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Phin A: GIOI THIEU LUAN AN

1. PAT VAN PE

Ung thu té bao day thuoc nhom ung thu da khong phai hic t6 va 1a loai u ac
tinh gdm nhiing té bao giéng véi nhiing té bao & 16p day cua thugng bi. bay la
loai ung thu da thudng gap nhat va ty 1¢ bénh tang nhanh hang nam trén thé gidi
va két qua diéu tri som rat tot. Cac yéu to nguy co gop phan vao sy hinh thanh va
phat trién ctia UT té bao day bao gom tiép xuc voi tia cuc tim, chung toc, tudi tac,
gidi tinh, nghé nghiép va qua trinh sua chira DNA. Cac yeu t6 nguy co gop phan
vao sy hinh thanh va phat trién ctia UT té bao day bao gom tiép xtic voi tia cuc
tim, chung tdc, tudi tac, giot tinh, nghé nghiép va qua trinh stra chita DNA. Trong
do tia cyc tim trong anh ndng mat troi doéng vai tro quan trong nhat trong co ché
sinh bénh cua UT té bao day. UT té bao day thuong gip & ngudi 16n tudi, vi tri
thudng gip ¢ ving mit, 1a noi tiép xuc truc tiép véi anh sang mit troi. Tuy nhién,
bénh ciing c6 thé gip & cac vi tri khac cua co thé nhu 4m ho, biu, 10ng ban tay -
ban chan, givong mong tay - chan, hodc xudt hién & cac vét loét man tinh, seo
bong, vét xam, nhung khong bao gio gdp O vung niém mac. Tén thuong dién hinh
1a khéi u nho, & vung da ho, tham nhiém cimg, bé mat gian mach, hay c6 hién
tugng tang sac t6, co thé loét va dé chay mau. Cac thuong ton DNA ludn duoc co
thé stra chita va qua trinh sira chita nay do gen wrc ché khdi u TP53 dam nhiém.
Dot bién gen TP53 dd duoc nghién ciru tai nhiéu nuoc trén thé gioi va 1a dot bién
thuong gap trong bénh ung thu noi chung va UT té bao day noi riéng. Tai Viét
Nam da c6 mot sd cong trinh nghién ciru vé dic diém 1am sang, mo bénh hoc va
diéu tri UT té bao day nhung van chua c6 cong trinh ndo nghién ctru mot cach hé
théng vé dic diém lam sang, mo bénh hoc, cac yéu tb nguy co va sy dot bién cua
gen TP53 trong UT té bao day.

2.MUC TIEU CUA PE TAI
Chuing toi tién hanh nghién ctru dé tai: “Nghién ciru lim sang, mé bénh hoc va
tinh trang dot bién gen TP53 trong ung thw té bao ddy"” dugc thuc hién véi hai
muc ti€u sau:
1. Khado sat dac diém lam sang, mo bénh hoc va mot sO yéu 16 nguy co o bénh
nhan ung thir té bao ddy
2. Xdc dinh khéng nguyén P53, tinh trang dot bién gen TP53 trong ung thir té bao
day

3. TINH CAP THIET VA Y NGHIA CUA LUAN AN

Ung thu té bao day 1a mot trong nhimg ung thu da thuong gap nhat. Theo thong
ké tai Bénh vién Da heu Trung wong, ti 1¢ UT (ung thu) té bao day gia ting hang
nam, nam 2010 cao gap hon 2 lan so véi nam 2007. Bénh tuy it anh huong dén
tinh mang nhung n6é xam 14n t6 chirc xung quanh lam bién dang va rdi loan chirc
ning ciia mot sd co quan bd phan nhu miii, miéng va mat. C6 nhiéu yéu té nguy



2

co giy UT té bao day, trong d6 quang trong nhat 1 4nh sang mat troi va dot bién
gen.

Viéc nghién ctru vé dic diém 1am sang va mo bénh hoc cua UT té bao day
1a co s& gilp chan doan sém va chinh xac tir d6 c6 bién phap diéu tri dung, kip
thoi lam giam chi phi diéu tri, giam ti 18 tai phat dong thoi ‘nang cao chat luong
cudc song ctia nguoi bénh. Ngoai ra, xac dinh dugc mot s6 yéu td nguy co giy
UT té bao day gitp dé ra cac bién phap dé phong mot cach c6 hiéu qua tir d6 lam
giam ti 1é mic bénh. Pic biét trong nghién ctru ndy con tién hanh giai trinh tu gen
TP53 dé tim dot bién, giup cho chung ta hiéu duoc co ché bénh sinh ciing nhu vai trd
cta gen TP53 trong UT té bao day.

Thuc té cho thiy ¢ Viét Nam c6 nhiéu trudong hop mic UT té bao day, dic
biét 1a nong déan, nhitng nguoi lam nghé chai ludi, nhung do han ché hiéu biét vé
bénh nén nhiéu bénh nhan da khong dén kham hodc dén qua muon khi t6 chuc
ung thu da di can. Cho dén hién nay chua c6 mot nghién ctru mot cach hé thong
vé dic diém l1am sang, mo bénh hoc va cac yéu td nguy co ciing nhu dot bién gen
TP53 trong UT té bao day. Chinh vi vay, viéc nghién ciru nay 1a can thiét va co ¥
nghia thyc tién cao.

4. NHUNG PONG GOP MOI CUA LUAN AN

Nghién ctru dugc tién hanh trén 131 bénh nhan UT té bao ddy, khong nhimg
chi ra dic diém 1am sang, m6 bénh hoc va mot s6 yéu td nguy co cua bénh UT té
bao ddy ma con xac dinh sy thay doi protein P53 trong UT té bao day. Nghién ctru
con tién hanh giai trinh tu gen TP53 tim dot bién nham gop phan hidu biét thém vé
lién quan cia gen ndy trong co ché bénh sinh ctua UT té bao day. Tir d6 gbp phan
chan doan sdm va phong bénh.

5. BO CUC CUA LUAN AN

Lu4n 4n gdbm 118 trang

Pit van dé 2 trang

Chuong 1. Tong quan tai liéu 32 trang

Chuong 2. Pi tugng va phuong phap nghién ctru 22 trang
Chuong 3. Két qua nghién ctru 28 trang

Chuong 4. Ban luan 31 trang

Két luan 2 trang

Khuyén nghi 1 trang.

Luén 4n ¢6 34 bang, 9 biéu do, 5 so do, 8 hinh, 4 phu luc va 127 tai liu tham khao
(112 tai liéu tiéng Anh, 15 tai liéu tiéng Viét, sb tai liéu 5 ndm gan day (2010-2015) [ 29
tai liéu tham khao.



3
PHAN B: NOI DUNG LUAN AN

Chwong 1: TONG QUAN

1.1. Phédn logi ung thu da

UT té bao day 1a loai u 4c tinh gdm nhiing té bao giéng v6i nhing té bao ¢ 16p
day cua thuong bi. Day la ung thu da hay gap nhat, chiém khoang 80%. Bénh
thuong tién trién cham, xam lan t6 chtrc xung quanh gay blen dang va lam roi loan
chiic ning ciia mot s6 co quan bd phan nhu miii, miéng va mat. Ung thu té bao vay
chiém khoang 20% cac loai ung thu da, dimg thtr hai sau ung thu té bao ddy. Ung
thu té bao héc t6 13 mot loai ung thu rt 4c tinh ca cac té bao hic td voi ti 16 tir vong
cao, chiém khoang 5%. Mot sd ung thu da khac: Bowen, Paget, ung thu té bao xo,
ung thu té bao Merkel. ..
1.2. Pic diém 1am sang, mé bénh hoc ciia UT té bao day
1.2.1. Péc diém lim sang
* Hinh thai not/not loét: Thuong gip nhét chiém khoang 80%. Ton thuong thuong
bat dau 13 san sau d6 tién trién thanh nét c6 mau do hoic hong, bong trung tam 1dm
giita, mat do chic, bé mit gidn mach. Trén bd c6 sdn ngoc mau sap hoic trong md.
Ton thuong co thé lan rong, trung tam hoai tir va loét do vay trude day con dugc goi
l1a "loét & dong vat gam nham".
* Hinh thai ndng: Hinh thi thuong gip thtr 2 sau hinh thai not, chiém 9-17,5% céc
truong hop UT té bao day. La mang bang phang hodc hoi gd 1én so voi mit da, bo
ton thuong trong gidng soi chi nhd, giéi han rd, mau do hoac hong Trung tam co thé
c6 teo, dong vay hodc loét. Trén bé mit co thé xuat hién cac dom sac to.
* Hinh thai xo: chiém khoang 2-3% cac UT té bao day. La mang hodc sin xo co
mau giéng nhu mau da thuong hodc mau hong hodc mau trang, mot s6 trudng hop
thuong ton bang phang véi mit da d6i khi thanh seo 16m, thAm nhiém, trén c6 cac
mach mau gian, gigi han khong rd rang voi da lanh, phia dudi khdi u thuong lan
rong hon so véi bd ton thuong.
* Hinh thdi sdc t6: Ton thuong & thé ndt hodc thé nong xuat hién ting sic to. Tuy
thudc vao sb luong va vi tri cia melanin ma biéu hién 1am sang cua ton thuong khac
nhau nhu mau den, nau hodc xam xanh.

1.2.2. Pdc diém mé bénh hoc UTBM té bao day

UT té bao day 1a ung thu biéu md éac tinh, bao gom cac té bao trong glong l6p day
cta thuong bi. Pic diém mo bénh hoc dic trung dé chan doan cho cac thé cua UT té
bao day do 1a trén tiéu ban nhuom HE (Hematoxylin & Eosin), cac té bao ung thu ¢6
nhan thAm mau (klem tinh), hinh try, ty 1¢ nhan/ bao tuong tang, mat cac cau ndi
gian bao. Cac dam té bao ¢ ngoai vi cua khéi u sip xép theo kiéu hang dau. Pic
trung nhat 1a khéi u tach roi khéi chat nén xung quanh tao thanh mét khoang sang va
bao quanh cac dam té bao kiéu hang diu. Cac té bao bén trong khdi u sip xép kha
16n x0n. Phan 16n cac khéi u déu bat dau tir thuong bi rdi xam 1an xudng ha bi &
dang ran hodc dang u nang hoac thanh dai tao nén cdc moé hinh phat trién khac nhau.
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Mot dic diém thuong gap & cac khdi u ¢6 kich thude 16m 1a ¢6 hién tuong hoai tr &
trung tam khoi u.

* Dac diém chung vé mé bénh hoc cua UT té bao ddy: bao gdm cac té bao trong
gidng 16p day cua thugng bi. Cac te bao ung thu c6 nhan tham mau, hinh try, ty 1¢
nhan/ bao tuong tang, mat cic cau ndi gian bao. Cac dam té bao & ngoai vi cua khéi
u sap xép theo kiéu hang dau. Pic trung nhat 14 khoi u tach roi khoi chat nén xung
quanh tao thanh mot khoang sang va bao quanh cac dam té bao kiéu hang dau. Céc
té bao bén trong khéi u sap x&p kha 1on xon. Phan 16n cac khoi u déu bat dau tir
thuong bi roi xam lan xudng ha bi ¢ dang ran hodc dang u nang hodc thanh dai tao
nén cac md hinh phat trién khac nhau.

* Phén logi mé bénh hoc ciia UT té bao day:

Thé ndng (ICD-O code 8091/3): Gom cac dam té bao dang té bao day lién tuc voi
biéu bi hoic nang 16ng, 16i vao trong trung bi va dugc bao quanh bdi mé nhay léng
1éo.

Thé not (ICD-O code 8097/3): Gom nhiéu dam kich thude 16n cac té bao dang té
bao day véi nhan xép kiéu hang dau & xung quanh.

Thé vi nét (ICD-O code 8090/3): gdm céc u nho toa lan trong biéu bi kich thuéde
tuong duong voi nang 16ng va ¢ thé ¢ cac 6 vi xadm nhép an sau vao trong trung va
ha bi nén rat d& bj bo sot khi danh gia ria dién cét u.

Thé xam nhdp (ICD-O code 8092/3): Céac té bao ung thu bat mau ba zo, cac té bao
dang day sap xép thanh cac dai, day voi bao twong hep bd 1dm chém, xung quanh 1a
chit nén v&i mat do day dac cua soi xo.

Thé xo - biéu mé (ICD-O code 8093/3): U dic trung boi mang ludi cac nhanh, cac
dai té bao dang té bao day bao quanh mé xo mach lan rong tir biéu bi va tao thanh
hinh anh “ctra s6”.

Thé bi¢t hda phan phu da (ICD-O code 8098/3): Thé nay dac trung boi cac thanh
phan giéng phan phu da nhu cac ciu trac dang & ong tuyén, nang 16ng va tuyén ba. Su
biét hoa nang 16ng thuong thiy rd hon so véi thé nong.

Thé ddy - vay (ICD-O code 8094/3): M6 bénh hoc cia thé day-vay dién hinh c6 3
phan chinh: phan biéu hién cua UTBM té bao day vai cac té bao biéu mo dang day
thAm mau, hang rao bén ngoai khdi u ranh gioi 16, co vét nut xung quanh khéi u,
kiéu tang truong dang sang va ~dang tuyén ¢ the cO mat trong phan nay cua khéi u.
Phan dic trung cho ung thu té bao vay, cac té bao ung thu bat mau sang hon, 16n
hon va ¢4 xu hudng stng héa déng nhat véi ton thuong & biéu bi. Phan trung gian 1a
ving chuyén tiép, & vung ndy cac té bao ung thu khong c6 nét dac trung dién hinh
cua ung thu té bao day cling nhu ung thu té bao vady ma mang tinh chét trung gian.
Cac té bao ung thu chira nhiéu nguyén sinh chat va hién tuong stmg héa manh hon
s0 voi cac thé caa UT té bao day.

Thé sirng héa (ICD-O code 8090/3): Cé céu truc cua thé ndt, két hop voi sy simg
hoa. Su sung hoa cod thé manh, hinh phéu hoic dang cAu tric nang 16ng. Hién tuong
canxi hoa ciing hay gap.

Cdc bién thé khdc: bao gdm bién thé nang: gom mot hodc nhiéu nang véi cac kich
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thuoc khac nhau tap trung & gan vung trung. Bién thé dang tuyen Cau tric gom c6
nhiéu dai mong manh cac té bao dang té bao day sap xEp tao thanh cac mang
luéi té bao. Bién thé xo hoa/xo cing: Cac dai va cac “t9” t& bao u gan chit voi mo
dém xo ctng. Bién thé nang pheu Céc cau tric gidng dang pheu VOl nat sung o
trung tdm va xung quanh la cac té bao dang té bao day. Cac dai té bao thuong xép
theo kiéu n6i thong v4i nhau. Bién thé sic t6: Cac hac bao nam rai rc giira cac dam
té& bao u con cac dai thue bao chira melanin lai tap trung & mo dém.
1.3. Gen TP53 va UT # bao ddy

Gen TP53 con duge goi 1a gen @c ché khdi u, nd ndm trén nhanh ngan cta
nhiém sac thé 17. C6 kich thudc 22000 bp, gan bang véi kich thudc ciia gen ung thu
(oncogen), gobm 11 exon md hoa cho mdt RNA thong tin c6 kich thude 2,2 Kb. Gen
TP53 da dugc phat hién tor ndm 1979, n6 1a mot protein cé trong luong phan tir
khoang 53 kDa, p53 thudng duoc tim thay voi ndng do cao trong céac té bao ung thu.
P53 ¢6 kha ning han ché cac dot bién xay ra o té bao thong qua tac dung cta nd trén
chu ky té bao. Dot bién gen TP53 chiém khoang mét ntra cac truong hop UT té bao
day don I¢. Cac nghién ciru giai trinh tu gen TP33 trong UTBM té bao day dé tim
dot bién déu cho thdy dot bién thuong gip nhat 13 chuyen d6i vi tri pyrimidin nay
bang pyrimidin khac (C=>T) hodc cap pyrimidine nay bang mot cip pyrimidine
khac. O Viét Nam, nghién ctru vé dot bién gen TP53 & ung thu da con han ché.
Hoang Anh Tuan xac dinh tylé ptotein p53 duong tinh trong UT té bao ddy ving mi
mat, theo tac gia thi dot blen gen nay chlem 22.2%.

- Gen Patched (PTCH): nam trén nhiém sic the 9q22.3, ¢6 tac dung tc ché su phat
trién cac té bao ung thu do gen c¢o tic dung tryc tiép 1am tang cuong qua trinh chét theo
chuong trinh cua céc t bao u. Gen Patched chiu trach nhiém ma hod protein Patched,
la cac receptor & mang té bao dé cho cac protein ho Hedgehog gin vao. Khi gen nay
bi dot bién duoc cho 1a chiu trach nhiém khéi phat hoi ching Gorlin, bénh kho da séic
t6. Pay 1a 2 bénh rdi loan di truyén co lién quan dén UT té bao day. Dot bién gen
Patched gip & 30- 40% céc truong hop UTBM té bao day.

- Gen Hedgehog: chiu trach nhiém san xuat protein hedgehog ctia mang té bao co
tac dung dan truyén tin hiéu vao nhén té bao lam hoat hoa mot sb gen trong do6 co
gen Patched. Truong hop gen Hedgehog bi dot bién, gen Patched s& khong duoc
hoat hoa cling 13 nguyén nhan dan dén ung thu da.

Chwong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Tiéu chudn lya chon

Déi twong nghién ctru 1a 131 bénh nhan dugc chan doan xéac dinh 1a UT té bao
day tai Bénh vién Da liéu Trung wong trong thdi gian 2 nam (2012-2013), va 131
ngudi c6 dic diém khd twong dong véi nhirng truong hop mic UT té bao day, tu
nguyén tham gia nghién curu.
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2.2. THOI GIAN VA PIA PIEM NGHIEN CUU
2.2.1. Thoi gian nghién ciru: Thoi gian thu thap s6 liéu tir nim 2012 dén nam 2013.
2.2.2. Pia diém nghién ciru:
Tai Bénh vién Da liéu Trung uwong va B mon Y sinh hoc - Di truyén Truong Pai
hoc Y Ha NOoi.
Tai cong dong: Thu thap cac thong tin vé nhiing ngudi ¢6 dia chi cu tri tuong dong
v6i nhitng nguoi thuoe nhdm UT té bao day.
2.3. PHUONG PHAP NGHIEN CUU
2.3.1. Thiét ké nghién cibu: Nghién ctru mo ta dé mo ta cac dic diém 1am sang, mo
bénh hoc, d6t bién gen TP53 va nghién ctru bénh-ching dé xac dinh mot sb yéu tb
nguy co cua UT té bao day.
2.3.2. Méu nghién ciru
2.3.2.1. Mau nghién cuu cho nghién cuu dac diém lam sang, mo bénh hoc va dot
bién gen TP53: Dya theo cong thic tinh ¢& mau, nghién ciru da thuc hién trén 131
bénh nhan UT té bao day.
2.3.2.2. Madu nghién cieu cho nghién ciru bénh chimg: Nghién ctu st dung thiét ké
nghién ctru bénh-ching do UT té bao day 13 mot bénh hiém gip. C& miu nghién
ctru dugc tinh theo cong thirc va ¢& mau nghién ctru trong mdi nhom tinh duoc 1a
131 bénh nhan UT té bao day (nhém bénh) va 131 ngudi khac (nhém ddi chimg).
2.3.2.3. Chon mdu nghién czzu: Chon bénh nhan UT té bao day: theo phuong phap
ngau nhién hé thdng dya theo danh sach nhiing bénh nhan d3 va dang diéu tri tai
Bénh vién Da lidu Trung wong trong vong 2 nam gan ddy (2012-2013). Chon nhém
d6i chung: Ca 1 bénh nhan UT té bao day thi chon 1 ngudi dbi chiing theo céc tiéu
chi: & gan nha bénh nhan, twong dong Vé d6 tudi va vé giai.
2.3.3. Cong cu va ky thudt thu thap so liéu
B§ cau hoi phong Van bao gém phan hanh chinh, dic trung c4 nhin va cac

yéu t6 lién quan cta UT té bao day va bénh an, phiéu xét nghiém mé bénh hoc
2.3.4. Cdc noi dung va chi sé nghién ciru
2.3.4.1. Nghién cuu dac diém lam sang va mo bénh hoc
* Pdc diém lam sang: Thoi gian xudt hién khoi u, vi tri khdi u, kich thude khéi u,
hinh thai 1am sang: ndt ran chéc, ndt loét, tang sac t0, sui, mang tham nhiém, gi&n
mach & bé mit tén thuong, hat ngoc ung thur, tién st bénh nhan, mic d6 xam l4n, di
can hach.
* Mo bénh hoc: duge phan biét theo tiéu chi cua ICD 10
2.3.4.2. Nghién ciru mot s6 yéu té nguy co
* Dac diém ciia nhém bénh nhan va nhom chirng

- Tuodi

- Gioi

- Noi ¢: thanh thi va néng thon.

- Nghé nghiép: néng dan, cdng nhan, budn ban, can bo céng chuc, cong nhan,

lao ddng tu do, noi tro, nghé khac.

- Trinh d9 hoc van: mi chi, tiéu hoc, THCS, THPT, dai hoc.

- Dan toc: Kinh va céc dan toc thiéu sb khac.
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* Céac yeu t6 nguy co tlep xiic ciia UT té bao day
- Tlep xuc véi anh nang thoi diém tlep xuc
- Tlep xUc véi ngudn nhiét cao va cac bién phap bao ho lao dong
- Tiép xUc véi hoa chat va cac bién phap bao ho lao dong.
- Tiép xuc vai chat phong xa va cac bién phap bao ho lao dong.
- Tiép xdc voi song dién tir va cac bién phap bao ho lao dong.
- Tiép xdc vai tia X va céc bién phap bao ho lao dong.
- Tiép xtc véi khai thude 1a/thude 1ao.
- Tién st gia dinh c6 ngudi mic ung thu da.
- Tién str ban than
2.3.4.3. Nghién ciru dot bién gen TP53
* Xét nghiém hod mé mién dich
- Ty 18 am tinh < 1% té bao u bat mau
- Ty 18 duong tinh (1+): c6 tir 1-25% té bao u bat mau
- Ty 18 duong tinh (2+): tir 26 - 50% té bao u bat mau
- Ty 1& duong tinh (3+): 51 - 75% té bao u bat mau
- Ty 1é duong tinh (4+): 76 - 100% té bao u bit mau
* Xeét nghiém giai trinh tw gen TP53
+ Xac dinh ty 1& d6t bién gen.
2.4.4. Phaén tich sé lig¢u:
S6 liéu s& dugc phan tich trén phan mém SPSS 16.0. S lidu duge trinh bay dudi
dang s6 luong va ty 1&. So sanh sy khac biét giita cac ty 18 % bang test Z va y2. C4c
test thong ké duoc kiém dinh véi su khac biét dugc coi 1a ¢6 y nghia thong ké khi p
< 0,05. Céc yéu to nguy co duoc so sanh va trinh bay dudi dang ty suat chénh (OR)
va 95%.
2.5.PAO PUC TRONG NGHIEN CUU
Nghién ctru da duogc su chép thuan cua Ho1 déng Pao dtrc Bénh vién Da Liéu
Trung wong va Hoi dong cham dé cuong nghién ctru sinh ctia Trudong Pai hoc Y Ha
Noi. Nguoi bénh s& duge tu van ddy du, k§ ludng khi tham gia nghién ciru. C4c
thong tin cuia nguwoi bénh tham gia nghién clru dugc gitr bi mat va ma hoa trén
may vi tinh trong qua trinh xir 1y s6 liéu, dam bao khong 16 thong tin.

) Chuwong 3 ]
KET QUA NGHIEN CUU

3.1. Pic diém 1am sang, md bénh hoc va cac yéu t6 nguy co ciia UT té bao day
3.1.1. Péc diém bénh nhin

Trong s 131 bénh nhan UT té bao day duoc nghién ctru, nit chiém ty 16
51,9%. Nhom tudi 70-79 chiém ty 1& cao nhét 32,1%, tiép theo 1a do tudi 50-59,
chiém 21,4% va thap nhat 1a do tudi dudi 40, chiém 3,8%. Chu yéu bénh nhan 1a
nong dan: 64,9% va cong nhan: 16%
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3.1.2. Piic diém 1am sang va mé bénh hoc
8.4%

m NGt

B NGt loét

Biéu d6 3.1. Phén bo theo hinh thai ldm sang/dang u (n =131)
Hinh thai 1ém sang hay gap nhat la not/loet (45,8%) va not ran chac (42%). Céc
hinh thai it gdp nhu mang cimg/mang tham nhiém va sui chiém ty 1¢ thap (8,4% va
3,8%).

1,4%

wTron
@ Bau duc
Béan do

7 Biéu dd 3.2. Phén b6 hinh dang ton thwong (n=131) .
Dang ton thuong hinh tron chiém ty 1€ cao nhat (51,9%), tiép theo la hinh bau duc
(25,2%) va hinh ban do chiém ty 1€ thap nhat (22,9%).

w 1 ton thuong
w2 ton thuong
3 ton thuong

6 ton thuong

O ’
Biéu d6 3.3. Phin b6 s6 lwong ton thwong (n=131)

v Ty 1€ bénh nhan c6 1 tér} thuong chiérp ty 1& cao nhat (93,9%), tiép theo 1a 2
ton thuong (3,8%), dac bi¢t 6 ton thuong chiém 0,8%.



3.9%  1°% _15%

& Khong xam lan
& Xam lan mai
Xam lan mat

& Xam l4n tai

Biéu db 3.4. Phan b6 xAm lan to chuc xung quanh (n=131)
Ty 1é bénh nhan UT té bao day xam l4n t6 chtrc xung quanh chiém ty 18 thap
chiém ty 1¢& thap (6,9%). Hay gap nhat 1a xAm 1an ving mili (3,9%), ving mat va tai
ty 16 xam 14n chiém 1,5%.

i Co tang sac to

= Khéng tang sic t6

Biéu d6 3.5. Phan b thé bénh theo tinh chit ting sic t6 (n=131)

Ty 1¢ bénh nhan co ting sic td chiém ty 18 42% va khong ting sic to chiém
58%.
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& Co gian mach

& Khong gian mach

Biéu dd 3.6. Phan bo thé bénh theo tinh chit giin mach (n=131)

Ty 1¢ bénh nhan c6 gian mach chiém ty 1€ 19,1% va khong gian mach chiém
80,9%.

& Co hat ngoc
& Khong co6 hat ngoc

Biéu d6 3.7. Phén bd tinh chit hat ngoc trong UT té bao day (n=131) ,
Ty 1¢ bénh nhan c6 hat ngoc chiém ty 1&€ 39,7% va khong cé hat ngoc chiem
60,3%.

3,1%

& Ranh gidi 1o

& Ranh gidi khong 1o

96,9%

Biéu do 3.8. Phén bd ranh gidi ton thuwong (n=131)
Ty 1€ bénh nhén c6 ranh gidi ton thuong rd chiém ty 1€ 96,9% va khong 1o
ranh gigi chiém 3,1%.
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Bing 3.3. Phan bé ton thwong theo vi tri gigi phdu (n=131)

Vi tri n %
Dau, mit, c6 139 95,8
Than minh 4 2,8
Chi 2 1,4
Tong ton thuong 145 100,0

UT té bao day hay gip nhat & vi tri dau - mit - c6 (95,8%), it gdp ¢ than minh

(2,8%) va chi (1,4%).

Bing 3.4. Phén bé vi tri ton thwong 6 viing ddu - mdt - co

Vi tri ton thuwong n %
Mui 31 22,3
Ma 32 23

Quanh mat 18 12,9
Ranh mii1 ma 10 7,1
Tai 11 7,9
Tran 10 7,1
Dudi mat 8 5,7
Quanh miéng 8 5,7
Thai duong 7 5

DPau 3 14
Co 1 0,7

Tén thuong 0 vung dau mit c6 c¢6 127 bénh nhan voi 139 tén thwong. Vi tri ton
thuong UT t€ bao day & ma va mii chiém ty 1€ cao nhat (chieém 23 % va 22,3%),

tiép theo 12 & quanh mat (12,9%) va tai (7,9%).

& Kich thuéc u <1 cm
& Kich thudc u 1-2 cm

Kich thudc u>2 cm

Biéu d6 3.9. Phan b kich thwée u (n=131)

Pa s6 bénh nhan c¢6 kich thudc u tir 1-2 cm chiém ty 18 44,3%, trén 2 cm

chiém 40,4%.




Bing 3.5. Phén bé mé bénh hoc (n=145)
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Thé m6 bénh hoc n %
Thé not 77 53,1
Thé vi not 30 20,7
Thé xo 6 4,1
Thé day - vay 1 0,7

Cac | Dang tuyén 15 10,3
bién thé Sac to 16 11,1
Tong so 145 100

Nghién ctru 131 bénh nhan voi 145 thé mé bénh hoc. Thé not chiém da s6 voi
ty 1€ 53,1%, tiép theo 1a thé vi ndt 20,7%: cac bién thé sic t6 11,1% va dang tuyén
10,3%.

Bing 3.6. Sw phéi hop ciia thé nét véi dic diém cia cdc thé khdc (n=77)

Sw phdi hop ciia thé ndt n %
Thé ndt don thuan 68 88,3
Thé n6t vai thé nong 1 1,3
Thé ndt véi thé xo 2 2,6
Thé not vé6i thé vi not 4 5,2
Thé ndt vé6i thé dang tuyén 2 2,6

C6 11,7% theé not phoi hop véi dac diém cua cc theé khac, trong d6 phoi hop
vo1 thé vi not 5,2%, thé xo 2,6%, thé dang tuyén 2,6% va thé nong 1,3%.

Bing 3.7. Sw phéi hop ciia thé vi not véi diic diém ciia cdc thé khdc (n=30)

Sw ph01 hop ciia thé vi ndt n %
Thé vi ndt don thuan 26 86,6
Thé vi not véi thé xo 2 6,7
Thé vi n6t voi thé dang tuyén 2 6,7
Tong cong 30 100

C6 13,4% thé vi nét c6 phdi hop véi dic diém cua cac thé khac, trong d6 phdi
hop véi thé xo 6,7% va thé dang tuyén 6,7%. Tudi trung binh & ca 2 gidi ctia thé not
1a 66+12,3, thé vi ndt 63,9+15,1, thé dang tuyén 63,0+16,5 va thé xo 75,5+12.9.
Tudi trung binh thé dang tuyén & nam gidi (48,8+18,9) thép hon so voi thé not
(65,8+10,2), thé vi ndt (63,6+14,0), thé xo (70,0 £ 21,2) va thé sic t6 (64,5 + 11,1).
Tubi trung binh cua thé dang tuyén & nit (68,3£12,7) cao hon nam (48,8+18.9), su
khac biét nay co y nghia théng ké (p<0,05). Tudi trung binh cta thé xo & vung dau
mit cb (79,649,9) cao hon so voi cac thé khac co cung vi tri & viung dau mit co.

Thé nbt va thé vi ndt & nam va nit gan twong duong voi nhau. Trong khi do,
thé dang tuyén thi lai gip ¢ nit nhiéu hon nam (73,4% va 26,6%). Tuy nhién khi
phan tich mbi lién quan gitra cac thé mé bénh hoc véi gidi thi thay sy khac biét nay
khong c6 y nghia thong ké (p>0,05). Vi tri ddu-mit-co 13 vi tri thuong gip nhat cua
thé ndt (97,1%), thé vi ndt (96,2%), thé xo (83,3%), thé dang tuyén (100%) va thé
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sic to (100%). Khong c6 sy khac bi¢t gitra vi tri khoi u voi cic thé mé bénh hoc
(p>0,05).
3.1.3. Cdc yéu té nguy co cua UT té bao day
Bdng 3.8. Phén tich méi lién quan giita mgt s6 yeu 16 nguy co va UT té bao ddy
(phan tich hoi quy da bién)

Yéu t6 nguy co ciia UT té bao day OR 95% CI

Tudi (Dudi 60 tudi/tir 60 tudi tro 18n) 0,9 0,50-1,58
Gioi (Nam/ Nir) 0,5 0,16-1,34
Hoc van (Du6i THPT/ tir THPT trd 1én) 0,9 0,46-1,82
Dan toc (Kinh/ khac) 2,8 0,70- 10,8
Noi & (Thanh thi/ ndng thon) 1,3 0,60- 2,70
Tén gido (Khdng/ c0) 0,86 0,24-3,03
Hut thudc 14 (C6/ khong) 2,4 0,84-7,09
Lam viéc ngoai trdi nang (Co/ khong) 4,3 2,01-9,17
Tiép xuc ngudn nhiét cao (C6/ khong) 1,1 0,38-3,35
Tiép xuc hoa chat (C6/ khong) 0,85 0,47-1,52
Tiép xuc song dién tir (C6/ khong) 3,5 1,44-8,2
Tiép xuc tia X (C6/ khong) 3,2 1,4-7,3

Trén phuong trinh hoi quy da bién, nhiing ngudi lam vi€c ngoai tro1 nang, co
tlep xuc song dién tir va co tlep xuc tia X ¢é nguy co mic UT té bao day cao gap tu
3,2-4,3 1an nhiing ngudi khac. Nhitng su khac biét ndy c6 y nghia thong ké.

3.2. Xac dinh protein p53 va dt bién gen TP53 trong UT té bao day
3.2.1. Xdc dinh protein p53
Bing 3.9. Phén bé mirc dé dwong tinh p53 bang hod mé mién dich (n=131)

Protein p53 n %

Duong tinh 32 24,4
Am tinh 99 75,6
Tong b 131 100

Ty 18 dwong tinh véi protein p53 chiém 24,4%.
Bing 3.10. Phén b6 mirc dé dwong tinh p53 bang hod mé mién dich (n=131)

Mirc do dwong tinh n %

4+ 5 3,8
3+ 5 3,8
2+ 3 2,3
1+ 19 14,5

Trong s6 131 bénh nhan dugc lam hoa mo mién dich véi protein p53, da ,sfr)
bénh nhéan c6 duong tinh (+) chiém 14,5%, duong tinh (++++) va (+++) déu chiem
3,8%.
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Bing 3.11. Phén b6 cdc thé mé bénh hoc va protein p53(n=131)

KN P53 P53 i Téng sb
Duong tinh Am tinh

Thé MB n % n % n %
Thé not 13 18,6 57 81,4 70 100
Thé vi ndt 11 40,7 16 59,3 27 100
Thé xo 2 30 4 70 6 100
Dang tuyén 4 26 11 74 15 100
Sic td 2 15,4 11 84,6 13 100

Thé vi nbt duong tinh v&i p53 chiém 40,6%, thé nét dwong tinh v6i p53 chiém
18,6%, thé xo duong tinh véi p53 chiém 30%, thé dang tuyén duong tinh véi p53
chiém 26% va thé sic t6 duong tinh VO’i p53 1a 15,4%.

3.2.2. Pét bién gen TP53 trong UT 1é bao ddy
3.2.2.1. Thong tin chung vé cdc mau nghién clru

Trong s6 80 mau UT té bao day duoc giai trinh tu gen c6 54 miu (67,5%) la
mau bao quan véi paraffin, 26 miu twoi (32,5%). Tat ca cac mau di tach chién DNA
du s6 va chét luong cho xét nghiém phan tu.
3.2.2.2. Két qua phdn tich gen TP53
* PCR cac doan gen can nghién ciru

o M1 2345678

kb M 123 4 5678 kb M 1 2 3 4 5 6 7 8 9

20 -

10 -

0,75

05 -

A B C

A: doan exon 2-4, kich thuoc: 611bp, B: doan exon 5-6, kich thuoc 378bp; C:
doan exon 7-9, kich thuoc 755bp; M: Marker 1kb, 1-10: cac mau nghién ciru.

Hinh 3.1. Anh dién di san phdm PCR ciia gen md héa P53 & mau nghién ciru

Gen P53 duoc giai trinh tuy cho 3 doan: doan 1 tir exon 2 - 4, doan 2 1a 5-6 va
doan 3 1a 7-9. Két qua dién PCR céac doan gen dé giai trinh tu cho ca 80 bénh nhan
déu tot, dam bao cho viéc giai trinh tu dé dang, c6 do chinh xac. Hinh 3.1 cho thiy
trén hinh anh dién di théy mau 3,6 mat doan exon 2-4; mau 2,5 mat doan exon 5-6.
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* Két qua bién doi gen P53 & cac mau UT té bao day 3
Bdng 3.12. Ty 1¢é bién doi gen TP53 ¢ cac mdu UT té bao day

Bién ddi gen n %
Exon 2-4 18 22,5
Exon 5-6 0 0
Exon 7-9 10 12,5

Khong bién doi 52 65,0
Tong 80 100,0

Két qua & bang trén cho thay ty 1& dot bién 1 & exon 2-4 chiém 22,5% va dot bién
& Exon 7-9 chiém 12,5%. Dic biét, khong théy do6t bién & exon 5-6.
* Phan loai d6t bién gen P53
- Ty 1é cac dot bién mat doan va dot bién diém
Bing 3.13. Ty 1¢ dét bién mit doan & gen TP53 va dét bién diém ciia UT té bao

day
Phén loai ddt bién gen TP53 n %
Mit doan gen 16n* 8 5,76
Mat doan nho** 9 6,47
Dot bien diem 11 7,91
Tong s0 28 21,14

*: Cac mat doan 16n: mat doan vai tram bp (mét doan gen exon 2, exon 4 ,
exon 7, exon 9).

*%. C4c mat doan nho: mat vai chuc bp - mat doan 16bp tai vi tri exon 2 - 4
(Del 16 bp (11261- 11277).

Két qua ¢ bang trén cho théy: voi gen P53, dot bién gap ¢ ca 3 dang, dot bién
diém, dot bién mat doan nho va dot bién mat doan 16n.
S luong cac dot bién trén mdt mau ung thu

C6 mau ung thu chi co 1 dot bién, c6 miu ung thu c6 2 dot bién, tham chi >3
dot bién.

Bing 3.14. Ty I¢ cdc dpt bién xdy ra trén 1 mbu UT té bao ddy

S6 lwong ddt bién n %
1 d6t bién 5 17,85
2 d6t bién 5 17,85
3 dot bién 7 25,0
4 36t bién 8 28,75
5 dot bién 0 0
6 dot bién 2 7,14
7 dot bién 0 0
8 dot bién 1 3,17
Tong sb 28 100

Két qua & bang trén cho thdy s6 miu c6 1 dot bién chi chiém 17,85% véi
cac mau co dot bién. SO con lai co tir 2 dot bién trd 1én. Vi nhing truong hop co
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2 hodc hon 2 d6t bién thi cac dot bién trén mot bénh nhan c6 thé 1a: hodc dot bién
méat doan 16n va dot bién diém; hodc dot bién mat doan nho va dot bién diém;
hodc > 2 d6t bién diém. Pic biét c6 1 bénh nhan c6 dén 8 dot bién, trudng hop
nay ca 8 dot bién déu 1a cac dot bién diém.

Chuong 4
BAN LUAN

4.1. Pic diém 1am sang, mé bénh hoc va yéu té nguy co
4.1.1. Pdc diém ldm sang va mé bénh hoc
4.1.1.1. Pdc diém lam sang

Hinh thai 1am sang hay gip nhat ciia UT té bao day 1a hinh thai nbt loét
(45,8%) va ndt (42%). Két qua nay cling pht hop véi cac két qua nghién ctru cta
cac tac gia khac ¢ Viét Nam va trén thé gidi, cac tic gia nay cho rang hinh thai
ndt loét 14 hinh thai hay gap nhat. Pé giai thich hién twong loét hay gip trong UT
té bao ddy, Nouri cho rang do hoai tir riéng 1¢ cac té bao ciing nhu hoai tir thanh
dam 13 nguyén nhéan giy ra hinh thai loét trén 14m sang. Chinh dic diém lam sang
loét 1a phd bién trong ung thu da nén cac thay thudc khong cong tac trong linh
vuc ung thu va da lidu rat dé nhim vé&i cac bénh nhiém tring khac. O nhimg
nguoi da tring (da thuéc nhom I, 11 theo phén loai cua Fitzpatrick), hinh thai ting
sdc td & khdi u rat thap chi chiém khoang 6% cac truong hop UTBM té bao day
nhung trong nghién ctru ¢ ngudi chau A (da thudc nhém IV, V theo phéan loai cta
Fitzpatrick) thi hinh thai nay chiém ty 1é rat cao. Theo nghién ctru & Nhat ban thi
su xuét hién sic to & thuong ton u chiém khoang 75% céc truong hop UT té bao
day, 6 Han qubc 13 55%. Diéu nay cho thiy sic t6 1a dau hiéu dic trung thuong
gip ¢ nguoi chau A, va day ciing chinh 1 su khac biét vé mau da cua ngudi da
trang va ngudi chau A. Ciling theo Kikuchi, hinh thai sic t6 c6 thé coi 1a mot
trong nhiing tiéu chuan dé chan doan UT té bao day ¢ Nhat Ban. Gidn mach va
tang sinh mach mau 1a hién tugng thuong gip trong ung thu nodi chung va UT té
bao day noi riéng, mot khéi u sé& khong phat trién duge néu nhu khong cb sy ting
sinh mach mau va su tang sinh nay chiu tac dong ctua yéu tb tang sinh nd1 mac
mach mau. Nghién ctru mé&i day ¢ chau Au lai cho thay ty 1¢ gidn mach quanh ton
thuong 1én dén 80,8% cac truong hop UT té bao day, theo tac gia thi c6 hai hinh
thai gidn mach thuong gip nhat trong UT té bao day 1a gidn mach hinh canh cay
va gidn cac doan mach ngan. Theo Rajpar, c6 khoang 10% bénh nhén c6 tir 2 ton
thuong trd 1én do d6 can phai kham toan b cac ving da dé tranh bo sot ton
thuong. Vé vi tri ton thuong theo vi tri giai phau, cac nghién ctru trén thé gidi cho
thay UT té bao day c6 thé gip & cac vi tri khac nhau cua co thé nhu 4m hd, biu,
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10ng ban tay, ban chéan, givdng mong tay, chan, hoic xuat hién & cac vét loét man
tinh, seo bong, vét xam nhung khong bao gid gip ¢ ving niém mac. Mot nghién
ctru & Lithuania cho thay ngoai vi tri & dau - mat - co thi ty 18 mac UT té bao day
& chan ¢ nit cao hon so voi nam gidi, diéu nay c6 thé duge giai thich 13 do théi
quen dn mic & phu nit thudng mic vy nén ving chan ludn tiép xtc véi anh sang
mat troi, trong khi d6 nam gidi thuong di gidy va mic quan dai nén ving chan
khéng tiép xtc truc tiép v6i 4nh sang mit troi.

4.1.1.2. Bdc diém mé bénh hoc

* Thé ndt: Cac nghién ctru md bénh hoc ctia UT té bao day déu cho thiy thé ndt
|a thé gap nhiéu nhat va dao dong theo cic qudc gia khac nhau tir trén 40% dén
gan 90%. Két qua nghién ciru cua chiing toi vé thé nét cling tuong duong véi két
qua nghién ctru khac ¢ cac nude chau A nhu Trung qudc 53,9%, Nhat ban 54%,
Han Qudc 60,3% va Singapore 40% nhung thap hon rat nhiéu so voi nghién ctu
tai Pai loan, theo tac gia nay thé nét chiém t6i 86,5%. Trong khi d6, theo nghién
ctru tai Uc thi ty 16 UT té bao day thé ndt 1a 48,1%, con tai Anh thi ti 1& thé ndt
chiém dén 78,7%. S¢ di ty 1€ thé ndt & cac nghién ctru trén khac nhau co thé do
trén mot bénh nhan UT té bao day co thé c6 nhiéu hon mot thé md bénh hoc nén
khi danh gia két qua phu thudc vao sy chu quan cia ngudi doc, day c6 thé 1a Iy do
g6p phan 1am thay d6i ty 1é cac thé mé bénh hoc cia cac nghién ctru. Theo Cohen
thi co khoang 40% cac truong hop UT té bao day c6 phdi hop dic diém cua cac
thé khac nhau vi vay nhiéu truong hop khong dugc dinh thé mot cach chinh xac
néu chi sinh thiét mot phan u.

* Thé vi not: 1a thé chiém ty 1é kha cao trong nghién ctru cua chung toi (20,6%),
day 1a thé kho diéu tri hon rat nhiéu so véi thé ndt vi kha ning tai phat cao. Cac
nghién ciru da cho thay rang thé vi ndt thuong xam nhap mot cach kin déo va sau
hon so véi thé ndt, do d6 khé phét hién ranh giéi cia u hon so véi thé ndt. Pay co
thé 14 1y do khi phau thuat kho 1ay hét khéi u va ty 18 tai phéat cao hon so véi thé
nét. Tuy nhién, trong nghién ctru ctiia Betti thé vi ndt chiém 1,6% céc truong hop
UT té bao day va tac gia giai thich sy khac nhau nay c6 thé do tiéu chuan chan
doan khac nhau. Thé nay dugc mo ta chu yéu dua vao md bénh hoc, con trén lam
sang triéu chting thuong nghéo nan. Két qua nghién ctru cua ching t6i cao hon so
v6i cac nghién ciru cua céc tac gia khac. Theo cac tac gia nay thi ty 18 thé vi ndt
chiém ty 1€ rat thép lan luot 13 7,8% va 3,7%. Kha nang xam lan & vung mat va
quanh tai cta thé vi ndt 1a rat cao voi 77,3% & muc I1I va 18,2% & mitc IV theo
murc do Clark stra doi. Rét tiée 1a trong nghién ctru nay ching t6i chua danh gia
dugc mic do xam 1an cia cac thé 4c tinh theo phan loai nay.

* Thé xo: trong nghién ctru ctia ching toi thé xo chiém ty 1¢ rat thap (4,1%) va
gip chu yéu ¢ viung mili va tran. Thé nay c6 dic diém gan gidng voi thé xam
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nhap nén rat kho phan biét nén mot sd nghién ciru thuong ghép 2 thé nay véi
nhau.
* Thé day - vay: Cac nghién ctru dua ra cac ty 18 ctia thé nay 1a khac nhau va nd
dao dong trong khoang 0.4 - 12%. Hién nay van con tranh cai thé nay 1a dang cua
UT té bao vay hay 13 c6 su chong lap caa 2 loai UT té bao day va UT té bao vay.
Thuat ngir “day - vay” duogc sir dung dé xac dinh ton thurong mang ca hai nét dic
trung vé mo bénh hoc cta UT té bao day va ung thu té bao vay va cé cung chung
ving chuyén tiép. Thé nay c6 nguy co di can cao hon rat nhiéu so véi UT té bao
day va UT té bao vay don thuan. Can xem xét sinh thiét hach ving d6i véi thé
day - vay c6 nguy co cao nhu kich thudc 16n hon 2 cm, nhiing truong hop xam
lan day than kinh va hach bach huyét.
* Thé dang tuyén: nghién ctru ctia chung toi cho thay thé dang tuyén chiém
10,3% cac trudng hop UT té bao day. Két qua nghién ctru ctia ching t6i tuong
duong v&i nghién ciru cia Zhang va CS, theo tac gia nay thé dang tuyén chiém
11,5% nhung cao hon so voi nghién ctru ctia Kikuchi, Chen va Cho.
* Thé sac t6: Trong nghién ciru ctia chiing ti, bién thé sic t6 1a 11,1% . Két qua
nay cao hon cc nghién ctru ¢ chau Au nhung thap hon rat nhiéu so véi nghién
ctru cua Kikuchi, ty 1& bién thé sic t6 chiém 69,1%. Theo tac gia nay thi hién
tuong tang sic t6 13 do hat melanin lang dong trong khéi u va day 1a dau hiéu 1am
sang dic trung clia ngudi chau A va 1a mot trong nhitng tiéu chuin chan doan UT
té bao day ¢ Nhat Ban.
4.1.2. Mjt s6 yéu té nguy co ciia ung thw té bao ddy
4.1.2.1. Dac trung ca nhan cua nhom bénh va nhom chirng

Mic du trong nghién ciru ndy sy khac biét vé cac yéu té ca nhan va UT té
bao day 1a khong rd nhung cac nghién ctru khac trén thé gidi ciing chi ra rang céac
chung toc ngudi khac nhau c6 nguy co mic UT té bao day khac nhau. Da bi ton
thuong khi tiép xtic voi anh sang mat troi con phu thudc vao mau sic da. Trén
lam sang, mac do ton thuong da do anh sang mat tro1 phu thudoc vao do day
thugng bi hodc s6 luong té bao hic t6. Nguy co cta ung thu da noéi chung va UT
té bao day noi riéng déu lién quan dén tudi. Nguoi 10n tudi thuong dé bi mic ung
thu da hon nguoi tré tudi. Ty 16 UT té bao day gia ting theo tudi, ¢ khoang 90%
xuat hién & tudi 50 va cao hon. Ty 18 UT té bao day ¢ nam gidi cao hon nir gidi tir
1,1-1,9 1an. Tuy nhién, & tudi dudi 50 thi ty 16 UT té bao day o nit gi6i lai nhinh
hon so véi nam gidi. Trong s6 nam gidi, ty 16 méi mac & nhom tudi 50-69 va > 70
tudi cao nhét va ty 16 moi mic ting 4%/nam. Trong sb nit gidi ty 16 méi mic cao
nhat & do tudi 50-69 cao hon d6 tudi > 70 tudi. Ty 1€ mdéi méc cao nhat cia UT té
bao day thuong gip o ving dau va co, ting khoang 2.4% va 1,7% hang nim cho
Nam va nir.
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4.1.2.2. Cdc yéu té nguy co cia ung thw té bao ddy

Tia cuc tim trong anh sang mat troi gay ung thu da theo 3 co ché: tac dong
trye tiép 1én ADN, tao ra cac phan tir oxy hoa 1am bién d6i ADN va cdu triic cac
té bao, e ché mién dich bam sinh chéng ung thu ctia co thé. Tia cyc tim cua anh
nang mit troi gy ung thu da da dugc ching minh trén thuc tién & mot sd nudce
khu vuc Bic Au va Uc 1a 2 khu vuc duge biét dén 1a bi thung ting O zon va tir d6
khong ngan can dugce tia cuc tim xAm nhép vao trai dat. Ty 16 bénh nhan mic ung
thu da & cac qudc gia thudc 2 khu vuc ndy cao hon rat nhiéu nhitng qubc gia
khé&c. Nhitng ngudi lam viéc ngoai trdi ¢o ti 1é mic ung thu da rat cao va theo mot
s6 nghién ctru thi 80% céc thuong ton ung thu da ¢ ving da hd. Mot nghién ciru
khac cho thdy ¢ nhitng nguoi phoi nang trén 200.000 gid c6 nguy co bi ung thu té
bao vay cao gip 8-9 lan so voi nhom chimg. Nhitng nguoi c6 nghé nghiép phai
Jam viéc ngoai trdi (nhu néng dan, ngu dan, thiy thi...), thoi quen phoi nang va
su gia ting du lich dén cic nudc nhiét déi vé mua hé cua nhitng ngudi da tring 1a
cac yéu té quan trong lam gia tang ti 1& ung thu da. Theo mot s6 nghién ctru cho
thay ngudi nong dan c6 nguy co UT té bao day tang gap 2 lan khi tiép xtc voi
anh sang mat troi, thude trir sau, diét co. Co su lién quan chat ché gitra yéu td anh
nang mat troi voi UT té bao ddy do 1a yéu té dia du, ¢ nhimg ving gin dudng
xich dao thi c6 ty 18 UT té bao ddy cao hon nhiéu so véi ving khac.

Nhitng nguoi co tiép xtGc vdi hoa chat ¢ nguy co mic UT té bao day cao
hon 1,2 1an nhitng nguoi chua timg tiép xac voi hoa chat, tuy nhién sy khac biét
nay khong c6 ¥ nghia thong ké. Nhirng ngudi khong str dung cac bién phap bao
ho khi tiép xtic véi hoa chat c6 nguy co mac UT té bao ddy cao gap 2,6 lan so véi
nhom c6 sir dung bién phap bao hd. Mot sé nghién ctru trong va ngoai nudc ciing
cho thay rang nhiém doc mot s6 kim loai ning nhu arsenic ciing 1 nguyén nhan
ctia ung thu da, nhét 1 ung thu té bao vay. O nhitng ngudi c6 nong do arsenic cao
trong mong cé nguy co mic ung thu té bao vay cao gp gan hai lan so véi ngudi
binh thudng. Asen con c6 thé 1am ting nguy co gdy ung thu bang cach kich thich
khéi u phat trién, hoat hoa cac hormon. Khi cé su twong tac giira tiép xtic v6i anh
sang mit troi va tiép xuc voi asen néd sé 1am cho UT té bao day phat trién manh
1én rat nhiéu.

Nhitng ngudi tiép xtic véi tia X ¢6 nguy co méic UT té bao day cao gap 3 lan
so v6i nhom chua timg tiép xtuc véi tia X. Birc xa ion hoa c6 kha niang giy ung
thu d3 duoc ghi nhan tir nhitng nam dau thé ky XX khi ung thu da thuong xuat
hién & tay cac bac si va k¥ thudt vién co tiép xtc véi tia X. Cac nghién ciru dich
t& hoc da xac dinh réng xa tr1 cling lam tdng nguy co phat trién UT té bao day, xa
tri trimg ca 1am ting nguy co UT té bao day gip 3 1an va xa trj nAm da dau ¢ tré
em lam ting nguy co tir 4 - 6 lan.
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4.2. Xac dinh protein p53, dt bién gen TP53 trong UT té bao day
4.2.1. Xdc dinh protein p53

Qua4 trinh hinh thanh va phét trién khéi u 1 mot qua trinh phuc tap, nd cé
thé xay ra tu nhién hodc sau khi tiép xuc véi cac yéu té gay doc cho gen. Trong
ung thu da, cac nghién ciru dich té hoc phan tir da cho théy rﬁng buc xa tia cuc
tim c6 thé gay ra dot bién, dan dén viéc kich hoat cac gen giy ung thu nhu gen
RAF, hodc mat chtrc ning cua cac gen e ché khdi u TP53. Dot bién gen TP53 14
bién ddi di truyén hay gip trong nhiéu loai ung thu & ngudi. Hau qua lam cho
protein san phAm mét chirc nang nhung no lai trd nén bén vimng hon va gy tich tu
v6i mot nong do cao trong nhan té bio, tao ra cac san pham goi 1a protein p53 dot
bién. Binh thudng protein ciia gen TP53 c¢6 doi sdng ban huy ngan va khong thé
phat hién bang k¥ thuat nhuém hod mién dich mo. Dot bién gen nay dan dén
protein p53 bj bién d6i, doi séng ban huy ciia néd s& kéo dai nén cé thé phat hién
duoc bang nhudém hoa mé mién dich.

Trong nghién ctru nay, 131 bénh nhan dugce 1am hoa méd mién dich voi p53
trong d6 24,4% bénh nhan c6 duong tinh, 75,6% am tinh véi protein p53. Pa )
bénh nhan c6 duong tinh moé bénh hoc 1+ chiém 14,5%, duong tinh 4+, va 3+ déu
chiém 3,8%. Két qua ciia cac nghién ctiru vé biéu hién protein p53 trong UT té
bao day 1a khac nhau. & ngudi da tring cho thay ty 16 dot bién p53 da dugc phat
hién trong UT té bao day don 1¢ 1a tir 40-56%. Mot nghién ciru moi day & An Do
cho thiy dot bién phat hién & 100% cac truong hop UT té bao day. Su khac biét
vé ty 18 dot bién cta gen tre ché khéi u trong UT té bao day trong cic nghién ctru
c6 thé giai thich 1a do sy khac nhau vé chung toc va dia du cta cac bénh nhan UT
té bao day. Cac nghién ctru vé mdi lién quan gitra boc 10 protein P53 v&i mirc
d6 ac tinh cua UT té bao day & dua ra 1a khac nhau. Két qua nghién ctru ciia
De Rosa va CS ciing nhu nghién ctu ctia Barrett va CS cho thiy bdc 16
protein p53 phan anh dd &c tinh cua UT té bao day nhung nguoc lai, nghién
ctru cua Healy va CS ciing nhu nghién ctru cia Auepemkiate va CS lai cho
thay bgc 1§ protein p53 khong phan 4nh d¢ 4c tinh ctia UT té bao day.

4.2.2. Pjt bién gen TP53

Két qua nghién ctru cho thay cho thay trén hinh anh dién di thay mau 3,6
mét doan exon 2-4; mau 2,5 mit doan exon 5-6. Ty 1¢ dot bién 13 & exon 2-4
chiém 22,5% va dot bién & Exon 7-9 chiém 12,5%. Pic biét, khong thay dot bién
& exon 5-6. Nghién ciru cua chung t6i ciing cho thiy v6i gen P53, dot bién gip ¢
ca 3 dang, dot bién diém, dot bién mat doan nho va dot bién mat doan 1on. Két
qua cho thdy s6 mau c6 1 dot bién chi chiém 17,85% véi cac mau co dot bién. S6
con lai ¢o tir 2 d6t bién trd 1én. V&i nhitng truong hop c6 2 hodc hon 2 dot bién
thi cac dot bién trén mot bénh nhan co thé 13: hodc dot bién mat doan 16n va dot
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bién diem; hodc dot bien mat doan nhé va dot bien diém; hodc > 2 dot bien diem.
Pic biét c6 1 bénh nhan co dén 8 dot bién, truong hop nay ca 8 dot bién déu 1a
cac dot bién diém. Cac dot bién diém phan 10n 13 thay thé nucleotid, xay ra ¢ tat
ca cac doan gen dugc phén tich va tim thiy bién ddi. Ngoai ra, c6 cac dot bién
chén thém nucleotid dugc phat hién ¢ cac doan IVS1 va IVS6. Két qua nay ciing
giéng két qua cua cac tac gia khac.

Két qua nghién cru ciia Tran Pic Phan trén 150 mau UT té bao ddy nam
2015 phat hién c6 hai dot bién dong thoi xay ra tai exon 6 1a dot bién ¢.733T>G
va ¢.735A>C, dot bién nay xdy ra tai 1 codon, GGC ma hoéa cho acid amin
Glycine (G) bi bién d6i thanh TGA 1a ma két thuc (X). Do xuat hién ma két thuc
sdm nén gen sé ngan lai. Cac bién doi nay 1a dot bién chic chin s& gay anh huong
dén kiéu hinh ¢ nguodi mang bién d6i do gen bi ngan lai. Tuy nhién, trén exon 6
c6 bién d6i g.14062A>C (p.G245G) khong giy thay doi acid amin trén phan tir
protein nén khong gy thay doi kiéu hinh & bénh nhan [81]. Nghién ctru ndy ciing
cho thdy céc bién d6i phan 16n & trang thai dong hop tir, mot s it & trang thai di
hop tir, nhu cac bién d6i: 9.11827-11828insC (IVS1); ¢.12139G>C (exon 3);
g.13150T>C va ¢.13151T>C (exon 4); 0.13248A>G (IVS4); g.13451C>G
(IVS5); g.14133A>C, g.14183C>T, g.14189C>T va g.14203T>G (IVS6). Bién
d6i g.12139G>C & exon 3 gip v6i ty 18 rat cao, bién ddi & exon 4 c6 2 loai thi ca
2 loai nay déu gip di hop tir. Tuy nhién, cac bién ddi xay ra hau hét 1a bién doi
phéi hop, nén trong 1 miu néu c6 bién ddi di hop voi mot exon nao dé thi ciing
lai con mdt bién doi ¢ exon khac. Bién doi gip nhiéu nhat 1a & IVS1 va IVS6,
bién d6i & 2 ving nay gip véi ty 1& cao vdi ca UT té bao day, UT té bao vay va
ung thu hac t6. Tuy nhién, cac bién ddi ¢ cac ving intron nay hau hét déu khong
gy hau qua gi, rat hiém cac truong hop bién ddi ving intron cd gy hau qua hodc
tao nhimg thay doi trong t& bao va co thé. Vi cac bién d6i ¢ cac ving exon la
cac ving c6 sao mi, & cac mau ung thu da ching toi phat hién thay c6 cac bién
d6i & cac exon 3, exon 4 va exon 6, cac bién doi & cac exon gip cha yéu ¢ UT té
bao day voi ty 18: bién doi ¢ exon 3 1a 84,8%, & exon 4 1a 3,0% va & exon 6 13
12,1%. UT té bao vay ciing co cac bién doi ¢ exon 3 véi ty 1& 14,9%. O ung thu
hac t6 thi khong gdp cac bién doi ¢ cac ving exon. Néu tinh chung cho céc loai
ung thu da thi ty 18 bién d6i & exon 3 13 61,5%, & exon 4 14 2,3% va & exon 6 1a
8,3%. Dot bién gen TP53 trong nghién ciru ciia chiing t6i thap hon cac nghién
ctru khéc cho thay ty 1& ngudi bi dot bién gen TP53, gen tham gia vao diéu chinh
qua trinh phan bao va trc ché ung thu ¢ nguoi Viét Nam thap hon ¢ cac nudc di
cong bd. Vi tri dot bién & cac exon ciia gen TP53 trong cac bao céo la khéc
nhau, theo nghién ctru cua Rady thi tit ca cic dot bién gip & exon 7 va 8,
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con trong nghién ctru ctia chung toi thi dot bién xuét hién & ca exon 2-4 va
exon 7-8.

Nghién ciru cia Tran Pie Phéan ciing chi ra rang tong sb loai bién doi ma
tac gia gip 1a 56 loai. Trong d6 thay thé nucleotide c6 50 loai dot bién chiém
88,9% sb loai dot bién da gap, loai chen nucleotide gap c6 6 loai dot bién chén
nucleotide, chiém 11,1% sb loai dot bién da gap. V& vi tri cac dot bién xuét hién,
sO loai dot bién thay thé nucleotid gip ¢ ving intron c6 dén 38 loai, dot bién thay
thé nucleotid gip & ving exon 1 12 loai. Dot bién chén thém nucleotid chi gip ¢
ving exon va ¢6 6 loai. Ciing theo tac gia ndy & 12 loai bién doi phat hién dugc,
c¢6 10 bién ddi nucleotid co su thay doi acid amin trong phéan tir protein, 2 loai
bién d6i khong gy bién ddi acid amin. 2 bién doi khong giy thay doi acid amin
trén phan tir protein la: 1 & exon 4, vi tri bién d6i trén bd gen la g.13150T>C, vi
tri twong Ung trén cDNA 14 ¢.471T>C, ¢6 sy thay thé T thanh C, gen hoang di 1a
GTC d6i thanh GTT nhung acid amin khong thay d6i van quy dinh valin
(p.V157V), mot loai bién ddi nira 1a & exon 6, vi tri bién doi trén bd gen 1A
2.14062A>C, vi tri tuong tng trén cDNA 1a ¢.735A>C, ¢6 su thay thé A thanh C,
mi quy dinh 1a GGC nay bi d6i thanh GGA nhung acid amin khong thay d6i van
quy dinh glycine (p.G245G). Nhitng bién d6i khong giy thay d6i acid amin nay
chic chan khong gay anh hudng dén kiéu hinh, s& khong phai 1a nguyén nhan gay
nén cac bat thudng ¢ bénh nhan ¢ bién d6i. Co hai dot bién dong thoi xay ra tai
exon 6 1a dot bién ¢.733T>G va ¢.735A>C, dot bién nay xay ra tai 1 codon, GGC
mi hoa cho acid amin Glycine (G) bi bién ddi thanh TGA 1a ma két thac (X).
Trudng hop ndy, su bién d6i trong phan tir protein 1 nhiéu vi gen s& ngan lai, két
thuc ngay khi xuat hién dot bién. Ciing theo mot sd nghién ctru khac phat hién
thay c6 khoang tir 15- 50% cac trudong hop co 1 dot bién. Con trong nghién ctru
cua ching s6 mau c6 1 dot bién chi chiém 17,85%. Sb con lai 6 tir 2 dot bién tré
1€n. V61 nhitng trudng hop c¢é 2 hodc hon 2 dot bién thi cac dot bién trén mot
bénh nhan c6 thé 1a: hodc dot bién mat doan 16n va dot bién diem; hodc dot bién
mét doan nhé va dot bien diém; hodc > 2 d6t bién diém. Dic biét c6 1 bénh nhan
c6 dén 8 dot bién, truong hop ndy ca 8 dot bién déu 1a cac dot bién diém.

4.3. Ban luan vé phwong phap nghién ctru va diém méi ciia dé tai

Nghién ctru ctia chung t6i 1a mot nghién ctru phdi hop giita 3 loai thiét ké
nghién ctru khac nhau: nghién ciru mé ta cat ngang dé xem xét cac dic diém lam
sang va md bénh hoc, nghién ctru bénh-chirng dé xac dinh céc yéu td nguy co cua
UT té bao day va cac nghién ctru hoa mé mién dich va sinh hoc phan tir dé xac
dinh cac dot bién gen. Thiét ké nghién ctru 1a kha tong hop sir dung nhiéu k¥
thuat thu thap va phan tich s6 liéu khac nhau, do vay da dua ra duogc cac béng
chtng khach quan, dic biét 1a cac yéu té nguy co cua UT té bao day va dot bién
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gen TP53 trong UT té bao ddy. Trén thé gidi cac nghién ctru twong ty nhu nghién
ctru cta ching t6i khong c6 nhiéu ma chu yéu 1a sir dung ting loai thiét ké don 1é
va s6 bénh nhan duoc nghién ctru cling bi han ché. Pic biét trong nghién clru nay
chung t61 da sir dung k¥ thuat phan tich sé liéu da bién (multi-variate regression
analysis) dé loai cac yéu t6 nhidu va xép loai yéu t6 nguy co cia ung thu biéu mé
té bao day. Ky thut ndy chua dugce dung dé phan tich yéu té nguy co trong UT té
bao day ¢ Viét Nam.

Cac sai s6 va han ché: Céc sai s chil yéu trong nghién ctru nay bao gom (1)
cac sai s6 nhd lai va sai s6 chon nhom d6i chiing trong nghién ctru bénh-ching;
(2) sai sb trong xac dinh dot bién gen TP53 trong UT té bao day. Ddi véi céac sai
s6 nh¢ lai trong viéc phong van bénh nhan ung thu va nhom déi chimg dugc khac
phuc béng cach dao tao cho diéu tra vién thanh thuc vé bd cong cu phong van,
ting cau hoi duoc hiéu va chi tiét cho dbi tuong nghién ctru, tao khong khi than
mat, coi mé khi tiép xuc voi ddi twong nghién ctru, trao ddi rd vé muc dich
nghién ctru va tinh bao mat thong tin dé doi tuong thoai mai, coi mé trong qua
trinh phong van va tir 46 ho s& cung cap ddy du cac thong tin chinh xac cho
nghién ctru. Pé khac phuc sai s6 trong chon nhom ddi chtng, ching toi ap dung
ky thudt han ché tiéu chuian nghién ctru dé 1am sao cho nhém dbi chimg kha
trong ddng vé dic trung c4 nhan giéng nhu nhom bénh vé tudi, gidi, noi 6. Nghia
1a khi tim duoc mot bénh nhan ung thu da thi s& chon mot ngudi d6i ching cing
gidi, do tudi twong dong va & gan nha ciia bénh nhan dé phong van. Pé han ché
yéu to nhiéu chung t6i ap dung k¥ thut phan tich da bién. Dé tranh céac sai so
trong viéc xac dinh cac dot bién ching t61 lya chon Bo mon Y sinh hoc di truyén
thudc truong Pai hoc Y Ha Noi dé thuc hién cac k¥ thuat giai trinh tu gen. PBay la
mot co s& ¢d ddi ngli can b c¢o trinh do cao, c6 kinh nghi¢m va c6 hé¢ théng may
moc hién dai. Do vay két qua thu dugc va trinh bay trong luan an c6 do chinh xac
va tin cay cao.

Piém moi cta nghién ciru nay 1a da khang dinh lai duoc yéu té nguy co cia
UT té bao déy 1a tiép xc voi anh nang mat troi co cudng do manh va thoi gian
tiép xtc lau, c6 tiép xtic song dién tir va co tiép xtc tia X. Pong thoi, nghién ciru
nay ciing da xac dinh dugc cac dot bién cta gen TP53 trong UT té bao ddy.

KET LUAN

1. Pic diém 1Am sang, md bénh hoc va yéu to nguy co

Hinh thai 1am sang thuong gip cia ung thu té bao day 1a nét loét (45,8%)
va ndt ran chic (42%). Hién tuong ting sic t6 cao (42%), gidn mach (19,1%) va
hat ngoc ung thu (39,7%) & cac ton thuong 1a cac dau hiéu thuong gip. Vi tri
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thuong ung thu té bao day chu yéu & ving dau - mat - ¢ (95,8%). Vi tri hay gip
nhat ving ma (23%), ving miii (22,3%) va ving quanh mi mat (12,9%). Pa sb co
kich thudc thuong ton tir 1 - 2cm  (44,3%) va kich thude trén > 2 cm (40,5%).
Céc thuong ton ung thu chi xAm 1an da don thuan (93,1%).

Thé mé bénh hoc cua ung thu té bao day hay gip 13 thé ndt (53,1%), thé vi
nbt (20,7%). C6 11,7% thé ndt phdi hop véi dic diém cua cac thé khac. Trong do,
5,2% phdi hop véi thé vi ndt, 2,6% phdi hop véi thé xo, 2,6% phdi hop véi thé
dang tuyén va 1,3% véi thé nong. Co 13,4% thé vi ndt ¢ phdi hop véi dic diém
ctia cac thé khac, trong d6 6,7% phdi hop véi thé xo va 6,7% véi thé dang tuyén.

Nhitng ngudi lam viée ngoai troi nang, c6 tiép xtic song dién tir va cé tiép
xuc tia X c6 nguy co mac ung thu té bao ddy cao gap tir 3,2-4,3 1an c6 y nghia
théng ké so véi nhitng ngudi khong lam viée ngoai troi nang, khong tiép xic
song dién tir, khong tiép xtc tia X. Nhitng ngudi cé tiép xtc véi tiép xtc hoa
chat, tiép xtic ngudn nhiét cao, tiép xtc chit phong xa c6 nguy co mic ung thu té
bao ddy cao hon nhung khéc biét khong cé y nghia thong ké.

2. Xac dinh protein p53 va dot bién gen TP53

C6 24,4% bénh nhan ung thu té bao day co duong tinh véi protein P53. Pa
s6 bénh nhan co6 duong tinh mo6 bénh hoc (+) chiém 14,5%, duong tinh (++++) va
(+++) déu chiém 3,8%.

Dot bién gen TP53 trong ung thu té bao day gip ¢ ca 3 dang: dot bién diém,
d6t bién mat doan nho va dot bién mat doan 16n. Ty 18 dot bién & exon 2-4 1a kha
cao (22,5%) va dot bién & exon 7-9 (12,5%). Ty 18 c6 mot dot bién chiém
17,85%. Véi nhiing trudng hop c6 tir 2 dot bién try 1én thi thuong gip dot bién
méat doan 16n va dot bién diém; hodc dot bién mat doan nhod va dot bién diém;
hogc > 2 @6t bién diem.

KIEN NGHI

1. Nén chan doan sém UT té bao day bﬁng xét nghiém mod bénh hoc khi gap cac
thuong ton da 1 nét cimg, nét loét & ving dau mét co.
2. Khuyén cao dé dé phong mic ung thu té bao day
- Han ché 1am viéc ngoai troi nang, tiép xdc véi tia X, chat phong xa, hoa
chat doc hai, nguon nhiét cao.
- Su dung céc bién phap bao vé khi tiép xic véi anh nang mat troi, dac biét
trong thoi diém 10 -16 gio.
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BACKGROUND

Basal cell carcinoma (BCC) is a member of nonmelanocytic skin cancers
and it is a malignant tumor which arises from basal cell-like cells found in the
lower layer of the epidermis). It is the most common type of skin cancer with the
rapidly increasing prevalence in the world annually and early treatments provide
good results. Risk factors contribute to the occurrence and development of BCC is
UV exposure, race, age, gender, occupation and DNA repairing.

Among these UVs in sunlight play the most important role in etiological
mechanism of BCC. BCC is more common in older, the common site is face
where directly exposure to sunlight. However, it can be found in other sites of
body such as vulva, scrotum, palm of hand and foot, foot and hand nail bed, or in
chronic ulcers, burn scar, tattoo, but never seen in mucous membrane. Typical
lesion is small growths, in exposured skin, hard infiltration, telangiectasis surface,
hyperpigmentation, possible ulcers and easy bleeding. DNA damages are usually
repaired by body and this repairing process is performed by tumor-inhibited TP53
gene. TP53 gene mutations have studied in several countries around the world and
it is a common mutation in cancers generally and in BCC particularly. In Vietnam
there are some works on the clinical features, pathology and treatments for BCC,
but there are lack of work that studies systematically on clinical features,
pathology, risk factors and mutations of TP53 gene in BCC.

OBJECTIVES
The study on: “ Research clinical, histopathological features and TP53
gene mutation in Basal Cell Carcinoma” was carried out with the following
objectives:
1. Survey the clinical, histopathology features and some risk factors in
patients with BCC.
2. ldentifying P53 protein and TP53 gene mutation status in BCC.

URGENT NATURE OF THE STUDY

Basal cell carcinoma (BCC) is one of the most common skin cancer. According to
statistics at the National Hospital of Dermato-Venerology, the rate of basal cell
cancer increases every year. In 2010, more than 2 times higher than in 2007. The
disease is not affect the life but it invade the surrounding tissues and dysfunction
of some organs such as the nose, mouth and eyes. There are many risk factors, the
majority of BCC are induced by sunlight and genetic mutations.
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The study of clinical and histopathology characteristics help diagnosis early
and precisely; from that, the correctly and timely treatment will reduce costs and
the rate of recur while improving the quality of patients life. In addition,
identifying a number of BCC's risk factors help to prevent an effective manner
thereby reducing the incidence of disease. Especially, this study was conducted
TP53 gene sequencing to find mutations, helps us understand the pathogenesis and
gene TP53 role in BCC.

The fact that in Vietnam there are many cases of BCC, especially farmers
who do fishing, but due to limited understanding of the disease, many patients did
not visit or come too late when the tomour has metastasized. So far no systematic
study of clinical characteristics, histopathology and the risk factors as well as the
TP53 gene mutations in basal cell cancer. Therefore, this research is necessary and
highly practical significance.

NEW CONTRIBUTIONS FROM THE THESIS
The study was conducted on 131 patients with BCC, not only the clinical
features, histopathology and some risk factors of disease, but also determine the
change P53 protein in BCC. The study was conducted TP53 gene sequencing to
find mutations that contribute to better understanding of the genes involved in the
pathogenesis of BCC. Thereby contributing to the early diagnosis and prevention.

THESIS OUTLINE
This thesis covers 118 pages, including: preamble (2 pages), the overview (32
pages), materials and method (22 pages), results (28 pages), discussion (31
pages), conclusion (2 page), petition (1 page). It consists of 34 tables, 9 charts,
5 diagram, 8 figures and 127 references (15 in Vietnamese and 112 in English).

Chapter 1. Overview 32 page
Chapter 2. Materials and method 22 page
Chapter 3. Results 28 page
Chapter 4. Discussion 31 page

Chapter 1: OVERVIEW

1.1. Skin cancer classification

BCC is a maglinant tumor involves cells similar cells in basal layer of
epidermis. It is the most common skin cancer, make about 80%. The disease has
slow progression, invades to surrounded tissues, causes malformation and
dysfunction of some organs and parts such as nose, mouth and eye. SCC make
about 20% of skin cancers, second common to basal cell cancer. Melanoma is very
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agressive cancer of melanocytes with high mortality, make about 5%. The other
skin cancers are Bowen’s disease, Paget’s disease, fibrocyte cancer, Merkel’s cell
cancer...

1.2. Clinical and pathological features of BCC

1.2.1. Clinical features

Basal-cell carcinomas may be divided into the following forms:

* Nodular/ ulcer nodular basal-cell carcinoma: It is most common, accounts for
about 80%. Lesion begin with papule, then progress to nodule with red or pink
color, shine and dim in center, firm dense, telangiectasia surface. Papulonodular
lesions with pearl-transperance rim. Lesion can spread widely, central necrosis and
ulcer, so it has been named as "Rodent ulcer".

* Superficial basal-cell carcinoma: The second common after nodular type, makes
9-17.5% cases of BCC. It appears as a flatten or raised erythmatous patch on skin
with tiny thread-like rim, obvious margins, red or pink color. It can have central
atrophy, scale or ulcer. Pigmented spots can be appeared in surface.

* Morpheaform (or sclerosing) basal-cell carcinoma: make 2-3% of BCCs. It is a
flesh, pink or white color patch or fibroid papule, in some cases the lesion is flat to
skin surface, sometimes creates reduced scar, infiltration, telangiectasia on it, less
clear margin to normal skin, the base of tumor tends to spread widerly than lesion
margin.

* Pigmented basal-cell carcinoma: Lesions in nodular or superficial type exhibit
increased pigmentation. Based on amount and location of melanin there
differences in clinical expression of lesion, such as black, brown or blue-gray
color.

1.2.2. BCC histological features

BCC is a maglinant carcinoma, includes cells like basal layer of epidermis. Special
pathology for diagnosing types of BCC is based on HE (Hematoxylin & Eosin)
stained samples, cancer cells with dark nuclears (base), cylinder, high proportion
of nuclear to cytoplasma, lost of intercellular junctions. Peripheral cells of tumor
arrange by fence-like pattern. Most typically, the tumor is separated to surround
substrate mass, forms clear space and surrounded by fence-like cell clusters. Cells
which are inside of tumor arange casually. Most of tumors initiate from epidermis
then invade to dermis in solid, cystic or band types, making different developing
patterns. A common feature in large size tumors is necrotic phenomenon in center
of tumor.

* General histological features of BCC: include epidermic basal-like cells.
Cancer cells with dark nuclear, cylinder shape, higher proportion of nuclear to
cytoplasma, lost of intercellular junction. Peripheral cell clusters of tumor arrange
in fence pattern. Specially, the tumor is separated from surrounding substrate
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mass, creates clear space and surrounded by fence -like cell clusters. Cells located
inside the tumor arrange casually. Most of tumors begin from epidermis then
infiltrate to dermis in solid or cystic or strip form, create different developed
patterns.

* Histological classification for BCC:

Multifocal superficial basal cell carcinoma (ICD-O code 8091/3): is characterized
by the presence of superficial lobules of basaloid cells projecting into the dermis.
The basaloid cell lobules are surrounded by loose myxoid stroma and are usually
confined to the papillary dermis.

Nodular type (ICD-O code 8097/3): The tumour is characterized by large lobules
of neoplastic basaloid "germinative™ cells with peripheral nuclear palisading.
Micronodular type (ICD-O code 8090/3): involves tiny nodulae spreading in
epidermis that similar in size to hair follicle and can have micro-invasive focuses
enter deeply to mesodermis and dermis, so it is easily missed during assessing the
tumor edge plane.

Infiltrating type (ICD-O code 8092/3): The tumour is poorly delineated and
composed of strands, cords and columns of basaloid cells which infiltrate the
dermis. Perineural invasion is common and the basaloid cell infiltrate may extend
Into deeper tissues.

Fibroepithelial type (ICD-O code 8093/3): The tumor characterized by a network
of cords of basaloid cells extending from the epidermis into the dermis, creating a
fenestrating pattern.

Basal cell carcinoma with adnexal differentiation (ICD-O code 8098/3): This
variant is characterized by the presence of adnexal differentiation including
basaloid buds, ductal, sebaceous and trichilemmal elements. Follicular
differentiation may be prominent in more superficial BCCs

Basosquamous carcinoma (ICD-O code 8094/3): Pathohistology of typical
basoquamous type has 3 major components: the areas with features of basal cell
carcinoma with nests of typical basaloid cells that are larger, paler and rounder
than solid basal cell carcinoma with peripheral palisading of cells surounded by
retraction clefts, and areas with features of squamous cell carcinoma (squamoid
cells that have abundant eosinophilic cytoplasm. A transition zone with
intermediate cells is evident between area of basal cell carcinoma and squamous
cell carcinoma tumor cell.

Keratinizing basal cell carcinoma (ICD-O code 8090/3): consisting of horn cysts
and parakeratotic cells with elongated nuclei and slightly eosinophilic cytoplasm
that lie in strands, in whorls, or around the horn cysts, in addition to the basaloid
neoplastic cells with their deeply basophilic cytoplasm. The calcification is
common.
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Other variants: Folicular variant involves one or more different size follicles
concentreate near mesodermis. Adenoid variant: the structure includes fine strips
of basal cell-like cells arranged to form cell networks. Cicatricial/sclerosing
variant: Strips and “nests” of tumor cells attached closely to cicatricial substrate
tissue. Hopper capsule variant: The hopper-like structure with keratinic blockage
in center and surrounded by basal cell-like cells. Cell strips arranged in connective
pattern. Pigmented variant: Melanocytes are scatrerred among tumor cell clusters,
and melanin-contained macrophages were concentrated in connective tissue.

1.3. TP53 gene and BCC

TP53 gene, also known as tumor-inhibited gene, locates in short arm of
chromosome 17. It’s size is 22000 bp, similar to oncogene, includes 11 exone
coding for a message RNA sized 2.2 Kb. TP53 gene has been found since 1979, it is
a protein with molecular weight about 53 kDa. Usually, p53 is found with high level
inside cancer cells. P53 has ability to limit mutations occur in cell by working in
cell cycle. TP53 gene mutations have seen in half of single BCC cases. TP53 gene
sequencing studies in BCC to find mutations show that the commonest mutation is
pyrimidine-pyrimidine translocation (C=>T) or replacing a couple of pyrimidine
by another. In Viet Nam, there are few of research on P53 gene mutation in skin
cancers. A study on P53 protein rate in BCC of eye lid area conducted by Hoang
Anh Tuan identifed this mutation make 22.2%.

- Patched gene (PTCH), locates on chromosome 9q22.3, inhibites the growth of
cancer cells by increasing directly the apoptosis of tumor cells. Patched gene is
resposible for coding Patched protein, plays as receptor in cell membrane that
binded by Hedgehog family proteins. When this gene has mutation, it is thought to
be responsible to trigger Gorlin’s syndrome, Xerodermapigmentosum. They are two
BCC-associated genetic disorders. Patched gene mutation expresses in 30- 40% BCC
cases.

- Hedgehog gene is responsible for producing hedgehog protein of cell wall which
communicates to cell nuclear and actives Patched gene, among others. In case of
Hedgehog gene mutated, inactive Patched gene also causes skin cancer.

Chapter 2: MATERIALS AND METHODS
2.1. Material
2.1.1. Selection criteria
Subjects are 131 patients who have definitive diagnosis of BCC present in the
National Hospital of Dermatology & Venerology (NHDV) for 2 years (between
2012 and 2013), and volunteers who have quite similar features to BCC cases.
2.2. Time and settings
2.2.1. Time: Data was collected from 2012 to 2013.
2.2.2. Settings:
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The National Hospital of Dermatology & Venerology (NHDV) and The
Department of Medical Biology and Genetics, Ha Noi Medical University.
In communities: The information of community residences who have similar
feature to BCC patients was collected.
2.3. Study method
2.3.1. Study design: The descriptive study to describe the clinical characteristics,
histopathology, immunohistochemistry, mutation of TP53 gene and case-control
study to identify risk factors of basal cell carcinoma.
2.3.2. Study samples
2.3.2.1. Study samples for investigating clinical and histopathological
characteristics: Based on the sample size calculating formula, the study involved
131 patients with basal cell carcinoma
2.3.2.2. The sample for case-control study: Using case-control study design due to
BCC is a rare disease. Study sample size was calculated using the formula and
study sample size in each group is calculated 131 patients with basal cell carcioma
(case group) and 131 others (control group).
2.3.2.3. Study sample selection : Patients with BCC were sellected by systematic
randomized method using a list of patients have been treated at the NHDV within
the last 2 years ( 2012 -2013 ). The control group selection: for each BCC patient,
only one control subject was selected by criteria: lives near the patient house,
similar in age and gender.
2.3.3. Data collecting tools and techniques
The Questionaire includes administrative section, personal characteristics and related
factors of basal cell carcinoma and medical record, histopathological test forms
2.3.4. Content and measurements
2.3.4.1. Study the clinical and histopathological characteristics
* Clinical characteristics: Time from tumor occurence, tumor location, tumor
size, clinical morphology: solid nodule, ulcer nodule, hyperpigmentation, warts,
infiltration patch, lesion surface telangiectasia, cancer pearl, a history of the
patient, extent of invasion, lymph node metastasis.
* Histopathology: Using ICD 10 criteria
2.3.4.2. Studying on risk factors
* Demographic characteristics of case and control groups

- Age

- Gender

- Living place: urban and rural.

- Occupation: famer, woker, bussinessman, public servant, casual labourer,

householder, other occupation.

- Education: illiteracy, primary, secondary, high-school, graduated.



2

- Ethnics: Kinh and other minor ethnics.
* Exposured risk factors for BCC
- Sunligh exposure, exposure timing
- High heat exposure and labor protective methods
- Chemical exposure and labor protective methods.
- Radiation exposure and labor protective methods.
- Radiofrequency exposure and labor protective methods.
- X-ray exposure and labor protective methods.
- Smoking exposure.
- Family history of BCC.
- Personal history
2.3.4.3. Studying on gene P53 mutation
* Immunohistochemical assays
- Negative rate less than 1% of tumor cells stained
- Positive rate (+): between 1-25% of tumor cells stained
- Positive rate (2+): between 26 - 50% of tumor cells stained
- Positive rate (3+): 51 - 75% of tumor cells stained
- Positive rate (4+): 76 - 100% of tumor cells stainedt
* TP53 gene sequencing: Identifying mutated gene prevalence
2.4.4. Data analysis:
Data was analysed using SPSS 16.0 software. Data was presented in form of quantity
and proportion. The difference of percentage rate was compared using Z test and 2
test. Statistic tests were tested with statistic significant difference was set at p < 0.05.
Risk factors were compared and presented as odd ratio (OR) and 95%.
2.5. Ethics in studying
The study was appoved by Ethic Commitee of NHDV. Patients were
informed thoroughly when participating to the study. Patient information was keep
In secret and coded in computer during data processing to ensure not any
information would be released.
CHAPTER 3. RESULTS
3.1.Clinical and histopathological characteristics and risk factors of BCC
3.1.1. Patients characteristics
Out of 131 patients with BCC were involved in study, female proportion is 51.9%.
70-79 year age group accounted for the highest rate of 32.1%, followed by the 50-
59 year age group, which accounted for 21.4 % and the lowest rate was under 40
year age, accounted for 3.8 %. Most of patients had no religional belief (95.4%).
Majority of patients were famers (64.9%) and workers (16%)
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3.1.2. Clinical and histopathological characteristics
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Scheme 3.1. Distribution by clinical forms /tumor types (n =131)
Most common clinical form is nodules/ulcers (45.8%) and solid nodules
(42%). The rare forms as hard patch/infiltrated patch and papilomatous

accounted lower rate (8.4% and 3.8%, respectively).
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Scheme 3.2. Distribution of lesion shape (n=131)

Round shape of lesion accounted highest rate (51.9%), followed by oval

(25.2%) and map shape had lowest rate (22.9%).
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Scheme 3.3. Distribution of lesion quantity (n=131)
Patients with 1 had highest rate (93.9%), followed by 2 lesions (3.8%),
especially 6 lesions accounted 0.8%.
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Scheme 3.4. Distribution of invasive organized (n=131)
BCC patients with invasive organized around low percentage (6.9%). The
most common is invasive nasal region (3.9%), eye and ear proportion accounted
for 1.5% of invasive.
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Scheme 3.5. Distribution of disease types based on hyperpigmented
patterns (n=131)
Rate of patients with and without hyperpigmentation was 42% and 58%,
respectively.

%
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Scheme 3.6. Distribution of disease types based on telangiectasia (n=131)
Rate of patients with and without telangiectasia was 19.1% and 80.9%,
respectively.



10

& Co hat ngoc
& Khong c6 hat ngoc

Scheme 3.7. Distribution of pearl-like features in BCC (n=131)
Rate of patients with and without pearl-like lesion is 39.7% and 60.3%,

respectively.
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Scheme 3.8. Ditribution of lesion margin (n=131)
Rate of patients with definitive margin and indefinitive margin is 96.9%

and 3.1%, respectively.
Table 3.1. Lesion ditribution according to anatomic location (n=131)

Location n %
Head, face, neck 139 95,8
Trunk 4 2,8
Extremities 2 1,4
Total of lesions 145 100,0

BCC is most common found in head — face — neck (95.8%), less common in
trunk and extremities (2.8% and 1.4%, respectively).
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Table 3.2. Lesion distribution in head — face-neck location

Lesion location n %

Nose 31 22.3
Cheek 32 23

Orbital circle 18 12.9
Nasolabial fold 10 7.1
Ear 11 7.9
Forehead 10 7.1
Under-eye 8 5.7
Mouth surrounding 8 5.7
Thai duong I 3)

Head 3 1.4
Neck 1 0.7

Lesions in head-face-neck found in 127 patients with 139 lesions. The location
of BCC lesions in cheek and nose accounts for highest rate 23% and 22.3%,
respectively, followed by in orbital circle (12.9%) and in ears (7.9%).

%

i Kich thudce u <1
cm

i Kich thudcu 1-2
cm

Kich thudc u >2
cm

Plot 3.9. Ditribution of tumor size (n=131)
Most of patients have tumor size between 1-2 cm, with rate of 44.3%,
larger than 2cm is 40.4%.
Table 3.3. Distribution of histopathology (n=145)

Histopathological types n %
Nodular 77 53,1
Micronodular 30 20,7
Morpheiform 6 4,1
Basosquamous 1 0,7
Variants Adenoid 15 10,3

Pigmented 16 11,1
Total 145 100
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The study involved 131 patients with 145 histopathological types. Nodular type
Is most common with rate of 53.1%, followed by micronodular type 20.7%;
Pigmented variant is 11.1% and adenoid variant is 10.3%.

Table 3.4. Combination of nodular type with other type charecteristics (n=77)

Nodular type combination n %
Single nodular type 68 88.3
Nodular type with superficial type 1 1,3
Nodular type with morphoeiform type 2 2,6
Nodular type with micronodular type 4 5,2
Nodular type with adenoid type 2 2,6

11.7% of nodular type is found combining with other type characteristics,
among these combining with micronodular type is 5.2%, Morphoeiform type
2.6%, adenoid type 2.6% and superficial type 1.3%.

Table 3.5. Combination of mini-tumor type with other type charecteristics

(n=30)

Combination of mini-tumor type n %
Single Micronodular type 26 86.6
Micronodular type with Morphoeiform type 2 6.7
Micronodular type with adenoid type 2 6.7
Total 30 100

13.4% of micronodular type has combination with characteristics of other types.
Among these combination with fibroid type is 6.7% and with adenoid type is
6.7%. The mean age of patients in both genders with nodular type is 66+12.3, with
micronodular type is 63.9+15.1, with adenoid type is 63.0+16.5 and with
morphoeiform type is 75.5£12.9. The mean age of male patients with adenoid type
is lower than those with nodular type (48.8+£18.9 vs 65.8+10.2), micronodular type
(63,6+14.0), morphoeiform type (70.0 £ 21.2) and pigmented type (64.5 + 11.1).
The mean age of female patients with adenoid type is higher than that of male
patients (68.3+12.7 vs 48.8+18.9), the difference is statistic significant (p<0.05).
The mean age of patients with morphoeiform type in head-face-neck location is
79.6+9.9, higher than those with other types in same location.

Nodular type and micronodular type is quite similar in men and women.
Meanwhile adenoid type is more common found in women than in men (73.4% vs
26.6%). However, the analysis of relationship between histopathological types and
gender showed that this difference is not significant (p>0.05). Head, face and
neck are most locations of nodular type (97.1%), micronodular type (96.2%),
morphoeiform type (83.3%), adenoid type (100%) and pigmented type (100%).
There are no significant difference of tumor location and histopathological types
(p>0.05).
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3.1.3. Risk factorscua BCC
Table 3.6. Analysis of relationship between some risk factors and BCC
(multivariable regression analysis)

Risk factorscia BCC OR 95% CI

Age (less 60 years/ 60 years or more) 0.9 0.50-1.58
Gender (Male/Female) 0.5 0.16-1.34
Education (lower than high-school/high-school or higher) 0.9 0.46-1.82
Ethnics (Kinh/Others) 2,8 0,70- 10,8
Living place (Urban/Rural) 1,3 0,60- 2,70
Religious belief (N/Y) 0,86 0,24-3,03
Smoking (Y/N) 2,4 0,84-7,09
Occupational sunlight exposure (Y/N) 4,3 2,01-9,17
High heat exposure (Y/N) 1,1 0,38-3,35
Chemical exposure (Y/N) 0,85 0,47-1,52
Radiofrequency exposure (Y/N) 3,5 1,44-8,2
X-ray exposure X (Y/N) 3,2 14-7,3

Using multivariable regression formula, persons who have occupational
sunlight, radiofrequency or X-ray exposure are 3,2 to 4,3 times more likely to
have BCC than others. These differences are significant.
3.2. ldentification of p53 protein and p53 gene mutation in BCC
3.2.1. P53 protein identification

Table 3.7.The distribution ratio of positive to p53 by immunohistochemistry

Protein p53 n %

Positive 32 24,4
Negative 99 75,6
Total 131 100

Rate positive for p53 protein accounted for 24.4%.

Table 3.8. Distribution of p53 positive level using immunohistochemical
assays (n=131)

Positive level n %
A+ 5 3,8
3+ 5 3,8
2+ 3 2,3
1+ 19 14,5

Among 131 patients underwent immunohistochemical assays, most of patients have
histopathological psitive 1+, accounted 14.5%, possitive 4+, and 3+ is 3,8%.
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Table 3.9. Distribution of histopathological type and P53 protein (n=131)

antigen P53
— : Total
Positive Negative

Histopathological " % " % " %
type

Nodular 13 18.6 57 81.4 70 100
Micronodular 11 40.7 16 59.3 27 100
Morphoeiform 2 30 4 70 6 100
Adenoid 4 26 11 74 15 100
Pigmented 2 154 11 84.6 13 100

Micronodular type that is positive to p53 is 40.6%, nodular type that is positive
to p53 is 18.6%, morphoeiform type that is positive to p53 is 30%, adenoid type
that is positive to p53 is 26% and pigmented type that is positive to p53 is
15.4%.

3.2.2. Gene p53 mutation in BCC

3.2.2.1. Genral information on study samples

Among 80 BCC samples which were sequenced, 54 samples (67.5%) is stored
in paraffin, 26 fresh samples (32,5%). All of samples is extracted DNA with
proper quantity and quality for molecular testing.

3.2.2.2. TP53 gene analysis findings

* PCR of studying gene sections

o Mt 23 456 7 8810 o234 56780910 M 123456789

20 - ~08kb
10 -
0,75
05 -

A B C

A: exon 2-4 section, size: 611bp; B: exon 5-6 section, size 378bp; C: exon 7-9
section, size 755bp; M: Marker 1kb, 1-10: studying samples.

Figure 3.1. Photos of PCR product electrophoresis of P53-coded gene in studying sample
TP53 gene was sequenced for 3 section: section 1 from exon 2 - 4, section 2 is
5-6 and section 3 is 7-9. The result of gene section PCR electrophoresis for
sequencing is good for all of 80 patients, ensure the sequencing is easy and
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accuracy. Figure 3.1 showed that on electrophoresis photo the 3,6 samples
missed exon 2-4 section; 2,5 samples missed exon 5-6 section.
* TP53 gene modification findings in BCC samples

Table 3.10. Rate of TP53 gene modification in BCC samples

Gene modification n %
Exon 2-4 18 22.5

Exon 5-6 0 0
Exon 7-9 10 12.5
Without modification 52 65.0
Total 80 100,0

Results of above table showed that rate of mutation in exon 2-4 was 22.5% and in
exon 7-9 was 12.5%. Especially, mutation in exon 5-6 was not found.

* Classification of P53 gene mutation

- Rate of deletions and point mutations

Table 3.11. Rate of deletions in P53 gene and point mutations of BCC

Classification of P53 gene n %
mutation

Major deletion* 8 5.76
Minor deletion ** 9 6.47
Point mutation 11 7,91
Total 28 21,14

*: Major deletion: The deletion with hundreds of bp (deletion of exon 2, exon 4
, exon 7, exon 9).

**: Minor deletion: The deletion with mat vai chuc bp — deletion of 16bp in site
of exon 2 - 4 (Del 16 bp (11261- 11277).

Results of above table showed that for TP53 gene, 3 types of mutation can be
found: point mutation, minor deletion and major deletion.

Number of mutations on a cancer sample

A cancer sample can include one, two or even more than 3 mutations.
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Table 3.12. Rate of mutations occur on one BCC sample

Number of mutations n %
1 mutation 5 17,85
2 mutations 5 17,85
3 mutations 7 25,0
4 mutations 8 28,75
5 mutations 0 0
6 mutations 2 7,14
7 mutations 0 0
8 mutations 1 3,17
Total 28 100

Results of above table showed that the samples with 1 mutation accounted only
17.85% in the samples with mutation. The rest of samples included 2 mutations or
more. For cases with 2 or more mutations, the mutations in a patient can be major
deletion plus point mutation; or minor deletion plus point mutation; or 2 point
mutations and more. Especialy, one patient had 8 mutations. In this case all of 8
mutations were point mutation.

Chapter 4: DISCUSSION
4.1. Clinical, histopathological characteristics and risk factors
4.1.1. Clinical and histopathological characteristics
4.1.1.1. Clinical characteristics
The most common clinical morphology of BCC is nodular ulcer (45,8%) and
nodular morphology (42%). These finding are in line with those of other authors in
Viet Nam and in the rest of the world, these authors believe that nodular ulcer
morphology is most common morphology. To explain for ulcer phenomenon in
BCC, Nouri argued that the necrosis of individual cells as well as the patch of
necrosis is case of ulcer morphology on clinical. The feature of clinical ulcer is
common in skin cancer make it can be easily misdiagnosed to other infections by
physicians who are infamiliar to oncological and dematological sections. In
Caucasian people (with skin of type I, II by Fitzpatrick’s classification),
hyperpigmented morphology in tumor is low, accounts only about 6% of BCC
cases, but in studies on Asian people (with skin of type IV, V by Fitzpatrick’s
classification) this morphology accounts high proportion. According to research in
Japan, the pigment appearance in tumor lesion accounts about 75% of BCC cases
and in South Korea they accounts for 55%. It showed that pigmentation is
characteristic sign which found commonly in Asian people, and it is also the
difference of skin colour between Caucasian and Asian people. Again, according
to Kikuchi, pigmented morphology can be considered as one of criteria for
diagnosis of BCC in Japan. Telangiectasia is common phenomenon in cancer
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generally and in BCCs especially, a tumor will not develop without vessel growth
and this growth is impacted by endothelial growth factor. A recent study in Europe
showed that rate of lesions surrounding telangiectasis lesion was found in up to
80.8% of BCC cases, according to authors, there were two common telangiectasic
morphology in BCCs is tree-like telangiectasia and the telangiectasia of short
vessel sections. According Rajpar, approximately 10% of patients with 2 or more
lesions, therefore it is needed to examine whole skin to avoid missing out lesions.
For lesion sites based on anatomic location, research in the world showed that
BCC can be seen in different locations of the body such as the vagina, scrotum,
palm, sole, nail bed, or appearred in chronic ulcers, burn scars and tattoos, but
never seen in membrane. One study in Lithuania showed that beside head-face-
neck location, the prevalence of BCC in the legs of women is higher than that of
men, this can be explained by the habit of dressing, the women often wear dress so
that the legs are exposed to sunlight, while men often wear shoes and long pants,
so the legs are not exposed directly to sunlight.

4.1.1.2. Histopathological characteristics

* Nodular type: The histopathological studies on BCC showed that nodular type is
most comnon and fluctuate in different countries from more than 40% to nearly
90%. Our findings on nodular type is similar to results of other studies in Asian
countries as China - 53.9%, Japan - 54%, South Korea - 60.3% and Singapore
40%, but much lower than that of studies in Taiwan, according to these authors,
nodular type accounts up to 86.5%. Meanwhile, according to studies in Australia,
the rate of nodular type in BCC case is 48.1%. In UK, the rate of nodular type is
78.7%. Reason of difference in rate of nodular type in these studies may be a BCC
patients may have more than one histopathological type, so the results can be
assessed depending on the subjectivity of the observer, this reason can contribute
to changing the rate of the histopathological types in studies. According to Cohen,
about 40% of BCC cases have combied characteristics of other types, so many
cases can not be identified correctly with only partial tumor biopsy.

* Micronodular type: This type accounts quite high percentage in our study
(20.6%), this type is treated more difficultly than nodular type because of high
potential recurrence. Research showed that micronodular type offen invades more
silently and deeply than nodular type, so it is more difficult to detect the tumor
margins than in nodular type. It may be the reason for difficulty of surgery in
removing whole tumor and for higher rate of recurrence comparing to nodular
type. However, in the study of Betti, micronodular type accounts for 1.6% of BCC
cases and the authors explained this difference may be due to different diagnostic
criteria. This type described mainly based on histopathological evidence, and
clinical symptoms are often poor. Results in our study is higher than that in the
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studies of other authors. According to these authors, the proportion of
micronodular type is very low (7.8% and 3.7%, respectively). The infiltrative
ability in the face and around the ears of micronodular typer is very high, with
773% in III level and 18.2 in IV level on the modified Clark’s grade.
Unfortunately, in this study we did not assess the invasive extent of malignant
types using this classification.

* Sclerosing/Morpheiform type: In our study the sclerosing type had very low rate
(4.1%) and had been found mainly in the nose and forehead areas. This type had
similar characteristics to the infiltrating type, so it can be very difficult to
differented to each other. Some studies often combine these types together.

* Basosquamous type:The research showed difference in the proportion of this
type, ranged from 0.4 to 12% . Currently, the baffle is still on this type is a form of
squamous cell carcinoma or it is the overlap of BCC and squamous cell
carcinoma. The term "basosquamous” is used to determine the lesions with both
histopathological characteristics of BCC anf squamous cell carcinoma and has the
same transition area. This type has a much more higher risk of metastasis than that
of BCC or squamous cell cercinoma alone. Consideration should be given to
regional lymph node biopsy for high-risk basosquamous type with size larger than
2 cm and in cases with nerve and lymph node infiltration.

* Adenoid subtype: Our study showed that adenoid type accounts for 10.3% of
BCC cases. Our results is equivalent to that in the study of Zhang et al., according
to these authors adenoid type accounts for 11.5 % but higher than that in the study
of Kikuchi, Chen and Cho.

* Pigmented subtype: In our study, pigmented type is 11.1 %. This proportion is
higher than that in the studies in Europe, but much lower than that in study of
Kikuchi, which showed that the rate of pigmented type is 69.1 %. According to
this author, the hyperpigmentation is caused by melanin deposition in the tumor
and it is the special clinical signs of Asian and is one of the diagnostic criteria for
BCC in Japan.

4.1.2. Some risk factors of BCC

4.1.2.1. Personal characteristics of case and control group

Although in this study the differences in the individual factors and BCC are not
clear but other studies in the world also indicated that people of different races
have different risk of BCC. Skin damaged due to exposure to sunlight depends on
skin color. On clinical, the severity of skin lesion caused by sunlight depends on
the epidermic thickness or amount of melanocytes. The risk of skin cancer in
general and BCC in particular are related to age. Older people are often more
susceptible to skin cancer than younger people. The incidence of BCC increases
with age, with 90% more likely occur in the 50s of age or more. Rate of BCC is
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1.1 to 1.9 times higher in men than in women. However, in people under 50s, the
rate of BCC in women is slightly higher than in men. In men, the incidence in the
age group of 50-69 and 70 years of age or more is highest and it is increased by
4% per year. Among women, the highest incidence is found in the age group of
50-69, higher than in group of 70 years of age or more. The highest incidence of
BCC is found in head and neck, increased by 2.4% and 1.7% annually for both
genders.
4.1.2.2. Risk factors of BCC

Ultraviolet rays in sunlight can cause skin cancer by 3 mechanisms: (1)
making direct effects on DNA,; (2) creating oxidative molecules alter the DNA and
cell structure and (3) inhibiting the innate immunity in fighting cancer. Skin
cancer resulted from ultraviolet rays in sunligh have been proven in practice in
some Northern European countries and Australia - two areas known as ozone
holes and thus can not prevent ultraviolet rays from entering to Earth. The
proportion of patients with skin cancer in the countries located in these two
regions is much higher than that in other countries. People works outside has very
high prevalence of skin cancer and according to some research, 80% cancerous
skin lesions are on exposed skin areas. Another study showed that in the people
who have more than 200,000 hours of sunligh exposure, risk of having squamous
cell carcinoma is 8-9 times higher than that in the control group. People who have
to work outdoors (such as farmers, fishermen, sailors etc... ), sun exposure habits
and the increase in travelling to tropical countries in the summer of Caucasian
people are the important factors that increase the prevalence of skin cancer. Some
studies showed that risk of having BCC in a famer would increase by two times
when he/she expose to sunlight, pesticides, herbicides. There are close relation
between sunligh and BCC that is geography, in areas near the equator, the
prevalence of BCC is much higher in comparison to others

People who exposes to chemicals have 1.2 times higher risk of BCC than
those whithout exposure to chemicals, but this difference is not statistical
significant. Those who do not use protective measures when exposing to
chemicals have 2.6 times higher risk of BCC than the group using protective
measures. Some domestic and foreign research found that the poisoning of heavy
metals such as arsenic also causes skin cancer, especially squamous cell
carcinoma. In people with high levels of arsenic in nails, the risk of squamous cell
cancer almost two times higher than the average people. Arsenic can increase the
cancer risk by stimulating tumor growth, activating hormones. When the
Interaction between sunlight and arsenic exposure occurs, BCC can growh
strongly.
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People with X-rays exposure has risk of BCC 3 times higher than those who
has no exposure to X-rays. lonizing radiation has potential capability in causing
cancer has been recognized since the early twentieth century when skin cancer
often appears on the hands of doctors and technicians who have X-ray exposure.
Epidemiological studies have determined that radiation therapy increases the risk
of developing BCC, radiation therapy for acne increases the risk of BCC by 3
times and those for scalp fungus in children increases the risk by 4-6 times.

4.2. Identification of P53 proteins, TP53 gene mutations in BCC

4.2.1. Identification of p53 proteins

The process of formation and development of tumors is complex, it can occur
naturally or after exposure to the gene toxic factors. For skin cancer, the molecular
epidemiological studies showed that UV radiation can cause mutation, leading to
the activation of oncogenes such as RAF gene, or lost of function of tumor-
inhibited TP53 gene. TP53 gene mutations are genetic alteration commonly seen
In many types of human cancer. Consequently, it makes protein products become
nonfunctional but more sustainable and accumulate with a high concentration in
the cell nucleus, creating the product known as p53 mutation protein. Normally,
p53 protein has short half- life and can not be detected by immunohistochemical
staining techniques. The mutation of this gene leads to alteration of protein, its
half- life lasts up longer so it can be detected by immunohistochemical staining.

In this study, 131 patients were given p53 immunohistochemical assays, among
these 24.4% of patients were positive for p53, 75.6% were negative for p53
protein. Most patients have histopathological positive at 1+ (14.5%), positive at 4+
and 3+ were 3.8% for each one. Fidings from studies of p53 proteins expression in
BCC is different in Caucasian people, with p53 mutation rate was detected in BCC
Is ranged from 40 to 56%. A recent study in India showed that mutations were
detected in 100% of cases of BCC. The difference in mutation rate of tumor-
inhibited gene in BCC can be explained by differences in race and geography of
BCC patients. Studies on relationship between p53 protein expression with
malignancy of BCC produced different findings. Results of study conducted by De
Rosa et al. as well as by Barrett et al. revealed that p53 protein expression reflects
the aggressiveness of BCC, but the study of Healy et al. and of Auepemkiate et al.
showed that p53 protein expression do not reflect the maglinancy of BCC.

4.2.2. TP53 gene mutation

Results of this study showed that on electrophoresis image sample of 3,6 lost
exons 2-4; sample of 2.5 lost exons 5-6. Rate of mutation in exon 2-4 was 22.5%
and in exon 7-9 was 12.5%. Specifically, mutation was not found in exon 5-6. Our
study also showed that for TP53 gene, mutations occured in all three forms, point
mutation, small segment deleting mutation and large segment deleting mutation.
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The results showed that the samples had one mutation accounted for only 17.85%
of samples with mutation. The rest of samples had two mutations or more. For
cases with two or more mutations, the mutations on a patient can be: large
segment deletion and point mutation; or small segment deletion and point deletion;
or 2 point deletions or more. Especially, one patient had 8 mutations. In this case,
all of 8 mutations were point mutation. Most point mutations were nucleotide
replacement, occurred on all of gene segments which were analysed and found
alteration. Besides this, nucleotide insertion mutations were found in IVS1 and
IVS 6 segment. These results were similar to results of other authors. Results from
the study of Tran Duc Phan on 150 BCC samples in year of 2015 detected two
mutations occurred in exon 6. They were ¢.733T>G and ¢.735A>C mutations.
These mutations occurred in one codon, GGC coded for for Glycine (G) amino
acid was converted into the TGA, which is teminal codon (X). Because of early
appearance of terminal code, gene was shortened. These alterations lead to effects
in the phenotype of carriers due to shortened gene. However, in exon 6 with
alteration 9.14062A> C (p.G245G) do not cause amino acid changes in the protein
molecules, so it do not change the phenotype of patients [81]. This study also
showed that most of variations were homozygous state, only few in heterozygous
state, as variations of ¢.11827-11828insC (IVS1); .12139G> C (exon 3);
g.13150T> C and g.13151T> C (exon 4); g.13248A> G (IVS4); g.13451C> G
(IVS5); 9.14133A> C, 0.14183C> T, ¢.14189C> T and ¢.14203T> G (IVS6).
G.12139G> C variation in exon 3 was found with high proportion, variations in
exon 4 had 2 types, both of which were heterozygous. However, the variations
occurred mostly in combined pattern, so in one sample if heterozygous variation
occurred in a certain exon, it would occur in other exon. The variations were found
mostly in IVS1 and IVS6, variations in these two areas were encountered with
high proportion in both of squamous carcinoma and melanoma. However, the
variations in these intron regions almost produced no consequence, in very rare
cases the variations in the intron regions led to consequences or made the changes
in the cell and the body. With variations in in the exon region where transcription
occurs, in skin cancer samples we found there are variations in the exon 3, exon 4
and exon 6, the variations in the exons were found in BCC with rates: variation in
exon 3 was 84.8%, in exon 4 was 3.0% and in exon 6 was 12.1%. Squamous cell
carcinoma also had variations in exon 3 with rate of 14.9%. Changes in exon areas
were not found in melanoma. For all kinds of skin cancer, the rate of variation in
exon 3 was 61.5%, in exon 4 was 2.3% and 8.3% in exon 6. TP53 gene mutation
In our study was lower than that in other studies. It showed the rate of people with
mutation in TP53 gene, gene involved in the regulation of cell division and cancer
inhibition, is lower in Vietnamese than in people from other published countries.
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Mutation sites in exon of TP53 gene is different in different reports, according to
research by Rady, all mutations occur in exon 7 and 8, but in our study, the
mutation occurs both in exon 2-4 and exon 7-8.
Research of Tran Duc Phan also indicated that total variation types that the author
encountered is 56 types. Among them there were 50 types of nucleotide
substitution mutation, accounted for 88.9% of mutation types encountered,
nucleotide insertion mutation had 6 types, accounted for 11.1% of mutation types
found. On location where the mutation appearred, nucleotide substitution types
found in intron regions had up to 38 types, nucleotide substitution found in exon
areas had 12 types. Nucleotide insertion only found in exon areas and also had 6
types. Also according to this author, in 12 types of variation was found, 10
nucleotide variations has amino acid changes in protein moleculars, 2 types of
variation did not lead to amino acid changes. 2 variations did not cause amino acid
changes in the protein molecules were: 1 in exon 4, variation site on the genome
was ¢.13150T> C, the corresponding site on the cDNA was c.471T> C, with T
replaced by C, the wild gene changed to GTT but the amino acid, valine, was not
changed (p.V157V), another variation was in exon 6, variation site on the genome
was g.14062A > C, the corresponding site on the cDNA was ¢.735A> C, there was
replacement of A to C, regulated code, GGC, was now being changed to GGA, but
the amino acid was not changed, remain regulated for glycine (p.G245G). These
variations which did not change amino acid certainly did not affect to the
phenotype, and was not cause of abnormalities in patients with them. There are
two mutations occurred simultaneously in exon 6 was ¢.733T> G and ¢.735A> C,
these mutations occurred in one codon, GGC encoded for the amino acid Glycine
(G) was converted into TGA which was terminal code (X). In this case, the
alteration of protein molecules was abundant, because the genes would be
shortened and end as soon as mutation appearred. Also according to other studies,
it was found that between 15 to 50% of cases with 1 mutation. But in our study the
samples with one mutation accounted for only 17.85%. The remaining had 2
mutations or more. For case with 2 or more mutations, the mutations on a patient
can be: large deletion and point mutation; or small deletion and point mutation; or
2 or more point mutations. Specially, one patient had up to 8 mutations, in this
case all of mutations were point mutation.
4.3. Discussion on study method and novel argues of thesis

Our study is a combination involved three different kinds of study designs:
cross-sectional descriptive study to examine the clinical and histopathological
characteristics, case-control study to identify risk factors of BCC and
Immunohistochemical and molecular biological studies to identify the gene
mutations. The study design is quite comprehensive, using many various collected
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and analyzed data techniques, so it provides the objective evidence, especially the
risk factors of BCC and TP53 gene mutation in BCC. Around the world, there are
few research similar to our research. Most research uses individual design and the
number of patients involved in study was limited. Especially, in this study we have
used the multivariate regression analysis to eliminate confounding factors and
classify risk factors for BCC. This technique has not been used to analyze the risk
factors for BCC in Vietnam

Biases and Limitations: Major biases in this study includes (1) the recall bias
and control group selecting bias in case-control study; (2) biases in TP53 gene
mutation identification in BCC. For recall biases in ancer patients and control
group interview, they were corrected by training for investigators mastering on
interview toolkits, each question is informed and detailed to the study participants,
created an intimate and open environment upon contact with the participants,
infomed clearly on objectives and information confidentiality so that the
participants feel comfortly and open during interviews, from that they would
provide sufficient accurated information for research. To correct the bias in
selecting the control group, we apply the study-involved criteria limitation
technique so that the control groups had similar personal characteristics to case
groups in age, gender, residence. It means that whenever a skin cancer patient was
found, a control person with the same sex, age similarity and lived near the
patient's house would be selected for interview. To minimize confounding factors
we apply multivariate analysis techniques. To avoid errors in determining the
mutation we selected the Genetic Medical Biology and Genetic Department at the
Ha Noi Medical University to perform gene sequencing techniques. This is a
facility with high skilled, experienced staff and state-of-art equipment. Therefore,
the results obtained and presented in this thesis had high accuracy and reliability.

A novel findings of this study reconfirmed the risk factors of BCC, included
intense and long-time sunlight exposure, electromagnetic wave exposure and X-
ray exposure. At the same time, this study identified the genetic mutations of TP53
gene in BCC.

CONCLUSION

1. Clinical and histopathological characteristics and some risk factors

Most common clinico-morphological types in BCC are nodular/ulcer
(45,8%) and solid nodular (42%). Hyperpigmentation (42%), telangiectasia
(19.1%) and pearl cancer (39.7%) on lesions are common signs. Most common
sites of tumors are in head - face - neck (95.8%). Among these, it concentrates
mainly on the cheeks (23%), nose (22.3%) and around the eyelids (12.9%).
Almost tumor size from 1-2 cm (44.3%) and over 2 cm (40.5%). Almost all
carcinoma invasion is located in the skin (93.1%).
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The common histopathological types are nodular type (53.1%),
micronodular type (20.7%). 11.7% of nodular type combined with other types.
Among this, 5.2% is combined with micro-nodular type, 2.6% combined with
morphoeiform type, 2.6% combined with adenoid tpye and 1.3% combined with
superfacial type. There is 14.3% of micro-nodular type combined with other types,
6.7% combined with morphoeiform type and 6.7% combined with adenoid type.

People who worked in the sun, exposed to electromagnetic waves and X-ray
are more likely to have a risk of basal cell carcinoma from 3.2 to 4.3 times than
those who did not work in the sun, did not exposed to electromagnetic waves and
X-ray. This difference is significant. People who exposed to chemicals, heat
sources and radioactive agents had a high risk of basal cell carcinoma but the
difference was not statistically significant.

2. P53 protein expression and TP53 gene mutation

24.4% of BCC patients are positive to p53 protein, 75.6% are negative.
Most of patients have histopathological positive 1+, accounts for 14.5%, positive
4+ and 3+ accounts 3.8% for each.

In TP53 gene, mutation occurs in all 3 types, point mutation, small deletion
mutation and large deletion mutation. Rate of gene mutation in exon 2-4 is quite
high (22.5%) and mutation in Exon 7-9 is 12.5%. Rate of one mutation accounts
for only 17.85%. For cases with 2 or more mutations, it is large deletion muation
and point mutation, or small deletion mutation and point mutation; or 2 point
mutations or more.

PETITION

1. Based on clinical and histopathological features of basal cell carcinoma,
helping clinicians can diagnose early and treated in time attitude.
2. Recommendations to prevent basal cell carcinoma
- Limit outdoor work sunlight, exposure to X-rays, radioactive
substances, toxic chemicals, high heat source.
- Use protective measures when exposed to the sun, especially in time of
10 -16 hours.
- Use protective measures with provisions on exposure to toxic
chemicals, high heat sources, radioactive substances, X-rays.



