Nghién ctru md bénh hoc va héa mo6 mién dich ung thuw phéi
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TOM TAT :

Muc tiéu: Phan loai mé hoc ung thw phéi; Danh gia gia tri biéu hién ctia khdng nguyén TTF-1, CK7
va CK20 trong chdn doan phéan biét céac t/p ung thw pho: béng phwong phép nhudém hoé mbé ‘mién
dich (HMMD).

Phwong phéap: 81 bénh nhan nghién ctru mé bénh hoc ung thu phéi d’woc diéu trj ttr théng 1 ndm 2005
dén thang 12 ndm 2010. v

Két qua: Bénh nhan méc bénh nhiéu nhét & d6 tubi 50-59 (33,3%), thap nhét & d6 tudi 20-29. Dic
diém mé bénh hoc UTP: UTBM gai chiém ty 16 cao nhét 37,3%, UTBM tuyén 33,3%, UTBM té bao nhd
19,6%, UTBM té bao I6n 6,1% con UTBM tuyén gai 3,6%.

Nghién ctru héc mén mién djch thdy: TTF-1 duong tinh trong UTBM té bao nhd chiém tl 16 cao nhét
(87,5%). TTF-1 duong tinh trong UTBM tuyén chiém 7 1 thi» hai (77,8%) sau d6 dén UTEM té bao 16n
(40%), UTBM tuyén gai (33,3%). Khéng cé trudng hop ndo UTBM gai duong tinh véi TTF-1 (0%).

CK 7 duong tinh trong ung thuw b:éu mé tuyén chiém tl 1 (92,5%). KhOng cé trwdng hop ndo duong tinh
v6i CK20.

T khéa: M6 bénh hoc, héa mé mién djch, ung thw phéi.

ABSTRACT

STUDY OF HISTOPATHOLOGICAL AND IMMUNOHISTOCHEMICAL
OF LUNG CANCER

Nguyen Ngoc Hung', Nguyen Hong Phuc'

Objectives: Histopathological classification of lung cancer. Evaluation of value antigen expression of TTF-
1, CK7 and CK20 in the differential diagnosis of lung cancer tips by immunohistochemical method.
Methods: The histopathological study of 81 lung cances were treated at 103 Hospital from 1-2005 to 12-
2010 showed that :

Results: The most common age ranged 50-59 years old (39.3%) and common least age ranged 20-
29 years old (2.4%). The histopathological characteristics of lung cancer. Squamous cell carcinoma has

got the highest percentage (37.3%). Adenocarcinoma (33.3%). Small cells carcinoma (19.6%). Squamous
Adenocarcinoma is rare (3.6%). ' ‘
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The immunohistochemical study of TTF-1 on lung cancer : the positive rate was: Squamous cell carcinoma
0 %, Adenocarcinoma (+) 77.8 % ; Small cells carcinoma 87.5%; large cell carcinoma: 40%,; Squamous
Adenocarcinoma 33,3%. CK7and CK20 the positive rate was: Adenocarcinoma 92.5% and 0%.

Key words: Histopathological, immunohistochemical, lung cancer.

I. PAT VAN DE

Ung thu phdi hay con goi 12 ung thu phé quan 1a
nguyén nhén gy tr vong hang dau trong cac bénh
ung thu ndi chung & nam va nit trén Thé gi6i ciing
nhu & Viét Nam. Theo Hiép hdi Ung thu Hoa Ky,
ung thu phdi 1a nguyén nhan hang dau gay tir vong
tai My cho ca nam va nit. Uéc tinh mi nim & My
c6 khoang 157.000 ngudi chét vi ung thu phdi. &
Viét Nam, theo s6 liéu ghi nhén tai mot sé ving,
ung thu phdi ding hang dau va chiém 20% trong
téng s6 hang tram loai ung thu [1], [2].

Cho du ngay nay Y hoc di cé nhiing tién bd
trong chn dodn va diéu trj ung thu phdi song viéc
phat hi¢n bénh sém con khé khan do d6 kha ning
chita khoi hén bénh con han ché, thoi gian séng
thém trung binh trong da s trudng hop chi trén
dudi mét nam [2], [3], [4].

Chan dodn mé bénh hoc dén nay van 13 tiéu
chuén vang @& x4c dinh cac loai ung thu néi chung
va ung thu phdi néi riéng. Dac biét ky thudt hoa
mé mién dich c6 vai trd quan trong trong viée xéc
dinh chdn doan phén biét cdc typ ung thu té bao to
hay. nho tir d6 gitip cdc nha 1am sing cd bién phap
diéu trj dting dén [7], [13], [15], [20], [22].

Pé g6p phin nghién ctu phan loai céc tip mo
hoc va ddy manh viéc ap dung k¥ thuit hoa mé
mién djch trong chén doan va diéu tri ung thu phéi,
ching toi nghién ctru dé tai véi hai muc tiéu: 1.
Phan loai m6 hoc ung thu phdi; 2. Panh gia gia
‘trj biéu hién cta khang nguyén TTF-1, CK7 va
CK20 trong chan doan phan biét cac tip ung thu
phdi bing phuong phap nhudém hoa mé mién
dich (HMMD). ’

I1. POI TUQNG VA PHUONG PHAP NGHIEN
cuu

~ 2.1. Doi twgng
81 bénh nhan dugc chan doan va diéu tri ung
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thu phéi tai Bo mén - Khoa phAu thuét 1dng ngye
(B12) Bénh vién 103 va da dugc chan doan xéc dinh
md bénh hoc 13 ung thu phdi tir thang 1 - 2005 dén
thang 12 - 2010.

2.2. Phwong phap

Phurong phdp nghién cteu héi civu: S6 liéu nghién
ctru dugc thu thap trén co so phén tich cac hd so
bénh 4n luu; bién ban phiu thuat; phiéu xét nghiém
giai phau bénh dang ky tai Bo mon- Khoa Giai phiu
bénh — Y phap Bénh vién 103.

2.2.1. Nghién cieu déc diém cita bénh nhin:
tudi, gidi...

2.2.2. Phéiin logi mé bénh hoc: phén loai cia
WHO nidm 1999, - ‘

2.2.3. Phén bi¢t cic tip ung thw phéi bing
phuwong phdp nhupm HMMD

2.3. Ky thuédt mé bénh hoc

2.3.1. Ky thu@t mé bénh hoc théng thwong.

Cac bénh phidm nghién ciru dugc cb dinh
trong dung dich Formol 10%, chuyén duc
trong Paraffin, sau d6 cét l4t tiéu ban, nhudém
Hematoxylin - Eosin (HE).

2.3.2. K thudt héa mé mién dich men.

+ Khéng thé: khang thé don dong TTF-1 clon
8G7G3/1, DakoCytomation, khang thé don dong
CK7 clone OV-TL 12/30, CK20 clone Ks20.8,
DakoCytomation

2.3.3. Phwong phdp ddnh gid két qua nhupm
HMMD.

Panh gia két qua duong tinh khi nhan bt mau
ndu, theo phuong phap ban dinh luong ddi voi
TTF-1 va bio tuong té bao bat mau véi CK7 & CK20

(-): khong bit mau

(+): < 5% té bao bt mau (muc do yéu)

(++): 5-50 % té bao bat mau (mrc d¢ trung binh)

(+++): 51-100 % té bio bét mau (muc dé manh)
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L. KET QUA NGHIEN CUU
3.1. Pic diém bénh nhin nghién ciru
3.1.1. Phéin bé bénh nhan theo tudi.

3.2. Phéin loai mé hoc ciia ung thw phéi.
Bang 3: Phan logi mé hoc.

: “ Tip mo6 hoc n Y%
Bilfig 1: Phdn bo bénh nhdn theo tuéi Ung thur biéu mé t€ bao gai 30 37.3
Tuoi n % ‘
20-29 2 24 Ung thu biéu mé tuyén 27 33,3
30- 39 7 8,6 LA A A1 .

0. 49 1‘9- 23.4 Ung thu biéu mo te€ bao nho 16 19,6
50-59 27 33,3 Ung thu biéu mé té bao 16n 5 6,1%
60-69 18 22,2 T 5

>70 3 10.1 Ung thur biéu m6 tuyen gai 3 3,6%
Tong 81 100 Téng . 81 | 100%

Tubi cao nhat 1a 75 tudi, tudi thép nhat 13 20 tudi,
tudi trung binh 12 58,3. Ty 1¢ méc bénh nhidu nhét &
. tudi 50-59 (33,3%). ,

3.1.2. Phéin bé bénh nhan theo giéi.
Bdng 2: Phdn bé bénh nhan theo gici

Gi6i tinh n %
Nam 63 77,8
Nir 18 22,2
Tong 81 100

C6 63 truong hop chiém 77,8% la nam gi6i; Nir
18 truong hop chiém 22,2%; ty 1€ nam/nix = 3,5/1,

UTBM gai chiém ty 1€ cao nhat (37,3%),
UTBM tuyén (33,3%); UTBM té biao nho
(19,6%); UTBM té bao 16n 6,1%; UTBM tuyén
gai it nhat 12 3,6%.

3.3. Két qua nhuom HMMD véi TTF-1; CK7
va CK20. ,

3.3.1. Két qua nhugm HMMD véi TTF-1.

Bing 4: Két qud nhugm HMMD v6i TTF-1

So6 TTF-1
Tip mo hoc ~ bénh _Duwong tinh Am tinh Téng
' ‘nhén n % n % n %
UTBM gai ' 30 0 0 30 100 30 100
UTBM tuyén 2 27 21 77,8 6 22,2 27 100
UTBMTB nho ? 16 14 87,5 2 12,5 16 100
UTBMTRB lén 5 2 40 3 60 5 100
UTBM tuyén gai 3 1 33,3 2 66,7 3 100
p,,<0,001;p,,<0,001

TTE-1 (+) trong UTBM té bao nhé (87,5%); UTBM tuyén (77,8%) UTBM té bao 16n (40%), UTBM tuyén
gai (33,3%). Khong 6 trudng hop nao UTBM gai duong tinh véi TTF-1 (0%). Su khac biét ¢6 y nghia théng ké.
3.3.2. Két qua nhu¢m HMMD ung thw biéu mé tuyén véi CK7/CK20.

Bang 5: Két qua nhuém CK7& CK20

Khang nguyén Duwong tinh Am tinh Tong

n (%) n (%) n (%)
CK7 25 (92,5) 2(7,5) 27 (100)
CK20 0 (0) 27 (100) 27 (100)
Téng s6 BN 25 29 p <0,001

Tilé CK7 duong tinh chié_m ti 1€ (92,5%). Khong c6 truong hop nao duong tinh véi CK20. Su khac biét
c¢6 y nghia thong ké véi p < 0,001.
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Hinh 3.1. Ung thir biéu mé 1é béo nho
Nhugm HMMD TTF-1(++) x 400
Nhdn 1é bao bt mau ndu.
(Bn Nguyé~n Thi N, s6 tiéu ban H3 755)

1V. BAN LUAN

4.1. Tudi va gii tinh: Nghién ctru ciia ching toi
thay: tudi thap nhat 14 20 tudi, tudi cao nhat 1a 75
tudi; tudi trung binh: 58, 3. Nam'63 bénh nhan, nir

18ty 1€ nam/nit 13 3,5/1.

Nhu vay, két qua nghién ctru ctia ching tdi phu
hop véi két qua nghién clu cia nhiéu tac gia trong
va ngoai nudc. Theo nghién ciu cia Pham Vian
Linh (2010) trén 40 bénh nhian UTP thiy do tudi
trung binh 1a 64,04, d6 tudi méc, ty 1€ nam/nir la
2,5/1 [8]. Theo Mohan Al. va cong su (2006) nghién
ctru trén 78 bénh nhan UTP thdy do tudi trung binh
la 64, ty 1& nam/nii 12 6,1.

4.2, Phan loai (tip) md hoc: Loai m6 hoc ung
thu phdi trong nghlen clru ctia ching t6i chu yéu la
UTBM gai chiém 37 3%, tlep theo 1a UTBM tuyen
chiém 33,3%, UTBM té bao nhé 19,6%, UTBM té
bao 16n 6,1%, UTBM tuyén gai 3,6%. Két qua nay
pht hgp v6i nghién ctru cia Ngo Thé Quan (2007);
Pham Vin Linh (2010) [3], [5]. Mot sb tac gia
nude ngoai ciing cho két qua tuong ty nhu ching
t6i nhu: Yatabe Y (2002) thay UTBM gai 37.4%,
UTBM tuyén 30,6%, UTBM TB nh6 7.6%, UTBM
TB 16n 11,7%, UTBM tuyén gai 5,2%. Al-Zahrani
I1H.(2008), UTBM gai 40,3%, UTBM tuyén 35,7%,
UTBM TB nho 14,1% UTBM TB 15%, UTBM
tuyén gai 5% [5], [8].

Tir trude dén nay viéc phan loai UTP thay dbi
qua nhiéu thoi ky: phan loai lan 1 nam 1967 lan
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Hmh 3.2. Ung rhzr bzeu mé tuyén.
Nhuom HMMD CK7 x 200 (+++).
Béio twong té bao bét mau ndu.
(Bn Nguyén Thi H, s6 tiéu ban L764)

2 nam 1981 va gitta cac lan con cé hang chyc cac
phén loai chinh ly va bd sung. Cho dén nay phén
loai UTP nam 1999 4p dung van con it nén budc
dau ching toi 4p dung phén loai nay véi muc dich
dap g cho nhu cu nang cao chat lugng chan doan
va diéu trj. ;

4.3. Két qua HMMD véi TTF-1

TTF-1 giit vai tro quan trong trong qua trinh phat
trién biét hoa cha té bao biéu md cia phé quan va
phé naﬁg vé mat hinh thai va chirc nang. Néu gen
TTF-1 bj dot bién trong thoi ky bao thai c¢é thé dan
dén thiéu hoac giam san td chirc phdi. Trong cac
nghién ctru gan day thay TTF-1 dugc boc 16 (phan
ting duong tinh) khong nhiing & té bao u ma con
thdy & cac té bao tiéu phé quan va phé nang trong
phéi binh thuong, viée boc 16 TTF-1 ¢6 tac gia cho
rang lién quan véi viée ché tiét cac protein bé mat
clia phdi (surfactant protein). Chinh vi vay TTF-1
thuong dugc sir dung 1a mot marker dé xac dinh
khéi u 4c tinh c6 ngudn gde tir t& bao biéu md phé
quan, phé nang [5], [8].

Trong nghién ctru cia chiing toi, UTBM tuyén ty
I¢ duong tinh v&i TTF-1¢6 21 truong hop (77,8%);
UTBM gai khong c6 truong hop nao duong tinh véi
TTF-1 chiém 0%; UTBM té bao nho ty 1& duong
tinh v&i TTF-1 ¢6 14 trudng hop (87,5%); UTBM té
bao lon ty 1€ duong tinh v&i TTF-1¢6 2 trudong hop
(40%); UTBM tuyén gai ty 1& duong tinh v6i TTF- 1
c6 | truong hop (33.3%).
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Cho dén nay, tai Viét Nam, cac nghién ciu TTF-1
trong UTP con chua nhiéu, m&i chi cé mot vai nghién
cu TTF-1 trong ung thu tuyén gidp. Két qua cua
chiing ti phit hop véi két qua ctia Na-hye Myong
(2003). T4c gia nghién ctu thdy UTBM tuyén ty 16
dwong tinh v&i TTF-1 chiém 96%; UTBM té bao
nho ty 1¢ duong tinh v&i TTF-1 chiém 89%; UTBM
gai khong cé truong hop nao duong tinh véi TTF-1
chiém 0%. Al-Zahrani IH (2008) nghién ciiu trén
43 truong hop trong d6 14 UTBM gai; 12 UTBM
tuyén, 8 UTBM té bao nho thdy tit ca cac trudng
hop UTBM tuyén, 8 UTBM té bao nhd TTF-1
duong tinh, con tit cac trudng hop UTBM gai TTF-
1 am tinh [5].

S& di ung thu BM tuyén ¢ ty 18 duong tinh
cao nhu véy nhiéu tac gia cho ring néu UT phdi c6
ngudn gdc tir cac tiéu phé quan, phé nang thi thudng
cho két qua duong tinh cao hon cac ung thu xuét
phat khong phai tir cac t& bao nay. Diéu nay ching
to TTF-1 14 marker quan trong cho viéc phan biét
giita UTBM tuyén va UTBM gai, trong nghién ciiu
ciia ching toi su khéc biét vé ty 1& duong tinh véi
TTF-1 ciia hai nhém nay c6 y nghia vé mit théng

- ké véi p <0,001.

Véi UTBM té bao nho ty 1€ duong tinh cia
ching toi 1a 87,5%, ty 1€ nay cung twong tu nhu
nhiéu tac g1a ngoai nudc ty 1€ ndy tir 89-100%. Ty

16 UTBM té bao nho cao nhu vay theo giai thich

ciia Yatabe Y (2002): tht nhit cac té bao ung thu
~ té bao nhé xuét ngudn tir cac t& bao than kinh noi
tiét c6 thé san xudt ra TTF-1 nhu 1a mdt hormon
bat thudng (ectopic hormon). Thir hai ddy c6 thé
1a su trd lai trang thai kém biét héa clia té bao ung
~ thu cho nén két qua duong tinh ciia né thudng cao
nhét [5], [8].

Qua két qua nghién ciu v& phan img HMMD véi
cac tip m6 hoc c6 thé rat ra két luan TTF-1 c6 thé
coi la marker dong vai trd quan trong trong viéc xac
dinh tip UTBM tuyén va ung thu té bao nho.

4.4 Két qua nhudém CK7 va CK20 véi UTBM
tuyén.

Trén 27 truong hop ung thu biéu md tuyén thay
CK7 (¥) chiém 92,5%, khoéng co truong hop nao
duong tinh v&i CK20. Két qua nay ciing tuong
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tw nhu mot s6 két qua cia cac tac gia nhu nghién
ctru ciia Ta Vin T (2008) va mot s tac gia khi
xac dinh di cin hach c6 ngudn gdc thay tir phéi
thdy CK7 duong tinh 100%, CK20 4m tinh 100%.

~Theo Peiguo C., Emerald W. and Lawrence M W

nghién ctru trong 450 trudng hop ung thu thay:
CK 7 duong tinh 100% trong ung thu tuyén &
phdi, budng trimg, tir cung, tuyén nudc bot, tuyén
gidp; 96% trong ung thu biéu mé tuyén v, tuyén
giap; 93% ung thu biéu mo duong mat; 88%

~trong ung thu té bao chuyén tiép, trong khi dé

chi dén 5% ung thu tuyén dai trang, than 7%
va da day la 28% duong tinh véi CK 7. Déi
vGi ung thu biéu mé gai, CK 7 am tinh 100%,
thuong CK 7 dwong tinh ddi voi ung thu biéu mo
gai ctia té bao ¢b tir cung (87%); ung thu biéu md
gai ving dau mat cb (27%); thuc quan (21%) [7].

- Véi Cytokeratin 20, khong gidng Cytokeratin 7,
CK20 duong tinh chi véi mét sb t6 chirc co quan:
100% ung thu dai trang; 78% ung thu té bao Merkel
clia da; 50% ung thu da day; ung thu té bao chuyén
tiép bang quang 1a 29%... Theo mot s tic gia phdi
hop CK7 duong tinh, CK20 am tinh c6 thé goi y
khéi u c6 ngudn gdc tir phdi khong phai té bao nho.
Nghién ctru cha Tran Vian Tudn thdy CK7 duong
tinh 91,67% carcinoma tuyén ca phdi; trong khi dé
CK20 chi duong tinh 5,56% [4], [7].

Véi cac dic diém trén nén trong HMMD ngudi
ta thuong sir dung két hop CK7 va CK20 véi cac
khang thé dé chan doan phan biét ung thu phdi véi
ung thu dai truc trang. Ngoai ra con dugc ding dé
xac dinh ngudn gdc mét sé loai ung thu biéu mé di
cén hach trong.nhung truong hop hach di can khong
rd ngudn gdc.

“Tir cée két qua nghién ciru vé HMMD trén chiing
t6i thiy d& c6 thé chin doan phan biét cac tip UTBM
gai, UTBM tuyén, UTBM té bao nho c6 thé dung
cac marker TTF-1, CK7 va CK20 trong phan Ung
HMMD dé chan doén.

V. KET LUAN

Qua nghién ctru 81 bénh nhan ung thu pho: tai
Bénh vién 103 tir thang | nam 2005 dén thang 12
nam 2010 ching t6i rat ra két luan sau.
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1. Ung thu phéi gép cha yéu & tudi trung binh:
58,3. Ty I¢ Nam/Nir 1 3,5/1..

2. Pac diém md bénh hoc UTP: UTBM gai
chiém ty 1€ cao nhit 37,3%, UTBM tuyen 33,3%,
UTBM té bao nhd 19,6%, UTBM té bao 16n 6,1%
con UTBM tuyén gai 3,6%.

3. Gia tri biéu hién ctia khang nguyén TTF-1,
CK7 va CK20 trong chin doan phan biét cac tip
ung thu phdi:

- TTF-1 duong tinh trong UTBM té bao nhé

chiém ti 1é cao nhét (87,5%). TTF-1 duong tinh
trong UTBM tuyén chiém ti 1¢ thir hai (77,8%)
sau d6 dén UTBM té bao 16n (40%), UTBM tuyén
gai (33,3%). Khong c6 truong hop nao UTBM gai
duong tinh véi TTF-1 (0%). "

- CK 7 dwong tinh trong ung thu biéu mé tuyén
chiém ti 1& (92,5%). Khéng c6 truong hop nao
duong tinh véi CK20.

C6 thé sir dung cac marker TTF-1, CK7, CK20
dé chan.doan phan biét cac tip ung thu phbi.
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