
cia UTBMT ngay tir bénh pham sinh thiét nho, vi trén 70% cac trudng hop
UTP dugc chan doan theo cac phuong phéap nay khi vao vién, bénh ¢ giai
doan muon khong co kha ning phau thuat. Nim 2015, phan loai UTBMT
nay tiép tuc dugc T chic Y té Thé gidi sir dung trong lan xuat ban thir 4,
cho cac tip cia UTBMT dbi vdi cac bénh pham sinh thiét phdi nhim muc
dich diéu tri sém va ca thé héa cho UTP. O Viét Nam, nghién clru vé 1am
sang va ing dung phan loai MBH cia UTBMT dya trén bénh phim sinh
thiét nho theo phan loai IASLC/ATS/ERS nam 2011 con kha méi mé. Boi
vay, chung t6i thyc hién d@ tai voi muc tiéu:

1. M6 ti dgc diém lam sang, hinh dnh cdt I6p vi tinh, ngi soi phé

qudn 6'ng mém ciia ung thw biéu mo tuyén phé qydn.’

2. Xdc dinh ty I¢ cdc tip mé bénh hoc va mjt s6 moi lién quan
véi dic diém lim sang, cdt lop vi tinh, djt bién EGFR ciia
ung thw biéu mé tuyen phe quan theo ban phan logi cua
“Hiép hoi ung thuw phéi Quéc té nam 20117,

2.Tinh cép thiét ciia dé tai

Ung thu phdi 12 bénh 1y ngay cang gia tang, déc bi¢t la UTBMT, véi
cau trac mo bénh hoc da dang va phirc tap dé nham 13n v6i UTBMV
néu chi sir dung phuong phap giai phiu bénh thudng quy. Trong khi

do, hién nay phuong phép lam va phat hién dot bién gen EGFR ngay
cang dugc chu trong gan lién voi diéu tri dich phan tir doi hoi phén tip
MBH chi tiét ngay tir bénh pham sinh thiét nhé v&i muc tiéu diéu tri
som cho bénh nhan. Do vay, ing dung phan loai MBH ctia UTBMT
theo Hiép hoi ung thu phdi qudc té 2011 mang tinh cap nhat & Viét Nam.
3. Nhirng dong gép méi cia luin an

Pay 1a luan an nghién cru vé ung thu biéu mé tuyén phé quan, néu
bat nhimg triéu chimg 1am sang, hinh anh CLVT va ndi soi phé quan dng
mém ciia tip MBH nay.

Luan 4n phan tip chi tiét MBH cia UTBMT, xac dinh dot bién gen
EGFR cho tung phén tip MBH theo phéan loai méi IASLC/ATS/ERS nam
2011. Dong thoi tim mdi lién quan giita 1am sang, cat 16p vi tinh, dot bién
EGFR v&i mé bénh hoc ciia ung thu biéu mé tuyén phé quan.

4. B6 cuc luin 4n

Luan an gdm 132 trang, trong d6: Dit van dé (2 trang), chuong 1:
Téng quan (36 trang), chuong 2: Dbi twong va phuong phap nghién ciru
(20 trang), chwong 3: Két qua nghién ciru (34 trang), chuong 4: Ban luén
(37 trang), két luan (2 trang), khuyén nghi (1 trang). Trong luan an c6 (42
bang), 11 biéu dd, 27 hinh, 1 so do.

Luan an c6 168 tai li€u thao khao, trong d6 31 tai li€u tiéng Viét, 137
tai liéu tiéng Anh, cac tai liéu chu yéu trong 5 ndm g?m day.

CHUONG 1 TONG QUAN

1.1. DICH TE HQC UNG THU PHOI
1.1.1. Tinh hinh ung thw phdi trén thé giéi
1.1.2. Tinh hinh ung thw phéi tai Viét Nam )
1.2. TRIEU CHUNG LAM SANG UNG THU PHOI
1.2.1. Triéu chirng phé quan

- Ho, khac dom, ho mau, kho tho
1.2.2. Hji chirng nhiém trang phé quén - phéi
1.2.3. Céc déu hi¢u lién quan véi sy lan toa tai chd va ving ciia khéi u
1.2.3.1. Hji chirng chén ép tinh mach chu trén
1.2.3.2. Triéu chirng chén ép thuc qudn
1.2.3.3. Triéu chirng chén ép thin kinh
1.2.4. Dau hiéu toan than
1.2.5. Tri€u chirng di cin cta ung thw
1.2.6. Cac hoi chirng can ung thw



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

1.3.1. Cac phwong phap chin dozn hinh dnh

1.3.1.1. Chup X- Quang phw chuén

- Nhu'ng diu hiéu tryc tiép

% Hinh anh nét, dam mo

% Ddu hiéu hinh béng Felson

% Ddu hiéu cé—ngu'c

% Hinh xdm ldn thanh nguc

“» Hinh dnh mdt troi moc

-Nhung déu higu gtan ttep

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

% Hinh tran dich mang phoi

% Nhitng déu hiéu goiy tran dich mang phoi do nguyén nhén ung thue bao gom:

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

- Tran dich mang phdi trén nhitng nguoi hat thude 14, thude lao > 15
bao- ndm, c6 kém theo céac biéu hién cua hoi ching can ung thu...
1.3.1.2. Chup cit I6p vi tinh (CLVT)

- Bao gom cdc hinh thdi

% Hinh nét hodc dam mo

- Kich thuéc t6n thuong, do dudng kinh 16n nhét cta khéi u.

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

% Duong bo' ciia khoi u: bd tron nhin, by da cung va bo tua gai (chan
nhén). Hinh tua gai hay hinh chan nhén 1a hinh xuét hién hinh céc gai nhon,
d6 dai, mat do khac nhau xuét phat tir dudng bd khdi u lan toa vao phan nhu
md phéi lanh xung quanh.

S Mat do cua khoi u: Theo Hoi léng nguc Anh (British Thoracic
Society: BTS 2015), mat d6 u chia lam ba dang dic hoan toan, dac mot
phan va dang kinh mo:

% Hinh dnh xdam ldn mang phoi

Diu hiéu dién hinh cho hinh anh xam 14n mang phdi 1a hinh anh cac
n6t md dang to chirc trén bé mat mang phdi hodc hinh dnh day mang
ph01 Nhitng bénh nhén cé kem hinh anh lan tran coa tén thuong ac tinh
bé mit mang phdi duoc xép vao Ts, dong nghia véi BN khong con chi
dinh phau thuat va xa tri.

% Hinh dnh xam ldn thanh nguc

% Xdam lan trung that
% Hinh anh xep phéi - viém phéi tic nghén phé qudn

Hinh dnh hach trung that do di can ung thr

Mot $6 hinh anh ton thwong thi phdt va ton thwong khac trén
phim chup CLVT nguc ¢ BN UTP: Hinh anh luéi - ndt, hinh anh
nhleu nét mo lan toa, hoi chimg 1ap ddy phé nang gip trong viém phoi
sau tic nghén phé quan.
1.3.1.3. Cong hwong tir hat nhan (MRI)
1.3.1.4. Siéu am
1.3.1.5. PET Scan va PET- CT
1.3.2. Noi soi phé quin (NSPQ)
1.4. PHAN LOAI UTBMT THEO IASLC/ATS/ERS NAM 2011 VA
WHO 2015 CHO SINH THIET NHO
1.4.1. Phan tip mé bénh hoc Ung thw biéu mé tuyén
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Phan tip md bénh hoc Ung thw biéu md tuyén Mai hinh thai hoc
Theo (IASLC/ATS/ERS 2011) (Theo WHO 2015)

Ung thw bi¢u md tuyén 8140/3
Ung thu biéu mo tuyén lepidic 8250/3
Ung thu biéu mé tuyén chum nang 8551/3
Ung thu biéu mé tuyén nhit 8260/3
Ung thu biéu mé tuyén vi nhi 8265/3
Ung thir biéu mo tuyén dic 8230/3
Ung thir tuyén nhiy xam 14n 8253/3
Bién thé

Ung thu hén hgp nhiy va khong nhdy xdm lan 8254/3
Ung thur biéu mo tuyén “dang keo” 8480/3
Ung thu biéu mé tuyén thai 8333/3
Ung thu biéu mo tuyén tip rudt 8144/3

1.4.2.Twong quan 1am sang, chin doan hinh hinh anh, sinh hoc phan
tir va phian tip MBH ciia UTBMT theo IASLC/ATS/ERS 2011.

Mb bénh hoc 14 xuwong sdng cua phén loai nay, nhung chan doan ung
thu phdi 1a mot qua trinh da nganh, doi hoi phai ¢é sy tuong quan véi
lam sang, chan doan hinh anh, bénh hoc phén tir, cic thong tin phau
thuét. Trong phan loai cho sinh thiét nho, khuyén nghi bao quan tdi da



bénh phém phuc vu chan doan va nghién ctru bénh hoc phén tir. Do ban
chat mé hoc cua ung thu biéu mo phdi hét ste phire tap, vi vay chan doan
phan biét giita UTBMT va UTBMTBYV gip nhiéu khé khin néu chi sir
dung phuong phap thuong quy. Béi 1&, nhiéu khi mé hoc trong tuyén co
vay, trong vady c6 biét hoa tuyén, nén can han ché téi da chan doan
UTBM hon hop. Mit khac, trong diéu tri dich c6 sy khac nhau gitra hai
loai té bao nay. Do vdy, can sir dung cic dau an hoa mo mién dich dé
chén doén xéc dinh va chan doan phan biét. Cac déu 4n dugc khuyen cao
sir dung TTF-1, CK5/6, Napsin A, p63, p40 trong chan doan phan biét
UTBMT va UTBMTBYV cua phéi.

CHUONG 2 POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Tiéu chuin chon ddi twong nghién ctru

GOm 245 bénh nhan > 16 tudi, duoc chan doan xac dinh ung thu biéu
mb tuyén phé quan qua méanh sinh thiét phéi tai Trung tam H6 hap bénh
vién Bach Mai tu thang 04/2014 - 11/2015. Bénh nhan UTBMT duoc
chén doan dua vao mot trong hai ti€u chuén sau:

* Bénh nhan dugc chan doan khing dinh bing MBH 1a UTBMT qua
nhudm thuong qui (HE,PAS).

* Bénh nhan ung thu biéu mdé (UTBM) chua dugc khiang dinh
UTBMT bang nhudém thuong qui (HE,PAS) nhung qua nhuém HMMD
béng cac Marker dac hiéu khfmg dinh UTBMT theo huéng dan cia Hiép
hoi nghién ctru ung thu phdi Qudc té 2011 va WHO 2015.

2.1.2. Tiéu chuén loai trir

- Loai trir cc tip ung thu phdi khac, ung thu phéi thir phat, ung thu
phoi phéi hop, cac bénh nhan khong thoa man cdc tiéu chuén trén (Khong
duoc chyp CLVT 1ong nguc, ¢6 chdng chi dinh v6i ndi soi phé quan dng
mém, chong chi dinh véi thu thuat sinh thiét cat xuyén thanh nguc).

- Loai trir bénh nhan ung thu phdi dugc chin doan MBH qua phau thuat.

- Loai trir cac truong hop manh sinh thiét khong du lam MBH .

2.2. PHUONG PHAP NGHIEN CUU

2.2.1. Thiét ké nghién ciru
- Loai nghién ctru: nghién ctru tién ciru mo ta cit ngang chum ca bénh
- Thoi gian nghién ctu: tr thang 04/2014 - 11/2015.

- Pia diém nghién ciru: Tham kham 14m sang, can 1am sang tai Trung
tam Ho6 hép, lam MBH va dinh tip tai Trung tdm Giai phau bénh — Bénh
vién Bach Mai.

- C& méu nghién ctru udc tinh: Theo phuong phéap thng ké y hoc, udc
luong mot ty 1¢:

1-
h = Z(217a/2)' p(dz r)

n: 1a c& mau nghién ciru

o : Mirc ¥ nghia thong ké; véi o = 0,05 thi hé s6 tin ciy Zi.w2=1,96

p : Ty 1€ bénh nhan UTBMT tai Trung Tam Ho hép — Bénh vién Bach
Mai, theo Ngo Quy Chau va CS (2003), khoang 5% bénh nhan nhép
vién.

p=0,05,q=1-p, d: Sai s6 ude lwgng, chon d = 0,03.

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

Thyc té chung t6i chon dugc 245 bénh nhan UTBMT du tiéu chuin
nghién cuu.

2.2.2. Phuong phap thu thap s0 ligu

- Thiét ké bénh 4n mau véi cac muc tiéu cua dé tai.
2.2.3.Tién trinh nghién ctru
2.2.3.1. Kham lam sang, xét nghiém cdn ldm sang

- Cac bénh nhan dugc nghién cuu sinh, cung bac s§ chuyén khoa
kham lam sang ty mi, can than, thu thap cac triéu ching co nang, thuc
thé, toan than theo mau bénh an

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

- Chup X- quang long nguec thang — nghiéng.

- Chup CLVT nguc

- Po, dénh giG chirc ndng hé hdp theo cdc héi chimg

- Néi soi phé qudn dng mém.

- Danh gia bilan di can xa
2.2.3.2. Nghién ciru giai doan TNM theo phdn logi 2009
2.2.3.3. Nghién ciru mé bénh hoc

#MJi bénh nhén ldy tir 3 - 4 mau bénh phdm qua ndi soi sinh thiét
phé quan, STXTN, STMP lam MBH tai Trung tim Giai phiu bénh -
Bénh vién Bach Mai véi phuong phap nhuém HE, PAS. Céc tiéu ban
duoc doc va phan tich két qua dudi kinh hién vi quang hoc boi 02 bac s§
giai phau bénh khac nhau va dwoc Thay huéng dan kiém tra 1an cubi theo
cac budc:
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+ Buwde 1: Poc va phan tip trén tidu ban thuong quy HE, PAS néu
hinh thai MBH rd rang, chin doan xac dinh cac phan tip UTBMT.

+ Budre 2: Truong hop chua thé phan tip MBH bang ky thuat vi thé
thuong quy, tiép tuc tién hanh k§y thuat hoa mé mién dich (HMMD) véi
céc marker gitip phan biét UTBMT véi UTBMYV, gém: TTF-1, Napsin
A, CK 5/6, p63, CK 7.

% Phan tip MBH UTBMT phé quan theo IASLC/ATS/ERS 2011 va
WHO 2015.
2.2.3.4. Nghién ciru mé bénh hoc va dét bién EGFR

Mau bénh phém s€¢ dugc gui dén Trung Tam Gene-protein truong
Pai Hoc Y Ha No6i hodc Pon Vi Gen Tri Li€u-Trung Tam Y hoc hat
nhan va ung budu -Bénh Vién Bach Mai lam xét nghiém xac dinh dot
bién EGFR bang cac ky thut:

oKy thuat giai trinh ty gene truc tiép

oKy¥ thuat Scorpions ARMS

oKy thuat Strip Assay.

2.2.4. Xir Iy s6 liéu phan mém thong ké y hoc SPSS 22.0

CHUONG 3 KET QUA NGHIEN CUU
Nghién ctru duoc thyc hién tai Trung TAm H6 Héap — Trung Tam Giai
Phau Bénh - Bénh vién Bach Mai tir thang 04/2014 dén thang 11/2015
v6i 245 BN dugc chan doan xac dinh 1a UTBMTPQ dap ung du tidu
chuén nghién curu, ching t6i thu duge cac két qua sau:
3.1. PAC PIEM LAM SANG, CAN LAM SANG
Tudi trung binh ciia BN trong nghién ciru 1a 60,2 + 10,4 trong d6 BN
tré nhat 29 tudi, 1on tudi nhat 87 tu6i. Nhém tudi chiém ti 1¢ cao nhat 1a
tir 50 - 69 tudi (67,8%), nam gidi chiém ti 18 165/245 BN (67,3%), nit
gidi c6 80/245 BN (32,7%). Ti 1€ nam/nit 1a 2,1/1, sy khac biét co y
nghia ( p= 0,001, 95% CI; 0,77; 0,89, One Sample Test). Phan bd & céac
nhém tudi trén 40 gip nhidu hon ¢ nam.
C6 156/245 BN (63,7%) co tién sir hut thudc, 89/245(26,3%) khong co
tién sir hut thude, sy khac biét ¢ y nghia (p = 0,0001, 95% CI; 0,08 - 0,2). S&
bao/nam tir 11- 30 chiém ty 1é cao nhét 63/156BN (40,4%).
3.1.1. Thoi gian tir khi ¢6 tri¢u chirng dén khi kham bénh
Da s6 179/245(73,1%) BN tir khi biéu hién triéu ching dén khi di
kham bénh trong thoi gian trén 1 thang, dac biét co6 11/245(4,5%) BN di
kiém tra sirc khoe dinh ky.

3.1.2. Triéu chirng 1Am sang
Béng 3.1. Triéu ching 1am sang ctia bénh nhin (n=245)

Co ning FIOOZ"ZS) Thuc thé (111033/3 )
Dau nguc 218(89,0) HC nhiém tring 79(32,2)
Stt can 211 (86,1) Ral 4m, nd 71 (29,0)
Ho khan 145 (59,2) HC 3 giam 51 (20,8)
M¢ét mai 134 (54,7) Hach ngoai vi 25(10,2)
St 84 (34,3) HC dong dac 22 (9,0)
Ho ra mau 41 (16,7) HC Pancost-Tobias 26 (10,6)
Ho khac dom 43 (17,6) HC Pierre - Marie 11 (4,5)
Pau khép 28 (11,4) Wheezing 62,4
Khé thé 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*: Hgi chung chen ép tinh mach chu trén)

Nhdn xét: Cac tri¢u chiing hay gap: dau nguc 218/245 BN (89,0%),
sut can 211/245 BN (86,1%), ho khan 145/245BN (59,2%), HC nhiém
trang 79/245 BN (32,2%), ral am, ral n6 71/245 BN (29,0%), hoi chimg
3 giam 51/245 BN (20,8%), cac hoi chimg can u it gip hon: tiéng
Wheezing 6/245BN (2,4%), HC Cushing chi gap ¢ 1/245 BN (0,4%).
3.1.3. Cong thirc mau

S luong HC thap nhét 2,71 G/L biéu hién tinh trang thiéu méau, cao nhat
6,65 G/L, s6 luong TC cao nhét 676 T/L c6 nguy co gdy ting déng mau.
3.1.4. Panh gia rdi loan thong khi trén chirc ning hd hap

137/245 BN (55,9%) khong c6 rdi loan thong khi,59/245 BN (24,1%) c6
r6i loan thong khi tac nghén, 9/245BN(3,7%) ¢6 16i loan thong khi hdn hop
3.1.5. Vi tri khéi u trén phim chup CLVT 1ong nguc

Vi tri khdi u & ngoai vi 170/245 BN (69,4%) nhiéu hon khéi u ¢
trung tam 75/245 BN (30,6%), su khac biét c6 y nghia
(p=0,001,95% CI1 0,75; 0,87, One Sample Test).



Béng 3.2. Phén loai vi tri u theo gigi (n = 245)

Gisi
Vi tri Nam Nir Téng P
(n,%) (n,%) (n,%)
Ngoai vi 114(67,1) 56(32,9) 170(100)
Khu vwee | Trungtim | 51(68,0) 24(32,0) 75(100) | 0,885
Thuy trén 54(69,2) 24(30,8) 78(100)
Phéiphai | Thuy giita | 10(71,4) 4(28.6) 14(100)
Thuy dudi | 24(49,0) 25(51,0) 49(100)
Thuy trén 34(77,3) 10(22,7) 44(100)
Phditrai | Thuy dudi 17(60,7) 11(39,3) 28(100) | 0,034
Hai phoi 23(79.3) 6(20,7) 29(100)
Trung thét 3(100) 0 0
Tong 165(67,3) 80(32,7) 245(100) | 0,001

Nhan xét: Khong co su khac biét vé khu vuc ngoai vi va trung tam cua
khéi u gitta nam va nit ( p = 0,885, test 1* ), ¢6 su khac biét vé vi tri khdi u
gitra phoi phai va phdi trai (p= 0,034, test ).

3.1.6. Kich thwéc khéi u trén phim chup CLVT 1ong nguc

Kich thudc khéi u trung binh : 34,9 + 14,5 mm, nho nhét 7,0 mm, 16n nhét
92mm, trong d6 nhém khdi u c6 kich thude 30 — 50 mm chiém ty 1& cao nhat
114/245 BN (46,5%), nhom kich thudc > 70 mm it nhat 5/245 BN (2,0%).

3.1.7. Pic diém hinh dang va mat d¢ khdi u trén CLVT 1ong nguc
Bang 3.3. Pic diém hinh dang va mat d¢ khéi u trén CLVT

(n=245)

Pic diém n Y%
Nhin 48 19,6

Hinh dang Da cung 81 33,1
(n=245, 100%) Tua gai 116 47,3
Dbac hoan toan 72 29,4

Mit do Déac mot phan 140 57,1
(n=245, 100%) Hoai tir 30 12,2
Kinh mo 3 1,2

Nhan xét: Khoi u c6 hinh dang nhan 48/245 BN (19,6%), da cung
81/245 BN (33,1%), khoi u dang tua gai 116/245 BN (47,3%), dang kinh
mo it nhat 3/245 BN (1,2%).
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3.1.8. Pic diém ton thwong khdi u trén phim chup CLVT 1dng nguc

Ty lé % A
40 -{
30 -]
20 48
10 % -5 :
- > .
¥ T — v Ton
Kinh Dang Xep Uvé Viéem  Not Dang thwong

moé  hang phoi  tinh  phoi donddc  khoi

Biéu db 3.1. Dac diém dang ton thuwong trén phim chup CLVTI(”ing nguc
(n=245)

Nhdn xét: Ton thuong dang khoi hay gip nhat 109/245 BN (44,5%),
dang ndt don doc 59/245 BN (24,1%), dang kinh m& 3/245 BN (1,2%).
3.1.9. Cac ton thuong phdi hop trén phim chup CLVT long ngue

Bing 3.4. Cac ton thwong phdi hop trén phim CLVT (n= 245)

Diu hiéu S6 bénh nhin (n) Ty 18 %
Khong t6n thuong phdi hop 91 37,1
Tran dich mang phéi 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
Chén ép tinh mach chu trén 4 1,6
X4m lan thanh nguc 8 3,2
Xam lan thyc quan 2 0,8
U v¢ tinh khac thuy 15 6,1
Hach ron phdi ciing bén 6 2,5
Hach rén phéi ddi bén 5 2,0
Hach duéi Carina 9 3,9

Nhén xét: 91/245 BN (37,1%) khong c¢6 ton thuong phdi hop, tran
dich mang phdi 51/245 BN (20,8%).
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3.1.10. Phén chia giai doan theo TNM

TV 16

20 17 106 Q9

“ L a l’——' '——'
Ila

b Ila b IV goan

Ia

Biéu db 3.2. Phan chia giai doan TNM (n=245)

Nhdn xét: UTP & giai doan muodn chiém ty 1 cao nhét, trong d6 giai
doan IV 123/245 BN (50,2%), giai doan IIIb 21/245 BN (8,6%), giai
doan tur Ia - I11a 41,2%.

3.1.11. Tén thuwong trén ndi soi phé quin

Khong phét hién thiy ton thuong trong long phé quan 145/245 BN
(59,2%), ¢ ton thuong trong long phé quan 100/245 BN (40,8%), su
khéc biét c6 y nghia (p = 0,035, test ).

Bang 3.5. Lién quan giira vi tri khdi u va ton thwong qua
ndi soi phé quan (n=245)
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(78,7%) cao hon so véi nhém khong thay tén thuong 16/100BN(21,3%) ,
su khéc biét co y nghia (p < 0,001, test y°).
Bing 3.6. Vi tri ton thwong qua ndi soi phé quin(n=100)

Vi tri S6 BN(n) Ty 18 (%)
N Phé quén goc 6 6,0
bcéz:lypll’l(ﬁ)i Thuy trén 18 18,0
(60BN) Thuy gilta 14 14,0
Thuy dudi 22 22,0
Cay PQ Phé quan gbc 1 1,0
bén trai Thuy trén 23 23,0
(39BN) Thuy duéi 15 15,0
Carina 1 1,0
Téng 100 100

Nhdn xét: Ton thuong qua ndi soi phé quan ¢ phdi phai 60/100BN
(60,0%), nhiéu hon so v&i phéi trai 39/100 BN (39,0%), Carina chi co
1/100 BN (1,0%). Vi tri t6n thuong thiy trén phai 18/100 BN (18,0%),
thuy trén trai 23/100 BN (23,0%) hay gép hon so véi céc vi tri khac.

Bing 3.7. Dang ton thwong qua ndi soi phé quan(n=100)

Dang ton thwong S6 bénh nhén (n) Ty 18 %

Tham nhiém niém mac phé quan 38 38,0

Chit hep long phé quan 25 25,0

U sui trong long phé quan 21 21,0

be¢ day long phé quan tir bén 10 10,0
ngoai

Chédy mau trong long phe quan 3 3,0

Tu bé cya phé quan 3 3,0

Téng 100 100

Tén thwong qua NSPQ
g one tha ) Tong
Vi tri khoi u It((x)l:lo?l;gu’t;l:g Cé tén (n.%) p
thwong(n,%)
(n,%)
Ngoai vi 129(75,9) 41(24,1) 170(100) | <0,001
Trung tm 16(21,3) 59(78,7) 100(100) | <0,001
Tong 145(59,2) 100(40,8) 245(100) | 0,035

Nhdn xét: Khdi u & ngoai vi khong thdy ton thuong khi ndi soi phé quan
129/170 BN (75,9%), caorhorn so véi nhom co ton thuong 41/170
BN(24,1%). Ngugc lai, khoi u ¢ trung tdm co ton thwong 59/100BN

Nhén xét: Hinh anh tham nhiém niém mac phé quan hay gap
nhit 38/100BN (38,0%) va hinh anh chit hep long phe quan 25/100BN
(21,0%), hinh anh it gap nhét: chay méu trong long phé quan va ti bé cua
phé quan 3/100 BN (3,0%). )

3.2. MO BENH HQC VA POT BIEN GEN EGFR
3.2.1. Cac bénh pham dinh tip mé bénh hoc

Cac bénh pham dinh tip 1am mé bénh hoc: sinh thiét xuyén thanh
nguc dudi hudng dan cua CT scanner chiém ty 18 cao nhat 147/245 BN
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(60,0%), sau dén 1a bénh pham cuia sinh thiét ndi soi phé quan 51/245 BN
(20,8%), c6 2 bénh nhan (0,8%) dugc sinh thiét qua ndi soi mang phoi.
3.2.2. Cac phuwong phap dinh tip MBH UTBMTPQ

Pa s6 cac bénh nhan 200/245 BN (81,6%) duogc dinh tip MBH bang
phuong phap nhuém thuong quy HE va PAS, 45/245 BN (18,4%) duoc
dinh tip béng nhudém héa mé mién dich.
3.2.3. Phin tip MBH ung thw biéu mé tuyén theo IASLC/ATS/ERS 2011

Bing 3.8. Phén tip MBH ung thu biéu mé tuyén theo
IASLC/ATS/ERS 2011 (n= 245)

Phin tip m6é 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 nhdy 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 nha 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 gip nhét
1/245 BN (0,4%).

3.2.4. D¢ biét hoa mod bénh hgc cia UTBMT

Do biét hoa md bénh hoc cua ung thu biéu mo tuyén phé quan: do biét
hoa trung binh chiém ty 1& cao nhit 155/245 BN (63,3%), d6 biét hoa cao
29/245 BN (} 1,8,%), d6 biét hoa thip 61/245 BN (24,9%).

3.2.5. Mot s0 moi lién quan giira phin tip MBH véi lam sang, CLVT
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Bing 3.9. Méi lién quan giira phan tip MBH véi gi6i (n= 245)

A a Gidi Tén

Phén tip mo6 bénh hoc Nam(n,%) | Nir(n.%) (n,%g) p
UTBMT dang chum 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 nha 12(54,5) | 10(45,5) | 22(100) 0,6
UTBMT dang nhiy 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

Nhdn xét: UTBMT dang chum nang va dang dic gép ¢ nam nhiéu
hon so véi nlt vdi cac ty 1€ ( 69,0% so voi 31,0%, 72,0% so voi 28,0%,
su khéc biét c6 y nghia (p < 0,001 va p = 0,04, test ).

- Méi lién quan giira phan tip MBH véi phan nhém tudi

Khong c6 mbi lién quan giita cic phan tip MBH ciua UTBMT véi
phan nhom tudi gitra hai nhom dudi 60 va trén 60 tudi (p > 0,05, test 12).

Bang 3.10. Mdi lién quan giira phan tip MBH véi tién sir hut thudc

(n=245)
Tién sir hiit thude Téng P
Phén tip mé bénh hec Khéng(n,%) | Cé 0,%)| (1,%)
UTBMT dang chum nang 42(36,2) 74(63,8) | 116(100) | 0,004
UTBMT dang nhu 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 nha 11(50,0) 11(50,0) | 22(100) -
UTBMT dang nhay 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 séng 0(0) 2(100) 2(100) -
UTBMT bién thé dang thai 0(0) 1(100) 1(100) -
Téng 89(36,3) | 156(63,7) | 245(100) | < 0,001

Nhan xét: UTBMT dang chum nang va dang dac gap nhi€u hon ¢
nhom co tién sir hat thuoc, voi cac ty 1€ 1an luot (63,8% so voi 36,2% va
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72,0% so véi 28,0%, sy khac biét c6 y nghia véi p = 0,004 va p = 0,04,
test 1%).

- Méi lién quan giira phan tip MBH véi vi tri khdi u trén CLVT

UTBMT dang chim nang, dang nhti gip ¢ ngoai vi nhiéu hon so véi trung
tam lan luot theo ty 1& (77,6% so voi 22,4%, 68,4% so voi 31,6%), su khac
biét c6 y nghia (p=0,001 va p = 0,03, test 1). Cic phan tip khac khong c6 su
khac biét.

Bing 3.11. Mdi lién quan giira phan tip MBH véi hinh thai khéi u
(n=245)
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Bang 3.12. Mdi lién quan giira phan tip MBH v6i mat dd khéi u trén
CLVT (n=245)

Mat dd khéi u
Phan tip md bénh hoc Dic Pac mot | Hoaitr | Kinh Tong
hoan phin (n,%) mo (n,%)
toan (n,%) (n,%)
(n,%)
UTBMT dang chum nang | 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 nhii 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)
Tong 72(29,4) | 140(57,2) | 30(12,2) | 3(1,2) | 245(100)

p = 0,896(Fisher'S Exact Test)

Hinh thai khéi u
Phan tip md bénh hec | By nhiin [Khong nhin| Tong p
(n,%) (n,%) (n,%)
UTBMT dang chum nang | 25(21,6) | 91(78,4) | 116(100) | < 0,001
UTBMT dang nhii 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 nhu 2(9,1) | 20(90,9) | 22(100) | 0,003
UTBMT dang nhdy 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 0(0) 1(100) 1(100) -
thai
Tong 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 nhu, ddc cé hinh dang bo khéi u khong nhan nhiéu hon so
v6i dang bo nhan, sy khac biét c6 ¥ nghia véi (p < 0,05, test ).

- Méi lién quan giira phan tip MBH véi kich thwéc khoi u trén
CLVT

Céc phan tip chim nang, nhu gip ¢ nhom khéi u < 30 mm nhiéu
hon so voi nhom khéi u > 30 mm, su khac biét c¢6 y nghia (p < 0,05,
test ).

Nhdn xét: Cac phan tip MBH hay gap & nhom c6 mat d6 dac mot
phén nhiéu hon so v6i nhom con lai, tuy nhién sy khac biét chua c6 y
nghia (p = 0,896, Fisher S Exact

- Méi lién quan giira phéin tip MBH véi su di ciin xa ciia Kkhéi u

Céc phan tip chiim nang, nhu, lepedic, khong di can nhiéu hon so véi

nhém c6 di cin, sy khac biét co y nghia (p < 0,05, test ).

- Méi lién quan giira phan tip MBH voi ton thwong qua NSPQ
Phén tip dang chum nang khong c6 ton thuong trong long phe quan
(61,2%0 nhieéu hon so véi cd ton thuong trong long phé quan (38,8%), p

<0,05, test ).

3.2.6. H6a mé mién dich cia UTBMT phé quin theo phan loai
TASLC/ATS/ERS 2011

Trong 45 BN dugc 1am HMMD véi 4 marker, TTF-1, Napsin A, CK7
(+) theo thir tu: 88,9%, 93,3%, 91,1%. Day la cac dau 4n dic trung cho
UTBMT c¢6 ngudn gdc tai phdi. Cac ddu an p63, CK5/6 (+): 15,6% va

6,7%.
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3.2.7. Dot bién EGFR cia ung thu biéu md tuyén

- Ty 1é dot bién EGFR

Trong nghién ciru, c6 93 bénh nan dugc lam dot bién gen EGFR, co
dot bién 48/93 BN (51,6%), khong phat hién dot bién 45/93 BN (48,4%).
Su khac biét c6 y nghia (p=0,04, One Samle Test, 95% CI (0,85; 1,05).

- Vi tri va cac loai dot bién EGFR

Ty 1¢ dot bién xay ra cao nhét & exon 21 véi 27/48 BN (56,2%), tiép
d6 14 & exon 19 vé6i 17/48 BN (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.

Dot bién hay gap nhat L858R 27/48 BN (55,9%), sau dén 1a dot bién
A750 - E746 13/48 BN (27,3%), cac dot bién khac it gap hon, c6 1
truong hop ¢ dot bién & vi tri T790M, & vi tri dot bién nay thuong hay
khéng véi diéu tri dich.

- Méi lién quan giira dot bién EGFR véi giéi, nhom tudi, tién siv
hiit thude, vi tri, kich thwéc, hinh dang, sw di ciin ciia khdi u

Bang 3.13. Mi lién quan giira dgt bién EGFR véi gi6i, nhom tudi,
tién sir hat thude, vi tri, kich thwée, hinh dang, sy di can cia khéi u

(n=93)
Dot bién

. X L an Khong Téng

Chi 5o b (‘1‘-’}/ )| dabién | o) | P
VL (%)

Gisi Nam 21(36,8) | 36(43,2) | 57(100)
Nir 27(75,0) | 9(25,0) | 36(100) | 0,001

. <60 26(56,5 | 20(43,5) | 46(100)
Nhom tudi > 60 22(46,8) | 25(53,2) | 47(100) | 0,23

o Khong 28(71,8) | 11(28,2) | 39(100)
Ht thuoe Co 20(37,0) | 34(63,0) | 54(100) | 0,01

o Ngoaivi | 35(50,7) | 34(49,3) | 69(100)
Viwikhoiu = o am | 13(54.2) | 11(45.8) | 24(100) | 0.48

o Nhan 7(35,0) | 13(65,0) | 20(100)
BOkhOiu o nhan | 41(56.2) | 3242.8) | 73(100) | 0,07

. , <30mm | 31(51,7) | 29(48,3) | 60(100)
Kich thubeu =37 17(51,5) | 16(48,5) | 33(100) | 0,058

Di i Khong 37(52,1) | 34(47,9) | 71(100)
Co 11(50,0) | 11(50,0) | 22(100) | 0.43
Téng 48(51,6) | 45(48,4) | 93(100) | 0,04
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Nhdn xét: Dot bién EGFR hay gip hon ¢ nit (75,0%) so voi nam
gi6i(36,8%), & nhom khong hit thude (71,8%) so voi nhom ¢6 hit thude
(37,0%). Su khac biét co y nghia (p < 0.05; test 37 ). Dot bién khong co su
khéc biét giita phan nhom tudi, vi tri, bd khdi u, kich thude, su di cin cia
khéi u véi (p > 0,05; test ).

- Méi lién quan giira dot bién EGFR véi giai doan TNM

Ty 18 dot bién EGFR & céc bénh nhan nghién ciru khong c6 mdi twong
quan voi giai doan TNM (p > 0.05; Fisher-exact test).

- Méi lién quan giira dt bién EGFR véi phan tip MBH ciia
UTBMT

UTBMT dang chim nang c6 dot bién 21/44 BN (47,7%), UTBMT
nha, lepedic, vi nhu co dot bién nhiéu hon cac phan tip khac véi cac ty 18
twong tmg (57,9%, 60,0%, 57,1%), bién thé UTBMT dang dic ¢6 (50,0%)
dot bién, chiing t6i khong gap cac bién thé khac c6 dot bién. Tuy nhién, chwa
¢6 su khac biét giita cac phan tip (p = 0,94; Fisher-exact test).

CHUONG 4 BAN LUAN

4.1. PAC PIEM LAM SANG, CAN LAM SANG

Tudi trung binh ciia BN trong nghién ciru 1a 60,2 + 10,4 trong d6 BN
tré nhat 29 tudi, 16n tudi nhat 87 tudi. Nhém dudi 60 tudi chiém (51,0%),
trén 60 tudi chiém (49,0%), nhom tudi chiém ti 1& cao nhit 1a tir 50 - 69
tudi (67,8%), (63,7%) c6 tién st hit thude, 89/245(26,3%) khong co tién
sir hut thude, su khac biét c6 y nghia (p = 0,0001, 95% CI; 0,08 - 0,2).
Theo Yingying Miao va CS (2017), c6 135/190 BN (71,0%) khong hut
thudc, 55/190BN (29,0%) co hiit thude.
4.1.1. Lam sang: Pa s (73,1%) BN tir 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 stc khoe dinh ky dugc chan doan nghi ngo u phoi
va duoc lam cac xét nghiém chén doan xac dinh UTP.

Nhém triéu ching co nang hay gip: dau nguc (89,0%), sut can
(86,1%), ho khan (59,2%), mét moi (54,7%), ho mau gip (16,7%), nudt
nghen (2,9%). Nhom triéu chimg thuc thé hay gap: HCNTR (32,2%), ral
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am, ral nd (29,0%), hoi chimg 3 giam (20,8%), cac hoi chimg can u it
gip hon: tiéng Wheezing (2,4%), hoi chimg Cushing chi gap & 1/245 BN
(0,4%). Nghién ctru cua ching t6i cling kha phu hgp so véi cac nghién
ctru trude d6 vé 1am sang cua UTP cac triéu chimg co ning dau nguc st
can hay gip hon. Theo Ngo Quy Chau va CS (2003), ghi nhan tri¢u
chung dau nguc (74,3%), ho khan (58,2%), giy sut can (48,7%), hach
ngoai bién (25,3%), hoi chung Pancoast - Tobias (4,6%). Spiro SG va CS
(2007), ghi nhan triéu ching ho khan (75%), sut can (68%), kho thd
(60%), dau nguc (20-49%), ho mau (35%).

4.1.2.Can lam sang:

-Vi tri khéi u trén phim chup CLVT long nguwe: Khdi u gap o ngoai vi
(69,4%), khdi u & trung tam (30,6%), su khac biét c6 ¥ nghia (p = 0,001,
95% CI 0,75; 0,87, One Sample Test). Vi tri khdi u & phdi phai (57,5%)
nhiéu hon so véi phoi trai (29,4%), thily trén hai bén gap nhiéu hon cac
thuy khac: trén phai (31,8%), trén trai (18,0%), gitta phai (5,7%), hai
phéi (11,8%), trung that (1,2%). Kich thudc khdi u trung binh: 34,9 +
14,5 mm, nhé nhit 7,0 mm, 16n nhat 92mm, trong d6 nhom khéi u co
kich thudc 30 — 50 mm chiém ty 18 cao nhat (46,5%), sau 1a nhom < 30
mm chiém (39,6%), nhom kich thudc > 70 mm it nhit (2,0%). Nghién
ctru cia ching t6i twong ddi phu hop voi Rami-Porta (2015), ghi nhan
trén 8807 bénh nhan UTP c¢6 (13,0%) bénh nhan ¢6 kich thudc u nhé hon
2 cm, (16,0%) kich thudc u tir 2-3 cm, (53,0% ) kich thudc u tr 3-5 cm,
khéi u tir 5-7 cm (13,0%) va ty 18 khéi u 16n hon 7 cm 1a (5%).

- Vé hinh dang ciia khéi u - Khéi u c6 hinh dang nhin (19,6%), da
cung (33,1%), khéi u dang tua gai (47,3%). Tén thuong dang khbi hay
gip nhét (44,5%), dang nét don doc (24,1%), dang viém phdi (13,9%), u
vé tinh (8,2%), xep phdi (4,5%), dang hang (3,7%), dang kinh mo it gap
nhét (1,2%). Theo Lederlin (2013), 174 UTBMT, ti 1é cac ndt don doc
chiém (37,4%).

- Cdc ton thuwong phoi hop : (37,1%) khong c6 ton thuong phdi hop,
tran dich mang phoi (20,8%), tran dich mang tim (2,0%), xam lan trung
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that (9,8%), xam lan thuc quan (0,8%), xdm 14n nhom hach trung that it
giap hon: hach rén phéi ciing bén (1,6%), hach rén phdi d6i bénh (2,0%),
dudi carina (3,9%).

- Panh gia giai dogn TNM.: giai doan IV(50,2%), giai doan IIIb
(8,6%), giai doan tur [a - ITla (41,2%).

- Hinh anh néi soi phé quan: Khong phat hién thdy tén thuong trong
1ong phé quén (59,2%), c6 ton thuong trong 1ong phé quan (40,8%), hinh
thai ton thwong 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%), dé ép tir bén ngoai gay hep 1ong phé quan
( 10%), it gap 1a chay méau trong long phé quan (3,0%).

4.2. PHAN LOAI MO BENH HQC UNG THU BIEU MO TUYEN
PHE QUAN THEO IASLC/ATS/ERS 2011 VA PQT BIEN EGFR
4.2.1. Cac bénh pham dinh tip mé bénh hoc

Bénh pham dinh tip MBH dugc 1y qua sinh thiét xuyén thanh nguc
dudi hudéng dan cua CT scanner chiém ty 1& cao nhat 147/245BN
(60,0%),

4.2.2. Phan tip MBH ung thw biéu mé tuyén TASLC/ATS/ERS 2011

Pa s6 cac bénh nhan 200/245BN (81,6%) duoc dinh tip MBH bang
phuong phép nhudm thuong quy HE va PAS, c6 45/245BN (18,4%)
duogc dinh tip béng nhudém héa mé mién dich. Theo William Sterlacci va
CS (2012), khi nghién ctru dinh tip trén 371 bénh nhan UTBMKTBN, ty
1¢ phan loai bang phuong phap HE, PAS 75,2%.

Trong nghién ctru cia ching t6i: Phan tip dang chum nang gip nhiéu
nhit (47,3%), dang nht (15,5%), dang lepedic (11,8%), dang dic
(10,2%), dang vi nhi (9,0%). Cac bién thé UTBMT dang nhay (3,3%),
dang keo (1,6%), dang té bao sang (0,8%), bién thé dang thai (0,4%).
Nghién ciru ciia chiing t6i twong ddi pht hop véi mot sé nghién ciru trén
thé gidi va Viét Nam trong thoi gian gan ddy vé phan tip UTMBT theo
phan loai méi nay két qua loai chim nang 1a phan tip gip nhidu nhat cia
UTBMT, cic bién thé tily theo timg nghién ciru phan bd khong déu nhau.
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Bdng 4.2. So sanh mot Y nghién cuu vé phan tip MBH ciia UTBMT
theo IASLC/ATS/ERS 2011

Nang | Nhi | Lepedic | Dac

TAc gi4 (nim, n) %) | (%) (%) (%)

Yoshizawa A, CS (2011), 514 451 | 278 5,6 13,0
Warth A va CS (2012),500[2] | 42,5 | 47 8,4 37,6
Hui-Di-Hu va CS (2013), 188 38,7 | 392 3,2 11,7
Urer va CS (2014), 226 438 | 48 8,8 39,3
Yu-Jie-Dong (2016), 200 38,5 | 245 2,5 26,0

Pham Nguyén Cudng (2015), | 419 | 153 | 13,7 14,5
124

Trin Vin Chuong (2015), 135 526 | 89 3,7 28,1
Bui Nguyén Dic (2015), 92 554 | 185 8,7 43
Chung toi (2018), 245 473 | 155 | 11,8 10,2

4.2.3. Mt s6 mdi lién quan giira phan tip MBH véi giéi, nhom tudi,
tién sir hit thude va hinh anh CLVT

- UTBMT dang chim nang va dang dic gip ¢ nam nhiéu hon so voi
nit voi cac ty 1€ ( 69% so voi 31%, 72% so voi 28%, sy khac biét co y
nghia (p < 0,001 va p = 0,04, test *). UTBMT dang chum nang gip &
nhém tudi dudi 60 va trén 60 tudi gan tuong duong 50,9% va 49,1%,
phan tip dang nhu gip ¢ nhom trén 60 nhidu hon so voi nhom dudi 60
(52,6% va 47,4%), dang vi nhu gip nhoém tudi trén 60 nhidu hon
(68.,2%), bién thé dang keo chi gip & nhom tudi trén 60 tudi. Tuy nhién
chua c6 sy khac biét c6 y nghia (p > 0,05).

- Méi lién quan giita phdn tip MBH véi tién sie hit thuéc: UTBMT
dang chum nang va dang ddc gip nhiéu hon ¢ nhom c6 tién st hut thudc,
véi cac ty 1€ lan luot (63,8% so v&i 36,2% va 72,0% so voi 28,0%, su
khéc biét c6 y nghia voi p = 0,004 va p = 0,04). Theo Campos-Parra AD
(2014), UTBMT dang lepedic va dang nang gip & d6 tudi dudi 60, chiém
55,2%, UTBMT dang nht, vi nha va UTBMT dang dac gap nhiéu & lira
tudi trén 60 tudi la 48,8%.
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- Vi tri khoéi u véi phin tip MBH: UTBMT dang chim nang, dang
nhl gdp & ngoai vi nhidu hon so véi trung tim lan lugt theo ty 18 (77,6%
s0 voi 22,4%, 68,4% so voi 31,6%), su khac biét cd y nghia (p=0,001 va
p = 0,03, test ¥%). Nghién ctru ciia chung toi twong ddi phu hop véi két
qua cia Theo Mathieu Lederlin va CS (2013),174 bénh nhan UTBMT
dugc phau thuat, UTBMT dang chim nang & ngoai vi 38,28%, & trung
tam 44,25% dang dac ¢ ngoai vi 30,3%, trung tam 37,0%, dang lepedic &
ngoai vi 15,2%, trung tdm 6,4%, véi p=0,023.

- Moi lién quan lién quan giita phdn tip MBH véi hinh thai, kich
thwée khoi u; phan tip UTBMT dang chim nang, dang nhu, lepedic, dic,
vi nht c6 hinh dang bd khdi u khéng nhin nhiéu hon so véi dang bo
nhan, sy khac biét c6 ¥ nghia véi (p < 0,05, test 1?).

Cac phan tip chum nang, dang dac giap & nhom khéi u < 30 mm
nhidu hon so v6éi nhom khdi u > 30 mm, lan luot véi cac ty 1€:
60,3% so v&i 39,7%, 80,0% so vdi 20,0%, su khac biét co6 y nghia (p
< 0,05, test %), phan tip lepedic khong c6 su khac biét vé& kich thudc
giita 2 nhom. Nghién ctru chung t6i khac voi két qua cua Hui-Di-Hu va
CS (2013), cho thiy co su khac biét vé phan tip MBH cia UTBMT véi
phan nhom kich thude khdi u déi vé6i ton thuong dang nét don doc; trong
d6 nhom khdi u kich thuée dudi 2 cm phén tip lepedic gip nhidu hon so
v6i nhom c6 kich thude tir 2 dén 3 cm, p=0,044.

4.2.4. Dot bién EGFR cia ung thu biéu mé tuyén phé quan

Trong 93 bénh nhan duoc lam dot bién EGFR bang phuong phap
sinh hoc phén tir; c6 dot bién 48/93BN(51,6%). Ty 1é dot bién xay ra cao
nhéit & exon 21(56,2%), tiép d6 14 & exon 19 (35,4%), c6 2 bénh nhan co
dot bién & exon 20, 1 bénh nhan mang dot bién kép & exon 19 va exon
20, 1 bénh nhan & exon 18. Dot bién EGFR hay gap hon & nit (75,0%) so
véi nam gidi (36,8%) (p = 0,001; * —test, 95% CI 0,07 — 0,5), & nhom
khong hut thude (71,8%) nhiéu hon so v6i nhém c6 hit thude (37,0%) (p
= 0,001; * —test, 95% CI 1,7-10,5). Két qua nghién ctru cua chung toi
cling twong d6i phu hop véi cac nghién ctru ctia Viét Nam va trén thé
gidi, dac biét 1a cac nudec Chau A déu c6 nhan xét dot bién hay gép ¢ ni
nhiéu hon nam giéi, & nguoi khong hit thube nhiéu hon ngudi hit thude.
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Theo Yuankai Shi va CS (2014), trén 1482 bénh nhan & chau A cho két
qua ty 1& dot bién EGFR ¢ nit (61,4%) cao hon & nam gidi (44%).

- M6i lién quan giita dot bién EGFR véi phdn tip MBH ciia UTBMT:
UTBMT dang chum nang c6 dot bién (47,7%), UTBMT nh, lepedic, vi
nhii ¢ dot bién nhidu hon cac phan tip khac véi cic ty 1é twong ung
(57,9%, 60,0%, 57,1%), bién thé UTBMT dang dic c6 (50,0%) dot bién,
ching t6i khéng gap cac bién thé khac c6 dot bién. Cac dot bién & phan
tip MBH trong nghién ciru ctia ching toi twong d6i phit hop véi Ying Liu
va CS (2016), dot bién EGFR & cac phan tip lan lugt: nang (46,3%), nhi
(54,2%), lepedic(61,2%), vi nh1(52,9%).

KET LUAN
1. Pic diém lim sang, cin lAm sang ciia ung thwr biéu mé tuyén phé quan:
1.1. Pic diém 1am sang

- Tudi trung binh: 60,2 + 10,4 tudi, nam (67,3%), nit (32,7%),
(63,7%) co tién sir hat thude. Thoi gian tir khi ¢6 triéu ching dén khi
kham bénh: (73,1%) trén 1 thang, (4,5%) di kham tinh co. Triéu ching
lam sang: dau nguc (89,0%), sut can (86,1%), ho khan (59,2%), mét moi
(54,7%), sot (34,3%), ho méau (16,7%).

1.2. Pic diém cin 1am sang
1.2.1.Pdc diém khéi u trén CLVT long ngwc

- Khéi u ¢ ngoai vi (69,4%), trung tam (30,6%), phoi phai (57,5%),
phdi trai (29,4%), thuy trén phai (31,8%), trén trai (18,0%). Kich thudc
trung binh: 34,9 + 14,5 mm, nho nhét 7,0 mm, 16n nhit 92mm, dang
nhén (19,6%), da cung (33,1%), tua gai (47,3%), mat do dic hoan toan
(29,4%), dac mot phan (57,1%), khdi u c6 hoai tir (12,2%), dang kinh md
(1,2%).

- U dang khdi (44,5%), ndt don doc (24,1%), viém phdi (13,9%),
dang kinh m¢ (1,2%).Giai doan IV (50,2%), giai doan IIIb (8,6%), giai doan
la - lla (41,2%).

1.2.2. Hinh dnh néi soi phé qudn:

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 méau trong long
phé quan (3,0%).
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2. Phan loai md bénh hoc ung thw biéu méd tuyén phé quan theo
“Hiép hdi ung thw phdi Qudc té nim 2011” va dot bién EGFR:
2.1. Phén tip MBH theo IASLC/ATS/ERS 2011:

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

- Cdc phan tip MBH: chum nang (47,3%), dang nhu (15,5%), lepedic
(11,8%), dang dic (10,2%), vi nhu (9,0%). Bién thé: dang nhdy (3,3%), dang
keo (1,6%), t& bao sang (0,8%), dang thai (0,4%), khong gap bién thé dang
ruot.

- D¢ biét héa mé bénh hoc: d6 biét hoa trung binh (63,3%), biét hoa
cao (11,8%), biét hoa thip (24,9%). Phan tip dang chum nang, nhu,
lepedic, dic gap nhiéu hon & ngoai vi va c6 hinh thai khong nhin, phan
tip chum nang, dic hay gip ¢ nam gidi, ¢6 tién sir hut thudc.

2.2. Dét bién EGFR ciia UTBMT va cdc phén tip

- Dot bién gen EGFR gip (51,6%), vi tri dot bién exon 21(56,2%),
exon 19 (35,4%), dot bién: L858R (55,9%), A750-E746 (27,3%), 1
truong hop ¢ dot bién & vi tri T790M. Dot bién EGFR & nir (75,0%),
nam gidi (36,8%), khong hiit thudc (71,8%).

- Dot bién ¢ cac phan tip: chim nang (47,7%), dang nhu (57,9%),
lepedic (60,0%), vi nhu (57,1%).

- Khong c6 sy khac biét vé dot bién giita phan nhom tudi, vi tri, bo
khi u, kich thudc, su di can cua khéi u, giai doan bénh.

KHUYEN NGHI

Cén 4p dung phan loai md bénh hoc cua ung thu biéu mé tuyén phé
quan theo JASLC/ATS/ERS 2011 ngay tir bénh pham sinh thiét nho bang
phuong phap thudng quy va héa mé mién dich, sinh hoc phan tir dot bién
gen EGFR cho timg phan tip ciia ung thu biéu mé tuyén phé quan, gop
phén tién luong va didu tri ca thé hoa cho bénh nhan.
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INTRODUCTION OF THESIS
1. Background:
Lung cancer (LC) or bronchial cancer is a term used to
refer to lung malignancy derived from the epithelial lining
of the bronchi, bronchioles, alveoli, bronchial glands, or

other components of the lung.

Currently, adenocarcinomas (ADC) represent about 85% of non-
small cell lung carcinomas in the lung, the most common type in both
sexes, especially in Asia. In addition, with understanding of molecular
biology, especially the epidermal growth factor receptor (EGFR)
associated with targeted therapies, attached with a tendency for
individualized therapeutics based on type of histopathology of lung
carcinoma and EGFR gene mutation. The 2004 World Health
Organization (WHO) lung cancer classification, based on surgical
specimens, became less useful, less likely to be clinically relevant treat.
Therefore, the new ADC classification was introduced in 2011 by experts
from the International Association for the Study of Lung Cancer
(IASLC), the American Thoracic Society (ATS) and the European
Respiratory Society (ERS). The focus of this classification is on
distinguishing the ADC from the squamous cell carcinoma(SQCC) and at
the same time accurately identifies the types of ADC from the small
sample of the biopsy, as over 70% of the LC cases are diagnosed
according to this method, when hospitalized, late stage disease is not
capable of surgery. In 2015, this type of histopathology of
adenocarcinomas continues to be used by the World Health Organization
in its fourth edition, for epithelial carcinomas for pulmonary biopsy
specimens. It aims to treat early and individualize lung cancer. In
Vietnam, the clinical study and application of ADC based on
IASLC/ATS/ERS classification in 2011 is quite new. Therefore, we do
the thesis with the following objectives:

1. Description of clinical features, computerized
tomography, bronchoscopy of adenocarcinomas.

2. Determine the rate of histopathological and some
correlations with clinical characteristics,
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computerized tomography, EGFR mutations of
ADC according to the "International Lung Cancer
Association 2011".

2. Urgency of the themes

Lung cancer is a growing disease, especially ADC,
with a varied and complex histopathology model that is
easy to confuse with SQCC, if only by means of routine
anatomy. At present, the method of making and detecting
EGFR gene mutations is increasingly focused on
molecular therapy requiring detailed histopathology
directly from small biopsy specimens with early
treatment goals for patients. Thus, the application of
histopathology classification of ADC according to the
International Lung Cancer Association 2011 is updated in
Vietnam.

3. New contributions of the thesis:

This is a thesis on cancer of the bronchial epithelium,
highlighting the clinical symptoms, CT image and
tubercle bronchoscopy of this type of histopathology.

The dissertation details the histopathology of the ADC,
identifying the EGFR gene mutation for each new type of
histopathology ~ under the new IASLC/ATS/ERS
classification. Also find out the relationship between clinical,
computerized tomography, mutation FEGFR with
histopathology of bronchial carcinoma.

4. The composition of the thesis:

The dissertation consists of 132 pages, of which:
Introduction (2 pages), Chapter 1: Overview (36 pages),
Chapter 2: Research Objectives and methodology (20
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pages), Chapter 3: Research Results (34 pages), chapter
4: Discussion (37 pages), conclusion (2 pages),
recommendations (1 page). In the thesis there are (42
tables), 11 charts, 27 figures, 1 diagrams.

The dissertation contains 168 materials, of which 31
are in Vietnamese, 137 are in English, the main materials
are in the last 5 years.

CHAPTER 1 OVERVIEW

1.1. LUNG CANCER EPIDEMIOLOGY

1.1.1. Situation of lung cancer in the world

1.1.2. Situation of lung cancer in Vietnam

1.2. CLINICAL SYMPTOMS OF LUNG
CANCER

1.2.1. Bronchial symptoms
- Cough, sputum, blood cough, dyspnea

1.2.2. Bronchopulmonary infection syndrome

1.2.3. Signs associated with local and regional
spread of the tumor

1.2.3.1. The superior vena cava syndrome (SCV)

1.2.3.2. Symptoms of esophageal compression

1.2.3.3. Symptoms of nerve compression

1.2.4. Signs of full body

1.2.5. Symptoms of metastatic cancer
1.1.1 1.2.6. Paraneoplastic syndromes

1.3. PARACLINICAL APPROACHES IN
LUNG CANCER DIAGNOSIS
1.3.1. Image diagnosis methods
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1.1.2 1.3.1.1. Chest radiography

- Direct signs

Spot and blur pictures

Felson silhouette

Neck-chest sign

Invasion of the chest

Pictures of the sunrise

Indirect signs

Signs of compression, obstruction of the bronchi
Pleural effusion

The signs suggestive of pleural effusion due to
cancer include:

- Pleural effusion along with pulmonary edema:
trachea, mediastinal, traction of the lung with pleural
effusion.

- Pleural effusions on smokers, tobacco > 15 bags
per year, accompanied by the manifestations of near
cancer syndrome ...

1.1.3 1.3.1.2. Computed tomography (CT)

- Solid, semisolid or pure ground glass opacity
- Size of the lesion, the largest diameter of the
tumor.
- Damage rate, lung tumor density is about 20 -
40HU.
v" Tumor margin: smooth margins, multiple bowed
and fringed spines (spider legs). Spines or spider
legs are spiked with the appearance of spikes,

ANENENENEN

NN
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lengths, and densities from the mass of the tumor
spreading around the surrounding parenchyma.

v The density of tumors: According to the British
Thoracic Society (BTS 2015), the density of
tumors is divided into three solid, semisolid or
pure ground glass opacity (GGO).

v" Pleural invasive imaging
Typical signs of pleural effusion are images of

organophosphates on the pleural surface or pleural
thickening. Patients with an enlarged picture of malignant
pleural effusion were classified as T4, meaning patients
no longer had surgery and radiotherapy.

v" Invasion of chest wall

v" Invasion of the mediastinum

v" Image of pneumonia, atelectasis

v' The mediastinal lymph node metastases

v Some secondary lesions and lesions on chest CT in
lung cancer patients: nodular images, diffuse
nodular images, alveolar filling syndrome
encountered in pulmonary obstruction after
congestion management.
1.3.1.3. Magnetic resonance imaging (MRI)
1.3.1.4. Ultrasound
1.3.1.5. PET Scan and PET-CT
1.3.2. Bronchoscopy
1.4. HISTOPATHOLOGICAL

CLASSIFICATION OF ADC ACCORDING IASLC/
ATS/ERS 2011 AND WHO 2015 FOR SMALL
BIOPSY.
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1.4.1. Histopathological classification of
adenocarcinoma (ADC)

Histopathological classification of Morphological
adenocarcinoma code (according WHO
According (IASLC/ATS/ERS 2011) 2015)
Adenocarcinoma 8140/3
Lepidic adenocarcinoma 8250/3
Acinar adenocarcinoma 8551/3
Papillary adenocarcinoma 8260/3
Micropapillary adenocarcinoma 8265/3
Solid adenocarcinoma 8230/3
Invasive mucinous adenocarcinoma 8253/3
Variant
Nonmucinous adenocarcinoma 8254/3
Colloid adenocarcinoma 8480/3
Fetal adenocarcinoma 8333/3
Enteric adenocarcinoma 8144/3

1.4.2. Clinical, imaging, molecular biology and
histopathology classification of the ADC based on
TASLC/ATS/ERS 2011.

Histopathology is the backbone of this classification,
but the diagnosis of lung cancer is a multidisciplinary
process that requires clinical correlation, imaging
diagnosis, molecular pathology, surgical information. In
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the classification for small biopsies, the recommended
maximum preservation of specimens for diagnostic and
molecular pathology. Because the histological nature of
lung adenocarcinoma is very complex, it is difficult to
diagnose the difference between ADC and SQCC using
only routine methods. Because, as the scabs in histology
in the gland having different scales, it is necessary to
minimize the diagnosis of mixed lung carcinoma. On the
other hand, there is a difference between the two types of
cells. Therefore, immunohistochemical imprints should
be used to diagnose and diagnose discrimination.
Markers are recommended for use with TTF-1, CK5 / 6,
Napsin A, p63, p40 in the differential diagnosis of ADC
and SQCC in the lung

CHAPTER 2 OBJECTS AND METHODOLOGY

2.1. RESEARCH OBJECTS
2.1.1. Criteria for selecting research objects
Including 245 patients > 16 years old, diagnosed
with bronchial carcinoma through lung biopsy at Bach
Mai hospital‘s respiratory Center from 04/2014 to
11/2015. ADC patients are diagnosed on one of two
criteria:
e Patients diagnosed with histopathology are ADC
with conventional dye (HE, PAS).
e Patients with lung carcinoma not yet confirmed ADC
with conventional dying (HE, PAS) but dying with
immunohistochemistry (IHC)  with  specific
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markers of ADC under the guidance of the
International Lung Cancer Research Association
2011 and WHO 2015.
2.1.2. Exclusion criteria
- Excludes other types of lung cancer, secondary lung
cancer, combined lung cancer, patients who do not meet
the above criteria (no  chest radiography,
contraindications  with  soft tube bronchoscopy,
contraindicated with thoracic biopsy.
- Excludes patients with lung cancer diagnosed with
histopathology through surgery.
- Excludes cases where biopsy is not enough to make
histopathology.
2.2. METHODOLOGY
2.2.1. Research design
- Type of study: prospective study describing cross
sectional disease
- Research time: from 04/2014 - 11/2015.

- Site of study: Clinical examination, subclinical examination at
Respiratory Center, Histological classification at Center for pathology
and cytology - Bach Mai hospital.

- Estimated sample size: By means of medical
statistics, an estimate of the proportion:

1 _
n = Z(zl—a/Z)'p( zp)
d
n is the research sample size
a: statistically significant level; with a = 0.05, the
confidence coefficient

Z1-0/2=1.96
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p: The proportion of ADC patients at Bach Mai Hospital,
according to Ngo Quy Chau et al (2003), was about
5% of patients hospitalized.

p =0.05, g = 1- p, d: Estimated error, select d = 0.03.

Thus n=1.962. 0,05.0,95 / 0,032 = 203 Patients

In fact, we selected 245 eligible patients.

2.2.2. The method of data collection
- Design of clinical samples with the objectives of the
project.
2.2.3. Study progress
2.2.3.1. Clinical examination, paraclinical tests
- Patients with extraordinary fellow, with a specialist
in clinical examination carefully and carefully, collecting
the symptoms of the body, the body, the body according
to medical records.
- Basic tests: blood count, blood clotting, blood
biochemistry.
- Chest x-ray standard.
- Chest CT
- Measurement and evaluation of respiratory function
according to syndromes
- Bronchoscopy
- Distant bilanal metastasis
2.2.3.2. Research on the TNM stage according
to the 2009 classification
2.2.3.3. Histopathology study
Each patient took from 3-4 clinical specimens
through bronchial biopsy bronchoscopy, Transthoracic
biopsy under the guidance of CT scan, pleural biopsy to
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histopathology in Center for pathology and cytology -
Bach Mai Hospital with HE, PAS dyeing. The specimens
were read and analyzed under optical microscope by two
different pathologists and were guided by the examiner in
the last steps:

+ Step 1: Read and write on the HE, PAS routine if
the Ilung carcinoma pattern is clear, identify the ADC
subtypes.

+ Step 2: In cases where it is not possible to classify
histopathology by routine micro technique, continue to
carry out IHC with markers to distinguish between ADC
and SQCC, including: TTF-1, Napsin A , CK 5/6, p63,
CK 7.

Histological classification: all of lung cancer
diagnoses were classified according to the IASLC/ATS /
ERS 2011 and WHO 2015.

2.2.3.4. Histopathology and EGFR mutations

Samples will be sent to the Genetic Resources Center of the Hanoi
Medical University or to the Nuclear Medicine Center and Oncology -
Bach Mai Hospital for testing for EGFR mutation in one of the following
techniques:

v’ Direct sequencing technique
v" Scorpions ARMS technique
v Strip Assay technique
2.2.4. Statistical processing of statistical
software SPSS 22.0

CHAPTER 3 RESEARCH RESULTS
The study was carried out at the Respiratory Center -
Center for pathology and cytology - Bach Mai Hospital
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from April 2014 to November 2015 with 245 patients
diagnosed as ADC who met the study criteria. We
obtained the following results:

3.1. CLINICAL MANIFESTATION,
PARACLINICAL CHARACTERISTICS

The average age of patients in the study was 60.2 +
10.4, with the youngest 29 years, the oldest being 87
years. Age group accounted for the highest proportion of
50-69 years (67.8%), men accounted for 165/245 patients
(67.3%), and women with 80/245 patients (32.7%). The
male / female ratio was 2.1 / 1, significant difference (p =
0.001, 95% CI, 0.77, 0.89, One Sample Test).
Distribution in age groups over 40 is more common in
men.

There were 156/245 patients (63.7%) with a history
of smoking, 89/245 (26.3%) had no history of smoking,
significant difference (p = 0.0001, 95% CI; 0,08 - 0,2).
The number of packs/year from 11 to 30 is the highest
rate of 63/156 (40.4%).

3.1.1. The time from symptom onset to medical
examination
The majority of 179/245 (73.1%) patients from
symptom onset to medical examination during one
month, especially 11/245 (4.5%) patients for periodic
health examination.
3.1.2. Clinical symptoms
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Table 3.1. Patient's clinical symptoms (n = 245)

. n Ph =
syml;)l:::lc;;onal =245 sical ' 10(;:);§45(
(100%) symptoms °
Chest pain 21 Inf 79(32.2
8(89.0) | ection )
symptom
S
Weight 21 mo 71(29.0
loss 1 (86.1) | isture, )
explosion
Dry cough 14 3 51(20.8
5(59.2) | reduction )
symptom
S
Tired 13 Per 25(10.2
4(54.7) | ipheral )
nodes
Fever 84 Fro 22(9.0)
(34.3) |zen
symptom
S
Hemoptysi 41 Pan 26
S (16.7) | cost- (10.6)
Tobias
symptom
S
Cough 43 Pie 11 (4.5)
sputum (17.6) | rre-Marie
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137/245
disturbances,

patients
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(55.9%)
59/245 patients (24.1%) with airway

without

airway

obstruction, 9/245 BN (3.7% have mixed ventilation
obstruction.
3.1.5. Tumor position on CT

The tumor position in the periphery of
170/245(69.4%) was higher than the central tumor in

75/245 patients (30.6%), significant difference (p

0.001,95% C1 0, 75; 0.87, One Sample Test).
Table 3.2. Classification of tumor position by
gender (n = 245)

symptom
S
Joint pain 28 Wh 6 (2.4)
(11.4) | eezing
Dyspnea 85 Cu 1(0.4)
(34.7) | shing
symptom
S
Dysphagia 16 SC 11 (4.5)
(6.5 |V *
1.1.4 swallowin 7 19 (7.8)
g (2.9) | anemia
(SCV*: The superior vena cava syndrome)
Comment: Common symptoms: chest pain

218/245(89.0%), weight loss 211/245 (86.1%), dry cough
145/245(59.2%), infection symptoms 79/245(32.2%),
rales humidity, rales explosion of 71/245(29.0%), 3
reduction symptoms 51/245 patients (20.8%), near tumor
syndromes are less common: Wheezing 6 / 245(2.4%),
Cushing symptoms was only seen in 1 in 45 patients
(0.4%).

3.1.3. Blood formula

The lowest number of RBC was 2.71 G / L,

indicating anemia, 6.65 G / L, the highest PTC of 676
T/L. There is a risk of increased blood clotting.

3.1.4. Assessment of airway disturbance on
respiratory function

Gender
Position M F T
ale emale otal
( ( (
n,%) n,%) n,%)
Periph 1 5 1
Ar eral 14(67.1) 6(32.9) 70(100)
ea Center 5 2 7| .885
1(68.0) 4(32.0) 5(100)
Upper 5 2 7
Ri lobes 4(69.2) 4(30.8) 8(100)
ght lung Middl 1 4( 1
¢ lobes 0(71.4) 28.6) 4(100)
Lower 2 2 4
lobes 4(49.0) 5(51.0) 9(100) 034
Upper 3 1 4
Lef lobes 4(77.3) 0(22.7) 4(100)
tlung Lower 1 1 2
lobes 7(60.7) 1(39.3) 8(100)
Two lungs 2 6( 2
3(79.3) 20.7) 9(100)
1.1.4.1.1 Mediastinum 3 0 0
(100)
Total 1 8 2
65(67.3) 0(32.7) 45(100) .001
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Comment: There was no difference in the
peripheral and central areas of the tumor between men and
women (p = 0.885, testy2), with tumor localization
differences between the right and left lung (p = 0.034 , test
v2).

3.1.6. Tumor size on CT

The average tumor size was 34.9 + 14.5 mm, the
smallest was 7.0 mm, the largest was 92 mm, in which
the tumor group was 30-50 mm, the highest rate was
114/245 BN (46 , 5%), group size> 70 mm at least 5/245
patients (2.0%).

3.1.7. Characteristics of the shape and density of
the tumor on CT

Table 3.3. Characteristics of tumor shape and
density on CT (n= 245

Characteristics %
Shape Smooth 48 19.6
(n=245,100%) Multiplie 81 33.1
r
Dendritic 116 473
cells
Solid 72 29.4
Densit Semisoli 140 57.1
y (n=245,100%) d
Caseatio 30 12.2
n
GGO 3 1.2
Comment: The tumors are smooth 48/245(19.6%),
multiplier 81/245(33.1%), dendritic cells

116/245(47.3%), pure ground glass opacity(GGO) at
least 3/245(1.2%)).
3.1.8. Characteristics of tumor lesions on CT
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Percentag
€ 50 ¢
40 1~

| GGO cave atelectasis satellite pneumonia SPNs

SPNs: Solitary pulmonary nodules

Chart 3.1. Special line specives on film
shootingCLVT cage (n = 245)

Comment:: Organn commercial as mas or the most
109/245(44,5%), the SPNs 59 / 245 (24,1%), GGO
3/245(1,2%).

3.1.9. Combination lesions on CT images

Table 3.4. Combination lesions on CT images (n =

245)

Symptom n %

No joint damage 91 37.1

Pleural effusion 51 20.8

Satellite tumors 33 13.5
with lobes

Invasive 24 9.8
mediastinum

Peritonitis 5 2.0

Press on the vagina 4 1.6

Involve the chest 8 32

Invasion of the 2 0.8
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esophagus

Non- lobe satellite 15 6.1
tumors

Lymph nodes along 6 2.5
the lungs

Lung umbilical 5 2.0
cord opposite

Lower Carina 9 3.9

Comments: 91/245(37.1%) had no mixed lesions,
pleural effusion 51 /245 (20.8%).

3.1.10. TNM Staging

10 17

20

Percentage -
60 1

50,2

10.6 82

Ia Ib IIa IIb Illa Ib v

14,
33 45 B4
™ T T T T ™

Stage

Chart 3.2. TNM Staging (n = 245)

Comments: ADC in the late phase accounted for the
highest proportion, in which phase IV 123 / 245BN (50.2%),
stage I1Ib 21 / 245BN (8.6%), stage Ia - I1la 41, 2%.

3.1.11. Lesions to bronchoscopy

Bronchial lesions was not detected in 145/245 patients
(59.2%), with bronchial lesions in 100/245 patients
(40.8%), significant difference (p = 0.035, test y2).
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Table 3.5. Relationship between tumor position
and lesions bronchoscopy (n = 245)

Lesions bronchoscopy
Not Tot p
Tum . There al
. lesions .
or location @ are lesions
w ,%) (0.%)
Peri 129 41(24.1 170 <
pheral (75.9) ) (100) 0.001
Cent 16( 59(78.7 100 <
er 21.3) ) (100) 0.001
Tota 145 100(40. 245 0
1 (59.2) 8) (100) 035

Comments: Peripheral lung lesions did not appear to be compromised
during bronchoscopy with 129/170 (75.9%), compared with 41/170
(24.1%). In contrast, tumors in the center of the group had a 59/100 (78.7%)
lesion compared with 16/100(21.3%) with no lesion, significant difference
(p <0.001, test y2).

Table 3.6. Location of lesions by bronchoscopy

(n = 100)
Position n %
Main
bronchus 6 6.0
Right Upper
main bronchus lobes 18 18.0
(60 Middle
patient) lobes 14 14.0
Lower
lobes 22 22.0
Main
Left bronchus 1 1.0
main bronchus Upper
39 lobes 23 23.0
patient) Lower 15 150
lobes
Carina 1 10
Total 100 100

Comment: The lung bronchial lesion in the right
lung must be 60/100(60.0%), more than the left lung
39/100(39.0%), carina only 1/100(1.0% The position of
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the upper lobes was 18/100(18.0%), the left lobe
23/100(23.0%) or more than the other sites.

Table 3.7. Type of lesions through
bronchoscopy (n = 100)

Type of Number Perc
lesions of patient (n) | entage %
1.1.4.1.2 Infitration of 38 38.0
bronchial
mucosa
Narrowing  of 25 25.0
the bronchi
Tumors in the 21 21.0
bronchial lobe
Push the 10 10.0
bronchial heart from
outside
Bleeding in the 3 3.0
bronchial lobe
Bronchitis 3 3.0
Total 100 100

Comment: The most common

infitration of
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Specimens for histopathology: Chest biopsy under
CT scanner guidance is the highest of 147/245(60.0%),
followed by specimens of bronchoscopy biopsy

51/245(20.8%), two patients (0.8%) were biopsied
through pleura endoscopy.
3.2.2. Methods of histopathology of ADC

The majority of 200/245 (81.6%) patients were
assigned by histopathology routine HE and
PAS,45/245(18.4%) staining procedures identified by
immunohistochemical staining.

3.2.3. Histopathological classification of ADC

according IASLC/ATS / ERS 2011

Table 3.8. Histopathological classification of
ADC according IASLC/ATS/ERS 2011 (n = 245)

bronchial mucosa findings were 38/100 (38.0%) and
25/100 bronchial retention (21.0%),bronchial blooding
and bronchitis 3/ 100(3.0%).

3.2. HISTOPATHOLOGY AND EGFR
MUTATIONS

3.2.1. Specific pathological specimens

Histopathology n %o
Acinar 116 473
Papillary 38 15.5
Lepedic 29 11.8
Solid 25 10.2
Micropapillary 22 9.0
Mucinous 8 3.3
Colloid 4 1.6
Clear cell 2 0.8
Fetal 1 0.4
Total 245 100

Comment: Distribution of acinar the most common in 116/245(47.3%),
papillary 38/245(15.5%), lepedic lesions 29/245(11.8%), clear cell
(0.8%), fetal with less than (0.4%).

3.2.4. Histopathology of ADC
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Histopathological histopathology of ADC: average differentiation
accounted for the highest rate of 155/245(63.3%), high differentiation of
29/245(11.8%), low variation of 61/245(24.9%).

3.2.5. Relationship between histopathology and clinical presentation,
computerized tomography

Table 3.9. Relationship between histopathology
and gender (n= 245)

Histop Male et Female o T b
athology (0.%) (0,%) otal (n,%)
Acinar 80(6 36(31.0) 1 <
9.0) 16(100) 0.001
Papillar 24(6 14(36.8) 3 0.
y 3.2) 8(100) 1
Lepedic 18(6 11(37.9) 2 0.
2.1) 9(100) 2
Solid 18(7 7(28.0) 2 0.
2.0) 5(100) 04
Micropa 12(5 10(45.5) 2 0.
pillary 4.5) 2(100) 6
Mucino 7(87. 1(12.5) 8( -
us 5) 100)
Colloid 3(75. 1(25.0) 4( -
0) 100)
Clear 2(10 0(0) 2( -
cell 0) 100)
Fetal 1(10 0(0) 1( -
0) 100)
Total 165( 80(32.7) 2 <
67.3) 45(100) 0.001

Comment: Acinar and solid forms are more common in men than in women
(69.0% vs 31.0%, 72.0% vs. 28.0%, significant differences (p <0.001 and p =
0.04, test ¥2).

- Relationship between histopathology and age
group: There was no correlation between the
histopathological subtypes of adenocarcinoma and the
age group between 60 and 60 years of age (p> 0.05, test

x2)
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- Relationship between histopathology and
smoking history
Table 3.10. Relationship between histopathology
and smoking history

Smoking history
. To
Histopathology No( Yes| tal (n,%) P
n,%) (n,%)
Acinar 42( 74(6 11 0.
36.2) 3.8) 6(100) 004
Papillary 16( 22(5 38 0.
42.1) 7.9) (100) 34
Lepedic 11( 18(6 29 0.
37.9) 2.1) (100) 19
Solid 72 18(7 25 0.
8.0) 2.0) (100) 04
Micropapillary 11( 11(5 22 -
50.0) 0.0) (100)
Mucinous 1(1 7(87 8( -
2.5) .5) 100)
Colloid 12 3(75 4( -
5.0) .0) 100)
Clear cell 0(0 2(10 2( -
) 0) 100)
Fetal 0(0 1(10 1( -
) 0) 100)
Total 89( 156( 24 <
36.3) 63.7) 5(100) 0.001

Comment: Acinar and solid forms are more common in smokers, with
rates (63.8% vs. 36.2% and 72.0% vs. 28.0%, respectively). significant
difference with p = 0.004 and p = 0.04, test x2).

- Relationship between histopathology and tumor location on CT
Acinar and papillary is more common in the peripheral than in the
central (77.6% versus 22.4%, 68.4% versus 31.6%), with significant
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differences Mean (p = 0.001 and p = 0.03, test y2). The other
subdivisions have no difference.

Table 3.11. Relationship between histopathology and tumor morphology (n

=245)
Tumor morphology
Histopatho|  Smooth Not smooth Tot
logy (n, %) | alm%) P
%)
Acinar 25 91(78.4), 116 <
(21.6) (100) 0.001
Papillary 12 26(68.4) 38( 0.
(31.6) 100) 03
Lepedic 3( 26(89.7) 29( <
10.3) 100) 0.001
Solid 2( 23(92.0), 25( 0.
8.0) 100) 001
Micropapill 2( 20(90.9), 22( 0.
ary 9.1) 100) 003
Mucinous 2( 6(75.0) 81
25.0) 00)
Colloid 2( 2(50.0) 4(1
50.0) 00)
Clear cell 0( 2(100) 21
0) 00)
Fetal 0( 1(100) 1
0) 00)
Total 48 197(80. 245 <
(19.6) 4) (100) 0.001

Comment: Acinar, papillary, leptic, solid, micropapillary, forms of
urographolide morphology were not more smooth than those of smooth
margins, with significant differences (p <0, 05, test x2).

- Relationship between histopathology and
tumor size on CT

Acinar, papillary were found in the tumor group <
30 mm more than the tumor group > 30 mm, significant
difference (p <0.05, test x2).
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Table 3.12. Relationship between histopathology

and tumor density on CT

Density of tumors

T
Histo . S . S ¢ C ¢ otal
olid | misolid | ave GO
pathology , ( ¢ . (
%) | %) | n%) | n%) | ™7
Acin 1
ar 3 67 : 3 16(100
6(31.0)| (57.8) | 0(8.6) | (2.6) )
Papil 1 20 5 0 3
lary 3(34.2)| (52.6) |[(13.2) | (0) |8(100)
Lepe 7 18 4 0 2
dic (24.1) | (62.1) | (13.8) | (0) |9(100)
Solid 7 14 4 0 2
(28.0) | (56.0) | (16.0) | (0) |5(100)
Micr 3 13 6 0 2
opapillary | (13.6) | (59.1) | (27.3) | (0) |2(100)
Muci 3 3( 1 1 8
nous (37.5) | 37.5) | (12.5)|(12.5)| (100)
Collo 1 3( 0 0 4
id (25.0) | 75.0) (0) (0) | (100)
Clear 1 I( 0 0 2
cell (50.0) | 50.0) (100)
Fetal 1 0 0 0 1
(100) (100)
Tota 7 14 3 3 2
1 2(29.4) | 0(57.2) |0(12.2)| (1.2) (45100

)
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| p = 0.896(Fisher S Exact Test) |
Comment: The histopathological subtypes were
more frequently found in the semisolid
than the rest, but the difference was not significant (p = 0.896, Fisher'S
Exact).
- Relationship between histopathology and distant
tumor metastatic
Acinar, papillary, lepedic not metastatic compared to
metastatic group, significantly different (p <0.05. test 2).
- Relationship between histopathology and lesions
through bronchoscopy
Acinar was not associated with injury in bronchial
tubes (61.2% vs 38.8%, p <0.05, p <0.05).
3.2.6. Immunohistochemistry of ADC according
TASLC/ ATS / ERS 2011
Of the 45 patients treated with HMMD, four
were TTF-1, Napsin A, CK7 (+): 88.9%, 93.3%, 91.1%.
These are the hallmarks of UTBMT originating in the
lungs.
3.2.7. EGFR mutations of adenocarcinomas
- Rate of EGFR mutations
In the study, 93 patients with EGFR mutation, 48 /
93BN  mutation (51.6%), no mutagenicity of
45/93(48.4%). Meaningful difference p = 0.04, One
Samle Test, 95% CI (0.85; 1.05).
- Location and types of EGFR mutations
The highest rates of mutations occurred in exon 21
with 27/48 (56.2%), followed by exon 19 with
17/48(35.4%), two with exon 20 mutations, One patient
carries double seizures at exon 19 and exon 20, one at
exon 18.

The most commonly encountered mutation was
L858R 27/48(55.9%), followed by mutations A750 -
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E746 13/48(27.3%). Other mutations were less frequent,
with 1 mutation 7790M site, where this mutation is
usually resistant to targeted therapy.

- Relationship of EGFR mutation to gender, age
group, smoking history, location, size, shape, tumor
metastases

Table 3.13. Relationship between EGFR

mutation with gender, age group, smoking history,
location, size, shape, tumor metastasis (n = 93)

Mutation T
Index Y N otal
es (n,%) 0 (n,%) n,%) (
Ma 21 36 5
Gend le (36.8) (43.2) 7(100)
er Fe 27 9( 3 001
male (75.0) 25.0) 6(100) )
< 26 20 4
Age 60 (56.5) (43.5) 6(100)
group > 22 25 4 23
60 (46.8) (53.2) 7(100) )
No 28 11 3
Smok (71.8) (28.2) 9(100)
ing Ye 20 34 5 01
s (37.0) (63.0) 4(100) :
Per 35 34 6
Tumo ipheral (50.7) (49.3) 9(100)
r location cen 13 11 2 48
ter (54.2) (45.8) 4(100) )
Sm 7( 13 2
Tumo ooth 35.0) (65.0) 0(100)
r wall No 41 32 7 07
t smooth (56.2) (42.8) 3(100) )
< 31 29 6
Tumo 30 mm (51.7) (48.3) 0(100)
I size >3 17 16 3 058
0 mm (51.5) (48.5) 3(100) )
No 37 34 7
Meta (52.1) (47.9) 1(100)
stasis Ye 11 11 2 53
s (50.0) (50.0) 2(100) )
Total 48 45 9
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| | G1.6) | @84 | 3000 | .04 |

Comment: EGFR mutations are more common in
women (75.0%) than in men (36.8%), in non-smokers
(71.8%) and in smokers (37.0% ). Significant difference
(p <0.05; test ¥2). Mutations did not differ between age
group, location, tumor margin, size, tumor metastasis (p>
0.05; testy?).

- Relationship between EGFR mutation and
TNM staging

The incidence of EGFR mutations in study patients
was not correlated with TNM (p> 0.05, Fisher-exact test).

- Relationship between EGFR mutation and
histopathology of ADC

Acinar 21/44 mutation (47.7%), papillary, lepedic,
micropapillary have more mutations than the other types
with corresponding rates (57.9%, 60.0% , 57.1%), the
mutant solid mutation (50.0%) mutation, we did not
encounter other mutation variants. However, there was
no difference among types (p = 0.94; Fisher-exact test).

CHAPTER 4 DISCUSSION

4.1. CLINICAL MANIFESTATION, PARACLINICAL
CHARACTERISTICS

The average age of patients in the study was
60.2 + 10.4, with the youngest 29 years, the oldest being
87 years. Group under 60 age (51,0%), over 60 years
used (49,0%), the age group accounted for the highest
proportion is from 50 to 69 years old (67.8%), (63.7%)
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smoking history, 89/245 (26.3%) had no history of
smoking, significant difference (p = 0.0001, 95% CI;
0.08-0.2). According to Yingying Miao and CS (2017),
there are 135/190(71.0%) non-smoking, 55/190(29.0%)
smokers.

4.1.1. Clinical: Most (73.1%) patients from
symptom onset to medical examination over a month,
over 24.7%, especially (4.5%) patients having routine
medical examinations are diagnosed for suspected
pulmonary tumors and diagnostic tests are performed to
determine lung cancer.

The most common functional symptoms were
chest pain (89.0%), weight loss (86.1%), dry cough
(59.2%), fatigue (54.7%), 7%), choked swallowing
(2.9%). Group of common realistic symptoms include:
Infection symptoms (32.2%), rales humidity, rales
explosion (29.0%), 3 decrese syndrome (20.8%), (2.4%),
Cushing's syndrome is only seen in about 1 in 45 patients
(0.4%). Our study is well suited to previous clinical
studies of lung cancer for more common functional
symptoms such as chest paint, weight loss. According to
Ngo Quy Chau and CS (2003), symptoms of chest pain
(74,3%), Cough (58.2%), weight loss (48.7%), peripheral
nodes (25.3%), Pancoast - Tobias syndrome (4.6%).
Spiro SG and CS (2007) reported dryness (75%), weight
loss (68%), dyspnea (60%), chest pain (20-49%), blood
cough (35%).

4.1.2. Paraclinical
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- Tumor location on chest CT : Peripheral tumors
(69.4%), central tumors (30.6%), significant differences
(p = 0.001, 95% CI 0.75, 0.87, One Sample Test). The
tumor location in the right lung (57.5%) was greater than
in the left lung (29.4%). The lobes on both sides were
more common than the other lobes: upper right (31.8%),
upper left , The middle (5,7%), the two lungs (11,8%),
the mediastinum (1,2%). The average tumor size was
34.9 + 14.5 mm, the smallest was 7.0 mm, the largest was
92 mm, in which the tumor group was 30-50 mm, the
highest proportion (46.5%). followed by the <30 mm
group (39.6%), group size> 70mm at least (2.0%). Our
study is relatively consistent with Rami-Porta (2015),
recorded in 8807 lung cancer patients with (13.0%)
patients with tumor size less than 2 cm (16.0%) of size u
2-3 cm, (53.0%) tumor size 3-5 cm, tumor 5-7 cm
(13.0%) and tumor size greater than 7 cm (5%).

- On the shape of the tumor: Tumors are smooth
(19.6%), multi-pronged (33.1%), fringed tumors (47.3%).
The most common block lesions (44.5%), solitary
(24.1%), pneumonia (13.9%), satellite tumors (8.2%),
atelectasis (4,5%), the cave type (3.7%), the least faint
glass type (1.2%). According to Lederlin (2013), 174
ADC, the percentage of solitary nodules (37.4%).

- Combination lesions: (37.1%) had no associated
lesions, pleural effusion (20.8%), pericardial effusion
(2.0%), mediastinal invasion (9.8%), invasive esophagus
(0.8%), invasive mediastinal lymph nodes less common:
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lymph nodes of the same side (1.6%), lung umbilical
lymph nodes (2.0%), under carina (3.9%).

- TNM staging: Stage 1V (50.2%), stage IlIb
(8.6%), stage Ia - I11a (41.2%).

- Bronchoscopy: No bronchial lesions (59.2%),
bronchial lesions (40.8%), bronchial mucosal lesions 38
/100  (38.0%) followed by narrowed bronchi of
25/100(25.0%), bronchial asthenia 21/100(21.0%),
pressure from the outside causing bronchial stenosis
(10%), bronchial blooding (3.0%) is less common.

4.2.HISTOPATHOLOGICAL
CLASSIFICATION OF ADC ACCORDING IASLC/
ATS /ERS 2011 AND EGFR MUTATION.

4.2.1. Specific pathological specimens

MBH specimens were obtained through
thoracic biopsies under the CT scanner guidelines,
accounting for the highest rate of 147 / 245BN (60.0%).

4.2.2. Histopathological classification of ADC

according IASLC/ATS/ERS 2011

The majority of 200/245(81.6%) patients were
assigned histopathology by routine HE and PAS dyeing,
with 45/245(18.4%) defined by immunohistochemical
staining. According to William Sterlacci et al (2012), when
specific research on 371 patients with non small cell
carcinoma, the rate was classified by HE, PAS method
75.2%.

In our study, acinar was most common
(47.3%), papillary (15.5%), lepedic (11.8%), solid
(10.2%), micropapillary (9.0%), variants viscous (3.3%),
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colloid (1.6%), clear cells (0.8%), fetal variations (0.4%).
Our study 1is relatively consistent with recent
international and Vietnamese studies on the ADC.
According to this new classification, the cluster type
results are the most common types of UTBMT, the
variations depending on each study, distribution is
uneven.

Table 4.2. Comparison of some studies on
histopathological classification of ADC according

TASLC/ATS/ERS 2011
. P . ! .
Author (year, n) cmar apillary epedic olid
%) (%) %) %)
Yoshizawa A et al (2011), 2 ]
514 5,1 7,8 ,6 3,0
Warth A et al (2012), 500 4
2,5 N 4 7,6
Hui-Di-Hu et al (2013), 3 K
188 8,7 9,2 2 1,7
Urer et al (2014), 226 4
3,8 ,8 8 9,3
Yu-Jie-Dong (2016), 200 2 y
8,5 4,5 ) 6,0
Pham  Nguyen Cuong 1
(2015), 124 1,9 5,3 3,7 4,5
Tran Van Chuong (2015), 8 ]
135 2,6 9 ,7 8,1
Bui Nguyen Duc (2015), 92 1
54 8,5 7 3
We (2018), 245 1
7,3 5,5 1,8 0,2

4.2.3. Some correlations between histopathology
and classification and gender, age group, smoking
history and CT image
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- Acinar and solid form are more common in men
than in women (69% versus 31%, 72% versus 28%,
significant difference (p <0.001 and p = 0, 04, %2 test).
Acinar was found to be more common equal or over 60
ages equivalent to 50.9% and 49.1% , papillary form
(52.6% and 47.4% ), respectively, with more than 60
ages for micro- papillary form (68.2%). Colloid variant
are only seen in people over 60 years of age. However,
there 1s no significant difference (p> 0.05).

- The relationship  between  histopathology
classification and smoking history: Acinar and solid form
was more common in smokers, with rates of smoking
(63.8% vs. 36.2% 72.0% vs. 28.0%, significant
difference with p = .004 and p = .04). According to
Campos-Parra AD (2014), lepedic and clustered were
found to be under 60 years of age, accounting for 55.2%,
papillary, solid and micropapillary form were more at
48.8 years of age. %.

- Tumor location with histopathology: acinar and
papillary was more common in the peripheral than in the
central (77.6% vs. 22.4%, 68.4% 31.6%), significant
difference (p = 0.001 and p = 0.03, test ¥2). Our study is
quite consistent with the results of Mathieu Lederlin et al
(2013), 174 patients with ADC, 38.28% peripheral
acinar, 44.25% central, solid was 30.3% peripheral,
central 37.0%, lepedic at peripheral 15.2%, central 6.4%,
with p = 0.023.

- Relationship between histopathology classification
and morphology, tumor size: acinar, papillary, lepedic,
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solid, micopapilary are not more smooth than smooth
ones, The difference was significant (p <0.05, test x2).
Acinar, solid assays were more common in tumor
groups <30 mm than in tumor group> 30 mm,
respectively: 60.3% vs. 39.7%, 80.0% with 20.0%,
significant difference (p <0.05, test %2), lepedic
classification has no difference in size between the two
groups. Study we differ from the results of Hui-Di -Hu et
al (2013), showed a difference in related histopathology
subtypes with tumor size subtypes for single-node
lesions; in which tumor groups less than 2 cm in size
lepedic classification were more common than groups of
2 to 3 cm, p = 0.044.
4.2.4. EGFR mutation of ADC
In 93 patients mutated with EGFR by
molecular biology; have 48/93 mutation (51.6%). The
highest rates of mutations occurred in exon 21(56.2%),
followed by exon 19 (35.4%), two patients with exon 20
mutations, one with double seizures exon 19 and exon 20,
one patient in exon 18. EGFR mutation is more common in
women (75.0%) than in men (36.8%) (p = 0.001, x2-test,
95% CI 0, In the non-smokers group (71.8%) than in the
non-smokers (37.0%) (p = 0.001, x2-test, 95% CI 1.7-10 ,
5). The results of our study are well suited to Vietnamese
and international studies, especially in Asian countries,
with more frequent findings in women than in men, in non-
smokers. more cigarettes smokers. According to Yuankai
Shiv et al (2014), 1482 patients in Asia reported an increase

58

in the rate of EGFR mutations in females (61.4%) than in
males (44%).

- Relationship between EGFR mutation and
histopathological classification of ADC: acinar mutant
(47.7%), papillary , lepedic, micropapillary have more
mutations than other types with similar rates (57.9%,
60.0%, 57.1%), solid variant (50.0%) mutation, we did
not experience other mutations. Tissue histopathology: in
our study is quite consistent with Ying Liu and CS
(2016), EGFR mutations in the fecal subunits (46.3%),
papillary (54.2%), lepedic (61.2%), and micropapilary
(52.9%).

CONCLUSION
1. Clinical manifestation, paraclinical
characteristics
1.1. Clinical manifestation
Average age: 60.2 + 10.4 years old, male
(67.3%), female (32.7%), (63.7%) had a history of
smoking. The time from symptom onset to medical
examination: (73.1%) per month, (4.5%) casual visit.
Chest pain (89.0%), weight loss (86.1%), dry cough
(59.2%), fatigue (54.7%), fever (34.3%), cough blood
(16.7%)
1.2. Paraclinical characteristics
1.2.1. Characterization of tumors on the CT
- Peripheral tumors (69.4%), central (30.6%),
right lung (57.5%), left lung (29.4%), right lobe (31.8%),
average size: 34.9 + 14.5 mm, smallest 7.0 mm, largest
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92mm, smooth (19.6%), multiple (33.1% ), fringe
(47.3%), solid density (29.4%), semisolid (57.1%),
necrotic tumors (12.2%), GGO (1,2%).

- In the form mass (44.5%), solitary (24.1%),
pneumonia (13.9%), GGO (1.2%), stage IV (50.2%),
Stage IlIb (8.6%), stage la - I1la (41.2%).

1.2.2. Bronchoscopy:

Bronchoscopic lesions (40.8%): Common
lesions of the lesions: infectious bronchial mucosa
(38.0%), bleeding in bronchial tubes (3.0%)

2.Histopathological classification of ADC
according to the "International Lung Cancer
Association 2011" and EGFR mutation

2.1.Histopathological classification of ADC
according to IASLC/ATS/ERS

- (81.6%) were determined by HE and PAS staining,
(18.4%) defined by immunohistochemical staining.

- Histopathological classification: acinar (47.3%),
papillary (15.5%), lepedic (11.8%), solid (10.2%),
micropapillary (9.0%). Variations: mucus (3.3%), colloid
(1.6%), clear cells (0.8%), fetal (0.4%), no enteric
adenocarcinoma variation.

- Histopathological classification: average difference
(63.3%), high differentiation (11.8%), low differentiation
(24.9%). Acinar, papillary, lepedic, solid, more
characteristic peripheral and non-smooth appearance, and
acinar, solid fragmentation, are common in men, with a
history of smoking.

2.2. EGFR mutation of ADC and subtypes

60

- EGFR gene mutation (51.6%), exon 21 mutation
(56.2%), exon 19 (35.4%), mutation: L858R (55.9%),
A750-E746 27.3%), 1 case with T790M mutation. EGFR
mutations in women (75.0%), men (36.8%), and non-
smokers (71.8%).

- Mutations in all types: acinar (47.7%), papillary
(57.9%), lepedic (60.0%), micropapillary (57.1%). There
were no differences in age group, location, tumor margin,
size, tumor metastasis, stage of disease.

RECOMMENDATION

The histopathological classification of
adenocarcinomas according to IASLC/ATS/ERS 2011
should be applied from small scale biopsy specimens by
routine method and immunehistochemistry, mutant
molecular biology EGFR for each type of
adenocarcinomas, contributing to prognosis and
personalized treatment for patients.



