PAT VAN DPE

Ung thu phdi 12 bénh 1y ac tinh thuong gap nhét va 1a nguyén
nhan gay tir vong hang dau do ung thu trén thé gioi, voi khoang 1,3
triéu ca mdi mac trong nam 2003. Hién nay, ty 1€ song sot cua ung
thu phé quan - phéi sau 5 nam ké tir khi chan doan 14 14%. Nhu vay,
ung thu phé quan - phéi nguyén phét 1 mot van dé 1on trong y té va tién
lwgng bénh thuong rat dé dat.

Tai Viét nam, da c6 nhidu cong trinh nghién ctru vé ung thu phdi,
nhung tip trung chi yéu vé khia canh dich t& hoc, chan doan mo
bénh hoc va phuong phap diéu tri. Nghién ciru sy boc 16 cac diu an
hoa md mién dich ddi vdi cac typ mo bénh hoc ctia ung thu biéu mo
phéi dé chan doan xac dinh ung thu phdi hién chua duge nghién ciu
nhiéu. Xuit phét tir thue té do, trén co sd vé nhiing hiéu biét budc
dau vé hoa mo mién dich trong ung thu, va sy hd tro cta k¥ thuat hoa
mo mién dich, t6i tién hanh nghién ctru dé tai: “Nghién ciru phan logi
md bénh hoc ung thw biéu mé phoz theo WHO 2004 va
IASLC/ATS/ERS 2011 ¢6 Sir dung ddu an héa mé mién dich”, véi cac
muc tiéu sau:

- Muc tiéu 1: Xac dinh cac typ md bénh hoc trong ung thu biéu md
phéi theo phan loai WHO 2004 va IASLC/ATS/ERS 2011 véi su hd
tro ctia hda mo mién dich.

- Muc tiéu 2: Panh gia tin suit boc 16 cac ddu 4n hoa mé mién dich
va lién quan véi typ mo bénh hoc ctia ung thu biéu mod phoi.

TINH CAP THIET CUA BE TAI

Chan doan ban diu ciia ung thu phé quan - phdi hay nham véi cac
bénh phéi phé quan khac. Bénh thuong dugc phat hién & giai doan
mudn, anh huong nhidu dén kha niang diéu tri va chat luong séng cua
bénh nhan. Chén doan md bénh hoc giap chén doan xac dinh, phan
loai dugc mot sb typ md bénh hoc cua ung thu phé quan - phéi, tuy
nhién trong mot so truong hop chua phan biét duge typ va dudi typ
mo hoc, chua danh gia dugc sy tién trién va tién luong cua bénh. Mat
khac, do hinh anh vi thé trong ung thu phdi rat da dang, nén can thiét
€O su nghién ciru sdu hon v& hinh théi hoc té bao ung thu ¢ muc do
phan tir va mic do gen dua trén su hd tro cua cac ky thuat hién dai
ciing nhu hiéu biét cua chung ta dé c6 thé dua ra cac chan doan chinh
xac hon vé ung thu biéu mé phéi.

Y NGHIA THUC TIEN VA PONG GOP MOI
1. Mot 14n nira xac dinh dugc cac typ md bénh hoc trong ung thu
biéu mo phdi theo WHO 2004 tai Viét nam.
2. Lan dau tién phan loai ung thu biéu mé tuyén theo WHO 2004 va
theo IASLC/ATS/ERS 2011.
3. Théng qua nhuém Hoéa mé mién dich ma lan dau tién phat hién
duoc mot sb typ ung thu bidu md phdi dic biét nhu ung thu biéu mo
dang gan, ung thu biéu mé mang dém...
4. Lén dAu tién xac dinh duoc sy boc 16 ciia mot sé ddu an hoa mod
mién dich trong Cc typ ung thu biéu mé phdi chinh nhw ung thu biéu
mo vay, ung thu biéu mo tuyén.
5. Théng qua nhuém hoa md mién dich trong ung thu té bao nho ma
ta ¢6 thé xac dinh dugc typ ung thu biéu mo phéi than kinh noi tiét va
ung thu phdi khong thin kinh néi tiét.

CHUONG 1: TONG QUAN TAI LIEU

1.1. Dich te hoc ung thw ph01

Trén thé gidi, ung thu phdi 12 nguyén nhan gy tr vong cao nhit
trong cac bénh ung thu ¢ nam gidi & cac nudc cong nghigp hod. Do
tién luong x4u cia no, ty 16 mac méi VA ty 18 chét gan bang nhau.
Trong vai thap nién gan day, ty 1é tir vong do ung thu phé quan - phéi
trén toan the gioi tang. Ung thu phé quan - phéi hay gip ¢ tudi tir 50
dén 75 tudi, dinh cao 1a 65 tudi. ‘

0 Viét Nam, theo thong ké cua Bo Y té, ung thu phéi ding héng thu
2Vétyle tr vong cua cac loai ung thu hang nam véi ca hai gidi nam
va nir. Mdi nam ca nudc c6 hon 20.000 bénh nhan ung thu ph01 mai
dugc phat hi¢n va co t6i 17.000 truong hop tir vong.

1.2. M6 bénh hoc ung thw biéu mé phéi

Nim 2004, WHO da dua ra mot phan loai méi ¢ sua ddi vé
phan loai cac bénh cua phéi va khéi u mang phdi. Hé théng phin
loai khéi u rat quan trong trong viéc chan doan, lap ké hoach diéu
tri bénh nhin va dé cung cap co s& cac nghién citu dich t& hoc va
hinh thai mé bénh hoc.

Theo bang phéan loai mo bénh hoc ung thu phdi - phe quan nam
2004 cua T6 chirc Y té Thé giéi (WHO), ung thu biéu mé phdi dugc
chia thanh nhiéu loai va dugc mé hda.

Moi day, do bang phén loai mé bénh hoc ung thu phdi - phé quan
nam 1999 va 2004 ctia T6 chirc Y té The gidi trg nén it hitu ich hon



vi mot quan_diém l1am sdng mai, do hau hét cac loai ung thu biéu md
tuyén typ hdn hop, va ung thu bicu md tuyen typ tiu phé quan phé
nang gay nhleu nham lan gnra cac bac silam sang. Do do, bang phan
loai ung thu biéu md tuyen cta phdi méi da duge gigi thleu vao nam
2011 boi mot nhom chuyén gia thuoe Hiép hoi Quoc té vé Nghién
ctru Ung thu ph01 (IASLC), Hiép hoéi Long nguc Hoa ky (ATS) va
Hiép hoi HO hap chay Au (ERS). Céc chuyén gia nay dai dién cho
c&c chuyén gia quog té vé& chuyén nganh bénh hoc, sinh hoc phén ti,
X-quang, bac si phau thuat 16ng nguc. Theo do, bang phén loai méi
hién nay phan bi¢t gilta ton thuong tién xam lan ton thuong xam 1an
t61 thiéu va xam lan. Do thuét ngit ung thu biéu mo tiéu phe quan phe
nang d& nham 1an nén khong dugce str dung nira va typ, méi bao gom
ung thu biéu mo tuyén tai chd va ung thu biéu mo tuyén xam lan ti
thiéu. Viéc phan loai méi ndy nhin manh typ mo bénh hoc voi tuong
quan cua cac ky thuat hinh anh va tac dong cta n6 vé chan doan, diéu
tri va tién luong bénh. Phan loai mdi nay ciing s€ c6 anh huong dén
viéc phan loai TNM. Béc si phau thuat 1ong nguc s€ tlep tuc dong
mot vai tr0 quan trong trong viéc 4p dung, danh gia va nang cao hon
nita phan loai ung thu biéu mé tuyén méi ndy. ) )

Muc dich phan lgai m6 bénh hoc trong ung thu biéu mé phoi 1a
dem lai sy thong nhat trong chan doan bénh hoc, thuan tién cho viéc
ghi nhan ung thu va nghién ctru khoa hoc cling nhu phuc vu céac bac
st 1am sang trong viéc 1ap ké hoach diéu tri.
1.3. Cac déu 4n h6a md mién dich dworc thure hién trong nghién ciru:

p53, p63, CK7, CK5/6, TTF-1, Ki-67, NSE, Napsin A, Claudin-1,
Claudin-5, Chromogranln Synaptophysm HepPar -1, Beta-HCG, CEA.
1.4. Cac nghlen Clru trong va ngoai nwd'c ve vai trd Caa cac diu
an mién dich trong chén doan ung thw ph01
1.4.1. Trén thé gidi

Cac nha gidi_ phau bénh trén thé gioi dd co nhung quan diém nhit
dinh trong nghién ciru cia mot hoac mot s6 du 4n hoa mé mién dich
trong ung thu biéu mo phdi nhu Zhang va CS, Zu va CS (2012) , Yu
va CS (2013)... Ngoai ra viéc nghién ciru nham dua ra cac bang phan
loai ung thu biéu mé phoi qua cac thoi ky phai ké dén Travis va cs,
Kadota va cs, Roh va cs, Kerr va cs...
1.4.2. Trong nuoéc

Trudc day c6 mot so tac gia nhu Lé Trung, Tho va cs, Nguyén
Minh Hai vacs... da c6 nhung nghlen ctru vé chan doan ung thu phoi
trén dua trén sy boc 16 cua mot so diu 4n hoa mé mién dich, tuy
nhién sé lugng diu i an chwa nhiéu, chua cap nhat dugc cac bang phan
loai méi nhit cua thé gidi.

) . CHUONG2 , . i
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong nghién ciru,

Céc bénh nhan duoc chan doan 13 ung thu ph01 dén khédm va didu
tri tai Bénh vién Ph01 Trung wong va Bénh vién K. C4c mau mo sinh
thiét dugc chuyén dén Trung Tam nghién ctru va phét hién sém ung
thu de nhuém héa mé mién dich.

Két qua: c6 185 treong hop ung thu biéu mo khong té bao nho va
73 trudng hop ung thu biéu mé té bao nho.

2.2. Phwong phap nghién ciru
2.2.1. Phwong phap nghlen ciru

Phuong phap nghién ctru md ta cat ngang.
2.2.2. C&ch tién hanh
2.2.2.1. Lapphteu nghten Clru

Léap phiéu nghién ctru dya trén bénh an bénh nhan duoc chan doan
ung thu ph01 dén kham va nhap vién tai Bénh vién Phéi Trung wong
va Bénh vién K tur thang 6/2010 dén thang 6/2014.
2.2.2.2. Nghlen Ctru moé bénh hoc

Cac khoi nén sau thu ‘thap, du tiéu chuan duoc cit tiéu ban va
nhudm bing phuong phap nhuém Hematoxylin va Eosin (H&E), sau
do6 doc va phan tich két,qua trén kinh hién vi quang hoc.

Phan loai mé hoc: tat ca cac tiéu ban ung thu phoi dugce phan loai
theo bang phén loai cia WHO 2004 va bang phan loai ung thu biéu
mo tuyén theo IASLC/ATS/ERS 2011.

- Céac khéi nén dugc chan doan 1a ung thu biéu mo ph01 khong té
bao nhé dwoc cit tiéu ban va nhuom HMMD Véi cac dau an CK?7,
CK5/6, P63, TTF-1, Napsin A, Claudin-1, Claudin -5, Ki67 va p53 )

Nhimng truong hop dic biét duge nhudém thém véi cac dau 4n dé
chin doan xac dinh:

Synaptophysin, Chromogranln Ung thu biéu mé than kinh noi tlet
HepPar 1: Ung thu biéu mo dang gan, Beta-HCG: Ung thu biéu
md mang dém.

- Cac kh01 nén dugc chin doan la ung thu bleu mo ph01 té bao
nho duge cit tiéu ban va nhugm HMMD Véi cac diu 4n CK7, TTF-1,
NSE, CEA, Chromogranln Ki-67, p53,
2.2.3.4. Thu thdp so liéu vao phiéu diéu tra
2.2.3. Xur ly solleu

Xt 1y so, liéu sau khi thu thap bing phuong phap thong ké y
hoc str dung phan mém SPSS 16.0 va Microsoft Excel 2003.
2.3. Pao dirc nghién ciu

Nghién ciru khong vi pham y durc vi day la nghién ctru khoa hoc
ung dung dem lai 1¢i ich cho nguoi tham gia nghién ctru vi nhiing 1y do
Ssau:

- Céc thong tin vé bénh nhan duoc bao mat hoan toan va chi sir



dung cho muc dich nghién ctru khoa hoc. .

- Nghién ctru nay chi dem lai loi ich cho bénh nhan, khong nham
quang cao va hoan toan khong nhan tai trg ciia bat ky cong ty dugc nao.

- Viéc xtr Iy bénh pham sau m6 khong gay bat ky ton thuong
nao cho bénh nhan.

CHUONG 3: KET QUA NGHIEN CUU

3.1. Tuoi va gi¢i | ,
3.1.1. Ung thu phoi khéng té baonhé |
3.1.1.1. Phén bé bénh nhan theg nhém tugi |
Bing phan bo theo nhém tuoi
Nhom tuoi S6 BN Tilé %
<19 4 2,2
20-29 1 0,5
30-39 19 10,3
40-49 92 49,7
50 -59 55 29,7
60 - 69 14 7,6
> 70 4 2.2
Tong 185 100

Nhan xét: Nhém 40 — 49 tudi chiém ti 1é cao nhat (49,7%), dung
hang tha hai la nhém 50 -59, tudi chiém ti 1€ 29,7%. Néu tinh chung
nhém tuodi tur 40-59 tudi la 79,4%. i )
3.1.1.2. Phan bé bgnh nhan theo gidi: Trong ung thu phdi khﬁ‘n% té bao
nho thi nam gidi luon chiém ti 1€ cao hon nit gidi. Ty 1€ nam/nix la 3,2/1.
3.1.2. Ung thw phéi té bao nhé '
3.1.2.1. Phan bé bgnh nhan theo nhém tudi

Bang phan bé bénh nhan theo nhém tudi
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Nhan xét: Nhom 50 — 59 tudi chiém ti I¢ cao nhat (46,6%), ding
hang tha hai 1a nhém 60 -69, tudi chiém ti 1€ 30,1%. Néu tinh chung
nhém tuodi tir 50-69 tudi la 76,7%.
3.1.2.2. Phan bé bénh nhan theo gigi: Ty I¢ nam/nir cua bénh nhan
ung thu biéu md té bao nho l1a 8,1/1.

3.2. M6 hoc

Nghién ctiu ciia chiing toi gom 185 bénh nhan ung thu biéu mo phoi
khong te bao nho va 73 bénh nhan ung thu bieu mo phoi té bao nho
3.2.1. Ung thw biéu md phéi khong té bao nho
3.2.1.1. Phan typ mé bénh hoc theo WHO 2004

Bang phéan typ m6 hoc theo WHO 2004

Typ mo hec theo WHO | P& xép loai Tongsd | Tylé
2004 béi WHO | truimghep | %
UTBM VAY Co 21 11,4
UTBM TUYEN Co 124 67,1
UTBM tuyén vay Co 6 3,2
UTBM dang sarcom Co 2 1,1
UTBM t¢ bao khong 16 Co 4 2,1
UTBM than kinh ngi tiét Co 5 2,7
UTBM bicu bi nhay Co 2 1,1
UTBM dang gan Khéng 2 1,1
UTBM mang dém Khéng 1 0,5
UTBM kém biét hoa Khong 12 6,4
U biéu mo6 ac tinh Khong 6 3,2
Tong 185 100

Nhan xét: Ung thu biéu md tuyén chiém ty I¢ cao nhat (67,1%),

ung thu biéu mod vay chiém 11,4%, ung thu biéu md kém biét hoa
chiém 6,4%, cac loai khac chién ty & thip. Céc loai hiém gap chua
c6 trong phan loai WHO 2004 1a ung thu biéu mé dang gan (1,1%)

Nhom tudi Sé ca Tilée %

<19 0 0

20 - 29 0 0

30 - 39 1 1,4

40 — 49 8 11,0

50 — 59 34 46,6

60 — 69 22 30,1
> 170 8 11,0
Tdng 73 100,0

va ung thu biéu mé mang dém (0,5%).
3.2.1.2. Phan typ md bénh hec UTBM tuyén theo WHO 2004

Typ md hoc theo WHO 2004 Téng sb ca Ty 18 %
UTBM tuyén hdn hop 49 39,5
UTBM typ chum nang 19 15,3
UTBM thé nhi 18 14,5




UTBM tuyén dic 13 10,5
UTBM TPQPN 12 9,7
UTBM thé nhdy 8 6,5
UTBM tuyén té bao sang 5 4,0
Téng 124 100

Nhan xét: Ung thu biéu tuyén hon hop chiém ty 1é cao nhat
(39,5%), sau do theo thir tw giam dan Ia typ chim nang (15,3%), typ
nhu (14,5%), typ dic (10,5%), typ tiéu phé quan phé nang (9,7%), hai
typ con lai chiém ty 1é thap.
3.2.1.3. Phan typ md hec UTBM tuyén theo IASLC/ATS/ERS 2011

Typ m6 hec theo IASLC/ATS/ERS 2011 Tongsoca | Tylé %
UTBM typ chum nang 52 41,9
UTBM thé nhu 19 15,3
UTBM thé vi nhu 5 4,0
UTBM tuyén dac 18 14,5
UTBM dang vay ca 17 13,7
UTBM thé nhay 8 6,5
UTBM tuyén t€ bao sang 5 4,0

Tong 124 100

Nhan xét: typ chim nang chiém 41,9%, typ nhi chiém 19,3%,
typ dac chiém 14,5%, dang vay cé chiém 13,7%, c&c bién thé nhay,
vi nhi va té bao séng chiém ty I¢ thap (6,5%, 4% va 4% theo thir
tu).
3.2.1.4. Phan typ md hgc ciia cac nhom lén ciia UTBM theo WHO 2004

Nhém chinh theo WHO 2004 Tong so ca Ty 1€ %
UTBM vay 21 11,4
UTBM tuyén 124 67,1
Céc typ khac 40 32,2
Tong 185 100

Nh:fln xét: Ung thu bi€éu mod tuyén chiém ty 1€ cao nhat
(67 1%), cac typ khac ding hang tha hai (32,2%),ung thu biéu mo
vay chiém ty 1¢ thap nhat (11,4%).
3.2.2. Ung thwr biéu md phéi té bao nhé

Trong 93 bénh nhdn ung thu biéu mdé phdi dugc, chon vao
nghién ciu, tat ca déu thuc mot nhom dong nhit 1a té bao nho.
Khong ¢d truong hop ndo thudc typ hdn hop. Tat ca cac trudng hop
déu dugc chan doan qua sinh thiét.
3.3. Hoa m6 mién dich
3.3.1. Hoa mo mién dich ung thw phdi khong té bao nhé
3.3.1.1. CK7

Bang boc 16 CK7 trong cac typ mo hec theo WHO 2004

Typ mb hgc theo WHO Tong so6 So ca duong Ty 1€ %
2004 ca tinh véi CK7
UTBM VAY 21 17 81,0
UTBM TUYEN 124 119 96,0
UTBM tuyén vay 6 6 100,0
UTBM dang sarcom 2 2 100,0
UTBM té bao khong 16 4 3 75,0
UTBM than kinh ndi tiét 5 2 40,0
UTBM kém biét hda 12 11 91,7
UTBM dang gan 2 2 100,0
UTBM mang dém 1 1 100,0
UTBM biéu bi nhay 2 2 100,0
U biéu m6 ac tinh 6 3 50,0
Tong 185 168 90,8

Nhan xéet: C6 90,8% cac truong hop ung thu bicu md phoi boc 16
CK7, trong d6 c6 96% ung thu tuyén va 81% ung thu biéu mo vay.
Céc typ hiém gap ciing co ty 1& boc 16 CK7 cao.

Boc 19 CK7 trong cac typ mo hoc UTBM tuyén theo WHO
2004: Céc ung thu bieu mo tuyén typ chum nang, typ nhd, typ dic va
typ nhiy deu co ty 1€ boc 1o CK7 rat cao (100%), sau do6 1a ung thu
biéu mo tuyen hon hop (98%), ung thu biéu md tuyén té bao séng va
ung thu biéu mod tuye dac coty & boc 16 CK7 thap hon (80% va 76,9%
theo thir tuy).

Béc 1§ CK7 ciia cac typ UTBM tuyén theo IASLC/ATS/ERS
2011: Trong cac typ mb hoc phan loai theo IASLC/ATS/ERS 2011,
cac typ nhd, vi nha, dang vay c& va typ nhay c ty Ié boc 16 CK7 rat
cao (100%), typ chim nang ciing c6 ty 1€ boc 16 CK7 cao (98,1%), cac
typ ddc va té bao sang co ty I& boc 16 CK7 thép hon (83,3% va 80%
theo thir tuy).

Boc 1§ CK7 cac typ UTBM tuyén va UTBM vay theo WHO
2004:Ung thu biéu mé tuyén c6 ty & duong thinh véi CK7 cao hon so v6i
ung thu biéu md vay nhung sy khéc biét khén co y nghia théng ké
(p>0,05).
3.3.1.2. CK5/6

Béng bgc 1§ CK5/6 caa cc typ md hgc theo WHO 2004

Typ md hgc theo WHO | Tongso | S6 ca duong tinh | Ty I¢
2004 ca véi CK5/6 %

UTBM VAY 21 5 23,8

UTBM TUYEN 124 0 0,0




UTBM tuyén vay 6 2 33,3
UTBM dang sarcom 2 0 0,0
UTBM t€ bao khong 16 4 0 0,0
UTBM than kinh ndi tiét 5 0 0,0
UTBM kém biét hoa 12 1 8,3
UTBM dang gan 2 0 0,0
UTBM mang dém 1 0 0,0
UTBM bicu bi nhay 2 0 0,0
U biéu mo ac tinh 6 1 16,7
Tong 185 9 4,9

Nhan xét: Ung thu biéu md tuyén vay c6 ty 1€ duong tinh v6i CK5/6
14 33,3%, sau d6 1a ung thu biéu mo vay (23, 8%) Cac typ khac co ty I¢
du’O'ng tinh véi CK5/6 thap hoac hoan toan &m tinh vsi CK5/6. Tit ca
cac truong hop ung thu biéu md tuyen déu am tinh véi CK5/6.

Boc 1§ CK5/6 cia UTBM tuyen va UTBM viy (WHO 2004):
Boc 16 CK5/6 cua UTBM tuyén va UTBM vay theo WHO 2004 ¢4
su khac biét ¢ y nghia thong ké (p<0,05)
3.3.1.3. p63

Bang bgc 16 p63 trong cac typ mé hoc theo WHO 2004

Typ md hec theo WHO 2004 Togg so [ So @ r‘]ir‘]m g | Ty 16 %
UTBM VAY 21 12 57,1
UTBM TUYEN 124 11 8, 9
UTBM tuyén vay 6 2 33,3
UTBM dang sarcom 2 0 0,0
UTBM t€ bao khong 16 4 0 0,0
UTBM than kinh ni tiét 5 1 20,0
UTBM kém biét hoa 12 0 0,0
UTBM dang gan 2 0 0,0
UTBM mang dém 1 1 100,0
UTBM biéu bi nhay 2 0 0,0
U biéu m6 ac tinh 6 1 16,7
Tong 185 28 15,1
Nhan Xét: Ung thu bieu mo vay ¢o6 ty 1¢ dyong things cao nhat

voi p63 (57,1%), sao d6 1a ung thu biéu md tuyén vay (33,3$) va ung
thu I‘t)neu md than kinh noi tiet (20%). Cac typ khac co ty l¢ duong
tinh thép. Céc t t)J/p mo hoc am tinh voi p63dgom cac ung K] biéu mo
dang sacom, té bao khong 16, kém biét hoa ang gan va biéu bi nhay.

Boc 1 p63 cia cac typ mo hec UTBM tuyén theo WHO 2004:
Céc typ mo hoc cua ung th biéu mo tuyén theo WHO 2004 déu c6 ty 1é
duong tinh thap Véi p63 vai ty 1€ thap, tu 5,6% dén 16,7%.

Boc 10 p63 ciia cac tyE UTBM tuyen theo IASLC/ATS/ERS 2011:
Cac typ mo hoc cta ung thu biéu mo tuyén theo IASLC/ATS/ERS 2011
déu c0 ty I¢ duong tinh thap vai p63, tir 5,3% dén 12,5%.
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Béc 16 p63 ciia UTBM viy va UTBM, tuyén theo WHO 2004:
Boc 6 p63 cua UTBM vay va UTBM tuyen theo WHO 2004 c6 su
khéc biét c6 y nghia thong ké (p<0,05)

3.3.14. TTF-1
Béang bgc 1§ TTF-1 caa cic typ md hgc theo WHO 2004

Typ mb hoc theo WHO Tong sb | So ca duong tinh Ty 18
2004 ca vol TTF-1 Yo
UTBM VAY 21 6 28,6
UTBM TUYEN 124 89 71,8
UTBM tuyén viy 6 3 50,0
UTBM dang sarcom 2 0 0,0
UTBM té bao khong 16 4 0 0,0
UTBM thén kinh ndi tiét 5 3 60,0
UTBM kém biét hoa 12 2 16,7
UTBM dang gan 2 2 100,0
UTBM mang dém 1 0 0,0
UTBM biéu bi nhiy 2 0 0,0
U biéu mo6 ac tinh 6 1 16,7
Tong 185 106 57,3

Nhan xét: Ung thu biéu mo tuyén cua phoi co ty 1¢ duong tinh
cao v6i TTF-1 (71,8%), sao d9 la ung thu biéu mo than kinh noi tiét
(60%) va ung thu biéu mo tuyén vay (50%). Chi c6 28,6% cac truong
hop ung thu biéu mo vay dwong tinh voi TTF-1.

Béc 16 TTF-1 caa céc typ md hoc UTBM tuyén theo WHO 2004

Typ md hec theo WHO 2004 | Tong | Socaduong tinh | Ty 1¢
S0 ca voi TTF-1 %

UTBM tuyén hon hop 49 38 77,6
UTBM typ chum nang 19 14 73,7
UTBM thé nhu 18 12 66,7
UTBM tuyén dic 13 9 69,2
UTBM TPQPN 12 8 66,7
UTBM thé nhay 8 5 62,5
UTBM tuyén té bao sang 5 3 60,0

Téng 124 89 718

Nhan xét: Cac typ md hoc cua ung thu biéu md tuyén theo WHO
2004 déu co ty 1€ duong tinh cao voi TTF-1 (tr 60% dén 77 ,6%),
trong d6 ung thu biéu mo tuye hdn hop ¢ ty 1é duong tinh cao nhat
(77,6%), sau d6 1a ung thu biéu mo typ chum nang (73,7%).

Boc 16 TTF-1 chta cac typ UTBM tuyen theo IASLC/ATS/ERS
2011: Cac typ MmO hoc cua ung thu biéu md tuyén IASLC/ATS/ERS
2011déu ¢ ty 1é dwong tinh cao véi TTF-1 (tir 52,9% dén 84,6%), trong
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d6 ung thu biéu md typ chim nang c6 ty 1¢ duong tinh cao nhat (84,6%),
sau d6 1a ung thur biéu moé typ dac (72, 2%)

Boc 1§ TTF-1 caa UTBM vay va UTBM tuyen theo WHO
2004: Boc 16 TTF-1 cua ung thu biéu mo tuyén va ung thu biéu md
vay theo WHO 2004 ¢6 sy khac biét c6 y nghia théng ké (p<0,05).

3.3.1.5. Napsin A

Bang bgc 16 Napsin A cia cac typ md hec theo WHO 2004
Typ mb hec theo WHO Tong | So ca dwong tinh voi | Ty 1€
2004 S0 ca Napsin A %
UTBM VAY 21 6 28,6
UTBM TUYEN 124 103 83,1
UTBM tuyén vdy 6 5 83,3
UTBM dang sarcom 2 0 0,0
UTBM t& bao khong 10 4 1 25,0
UTBM thén kinh ngi tiét 5 2 40,0
UTBM kém biét hoa 12 2 16,7
UTBM dang gan 2 0 0,0
UTBM mang dém 1 0 0,0
UTBM biéu bi nhay 2 2 100,0
U biéu mo6 ac tinh 6 2 33,3
Tong 185 123 66,5

Nhan xét: Ung thu biéu m6 tuyén va ung thu biéu md tuyeén vay
déu c6 ty & duong tinh cao voi Napsin A (83,1% va 83,3%), sau d6
1a ung thu biéu md than kinh ngi tiét (40%). Chi c6 28,6% ung thu
biéu md vay duong tinh véi Napsin A.

Boc 16 Napsin A ciia cac typ moé hoc UTBM tuyén theo WHO
2004: Ung thu biéu md tuyén typ chum nang, typ nha, typ hon hop
va typ tiéu phé quan phé nang déu c6 ty Ié duong tinh cao voi Napsin
(89,5%, 88,9%, 83,7% va 83,3% theo thu ty). C4c typ cd ty 1é duong
tinh thép hon 1a cac typ té bao sang, nhay va dic (80%, 75% va
69,2% theo thir tu.

Boc 1§ Napsin A cia cac typ UTBM tuyén theo
IASLC/ATS/ERS 2011: Ung thu biéu md typ vi nhd, typ nhi, dang
vay c& va typ chum nang c6 ty Ié duong tinh cao véi Napsin A
(100%, 89,5%, 88,2% va 84,6% theo thir tw), Toan nhém ung thu
biéu md tuyén c6 ty I¢ duong tinh cao véi Napsin A (83,1%).

Béc 16 Napsin A cia UTBM tuyén va UTBM viy theo WHO
2004: Boc 16 Napsin A cia ung thu biéu md tuyén va ung thu biéu md
vay theo WHO 2004 c6 su khéc biét ¢6 y nghia théng ké (p<0,05).
3.3.1.6. Claudin-1
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Béng bgc 1§ Claudin-1 cia cac typ mé hec theo WHO 2004

Typ mo6 hoc theo WHO | Tong | So ca dwong tinh | Ty I¢
2004 S0 ca véi Claudin-1 %
UTBM VAY 21 15 714
UTBM TUYEN 124 46 37,1
UTBM tuyén vay 6 4 66,7
UTBM dang sarcom 2 0 0,0
UTBM t¢€ bao khong 16 4 0 0,0
UTBM than kinh noi tiét 5 2 40,0
UTBM kém biét hoa 12 5 41,7
UTBM dang gan 2 0 0,0
UTBM mang dém 1 1 100,0
UTBM biéu bi nhay 2 0 0,0
U biéu md ac tinh 6 2 33,3
Téng 185 75 40,5

Nhan xét: Ung thu biéu md vay va ung thu biéu md tuyén vay c6
ty I¢ duong tinh cao véi Claudin-1 (71,4% va 66,7% theo tht tu).
Céc typ khéac cd ty I¢ duong tinh voi Claudin-1 theo tht tu thap dan
12 ung thu biéu mb kém biét hoa  (41,7%), ung thu biéu mo than kinh
noi tiét (40%) va ung thu biéu mo tuyén (37, 1%)

Boc 16 Claudin-1 cuia cac typ UTBM tuyen theo WHO 2004:
ung thu biéu mo thé nhi va ung thu biéu mé tuyén hdn hop c6 ty 1é
duong tinh cao véi Claudin-1 (44,4% va 40,8% theo thu ty), sau do
1a ung thu biéu md tuyén nhiy (37,5%), typ chim nang (36,8%), ung
thu biéu mo tiéu phé quan phé nang (33,3%). Céc typ con lai c6 ty 1&
dwong tinh thap véi Claudin-1.

Bgc 1§ Claudin-1 caa cac typ UTBM tuyén theo IASLC/ATS/ERS
2011: Céc typ ung thu biéu md tuyén typ chum nang, thé nha va vi
nha cd ty 1é duong tinh kha cao voi Claudin-1 (42,3%, 42,1% va
40% theo thir ty). Ung thu biéu md tuyén nhiy co ty 1é duong tinh
thap hon (37,5%), sau d6 la dang vay ca (29,4%) va tuyén dic
(27,8%).

Béc 16 Claudin-1 cia UTBM tuyén va UTBM viy theo WHO
2004: Boc 16 Claudin-1 ciia ung thu biéu mo tuyén va ung thu biéu md
vay theo WHO 2004 ¢6 su khéc biét ¢6 y nghia thong ké (p<0,05)
3.3.1.7. Claudin-5

Béng bgc 1§ Claudin-5 cia cac typ mé hec theo WHO 2004

Typ m6 hec theo WHO | Téng sé | Sé ca dwong tinh | Ty 18
2004 ca véi Claudin-5 %
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UTBM VAY 21 9 42,9

UTBM TUYEN 124 44 35,5

UTBM tuyén vay 6 2 33,3

UTBM dang sarcom 2 0 0,0

UTBM t¢€ bao khong 16 4 1 25,0
UTBM than kinh ndi tiét 5 0 0,0

UTBM kém biét hoa 12 5 41,7
UTBM dang gan 2 0 0,0
UTBM mang dém 1 0 0,0
UTBM bicu bi nhay 2 0 0,0
U biéu m6 ac tinh 6 1 16,7
Tong 185 62 33,5

Nhan xét: Ung thu biéu md vay co ty I¢ duong tinh cao nhat V6i
Claudin -5 (42,9%), sau do 1a cac typ ung thu bicu m6 kém biét hoa,
(41,7%), ung thu bieu mo tuyen (35,5%), ung thu bicu md tuyen vay
(33,3%). Céc typ ung thu bieu m than kinh nai tict, dang sacom, dang
gan, ung thu biéu m6 man dém va ung thu biéu md biéu bi nhay déu
am tinh véi Claudin-5. )

Boc 1§ Claudin-5 cia cic typ mbé hec UTBM tuyen theo WHO
2004: Ung thu biéu md thé nhi cé ty & duong tinh cao nhit véi
Claudin-5 (66,7%), sau do ty 1& duong tinh thip dan la typ tiéu phé quan
phé nang (41,7%), tuyén té bao sang (40%), tuyén dic (38,5%) va typ
cham nang (31,6%). Céc typ con lai ¢d ty 1& duong tinh thap.

Boc 1§ Claudin-5 cia cac typ UTBM tuyén theo
IASLC/ATS/ERS 2011: Ung thu biéu md thé vi nhi va nha ¢ ty 1&
duong tinh cao voi Claudin-5 (60% va 52,6%), sau d6 1a cac typ
tuyén té bao sang (40%), tuyén dic (38,9%) va dang vay cé (35,3%),
Hai typ con lai ¢6 ty 18 duong tinh thip hon.

Béc 16 Claudin-5 cia UTBM tuyén va UTBM viy theo WHO
2004: Boc 16 Claudin-5 ciia ung thu biéu mo tuyén va ung thu biéu md
vay theo WHO 2004 khong cé su khac biét c6 y nghia thong ké
(p>0,05).
3.3.1.8. Ki67

Béng bgc 1§ Ki67 cia cac typ mod hoc theo WHO 2004
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Typ mb hec theo WHO 2004 | Tongso | So ca duwong Ty 1€

ca tinh %
UTBM VAY 17 14 82,4
UTBM TUYEN 92 48 52,2
UTBM tuyén vay 6 3 50,0
UTBM dang sarcom 2 2 100,0
UTBM té bao khong 16 1 1 100,0
UTBM than kinh néi tiét 5 4 80,0
UTBM kém biét hda 6 3 50,0
UTBM dang gan 2 1 50,0
UTBM mang dém 1 1 100,0

UTBM biéu bi nhay 2 0 0,0
U biéu m6 ac tinh 6 1 16,7
Téng 141 78 55,3

Nhan xét: Ung thu biéu md vay va ung thu biéu md than kinh noi
tiét c6 ty I¢ duong tinh cao voi Ki-67 (82,4% va 80% theo thir tu).
Ung thur biéu md tuyén c6 ty & duong tinh thip hon (52,2%).

Béc 19 Ki67 cia cac typ UTBM tuyén theo WHO 2004: Ung thu
biéu mé tuyén dic va ung thu biéu mo tuyén hdn hop ¢6 ty 1é duong tinh
cao Vai Ki-67 (75% va 69,7% theo thir ty), sau do 1a ung thu biéu md té
bao sang va typ chum nang (50% va 45,5% theo thir ty).

Béc 1§ Ki67 cia cac typ UTBM tuyén theo IASLC/ATS/ERS
201: Ung thu biéu mo tuyén dic co ty 1¢ duong tin cao nhét véi Ki-
67 (78,6%), sau d6 1a typ chim nang (59,4%), typ té bao sang (50%)
va dang vay ca (47,2%).

Béc 19 Ki-67 cia UTBM tuyén va UTBM viy theo WHO 2004:
Boc 16 Ki-67 ciia ung thu biéu mo tuyén va ung thu biéu mo vay
theo WHO 2004 ¢6 su khac biét ¢ y nghia thong ké (p<0,05)
3.3.1.9. p53

Béang bgc 16 p53 caa cac typ md hoc theo WHO 2004
Typ mb hec theo WHO Tong so Socadwong | Tylé %
2004 ca tinh
UTBM VAY 21 13 61,9
UTBM TUYEN 124 52 41,9
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UTBM tuyén vay 6 5 83,3
UTBM dang sarcom 2 2 100,0

UTBM te bao khong 10 4 2 50,0
UTBM than kinh noi tiét 5 3 60,0

UTBM kém biét hoa 12 7 58,3
UTBM dang gan 2 1 50,0
UTBM mang dém 1 1 100,0

UTBM biéu bi nhay 2 0 0,0

U biéu mo6 ac tinh 6 0 0,0
Tong 185 86 46,5

Nhan xét: Ung thu biéu mo tuyén vay cd ty I duong tinh cao véi p53
(83,3%), sau do 13 ung thur biéu md vay 61,9%, ung thu biéu m than kinh
noi tiét (60%) va ung thur biéu md kém biét héa (58,3%)..

Béc 1§ p53 ciia cac typ UTBM tuyén theo WHO 2004: Ung thu
biéu mo typ chim nang c6 ty 18 dung tinh cao nhat véi p53 (52,6%),
sau d6 1a cac typ tiéu phé qua phé nang (50%), ung thu biéu mod
tuyén hdn hop (44,9%) va typ nhi (44,4%).

Béc 1§ p53 ciia cac typ UTBM tuyén theo IASLC/ATS/ERS
2011: Ung thu biéu md dang vay ca c6 ty duong tinh cao nhit véi p53
(58,8%), sau do 1a cac typ chum nang (46,2%), vi nha (40%).va typ nht
(33,3%).

Béc 16 p53 ciaia UTBM tuyén va UTBM viy theo WHO 2004:
Boc 16 p53 cua ung thu biéu md tuyén va ung thu biéu md vay theo
WHO 2004 khong c6 su khéac biét c6 y nghia thong ké (p>0,05)

3.3.3. Hod m6 mién dich ung thw phéi té bao nhé
Bang ty 1& bac 1§ HMMH ciia ung thw phéi té bao nhé

Dau an So dwong tinh/so xét nghiém Ty I€ (%0)
Ki67 47/57 82,5
NSE 38/61 62,3
P53 36/73 49,3
CEA 34/73 46,6
CD56 7/24 29,2
Chromogranin 15/59 25,4
TTF-1 30/43 69,7

Nhan xét: Ung thu bicu m6 phoi té bao nho ¢b ty & duong tinh
cao nhat vai Ki-67 (82,5%), sau d6 thap dan véi TTF-1 (69,7), NSE
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(62,3%), p53 (49,3%) CEA (46,6%). CD56 va chromogranin co ty 1¢
duong tinh thap hon (29,2% va 25,4% theo tht tu).

CHUONG 4: BAN LUAN
4.1. Tubi va giéi
4.1.1. Ung thu biéu mé khong té bao nho

Nghién ciru vé tudi ctia ung thu biéu md phdi khong té bao nho
cua ching ti cho thdy nhom 40 - 49 tudi chiém ti 1 cao nhat
(49,7%), ding hang tht hai 1a nhém 50 - 59, tudi chiém ti 18 29,7%.
Néu tinh chung nhom tudi tir 40 - 59 tudi 1a 79,4%. Tudi trung binh
khi phét hién ung thu phéi la 57,6 + 8,6 tudi, khong cé sy khac biét
¢6 y nghia thong ké giira hai giéi nam va nix (p > 0,05).

Trong nghién cau caa ching toi, ty 1€ nam/nir 1a 3,2/1. So sanh
VGi mot vai tac gia khac nita thi ti I¢ cua ching ti ¢6 thip hon so
véi nghién cau caa Phing Thi Phuong Anh (1999), ty 1€ nam/ nix
cia UTBMT la 3,4/1, cta Hoang Dinh Chéan (1996), ty I¢ nam/nix
la 4,27/1, cua T Kiéu Dung va CS tai BV Lao va bénh phéi TW
trén 235 bénh nhan ung thu phdi véi ti 1& nam/nix 1a 5,5/1.Nhin
chung, cac két qua trong va ngoai nudc déu cho thay rang nam
gidi 6 ti 18 hat thudc 14 gap nhiéu lan so vai nir gigi nén ti 1& ung
thu phdi ciing gap & nam nhiéu hon.

4.1.2. Ung thu biéu mé té bao nhé

Nghién ciru vé tudi cua ung thu biéu md té bao nho cua ching
t6i cho thiy nhém 50-59 tudi chiém ti 18 cao nhat (46,6%), ding
hang tht hai 1a nhém 60 - 69, tudi chiém ti & 29,7%. Néu tinh
chung nhém tudi tir 50 - 69 tudi 1a 76,7%. Tudi trung binh 1a 58,0
+ 8,2, thip nhét 38 tudi, cao nhét 77 tudi.

Trong nghién ciru caa ching toi, ty 1€ nam/nir cua bénh nhan ung
thu biéu md té bao nho la 8,1/1. Két qua nghién ctu cua ching toi
cao hon cua Bang Thanh Hong va cs (2005) la 4,4/1.

4.2. Phén loai mé bénh hoc
4.2.1. Ung thu biéu mé phdi khong té bao nhé

Chiing t6i nhan dang dic diém vi thé cia UTBM phéi khong té
bao nho dua vao bang phan loai mé bénh hoc cia WHO 2004.

Ngoai ra khi phan loai UTBM tuyén, chling t6i dwa vao bang phéan
loasi md bénh hoc cia WHO 2004 va bang phan loai cia
IASLC/ATS/ERS 2011.

Theo d6, trong nghién ciru cua ching t6i, phan loai UTBM phdi
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khong té bao nho theo WHO 2004 cho két qua la ung thu biéu md
tuyén chiém ty I¢ cao nhat (67,1%), ung thu biéu md vay chiém
11,4%, ung thu biéu md kém biét hoa chiém 6,4%, cac loai khac
chiém ty I¢é thip. Cac loai hiém gdp chwa co trong phan loai
WHO 2004 13 ung thu biéu md dang gan (1,5%) va ung thu biéu
md mang dém (0,5%).

Déi voi ung thu biéu mo tuyén theo WHO 2004, UTBM tuyen
hdn hop chiém 39,5%, typ chum nang chiém 15,3%, typ nha chiém
14,5%, typ dac 10,5%, typ tiéu phé quan phé nang chiém 9,7%, cac
typ nhay va té bao sang chiém ty 1¢ thap (6 5% va 4% theo thi tu).

Nghién ciru phan loai ung thu biéu md tuyén theo WHO (2004)
cua Sakurai va CS (2013) cho thay két qua tuong tu.

Phan loai md hoc ung thu biéu md tuyen theo IASLC/ATS/ERS
2011 cho két qua la typ chim nang chiém 41,9%, typ nha chiém
19,4%, typ dic chiém 14,5%, dang vay ca chiém 13,7%, cac bién thé
nhiy, vi nhii va té bao sang chiém ty 1& thp (6,5%, 4% va 4% theo thir
tw). Trong nudc chua c6 cong trinh khoa hoc nao phan loai ung thu
biéu md tuyén cua phdi theo IASLC/ATS/ERS 2011. Urer va CS
(2013) da nghién ciu phan loai 226 ung thu biéu mo tuyén cua phoi
theo IASLC/ATS/ERS 2011. Két qua cho thdy cAc u typ chim nang
chiém 43,8%, typ dac chiém 39,3%, dang vay ca chiém 8,8%, typ nhu
4,8%, trong khi 3% la nhiing bién thé cua ung thu biéu md tuyen. Két
qua nghién ctru cua chlng toi cling phu hop véi két qua cua nghién ciu
cua Urer va CS 1a ung thu biéu md typ chum nang chiém ty 1& cao
nhit. Tuy nhién, trong nghién ctiu ciia Urer va CS, typ dic dimg hang
thir hai voi 39,3% trong khi trong nghién cau cta ching téi typ nhd
dung hang thu hai chi vai 19,4%.

4.2.2. Ung thu biéu mé phm té bao nhé

V& vi thé, ung thu biéu md té bao nho can phai duoc coi nhu mét
typ u dac biét hon la mot thé khong biét hoa cua ung thu phol
4.3. HOA MO MIEN DICH TRONG UNG THU BIEU MO
PHOI KHONG TE BAO NHO
CKZ7:

Trong nghién cuu cta ching t6i, c6 90,8% cac truong hop ung
thu biéu md phdi boc 16 CK7, trong d6 co 96% ung thu tuyén va 81%
ung thu biéu md vay. Céc typ hiém gap ciing co ty 1& boc 16 CK7 cao.
Trong cac typ md hoc phéan loai theo IASLC/ATS/ERS 2011, cac typ
UTBM thé nh, vi nhd, dang vay cé, typ nhay c6 ty 1é boc 16 CK7 rat
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cao (100%), UTBM typ chum nang ciing c6 ty 1€ boc 16 CK7 cao
(98,1%), cac typ dac va té bao sang cd ty Ié boc 16 CK7 thip hon
(83,3% va 80% theo thir tu). Theo Chu va CS, su boc 16 cua CK7
dugc phét hién trong 10/10 (100%) UTBM tuyén, 3/7 (43%) UTBM
té bao nho, 2/9 (22%) nhiing u carcinoid va 0/15 (0%) UTBM vay
cua phdi, tAc gia nhan dinh: CK7 dic hiéu cho UTBM tuyén [23].
Tuy nhién, két qua nay c6 khac vai nghién ctru caa ching toi, c6 81%
ung thu biéu md té bao vay duong tinh véi CK7. Ngoai ra, trong
nghien ctru cua Satoshi va cs cho thiy CK7 duong tinh v6i 90,9%
mau ung thu biéu mo tuyén nguyén phat nhung lai chi duong tinh véi
5,3% ung thu dai truc trang di can dén phdi, mat khac thi hoan toan
am tinh véi nhom thu dai tryc trdng nguyén phat.

CK5/6 va p63:

Trong nghién ctru cua ching tdi, ung thu biéu md tuyen vay ¢ ty
16 dwong tinh véi CK5/6 (33,3%), sau d6 1a ung thu biéu md vay
(23,8%), c4c typ khéc co ty & duong tinh véi CK5/6 thip hoic hoan
toan am tinh véi CK5/6. Tat ca cac truong hop ung thu biéu md
tuyen déu am tinh voi CK5/6. Boc 16 CK5/6 cua ung thu biéu md
tuyén va ung thu biéu mo vay theo WHO 2004 ¢6 su khac biét co y
nghia thong ké (p<0,05).

Chuing tdi ciing nhén thy ung thu biéu mé vay ¢ ty 1é duong tinh
cao nhit voi p63 (57, 1%), sau d6 1a ung thu biéu md tuyén vay
(33 3%) va ung thu biéu md than kinh ni tiét (20%). Cac typ khac
co ty I¢ duong tinh thip. Cac typ md hoc am tinh véi p63 gom cac
ung thu biéu md dang sacom, té bao khdng 15, kém biét héa, dang
gan va biéu bi nhiy. Céc typ md hoc ciia ung thu biéu md tuyén theo
WHO 2004 déu c6 ty 1é dwong tinh thap Vi p63, tir 5,6% dén 16,7%.
Céc typ md hoc cua ung thu biéu md tuyén theo IASLC/ATS/ERS
2011ciing déu co ty 1é duong tinh thip voi p63, tir 5,3% dén 12,5%.
Boc 16 p63 cua ung thu bidu md Vay va ung thu biéu md tuyén theo
WHO 2004 ciing c6 su khac biét ¢6 y nghia thong ké (p<0,05), Nhu
vay, p63 c6 y nghia trong viéc phan biét giita ung thu biéu mo vay va
ung thu biéu mo tuyén trong nhimg truong hop khé phan biét trén
tiéu ban nhuom Hematoxylin-Eosin, ung thu biéu mé vay duong tinh
V6i p63, trong khi ung thu biéu mo tuyén am tinh véi p63.

TTF-1va Napsin A:
TTF-1.
Trong nghién ctu ciia ching tdi ung thu biéu mo tuyén cia phdi
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c6 ty Ié duong tinh cao v6i TTF-1 (71,8%), sau d6 1a ung thu biéu
mo than kinh noi tiét (60%) va ung thu biéu md tuyén vay (50%). Chi
¢6 28,6% cac trudng hop ung thu biéu md vay duong tinh véi TTF-1.
Céc typ md hoc cia ung thu biéu md tuyen theo WHO 2004 déu c6
ty 18 duong tinh cao v6i TTF-1 (tir 60% dén 77 ,6%), trong d6 ung thu
biéu mod tuyen hdn hop ¢6 ty & dwong tinh cao nhét (77 6%), sau do
1a ung thu biéu md typ chum nang (73,7%). Céc typ md hoc cua ung
thu biéu md tuyén theo IASLC/ATS/ERS 2011 ciing déu c6 ty 1&
dwong tinh cao voi TTF-1 (tir 52,9% dén 84,6%), trong d6 ung thu
biéu mo typ chim nang ¢ ty I& duong tinh cao nhat (84,6%), sau d6
1a ung thu biéu mo typ dac (72,2%). Boc 16 TTF-1 cua ung thu biéu
moé tuyen va ung thu biéu mé vay theo WHO 2004 ciing co su khac
biét c6 y nghia thng ké (p<0,05).

So sénh ty 1& boc 16 TTF-1 trong ung thu biéu md tuyén cia phoi
cua céc tac gia dugc trinh bay ¢ bang dudi day:

Bang ty 1& boc 16 TTF-1 ciia UTBM tuyén phéi theo tic gia

T4c gia So6 ca xét nghiém Ty 1€ (%)
Barletta va CS (2009) 89 72,0
Zhang va CS (2010) 212 84,4
Ye va CS (2010) 120 79,2
Bishop va CS (2010) 95 73,0
Kadota va CS (2013) 452 93,0
Pham Nguyén Cuong (2014) 124 71,8

Bang trén cho thay ty 1€ boc 16 TTF-1 cta ung thu biéu md tuyén
cua phdi trong gidi han cao tir 71,8% dén 93%.

Napsin A. Trong nghlen cuu cua chung t6i, ung thu biéu md
tuyén va ung thu biéu mo tuyén vay déu c6 ty I¢ (duong tinh cao voi
Napsin A (83,1% va 83,3%), sau d6 1a ung thu biéu mé than kinh noi
tiét (40%). Chi c6 28,6% ung thu biéu md Vay duong tinh vé6i Napsin
A. Trong cac typ md hoc cia ung thu biéu md tuyen theo WHO, ung
thu biéu mo tuyen typ chum nang, typ nhd, typ hén hop va typ tiéu
phé quan phé nang déu co ty 1& duong tinh cao v6i Napsin A (89,5%,
88,9%, 83,7% va 83,3% theo thu tu). Cac typ c6 ty Ié duong tinh
thép hon 14 céc typ t bao séng, nhiy va dac (80%, 75% va 69,2%
theo thir ty). Trong cac typ md hoc cua ung thu biéu md tuyén theo
IASLC/ ATS/ERS 2011 ung thu biéu md typ vi nhd, nhd, dang vay
cé& va typ chum nang c6 ty I¢é duong tinh cao véi Napsin A (100%,
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89,5%, 88,2% va 84,6%; theo thi tu), Tinh chung, toan nhém ung
thu biéu mo tuyén co ty 18 duong tinh cao voi Napsin A (83,1%).
Boc 16 Napsin A cua ung thu biéu md tuyén va ung thu biéu mé vay
theo WHO 2004 ciing c¢6 su khéc biét ¢ y nghia thong ké (p<0,05)

Zhang va CS (2010) phan tich héa mé mién dich boc 16 Napsin A
va TTF-1 trén 351 bénh nhan bi ung thu phdi, xéac dinh rang do nhay
va d6 dac hiéu cia Napsin ddi véi ung thu biéu md tuyén nguyén
phat 1a 84,9% va 93,8% cao hon so véi TTF-1 (84,4% va 83,9%). Su
két hop gitra Napsin A va TTF-1 lam ting d6 nhay 1én dén 91,0%.
Hon nira, 46 nhay va do dic hiéu con lién quan dén gidi, tién sur hat
thudc 14, tinh trang 1am sang, md bénh hoc, kich thugc khdi u va di
can hach.

So sanh ty I¢ boc 16 Napsin A trong ung thu biéu mo tuyén cua
phéi cua céc tac gia duoc trinh bay & bang dudi day
Bing ty 1¢ boc 19 Napsin A ciia UTBM tuyén phdi theo cic tic gia

Téc gia S6 ca xét nghiém | Ty lé (%)
Hirano va CS (2003) 43 90,7
Suzuki va CS (2005) 83 84,3
Ye va CS (2010) 120 79,2
Zhang va CS (2010) 212 84,9
Bishop va CS (2010) 95 83,0
Pham Nguyén Cuong (2014) 124 83,1

Bang trén cho thay ty 1€ boc 16 Napsin A cua ung thu bieu md
tuyén cuia phdi trong gigi han cao tir 79,2% dén 90,7%.
CK5/6 va p63/ TTF-1va Napsm A

B¢ cac diu 4n CK5/6 va p63/TTF-1 va Napsin A thuong duge danh
gla vé kha nang phan biét gitra ung thu biéu mod Vay va ung thu biéu
mo tuyen cua phol Trong nghlen cau cua Cadioli va CS (2014), tinh
khéng ddng nhat vé héa md mién dich (nghia la nhuom “khac
thuong™) ciing duoc danh gia st dung mot nhém cac diu 4n cia cac
ung thu biéu mo tuyén (TTF-1, Napsin va CK7), ung thu biéu mo té
bao vay (p63, CK5/6) va biét hoa than kinh noi tiét (chromogranin va
synaptophysin) trén cac trén cac sinh thiét duong tinh va bénh pham
cua ung thu phdi. Tinh khéng ddng nhit héa mé mién dich dwoc ghi
nhan trong 22,6% cac truong hop véi su boc 16 cua p63 va CK5/6
trong mot s6 truong hop ung thu biéu md tuyén (25 truong hop,
25,5%), CK7 trong 17,4% ung thu biéu mo té bao vay, va synaptophy-
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sin trong 6 trudng hop u khdng than kinh noi tiét (4%, 6/155).

Tém lai, nghién ctru cta cac tac gia khac ciing nhu nghién ciru cta
chiing toi cho thay Napsin A, TTF-1, CK5/6 va p63 la b cac du an
héa md mién dich c6 loi nhat trong phan bi¢t ung thu biéu md tuyén
v6i ung thu biéu md vay caa phoi.

Claudin-1 va Claudin-5

Trong nghién ciru ciia ching t6i, ung thu biéu md vay va ung thu
biéu md tuyén vay c6 ty 1é duong tinh cao véi Claudin-1 (71,4% va
66,7% theo thtr tu). Cac typ khac cd ty I¢ duong tinh véi Claudin-1
theo thir tu thap dan 13 ung thu biéu md kém biét hoa (41, 7%) ung
thu biéu md than kinh noi tiét (40%) va ung thu biéu mo tuyén
(37,1%). Trong cac typ md hoc cua ung thu biéu md tuyen theo
WHO 2004, ung thu biéu md thé nhii va ung thu biéu mo tuyén hdn
hop c6 ty 1€ duong tinh cao véi Clauin-1 (44,4% va 40,8% theo thir
tw), sau d6 1a ung thu biéu md tuyén nhay (37,5%), typ chum nang
(36,8%), ung thu biéu mé tiéu phé quan phé nang (33,3%). Céc typ
con lai ¢6 ty Ié duong tinh thap véi Claudin-1. Trong cac typ mé hoc
cta ung thu biéu mé tuyén theo IASLC/ ATS/ERS 2011, c4c typ ung
thu biéu md tuyén typ chim nang, thé nhd va vi nha ¢6 ty 1¢ duong
tinh kha cao voi Claudin-1 (42,3%, 42,1% va 40% theo thu tu). Ung
thu biéu md tuyén nhay c6 ty I¢ duong tinh thp hon (37,5%), sau d6
la dang vay ca (29,4%) va tuyén dic (27,8%). Boc 16 Claudin-1 cua
ung thu biéu md tuyén va ung thu biéu mo vay theo WHO 2004 ¢6
su khéc biét ¢ y nghia thong ké (p<0,05).

Nghién ciru cua chiing t6i ciing cho thiy ung thu biéu mé vay co
ty 1é dwong tinh cao nhat vgi Claudin -5 (42,9%), sau d6 1a cac typ
ung thu biéu md kém biét hoa (41,7%), ung thu biéu md tuyén
(35,5%), ung thu bleu md tuyén vay (33,3%). Cac typ ung thu biéu
mo than kinh noi tiét, dang sacom, dang gan, ung thu biéu md mang
dém va ung thu biéu md biéu bi nhay déu am tinh véi Claudin-5.
Trong cac typ md hoc cua ung thu biéu mo tuyén theo WHO 2004,
ung thu biéu md thé nha c6 ty 1é duong tinh cao nhét véi Claudin-5
(66,7%), sau d6 ty lé duong tinh thip dan Ia typ tiéu phé quan phé
nang (41,7%), tuyén té bao sang (40%), tuyén dac (38,5%) va typ
chuim nang (31,6%). Céc typ con lai c6 ty 1& duong tinh thip. Trong
céc typ md hoc cia ung thu biéu md tuyén theo IASLC/ ATS/ERS
2011, ung thu biéu md thé vi nha va nhd ¢6 ty 1é duong tinh cao véi
Claudin-5 (60% va 52,6%), sau d6 1a cac typ tuyén té bao sang
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(40%), tuyén dic (38,9%) va dang vay ca (35,3%), Hai typ con lai co
ty 1& duwong tinh thap hon. Boc 16 Claudin-5 cua ung thu biéu md
tuyén va ung thu biéu mod vay theo WHO 2004 khong c6 su khac biét
c6 y nghia thong ké (p>0,05)

Ki-67 va p53

Ki-67:

Trong nghién ciru ciia ching t6i, ung thu biéu md vay va ung thu
biéu mé than kinh ni tiét c6 ty 1& duong tinh cao voi Ki-67 (82,4%
va 80% theo thir tw). Ung thu biéu md tuyén c6 ty |é duong tinh thip
hon (52,2%). Trong cac typ mo6 hoc cua ung thu biéu md tuyen theo
WHO 2004, ung thu biéu md tuyén dic va ung thu biéu mo tuyén
hdn hop ¢6 ty 1é duong tinh cao véi Ki-67 (75% va 69,7% theo thir
t), sau d6 1a ung thur biéu md té bao sang va typ chum nang (50% va
45,5% theo thi ty). Trong cac typ md hoc cta ung thu biéu mé tuyén
theo IASLC/ ATS/ERS 2011, ung thu biéu mo tuyén dic co ty Ié
dwong tinh cao nhit véi Ki-67 (78,6%), sau d6 1a typ chum nang
(59,4%), typ té bao sang (50%) va dang vay cé (47,2%). Boc 16 Ki-
67 cua ung thu biéu md tuyén va ung thu biéu md vay theo WHO
2004 ¢6 su khac biét c6 y nghia thong ké (p<0,05).
p53:

Trong nghién ciiu cua ching t6i, ung thu biéu md tuyen vay cO ty lé
duong tinh cao véi p53 (83,3%), sau do 1a ung thu biéu md vay 61,9%,
ung thu biéu mo than kinh ni tiét (60%) va ung thu biéu md kém biét
hoa (58,3%). Trong cac typ md hoc cila ung thu biéu mo tuyén theo
WHO 2004, ung thu biéu md typ cham nang c0 ty 1¢ dung tinh cao
nht voi p53 (52,6%), sau do la cac typ tiéu phé quan phé nang (50%),
ung thu biéu md tuyén hdn hop (44 9%) va typ nhti (44,4%). Trong cac
typ md hoc ciia ung thu biéu mo tuyén theo IASLC/ ATS/ERS 2011,
ung thu biéu md dang vay cd c6 ty duong tinh cao nhat véi p53
(58,8%), sau do la cac typ chum nang (46,2%), vi nhi (40%).va typ
nhd (33,3%). Boc 16 p53 cia ung thu biéu md tuyén va ung thu biéu
md vay theo WHO 2004 khdng c6 su khac biét c6 y nghia thong ké
(p>0,05).

Nguyén Minh Hai va CS nghién citu biéu 16 p53 & 62 bénh nhan
ung thw phdi khong té bao nho ghi nhan ty 1¢ biéu 16 p53 la 41,9%.
Tuy xu huéng hay gip & giai doan muon va & typ ung thu té bao vay
hon nhung sy khac biét chua co y nghla thong ké. Thoi gian song
thém toan bo 1a 12,7+1,6 thang. P53 c6 y nghia tién lugng thoi gian
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sbng thém: nhém ¢ biéu 16 p53 co thoi gian song thém trung binh 13
7,9+1,8 thang, ngdn hon ¢ y nghia so véi nhém khong biéu 16 p53
(thoi gian séng thém trung binh 1 15,9+2,3 théng).

4.4. Hoa md mﬁién dich trong ung thw biéu m6 phéi té bao nho

Ung thu biéu md phoi té bao nhé 1a typ ung thu ¢6 d6 &c tinh cao,
dé di cin xa. Paik va CS (2006) nghién ctru sy boc 16 p53, bel-2 va
Ki-67 trén 107 bénh nhan ung thu phdi té bao nho cho két qua lati 18
dwong tinh cta p53, bel-2 va Ki-67 lan luot 12 62%, 70% va 49%.
Khong thiy c6 méi lién quan c6 y nghia gitra sy boc 16 p53, bel-2 va
Ki-67 voi giai doan 1am sang, dap (g voi héa tri liéu ciing nhu dbi
V6i tién luong song toan bo.

Nghién ctu cua chling toi cho thiy c6 méi lién quan ¢ y nghia vé
mit thdng ké gitta mot sé dau 4n héa md mién dich véi két qua mé bénh
hoc phan loai theo WHO 2004 trong ung thu phdi khong té bao nho.
Nhuom héa md mién dich gilp chin doan mét s6 dudi typ cua ung thu
biéu md tuyén va gidp phan biét ung thu biéu md vay véi cac loai ung
thu phdi khong té bao nho khac. Tuy nhién vai tro lam sang cta cac dau
an hda md mién dich nay can duoc nghién ciru nhidu hon trong tuong
lai.

4.5. Ho4 md mién dich trong cac typ ung thwr biéu mé hlem gap

Trong nghién cttu cua ching tdi, hai truong hop u than kinh noi
tiét dugc chan doan la carcinoid khong dién hinh déu dwong tinh
manh v&i synaptophysin va chromogranln trong khi am tinh véi TTF-
1. Mét truong hop ung thu biéu md thin kinh noi tiét duong tinh véi
synaptophysin va TTF-1, mét truong hgp khac duong tinh véi
synaptophysin, chromogranin trong khi &m tinh véi TTF-1 va p63.
Mot truong hop 1a ung thu biéu md than kinh noi tiét t& bao lon
duong tinh voi synaptophysin, TTF-1, CAM5.2 va Keratin.

Chlng t6i ciing nghién ctu hai truong hop dugc chin doan 14 ung
thu biéu md dang gan cua phdi. Mot truong hop ¢6 duong tinh bao
twong voi TTF-1, duong tinh vai HepPar-1, CK7, trong khi p63
NapSIn A va Arg- l Trong Chan doan hién nay cho ung thu biéu mod
tuyen dang gan caa phéi bao gom ung thu biéu mod tuyen hoac nhd
dién hinh va mot thanh phan gidng ung thu biéu md té bao gan va
boc 16 alpha-fetoprotein (AFP). Viéc phan biét ung thu biéu md
tuyen dang gan cua phdi voi ung thu biéu mo té bao gan di can dén
phéi kho khin & nhitng bénh nhan ¢ khéi u & ca phdi va gan va &
nhitng bénh nhan ¢ nguy co ung thu phdi va gan do hat thudc va
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viém gan do virus theo thir tu. Haminger va C (2013) da bao cao vé 5
treong hop ung thu biéu md dang gan cua phéi duoc nhudm dong
loat voi 14 dau 4n héa md mién dich. Hai truong hop ung thu biéu
mo té bao gan cua phdi c6 cac thanh phan té bao nhin. Ba truong hop
1a ung thu biéu mod tuyén dang gan don thudn khong c6 céc thanh
phan ung thu biéu md tuyén chim nang hoc nhu, cac té bao nhin
hoac ung thu biéu mo than kinh ni tiét. Giéng nhu ung thu biéu mo
té bao gan, ung thu biéu md dang gan cua phdi boc 16 CK8 (5/5),
CK18 (5/5), AFP (3/5), Heppar-1 (5/5), nhudm bao twong véi TTF-1
(5/5) va khong boc 16 CK14 (0/5). Khong giéng nhu ung thu biéu md
té bao gan, n6 boc 16 CK5/6 (1/5), CK7 (3/5), CK19 (4/5), CK20
(1/5), HEA125 (5/5), MOC31 (5/5), CEA don dong (3/5) va Napsin
A (1/5). Mot nhom cac du 4n bao gdbm cac loai cytokeratm CE don
dong va céc diu an EpCAM (HEA125 va MOC31) gilip cho viéc
phan biét ung thu biéu md dang gan cia phol voi ung thu biéu md té
bao gan di can dén ph01 dzc biét khi ddi chiéu véi cac biéu hién 1am
sang va X-quang.
KET LUAN

Qua nghién ctru 185 truong hop UTBM khong té bao nho va 73
trudng hop UTBM té bao nho, chdng toi rat ra mot sé két luan sau:
1. M6 hoc

+ Phan loai mb hoc theo WHO 2004, ung thu biéu mo tuyén chiém
ty 1¢ cao nhat (67,1%), ung thu biéu md vay chiém 11,4%; ung thu biéu
mo kém biét héa chiém 6,4%, cac loai khac chiém ty I¢ thap, trong d6 co
c4c typ hiém gap 14 ung thu biéu md dang gan (1,1%) va ung thu biéu
mo mang dém (0,5%).

+Trong c&c typ md hoc cia ung thu biéu tuyén theo WHO 2004,
typ hdn hop chiém ty 1& cao nhit (39,5%), sau do theo thir tw giam dan
1a typ chim nang (15,3%), typ nhii (14,5%), typ dac (10,5%), typ tiéu
phé quan phé nang (9,7%), hai typ con lai chiém ty I¢ thap.

+ Trong céc typ md hoc UTBM tuyén theo IASLC/ATS/ERS
2011 typ chim nang chiém 41,9%, typ nha chiém 19,4%, typ dic
chiém 14,5%, dang vay ca chiém 13,7%, céc bién thé nhay, vi nha va
té bao sang chiém ty I¢ thap (6,5%, 4% va 4% theo thir tu).

2. H6a md mién dich

CK7. C6 90,8% cac truong hop ung thu biéu md phol boc 19

CK7, trong d6 c6 96% ung thu tuyén va 81% ung thu biéu mo vay.
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Céc typ hiém gap ciing co ty 1& boc 16 CK7 cao.

CKJ5/6 va p63/ TTF-1 va Napsin A. (1) Boc 16 cua CK5/6, p63,
TTF-1 va Napsin A cua ung thu biéu md vay va ung thu biéu md
tuyén c6 sy khac biét c6 y nghia thong ké (p<0,05); (2) CK5/6 va p63
¢6 ty 1& duong tinh trong ung thu biéu md vay cao hon so voi ung thu
biéu mo tuyén, trai lai ung thu biéu mé tuyén c6 ty 1é duong tinh cao
v6i TTF-1 (71,8%) va Napsin A (83,1%), 0 V6i ung thu biéu mo vay
(28,6% va 28,6% theo thu ty); (3) CK5/6 va p63/TTF-1 va Napsin A
la bo cac diu 4n c6 loi nhat trong phan biét voi ung thu biéu mo vay
v6i ung thu biéu md tuyén.

Claudin-1. Ung thu biéu md vay va ung thu biéu md tuyén vay cé
ty 1€ duong tinh cao vé&i Claudin-1 (71,4% va 66,7%, theo thir tu).
Boc 16 Claudin-1 ciia ung thu biéu md tuyén va ung thu biéu mo vay
theo WHO 2004 c6 sy khéc biét cd y nghia thong ké (p<0,05).

Claudin-5. Ung thu biéu mé vay c6 ty lé duong tinh cao nhat
v6i Claudin -5 (42,9%), sau d6 1a cac typ ung thu biéu md kém biét
hoa (41,7%), ung thu biéu md tuyén (35,5%), ung thu biéu md tuyén
vay (33,3%). Boc 16 Claudin-5 cta ung thu biéu md tuyén va ung thu
biéu mo vay theo WHO 2004 khong c6 su khéc biét c6 ¥ nghia théng
ké (p>0,05).

Céc déu 4n Chromogranin, synaptophysin, HepPar-1 va Beta-
HCG gitp xac dinh cac typ ung thu biéu md than kinh noi tiét, ung
thu biéu md dang gan va ung thu biéu mé mang dém.

Ung thu biéu md phéi té bao nhé c6 ty & duong tinh cao nhit
V6i Ki-67 (82,5%), sau d6 thap dan véi TTF-1 (69,7%) va NSE
(62,3%). NSE va chromogranin gitip xac dinh ung thu biéu mé té bao
nho than kinh ni tiét va khdng than kinh noi tiét.

KIEN NGHI

1. Can thyc hién thuong quy viéc nhuém héa md mién dich trén
mau md nén bénh pham ung thu phdi dé xac dinh typ md bénh
hoc duoc chinh xac.

2. Chi dinh nhuém bén thy thé héa mé mién dich p63, CK5/6, TTF1
va Napsin A dé chin doan phan biét UTBM vay va UTBM tuyén
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trong ung thu biéu md phdi.

3. Sir dung cic dau 4n Chromogranin, synaptophysin, HepPar-1 va
Beta-HCG dé chin doan xac dinh cac typ ung thu biéu mé than kinh
noi tiét, ung thu biéu md dang gan va ung thu biéu mé mang dém.

BACKGROUND

Lung cancer is a malignant disease and the most common cause of
death from cancer on over the world, with about 1.3 million new
cases in 2003. Currently, the survival rate of lung cancer patients
after five years since the first diagnosis is 14%. Thus, lung cancer is
considered a major problem in the health and the prognosis of lung
cancer is of poor efficiency.

In Vietnam, there have been many studies on lung cancer, but
they often focus on aspects of the epidemiology, diagnosis,
histopathology and treatment. The study of the reveal the markers of
immunohistochemistry (IHC) for the histopathological types of lung
carcinomata to definitive diagnosis the lung cancer has not been
studied a lot yet. Stems from the fact that, on the basis of the initial
understanding of IHC in cancer, and support of IHC techniques, |
have conducted the study: "Research of the histopathological
classification of lung cancer according to WHO 2004 and
IASLC/ATS/ERS 2011 by the use of added immunohistochemistry
markers", with the following objectives:

- Objective 1: Determine the histologic types of lung carcinomata
according to the WHO 2004 classification and IASLC/ATS/ERS
2011 with the aid of immunohistochemistry markers.

- Objective 2: Evaluate the frequency of reveal of IHC markers
and associated with histopathological types of lung carcinomata.

URGENCY OF THE THEMES

Initial diagnosis of lung cancer is often confused with other
pulmonary diseases. The disease is often detected in late stages,
which affects the ability of treatment and life quality of the patients.
Histopathological diagnosis helps confirm the diagnosis and
classification of some histopathological types of lung cancer, but in
some cases could not differentiate between histological type and
types, not assessed progression and prognosis of the disease. On the
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other hand, due to microscopic images of lung cancer are varied,
while the change of the type histopathological always progresses, the
need for further studying the morphology of cancer cells based on the
support of modern and updated technology as well as our knowledge
to be able to make a more accurate diagnosis of the lung carcinomata.
NEW CONTRIBUTIONS

1. Determine the histologic types of lung carcinoma according to
WHO 2004 in Vietnam again.

2. Classify the lung cancer according to WHO 2004 and IASLC/
ATS/ ERS 2011 for the first time.

3. Discover some special types of lung carcinoma, like hepatoid
carcinoma, chorio-carcinoma... for the first time by using the some
specific immunohistochemical markers.

4. Determine the expression of some new immunohistochemical
markers in the major types of lung carcinoma like squamous
carcinoma, adenocarcinoma for the first time.

5. Be able to identify the type of neuroendocrine and non-
neuroendocrine of lung cancer through the immunohistochemical
staining of small-cell carcinoma.

CHAPTER 1: OVERVIEW

1.1. Epidemiology of lung cancer

On over the world, lung cancer is the cause of death of cancer in
men in industrialized countries. Because of its poor prognosis,
incidence and mortality rates are about equal. In recent decades, the
rate of death from lung cancer in the world has been increased day by
day. The age of lung cancer common is from 50 to 75.

In Vietnam, according to the statistics of Health Ministry, the lung
cancer is the second on the annually mortality rate of all cancers for
both men and women. Each year there are over 20,000 new lung
cancer patients were detected and there were 17,000 deaths.

1.2. Histopathology of lung carcinoma

In 2004, WHO issued a new classification has repaired the
classification of diseases of the lungs and pleural tumors. Tumor
classification system is important in the diagnosis and treatment in
planning of patients as well as to provide the basis of epidemiological
and histopathological morphology studies.
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Recently, because the histopathological classification of lung
cancer in 1999 and 2004 by the World Health Organization to
become less useful due to a new clinical perspective, because the two
types of mixed adenocarcinoma and bronchioloalveolar
adenocarcinoma caused a lot of confusion among clinicians.
Therefore, the new classification of lung carcinomata was introduced
in 2011 by a group of experts from the International Association for
the Study of Lung Cancer (IASLC), American Thoracic Society
(ATS) and the European Respiratory Society (ERS). These experts
are from pathology, molecular biology, radiology, thoracic surgeons.
Accordingly, this new classification distinguishes between the pre-
invasive, minimally invasive and invasive lesions.

The classification of this new type emphasizes histopathological
correlation of imaging technique and its impact on diagnosis,
treatment and prognosis. This new classification will also affect the
TNM classification. Thoracic surgeons will continue to play an
important role in the application, evaluation and further improve this
new classification.

The purpose of histopathological classification of lung
carcinomata is to bring unity in diagnostic pathology, facilitate the
recognition of cancer and scientific research as well as serve the
clinician in making treatment plan.

1.3. The immunohistochemical markers are used in the study:

p53, p63, CK7, CK5 / 6, TTF - 1, Ki - 67, NSE, Napsin A,
Claudin-1, Claudin-5, Chromogranin, Synaptophysin, HepPar-1,
beta-HCG, CEA .

1.4. The domestic and foreign studies on the role of
immunohistochemical markers in lung cancer diagnosis
1.4.1. Worldwide

The pathologists in the world have a certain viewpoints in the
study on the new immunohistochemical markers in lung carcinomata
like Zhang et al, Zu et al (2012), Yu et al (2013)... Some authors
studied on the classification of lung carcinomata are Travis et al,
Kadota et al, Roh et al, Kerr et al...

1.4.2. In Vietnam
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Previously, some authors such as Le Trung Tho et al, Nguyen
Minh Hai et al... had studied on lung cancer diagnosing based on the
expression of several immunohistochemical markers, however, the
number of markers was little, as well as had not been updated yet the
latest classification of the world.

CHAPTER 2: STUDY SUBJECT AND METHODOLOGY

2.1. Subject of study

The patients were diagnosed lung cancer and treated at the
National Cancer Hospital and the National Lung Disease Hospital.
The biopsy tissue was transferred to the Center for research and early
detection of cancer for more immunohistochemical staining.

Result: 185 cases of non small cell carcinomata and 73 cases of
small cell carcinomata were studied.

2.2. Methodology
2.2.1. Methodology

Method: cross-sectional descriptive study.
2.2.2. Proceedings
2.2.2.1. Vote up study

Studying samples were made based on medical records of
patients diagnosed with lung cancer and treated at the National
Cancer Hospital and the National Lung Disease Hospital from
12/2011 to 6/2014.
2.2.2.2. Histopathological study

The slide from paraffin blocks were stained with hematoxylin and
eosin (H&E), then analyzed and diagnosed by pathologists.

Histological classification: all of lung cancer diagnoses were
classified according to the WHO 2004 classification and IASLC/
ATS/ ERS 2011.

- The diagnosis cases of non-small-cell lung carcinomata were
stained more with CK7, CK5/6, P63, TTF - 1, Napsin A, Ki67,
Claudin - 1, Claudin -5, and p53.

The special cases are stained with more markers to define the
diagnosis: Synaptophysin, Chromogranin: Neuroendocrine Carcinoma.

HepPar - 1: Hepatoid Carcinoma, Beta-HCG: chorio carcinoma.
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- The diagnosis cases of small cell lung carcinomata were stained
more with: CK7, TTF-1, NSE, CEA, Chromogranin, Ki- 7, p53.
2.2.3.4. Collecting data in the questionnaire
2.2.3. Data processing

Data have been processed with the medical statistics; applying the
software Epi-Info version 6.0 and some logic mathematics methods.
2.3. Ethics in research:

All the patients were explained about the procedure. All
volunteered to join the study. The research benefits the participants
with the following reasons:

- Information about patients is completely secure and used for the
purposes of scientific research only.

- This study shows the benefit to the patient and does not imply to
advertise and/or get funded from any drug company.

- The study did not cause any injuries for patients .

CHAPTER 3: RESULTS OF STUDY

3.1. Age and sex
3.1.1. Non-small-cell carcinoma
3.1.1.1. Distribution of patients by age group

Group 40-49 years old accounted for the highest percentage
(49.7%), second is group 50 -59, age proportion of 29.7%. If the
overall age group 40-59 years was 79.4%.
3.1.1.2. The mean age by gender: The average age at detection of
lung cancer is 57.6+8.6 years, no difference was statistically
significant between the two genders (p>0.05). Minimum age is 28,
maximum is 92.
3.1.1.3. Distribution of patients by gender: In small cell lung
carcinomata, the proportion of men is higher than women. Proportion
of male/ female was 3.2 /1.
3.1.2. Small cell carcinoma
3.1.2.1. Distribution of patients by age group

Group 50-59 years old accounted for the highest percentage
(46.6%), second is group 60 -69, age proportion of 29.7%. If the
overall age group of 50-69 years was 76.7%.
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3.1.2.2. Average age: 58.0 £ median age was 8.2, the lowest 38,
highest 77 years of age.
3.1.2.3. Distribution of patients by sex: Percentage of male/ female
patients with small cell carcinomata is 8.1/ 1.
3.2. Histopathology

Our study included 258 lung cancer patients, of which 185 cases
are non-small-cell carcinomata and 73 are small cell carcinomata.

3.2.1. Non-small-cell lung carcinomata
3.2.1.1. Histologic types according to WHO 2004
Table of histological types according to the WHO 2004

Classified
WHO 2004 according | Total | Rate
Histopathology types to WHO cases %
2004

Squamous cell carcinoma yes 21 11,4
Adeno carcinoma yes 124 67,1
Adeno - squamous carcinoma yes 6 3,2
Sarcomatoid carcinoma yes 2 1,1
Giant cell carcinoma yes 4 2,1
Neuroendocrine carcinoma yes 5 2,7
Poorly differentiated carcinoma yes 2 1,1
Hapatoid carcinoma Non 2 1,1
Chorio carcinoma Non 1 0,5
Mucinous adenocarcinoma Non 12 6,4
Malignant epithelial tumours Non 6 3,2
Total 185 100

Remark: Adeno carcinoma has a highest proportion (67.1%),
squamous cell carcinoma accounts for 11.4%, the type of poorly
differentiated carcinoma accounts for 6.4% and other types are of low
rate. The rare types are not included in the WHO 2004 classification
like hapatoid carcinoma (1.5%) and chorio carcinoma (0.5%).
3.2.1.2. Histologic types classified according to WHO 2004

WHO 2004 Histopathology types Total cases Rate %
Adenocarcinoma, mixed type 49 39,5
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Acinar adenocarcinoma 19 15,3
Papillary adenocarcinoma 18 145
Solid adenocarcinoma 13 10,5
Bronchioloalveolar carcinoma 12 9,7
Mucinous cystadenocarcinoma 8 6,5
Clear cell adenocarcinoma 5 4,0

Total 124 100

The mixed type of adenocarcinoma has the highest percentage
(39.5%), following in descending order are the follicular type beam
(15.3%), papillary type (14.5%), solid type (10.5%),
Bronchioloalveolar alveolar type (9.7%). The remaining two types
are of low rate.
3.2.1.3. Histologic types classified according to IASLC/ATS/ ERS 2011

IA.SLC/ ATS/ERS 2011 Total cases Rate %
Histopathology types
Acinar adenocarcinoma 52 419
Papillary adenocarcinoma 19 15,3
Micro Papillary adenocarcinoma 5 4,1
Solid adenocarcinoma 18 145
Adeno - squamous carcinoma 17 13,7
Mucinous cystadenocarcinoma 8 6,5
Clear cell adenocarcinoma 5 4,0
Total 124 100

Remark: Acinar type accounts for 39.5%, Papillary type 19.4%,
Solid type 14.5%, Adeno - squamous type 13.7%, the types of
Mucinous, Micro Papillary and Clear cell are of low rate (6,5%, 4%
and 4% according to respective order)
3.2.1.4. Histologic main types classified according to WHO 2004

Adeno carcinoma type has the highest rate (67,1%), other types of
carcinomata stand for the second (32,2%) and Adeno carcinoma type
is of lowest rate (11,4%).

3.2.2. Small cell carcinoma

93 patients of cell carcinoma selected for the study belonged to a
homogeneous group of small cell carcinomata. There were no cases
of mixed types of adenocarcinoma. All cases were diagnosed via
biopsy.
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3.3. IHC
3.3.1. IHC of non-small-cell carcinoma
3.3.1.1. CK7

CKT7 expression in histological types according to WHO 2004

There are 90.8% of cases of lung carcinoma expressing CK7, of
which 96% are adenocarcinoma and 81% are squamous carcinoma
cases. The rare types also have a high rate CK7 expression.

Expression of CK7 in the histological types of Adeno
carcinoma according to WHO 2004: The adenocarcinoma types of
Acinar, Papillary, Solid and Mucinous get a very high rate of CK7
expression (100%). Ranking next are the mixed type of
adenocarcinoma (98%) and the carcinoma types of clear cell and
solid (80% and 76.9% in respective order).

Expression of CK7 in the histological types of Adeno
carcinoma according to IASLC/ATS/ERS 2011: In the histological
types classified by IASLC/ATS/ERS 2011, the carcinoma types of
papillary, Micro papillary, Lepidic and Mucinous get a very high rate
of CK7 expression (100%). The Acinar type is also considered very
high (98.1%) and the carcinoma types of solid and clear a bit lower
(83.3% and 80% in respective order).

Expression of CK7 in the histological types of Adeno and
Squamous cell carcinoma according to WHO 2004: the
mesothelioma of Adeno type has a higher CK7 positive rate than
Adeno - squamous carcinoma, but the difference is not a statistical
significance (p> 0,05).
3.3.1.2. CK5/6

The positive rate for CK5/6 of Adeno squamous carcinoma is 33.3%
and the squamous cell carcinoma is 23.8%. Other types have a low
positive rate for CK5/6 or completely appeared negative for CK5/6. All
cases of mesothelioma were negative for CK5/6.

Expression of CK5/6 in the histological types of Adeno and
Squamous cell carcinoma (according to WHO 2004): The
expression of CK5/6 in the histological types of Adeno and
Squamous cell carcinoma according to WHO 2004 has a difference
of statistical significance (p< 0.05).
3.3.1.3. p63

p63 expression in histological types according to WHO 2004
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The squamous cell carcinoma has the highest positive rate for p63
(57.1%). Ranking next are Adeno - squamous carcinoma (33.3%) and
Neuroendocrine carcinoma (20%). Other types have a low positive
rate. The histological types negative for p63 include sarcomatoid
epithelium, giant cells, poorly differentiated cells, hapatoid and
mucinous epithelium.

Expression of p63 in the histological type of Adeno carcinoma
according to WHO 2004: The histological type of Adeno carcinoma
according to WHO 2004 has a low positive rate for p63, ranking
from 5.6% to 16.7%.

Expression of p63 in the histological types of Adeno
carcinoma according to IASLC/ATS/ERS 2011: The histological
type of Adeno carcinoma according to IASLC/ATS/ERS 2011 has a
low positive rate for p63 ranking from 5.3% to 12. 5% .

Expression of p63 in the histological types of Adeno and
Squamous cell carcinomata according to WHO 2004: The
expression of p63 in the histological types of Adeno and Squamous
cell carcinoma according to WHO 2004 has a difference of statistical
significance (p< 0.05)
3.3.L4. TTF-1

The lung Adeno carcinoma has a high positive rate for TTF - 1
(71.8%). Ranking next are neuroendocrine carcinoma (60%) and
Adeno-squamous carcinoma (50%). Only 28.6% of squamous cell
carcinoma cases positive for TTF-1.

The histological type of Adeno carcinoma according to WHO
2004 has a positive rate for TTF-1 (from 60% to 77.6%), of which
the mixed type has the highest positive rate (77.6%), and Acinar
adenocarcinoma ranks next (73.7%).

Expression of TTF-1 in the histological types of Adeno
carcinoma according to IASLC / ATS / ERS 2011: The histological
type of Adeno carcinoma according to IASLC / ATS / ERS 2011 has a
high positive rate for TTF-1 (ranking from 52.9% to 84.6%), of which
the Acinar type has the highest positive rate (84.6%) and followed by the
solid adenocarcinoma (72.2%).

Expression of TTF-1 in the histological types of Adeno and
Squamous cell carcinomata according to WHO 2004: The
expression of TTF-1 in the histological types of Adeno and Squamous
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cell carcinoma according to WHO 2004 has a difference of statistical
significance (p<0.05).
3.3.1.5. Napsin A

The histological types of Adeno and Squamous cell carcinoma
have a high positive rate for Napsin A (ranking from 83.1% to 83.3%
) and followed by neuroendocrine carcinoma (40%). Only 28.6% of
squamous cell carcinoma cases are positive for Napsin A.

Expression of Napsin A in the histological types of Adeno
carcinoma according to WHO 2004: The histological
adenocarcinoma types of Acinar, Papillary, mixture and bronchioles
alveoli have a high positive rate for Napsin A (ranking from 89,5%,
88,9%, 83,7% to 83,3% respectively). Other lower ranking types are
clear cell, Mucinous and Solid adenocarcinoma (80%, 75% and
69,2% respectively)

Expression of Napsin A in the histological type of Adeno
carcinoma according to IASLC / ATS / ERS 2011: The histological
adenocarcinoma types of Micro Papillary, Papillary, Adeno -
squamous and Acinar have a high positive rate for Napsin A (100%,
89,5% , 88.2% and 84.6% in respective order). The whole Adeno
carcinoma group has a high positive rate for Napsin A (83.1%).

Expression of Napsin A in the histological types of Adeno and
Squamous cell carcinomata according to WHO 2004: Expression
of Napsin A in the histological types of Adeno and Squamous cell
carcinoma according to WHO 2004 has a difference of stastical
significance (p<0.05).
3.3.1.6. Claudin-1

The histological types of Adeno and Squamous cell carcinoma have
a high positive rate for Claudin - 1 (71.4% and 66.7% in respective
order). Other types with positive rate for Claudin - 1 according to the
descending order are poorly differentiated carcinoma (45.5%),
neuroendocrine carcinoma (40% and Adeno carcinoma (37.1%).

Expression of Claudin-1 in the histological types of Adeno
carcinoma according to WHO 2004: The histological
adenocarcinoma types of Papillary and mixture have a high positve
rate for Claudin - 1 (44.4% and 40.8% in respective order). Ranking
next are Mucinous adenocarcinoma (37.5%), Acinar adenocarcinoma
(36.8%) and bronchoalveolar primary carcinoma (33.3%). The
remaining types have a low positive rate for Cludin - 1.

36

Expression of Claudin-1 in the histological types of Adeno
carcinoma according to IASLC / ATS / ERS 2011: The
histological adenocarcinoma types of Acinar, Papillary and Micro
Papillary have a relatively high positive rate for Claudin - 1 (42.3%,
42.1% and 40% in respective order). Ranking next are the Mucinous
cystadenocarcinoma (37.5%), fish-scale squamous carcinoma
(29.4%) and solid adenocarcinoma (27.8%) .

Expression of Claudin-1 in the histological types of Adeno and
Squamous cell carcinomata according to WHO 2004: Expression
of Claudin-1 in the histological types of Adeno and Squamous cell
carcinoma according to WHO 2004 has a difference of statistical
significance (p < 0.05).
3.3.1.7. Claudin-5

The poorly differentiated carcinoma has the highest positive rate
for Claudin-5 (45.5%). Ranking next are squamous cell carcinoma
type (42.9%), adeno carcinoma (35.5%) and Adeno-squamous
carcinoma (33.3%). The carcinoma types of neuroendocrine,
sarcomatoid, Hepatoid, Chorio and Mucinous are negative for
Claudin-5 .

Expression of Claudin-5 in the histological types of Adeno
carcinoma according to WHO 2004: The papillary carcinoma has
the highest positive rate for Claudin - 5 (66.7%). Ranking next are
Bronchioloalveolar carcinoma (41.7%), clear cell adenocarcinoma
(40%), solid adenocarcinoma (38.5%) and Acinar adenocarcinoma
(31.6%). The remaining types have a low positive rate.

Expression of Claudin-5 in the histological types of Adeno
carcinoma according to IASLC/ATS/ERS 2011: The histological
adenocarcinoma types of Micro Papillary and Papillary have a
relatively high rate for Claudin-5 (60% and 52.6%). Ranking next are
the histological types of clear cell adenocarcinoma (40%), solid
adenocarcinoma (38.9%) and fish-scale squamous adenocarcinoma
(35.3%). The two remaining types have a lower positive rate.

Expression of Claudin-5 in the histological types of Adeno and
Squamous cell carcinomata according to WHO 2004: The
expression of Claudin-5 in the histological types of Adeno and
Squamous cell carcinoma according to WHO 2004 has no difference of
statistical significance (p > 0,05).
3.3.1.8. Ki67
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The squamous and neuroendocrine carcinoma have a high positive
rate for Ki-67 (82.4% and 80% in respective order). The adeno
carcinoma has a lower positive rate (52.2%).

Expression of Ki67 in the histological types of Adeno
carcinoma according to WHO 2004: The solid and mixed
adenocarcinoma types have a high positive rate for Ki67 (75% and
69.7% in respective order). Ranking next are clear cell and acinar
adenocarcinoma (50% and 45.5% respectively).

Expression of Ki67 in the histological types of Adeno
carcinoma according to IASLC/ATS/ERS 2011: The solid
adenocarcinoma type has the highest positive rate for Ki-67 (78,6%).
Ranking next are acinar adenocarcinoma (59,4%), clear cell
adenocarcinoma (50%) and fish-scale squamous carcinoma (47,2%).

Expression of Ki67 in the histological types of Adeno and
Squamous cell carcinomata according to WHO 2004: The
expression of Ki - 67 in the histological types of Adeno and
Squamous cell carcinoma according to WHO 2004 has a difference
of statistical significance (p < 0.05).
3.3.1.9. p53

The Adeno-squamous cell carcinoma has a high positive rate for
p53 (83.3%). Ranking next are squamous cell carcinoma (61.9%),
neuroendocrine carcinoma (60%) and poorly differentiated
carcinoma (58.3%).

Expression of p53 in the histological types of Adeno
carcinoma according to WHO 2004: The Acinar carcinoma has the
highest positive rate for p53 (52.6%). Ranking next are
Bronchioloalveolar carcinoma (50%), mixed adenocarcinoma
(44.9%) and papillary adenocarcinoma (44.4%).

Expression of p53 in the histological types of Adeno carcinoma
according to IASLC/ATS/ERS 2011: The fish-scale sgquamous
carcinoma has the highest positive rate for p53 (58,8%). Ranking next
are Acinar (46,2%), Micro papillary (40%) and Papillary
adenocarcinoma type (33,3%).

Expression of p53 in the histological types of Adeno and
Squamous cell carcinoma according to WHO 2004: The expression
of p53 in the histological types of Adeno and Squamous cell carcinoma
according to WHO 2004 has no difference of statistical significance (p
> 0,05).
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3.3.3. IHC of small cell carcinoma

Table of IHC expression of small cell carcinoma

The small cell lung carcinoma has the highest positive rate for Ki
- 67 (82.5%). Ranking in the descending order are TTF - 1 (69.7%),
NSE (62.3%), p53 (49.3%) CEA (46.6%). CD56 and chromogranin
have a lower positive rate (29.2% and 25.4% in respective order).
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CHAPTER 4: DISCUSSION

4.1. Age and gender
4.1.1. Non -small cell carcinoma

Our study on the age of non-small-cell lung carcinoma patients
showed the group of 40-49 years old got the highest rate (49.7%).
Second was the group of 50-59 years old with 29.7%. If the overall
age group counting from 40-59 years old, the rate was 79.4%. The
average age at detection of lung cancer was 57.6 £ 8.6. There was no
difference of statistical significance between the male and female
patients (p > 0.05).

The proportion of men and women in the study was 3.2/1, which
was lower as compared with other researchers: the proportion of men
and women with Adeno carcinoma in the study of Phung Thi Phuong
Anh (1999) is 3.4 /1, Hoang Dinh Chan (1996) - 4.27 / 1, To Kieu
Dung et al (study on 235 patients with lung cancer in Central lung
disease hospital) - 5,5/1. In general, international and domestic
results showed have shown that the proportion of smoking men are
four times as many as women, thus a higher incidence of lung cancer
occurs in men.

4.1.2. Small cell carcinoma

The study on the age of small cell lung carcinoma patients showed
the group of 50-59 years old got the highest rate (46.6%). Second
was the group of 60-69 years old with 29.7%. If the overall age group
counting from 50-69 years old, the rate was 76.7%. The average age
at detection of lung cancer was 58.0 £ 8.2, the youngest age was 38
and oldest age was 77.

The proportion of men and women with small cell carcinomata in
the study was 8.1/1, which was higher than that of the study of Dang
Thanh Hong et al (2005) with 4.4 / 1.

4.2. Histopathological classification
4.2.1. Non small-cell carcinoma

We have identifed the microscopic characteristics of non-small-
cell lung carcinomata based on the histopathological classification of
WHO 2004.

In addition, during classification of the histological types of
Adeno carcinoma, we have applied the histopathological
classifications of WHO 2004 and IASLC / ATS / ERS 2011.
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Accordingly, in our study, classification of of non-small-cell lung
carcinomata according to WHO 2004 resulted in the fact that the
adeno carcinoma got the highest rate (67.1%), the squamous
carcinoma for 11,4%, the poorly differentiated carcinoma for 6.4%
and other types accounted for a low rate. The rare types not yet
included in the WHO 2004 classification were Hapatoid carcinoma
(1.5%) and chorionic carcinoma (0.5%).

For the histological types of Adeno carcinoma according to WHO
2004, the mixed type of adenocarcinoma accounted for 39.5%, the
Acinar adenocarcinoma for 15.3%, the papillary for 14.5% and the
solid adenocarcinoma for 10.5% and the Bronchioloalveolar
carcinoma for 9.7%. The adenocarcinoma types of Mucinous and
clear cell got the low rate (6.5% and 4% in respective order).

The study on Adeno carcinoma classification according to WHO
2004 by Sakurai et al (2013) brought about similar results.

The classification of histological types of Adeno carcinoma
according to IASLC/ATS/ERS 2011 resulted in the fact that the
Acinar adenocarcinoma accounted for 41.9%, the papillary type for
19.4%, the solid type for 14.5%, the fish-scale squamous type for
13.7%. The variation types of Mucinous, micro papillary and clear
cell got the low rate (6.5%, 4% and 4% in respective order).
Currently, there is no domestic scientific work of Adeno carcinoma
classification in accordance with IASLC/ATS/ERS 2011. Urer et al
(2013) conducted a study on 226 histological types of Adeno
carcinoma classified according to IASLC/ATS/ERS 2011. The
results showed that the Acinar cystadenocarcinoma type accounted
for 43.8%, the solid type for 39.3%, the fish-scale squamous type for
8.8%, the papillary type for 4.8%, meanwhile, the rest 3% are
variation types of adenocarcinoma. The results of our study were
consistent with those of Urer et al, of which the Acinar
adenocarcinoma type gott the highest proportion. However, in the
study of Urer et al, the solid type ranked the second with 39.3%,
while in our study, the papillary type ranked the second with 19.4%.
4.2.2. Small cell carcinomata

On microscopic study, small cell carcinoma should be
considered as a special type of tumors rather than an
undifferentiated lung cancer.
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4.3. IHC in non-small-cell lung carcinoma
CKZ7:

In our study, there were 90.8% of cases of lung carcinoma which
expressed CK7, of which 96% of cases were adenocarcinoma and
81% were squamous carcinoma. The rare type also expressed CK7 at
a high rate. In the histological types classified by IASLC / ATS /
ERS 2011, the carcinoma types of papillary, micro papillary, fish-
scale squamous and mucinous expressed CK7 at a very high rate
(100%), the Acinar adenocarcinoma also got a high CK7 expression
rate (98.1%). The carcinoma types of solid and clear cell expressed
CKT at a lower rate (83.3% and 80% in respective order). According
to Chu et al, the expression of CK7 detected in 10/10 (100%) cases of
adeno carcinoma, 3/7 (43%) cases of small cell carcinoma, 2/9 (22%)
cases of carcinoid tumors and 0/15 (0%) cases of squamous lung
carcinoma. The researcher considered: CK7 was specific for the
adeno carcinoma. However, the results were somehow different from
ours: 81% of cases of squamous cell carcinoma were positive for
CK7. In addition, the study of Satoshi et al showed that CK7
responded positively with 90.9% samples of primary adeno
carcinoma but with only 5.3% of cases of colorectal cancer metastatic
to the lungs and on the other hand was completely negative with the
primary colorectal cancer group.

CK5/6 va p63:

In our study, the adeno squamous carcinoma had a positive rate of
33.3% for CK5/6. The squamous cell carcinoma (23.8%) ranked
next. Other types had a low positive rate for or expressed negatively
with CK5/6. All cases of the adeno carcinoma were completely
negative for CK5/6. The expression of CK5/6 in the histological
types of Adeno and squamous cell carcinoma according to WHO
2004 had a difference of statistical significance (p < 0.05).

We also found that the squamous cell carcinoma had the highest
positive rate for p63 (57.1%). Ranking next were the adeno
squamous carcinoma (33.3%) and neuroendocrine carcinoma (20%).
The histological types negative for p63 included carcinoma of
sarcomatoid, giant cells, poorly differentiated, hapatoid and
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mucinous. The histological types of adeno carcinoma according to
WHO 2004 had a low positive rate for p63, raking from 5.6% to
16.7%. The histological types of adeno carcinoma according to
IASLC / ATS / ERS 2011 also had a low positive rate for p63,
ranking from 5.3% to 12.5%.

The expression of p63 in histological types of adeno and
squamous cell carcinomata according to WHO 2004 also has a
difference of statistical significance (p<0.05). Thus, p63 is significant
in distinguishing between the adeno and squamous cell carcinoma,
especially in cases which are difficult to distinguish on Hematoxylin
- Eosin staining specimens: the squamous cell carcinoma is positive
for p63, whereas the adeno carcinoma is negative for p63.

TTF-1 and Napsin A:
TTF-1.

In our study, the lung adeno carcinoma had a high positive rate for
TTF-1 (71.8%). Ranking next were the neuroendocrine carcinoma
(60%) and the adeno squamous carcinoma (50%). Only 28.6% of
cases of adeno squamous carcinoma were positive for TTF-1. The
histological types of adeno carcinoma according to WHO 2004 had a
high positive rate for TTF-1 (ranking from 60% to 77.6%), of which
the mixed ademo carcinoma had the highest positive rate (77.6%),
and the Acinar adeno carcinoma ranked next (73.7%) .

The histological types of adeno carcinoma according to
IASLC/ATS/ERS 2011 also had a high positive rate for TTF-1
(ranking from 52.9% to 84.6%), of which the the acinar
adenocarcinoma type had the highest positive rate (84.6%) and the
solid adenocarcinoma ranked next (72.2%). The expression of TTF-1
in the adeno and squamous ccell arcinomata according to WHO 2004
also had a difference of statistical significance (p < 0.05).

The comparison of TTF-1 expression rates in the lung adeno
carcinoma studied by various researchers is presented in the table below:
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Table of TTF-1 expression in the adeno carcinoma studied by
different researchers

Researchers No. of tests Rate (%)
Barletta et al (2009) 89 72,0
Zhang et al (2010) 212 84,4
Ye et al (2010) 120 79,2
Bishop et al (2010) 95 73,0
Kadota et al (2013) 452 93,0
Pham Nguyén Cuong (2014) 124 71,8

The above table shows the percentage of TTF - 1 expression in the
lung adeno carcinoma with high rating from 71.8% to 93%.

Napsin A. In our study, the adeno and squamous cell carcinomata
had a high positive rate for Napsin A (83.1% and 83.3%) and the
neuroendocrine carcinoma ranked next (40%). Only 28.6% of cases
of squamous cell carcinoma were positive for Napsin A. In the
histological types of adeno carcinoma according to WHO, the
carcinoma types of acinar, papillary, mixture and Bronchioloalveolar
had a high positive rate for Napsin A (89.5%, 88.9%, 83.7% and
83.3% in respective order). Other types with lower positive rate were
the clear cell, mucinous and solid adenocarcinomata (80%, 75% and
69.2% in respective order).

In the histological types of adeno carcinoma according to IASLC/
ATS/ERS 2011, the adenocarcinomata types of micro papillary,
papillary, fish-scale squamous cell and acinar had a high positive rate
for Napsin A (100%, 89.5%, 88.2% and 84.6%, in respective order).
Generally, the entire adenocarcinoma group had a high positive rate
for Napsin A (83.1%). The expression of Napsin A lin the adeno and
squamous cell carcinomata according to WHO 2004 also had a
difference of statistical significance (p<0.05).

The IHC analysis of Zhang et al (2010) which expressed Napsin
A and TTF-1 in 351 patients with lung cancer, determined that the
sensitivity and specificity of Napsin for the primary adeno carcinoma
was 84.9% and 93.8%, higher than TTF-1 (84.4% and 83.9%). The
combination of Napsin A and TTF-1 increases the sensitivity up to
91.0%. Furthermore, the sensitivity and specificity are related to
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gender, smoking prehistory, clinical status, histology, tumor size and
lymph node metastasis.

The comparison of Napsin A expression rates in the lung adeno
carcinoma studied by various researchers is presented in the table
below:

Table of Napsin A expression in the lung adeno carcinoma

studied by different researchers

Researchers No. of tests Rate (%)
Hirano et al (2003) 43 90,7
Suzuki et al (2005) 83 84,3
Ye et al (2010) 120 79,2
Zhang et al (2010) 212 84,9
Bishop et al (2010) 95 83,0
Pham Nguyén Cuong (2014) 124 83,1

The above table shows the percentage of Napsin A expression in
the lung adeno carcinoma with high rating from 79.2% to 90.7%.

CK5/6 and p63/ TTF-1 and Napsin A

The markers set of CK5/6 and p63/ TTF-1 and Napsin A are
usually evaluated on the ability to distinguish between adeno
carcinoma and squamous cell carcinoma of the lung cancer. In the
study of Cadioli et al (2014), the heterogeneity of IHC (i.e. "unusual
staining) was also considered using a set of markers of adeno
carcinoma (TTF-1, Napsin and CK7), the squamous cell carcinoma
(p63, CK5/6) and neuroendocrine differentiation (chromogranin and
synaptophysin) on the positive biopsy and specimens of lung cancer.
The heterogeneity of IHC was recorded in 22.6% of cases with
expression of p63 and CK5/6 in some cases of adeno carcinoma (25
cases, 25.5%), CK7 in 17.4% of squamous cell carcinoma cases, and
synaptophy-sin in 6 cases of non neuroendocrine tumors (4%, 6/155).

In summary, the studies of other researchers as well as ours
show that Napsin A, TTF-1, CK5/6 and p63 are the most useful
marker set of IHC in distinguishing the adeno and squamous cell
carcinomata of the lung.
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Claudin-1 va Claudin-5

In our study, the squamous cell and adeno carcinoma had a high
positive rate for Claudin-1 (71.4% and 66.7% in respective order).
Other types with high positive rate for Claudin - 1 in the descending
order were poorly differentiated carcinoma (41.7%), neuroendocrine
carcinoma (40%) and adeno carcinoma (37.1%). In the histological
types of adeno carcinoma according to WHO 2004, the papillary and
mixed adenocarcinoma had a high positive rate for Claudin-1 (44.4%
and 40.8% in respective order). Ranking next were the mucinous
adenocarcinoma (37.5%), acinar adenocarcinoma (36.8%) and
Bronchioloalveolar carcinoma (33.3%). The remaining types had a
low positive rate for Claudin-1.

In the histological types of adeno carcinoma according to IASLC/
ATS/ERS 2011, the adenocarcinoma types of acinar, papillary and
micro papillary had a high positive rate for Claudin-1 (42.3%, 42.1%
and 40% in respective order). The mucinous adeno carcinoma had a
lower positive rate (37.5%). Ranking next were carcinoma types of
fish-scale squamous cell (29.4%) and solid (27.8%). The expression
of Claudin-1 in the adeno and squamous cell carinomata according to
WHO 2004 had a difference of statistical significance (p < 0.05).

Our study also showed that the squamous cell (42.9%), poorly
differentiated carcinoma (41.7%) were positive for Claudin-5.
Ranking next were adeno carcinoma (35.5%) and adeno squamous
carcinoma (33.3%). Other carcinoma types of neuroendocrine,
sarcomatoid, hapatoid, chorio and mucinous were negative for
Claudin - 5. In the histological types of adeno carcinoma according to
WHO 2004, the papillary adenocarcinoma had the highest positive
rate for Claudin - 5 (66.7%). Ranking in the descending order were
the  Bronchioloalveolar  carcinoma  (41.7%), clear  cell
adenocarcinoma (40%), solid adenocarcinoma (38.5%) and acinar
adenocarcinoma (31.6%). The remaining types had a low positive
rate.

In the histological types of adeno carcinoma according to IASLC/
ATS/ ERS 2011, the carcinoma types of micro papillary and paillary
had a high positive rate for Claudin-5 (60% and 52.6%). Ranking
next were adenocarcinoma types of clear cell (40%), solid (38.9%)
and fish-scale squamous cell (35.3%). The remaning two types had a
lower positive rate. The expression of Claudin-5 in the adeno and
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squamous cell carcinomata according to WHO 2004 had no
difference of statistical significance (p>0.05).
Ki-67:

In our study, the squamous cell and neuroendocrine carcinomata
had a high positive rate for Ki-67 (82.4% and 80% in respective order).
The adeno carcinoma had a lower positive rate (52.2%). In the
histological types of adeno carcinoma according to WHO 2004, the solid
and mixed adenocarcinoma types had a high positive rate for Ki-67
(75% and 69.7% in respective order). Raking next were the carcinoma
types of clear cell acinar (50% and 45.5% in respective order).

In the histological types of adeno carcinoma according to IASLC/
ATS/ ERS 2011, the solid adenocarcinoma had the highest positive
rate for Ki-67 (78.6%). Ranking next were the carcinoma types of
acinar (59.4%), clear cell (50%) and fish-scale squamous cell
(47.2%). The expression of Ki - 67 in the adeno and squamous cell
carcinomata according to WHO 2004 had a difference of statistical
significance (p < 0.05).
p53:

In our study, the adeno squamous carcinoma had a high positve
rate for pb3 (83.3%). Ranking next were the squamous cell
carcinoma (61.9%), the neuroendocrine carcinoma (60%) and the
poorly differentiated carcinoma (58.3%). In the histological types of
adeno carcinoma according to WHO 2004, the acinar
adenocarcinoma had the highest positive rate for p53 (52.6%) and the
next were the Bronchioloalveolar carcinoma (50%), the mixed
adenocarcinoma (44.9%) and the papillary adenocarcinoma (44.4%).

In the histological types of adeno carcinoma according to IASLC/
ATS/ ERS 2011, the fish-scale squamous carcinoma had the highest
positive rate for p53 (58.8%). Ranking next were carcinoma types of
acinar (46,2%), micro papillary (40%) and papillary (33.3%). The
expression of p53 in the adeno and squamous cell carcinomata according
to WHO 2004 had no difference of statistical significance (p > 0.05).

The study of Nguyen Minh Hai et al on the expression of p53 in
62 patients with non-small-cell lung cancer recorded the p53
expression rate of 41.9%. Though the common detection trend was
more in late-stage cancer and the squamous cell carcinoma type, the
difference was not statistically significant. The total survival period
was 12.7 + 1.6 months. P53 meant a survival prognosis: the group
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with p53 expression group lived further for an average of 7.9 =+ 1.8
months, which was significantly shorter than the group without p53
expression (the average survival peiod was 15.9 + 2.3 months).

4.4, 1HC in small cell lung carcinoma

The small cell lung carcinoma is a type of highly malignant and
easy to distant metastasis. The study of Paik et al (2006) on the
expression of p53, bcl-2 and Ki-67 in 107 patients with small cell
lung cancer resulted in the positive rates of p53 , bcl- 2 and Ki-67,
respectively 62%, 70% and 49%. There was no significant correlation
between the expression of p53, bcl-2 and Ki-67 in the clinical stage,
response to chemotherapy and prognosis for overall survival.

Our study showed a correlation of statistical significance between
several immunohistochemical markers with histopathological results
according to WHO 2004 classification in the non-small-cell lung
carcinoma. Immunohistochemical staining helped diagnose certain types
of adeno carcinoma and helped differentiate the squamous cell carcinoma
of the non-small-cell lung carcinoma. However, the clinical role of
immunohistochemical markers should be studied more in the future.

4.5. IHC in the rare types of carcinomata

In our study, two cases of neuroendocrine tumor were diagnosed
as atypical carcinoid which were strongly positive for synaptophysin
and chromogranin while negative for TTF-1. One case of
neuroendocrine carcinoma responded positive for synaptophysin and
TTF-1 and another case was positive for synaptophysin and
chromogranin, meanwhile negative for TTF-1 and p63. One case of
neuroendocrine carcinoma was positive for synaptophysin, TTF-1,
CAMS.2 and Keratin.

We also studied two cases which were diagnosed as the lung
hepatoid carcinoma. One case had positive cytoplasm for TTF-1,
positive for HepPar-1, CK7, meanwhile negative for p63, Napsin A
and Arg-1. The current diagnosis for hepatoid carcinoma of the lung
includes typical adeno carcinoma or papillary adenocarcinoma and an
ingredient like the hapatoid carcinoma with expression of alpha-
fetoprotein (AFP). The distinguishing between the lung hepatoid
carcinoma and the liver cell carcinoma metastatic to the lung was
found difficult in patients with tumors in both the lung and liver and
in patients with a risk of lung and liver cancer caused by smoking
and viral hepatitis.
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Haminger et al (2013) reported 5 cases of lung hepatoid
carcinoma stained simultaneously with 14 immunohistochemical
markers. Two cases of lung hepatoid carcinoma had ingredients of
ring cell. Three cases were single hepatoid carcinomae with out
ingredients of acinar or papillary adenocarcinoma, ring cell or
neuroendocrine carcinoma. Like the liver carcinoma, the lung
hepatoid carcinoma expressed CK8 (5/5), CK18 (5/5), AFP (3/5) ,
Heppar-1 (5/5), cytoplasmic staining for TTF-1 (5/5) and did not
express CK14 (0/5).

Unlike the hepatoid carcinoma, it expressed CK5/6 (1/5), CK7
(3/5), CK19 (4/5), CK20 (1/5), HEA125 (5/5), MOC31 (5/5), CEA
monoclonal (3/5) and Napsin A (1/5). A group of markers
including cytokeratin types, CE monoclonal and EpCAM markers
(HEA125 and MOC31) helped distinguish between the lung
hepatoid carcinoma and the liver cell carcinoma metastatic to the
lung, especially when compared with the clinical manifestations
and X -rays.

CONCLUSIONS

By studying on 258 lung cancer cases, in which 185 cases of non-
small-cell carcinoma and 73 small cell carcinoma, we have drawn the
following conclusions:

1. Histology

+ In the histological classification according to WHO 2004, the
adeno carcinoma type accounted for the highest rate (67.1%), the
squamous cell carcinoma for 11.4%, the poorly differentiated
carcinoma for 6.4% and other types got a low rate, of which the rare
types of hapatoid carcinoma accounted for 1.5% and chorionic
carcinoma for 0,5%.

+ In the histological types of adeno carcinoma according to WHO
2004, the mixed type got the highest rate (39.5%). Ranking in the
descending order were the acinar adenocarcinoma (15.3%), papillary
adenocarcinoma  (14.5%), solid adenocarcinoma  (10.5%),
bronchioloalveolar carcinoma (9.7%). The two remaining types got a
low rate.

+ In the histological types of adeno carcinoma according to
IASLC/ATS/ERS 2011, the acinar adenocarcinoma accounted for
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41.9%, the papillary adenocarcinoma for 19.4%, the solid
adenocarcinoma for 14.5%, the fish-scale squamous carcinoma for
13.7%, the variation types of mucinous, micro papillary and clear cell
got a low rate (6.5%, 4% and 4% in respective order).

2. IHC

CKT7. There were 90.8% of cases of lung carcinoma expressing CK?7,
of which 96% of cases were the adeno carcinoma and 81% of squamous
carcinoma. The rare types also expressed CK7 at a high rate .

CK5/6 and p63/TTF-1 and Napsin A. (1) The expression of
CK5/6, p63, TTF-1 and Napsin A in the adeno and squamous cell
carcinomata had a difference of statistical significance (p < 0.05); (2)
CK5/6 and p63 had a higher positive response rate in the squamous
cell carcinoma as compared with the adeno carcinoma. To the
contrary, the adeno carcinoma had a higher positive rate for TTF-1
(71.8%) and Napsin A (83.1%) as compared with the squamous cell
carcinoma (28.6% and 28.6% in respective order); (3) CK5/6 and
p63/TTF-1 and Napsin A were the most useful markers in
differentiation between the adeno and squamous cell carcinoma.

Claudin-1. The squamous cell and adeno carcinoma had a high
positive rate for Claudin-1 (71.4% and 66.7% in respective order).
The expression of Claudin-1 in the adeno and squamous cell
carcinoma according to WHO 2004 had a difference of statistical
significance (p < 0.05).

Claudin-5. Squamous cell carcinoma had the highest positive rate
for Claudin-5 (42.9%), next were the poorly differentiated carcinoma
(41.7%), adeno carcinoma (35.5%). The expression of Claudin-5 in
the adeno and squamous cell carcinoma according to WHO 2004 had
no difference of statistical significance (p>0.05).

The markers of Chromogranin, synaptophysin, HepPar-1 and
Beta - HCG helped determine the carcinoma types of
neuroendocrine, hepatoid and chorionic.

The small cell carcinoma had the highest positive rate for Ki-67
(82.5%) and then for TTF-1 (69.7%) and NSE (62.3%). NSE and
chromogranin helped determine small cell carcinoma with
neuroendocrine and without neuroendocrine.

50

RECOMMENDATIONS

3. Taking the immunohistochemical staining of tissue samples in the
lung cancer patients should be routinely performed to determine
accurately the histologic types.

4. Staining the four immunohistochemiscal markers of p63, CK5/6,
TTF-1 and Napsin A for the differential diagnosis of the adeno
carcinoma from squamous cell carcinoma of the lung cancer.

5. The using the markers of Chromogranin, synaptophysin, HepPar-
1 and Beta-HCG makers is very necessary in diagnosing the
difficult types in lung cancer like neuroendocrine, hapatoid
carcinoma and chorio carcinoma.



