PAT VAN DE

Ung thu dai truc trang (UTDTT) 1a bénh 1y kha phd bién trén thé gi6i, mdi nam c6
gan 800.000 ngudi méi mic ung thu dai trang va khoang nira triéu nguoi chét vi bénh
ndy. Ty 1¢ mic UTDTT khac nhau dang ké giira cic ving trén thé gidi. O cac nudc
phat trién ty 1& ndy cao gip 4-10 lan cac nuéc dang phat trién. G Viét Nam, UTDTT
dimg thir 5 sau ung thu da day, phdi, va, vom. Dé diéu tri UTDTT c6 hidu qua, nguoi
ta phai dya vao viéc danh gia cac yéu to tién luong. Bén canh cac yéu to tién lugng
kinh dién nhur giai doan bénh, loai mé hoc, 46 mé hoc, ngdy nay cac nha nghién ciu
dang di sau nghién ciru bénh hoc phan tir va gen dé tim ra cac yéu td tién lugng khac
lién quan dén két qua 1am sang. Ky thuat hoa mo mién dich ra doi gitp ich cho phan
loai m6 bénh hoc ciia UTDTT va la phuong phap rét c6 ich cho chan doan, phan loai,
diéu trj va danh gi4 tién lugng bénh, dic biét 1a nhimg khoi u rat biét hoa hoac kém biét
hoa, khong biét hod. Tai Viét Nam, dd o nhiéu cong trinh nghién ctu vé UTDTT, cha
yeu tap trung vao cac khia canh dich t& hoc, 1am sang va phuong phap diéu tri..., nhung
van chua c6 nhiéu cong trinh nnghién ciu vé UTBMDTT theo phan loai cia WHO nam
2000,ciing nhu nghién ctru vé su boc 16 cac ddu 4n mién dich trong UTBMBTT bang
nhudm hod mé mién dich (HMMD) va méi lién quan véi dic diém mo bénh hoc ciia
chiing trong UTDTT. Xuét phat tir thuc té do ching t6i thuc hién nghién ctu dé tai:
“Nghién citu béc 16 mét s6 dau dn hod mé mién dich va moi lién quan véi dac diém
md bénh hoc trong ung thur biéu mé dai truc trang”. V6i cic muc tidu sau:

1. Xdc dinh cdc typ mé bénh hoc cia ung thw biéu mé dai truec trang theo WHO
nam 2000.

2. Danh gia lién quan cua mot $6 ddu dn hod mé mién dich véi dic diém mé
bénh hoc trong ung thu biéu mé dai truc trang.

TINH CAP THIET CUA DE TAI

Chan doan ban dau ung thu dai tryc trang hay nham voi cac bénh duong tiéu hoa
khac vi nhimg triéu chimg khong dién hinh cia bénh, can c6 nhiéu phuong phép chan
doan. Bénh ngay cang c6 khuynh hudng phat trién manh vi tinh trang mét an toan thuc
pham, tinh trang 6 nhiém cac ngudn nudc sach. .. ngay cang ting. Viéc chan doan xac
dinh hién nay chi dugc thuc hién trén cac tieu ban nhuom H.E thong thuong, ma
phuong phap nhudm ndy chua du diéu kién dé xdc dinh loai té bao, cling nhu su bién
d6i té bao ¢ mirc do phan tir. Cac nghién ciru vé img dung héa m6 micn dich trong
chan doan ung thu dai tryc trang con han ché, ¢6 rét it cong trinh nghién ciru vé su boc
16 cac san pham gen cung nhu cac khang nguyén & céc té bao clia bénh ly ung thu dai
truc trang. Hoa m6 mien dich khong nhitng c6 ich trong viéc phan biét giita u lanh tinh
va u ac tinh, phan biét céc phan typ khac nhau, ma con o thé xéc dinh dugc nguon goc
di can cua hach tir cac hach chuard nguon gdc ciing nhu tién luong bénh.

Y NGHIA THU'C TIEN VA PONG GOP MOI
1. M@t lan nira xac dinh dugc cAc typ md bénh hoc ung thu biéu mé dai tryc trang

theo WHO nam 2000.

2. Théng qua nhugm hda md mién dich ma phét hién kiéu hinh CK7(-)/CK19(+)/CDX-2(+)
con dic trung cao cho ung thu biéu mo dai truc trang so vai kiéu hinh CK7-/CK20+.

3. CO6 thé sir dung kiéu hinh mién dich CK7(-)/CK19(+)/CDX-2(+) trong viéc chan
doan phan biét ung thu biéu md tuyen dai tryc trang vai cac ung thu biéu md
tuyén cia cac co quan khac di can dén dai tryc trang, va chan doan xac dinh ung
thu biéu mo dai truc trang di cin dén cac co quan khac.

CHUONG 1:TONG QUAN TAI LIEU
1.1.Dich t& hoc ung thw dai truc trang

Theo T6 chitc qudc té phong chong ung thu (UICC) uée tinh mdi nam trén thé
gi6i co khoang 800.000 ngudi méc bénh ung thu dai trang. O nhiing nudc phat trién
trén thé gidi co ty 16 mac bénh cao, khong thay co su thay doi vé tin sé mac bénh va
Vé ty 1¢ tir vong.

O Viét Nam, ung thu dai tryc trang ding thtr 5 sau ung thu da day, phéi, v, vom
va xu huéng ngay cang ting. Theo thong ké cia bénh vién K, ty 1¢ mic ung thu dai
trang 12 9% tong sb bénh nhan ung thu. Ghi nhan ung thu trén quan thé ngudi Ha
Noi va thanh ph Ho Chi Minh ndm 2001 cho thdy UTDTT dtng vi tri thir 4 & nam
gidi va thu 3 ¢ nit gidi.

1.2 M6 bénh hoc ung thw biéu mé dai truc trang

Phén 16n ung thu dai trang 12 ung thu biéu mo tuyén véi ty 1¢ 95% dén 98%.Theo
phan loai ciia T6 chirc Y té Thé giéi ndm 2000 ung thu biéu mo dai tryc trang gom
cac loai sau

- Ung thur biéu mo tuyén: tuy thudc mirc do bién ddi cac ciu trac éng, tuyén, ung
thu biéu mo tuyén duoc chia ra cac loai sau:

+ Ung thu biéu mo tuyén biét hoa cao: ton thwong c6 sy hinh thanh cac tuyén 16n
VA rd rang voi cac té bao biéu mo hinh try.

+ Ung thur biéu mo tuyén biét hoa vira: ton thuong chiém wu thé trong khéi u 12 trung
gian gitra ung thur biéu mo tuyén biét hoa cao va ung thur biéu mé tuyén biét hoa thip.

+ Ung thu biéu md tuyén biét hoa thp: ton thuong 1 cac tuyén khong rd rang
Vi cac té bao bieu md kém biét hoa.

- Ung thu biéu md tuyén nhay: c4c té bao u san xut nhiéu chét nhay ra ngoai té
bao tao thanh c4c nt hay cac hd chira day chit nhay.

- Ung thu biéu mo té bao nhan: cac té bao ¢ dang hinh vong nhan chira nhiéu
chat nhdy, it c6 khuynh hudng tao thanh tuyén hay ong.

- Ung thu biéu mé té bao nho.

- Ung thu biéu mo té bao vay.

- Ung thu biéu mo tuyén vay.

- Ung thu biéu moé tuy.

- Ung thu biéu mo khong biét hod.

1.3 C4c d4u 4n h6a md mién dich dwoc thuc hién trong nghién ciru.

CK7, CK19, CK20, CDX-2, Ki-67, p53,Her-2/neu, Muc-1, Muc-2
1.4 Céc nghlen Ciru trong va ngoal nuée vé vai tr0 cia cac dau An mién dich
trong chin doin ung thw biéu mé dai truc trang.

1.4.1 Trén thé gigi

Céc nha giai phiu bénh trén thé gioi di c6 nhing quan diém nhat dinh trong

nghién ctru ciia mot hodc nhidu dau an hoa md mién dich trong ung thu biéu mé dai



truc trang nhu Park va CS (2002); Kende va CS (2003); Yu va CS (2007); Ngoai ra
viéc nghién ctu nhim dua ra cac kiéu hinh dic trung cho ung thu biéu mé dai truc
trang phai ké dén Delott va CS (2005), Zhang va Zheng (20100), Tereda va CS
(2013),Shin va CS (2014)....
1.4.2 Trong nwéc

Trude day mot sb tac gia nhu Hoang Kim Ngén va cs (2006), Trinh Tuan Diing
va cs (2007)...dd ¢6 nhiimg nghién ciu ve chan doan ung thu dai tryc trang dua trén
su boc 16 ciia mot sé ddu 4n héa mo mién dich. Tuy nhién s6 lugng dau an chua
nhiéu, chua cép nhat dugc cac bang phéan loai moi nhét cua thé gioi.

CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twgng nghién ciru

Déi tuong nghién ciru gom 174 bénh nhan dugc chan doan mé bénh hoc 12 ung
thu biéu mé dai truc trang trén c&c mau bénh pham phau thuat tai bénh vién K va
bénh vién da khoa Tri Pic Ha Noi tir 10/2010 dén 5/2014. Cac mau md sinh thiét
dugc chuyén dén Trung Tam nghién ciru va phét hién som ung thu Ha N6i dé nhuoém
héa mé mién dich
2.2. Phuong phap nghién ciru

Phuong phap nghién ciru 12 mé ta cat ngang, hoi ctru
2.2.1 Nghién ciiu mé hoc
2.2.1.1 Phan loai m6 hoc

Tt ca cac truong hop déu dugc nghién ctru dua trén cAc tiéu ban cat tir khoi
paraffin v6i cac bénh pham dé dugc ¢ dinh bang formol 10%, xir Iy theo quy trinh
mo hoc théng thuong va déu duge chan doan 13 ung thu biéu mé dai truc trang dia
trén tiéu ban nhuém Hematoxylin - Eosin. Poc két qua va phan loai mo bénh hoc
theo phan loai ciia T6 chirc Y té Thé giéi nam 2000.
2.2.1.2. Xép d6 biét hoa va do mo hoc

Chuing t6i xép do biét hoa va d6 md hoc ciia ung thu biéu mé tuyén theo hé thong
xép do dugc sir dung pho bién nhat 1 hé thong dugc phé duyét bai T6 chie Y té Thé
gi¢i (WHO) va AJCC. D9 biét hoa: dugce chia lam 5 d9 va do m6 hoc dugce phan
theo 2 d6 thap va cao.
2.2.2 Nghién ciu héa mé mién dich

Céc khéi nén dugc chan doan 13 ung thu biéu mé dai tryc trang duoc cit tiéu ban
va nhuém HMMD véi cac déu 4n CK7, CK19, CK20, CDX-2, Ki-67, p53,Her-
2/neu, Muc-1, Muc-2
2.3. C4c chi tiéu nghién ctru
2.3.1. Bdc diém tudi va gidi.
2.3.2. Mgt 56 dac diém 1am sang.
2.3.3. Giai doan bénh.

Trén co s& hé théng phan loai TNM bénh nhén s& dugc chuyén doi sang hé thong
phén loai Dukes .
2.3.4. Cac chi tiéu md hoc

-Phan loai mé bénh hoc: dua theo phéan loai ctia té chirc Y té thé gisi nam 2000.

- D6 bi¢t hoa: duge chia lam 5 d§ va do md hoc dugc phén theo 2 d thép va cao
theo Compton va CS (2000) va Greene va CS (2002).

- Danh gia tinh trang xdm nhép thanh rut, xdm nhap viém, xam nhap mach, va
hoai tir u qua mau bénh phdm UT DTT.

- Danh gi4 tinh trang di can hach qua sinh thiét hach 1am giai phau bénh.
2.3.5. CAc chi tiéu hda md mién dich

Céc diu 4n hoa moé mién dich déu duoc khao sat theo boc 16 cua cac ddu 4n hoa
md mién dich theo: Typ md hoc, do biét hoa ciia ung thu biéu md tuyén, d6 mé hoc
clia ung thu biéu mo tuyén. CAc loai ton thwong xam nhap thanh rugt, xam nhap
mach, hoai tir ddm 16n v& xdm nhap lympho- twong bao.
2.4 Xir 1y s6 li¢u

+ Céc bénh nhan déu dugc dang ky thong tin va mé héa cac dit ligu.

+ Phén tich c4c dic diém l1am sang, m6 bénh hoc va murc d6 boc 16 cac diu 4n
HMMD trong ung thu DTT bing phan mém SPSS 15.0.

+ Lién quan duoc xem 12 ¢4 y nghia khi phép kiém c6 p<0,05. Cac thong ké dugc
thuc hién voi do tin cay 95% (1-a), Véi sai 1am 13 0,05.
2.5 Khia canh y dirc trong nghién ciru

Dé cuong nghién ctru dd duoc Hoi dong cham de cuong cta Truong Pai hoc Y
Ha Noi xét duyét va thong qua. D& tai nay ciing nim trong dé tai nghién cau cua
Trung tdm nghién ctru va phét hién sém ung thu thugc Lién hiép cdc Hoi Khoa hoc
ky thuat Viét nam “Nghién ctu da trung tim nham thu thap mé thira sau phau thuat
va dich sinh hoc tir cac dbi tugng nghién cau mac bénh ung thu ciing nhu dich sinh
hoc tir cac ddi tugng tinh nguyén khoe manh dé nghién cau vé hé gen, bo protein, va
dau 4n sinh hoc”, dé cuong nghién ctru mé s6 AST-FPB-005-VN, dé tai da dugc
Hoi dong Y dirc Trudng Pai hoc Y Ha noi phé duyét.

) CHUONG 3: KET QUA NGHIEN CUU
3.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU
3.1.1. Bdc diém phdn bé bénh nhan theo tuéi
Bang 3.1. Dic diém phan b bénh nhan theo nhom tudi

Nhom tuoi n Ty 1€ %
<30 3 1,6
31-39 9 5,2
40-49 32 18,4
50-59 57 32,8
> 60 73 42,0

Tong cong 174 100

Nhan xét: Lira tudi c6 ty 1& cao nhét 1a Iira tudi > 60 tudi (42%), sau d6 1a 50-59 tudi
(32,8%). Lira tudi 40-49 tudi chiém 18,4%. Lira tudi 31-39 c6 ty 1& thip (5,2%), chi
¢6 3 trudng hop < 30 tudi, chiém ty 1& 1,6%.

Bdc diém phdn bé theo tuoi <40 VA > 40: Lia tudi > 40 chiém dai da s cac
truong hop (93,1%). Lira tudi <40 chi c6 6,9% s6 truong hop.Tudi trung binh 1a
56,79 = 12,54. Tudi nho nhat 14 20 va tudi 16n nhét 12 83.



3.1.2. Dc diém phén bé theo gidi ]
Béng 3.2. Déc diém phan bd bénh nhén theo gidi

Gioi n Ty 1€ %

Nam 80 46,0

N 94 54,0
Tong cong 174 100

Nhan xét: Nir ¢6 ty 1€ mac cao hon nam (54% so v&i 46%). Ty 1€ namv/nir 14 0,85.
3.1.3 Mgt s6 dic diém vé lam sang

Vi tri ung thu dai truc trang : ung thu dai trang c6 ty méc cao hon so v6i ung
thu tryc trang, theo ty 1€ (85,1% so véi 14,9%).

Phdn giai dogn ung thu dai truc trang theo Dukes: Ung thu giai doan Dukes B
chiém ty 1& cao nhét (75,3%), tiép dén 1a Dukes C Vi ty 18 23%, giai doan Dukes D
c6 1 truong hop(0,6%) va giai doan sém Dukes A co6 2 truong hop (1,1%).

Bdng 3.3. Tinh trang di can hach

Di cén hach n Ty 1€ %
Cé di can 41 23,6

Khong di can 133 76,4
Tong cong 174 100%

Nhén xét:Ung thu PTT di can hach c6 23,6%, ung thu khong di cén hach chiém ty
1 cao hon (76,4%).
3.2 MmA bénh hoc ung thw biéu mé dai truc trang

Bang 3.4. Phdn loai typ mo bénh hoc UTDIT theo WHO 2000

Typ MBH n Ty1é %

UTBM tuyén 153 87,9
UTBM nhay 12 6,9
UTBM té bao nhan 3 1,7
UTBM khoéng biét hoa 5 2,9
UTBM tay 1 0,6

Tong cong 174 100

Nhén xét: Ung thu bi€u md tuyén chiém ty 1 cao nhat (87,9%), sau do 1a ung thu biéu
md nhay (6,9%), ung thu biéu md khong biét hoa chiém 2,9%, ung thu biéu mo té bao
nhan chiém ty 1& thap (1,7%). Ung thu biéu md tay chi c6 1 trudng hop (0,6%).

Bdng 3.5. Xép do6 biét héa ciia UTBM tuyén

D biét hoa n Ty 1€ %
b 1 39 25,4
b 2 80 52,3
b6 3 31 20,3
b 4 3 2,0

Tong cdng 153 100

Nhan xét: Do 2 chiém ty 1& cao nhét (52,3%), sau d6 1a do 1 (25,4%) va do 3
(20,3%). D6 4 chi ¢6 3 truong hop, chiém 2%.

DG mé hoc thdp va cao cia UTBM tuyén: Phan do md hoc theo hé théng hai do cho két
qua 1a phan 16n ung thur dai truc trang thude do thap (77,8%), do cao chi chiém 22,2%.

Tinh trang xdam nhdp thanh rugt, mach, hogi tir dam lon va xam nhdp lympho - tuong
bao: Ton thuong xAm nhap thanh mac chiém ty 1¢ cao nhat (78,7) , sau d6 1a xam nhap
o (20,1%), ton thuong khur tra & ha niém mac chiém ty 18 thip (1,2%). Xam nhap
mach chiém 44,9%, hoai tir dam 16n 34,6% va xam nhap lympho-tuong bao 67,3%.
3.3. Két qua boc 1§ ddu 4n HMMD UTBMPTT

Bang 3.6. Su boc ciia cac ddu an HMMD ctia todn bo bénh nhan (n=174)

Dau an So truong hop dwong tinh Ty 1€ (%)
CK7 16 ,

CK19 167 96,5
CK20 106 59,1
CDX-2 123 70,7
Ki-67 119 68,4
p53 69 39,7
Her-2/neu 19 10,9
MUC-1 139 79,9
MUC-2 84 48,3

Nhan xét: Cc dau an co ty 1€ bdc 1o tir cao dén thap dan gom CK19 (96,5%), MUC-1

(79,9%), CDX-2 (70,7%) va Ki-67 (68,4%), CK20 (59,1%), MUC-2 (48,3%), p53

(39,7%). Cac dau 4n khac c6 ty 1& boc 16 thap hon gdm Her-2/neu (10,9%) va CK7 (9,2%).
Bang 3.7. Su bc 16 cla cac d4u 4n HMMD caa UTBM tuyén

Dau an So truomg hop duong tinh Ty 18 (%)
CK7 13 8,4
CK19 149 97,4
CK20 96 62,7
CDX-2 109 71,2
Ki-67 103 67,3
P53 60 39,2
Her-2/neu 18 11,7
MUC-1 123 80,4
MUC-2 72 47,1

Nhan xét: CK19 ¢4 ty 1& boc 10 cao nhét (97,4%), sau d6 1a MUCI (80,4%), CDX-2
(71,2%), Ki-67 (67,3%) va CK20 (62,7%). Céc déu 4n co ty 1é duong tinh thap hon
gém MUC-2 (47,1%), p53 (39,2%), va Her-2/neu (11,7%).
3.4. Panh gi4 lién quan ciia mdt s6 ddu An HMMD véi cac diic diém mé bénh hoc.
o CK7

Bang 3.8. Lién quan giitra boc 16 CK7 véi cac typ MBH

HMMD CK7
Typ MBH Duong tinh Ty 1€ % p
UTBM tuyén (n=153) 13 8,4
UTBM nhay (n=12) 1 8.3
UTBM té bao nhan (n=3) 1 33,3 <0,05
UTBM khoéng biét hoa (n=5) 1 20,0
UTBM tuy (n=1) 0 0,0




Nhén xét: CAc typ md hoc déu c6 ty 1 duong tinh thap véi CK7. Ung thu biéu mb té

bao nhn c6 33,3% va ung thu biéu md khong biét hoa c6 20,0% duong tinh. Ung thur

biéu mo tuyén c6 8,4 % va ung thu biéu md nhay c6 8,3% cac trudng hop duong tinh.

Ung thu biéu md tay 4m tinh véi CK7. Su khac biét giita cac typ co ¥ nghia thong ké.
Bang 3.9 Lién quan giira boc 1o cia CK7 voi d6 biét hdéa UTBMT

HMMD CK7
DBH Duwong tinh Ty 1€ % p
bj 1(n=139) 1 0,7
D) 2(n=80) 9 11,3 <0,05
b 3(n=31) 2 6,5
D) 4(n=3) 1 33,3

Nhén xét: C6 lién quan cd y nghia thong ké gitra sy boc 19 cuia CK7 vai d6 biét hoa
clia ung thu biéu mo tuyén (p<0,05).

Lién quan giia boc Io CK7 véi dé mé hoc cua UTBMT: Khong c6 lién quan c6 y
nghia thong ké giita s boc 16 ciia CK7 voi do biét hoa thip, cao ctia ung thur biéu
mo tuyén (p>0,05).

Lién quan giiza bgc 1o CK7 véi xam nhdp thanh rugt, mach, hogi tir dam I6m va xam
nhdp lympho - tuong bao: C6 lién quan c6 ¥ nghia thong ké giira su boc 16 ciia CK7
v6i xam nhép thanh rudt, xd&m nhap mach va hoai tir dam 16n (p<0,05), nhung khong
c6 lién quan c6 y nghia thong ké giita su boc 16 ciia CK7 v6i xam nhap lympho -

tuong bao (p<0,05).
e CK19
Bang 3.10 Lién quan giira boc 10 CK19 voi cac typ MBH
HMMD CK19
Typ MBH Duong tinh Ty 1€ % p
UTBM tuyén (n=153) 149 97,4
UTBM nhay (n=12) 10 83,3
UTBM t€ bao nhan (n=3) 3 100,0 <0,05
UTBM Kkhong biét hoa (n=5) 3 60,0
UTBM tay (n=1) 1 100

Nhén xét: Tat ca cac truong hgp ung thu biéu mé t€ bao nhan va ung thu biéu mo
tay déu duong tinh véi CK19 (100%). Cé 97,4% cac ung thu biéu md tuyén va
83,3% ung thu biéu mo nhay duong tinh voi CK19. C6 3/5 (60%) truong hop ung
thu biéu mo khong biét hoa duong tinh véi CK19. C6 sur khac biét ¢6 ¥ nghia thong
ké gitta sy bdc 16 cia CK19 véi cac typ mo bénh hoc (p<0,05).

Bang 3.11. Lién quan giira boc 1o CK19 véi d6 biét héa UTBMT

HMMD CK19
DPBH Duwong tinh Ty1é % p
Do 1 (n=139) 39 28,1
bj 2 (n=80) 77 96,3 <0,05
bj 3 (n=31) 31 100
b 4 (n=3) 2 66,7

Nhan xét: Do 3 va d6 2 co ty 1€ duong tinh cao véi CK19 (100% va 96,3% theo thir
tw). Do 4 ¢6 ty 1€ duong tinh 12 66,7%. Do 1 chi c6 28,1% cac truong hop duong tinh
v6i CK19. Co su khac biét c6 y nghia théng ké trong boc 16 CK19 giita cac do biét
hoa cia ung thu biéu mé tuyén (p<0,05).
Lién quan giu'a boc 10 CK19 véi do mé hoc cia UTBMT: Khﬁng €0 sy khac biét
¢d y nghia thong ké trong boc 16 CK19 gitta cac do mo hoc thap va cao cua ung thu
biéu mé tuyén (p>0,05).
Lién quan giira bgc 1§ CK19 véi Xdm nhép thanh rudt, mach, hoai tir dam lén
va xam nhap lympho - tuong bao: C6 lién quan c6 y nghia thong ké giira boc 16
CK19 véi xam nhap thanh rudt va hoai tir u (p<0,05), nhung khéng ¢6 lién quan ¢ y
nghia thdng ké gitra boc 16 CK19 véi xAm nhap mach va xam nhap viém.
e CK20

Bang 3.12. Lién quan gilra boe 16 CK20 véi cac typ MBH

HMMD CK20
Typ MBH Duong tinh Ty 1 % P
UTBM tuyén (n=153) 96 62,7
UTBM nhay(n=12) 4 33,3
UTBM té bao nhan(n=3) 2 66,6 <0,05
UTBM khdng biét hoa(n=>5) 2 40,0
UTBM tay(n=1) 1 100

Nhén xét: Ung thu biéu mé tuy, ung thu biéu mé té bao nhan va ung thu biéu md tuyén
€0 ty 1& duong tinh cao véi CK20 (100%, 66,6% va 62,7% theo thir tu). Co sy khac biét
¢6 y nghia thng ké trong ty 18 duong tinh véi CK20 giita cac typ md bénh hoc.

Bang 3.13. Lién quan giira boc 10 CK20 véi d6 biét hoa UTBMT

HMMD CK20
DPBH Duwong tinh Ty1é % p
D) 1(n=139) 30 21,6
D) 2(n=80) 51 63,7 <0,05
b 3(n=31) 14 45,2
D) 4(n=3) 1 33,3

Nhén xét: CO su khac biét co ¥ nghia thong k& trong ty 1é duong tinh vdi CK20 giira
cac do biét hoa ciia ung thu biéu mo tuyén (p<0,05), trong d6 cac do c6 ty 1& boc 16
giam dan 1a d¢ 2, 4 3, d6 4 va do 1 (63,7%, 45,2%, 33,3% va 21,6%, theo thu tu).
Lién quan gitra bgc 1§ CK20 véi d) mé hoc ciia UTBMT: CO su khic biét c6 y
nghia thong ke trong ty 1¢ duong tinh voi CK20 giira cac do mé hoc thép va cao cia
ung thu biéu md tuyén (p<0,05), trong d6 do thap c6 ty 1¢ duong tinh 14 68,1%, trong
khi d¢ cao chi ¢6 44,1% duong tinh.

Lién quan giira boc 10 CK20 véi xa&m nhap thanh rudt, mach, hoai tir dam lén
va xam nhap lympho - twong bao: C6 su khac biét c6 y nghia thong ké giira ty 1
duong tinh véi CK20 va ton thuong xam nhap thanh rudt, va xam nhap lympho —
twong bao, nhung khong c6 sy khac biét c6 y nghia théng ké giira ty 1¢ duong tinh
vai CK20 va xam nhap mach va hoai tor dam 16n.



e CDX2
Bang 3.14 Lién quan gilra boc 16 CDX-2 véi cac typ MBH
HMMD CDX-2
Typ MBH Duong tinh Ty I % p
UTBM tuyén (n=153) 109 71,2
UTBM nhay (n=12) 9 75,0
UTBM t& bao nhan (n=3) 3 100,0 <0,05
UTBM khong biét hoa (n=5) 2 40,0
UTBM tay (n=1) 0 0
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Bang 3.17. Lién quan gitra boc 1 Her-2/neu véi do biét hoa UTBMT

HMMD Her-2/neu
DPBH Duong tinh Ty 1€ % p
Do 1(n=139) 4 28,8
Do 2(n=80) 10 20,0 <0,05
Do 3(n=31) 4 12,9
Do 4(n=3) 0 0,0

Nhan xét: CO su khac bi¢t c6 ¥ nghia thong ké trong ty 1¢ dg‘ong tinh voi CDX-2
gitra cac typ md bénh hoc, trong d6 ung thu bieu mo t€ bao nhan c6 ty 1¢ duong tinh
cao nhét (100%), ung thu bleu md nhay c6 75% sb trudng hop duong tinh va ung thu

biéu mo tuyén c6 71,2% sb tru(mg hop. Ung thu biéu mé tay 4m tinh véi CDX-2.
Bang 3.15. Lién quan giira boc 1o CDX-2 voi d9 biét hdéa UTBMT

HMMD CDX-2
DPBH Duong tinh Ty 1€ % p
b 1(n=139) 30 21,6
Do 2(n=30) 60 75,0
b6 3(n=31) 17 54,8 <0,05
bj 4(n=3) 2 66,7

Nhan xét: Co su khac biét c6 y nghia thong ké trong ty 1¢ duong tinh v6i Her-2/neu
gitra cac d¢ biét hoa ctia ung thu biéu mo tuyén (p<0,05), trong d6 ty 1¢ cao nhét 1a
do 1(28,8%), sau d6 la d6 2 (20%) va do 3 (12,9%). Po 4 khong co truong hgp ndo
duong tinh v&i Her-2/neu.
Lién quan giira sw bgc 1§ Her-2/neu véi dé mdé hoe UTBMT: Khodng c6 sy khac
biét c6 y nghia thong ké trong ty 1é duong tinh v&i Her-2/neu ciia cac do mo hoc thap
va cao (p>0,05), ty 1é duong tinh ciia ca 2 do déu 1a 11,8%.
Lién quan gitra bdc 19 Her-2/neu véi tinh trang xam nhip thanh rugt, mach, hoai
tir dam 16m va xam nhap lympho - twong bao: C6 sy khac biét co y nghia thong ké
gitra ty 1& duong tinh ctia Her-2/neu Véi cac ton thuong xam nhap thanh rudt, hoai tir
dam 16n va xdm nhap lympho - tuong bao(p<0,05), nhung khéng c6 sy khac biét c6 y
nghia thong ké cia ty 1¢ duong tinh ctia Her-2/neu véi xam nhap mach (p>0,05).
e MUC-1

Bang 3.18. Lién quan gilra boc 16 MUC-1 véi cac typ MBH

Nhén xét: CO su khac biét c6 y nghia thong k& trong ty 1 duong tinh vdi CDX-2
giita cac do biét hoa (p<0,05), trong do ty 1¢ tir cao nhiat dén thap dan 1a d6 2 (75%),
do 4 (66,7%), o 3 (54,8%) va do 1 (21,6%).

Lién quan giira boc 10 CDX-2 véi a9 md hoe cia UTBMT: CO sy khac biét co y
nghia thong ké trong ty 1& duong tinh véi CDX-2 giita cac @6 mo hoc thap va cao
(p<0,05), trong d6 dd thap co ty 1& duong tinh 1a 75,6%, d6 cao 1a 55,9%.

Lién quan giira bgc 1§ CDX-2 véi tinh trang Xam nhap thanh rudt, mach, hoai
tir dam 16 va xam nhap lympho - twong bao: C6 su khéc biét c6 y nghia thong ké
gitra ty 1& duong tinh v6i CDX-2 va c4c ton thuong xam nhap thanh ruét, xam nhap
mach, hoai tr d4m 16n va xdm nhép lympho — tuong bao

HMMD MUC-1 p
Typ MBH Duwong tinh Ty 1€ %
UTBM tuyén (n=153) 123 80,4
UTBM nhay(n=12) 9 75,0
UTBM té bao nhan(n=3) 3 100,0 <0,05
UTBM khéng biét hoa(n=5) 4 80,0
UTBM tay(n=1) 0 0,0

Nhén xét: CO sy khac biét c6 y nghia thong ké trong ty 1& duong tinh voi MUC-1
giita cac typ mo bénh hoc (p<0,005), trong d6 ung thu biéu mé té bao nhan c6 ty 1&
duong tinh cao nhét (100%), sau d6 1a ung thu biéu md tuyén va ung thu biéu mo
khong biét hoa (80,4%; 80,0%), ung thu biéu md nhay c6 75% cac trudng hop
duong tinh, ung thu biéu mé tiry am tinh véi MUC-1.

Bang 3.19. Lién quan gilra boc 10 MUC-1 véi d6 biét hoa UTBMT

e Her-2/neu
Bang 3.16. Lién quan gilra boc 16 Her-2/neu véi cac typ MBH
HMMD Her-2/neu

Typ MBH Duong tinh Ty 1€ % p
UTBM tuyén (n=153) 18 11,7

UTBM nhay(n=12) 1 8,3

UTBM té bao nhan(n=3) 0 0,0 >0,05
UTBM khéng biét hoa(n=>5) 0 0,0

UTBM tay(n=1) 0 0,0

HMMD MUC-1 p
DPBH Duong tinh Ty 1€ %
b 1(n=139) 34 24,4
bj 2(n=80) 60 75,0 <0,05
b 3(n=31) 26 86,7
D) 4(n=3) 3 100,0

Nhan xét: Chi c6 ung thu biéu m6 tuyen va ung thu bi€u md nhay duong tinh voi
Her-2/neu voi ty 1€ thap (11,7% va 8,3% theo thir ty). Céc typ khac déu am tinh. Su
khéc biét khong co y nghia thong ké (p>0,05).

Nhan xét: CO sy khdc biét c6 y nghia thong ké trong ty 1¢ duong tinh cia MUC-1
gilra cdc d¢ biét hoa cua ung thu biéu mé tuyén (p<0,05), trong d6 ty 1& tir cao nhat
dén thap din1ado 4 (100%), d6 3 (86,7%), d6 2 (75%) va do 1 (24,4%).



11

Lién quan giita sw bdc 1§ MUC-1 véi do mé hoe UTBMT: CO sy khac biét c6 y
nghia thong ké trong ty 1é dwong tinh cia MUC-1 giita cac 6 mé hoc ciia ung thu biéu
m tuyén (p<0,05), trong d6 ty 1¢ duong tinh clia d6 cao la 85,3% va do thap 12 78,9%.
Lién quan giira bgc 1§ MUC-1 véi tinh trang xam nhap thanh rugt, mach, hoai tir
dam lén va xam nhép lympho tuong bao: C6 su lién quan cd y nghia thong ké giia
ty 1¢ duong tinh ciia MUC-1 VA c4c ton thuong xdm nhap thanh ruét (p<0,05), nhung
khdng c6 sur lién quan c6 ¥ nghia thong ké giira ty 1& duong tinh ciia MUC-1 Va c4c tén
thuong x4m nhép mach, hoai tir ddm 16n va Xam nhap lympho — tuong bao (p>0,05).

e MUC- 2
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e Ki67
Bang 3.22. Lién quan giira boc 19 Ki-67 véi cac typ MBH
HMMD Ki-67

Typ MBH Duong tinh Ty 1 % p
UTBM tuyén (n=153) 103 67,3

UTBM nhay(n=12) 9 75,0 <0,05
UTBM té bao nhan(n=3) 3 100,0

UTBM khobng biét hoa(n=5) 4 80,0

UTBM tuy(n=1) 1 100,0

Nhan xét: CO su khdc biét c6 y nghia thong ke trong ty 1¢ duong tinh voi Ki-67 gitra
cac typ mo bénh hoc, trong d6 ung thu biéu mé té bao nhan, ung thu biéu md tuy co
ty 1€ duong tinh cao nhat (100%), ung thu biéu md khong biét hoa c6 80,% va ung
thu biéu md nhiy ¢6 75% sb truong hop duong tinh. Ung thu biéu mé tuyén co
67,3% s truong hop duong tinh.

Bang 3.23. Lién quan giira bd 16 Ki-67 vai d6 biét hoa UTBMT

Bang 3.20 Lién quan gitra sy bdc 16 MUC-2 véi cac typ MBH
HMMD MUC-2

Typ MBH Duong tinh Ty 18 % P
UTBM tuyén (n=153) 72 47,1

UTBM nhay(n=12) 9 75,0

UTBM té bao nhan(n=3) 2 66,7 <0,05
UTBM khong biét héa(n=5) 1 20,0

UTBM tiy(n=1) 0 0,0

Nhén xét: CO sy khac biét c6 y nghia thong ké trong ty 1& duong tinh voi MUC-2
gitra cac typ mo bénh hoc (p<0,005), trong d6 ung thu biéu mo nhay va ung thu biéu
md té bao nhan c6 ty 1é duong tinh cao (75% va 66,7% theo thir tu). Ung thu biéu
md tuyén c6 47,1% duong tinh va ung thu biéu mo khong biét hoa déu ¢ 20% cac

HMMD Ki-67
DPBH Duong tinh TVIE % p
Do 1(n=139) 24 173
D6 2(n=80) 56 70,0 <0,05
Do 3(n=31) 22 70,9
Do 4(n=3) 1 33,3

truong hop duong tinh. Ung thu biéu tay am tinh véi MUC-2.
Bang 3.21. Lién quan giira boc 10 MUC-2 véi dd biét hda UTBMT

HMMD MUC-2
DPBH Duong tinh TYIE % p
Do 1(n=139) 23 16,5
D6 2(n=80) 33 41,3 <0,05
Do 3(n=31) 14 45,2
Do 4(n=3) 2 66,7

Nhén xét: C6 su khac biét c6 y nghia thong ké trong ty 1& duong tinh véi Ki-67 gira
cac do bi¢t hoa (p<0,05), trong d6 ty 1€ cao nhit 13 d6 2 va d6 3 (70% va 70.9%).Do
4 c6 ty 1& duong tinh 1a 33,3% va do 1co ty 18 thp nhat (17,3%).

Lién quan giira boc 1§ Ki-67 voi d6 mé hoc cia UTBMT: CO sy khac biét co ¥
nghia thong ké trong ty 1é duong tinh véi Ki-67 giita cac d6 mo hoc thép va cao
(p>0,05), trong d6 d¢ thap 1a 67,2% va do cao 14 67,6%.

Lién quan giira bgc 19 Ki-67 vai tinh trang xam nhap thanh rugt, mach, hoeai tir
dam 16m va xam nhap lympho - twong bao: C6 su khac biét c6 ¥ nghia thong ké
gitra ty 1& duong tinh véi Ki-67 va cac ton thuong xam nhap thanh rudt, hoai tir dam
I6n va x&m nhap lympho-tuong bao nhung khong c6 su khac biét c6 y nghia thong

Nhin xét: CO sy khac biét c6 ¥ nghia thong ké trong ty 1& duong tinh cia MUC-2
gitra cic d¢ biét hoa cta ung thu biéu md tuyén (p<0,05), trong do ty 1& tir cao nhét
dén thap dan 1a do 4 (66,7%) va do 3 (45,2%), 6 2 (41,3%) va do 1 (16,5%).

Lién quan giira bc 1§ MUC-2 véi @) md hoc ciia UTBMT : Khong c6 sy khéc
biét co y nghia thong ké trong ty 1é duong tinh cia MUC-2 giira cdc d6 md hoc cia
ung thu biéu mé tuyén (p>0,05), ty 18 duong tinh ciia ca 2 d6 déu 12 47,1%.

Lién quan giira boc 10 MUC-2 véi tinh trang xam nhép thanh rut, mach, hoai
tir dam 16m va xAm nhap lympho - twong bao C6 su lién quan cd y nghia thng ké
gitra ty 1¢ duong tinh cia MUC-2 va c4c ton thuong xdm nhap mach, hoai tir dam
I6n (p<0,05), nhung khong c6 lién quan c6 ¥ nghia thong ké giira ty 1é duong tinh
clia MUC-2 Véi ton thuong xam nhap thanh rugt va xam nhap lympho — tuong bao
(p>0,05).

ké gitra ty 1€ duong tinh véi Ki-67 va xdm nhap mach.

e p53
Bang 3.24 Lién quan gitra boc 16 p53 véi cac typ MBH
HMMD P53
Typ MBH Duwong tinh Ty 1€ % p
UTBM tuyén (n=153) 60 39,2
UTBM nhay (n=12) 4 33,3
UTBM té bao nhan(n=3) 2 66,7 <0,05
UTBM khéng biét hoa (n=5) 2 40,0
UTBM tay (n=1) 0 0

Nhén xét: C6 su khac biét c6 y nghia thong ke trong ty 1¢ duong tinh véi p53 giita cac
typ md bénh hoc, trong d6 ung thu biéu mo té bao nhan cé ty 1€ duong tinh cao nhat




(66,7%), sau d6 1a ung thu biéu md khong biét hoa (40%), ung thu biéu md tuyén
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(39,2%) va ung thu biéu mé nhay (33,3%). Ung thu biéu mé tay am tinh véi p53.

Bang 3.25. Lién quan gitra boc 10 p53 vai do biét hoa UTBMT

HMMD p53
DPBH Duwong tinh Ty1é % p
b 1(n=139) 15 10,8
D) 2(n=80) 33 413
b 3(n=31) 12 38,7 <0,05
bj 4(n=3) 0 0,0

Nhén xét: C6 sy khac biét co ¥ nghia thong ké trong ty 1& dwong tinh voi p53 gitra
cac do biét hoa ciia ung thu biéu mo tuyén (p<0,05), trong d6 ty 1& cao nhat 1a d¢ 2
va do 3 (41,3% va 38,7% theo tha ty). B 1 chi co 10,8% duong tinh va d6 4 1a 0%.
Lién quan giira bgc 16 p53 véi A9 mé hoe cia UTBMT: Khong c6 su khac biét co
y nghia thong ké trong ty 1é duong tinh v6i p53 gilta cic d6 mo hoc thip va cao
(p>0,05), trong d6 do thap 1 40,3% va do cao 1a 35,3%.

Lién quan giira bdc 19 p53 véi tinh trang xam nhip thanh rugt, mach, hoai tir
dam 16n va xdm nhap lympho - twong bao: C6 su khac biét c6 ¥ nghia thong ké
gitra ty 1¢ duong tinh ctia p53 va c4c ton thuong xdm nhap thanh ruét va xam nhap
mach p(<0,05), nhung khong c6 su khac biét c6 y nghia thong ké cua ty 1¢ duong
tinh voi p53 voi hoai tir ddm 16n va xam nhap lympho-tuong bao (p>0,05).

CHUONG 4. BAN LUAN
4.1. Pic diém tudi va gisi
4.1.1. Tuéi

Trong nghién ctu ctia chung t6i, lira tu01 ¢6 ty 1¢ cao nhat 12 lra tudi > 60 tudi
(42%) sau do 1a 50-59 tudi (32,8%), ltra tudi 40- 49 tu01 chiém 18,4%, lira tu01 31-39
coty 1¢ thap (5, 2%) chi ¢6 3 truong hop <30 tu01 chiém ty 1& 1,6%. Lira tudi > 40
chiém dai da so cac truong hop (93,1%). Lia tudi <40 chi ¢6 6,9% s6 trudng hop.
Tudi trung binh 12 56,79 +12,54, tudi nho nhat 1a 20 va tudi 16n nhét 1a 83.

Céc cbng trlnh nghlen Clru cua Cac tac gid trong va ngoai nude ciing c6 nhimg Két
qua tuong tu vé tu01 cua bénh nhén ung thu biéu mo dai truc trang. Theo McFarlane
va CS (2004), tudi mic bénh trung binh l1a 65,5 gidi han tir 19-94 tudi. Theo két qua
nghién ctru Fuszek va CS (2006) tudi méc bénh trung binh 14 65,2 + 12,5. Theo
Phan Vin Duyét (2000), tudi trung binh ciia 138 bénh nhéan ung thu dai trang tai
bénh vién Viét Ti¢p, Hai Phong la 63,7; tuoi thap nhét 1a 16, cao nhat 1a 80 tudi,
trong d6 gip nhidu nhét & lira tudi tir 40 - 69 tudi (77,3%) . Theo Lé Van Thiéu
(2013) tudi trung binh cia nhém bénh nhan nghién ciru 1a 61,7 £12,3, tudi thap nhat
1a 21, tudi cao nhat 1a 81, trong d6 ba nhom tudi 6 ti 1é gap cao nhat 12 nhém tudi tir
60 - 69 chiém ti 1812 32, 9% nhom tudi tir 50 - 59 va 70 - 79 déu chiém ti 1¢ 25,3%.
4.1.2. Gigi

Trong nghién ctu caa chung t6i, nit c6 ty 16 mac cao hon nam (54% so véi
46%). Ty 1€ nam/nir 12 0,85. Két qua nay ph hop véi két qua ctia mét s6 nghién ciu
khac. Theo nghién ctru ciia Lé Quang Minh (2012), ti 1€ nam/nir 1a 0,93/1; Pham Van
Nhién (2000), ti 1& nam/nir 14 0,96/. Tuy nhién, trong mot s6 nghién ciru khac, ty 18
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mac bénh & nam cao hon nit. Trong nghién ciru ctia Pham Vin Duyét (2002), ti 1¢
nam/nit 1a 1,09/1; Nguyén Viét Nguyét (2008) ti 1& nam/n@r 13 1,1/1; Hoang Kim
Ngan (2006), ti 1¢ nam/nir 14 1,16/1. Két qua nghién ctru ctia Phan Vin Hanh (2004),
ti 1¢ nam/nir 1a 1,98/1. Theo Boutard va cong sw (2004) nghién ciru vé dich t& hoc
ung thu dai truc trang, ty 1¢ nam/nir 1a 1,57 tai My, 1,53 tai Uc; 1,55 tai Pan Mach;
0,91 tai Colombie. Tuy nhién, sy khac biét nay ¢6 1& 12 do anh huong béi dia diém
nghién ctu ciing nhu cach chon miu va ¢ mau nghién ciru.
4.2. M0 bénh hoc
4.2.1. Phan logi mé bénh hoc

Trong nghlen Cuu cua chung t01, ung thu biéu mo tuyen chiém ty 1¢ cao nhét
(87,9%), sau do6 1a ung thu bleu mo nhay (6,7%), ung thu biéu md khong biét hoa
chiém 2,3%, ung thu biéu mo té bao nhan chiém ty 1¢ thap (1,7%). Ung thu bicu md
tuy chi c6 1 truong hop (0,6%). Ty 1€ cac typ mo bénh hoc cuia chung toi cung nam
trong glol han ciia ty & uéc doan ciia Redton va CS (2009) & trén. Két qua nghlen
Clru cuia céc tac gia trong va ngoai nudc cling tuong tu. Theo két qua nghlen Clru cla
Manhuxka - Kerliu va CS (2009) trén 149 truong hgp ung thu biéu mo dai truc
trang, ung thu biéu mo tuyen 12 typ md hoc pho bién nhat duoc tim thay trong
85,90% cac truong hop, & 60,94% nam va 39,06% nir; ung thu biéu mo té bao vay &
7,38%, trong 63,63% nam va 36,36% nit; ung thur bleu mb nhiy ¢ 4 ,68%, & 57,15%
nam va 42,85% nit; trong khi ung thu biéu mo tuyen vay, ung thu biéu mo khong
biét hoa va ung thu biéu mé tai cho dugc tim thdy & 0,71% cac truong hop moi loai.
Trong nghién ctru cia Doan Hitu Nghi va CS (1995), ung thu bieu mé tuyen chiém
88,2%, ung thu biéu mo tuyén nhay chlem 9,8% . Theo nghién clu cla Nguyen
Quang Thai va CS (1998), ung thu biéu mé tuyén chiém 83,7%, ung thu biéu mo
tuyén nhay chlem 13,3%. Nghién ciu cia Lé Dinh Roanh va CS (1999) cho biét
loai pho bién nhét cia ung thu dai tryc trang la ung thu biéu md tuyen (79,6%), sau
do 1a ung thu bleu md tuyen nhay (17,3%). Theo nghién ctu cla Nguyen Ngén
(2002), ung thu biéu md tuyén chi€ém 87,4%, ung thu biéu mé nhay chlem 10,5% .
Trong nghién ciru cua Vi Hong Minh Cong va CS (2014) ung thu biéu mod tuyen
chiém dai da s6 cac truong hop, trong d6 ung thu biéu mo tuyén biét hoa cao chlem
30,8%, ung thu bleu mo tuyen bi€t hoa vira chiém 49 ,6%, ung thu biéu mo tuyen biét
hoa thap chi chiém 3 ,4%; ung thu biéu md nhay chiém 15 ,3%; ung thu biéu mo
khong biét hoa chi chiém 0,9% . Bang dudi day trinh bay tom tat phan loai mé hoc
ung thu biéu mé dai tryc trang theo cac tac gia.

Béng 4.1. Phan loai mé hoc UTBM dai truc trang theo cac téc gia

Tac gia UTBM tuyén |UTBM nhay |UTBM TB nhan
Poan Hiru Nghi (1994) 88,2 9,8
Nguyén Quang Thai (1998) 83,7 13,3
Lé Pinh Roanh (1999) 79,6 17,3
Nguyén Ngén (2002) 87,4 10,5
Manhuxka - Kerliu va CS (2009) 85,9 4.6
Chu Van Buc (2014) 87,9 6,7 1,7

Trong nghién ciru clia chiing t6i, c6 12/174 (6,9%) céc truong hop 1a ung thu biéu
md nhay. To chirc Y té Thé gi6i dinh nghia cac u nhay theo mirc do chét nhay ngoai té
bao (u bao gdém > 50% chat nhay). Thuét ngit ung thu biéu mo tuyén vai hinh anh nhay
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thuong dugc su dung dé mo ta cac u c6 thanh phan nhay coy nghla (>10% nhung
<50%) Hau hét cac ung thu biéu mo nhay ¢6 chira it nhat 16p biéu md  phu timg phan
cac khoang chay nhay hodc co bleu md bong ra boi ty do trong chat nhay Ciing c6 thé
thdy mot s lugng thay doi cac té bao nhan Khi trén 50% u bao gom céc té bao nhan u
duoc xép loai nhu “ung thu biéu mo té bao nhan” (hoac ung thu biéu mé, typ té bao
nhan), ngay ca néu trén 50% u bao gém chét nhay ngodi té bao. )

Trong nghién ctu cta chung 01, ¢6 3/174 (1,7%) céc truong hgp la ung thu bicu
mo té bao nhan. Trén md hoc, cac té bao u trong ung thu bleu mb té bao nhan ¢ hoc
chat nhay déc trung, nd day nhan ra chu vi clia bao tuong t& bao. Mot phan nhoém cua
céc té bao nhan hinh tron va c6 nhan khu trd & trung tam, khong c6 hoc chét nhay ro
rét. So voi nhung ung thu biéu md té bao nhan cia da day, nhung ung thu biéu mo té
bao nhin cla dai trang thu(mg hay két hop véi cht nhay ngoai te bao nhiéu va it gay
x&m nhap lan toa trong cac mb. Mic du sy boc 1o cua chit nhay khong gitp phan biét
ung thu biéu md té& bao nhan di cin cia da day v6i ung thu cia dai trang, nd cd loi
trong vi¢c phén biét voi ung thu tr phoi, ung thu & vi tri ndy duong tinh véi MUC-1 va
TTF-1 (yéu t6 phién mAi cua tuyén giap) va am tinh véi MUC-2, s0 Véi céc u cia da
day va dai trang, chiing thuong am tinh véi MUC-1 va TTF-1 va duong tinh véi MUC-
2 (20). Trong mét sb ung thur dai tryc trang ché tiét chat nhay, c6 mot hon hop hinh
thanh mucin trong té bao va ngoai té bao tao thanh mdt ung thu nhay- nhan hén hop.

Trong nghién ctru cua chung t6i, ¢ 5/174 (2,9%) cac tru(‘mg hop 1a ung thu biéu mo
khong bi¢t hoa. Thuat ngir ung thu biéu mo khong biét hoa chi yéu g101 han cho nhung ung
thu ¢6 bang Chung biét hoa biéu mé nhung khong c6 hinh thanh tuyén rd rét. Mot so tac gia
Chap nhén tén nay cho nhitng u véi mot ty 1¢ nho (< 5%) hinh thanh tuyén. Vi vy, hau hét
cac u khong biét hoa c6 18 14 mdt ung thu biéu mo tuyén cuc ky kém biét hoa.

Trong nghién ctru ctia ching t6i, ¢6 1/174 (0,6%) céc truong hop 1a ung thu biéu
md tity. Ung thu biéu md tiy 1a mot thir typ cia ung thu biéu mé dai truc trang chi
maoi duge nhan blet boi WHO, 1an déu tién duoc mo ta boi Jessurun va CS. U nay
trude day dugce xép loai nhu ung thu biéu md khong bi¢t hoa. N6 bao gom nhiing dai
té bao da dién véi nhan hinh tdi, hat nhan néi bat va bao tuong rong, két hop voi mot
phan Gmg ciia lympho bao xam nhap u manh.

422 Xép dju

Két qua nghién ciru ciia chung t6i khong c6 truong hgp nao khong xép do dugc
(Gx), d6 2 chiém ty 1¢ cao nhat (52,3%), sau d6 1a d6 1 (25,4%) va do 3 (20,3%). Do
4 chi c6 3 truong hop, chiém 2%. Phan do mo hoc theo hé thong hai d¢ cho két qua
1a phan 16n ung thu dai trye trang thudc do thap (77,8%), d6 cao chi chiém 22,2%.

Mot s6 nghién ctru trong nudce cling dd phan do mé hoc theo nhitng hé thong va
tiéu chuan khac nhau, Nguyén Ngan chia ung thu biéu mé tuyén thanh 3 d6 mé hoc
va két qua 1a do I co18,4%, do IT co 64,0% va do Il co 17,6%. L& Pinh Roanh va
CS (1999) déanh gia d6 md hoc cua ung thu biéu mo tuyén theo cach tinh dlem dua
vao tinh chat bién ddi nhan, sb lugng nhan chia trén 10 vi truong 16n va céu tric
hinh éng tuyén. Két qua c6 19,6% 1a do 1, 55,9% la do II va 24,6% la do 1L Theo
Tran Thang (2003) loai biét hoa cao ciia ung thu biéu md dai truc trang chiém
22,8%; biét hoa vira chiém 50, 9% va bi¢t hoa thap 26,3% . Theo Trinh Tuan Diing
(2007), ung thu biéu mo tuyén biét hoa cao chiém 32,72%, biét hod vira chiém
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47,27%, biét hod thip chi co 3,63% . Két qud cua cac nghién ciu nay cling nhu
nghién ctu ciia chung t6i déu cho thay do2 chiém ty 1é cao nhat.

Theo Ueno va CS (2012) hé thong xép d6 u thong thuong dua trén mic do biét hoa
clia u c6 thé khong phai luén ludn t6i wu do khé khan trong viéc danh gia khach quan
VA gid tri tién luong khong du cho nhimg quyét dinh diéu tri ung thu dai truc trang.
Nghién ciru ctia cac tac gia nham muc dich x4c dinh tim quan trong ctia viéc danh gia
s6 lugng nhitng cum té bao kém biét hoa nhu tidu chuan dau tién cho viéc xép do mo
hoc cta ung thu biéu md dai truc trang. Nam tram bénh nhan ung thu biéu mo dai
tryc trang giai doan II va III (giai doan 2000-2005) dugc h01 ctru vé mo bénh hoc. Cac
cum té bao > 5 té bao va khong co cac Céu tric glong tuyén dugc dém dudi vat kinh
%20 trong mot truong kinh c6 chira s6 lugng 16n nhét cic cum. Céac u <5, 5-9 va > 10
duoc xép loai nhu do 1 (G1), d6 2 (G2) va d¢ 3 (G3), theo thir tw (n=156,198 va 146 u,
theo thu ty). Ty 1é song thém khong bénh 5 nam 13 96%, 85% va 59% cho G1, G2 va
G3, theo thir tu (p=0,0001). Cac cum kém biét hoa anh huong dén két qua song thém
khéng phu thudc vao cac giai doan T va N va cd thé gitp xép 16p 6 hiéu qua hon cac
bénh nhan theo két qua song thém so vai giai doan u. Hé thong xép d6 mo hoc méi cua
céc tac gia dugc hy vong it chi quan hon va c6 nhiéu thong tin hon vé du bao tién
lugng so véi hé thong xép do u va giai doan TNM thong thudng.

423 Toén thuong xdm nhdp thanh rugt, mach, hogi tir U dam Iém va xa&m nhdp
lympho - tuwong bao

Ton thuong xdm nhap thanh mac chiém ty 1¢ cao nhit (78,7%), sau d6 1a xam nhap
0 (20,1%), ton thuong khur trd & ha niém mac chiém ty 1& thép (1,2%). Xam nhap mach
chiém 44,9%, hoai tir dam 16n 34,6% va xam nhap lympho-turong bao 67,3%.

Theo nghién ciru cua Krasna va CS (1988), ty 1€ va y nghia ctia xdm nhip mach trong
77 bénh nhan ung thu biéu mo dai truc trang dugc diéu tri trong thoi gian trén 6 nim da
dugc phan tich. Xam nhap mach dugc tim thay & 37,6% bénh nhan. Ty 1é di can & nhiing
bénh nhén c6 xdm nhdp mach 1a 60%, trong khi ty 1¢ ndy chi 1 17% ¢ nhiing bénh nhan
khdng c6 xam nhap mach. Song thém 5 nim & nhiing bénh nhan c6 xdm nhap mach 1a
62%. Nhu vay viéc xac dinh tén thuong xam nhap mach trong ung thu biéu md dai truc
trang 6 thé cung cép nhiing thong tin ¢6 1gi cho viéc xac dinh tién lugng bénh.

Trong nghién ctu ciia Abdulkader va CS (2006), xam nhap mach dugc danh gia st
dung nhudm sgi chun & 208 trudng hop ung thu dai truc trang. Nhém chimg gém 290
truong hop trong d6 xdm nhap mach dugc danh gia don thuan trén nhuém HE thong
thuong. DY nhdy cia viéc phat hién xam nhap mach trong ung thu dai tryc trang da
duoc cai thién mét cach c¢6 ¥ nghia sau khi dua nhudm sgi chun vao thyc hanh thuong
ngay (46,2% so Vi 35,5% trong nhoém ching; p=0,014). Nghién ciu cua Bellis va CS
(1993), 160 truong hop ung thu biéu mé dai truc trang dugc phat hién xam nhap mach
trén cac tiéu ban nhuom HE. X&m nhap mach dugc phat hién & 49 trudng hop (30,6%).
Nhuém hoa mé mién dich dugc thuc hién trén cac lat cat ké tiép v6i nhimg lat cat
nhuém HE & 50 bénh nhan du tién st dung nhiing khéng thé khang khang nguyén lién
quan véi yéu té VIII va khang actin ciia ngudi. Ty 1é nhimg trudng hop duong tinh véi
xam nhap mach trong nhém 50 bénh nhén ndy trén nhimg 14t cit nhuom HE 12 20% va
1a 62% trén nhimng tiéu ban nhuém véi khang thé khang yéu té VIII va actin.
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Két qua nghién ctru ctia ching t6i vé tinh trang xam nhap mach ciing nam trong

gidi han chung cta cac nghién ctru ctia céc tac gia khac.
4.3. Hoa md mién dich
4.3.1. Ty Ié bjc chung ciia cdc diu én ciia todn bg bénh nhin

Trong todn bg bénh nhan, cac dau 4n c6 ty 1& boc 19 tir cao dén thap dan gdm
CK19 (96,5%), MUC-1 (79,9%), CDX-2 (70,7%) va Ki-67 (68,4%), MUC-2
(48,3%), p53 (39,7%). Cac dau an khac c6 ty 1¢ boc 16 thap hon gdbm Her2/neu
10,9% va CK7 9,2%.

Trong nhom ung thur biéu mé tuyén, CK19 c6 ty 18 boc 16 cao nhat (97,4%), sau d6 1a
MUC-1 (80,4%), CDX-2 (71,2%), Ki-67 (67,3%) va CK20 (62,7%). CAc dau 4n co ty 1&
duong tinh thap hon gdm MUC-2 (47,1%), p53 (39,2%), va Her-2/neu (11,7%).

4.3.2. Béc 1§ ciia cdc diu dn
CK7 va CK20

Trong nghién cau cta chung t6i, ty 16 duong tinh chung cua CK7 trong ung thu
biéu mo dai tryc trang 1a 9,2%. Céc typ md hoc déu c6 ty 1é duong tinh thap voi
CK7. Ung thu biéu mo té bao nhan c¢6 33,3% va ung thu biéu md khong biét hoa co
20,0% duong tinh. Ung thu biéu mo tuyén va ung thu biéu mo nhay déu co 8,3%
cac truong hgp duong tinh. Ung thu biéu md tay am tinh véi CK7. Su khac biét
gitra cac typ md hoc co y nghia thong ké (p<0,05).

V6i CK20, ty 1é duong tinh chung ctia ddu 4n nay trong ung thu biéu mo dai truc
trang 1a 59,1%. Ung thu biéu m6 tity, ung thu biéu mé té bao nhan va ung thu biéu md
tuyén c6 ty 1é duong tinh cao véi CK20 (100%, 66,6% va 63,4% theo thir tw). C6 su
khac biét c6 y nghia thong ké trong ty 1¢ duong tinh voi CK20 giira cac typ mo bénh
hoc. Cé sy khac biét co y nghia théng ké trong ty 1€ duong tinh véi CK20 giira cac d6
biét hoa cia ung thu biéu md tuyén (p<0,05), trong d6 cac do ¢6 ty 1& boc 16 giam dan
la d6 2, d6 3, d6 4 va d6 1 (63,7%, 45,2%, 33,3% va 21,6%, theo thur tu). C6 su khac
biét c6 y nghia thong keé trong ty 1¢ duong tinh véi CK20 gifra cac d6 md hoc thap va
€ao cua ung thu biéu mo tuyen (p<0,05), trong d6 do thap c6 ty 1€ duong tinh 1a 68,1%,
d6 cao chi c6 44,1% duong tinh. Didu d6 c6 nghia 1a mirc d boc 16 cia CK20 giam
theo d¢ biét hoa. Co su khac biét co y nghia thong ké giira ty 1¢ duong tinh véi CK20
va tén thuong xam nhap thanh rugt, va xam nhap viém, nhung khong co su khac biét
¢6 y nghia thong ké giita ty 1& duong tinh véi CK20 va xam nhap mach va hoai tir u.

Theo nghién ctru cta céc tac gia khac, hau hét (80% dén 100%) ung thur biéu mo
tuyén duong tinh manh va lan téa véi CK20, nhung chi c6 mot s6 u am tinh hodc chi
duong tinh duong 6. Trong nghién ctru ctia Kende va CS (2003), nhiing ung thu biéu
mo tuyén biét hoa cao va biét hoa vira cia dai trang, bao gom rudt thira, c6 kiéu hinh
CK7-/ CK20+ trong hau hét cac truong hop, cling nhu nhiing carcinoid té bao nhén,
nhung mot nira s6 ung thu biéu mo tuyén keém biét hoa, co boe 19 khac thuong ciing
nhu hau hét carcinoid/ung thur biéu mé tuyén hdn hop té bao hinh coc .

Trong mot nghlen ctru so sanh sy boc 16 cia CK7 va CK20 giita ung thu biéu mo
tuyen cuia da day va dai trang ctia Park va CS (2002), 71% (207/289) nhitng ung thu
biéu m6 da day duong tinh v&i CK7, trong khi chi 9% (21/225) ung thu biéu mod dai
truc trang duong tinh véi CK7; 41% (117/289) cac ung thu biéu m6 da day va 73%
(165/225) ung thu biéu md dai tryc trang duong tinh véi CK20, CK7-/ CD20+ ¢ ty
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I& cao nhét (68%) trong ung thu biéu mo dai tryc trang va phu thudc vao d6 mo hoc
ctia u (75% do thap so voi 52% do cao). Trong nghién ctru ctia chung t6i, ty 1¢ duong
tinh chung cia CK7 trong ung thu biéu mo dai truc trang la 9,2%, tuong tu nhu ket
quéa nghién ciu cua Park 1a 9% .Theo nghlen ctu ctia Yu va CS (2007) trén 68
truong hop ung thu biéu mo dai truc trang cho thay ty 1¢ boc 16 duong tinh cia
CK20 14 89,7% va caa CK7 12 35,7% . )
Theo Goldstein va CS (2000), vé hoa mé mién dich, mot kiéu hinh CK7-/CK20+
thién vé u tién phét cua dai trang trong khi CK7+/CK20- thién vé di can.
Béng 4.2. Ty 1¢ boc 16 CK7 theo céc tac gia

Tac gia n CK7 (%) CK20 (%)
Park va CS (2002) 225 9 73,0
Yu va CS (2007) 68 35,7 89,7
Chu Vin Puc (2014) 174 9.2 59,1

Bang trén cho thay ty 1¢ duong tinh ctia CK7 trong ung thu biéu mo6 dai truc
trang co gisi han tir 9% dén 35,7% va ty I¢ duong tinh cia CK20 c6 gi¢i han tir
59,1% dén 89,7%. Piéu d6 ciing c6 nghia 1a CK7-/CK20+ 1a kiéu ctia hinh mién
dich u tién phét cua dai trang
CK19

Ty 1€ boc 16 cua CK19 trong nghlen Clru cla chung t6i 1a 96,5%. Tét ca cac truong
hop ung thu biéu mé té bao nhan va ung thu biéu mo tuy déu duong tinh v&i CK19
(100%). C6 98,1% céc ung thu biéu mo tuyén va 83, 3% ung thu biéu mé nhay duong
tinh voi CK19. Co6 3/5 (60%) tru(mg hop ung thu biéu mo khong biét hoa du(mg tinh
véi CK19. Co su khac biét co y nghla thong ké glua su boc 16 cua CK19 voi cic typ
mo bénh hoc. Theo dd biét hoa ciia ung thu biéu mo tuyén, do 3 va do 2 c6 ty 1¢ duong
tinh cao véi CK19 (100% va 96,3% theo thir tu). B 4 c6 ty 1€ duong tinh 12 66,7%.
Do 1 chi co 28,1% cac truo‘ng hop duong tinh véi CK19. Co sy khac bi€t c¢6 y nghia
thong ké trong boc 16 CK19 giita cac d6 biét hda cta ung thu biéu mo tuyen (p<0,05).
Khong €0 su khéc biét co y nghia thong ké trong boc 16 CK19 giita cac d6 mo hoc thap
VA cao cua ung thu biéu mo tuyén (p>0 05). C¢ lién quan c6 y nghia thong ké gitra boc
16 CK19 v6i xam nhép thanh rudt va hoai tir u (p>0,05), nhung khong c6 lién quan c6
y nghia thong ké giita boc 16 CK19 voi xam nhap mach va xam nhép viém.

Nghlen ctru cua Tereda va CS (2013) vé sy boc 16 cua cytokeratm trong ung thu
biéu m6 té bao nhan cua dai truc trang da phat hién ty 1& boc 16 cia CK19 la 58%.
Nghién ctu cua cac tac gia dé chi 1 cac kleu hinh CK7-/CK20+, CK7-/CK19+ va
CK7-/CK20- 1a nhung kiéu hinh chiém wu thé c6 y nghia trong ung thu biéu mo té
bao nhin dai truc trang .

Nghién ciru ciia Zhang va Zheng (2010) cho két qua 1a CK7 boc 16 thip hodc
khéng bdc 16 trong ung thu dai trang, trong khi CK19 bc 16 cao trong ung thu dai
truc trang va CK7-/CK19+ ¢ thé 1a dic diém boc 16 cta ung thu dai trang .

CDX-2

Ty 1¢ boc 16 cua CDX-2 trong nghién ciru cla chung t61 1a 70,7%. C6 sy khac
biét c6 y nghia thong ké trong ty 1¢ duong tinh véi CDX-2 giita cic typ md bénh
hoc, trong d6 ung thu biéu md t& bao nhan cé ty 18 du(mg tinh cao nhét (100%) ung
thu biéu mo nhay ¢6 75% sb truong hop duong tinh va ung thu biéu mo tuyén co
71,2% s6 truong hop. Ung thu biéu mo tiry am tinh véi CDX-2. C6 su khéc biét ¢6
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y nghia thong ké trong ty 1¢ duong tinh v6i CDX-2 giita cac d¢ biét hoa (p<0, 05)
trong do ty 1¢ tu cao nhét dén thap din 12 d6 2 (75%), d6 4 (66,7%), do 3 (54,8%) va
d6 1 (21,6%). C6 su khac biét c6 y nghia thong ké trong ty 1¢ duong tinh v6i CDX-2
gitta cac do mod hoc (p<0,05), trong do ty 1¢ tir cao nhat dén thap dan 1a d6 2 (75%),
do 4 (66,7%), d0 3 (54,8%) va do 1 (21,6%). C6 su khac biét co y nghia thong ké
giita ty 1¢ duong tinh vi CDX-2 VA C4c ton thuong xam nhap thanh rugt, xim nhap
mach, hoai tir v xadm nhép viém.

Céc tac gia nudc ngoai Cung d4 cdng bd cac két qua khac nhau vé sy boc 16 cua
CDX-2 trong ung thu biéu mé dai tryc trang. Trong nghién ctru ctia Moskaluk va
CS (2003), nhung ung thu biéu md tuyen dai trang nhugm duong tinh manh véi CD2
trong 90% cac truong hop, trong khi cac ung thu biéu mo tuyén cua da day, thuc
quan va buong tring (cac typ dang ndi mac va nhay) c6 nhuém duong tinh lan téa
chi trong 20 dén 30% cac truong hop .

Theo két qua nghién ciu cta Delott va CS (2005), nhu¢m CDX-2 duong tinh &
71,8% (51/71) ung thu dai tryc trang, bao gém 74,5% céac ung thu biéu mo biét hoa
cao hogc vira va 65% cac u d¢ cao. Trong cac u do cao, 71,4% (5/7) u nhay, 100%
C4C U té bao nhan (3/3) va 50% (5/10) cac u kém biét hoa duong tinh véi CDX-2.
Céc tac gia di den két luan 1a CDX-2 1a mot dau 4n co lgi trong viée xac dinh biét
hoa typ ruét, hiém khi thay trong céc u tir cac vi tri khac duge danh gia va 6 thé ¢6
loi trong viéc xac dinh vi tri nguon goc ctia mot s6 u di can, tuy nhién CDX-2 khéng
phai 1a mot ddu 4n nhay cho ung thu biéu mé dai truc trang kém biét hoa.

Trong nghién ciu ctia Kaimaktchiev va CS (2004), CDX-2 nhuom nhén manh
trong 82,7% cua 1109 ung thu biéu m6 dai trang nbi chung va 81,8% cua cac bién
thé nhéy, khong c6 sy khac biét c6 y nghia trong nhuém cua cic u biét hoa cao
(96%) va céc u biét hoa vira (90,8%, = 0,18), nhung cac u kém bi¢t hoa c6 boc 16
chung gidam (56 0%, p < 0,000001). Céc tac gia da di dén két luan CDX-2 1a mot
dau 4n nhay va dic hiéu cho ung thu biéu mé tuyén dai tryc trang, mic du su boc 19
clia nd gidm trong cac u do cao.

Béng 4.3. Ty 1€ boc 1§ CDX-2 theo cac t4c gia

Tac gia Tong s0 bénh nhian TylE % (H)
Moskaluk va CS (2003) 71 90
Kaimaktchiev va CS (2004) 1109 82,7
Delott va CS (2005) 71 71,8
Chu Vin Bic (2014) 174 70,7

Her-2/neu.

Ty 1€ boc 16 ctia Her-2/neu (3+) trong nghlen Clru cuia chung toi 14 10,9%. Chi co
ung thu biéu mo tuyén va ung thu biéu mo nhay duong tinh véi Her-2/neu vei ty 1¢
thap (11,8% va 8,3% theo thu tu). Su khac biét khong c6 y nghia thdng ké (p>0,05).
Céc typ khac déu am tinh. C6 su khéc biét co y nghia thong ké trong ty 1¢ duong tinh
v6i Her-2/neu giita cac do biét hoa cia ung thu biéu mé tuyén (p<0,05), trong d6 ty
I& cao nhit 1a do 1(28,8%), sau d6 1a do 2 (20%) va d6 3 (12,9%). Do 4 khong co
truong hgp nao duong tinh véi Her-2/neu. Khong c6 su khac biét c6 ¥ nghia thong
ké trong ty 1& duong tinh véi Her-2/neu ctia cic do mo hoc thap va cao (p>0, 05) ty
I& duong tinh cua ca 2 do déu 1a 11, 8%. CO su khic biét c6 y nghia thong ké giira ty
I& duong tinh ctia Her-2/neu Véi cac ton thuong xam nhap thanh rugt, hoai tr u va

20

xa&m nhép viém (p<0,05), nhung khong c¢6 su khac biét co y nghia thong ké cia ty 18
duong tinh ctia Her-2/neu véi xam nhap mach (p>0 05)

Nhiéu nghlen Clru cla cac tac gia trong nudc va nudc ngoai da nghién ciru vé tan
suit boc 16 cia Her-2/neu va y nghia cua no trong ung thu biéu mod dai truc trang.
Theo Song va CS (2014) Her-2/neu 1a mot dich diéu tri ung thu c6 hiéu qué Tuy
nhién, nhimg bao cao ve ty 1¢ boc 19 clia nd trong ung thu biéu mo dai tryc trang o
su khac biét 16n. Nghién ctru ciia céc tac gia nham muc dich phét hién su boc 16 cua
Her-2/neu trong ung thu dai truc trang khi sir dung khéng thé Her-2/neu don dong
cua tho SP3 va 4B5. Sy bdc 10 qua muic cua Her-2/neu (2+ va 3+) la 7,5% (8/106)
v6i khang thé 4B5 va 3,8% (4/106) v6i khang thé SP3. C4 hai khing thé nhuom 3
truong hop Her-2/neu 3+ va FISH khang dinh su khuéch dai Her-2/neu khong Xay ra
& nhiing truong hop nay. Trong nghién ciru cua cac tac gla khang thé 4B5 nhay cam
hon SP3 trong phat hién Her2-/neu ciia ung thu biéu mo dai truc trang. Chi c6 2,8%
bénh nhan ung thu biéu mé dai truc trang ¢ thé huong lgi ich tur diéu tri khang thé
don dong . Trong nghién ctru cia Park va CS (2007) vé sy boc 16 cia Her-2/neu
trong ung thu dai tryc trang, 65/137 (47,4%) bénh nhan dugc xac dinh bang hoa md
mién dich c6 boc 16 qua mirc protein Her-2/neu. Su khuéch dai gen Her-2/neu dugc
phat hién & 2 bénh nhan bang FISH. Nhiing u c6 bdc 16 qua mirc Her-2/neu c6 ty 1&
ti phét sau phﬁu thudt cao hon (39,3% so vdi 14,6%, p=0,013). Nhitng bénh nhan c6
boc 16 qua murc Her- 2/neu két ho‘p voi ty 1¢ sdng thém 3 nam kém (70,8% so véi
83,7%) va ty 1& song thém 5 nam kém (55,1% so voi 78,3%, p<0,05). Nhu vdy, su
boc 16 qua mirc cia Her-2/neu 6 thé 1a mot yéu t6 tién lugng doc 1ap ¢ nhitng bénh
nhén ung thu dai tryc trang .

Bang 4.4. Ty 1€ bdc 16 Her-2/neu theo cac tic gia

TAac gia Tong s0 bénh nhan Ty 1€ % (1)
Park va CS (2007) 133 47,5
Lim va CS (2013) 95 25
Pappas va CS (2013) 51 3,9
Song va CS (2014) 106 75
Shin va CS (2014) 266 30,1

Vit Hong Minh Cong va CS (2014) 117 29,1
Chu Vin Bic (2014) 174 10,9

Nhu vay, ty 1€ boc 16 ciia Her-2/neu thay doi trong mot gidi han rong, tir 3,9%
dén 47,5%.
MUC-1

Trong nghién ctru ctia chung toi, ty 1€ duong tinh cia MUC-1 trong toan bo bénh
nhén [a 79,9% va trong nhém ung thu biéu mo tuyén 14 80,4%.. C6 su khac biét c6 y
nghia théng ké trong ty 1é duong tinh v6i MUC-1 glua cdc typ mé bénh hoc
(p<0,005), trong d6 ung thu biéu mo té bao nhan c6 ty 1€ duong tinh cao nhat
(100%), sau d6 1a ung thu biéu md tuyen (80,4%), ung thu biéu md nhay va ung thu
biéu m6 khong biét hoa déu co 75% cac truong hop duong tinh, ung thu biéu mb tuy
am tinh véi MUC-1. C6 su khac biét co y nghia thong ké trong ty 1¢ duong tinh ctia
MUC-1 giita cac d¢ bi¢t hoa cua ung thu biéu mo tuyen (p<0,05), trong do ty 1¢ tu
cao nhét dén thap dén 1a do 4 (100%), d6 3 (86, 7%), 40 2 (75%) va do 1 (24,4%).
Nhu vay co su lién quan ddo ngugc c¢6 y nghia thong ké gitta boc 16 cua MUC-1 véi
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d0 biét hoa cia ung thu biéu mo tuyen do biét hoa cang thap, ty 1€ boc 16 cia MUC-
1 cang tang Su boc 16 cuia MUC-1 ¢6 thé coy nghla tién luong xau hon. C6 sy khac
biét co y nghia thong ké trong ty 1€ duong tinh ctia MUC-1 gitta cac d6 m6 hoc cua
ung thu biéu mé tuyén (p<0,05), trong do ty 1¢ duong tinh cua do cao la 85,3% va do
thap 12 78,9%. CO su lién quan c6 y nghia thong ké gira ty 1¢ duong tinh cia MUC-1
VA Cac ton thuong xam nhap thanh rudt (p<0,05), nhung khong c6 su lién quan co y
nghia thong ké gitia ty 1€ duong tinh cia MUC-1 va céc ton thuong xam nhap mach,
hoai tir u va xam nhap viém (p>0 05)

Dé co mot s0 nghién ciru clia cac téc gid nudc ngoal Vé boc 16 cia MUC-1 trong
ung thu biéu mé dai tryc trang. Trong nghién ciru cia Matsuda va CS (2000), 86 ung
thu biéu mo dai truc trang dugc thu thap tur nhitng bénh nhan dugc cit bo u. Cac tidu
ban dugc nhuém mién dich véi MUC-1, MUC-2 va p53. Trong 86 trudng hop, 37
(43%) duong tinh vai MUC-1, 28 (33%) duong tinh véi MUC-2 va 59 (69%) boc 10
qué mirc p53. Su khac biét chi dugc phat hién trong ty 16 duong tinh cia MUC-1 véi
do sau cua xam nhdp u.

Theo nghién ctru ctia Yu va CS (2007) ty 1é dwong tinh caa MUC-1 1a 0,07%
trong niém mac dai truc trang binh thuong, 12,7% trong u tuyén dai truc trang va
45,3% trong ung thu biéu mo tuyen dai truc trang. Ty 1¢ duong tinh cia MUC-2 la
100% trong niém mac dai truc trang binh thuong, 90,0% trong u tuyen va 52,6%
trong ung thu biéu mo tuyén dai truc trang. Trong ung thu biéu mo tuyen dai truc
trang, su boc 16 cia MUC-1 va MUC-2 lién quan voi d§ biét hda u, sy xAm nhap va
di can hach bach huyét (n 150).

Trong nghién ciru cua Jang va CS (2002), su boc 1o cia MUC-1, MUC-2 va
protein 53 d4 duoc danh gia bang hoa mé mién dich, trong 97 truong hop ung thu,
44 (45%) duong tinh véi MUC-1, 39(40%) duong tinh véi MUC-2 va 58 (59%) c6
boc 16 qua murc cua p53. Sy dong bde 16 cia MUC-1 véi p53 va boc 16 kép MUC-1
va MUC-2 ¢6 ty I cao hon cua di can hach.

Bang 4.5. Ty 1€ boc 16 MUC-1 theo céc tac gia

Téac gia Tong s0 bénh nhian Ty1E % ()
Masuda va CS (2000) 86 43
Huang va CS (2002) 126 42,1
Jang va CS (2002) 97 45
Baldus va CS (2004) 205 50
Yu va CS (2007) 150 453
Chu Vin Bic (2014) 174 79,9
MUC-2

Ty 1¢ dwong tinh cia MUC-2 trong tong s6 bénh nhan nghién ctru ciia ching toi
la 48,3% va ty 1¢ duong tinh cia MUC-2 trong nhém ung thu biéu mo tuyén 1a
47,1%. C6 su khac biét c6 y nghia thong ké trong ty 1& duong tinh véi MUC-2 giita
cac typ mé bénh hoc (p<0,005), trong d6 ung thu biéu mo nhay va ung thu biéu mo
té bao nhan c6 ty 1é duong tinh cao (75% va 66,7% theo thir tu). Ung thu biéu mo
tuyén c6 47,1% duong tinh va ung thu biéu mo khong biét hoa co 25% cac truong
hop duong tinh. Ung thu biéu mé tiy 4m tinh véi MUC-2. Nhu vy ung MUC-2 dic
hiéu hon cho ung thu biéu mé nhay va ung thu biéu mé té bao nhan. C6 su khac biét
6 y nghia thong ké trong ty 1¢ duong tinh cia MUC-2 giira cc do biét hoa ctia ung
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thu biéu mé tuyén (p<0,05), trong d6 ty 1é tir cao nhét dén thap dan 1a d¢ 4 (66,7%) va
d6 3 (45,2%), dd 2 (41,3%) va do 1 (16,5%). Khong c6 su khac biét ¢6 ¥ nghia théng
ké trong ty 1& duong tinh ciia MUC-2 giita cac d6 mo hoc ciia ung thu biéu mé tuyén
(p>0,05), ty 1& duong tinh ctia ca 2 d¢ déu 1a 47,1%. C6 sy lién quan c6 ¥ nghia thong
ké gitra ty 1¢ duong tinh ciia MUC-2 v Céc ton thuong Xam nhap mach, hoai tir u ton
(p<0,05), nhung khong c6 lién quan c6 ¥ nghia thong ké giita ty 1¢ duong tinh cia
MUC-2 véi ton thuong xam nhap thanh rugt va xam nhap viém (p>0,05).

Bang 4.6. Ty 1€ boc 10 MUC-2 theo cc tac gia

Tac gia Tong s6 bénh nhin Ty1é % (+)
Masuda va CS (2000) 86 33
Huang va CS (2002) 126 36,5
Jang va CS (2002) 97 40

Yu va CS (2007) 52,6
Elzaheid va CS (2013) 49,7
Chu Vin Bic (2014) 174 48,3
Ki-67

Ty 1¢ boc 19 ctia Ki-67 trong nghién ctru clia chung t6i 14 68,4%. CO su khac biét
c6 y nghia thong ké trong 'ty 1& duong tinh voi Ki-67 gitra cac typ m6_bénh hoc,
trong d6 ung thu biéu mo té bao nhan, ung thu biéu mo tiy va ung thu biéu mo than
kinh noi tiet c6 ty 1¢ duong tinh cao nhat (100%), ung thu biéu mo nhay va khong
biét hoa co 75% sb truong hop duong tinh. Ung thu bleu mo tuyén c6 66,7% sO
truong hop duong tinh. C6 su khac biét c6 ¥ nghia thong ké trong ty 1€ duong tinh
Vi Ki-67 gitra cac do biét hoa (p<0,05), trong d6 ty 1& cao nhat 1a d6 2 va do 3, déu
13 70%, D 4 ¢o ty 1€ duong tinh 1a 33,3% va do 1c6 ty 1¢ thap nhat (17 3%). Co su
khac biét c6 ¥ nghia thong ké trong ty 1¢ duong tinh véi Ki-67 gilta cic do mé hoc
thap va cao (p>0,05), trong d6 do thap 14 67,2% va d¢ cao 14 67,6%. CO su khac biét
6 y nghia thong ké giita ty 1& duong tinh v&i Ki-67 va cac ton thuong xam nhap
thanh rugt, hoai tir dam 16n va xam nhap lym pho — twong bao nhung khong c6 su
khac biét c6 y nghia thong ké giita ty 1¢ duong tinh voi Ki- 67 va xam nhap mach.

Nhiéu cong trinh trong va ngoal nuéc di dé cap dén tan suat va y nghia ctia boc
16 Ki-67 trong ung thu biéu mo dai tryc trang. Trong nghién ctru cta Vi Hong Minh
Coéng va CS (2014), ty 1¢& boc 16 Ki-67 12 89,7% . Nghlen ctru ctia He va CS (2010)
cho thy ty 1¢ duong tinh cia boc 16 p53 va Ki-67 trong Cc4c mau moé ung thu dai truc
trang dugc xét nghiém (126 truong hop) 14 55,56% va 53,58%. Su boc 16 ctia p53 va
Ki-67 lién quan vdi tién lugng cua bénh nhan trong ung thu dai truc trang.

Trong nghién ctru cua Shin va Cs (2014) ty 1€ boc 16 cua p53, C- erbB2 va Ki-67
trong 266 bénh nhan ung thu biéu mo dai truc trang 12 60,9%, 30,1% va 74,4% céc
mau theo thir tu.

Béng 4.7. Ty 1€ boc 1§ Ki-67 theo cc t&c gia

Téac gia Tong s0 bénh nhan TylE % (H
He va Cs (2010) 126 53,58
Ahmeh va Cs (2012) 50 62
Shin va Cs (2014) 266 74,4
Vi Hong Minh Céng va CS (2014) 117 89,7
Chu Vin Bic (2014) 174 68,4
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P53

Nhiéu cong trinh trong va ngoai nude da cong b cac két qua nghién ciru hoa mod
mién dich ctia p53 trong ung thu biéu mo dai truc trang. Trong nude, nghién ciu cia
Vil Hong Minh Céng va CS (2014) d4 cho két qua ty 1& boc 16 p53 1a 57,3% cac
truong hop ung thu biéu mé dai tryc trang.

Trong nghién ctru ctia Huh va CS (2010), nhudém p53 duong tinh dugc phat hi¢én
phé bién hon trong ung thu biéu md tuyén dién hinh so voi “ung thu biéu mod nhay
(49% s0 Véi 17%, p = 0,007) va trong ung thu biéu mo tuyén kém biét hoa cao va
vira so v6i ung thu biéu mé tuyén kém biét hoa (50% so véi 32%, p = 0,03). Mirc do
boc 16 protein p53 1ién quan v&i di can hach (p < 0,001) va giai doan TNM cua ung
thu biéu mo tuyén dai truc trang (p = 0.006). Su bdc 16 ciia protein p53 lién quan véi
xu huéng tang xam nhap bach mach huyét quan (p = 0.058).

Ty 1€ boc 10 ciia p53 trong nghién ciru clia chung toi 1a 39,7%. CO sy khac biét co
y nghia thong ké trong ty 1¢ duong tinh voi p53 gilra cac typ mé bénh hoc, trong do
ung thu biéu md té bao nhan c6 ty 1€ duong tinh cao nhat (66,7%), sau d6 la ung thu
biéu mé khong biét hoa (50%), ung thu biéu md tuyen (39,3%) va ung thu biéu mo
nhay (33,3%). Cac truong hop ung thu biéu mo tiry va ung thu biéu m than kinh noi
tiét déu am tinh voi p53. Co su khac biét ¢6 ¥ nghia thong ké trong ty 1€ duong tinh
VGi p53 giita cac do biét hoa ciia ung thu biéu mé tuyén (p<0,05), trong do ty 1¢ cao
nhat 1a do 2 va d¢ 3 (41,3% va 38,7% theo thi tw). Do 1 chi c6 10,8% duong tinh va
d6 4 120%. CO su khac biét c6 y nghia thong ké trong ty 1¢ duong tinh voi p53 gitra
cac dd mo hoc thip va cao (p>0,05), trong do6 d¢ thap 1a 40,3% va do cao 1a 35,3%.
C0 su khac biét co y nghla thong ké giita ty 1¢ duong tinh ctia p53 va céc tén thuong
xa&m nhap thanh ruét va xdm nhap mach (<0,05), nhung khéng c6 sy khac biét co y
nghia thong ké cia ty 1¢ dwong tinh v6i p53 véi hoai tir u dam 16n va xam nhap
lympho -tuwong bao (>0,05).

Béang 4.8. Ty 1€ boc 16 p53 theo céac tac gid

Tac gia Tong s0 bénh nhan TyIE % (1)

Lazaris va CS (1995) 60 46,6
Salen va CS (1998) 65

Curtin va CS (2004) 61

Cohen va CS (2008) 171 55,8
Georgescu va CS (2007) 41 58,563
Vi Hong Minh Coéng va CS (2014) 57,3
Shin va Cs (2014) 266 60,9
Chu Vin Bic (2014) 174 39,7

Ung thu biéu mé tuyén t& bao nhin

N6i chung ung thu biéu mé t& bao nhan ciia dai trang ¢ hinh thai nhuom CK7,
CK20 va CDX-2 tuong tu nhu ung thu biéu mé tuyén cia dai trang. Tuy nhién, mot
ty 1& cao hon cac ung thu biéu mo té bao nhan duong tinh véi MUC-2 (100%) va
MUC-5AC (89%) va mét ty 1€ it hon duong tinh véi E.cadherin. Theo nghién cau
ctia Tereda ca Cs (2013), nhuém héa mé mién dich cic mau sinh thiét ctia 12 truong
hop ung thu biéu mo té bao nhan cta dai truc trang cho két qua 1a CDX-2 dwong tinh
& 93%, p53 & 75% va Ki-67 & 100% cic mau.
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Ung thu biéu mb tiy
. Theo Winn va CS (2008), ung thu biéu md khong biét hoa hodc ung thu
biéu m6 tiy duoc dac trung boi hinh anh m6 hoc dac biét va tién luong tuong dai tot
hon so véi ung thu biéu mé dai trang khdng biét hoa. Hai typ nay c0 thé kho phéan
biét tren xét nghiém mo6 hoc thong thuong. Chi c6 mot s6 nghlen Clru giGi han vé hoa
md mién dich ung thu biéu mé tay. Nhung nghién ctru ndy goi y rang s mat biét
hoa ruét dugc thé hién 1a ty 18 phén trdm am tinh cao cua CDX-2. Nghién cuu cua
céc tac gla da chi 10 ty 1€ cao hon c6 y nghia ctua ung thu biéu mé tiy so voi ung thu
biéu mo dai trang kém biét hoa co mat nhuém yéu to phién ma rugt CDX-2. CDX-2
duong tinh & 19% ung thu biéu md tiy va 55% ung thu biéu md khdng biét hoa
(p=0,003). MUC-1 va MUC-2 duong tinh & 67% va 60% theo thir tw. Nhu vay ung
thu biéu mo tay dai trang con gitr duge murc d biét hoa rudt cd y nghia nhu duge
chimg minh bang ty 1& cao nhudém véi MUC-1 va MUC-2.
KET LUAN
1.Vé mb hge
Ung thu biéu md tuyen chiém ty 1¢ cao nhat (87,9%), sau do la ung thu bleu
mo nhay (6,7%), ung thu biéu mo khong biét hoa chiém 2,3%, ung thu biéu mo té
bao nhin chiém ty 1¢ thip (1,7%). Ung thu biéu mé tiry chi c6 1 trudng hop (0,6%).
Xép 6 theo biét hoa ciia u: do 2 chiém ty 18 cao nhit (52,3%), sau do 1a do 1
(25,4%) va do 3 (20,3%). Do 4 chi c6 ba truong hop chiém 2%.Tén thuong xam
nhép thanh mac (78,7%), xdm nhap mach (44,9%), hoai tr dam 16n(34,6%), xam
nhap lympho- tuong bao (67,3%).
2. V& héa md mién dich
2. V& hoa md mién dich
- Céc dau 4n boc 16 thip: CK7(9,2%), Her-2/neu (10,9%), p53 (39,7%), MUC-
2(48,3%).
- Céc dau 4n boc 16 cao: CK20(62,7%), Ki-67(68,4%), CDX-2 (70,7%), MUC-
1(79,9), CK19( 96,5%).
- Kiéu hinh CK7(-)/CK19(+)/CDX-2(+) ¢on dic trung cao cho ung thu biéu mo
dai truc trang so v6i kiéu hinh CK7-/CK20+.
3. V& méi lién quan
- CO lién quan c6 y nghia thong ké cua ty 16 CK19, CK20, CDX2, P53,Ki-67
duong tinh véi cac typ MBH, DBH, PMH ctia UTBMT, xdm nhéap thanh rudt va
xam nhap lympho - tuong bao (p<0,05).
- Ty 1é duong tinh ciia MUC-1 ¢6 su lién quan c6 y nghia thong ké véi DBH,
DMH va ton thuong xdm nhép thanh rugt (p<0,05).
- Ty 1&¢ duong tinh cia MUC-2 ¢6 lién quan c6 y nghia thng ké giita cac typ
MBH, DBH, DMH, cic ton thuong xam nhap mach va hoai tir dam 16n (p<0,05).
KIEN NGHI
Kiéu hinh CK7(-)/CK19(+)/CDX-2(+) ¢on dic trung cao cho ung thu biéu mé dai
tryc trang so voi kiéu hinh CK7-/CK20+. Do do, c6 thé str dung kiéu hinh mién dich 3
dau an trén trong viéc chén doan phan biét ung thu biéu mo tuyén dai tryc trang véi
cac ung thu biéu mo tuyén cua cac co quan khac di can dén dai tryc trang, ciing nhu
chan doan xac dinh ung thur biéu mé dai truc trang di cin dén cac co quan khéc.
INTRODUCTION
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Colorectal cancer (CC) is a common disease in the world, each year, nearly
800,000 people are diagnozed of colon cancer and about half a million of people die
of this disease.
There has considerable difference in the rate of colorectal cancer between regions
Worldwide. In developed countries, this rate is 4-10times higher than that of the
developing countries. In Vietnam, CC is ranked in the fifth position after gastric,
lung, breast, throat cancer. To treat CC effectively, people must base on prognostic
factors. Furthermore, classical prognostic factors such as stage of disease, histologic
type, histologic level. At the present, researchers are intensively studying molecular
pathogenesis and gene to find out other prognostic factors related to clinical results
The advent of immunohistochemistry technique helps histopathological
classification of CC and become an effective method for diagnosis, classification,
treatment and prognosis evaluation, especially the tumors which are undifferentiated
or poorly differentiated. In Vietnam, many studies conducted on CC mainly focused
on epidemiological, clinical and treatment aspects, but few studies are conducted on
colorectal carcinoma under classification of WHO in 2000 as well as researches on
exposure of immune markers of the colorectal carcinoma by immunohistochemical
staining (IS) and their correlation with histopathologic characteristics in the CC. This
fact has stemed us to conduct project “Study on the expression of some
immunohistochemical markers and their correlations with histopathological features
of colorectal carcinomas” with the following targets:
1. Determine the histopathological types of the colorectal carcinoma based on
WHO in 2000
2. Evaluate correlation between some immunohistochemical markers and the
histopathological characteristics of colorectal carcinoma

NECESSITY OF THE PROJECT.

Initial diagnosis of colorectal cancer is often confused with other gastrointestinal
diseases because the symptoms of the disease are not typical, It requires many
methods to diagnose. The disease is increasingly tending to thrive because of food
unsafety, pollution of water supplies. The diagnosis is now only identified basing on
the normal HE staining, this method is not qualified to determine the types of cells,
as well as changes in cells at the molecular level. The researches conducted on the
application of immunohistochemistry in the diagnosis of colorectal cancer are still
limited, few researches on the exposure of gene products as well as the antigen in
cells of Colon cancel pathology. Immunohistochemistry is not only useful in
distinguishing between benign and malignant tumors, different subtypes, but also
can determine the origin of metastatic lymph nodes from the unknown nodes and
prognosis.

PRACTICAL SIGNIFICANCE AND NEW CONTRIBUTIONS
4. One more, the histopathological type of colorectal carcinoma is identified

according to WHO in 2000
5. Via immunohistochemical staining, phenotypes CK7(-)/CK19(+)/CDX-2(+) detected is

highly characterized for colorectal carcinoma compared with CK7-/CK20+.

6. Itis possible to use the immunophenotype CK7 (-) / CK19 (+) / CDX-2 (+) in the
differential diagnosis between colorectal carcinoma and other carcinoma of
colorectal metastases, and in indentification of colorectal carcinoma which is
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metastatic to other organs

CHAPTER 1: OVERVIEW
1.1. Epidemiology of colorectal cancer

According to the International Organization for cancer prevention (UICC), it is
estimated that each year, about 800,000 people get colorectal cancer worldwide. In
the developed countries, the rate of diseases is much higher, there was no change in
the frequency of disease and mortality.

In Vietnam, colorectal cancer is ranked in the fifth after gastric, lung, breast,
throat cancen and this trend is growing up. According to statistics of the K hospital,
the percentage of colorectal cancer is 9% out of total cancer patients. Cancer
recognition in Hanoian and Ho Chi Minh City population in 2001 showed CC is
ranked in the 4™ in men and 3 in women
1.2 Histopathology of colorectal carcinoma

CC is mostly adenocarcinoma which accounts for 95% to 98%. According to the World
Health Organization in 2000, colorectal carcinoma includes the following types

- Adenocarcinoma: depending on changes of gland and route structure,
adenocarcinoma is divided into the following categories:

+ Highly-differentiated adenocarcinoma: lesions with the formation of large and
clear glands to the columnar epithelial cells

+ Intermediate-differentiated adenocarcinoma: lesions predominating in the
tumor is the intermediate between the highly-differentiated adenocarcinomas and
poorly-differentiated adenocarcinoma

+ Poorly-differentiated adenocarcinoma: Lesions are unclear glands with poorly-
differentiated epithelial cells.

- Mucous gland carcinoma: tumor cells produce more mucus forming the node
cells or mucus-filled pores

- Ring cell carcinoma: ring-shaped cells containing mucus have less intention to
making a gland or route

- Small cell carcinoma.

- Squamous-cell carcinoma.

- Squamous-cell carcinoma gland.

- Medullary carcinoma

- Undifferentiated carcinoma
1.3 The immunohistochemical markers are made in research.

CK7, CK19, CK20, CDX-2, Ki-67, p53,Her-2/neu, Muc-1, Muc-2
1.4 The domestic and international research on the role of immune markers in
the diagnosis of the colorlectal carcinoma
1.4.1 in the world

Many pathologists in the world had presented their certain viewpoint in the study of one
or more of immunohistochemical markers in colorlectal carcinoma such as Park et al
(2002); Kende et al (2003); Yu et al (2007); In addition, it should mention to researches
conducted to provide the characteristic phenotype of colorectal carcinoma by Delott et al
(2005), Zhang and Zheng (20100), Tereda et al (2013), Shin et al (2014) ....

1.4.2 In the domestic
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Previously, some authors such as Hoang Kim Ngan et al (2006), Trinh Tuan
Dung and cs (2007) has made the study of diagnosis of colorectal cancer based on
the expression of some markers of tissue immune. However, the number of markers
is not much, no update is the latest classification of the world.

CHAPTER 2
RESEARCH SUBJECT AND METHODOLOGY

2.1. Study subjects

Study subjects include 174 patients histopathologically diagnosed with colorectal
carcinoma on surgical specimens in K and Tri Duc hospital from 10/2010 to 5/2014.
The biopsy tissue specimens was transferred to the Center for research and early
detection of cancer for immunohistochemical staining
2.2. Methodology

Research methodology described is cross-sectional and retrospective
2.2.1 Histological studies
2.2.1.1 Histological classification

All case studies are based on the template cut from paraffin blocks with the
specimens fixed by 10% formalin, processed in accordance with the normal
histology and diagnosed as colorectal carcinoma based on hematoxylin - eosin
staining template. Reading the results and histopathological classification is
according to the classification of the World Health Organization in 2000.
2.2.1.2. arrangement of differentiation and histology

We classify differentiation and histology of colorectal according to the system
WIHCh is the most commonly used system approved by the World Health
Organization (WHO) and the AJCC. Differentiation: is divided into 5 levels and
histological level is classified into 2 levels, low and high.
2.2.2 Immunohistochemical study

The blocks diagnosed colorectal carcinoma were cut and stained with

markers CK7, CK19, CK20, CDX-2, Ki-67, p53, Her-2 / neu, Muc-1 , Muc-2
2.3. Research indicators
2.3.1. Age and gender.
2.3.2. Clinical characteristics
2.3.3. Stage of the disease

Based on the TNM classification system, patients will be converted to the Dukes
classification system.
2.3.4. The histological criteria

Histopathological classification: according to the World Health Organization in
2000.

- The differentiation: is divided into 5 levels and histology is divided into 2
levels: low and high under Compton et al (2000) and Greene et al (2002).

- Evaluation of intrusion into the intestine, inflammatory and vessel infiltratation,
and tumor necrosis via CC specimen

- Assess the status of lymph node metastasis through lymph node biopsy.
2.3.5. The immunochistochemical criteria

The immunohistochemical markers were examined basing on expression of
immunohistochemical markers by: histological type, differentiation of the gland
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carcinoma, the histology of the gland carcinoma. The types of lesions penetrated into
the intestinal wall, vessels, necrosis and lymphocyte-cytoplasm
2.4 Date processing

+ The patients were registered information and data encryption

+ Analysis of clinical features, histopathology and the expression of the markers
of CC by software 15.0

+ Correlation is considered significant when tested with p <0.05. The statistics
are made with confidence of 95% (1-ay), errors 0.05.
2.5 EtIHCal aspects of research

The research proposal has been reviewed and approved by the Proposal approval
Board of Hanoi Medical University. This topic also belongs to the project of the
Centre for research and early detection of cancer under the Association of Science
and Technology of Vietnam "multi-center study is aimed to collect residual tissues
after surgery and biological fluids from the study subjects who get cancer as well as
biological fluids taken from healthy volunteers to study about the genome, the
protein, and biomarker "research proposal no AST-FPB- 005-VN, the project had
been approved by EtIHCs Board of Hanoi Medical University

CHAPTER 3: RESEARCH FINDINGS
3.1. General characteristics of research subjects
3.1.1. Age-based patient distribution characteristics
Table 3.1. Age group-based patient distribution characteristics

Age group n Percentage %
<30 3 1,6
31-39 9 52
40-49 32 18,4
50-59 57 32,8
>60 73 42,0
Total 174 100

Remarks: Age equal or larger than 60 gets the highest proportion (42%), followed
by 50-59 years (32.8%). 40-49 years old accounted for 18.4%. 31-39 have a low rate
(5.2%), only 3 cases are smaller than 30 years of age, accounting for 1.6%.
Age-based distribution characteristics <40 and > 40: age > 40 takes the majority
with (93,1%). age <40 only accounts for 6.9%. the average age falls on 56,79 +
12,54. The smallest and highest age is 20 and 83, respectively
3.1.2. Gender-based distribution characteristics

Table 3.2. Gender-based patient distribution characteristics

Gender n Percentage %
Male 80 46,0

Female 94 54,0
Total 174 100

Remarks: females get a higher percentage than male (54% compared with 46%).
Male/female proportion is 0.85

Some clinical characteristics: Colorectal cancer have a higher rate compared with
rectal cancer, according to the proportion (85.1% versus 14.9%).
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Classification of colorectal cancer stage according to Dukes: Dukes B stage cancer
accounted for the highest percentage (75.3%), followed by the Dukes C at a rate of 23%,
Dukes D has only 1 case (0.6%) and early Dukes A has 2 cases (1.1%).

Table 3.3. Status of lymph node metastasis

lymph node metastasis n Percentage %
metastasis 41 23,6
No metastasis 133 76,4
Total 174 100%

Remarks: Lymph node metastasis caused by CC accounts for 23.6%, CC without
lymph node metastasis accounts for a higher proportion (76.4%).
3.2 Histopathology of colorectal carcinoma

Table 3.4. Classification of histopathological type based on WHO 2000

MBH n Percentage %
Gland carcinoma 153 87,9
Mucus carcinoma 12 6,9
Ring cell carcinoma 3 1,7
Undifferentiated carcinoma 5 2,9
Marrow carcinoma 1 0,6
Total 174 100

Remark: Adenocarcinoma gets the highest percentage with (87,9%), followed by
Mucus carcinoma (6,9%), Undifferentiated carcinoma accounts for 2,9%, Ring cell
carcinoma is (1,7%) and Marrow carcinoma has only one case (0,6%).

Table 3.5. Arrangement of adenocarcinoma differentiation

Differentiation n Percentage %
Level 1 39 25,4
Level 2 80 52,3
Level 3 31 20,3
Level 4 3 2,0

Total 153 100

Remark: Level 2 accounts the highest percentage (52,3%), followed by level 1

(25,4%), level 3 is (20,3%). Level 4 has 3 cases, accounting 2%.

Histological low and high level of Gland carcinoma: this kind of classification

results low-level colorectal cancel accounts the majority with (77.8%), only 22.2%

classified into high level.

Intrusion of intestinal wall, vessels, larger necrosis and lymphocyte -cytoplasm:

lesions penetrated into serous account the highest percentage (78.7), followed by

muscle infiltration (20.1%), lesions localized in the lower mucosa account for a low

percentage (1.2%). 44.9% is the number of tissue intrusion, and larger necrosis

accounts for 34.6% and lymphocyte-same cells accounts for 67.3%.

3.3. Results of expression of immunohistochemical markers

Table 3.6. Expression of immunohistochemical markers of all patients (n=174)

Markers Positive cases Percentage (%)
CK7 16 9,2

CK19 167 96,5
CK20 106 59,1
CDX-2 123 70,7
Ki-67 119 68,4
p53 69 39,7
Her-2/neu 19 10,9
MUC-1 139 79,9
MUC-2 84 48,3

Remarks: Markers revealed high-to-low expression percentages include CK19
(96,5%), MUC-1 (79,9%), CDX-2 (70,7%) and Ki-67 (68,4%), CK20 (59,1%),
MUC-2 (48,3%), p53 (39,7%). other markers have a lower expression percentage
including Her-2/neu (10,9%) and CK7 (9,2%).

Table 3.7. Expression of immunohistochemical markers of gland carcinoma

Markers Positive cases Percentage (%)
CK7 13 8,4
CK19 149 97,4
CK20 96 62,7
CDX-2 108 70,5
Ki-67 103 67,3
P53 60 39,2
Her-2/neu 19 11,7
MUC-1 123 80,4
MUC-2 72 47,1

Remarks: CK19 shown the highest rate of expression (97,4%), followed by MUC1
(80,4%), CDX-2 (70,5%), Ki-67 (67,3%) and CK20 (62,7%). markers revealing low
positive rate include MUC-2 (47,1%), p53 (39,2%), and Her-2/neu (11,7%).
3.4. Relevance of some markers with histopathological characteristics
e CK7

Table 3.8. Relevance between expression of histopathological characteristics to CK7

IHC CK7
Histopathological type Positive Percentage % p
Adenocarcinoma (n=153) 13 8,4
Mucus carcinoma (n=12) 1 8,3
Ring cell carcinoma (n=3) 1 33,3 <0,05
Undifferentiated carcinoma (n=5) 1 20,0
Marrow carcinoma (n=1) 0 0,0

Remark: The histological type is in low positive rate for CK7. Ring cell carcinoma and
undifferentiated carcinoma accounts for 33.3% and 20.0%  respectively. Both
adenocarcinoma 8,4% and mucus carcinoma are 8.3% of positive cases. Marrow
carcinoma is negative for CK7. The difference between types brings statistical

significance.
Table 3.9 Relevance between expression of adenocarcinoma differentiation to CK7
IHC CK7
Difference Positive Percentage % p

Level 1(n=139) 1 0,7
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Level 2(n=80) 9 11,3 < 0,05
Level 3(n=31) 2 6,5
Level 4(n=3) 1 33,3

Remark: statistical relevance between expression of CK7 and differentiation of
adenocarcinoma (p<0,05).

Relevance between expression of histopathological level of adenocarcinoma to
CKZ7: no relevance brings statistical significance between expression of CK7 and
low or high differentiation of adenocarcinoma (p>0,05).

Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to CK7: relevance brings statistical
significance between expression of CK7 with intestine wall infiltration, tissue, large
necrosis (p<0,05), but no lymphocyte-cytoplasminfiltration(p<0,05).
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e CK20
Table 3.12. Relevance between expression of histopathological types to CK20
IHC CK20
Types Positive Percentage % p
Adenocarcinoma (n=153) 97 63,4
Mucus carcinoma (n=12) 4 33,3
Ring cell carcinoma (n=3) 2 66,6 <0,05
Undifferentiated carcinoma (n=5) 2 40,0
Marrow carcinoma (n=1) 1 100

Remarks: marrow carcinoma, ring cell carcinoma and adenocarcinoma are highly
positive to CK20 (100%, 66,6% and 63,4%, respectively). The difference between

types to CK20 brings statistical significance(p<0,05).

e CK19

Table 3.10 Relevance between expression of histopathological types to CK19

Table 3.13. Relevance between expression of adenocarcinoma differentiation to CK20

IHC CK20
Difference Positive Percentage % p
Level 1(n=139) 30 21,6
Level 2(n=80) 51 63,7 <0,05
Level 3(n=31) 14 452
Level 4(n=3) 1 33,3

Remarks.There has difference that brings statistical significance

in positive rate to

IHC CK19
Types Positive Percentage % p
Adenocarcinoma (n=153) 150 98,1
Mucus carcinoma (n=12) 10 83,3
Ring cell carcinoma (n=3) 3 100,0 <0,05
Undifferentiated carcinoma (n=5) 3 60,0
Marrow carcinoma (n=1) 1 100

Remark:Ring cell carcinoma and marrow carcinoma are positive to CK19 (100%).
Adenocarcinoma and mucus carcinoma are 98,1% and 83,3% positive to CK19,
respectively. Undifferentiated carcinoma is 3/5(60%) positive to CK19. The
difference between types to CK19 brings statistical significance(p<0,05).

Table 3.11. Relevance between expression of adenocarcinoma differentiation to CK19

CK20 between differentiated carcinoma (p<0,05), in which levels disclosing gradually-
reduced rate are 2, 3, 4and 1 (63,7%, 45,2%, 33,3% and 21,6%, respectively)
Relevance between expression of histopathology of adenocarcinoma to CK20:
there has difference that brings statistical significance in positive rate to CK19
between low and high histopathology of adenocarcinoma (p<0,05) in which low and
high levels are 68.1% and 44.1% positive
Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to CK20: appearing relevance that brings
statistical significance between positive rate to CK20and intestine wall infiltration,
inflammatory infiltration, but no tissue filtration and large necrosis.
e CDX2

Table 3.14 Relevance between expression of histopathological types to CDX-2

IHC CK19
Difference Positive Percentage % p
Level 1(n=139) 39 28,1
Level 2(n=80) 77 96,3 <0,05
Level 3(n=31) 31 100
Level 4(n=3) 2 66,7

Remark: level 3 and 2 have high positive rate to CK19 (100% and 96.3%
respectively). Level 4 is 66.7% positive to CK19. Level 1 only accounted 28.1% of
positive cases to CK19. there has difference that brings statistical significance in
expression of CK19 among undifferentiated carcinoma (p<0,05).

Relevance between expression of histopathology of adenocarcinoma to CK19:
there has no difference that brings statistical significance in expression of CK19
between low and high histopathology of adenocarcinoma (p>0,05).

Relevance between expression of intestine wall infiltration, tissue, large necrosis and
lymphocyte-cytoplasminfiltration to CK19: appearing relevance that brings statistical
significance between expression of CK19 with intestine wall infiltration, large necrosis
(p<0,05), but tissue and inflammatory infiltration (p<0,05).

IHC CDX-2
Type Positive Percentage % p
Adenocarcinoma (n=153) 109 71,2
Mucus carcinoma (n=12) 9 75,0
Ring cell carcinoma (n=3) 3 100,0 <0,05
Undifferentiated carcinoma (n=5) 2 40,0
Marrow carcinoma (n=1) 0 0

Remarks: there has difference which brings statistical significance in positive rate to
CDX-2 between histopathological types in which ring cell carcinoma accounts the
highest rate (100%), followed by mucus carcinoma with 75% of positive cases and
adenocarcinoma accounts for 71.2%. Marrown carcinoma is negative to CDX-2

Table 3.15. Relevance between expression of adenocarcinoma differentiation to CK20
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IHC CDX-2
Level Positive Percentage % p
Level 1(n=139) 30 21,6
Level 2(n=80) 60 75,0
Level 3(n=31) 17 54,8 <0,05
Level 4(n=3) 2 66,7

Remarks: There has difference that brings statistical significance in positive rate to
CDX-2 between levels (p<0,05), in which levels disclosing gradually-reduced rate
are 2 (75%), 4 (66.7%) and 3 (54.8%) and 1 (21.6%)
Relevance between expression of histopathology of adenocarcinoma to CDX-2:
there has difference that brings statistical significance in positive rate to CDX-2
between low and high histopathology of adenocarcinoma (p<0,05) in which low and
high levels are 68.1% and 44.1% positive, respectively
Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to CDX-2 : appearing difference that brings
statistical significance between positive rate to CDX-2 and intestine wall and tissue
filtration, lymphocyte-cytoplasminfiltration and large necrosis.
e Her-2/neu

Table 3.16 Relevance between expression of histopathological types to Her-2/neu
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Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to Her-2/neu: appearing difference that
brings statistical significance between positive rate to Her-2/neu and intestine wall
infilation lesions, lymphocyte-cytoplasm infiltration(p<0,05), and large necrosis, but
tissue infiltration (p>0,05).

¢ MUC-1
Table 3.18. Relevance between expression of histopathological types to MUC-1
IHC MUC-1 p
Type Positive Percentage %
Adenocarcinoma (n=153) 123 80,4
Mucus carcinoma (n=12) 9 75,0
Ring cell carcinoma (n=3) 3 100,0 <0,05
Undifferentiated carcinoma (n=5) 4 80,0
Marrow carcinoma (n=1) 0 0,0

Remarks: there has difference that brings statistical significance in positive rate to
MUC-1 between types of adenocarcinoma (p<0,05), in which ring cell carcinoma
accounts the highest percentage (100%), followed by Adenocarcinoma and
Undifferentiated carcinoma (80,4%; 80,0%), respectively, Mucus carcinoma gets
75% of positive case, Marrow carcinoma show negative cases to MUC-1.

Table 3.19. Relevance between expression of adenocarcinoma differentiation to MUC-1

HMMD Her-2/neu
Typ MBH Positive Percentage % p
Adenocarcinoma (n=153) 18 11,8
Mucus carcinoma (n=12) 1 8,3
Ring cell carcinoma (n=3) 0 0,0 >0,05
Undifferentiated carcinoma (n=5) 0 0,0
Marrow carcinoma (n=1) 0 0,0

Remarks: only gland mucus carcinoma are posit

ve to Her-2/neu at a low rate

IHC MUC-1 p
Level Positive Percentage %
Level 1(n=139) 34 24,4
Level 2(n=80) 60 75,0 <0,05
Level 3(n=31) 26 86,7
Level 4(n=3) 3 100,0

(11,8% and 8,3% respectively). Other types are negative. differentiation brings
statistical significance (p>0,05).
Table 3.17. Relevance between expression of adenocarcinoma differentiation to Her-2/neu

HMMD Her-2/neu
Level Positive Percentage % p
Level 1(n=139) 4 28,8
Level 2(n=80) 10 20,0 <0,05
Level 3(n=31) 4 12,9
Level 4(n=3) 0 0,0

Remarks: there has difference that brings statistical significance in positive rate to
Her-2/neu between levels of adenocarcinoma (p<0,05), in which the highest level is
1 (28,8%), followed by 2 (20%) and 3 (12,9%), no positive case shown by level 4 to
Her-2/neu.

Relevance between expression of histopathology of adenocarcinoma to Her-
2/neu: there has no difference that brings statistical significance in positive rate to
Her-2/neu of low and high histopathology of adenocarcinoma (p>0,05) in which
low and high levels are both 11.8% positive

Remarks: there has difference that brings statistical significance in positive rate to
MUC-1 between levels of adenocarcinoma (p<0,05), in which the highest level is 4
(100%), followed by 3 (86,7%), and 2 (75%) and 1 (24,4%).

Relevance between expression of histopathology of adenocarcinoma to MUC-1.:
there has difference that brings statistical significance in positive rate to MUC-1 of
histopathology of adenocarcinoma (p<0,05) in which high and low levels are 85,3%
and 78,9% respectively.

Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasm infiltration to MUC-1: appearing difference that
brings statistical significance between positive rate to MUC-1 and intestine wall
infilation lesions(p<0,05), but lymphocyte-cytoplasm infiltration and large necrosis,
tissue infiltration (p>0,05).

MUC- 2
Table 3.20 Relevance between expression of histopathological types to MUC-2

IHC MUC-2

Type Positive | Percentage % p
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Adenocarcinoma (n=153) 72 47,1
Mucus carcinoma (n=12) 9 75,0
Ring cell carcinoma (n=3) 2 66,7 <0,05
Undifferentiated carcinoma (n=5) 1 20,0
Marrow carcinoma (n=1) 0 0,0

Remarks: there has difference that brings statistical significance in positive rate to
MUC-2 between types (p<0,05), in which mucus carcinoma and ring cell carcinoma

account a high percentage (75% and 66,7%

respectively).

Followed by

adenocarcinoma 47,1% and Undifferentiated carcinoma (20%), respectively, Marrow

carcinoma show negative cases to

MUC-2.

Table 3.21. Relevance between expression of adenocarcinoma differentiation to MUC-2

IHC MUC-2
Level Positive Percentage % p
Level 1(n=139) 23 16,5
Level 2(n=80) 33 41,3 <0,05
Level 3(n=31) 14 45,2
Level 4(n=3) 2 66,7
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Level 2(n=80) 56 70,0 <0,05
Level 3(n=31) 22 70,9
Level 4(n=3) 1 33,3

Remarks: there has difference that brings statistical significance in positive rate to
Ki-67 between levels (p<0,05), in which the highest level is 2 and 3 (70%; 70,9%),
followed by 4 (33,3%) and 1 (17,3%).

Relevance between expression of histopathology of adenocarcinoma to Ki-67:
there has difference that brings statistical significance in positive rate to Ki-67
between high and low histopathological level (p>0,05), the low level is 67,2% and
the high level is 67,6%.

Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to Ki-67: there has difference that brings
statistical significance between positive rate of Ki-67 and intestin wall infilation

Remarks: there has difference that brings statistical significance in positive rate to
MUC-2 between levels of adenocarcinoma (p<0,05), in wIHCh the highest level is 4
(100%), followed by 3 (86,7%), and 2 (75%) and 1 (24,4%).

Relevance between expression of histopathology of adenocarcinoma to MUC-2:
there has no difference that brings statistical significance in positive rate to MUC-2
of histopathology of adenocarcinoma (p>0,05), the positive percentage of both levels
is 47.1%

Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to MUC-2: there has relevence that brings
statistical significance between positive rate of MUC-2 and tissue infilation lesions,
large necrosis (p<0,05), but lymphocyte-cytoplasminfiltration and intestine wall
infiltration (p>0,05).

lesions, large necrosis, lymphocyte-cytoplasminfiltration (p<0,05), but tissue
infiltration (p>0,05).
* P53
Table 3.24 Relevance between expression of histopathological types to P53
IHC P53
Types Positive Percentage % p
Adenocarcinoma (n=153) 61 39,9
Mucus carcinoma (n=12) 4 33,3
Ring cell carcinoma (n=3) 2 66,7 <0,05
Undifferentiated carcinoma (n=5) 2 40,0
Marrow carcinoma (n=1) 0 0

Remarks: there has difference that brings statistical significance in positive rate to
p53 between types in which Ring cell carcinoma get the highest percentage (66,7%),
followed by Undifferentiated carcinoma (40%), Adenocarcinoma (39,3%) and
Mucus carcinoma (33,3%) and Marrow carcinoma is negative to p53.

Table 3.25. Relevance between expression of adenocarcinoma differentiation to p53

IHC p53
Level Positive Percentage % p
Level 1(n=139) 15 10,8
Level 2(n=80) 33 41,3
Level 3(n=31) 12 38,7 <0,05
Level 4(n=3) 0 0,0

Ki67
Table 3.22. Relevance between expression of histopathological types to Ki-67
IHC Ki-67
Types Positive Percentage % p
Adenocarcinoma (n=153) 102 66,7
Mucus carcinoma (n=12) 9 75,0 <0,05
Ring cell carcinoma (n=3) 3 100,0
Undifferentiated carcinoma (n=5) 4 80,0
Marrow carcinoma (n=1) 1 100,0
Remarks: there has difference that brings statistical significance in positive rate to

Ki-67 between types (p<0,05), in which Ring cell carcinoma and Marrow carcinoma
get the highest percentage (100%), followed by Undifferentiated carcinoma 80,%

and Mucus carcinoma (75%) and Adenocarcinoma (66,7% ).
Table 3.23. Relevance between expression of adenocarcinoma differentiation to Ki-67

IHC

Ki-67

Level

Positive

Percentage %

p

Level 1(n=139)

24

17,3

Remarks: there has difference that brings statistical significance in positive rate to
p53 between levels of adenocarcinoma (p<0,05), in which the highest level is 2 and
3 (41,3% and 38,7%, respectively), followed by 1 (10,8%) and 4 (0%).

Relevance between expression of histopathology of adenocarcinoma to p53:
there has no difference that brings statistical significance in positive rate to p53
between high and low histopathological level (p>0,05), in which the low level is
40,3% and the high level is 35,3%.

Relevance between expression of intestine wall infiltration, tissue, large necrosis
and lymphocyte-cytoplasminfiltration to p53: there has difference that brings
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statistical significance between positive rate of p53 and intestin wall infilation
lesions and tissue infiltration (p>0,05), but large necrosis, lymphocyte-
cytoplasminfiltration (p<0,05)

CHAPTER 4. DICUSSION

4.1. Age and gender
4.1.1. Age

In our study, the highest percentage belongs to the age > 60(42%), followed by 50-
59 years-old (32.8%), 40-49 years-old accounts 18.4%, 31-39 years old accounts the
lowest percentage (5.2%), only 3 cases < 30 years old, accounting for 1.6%. The age >
40 accounts the majority with 93.1%, 6.9% belongs to the age <40. The average age is
56,79 £12,54, the smallest age is 20 and the most elderly is 83

Research works of domestic and foreign authors also shown the same findings of
age of colorectal carcinoma patients. According to McFarlane and et at (2004), the
average disease age is 65.5 and restricted to 19-94 years-old. According to
researches of Fuszek and et al (2006), the average disease age is 65,2 + 12,5. Phan
Van Duyet (2000) said that the average age of 138 patients in Viet Tiep Hospital,
Hai Phong is 63,7 years-old, the lowest age is 16, the most elderly is 80 years-old in
which the most popular age is arranged from 40-69 years-old (77,3%) . According to
Le Van Thieu (2013), the average age of the patient group selected for research is
61,7 + 12,3, the lowest age is 21 years-old, the highest age is 81 years-old in which
three groups of age that have the highest percentage of disease is arranged from 60-
90 years-old, accounting 32.9%, age group is arranged from 50-59 years-old and 70-
79 years-old and 70-79 year-old group accounts for 25.3%
4.1.2. Gender

In our research, female rate is higher than the rate of male (54% compared with
46%). Male/female proportion is 0.85. This result is suitable with other results
conducted by other researches. Results achieved from researches of Le Quang Minh
(2012), Pham Van Nhien (2000) are 0,93/1 amd 0,96/ , respectively. However, in
some researches, the disease proportion of male is often higher than female. It is
shown in researches of Pham Van Duyet (2002) , Nguyen Viet Nguyet (2008),
Hoang Kim Ngan (2006) as 1,09/1; 1,1/1; 1,16/1, respectively. According to result of
Phan Van Hanh (2004), this proportion is 1,98/1. Boutard and his partner (2004)
conducted their researches about epidemiology of colorectal cancer with the
male/female proportion of 1,57 in Ameria, 1,53 in Australia and 1,55 in Denmark,
0.01 in Colombia. Anyway, this difference is because of impaction from research
site as well as sample selection method and sample size
4.2. Histopathology
4.2.1. Classification of histopathology

In our study, adenocarcinoma accounts for the highest percentage (87.9%),
followed by mucus carcinoma (6.7%), undifferentiated carcinoma gets 2.3 %, ring
cell carcinoma accounts a low percentage (1.7%). Marrow carcinoma only takes 1
case (0.6%). The rate of histologic type is also under limit of the estimated
proportion of Redton et al (2009) mentioned above. Results of the study achieved
from domestic and international authors are also the same.

Research results of Manhuxka - Kerliu and et al (2009) conducted on 149 cases,
colorectal carcinoma and adenocarcinoma are the most popular types found out in
85.90% of cases, including 60,94% in male and 39,06% in female, squamous cell
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carcinoma accounts for 7.38% in which 63,63% is male and 36,36% is female;
mucus carcinoma accounts for 4,68%, including 57,15% in male and 42,85% in
female meanwhile only 0.71% cases of each kind are found out with squamous cell
carcinoma, undifferentiated carcinoma, carcinoma in situ. In researches conducted
by Doan Huu Nghi and et al (1995), gland and mucus carcinoma accounts for 88.2%,
9,8% , respectively

According to research of Nguyen Quang Thai and et al (1998), gland and mucus
carcinoma accounts for 83,7% and 13,3%, respectively. Researches of Le Dinh
Roanh and et al (1999) said that the most popular type of the colorectal cancel is
adenocarcinoma (79.6%), followed by mucus carcinoma accounts for (17,3%).
Nguyen Ngan’s researches revealed that gland and mucus carcinoma account for
87,4% and 10,5%, respectively. in researches of Vu Hong Minh and et al (2014),
adenocarcinoma accounts the majority in which highly-differentiated carcinoma
accounts for 30.8%, medium-differentiated carcinoma accounts for 49.6%, poorly-
differentiated carcinoma accounts for 3.4%; mucus carcinoma accounts for 15.3%;
undifferentiated carcinoma accounts only 0.9%. The following summary table
presents histopathology of colorectal cancel of each author.

Table 4.1. histological classification of the colorectal carcinoma

Author Gl_and mucus Ring_-cell
carcinoma | carcinoma | carcinoma
Doan Huu Nghi (1994) 88,2 9,8
Nguyen Quang Thai (1998) 83,7 13,3
Le Dinh Roanh (1999) 79,6 17,3
Nguyen Ngan (2002) 87,4 10,5
Manhuxka - Kerliu va CS (2009) 85,9 4.6
Chu Van Duc (2014) 87,9 6,7 1,7
In our research, 12/174 (6,9%)cases are mucus carcinoma. The WHO defined

mucus carcinoma basing on degree of mucus (the turmor contains > 50% of mucus).
The term “adenocarcinoma with mucus image” is often used to describe tumors with
mucus which brings significance (>10% but <50%). Most of mucus carcinoma
contain epithelium covering partly mucus cavity or epithlium layer detached into
mucus. When above 50% of tumors contain ring cells, tumors are classified into
“ring-cell carcinoma” (or carcinoma, ring cell type) even when above 50% tumors
contain mucus out of the cell.

In our research, 3/174 (1,7%) cases are ring cell carcinoma. On histology, tumor
cells of ring cell carcinoma contain mucus cavity, it pushes nucleus out of
cytoplasm’s perimeter. One group of round ring cells has focal nucleus in the center
without clear mucus cavity. Compared with ring cell carcinoma of the stomach,
colorectal ring cell carcinoma is often attached with intracellular mucus and it causes
less infiltration into tissue. Despite that expression of mucus does not help in
distinguishing metastatic ring cell carcinoma of the stomach with colorectal
carcinoma, it helps in distinguishing with lung cancer, in this location, it is positive
to MUC-1 and TTF-1 (a transcription factor of the thyroid gland) and negative to
MUC-2, compared with tumors of the stomach and colon, they are usually negative
to MUC-1 and TTF-1 and positive to MUC-2 (20). In some colorectal cancers with
secretion of mucus, it is availabe a mixture of forming intra-extracellular mucin
forming a combined ring-mucus cancer
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In our research, 5/174 (2,9%) cases are undifferentiated carcinoma. The term
‘undifferentiated carcinoma’ restricts in cancers which show epithelial evidence but
no clear formation of gland. Some authors accept this term for tumors with small
proportion (< 5%) of gland formation. Hence, most of undifferentiated tumors are
poorly-undifferentiated gland carcinoma.

In our research, 1/174 (0,6%) cases are marrow carcinoma. Marrow carcinoma is a
type of colorectal carcinoma which is newly recognized by WHO and firstly
described by Jessurun and et al. This tumor is classified as undifferentiated
carcinoma. It includes multfaceted cells with bag-shaped nucleus, larger cytoplasm
and typical nucleus combined with lymphocite response

4.2.2 Classification of tumor levels

Our research result shows no case that is unable to classify, level 2 accounts the
highest percentage (52,3%), followed by level 1 (25,4%) and 3 (20,3%). Level 4 has
only 3 cases, accounting 2%. Histologic classification under 2-degree system results
majority of colorectal cancer belongs to low level (77,8%), high level only accounts
for 22,2%.

Some domestic researches have classified basing on different system and
standard, Nguyen Ngan divided adenocarcinoma into 3 levels and the result is level 1
accounts for 18,4%, level 1l accounts for 64,0% and level 111 accounts for 17,6%. Le
Dinh Doanh and et al (1999) evaluates adenocarcinoma histology basing on changes
in nucleus, number of nucleus divided and tubular structure. It results 19,6%
belongs to level I, 55,9% is at level I, and 24,6% is at level 11l. According to Tran
Thang (2003), highly-differentiated level of colorectal cancer accounts for 22.8%;
moderately-differentiated level accounts for 50.9% and poorly-differentiated level
accounts for 26.3%. Trin Tuan Dung (2007) also found out that highly-differentiated
adenocarcinoma accounts for 32.72%, moderately- differentiated adenocarcinoma
accounts for 47,27%, and poorly- differentiated adenocarcinoma accounts for 3,63%
. Results of this research as well as our research’s results shown that level 2 is the
highest proportion.

According to Ueno and et al (2012), normal tumor grading system based on
tumor differentiation may not be always optimal because of difficulties in objective
evaluation and prognostic value is not enough to make a decision in treatment of
colorectal cancer. The research of the author is amed to identify the importance of
evaluating the quantity of poorly-differentiated cell clusters such as the first standard
for arrangment of histological level of colorectal carcinoma.

Five hundred patients in the stage Il and I1l (2000-2005) were retrospected on
histopathology. The clusters > 5 cells without gland-like structures were counted
under the objective lens x 20 in a glass field containing the largest number of
clusters. Tumors <5, 5-9 and > 10 were classified as level 1 (G1), level 2 (G2) and
level 3 (G3), respectively (n = 156.198 and 146 u, respectively). The survival rate for
more 5 years of patient without disease is 96%, 85% and 59% for G1, G2, and G3,
respectively (p= 0,0001). Poorly-differentiated clusters that affect survial results do
not depend on T and No stages and can help classify patients basing on survival
result compared with tumor stage more effectively. New histological grading system
of authors is expected less objectively and to provide more information about
predicted prognosis compared with tumor grading system and normal TNM stage
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4.2.3 lesions infiltrated into intestine wall, tissue, large necrosis and lymphocyte-
cytoplasm

Serous lesions infiltration accounts the highest percentage (78.7%), followed by
muscle invasive (20.1%), lesions localized in the lower mucosa accounts low
percentage (1.2%). 44.9%, 34,6% and 67,3% are of tissue intrusion, large clusters
necrosis and lymphocyte-cytoplasm infiltration

According to research of Krasna and et al (1988), percentage and meaning of
tissue infiltration of 77 colorectal carcinoma patients treated more than 6 years have
been analyzed. Tissue infiltration is found out at 37,6% patients. The proportion of
metastasis in patients with tissue infiltration is 60%, while this proportion is jusst
17% in patients with no tissue infiltration. Survival rate for more 5 years in patients
with tissue infiltration is 62%. Thus, the identification of tissue infiltration lesions in
colorectal carcinoma can provide information useful for determining prognosis.

In the study conducted by Abdulkader et al (2006), tissue infiltration evaluated
uses elastic fibers dyed in 208 cases of colorectal cancer. The control group included
290 cases in which tissue infiltration is evaluated purely on conventional HE staining

The sensitivity of the tissue infiltration detection in colorectal cancer has been
improved significantly after putting elastic staining into practice (46.2% versus
35.5% in the control group; p = 0.014). Bellis et al's study (1993) shown 160 cases of
colorectal carcinoma detected with tissue infiltration on the HE staining template.
Tissue infiltration is detected in 49 cases (30.6%). Immunohistochemical staining
was performed on the next slices with HE slices in the first 50 patients using
antigens associated with factor VIII and anti-actin of people. The proportion of
positive cases with tissue infiltration in this group of 50 patients on the HE slices
was 20% and 62% , respectively on the specimens stained with antibodies against
factor VIIl and actin

Our research result about tissue infiltration also belongs to general limits of other
authors’s researches.

4.3. Immunohistochemistry
4.3.1. General expression percentage of markers of the entire patient

Markers with expression percentage arranged from high to low level include:
CK19 (96,5%), MUC-1 (79,9%), CDX-2 (70,7%) and Ki-67 (68,4%), MUC-2
(48,3%), p53 (39,7%). Other markers with the lower expression rate include /neu
10,9% and CK7 9,2%

In the group of adenocarcinoma, CK19 has the highest level of expression
(97,4%), followed by MUC-1 (80,4%), CDX-2 (70,5%), Ki-67 (67,3%) and CK20
(62,7%). markers with lower positive percentage include MUC-2 (47,1%), p53
(39,2%), and Her-2/neu (11,7%).

4.3.2. Expression of markers
CK7 and CK20

In our research, general positive percentage of CK7 in the colorectal
carcinoma is 9.2%. The histological types have low positive rate to CK7. Ring cell
carcinoma accounts for 33.3% and undifferentiated carcinoma accounts for 20.0%.
Adenocarcinoma and mucus carcinoma are 8.3% of positive cases. Marrow
carcinoma is negative to CK7. The difference between the histological types has
statistical significance (p <0.05).
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For CK20, general positive rate of this mark in the colorectal carcinoma is 59.1%.
Marrow carcinoma, ring cells and adenocarcinoma are highly positive rate to CK20
(100%, 66.6% and 63.4% respectively). There are stastical differences in the positive
proportion for CK20 between differentiation of adenocarcinoma (p<0,05) in which
gradually-decreased expression rate is level 2, level 3, level 4 and level 1 (63,7%,
45,2%, 33,3% and 21,6%, respectively). There are differences in statistical significance
of positive rate with CK20 among the low and high epithelial level of adenocarcinoma
(p <0.05), in which the low level’s positive rate 68.1% and the high level’s positive
rate is 44.1%. This means that expression of CK20 decreases basing on differentiation.
there has differentiation that bring statistical significance between positive level to
CK20 and intestine wall infiltration lesion, inflammatory infiltration, but no difference
that is statistically significant between the positive proportion for CK20 and vessel
infiltration and tumor necrosis.

According to research conducted by other authors, most (80% to 100%) of
adenocarcinoma is strongly positive and diffused to CK20, but only some of tumors
are positive or negative. In the study conducted by Kende et al (2003), the highly and
moderately- differentiated adenocarcinoma  of colon, including appendicitis,
phenotype CK7- / CK20 + in most cases, as well as the ring cell carcinoma, but half
of poorly-differentiated carcinoma have revealed unusually as well as most of
carcinoid / mixed adenocarcinoma.

In a research conducted and Park and et al (2002) about expression of CK7 and
CK20 between adenocarcinoma and colon carcinoma, 71% (207/289) of gastric
carcinoma is positive to CK7 meanwhile only 9% (21/225) of colorectal carcinoma
is positive to CK7; 41% (117/289) gastric carcinoma and 73% (165/225) of
colorectal carcinoma is positive to CK20, CK7-/ CD20+ gets the highest percentage
68% of colorectal carcinoma and depends on histological level of tumors (75% of
low level is compared with 52% of high level). In our research, general positive rate
of CK7 in the colorectal carcinoma is 9.2% which is nearly similar to research result
of Park, 9%. According to Yu and et al (2007), above 68 cases of colorectal
carcinoma have shown that positive rate disclosed to CK20 is 89.7% and to CK7 is
35.7%

According to Goldstein and et al (2000), in terms of immunohistochemistry, a
phenotype CK7-/ CK20 + is favor of primary tumors of the colon while CK7 +/
CK20- is favor of metastasis.

Table 4.2. Expression of CK7

Authors n CK7 (%) CK20 (%)
Park and et al (2002) 225 9 73,0
Yu and CS (2007) 68 35,7 89,7
Chu Van Duc (2014) 174 9.2 59,1

The above table has shown positive rate of CK7 in the colorectal carcinoma is
restricted from 9% to 35.7% and positive rate of CK20 is restricted from 59.1% to
89.7%. This means that CK7-/CK20+ is an immune phenotype of primary colorectal
tumors
CK19
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Expression of CK19 in our research is 96.5%. All cases of ring cell carcinoma
and marrow carcinoma are positive to CK19 (100%). 98.1% of adenocarcinoma and
83.3% of mucus carcinoma are positive to CK19. 3/5 (60%) of undifferentiated
carcinoma are positive to CK19. there has differentiation that brings statistical
significance between expression of CK19 and histopathological types. basing on
differentiation of adenocarcinoma, level 3 and 2 have high positive rate to CK19
(100% and 96.3%, respectively). Level 4’s positive rate is 66.7%. Level 1 only has
28.1% of cases positive to CK19. There has differentiation that brings statistical
significance between differentiated levels of adenocarcinoma (p<0,05). There has no
differentiation that brings statistical significance in expression of CK19 between low
and high histopathological level of adenocarcinoma (p>0,05). There has relevance
that brings statistical significance between CK19 with intestinve wall and tumors
necrosis (p>0,05), but has no relevance that bring statistical significance between
expression of CK19 with tissue and imflammatory infiltration.

Research of Tereda and et al (2013) about expression of cytokeratin in the ring
cell car

Researches of Tereda and et al (2013) about expression of cytokeratin in the ring
cell carcinoma of the colon has discovered that the discolure rate of CK19 is 58%.
The research also indicated that phenotype CK7-/CK20+, CK7-/CK19+ va CK7-
/CK20- are types dominating its significance in the ring cell carcinoma.

Researches conducted by Zhang and Zheng (2010) have resulted that CK7 has a
low and high percentage of expression in the colorectal cancer meanwhile CK19 has
a high expression to the colorectal cancer and CK7-/CK19+ can be expression
characteristics of colorectal cancer
CDX-2

Expression of CDX-2 in our research is 70.7%. There has difference that brings
statistical significance in the positive rate to CDX-2 between histopathological types
in which ring cell carcinoma has the highest postivie percentage (100%), positive
cases of mucus carcinoma is 75% and adenocarcinoma is 71.2% of positive cases.
Marrow carcinoma is negative to CDX-2. There has difference that brings statistical
significance in postive rate to CDX-2 between differentiated levels (p<0,05) in
which the rate arranged from the lowest to highest is level 2 (75%), level 4 (66,7%),
level 3 (54,8%) and level 1 (21,6%). There has difference that brings statistical
significance in the postivie rate to CDX-2 between histopathological level (p<0,05),
in which the highest level is level 2 (75%), followed by level 4 (66,7%), level 3
(54,8%) and level 1 (21,6%). There has difference that brings statistical significance
between positive rate to CDX-2 and intestine wall and tissue infiltration lesions,
necrosis and imflammaroty infiltration

Foreign authors also published different results on expression of CDX-2 in the
colorectal carcinoma. In research conducted by Moskaluk and et al (2003), stained
colorectal carcinoma is strongly positive to CD2 with 90% of cases meanwhile
adenocarcinoma of colon, esophagus and ovary (endothelial and mucous types) with
positive staining diffused in 20 to 30% of cases.

According to research of Delott and et al (2005), positive CDX-2 staining in
71,8% (51/71) of colorectal cancer, including 74,5% of highly or moderately-
differentiated carcinoma and 65% of high level tumors. In high level tumors, 71,4%
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(5/7) is mucosal tumors, 100% of ring cell tumors (3/3) and 50% (5/10) of poorly-
differentiated tumors positive to CDX-2. Authors’s conclusion is CDX-2 is a marker
advantegous in determining differentiation of intestine types, scarcely used to
evaluate at other positions and possibly advantegous in identifying origin of some
metastatic tumors. However, CDX-2 is not a mucosal marker for poorly-
differentiated colorectal cancers.

In research of Kaimaktchiev and et al (2004), 82.7% of strong nuclear staining
for CDX-2 out of 1109 colorectal cancer and 81.8% of mucosal variants, there has
no differentiation that brings staining significance of highly-differentiated tumors
(96%) and moderately-differentiated tumors (90,8%, = 0,18), but poorly-
differentiated tumors have general expression decrease to (56,0%, p < 0,000001).
Authors have concluded that CDX-2 is a marker sensitive and particularly effective
to colorectal carcinoma despite that its expression decreases in high level tumors.

Table 4.3. expression of CDX-2

Authors Total patients % (+)
Moskaluk and et al (2003) 71 90
Kaimaktchiev and et al (2004) 1109 82,7
Delott and et al (2005) 71 71,8
Chu Van Duc (2014) 174 70,7

Her-2/neu.

Expression percentage of Her-2/neu (3+) in our research is 10.9%. Only gland
and mucus carcinoma are positive to Her-2/neu at a low percentage (11,8% and
8,3%, respectively). Differentiation has no statistical significance (p>0,05). Other
types are negative. There has difference that brings statistical significance in the
positive percentage to Her-2/neu between differentiation in the adenocarcinoma
(p<0,05), in which the highest level is level 1(28,8%), followed by level 2 (20%)
and level 3 (12,9%). No case of Level 4 is positive to Her-2/neu. There has no
difference that brings statistical significance between positive percentage of Her-
2/neu to intestine wall and imflammary infiltration, tumor necrosis (p<0,05), but no
difference that brings statistical significance of positive percentage of Her-2/neu to
tissue infiltration (p>0,05)

Many researches of domestic and international authors conducted on frequency
of expression of Her-2/neu and its significance to colorectal carcinoma. According to
Song and et al (2014), Her-2/neu is an effective purpose for cancer treatment.
However, reports about its expression in the colorectal carcinoma brings large
difference. Researches of authors are aimed to develop expression of Her-2/neu in
the colorectal cancer when using monoclonal antigents Her-2/neu of rabbit SP3 and
4B5. The excessive expression of Her-2/neu (2+ va 3+) is 7,5% (8/106) with 4B5
antigens and 3,8% (4/106) with SP3 antigens. Both staining antigens Her-2/neu 3+
and FISH ascertained that amplification of Her-2/neu does not occur in these cases.
In author’s researches, antigen 4B5 is more sensitive than SP3 in discovering Her2-
/neu of the colorectal carcinoma. Only 2.8% of patient can be benefited from
monoclonal antigen treatment. In research of Park and et al (2007) about expression
of Her2-/neu in colorectal cancer, 65/137 (47,4%) patients are confirmed by
immunohistochemistry with excessive expression of protein Her-2/neu. Her-2/neu
gene amplification is discovered on 2 patients by FISH. Tumors with excessive
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expression of Her-2/neu have a higher percentage of relapse (39,3% compared with
14,6%, p=0,013). Patients with excessive percentage of Her-2/neu combined with
more- than -3 -year survival rate get the lower percentage (70,8% compared with
83,7%) and with more-than-5-year survival rate is lower (55,1% compared with
78,3%, p<0,05). Hence, excessive expression of Her-2/neu can become an
independent prognostic factors on colorectal cancer patients.

Table 4.4. Expression rate of Her-2/neu

Authors Total patients % (+)
Park and et al (2007) 133 47,5
Lim and et al (2013) 95 25
Pappas and et al (2013) 51 3,9
Song and et al (2014) 106 75
Shin and et al (2014) 266 30,1
Vu Hong Minh Cong and et al (2014) 117 29,1
Chu Van Duc (2014) 174 10,9

Hence, expression rate of Her-2/neu changes in a broad limit, from 3.9% to
47.5%

MUC-1

In our research, positive rate of MUC-1 of all patients is 79.9% and of
adenocarcinoma group is 80.4%. There has difference that brings statistical
significance in the positive rate with MUC-1 between histopathological types
(p<0,005) in which adenocarcinoma (80,4%), mucus carcinoma and undifferentiated
carcinoma have 75% of positive cases, marrow carcinoma is negative to MUC-1.
There has difference that brings statistical significance in positive rate of MUC-1
between differentiation of adenocarcinoma (p<0,05), in which the highest level is
level 4 (100%), followed by level 3 (86,7%), level 2 (75%) and level 1 (24,4%).
Hence, there has reversal relevance that brings statistical significance between
expression of MUC-1 with differentiation of adenocarcinoma, the lower
differentiation is, the higher expression rate of MUC-1 is. Expression of MUC-1 can
have bad significance of diagnosis. There has difference that brings statistical
significance in positive rate of MUC-1 between histopathological level of
adenocarcinoma (p<0,05), in which positive rate of high level is 85,3% and low level
is 78.9%. There has relevance that brings statistical significance between positive
level of MUC-1 and intestine wall infiltration lesions (p<0,05), but tissue infiltration,
necrosis and imflammatory infiltration (p>0,05).

Some foreign authors had conducted their researches on expression of MUC-1 in
the colorectal cancer. In research of Matsuda and et al (2000), 86 colorectal carcinoma
collected from patients are treated with tumors. Templates are stained with MUC-1,
MUC-2 and p53. In 86 cases, 37 (43%) are positive to MUC-1, 28 (33%) are positive
to MUC-2 and 59(69%) expression in excess to p53. Difference is only discovered in
the positive rate of MUC-1 with the depth of tumor infiltration.

According to research conducted by Yu and et al (2007), the positive rate of MUC-
1 in the normal colorectal mucosa, colorectal gland tumors and colorectal carcinoma
are 0.07%, 12.7% and 45.3%, respectively. Positive rate of MUC-2 in the normal
colorectal mucosa, colorectal gland tumors and colorectal carcinoma are is 100%, 90%
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and 52.6%, respectively. In the adenocarcinoma, expression of MUC-1, MUC-2 had
relevance to tumor differentiation and lymph nodes metastasis (n=150).

In research of Jang and CS (2002), expression of MUC-1, MUC-2 and p53 had been
evaluated by immunohistochemistry, in 97 cases of cancer, 44 (45%) are positive to
MUC-1, 39(40%) are positive to MUC-2 and 58(59%) has excessive expression to p53.
The synchronized expression of MUC-1 with p53 and dual expression of MUC-1 and
MUC-2 have the higher rate than that of lympth node metastasis.

Table 4.5. expression percentage of MUC-1

Tacgia Total patient % (+)
Masuda and et al (2000) 86 43
Huang and et al (2002) 126 42,1
Jang and et al (2002) 97 45
Baldus and et al (2004) 205 50
Yu and et al (2007) 150 45,3
Chu Van Duc (2014) 174 79,9

MUC-2

Positive percentage of MUC-2 from all patients selected in our research is 48.3%
and positive percentage of MUC-2 in the adenocarcinoma group is 47.1%. There has
difference that brings statistical significance in the positive percentage with MUC-2
between histopathological types (p<0,005), in which mucus carcinoma and ring cell
carcinoma get the high positive percentage (75% and 66,7% respectively).
Adenocarcinoma and undifferentiated carcinoma account for 47.1% and 25%
positive cases, respectively. Marrow carcinoma is negative to MUC-2. Hence, MUC-
2 is particularly effective to mucus and ring cell carcinoma. There has difference that
brings statistical significance in the positive percentage of MUC-2 between
differentiation level of adenocarcinoma (p<0,05), in which the highest level is level
4 (66,7%), followed by level 3 (45.2%), level 2 (41,3%) and level 1 (16,5%). There
has no difference that brings statistical significance in the positive percentage of
MUC-2 between histopathological levels of adenocarcinoma (p>0,05), positive level
of both levels is 47.1%. There has difference that brings statistical significance
between positive percentage of MUC-2 and tissue infiltration, tumor necrosis
(p<0,05), but has no relevance with statistical significance between positive
percentage of MUC-2 with intestine wall and inflammatory infiltration (p>0,05).

Table 4.6. Expression percentage of MUC-2

Author Total patient % (+)
Masuda and et al (2000) 86 33
Huang and et al (2002) 126 36,5
Jang and et al (2002) 97 40
Yu and et al (2007) 52,6
Elzaheid and et al (2013) 49,7
Chu Van Duc (2014) 174 48,3
Ki-67

Expression of Ki-67 in our research is 68.4%. There has difference that brings
statistical significance in the positive percentage with Ki-67 between histopathological
types in which the highest percentage is ring cell carcinom, marrow carcinoma,
neuroendocrine carcinoma (100%), followed by mucus and undifferntiated carcinoma
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with 75% of positive cases. Adenocarcinoma got 66.7% of positive cases. There has
difference that brings statistical significance in the positive percentage to Ki-67 between
differentiation levels (p<0,05), in which the highest level is level 2 and level 3, 70%.
Level 4’s positive percentage is 33.3% and level 1 accounts for the lowest percentage
(17,3%). There has difference that brings statistical significance in positive percentage
to Ki-67 between low and high histopathological levels (p>0,05), in which the low level
is 67.2% and high level is 67.6%. There has difference that brings statistical
signigicance between positive percentage with Ki-67 and intestine wall infiltration,
large necrosis and lymphcit-cytoplasm infiltration.

Many domestic and international works had mentioned frequency and significance of
expression Ki-67 in the colorectal carcinoma. In research of Vu Hong Minh Cong and et al
(2014), expression percentage Ki-67 is 89.7%. Research of He and et al (2007) shown that
positive percentage of expression p53 and Ki-67 in the colorectal carcinoma samples tested
(126 cases) are 55.56% and 53.58%, respectively. Expression of p53 and Ki-67 related to
prognosis of patient in the colorectal cancer.

In research of Shin and et al (2014), expression percentage of p53, C- erbB2 and
Ki-67 found out in 266 patients are 60,9%, 30,1% and 74,4%, respectively

Table 4.7. Expression percentage Ki-67

Authors Total patients % (+)

He and et al (2010) 126 53,58

Ahmeh and et al (2012) 50 62

Shin and et al (2014) 266 74,4

Vu Hong Minh Cong and et al (2014) 117 89,7

Chu Van Duc (2014) 174 68,4
P53

Many domestic and international works have published immunohistochemistry
results of p53 in the colorectal carcinoma. In the country, research conducted by Vu
Hong Minh Cong and et al (2014) had resulted expression percentage with 57.3% of
colorectal carcinoma cases.

In research of Huh and et al (2010), positive p53 staining is discovered in the
typical adenocarcinoma more popularly compared with mucus carcinoma (49%
compared with 17%, p = 0,007) and in the poorly and moderately-differentiated
carcinoma compared with poorly-differentiated carcinoma (50% compared with
32%, p = 0,03). Protein expression level p53 has relevance to lympth node metastatis
(p < 0,001) and the TNM stage of the colorectal carcinoma (p = 0.006). Expression
of protecin p53 has relevance to increased infiltration trend of lymphatic veins (p =
0058).

Expression of p53 in our research is 39.7%. There has difference that brings
statistical significance in the positive percentage with p53 between histopathological
types in which ring cell carcinoma has the largest positive percentage (66.7%),
followed by undifferentiated carcinoma (50%), adenocarcinoma (39.3%) and mucus
carcinoma (33.3%). Cases of marrow carcinoma and neuroendocrine carcinoma are
negative to p53. There has difference that brings statistical significance in the
positive percentage to p53 between differentiation level of adenocarcinoma (p<0,05),
in which the highest level is level 2 and level 3 (41,3% and 38,7% respectively).
Level 1 accounts for 10.8% of positive cases and level 4 is 0%. There has difference
that brings statistical significance in positive percentage to p53 between high and
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low histopathological levels (p>0,05), in which the low level is 40.3% and high level
is 35.3%. There has difference that brings statistical significance between positive
percentage of p53 and intestine wall lesions and tissue infiltration (<0,05), but there
has no difference that brings statistical significance of positive percentage with p53
and tumor necrosis and imflammatory infiltration (>0,05).

Table 4.8. discolusre percentage p53

Author Total patients % (+)
Lazaris and et al (1995) 60 46,6
Salen and et al (1998) 65
Curtin and et al (2004) 61
Cohen and et al (2008) 171 55,8
Georgescu and et al (2007) 41 58,563
Vu Hong Minh Cong and et a (2014) 57,3
Shin and et al (2014) 266 60,9
Chu Van Duc (2014) 174 39,7

Ring cell carcinoma

In general, ring cell carcinoma of the colon has the staining phenotype CK?7,
CK20 and CDX-2 which is similar to the adenocarcinoma of colon. However, a
higher level of ring cell carcinomo is positive to MUC-2 (100%) and MUC-5AC
(89%) and a lower level of ring cell carcinoma is positive to E.cadherin. According
to research of Tereda and et al (2013), immunohistochemical staining of biopsy
specimens collected from 12 cases of colorectal ring cell carcinoma produce results
CDX-2, p53 and Ki-67 are positive in 93%, 75% and 100% respectively
Marrow carcinoma

According to Winn and et al (2008), undifferentiated or marrow carcinoma are
characterized by particular histological images and better prognosis compared with
undifferentiated carcinoma. these two types can be difficult on the normal
histopathological ~ testing. Only some  researches  restricting  about
immunohistochemistry of the marrow carcinoma. These researches remind that
intestine undifferentiation is high negative percentage of CDX-2. Researches of the
author has pointed a high percentage with significance of marrow carcinoma
compared with poorly-differentiatex carcinoma with loss of staining. CDX-2 is
positive to marrow carcinoma (19%) and undifferentiated carcinoma (p=0,003).
MUC-1 and MUC-2 is positive 67% and 60%, respectively. Hence, marrow
carcinoma still keep intestine differentiation level with significance as approved by
high staining percentage with MUC-1 and MUC-2

CONCLUSION

1.About histology

Adenocarcinoma has the highest percentage (87,9%), followed by mucus
carcinoma (6,7%), undifferentiated carcinoma accounts for 2.3%, ring cell
carcinoma accounts for the low rate (1.7%). There is only one case of marrow
carcinoma (0,6%). tumor differentiation level classification: level 2 accounts for the
highest percentage (52,3%), followed by level 1 (25,4%) and level 3 (20,3%). level 4
has only three case, accounting 2%. Serous infiltration lesions accounts for (78,7%),
followed by tissue infiltration (44,9%), large necrosis (34,6%), lymphocyte-
cytoplasm (67,3%).
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2. About immunohistochemistry
2. About immunohistochemistry

- Markers with low expression: CK7(9,2%), Her-2/neu (10,9%), p53 (39,7%),
MUC-2(48,3%).

- Markers with high expression: CK20(62,7%), Ki-67(68,4%), CDX-2 (70,7%),
MUC-1(79,9), CK19( 96,5%).

- Phenotype CK7(-)/CK19(+)/CDX-2(+) is highly characterized for colorectal
carcinoma compared with phenotype CK7-/CK20+.
3. About relevance

- There has relevance that brings statistical significance of CK19, CK20, CDX2,
P53,Ki-67 which are positive to histopathological types and histological level of the
adenocarcinoma , intestine wall and lymphocyte-cytoplasm infiltration (p<0,05).

- Positive percentage of MUC-1 has relevance that brings statistical significance
with histopathological types and level, and intestine wall infiltration lesion (p<0,05).

- Positive percentage of MUC-2 has relevance that brings statistical significance
between histological types, level and histological level, tissue filtration and larger
necrosis (p<0,05).

RECOMMENDATION
Phenotype CKT7(-)/CK19(+)/CDX-2(+) is highly characterized for
colorectal carcinoma compared with phenotype CK7-/CK20+. Hence, using 3-
marker immunophenotyping is feasible to diagnose and discriminate colorectal
carcinoma with adenocarcinoma of other organs which metastatic to colon as well
as identify colorectal carcinoma which is metastatic to other organs



