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PAT VAN PE

Ung thu (UT) da 1a dang u 4c tinh hay gip nhét ving ddu mit cd,
g6m nhiéu loai u 4c tinh xut phat tir cic té bao biéu mé da. Ung thu da
¢6 ty 1é mic ting dan theo tudi, thuong gip ngudi trén 50 tudi, ty 18
nam nhiéu hon nit. Khu vuc ving dau mit cd, ung thu t& bao (UTTB)
day hay gap & viing mat hon cac khu vuc khéac, chiém khoang 75% cac
truong hop. Theo s6 liu nam 2002, tai M§ c6 khoang trén 1,3 tri€u
nguoi mic ung thu da/nam. Tai Viét Nam, chua c6 théng ké cu thé vé
ty 16 méic ung thu da.

Hai loai ung thu da hay gip nhit 1a UTTB day va UTTB vay.
Céan nguyén bénh sinh ctia ung thu da dugc cho 1a do tia cuc tim mat
troi. Nhimg thuong ton DNA do tia cuc tim gy ra ludn dugc ty sira
chita. Gen TP53 ngén chan viéc phan chia té bao bi hu hong DNA, chiu
trach nhiém ma hod cho protein, cdu tao nén yéu t6 sao chép co tac
dung diéu chinh sy nhan 1én cua té bao. Bén canh d6, Ki-67 1a mot
protein khong histon chil yéu can thiép vao su phét trién, kiém soat chu
ky té bao va duoc cho ring c6 lién quan mat thiét v6i hinh thai ting
truong cua té bao, dic biét 1a chi sb phéan bao va d¢0 mé hoc cua u. Sy
boc 16 san pham dot bién gen TP53 va chi sb tang sinh nhan Ki-67 trong
ung thu néi chung phan anh tinh chét ac tinh ciia bénh. Do viy, ching
t6i tién hanh nghién ctru ndy voi hai muc tiéu:

1. Ddnh gid mirc xdm lin ciia ung thuw té bao ddy va ung thw té
bao viy ciia da viing ddu mdt cé.
2. Xdc dinh tinh trang dpt bién gen TP53, mirc dé bjc 1§ p53, Ki-
67 va moi lién quan ciia chiing véi lim sang va mé bénh hoc.
Nhiirng dong gop mai ctia ludn an

Xac dinh dugc khoang cach trung binh t&i chan u, mirc xAm 1an
clia u vé ca bé ngang va bé sau, tir d6 dua ra duoc khuyén cao vé dién
cét an toan sir dung trong phau thuat UTTB day va UTTB vay da ving
dau mat c.

Két qua nghién ctru phan anh r& cac mdi lién quan giira biéu hién
héa mdé mién dich p53 va Ki-67, ty 1& dot bién gen TP53, cac loai dot
bién va ving Exon thuong gip trong UTTB day va UTTB vay.



Caiu tric cia luin an

Luan an dai 112 trang bao gdm 6 phan: Pat van dé 2 trang;
Tong quan 35 trang; Pdi twong va phuong phap nghién ctru 18 trang;
Két qua nghién ctru 25 trang; Ban luan 29 trang; Két luan 2 trang va
Kién nghi 1 trang.

Luan 4n c6 36 bang; 3 biéu db va 21 hinh. Luan van sir dung 189
tai liéu tham khao, trong d6 c6 22 tai li¢u Tiéng Viét va 166 tai liéu
Tiéng Anh.

CHUONG 1
TONG QUAN TAI LIEU

1.1. MO HQC CUA DA

Da chiém khoang 16% trong lugng co thé, n6 bao boc toan bd
mit ngoai clia co thé. Da c6 rat nhiéu chirc nang nhu chirc ning bao vé,
chtre ning can bang ndi moi, chdng mit nude qua da hay diéu hoa than
nhiét. Trong d6 chirc ning quan trong nhét 13 bao vé co thé trude tac
dong ctia moi truong bén ngoai. Da ngudi co cdu tao gdm ba 16p:
thuong bi, trung bi va ha bi.
1.2. DICH TE HQC UNG THU DA
1.2.1. Ung thur té bao day

Ung thu té bao day 1a loai ung thu da thuong gip nhét trén thé
gidi v6i ty 16 méc gia ting hang nam. Levi F. (2001) uéc tinh hang nim
& My c6 trén 1 tridu nguoi méac ung thu da khong hic td, trong do
UTTB day chiém t&i 75%. Tai Uc, Hoey S.E. (2007) dua ra ty 1& méc
UTTB déy chuén theo tudi & nam gidi 1a 2.145/100.000 dan va nit gioi
14 1.259/100.000 dan. Tai Viét Nam, nghién ctru cua Bui Xuan Truong
tir 1994-1997 thay 67% bénh nhan l1a UTTB day. Nghién ctru cua
Nguyén Huong Giang (2005) thi ung thu da khong hic t6 chiém
91,67% ung thu da, trong d6 50% la UTTB day. Nghién ctru gan day
ctia Vii Thai Ha cho thay ty 16 UTTB day nim 2010 ting gan gap 3 lan
50 v6i ndm 2007 va chiém 58,8% tong s6 bénh nhan UT da.
1.2.2. Ung thu té bao vay

Trén thé gii, UTTB vay hay gip ¢ nhiing ngudi da tring séng &
ving nhiéu anh ning mit troi, c6 hoat dong thuong xuyén ngoai troi.
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Véi ty 1&¢ méi mic & My khoang hon 100/100.000 dan, ¢ Phap la
30/100.000 dan. Bo Stic khoe va An sinh xa hoi Uc (2014) cho biét ty 1&
mic bénh 13 166/100.000 ngudi, trong vong 5 nim ting gan 50% lén
250/100.000 dan, day 1a ty 1& cao nhat thé gidi vi no lién quan dén
chung toc (ngudi da trang) va cudng do chiéu sang ctia mat troi. O Viét
Nam ty 1¢ UTTB vay chiém khoang trén 20% céc truong hop UT da.
Theo nghién ctru cua Bui Xuan Truong (1999) ty 1¢ UTTB vay la 27%
va ciia Nguyén Thi Huong Giang (2005) 1a 27,78%.

1.3. SINH BENH HQC UTTB PAY VA UTTB VAY

1.3.1. Ung thu té bao day

Bénh thuong dugc phat hién trén mot nén da d3 ton thuong tr-
udc d6, nhung ciing thuong xuit hién trén mot ving dudng nhu con
nguyén ven ma khong co bat ky thay doi da rd rang nao. Nhimng thay
d6i duoc xem nhu giai doan tién ung thu cia UTTB day la seo bong,
viém nhiém man tinh nhu nhitng dam loét lao cii, ddm mun tai di tai
lai, cdc mun com (mun cdc) gia va cac sung (mun) cua da. UTTB
day hay xay ra nhat tir d6 tudi 50 tré 1én, mot sd gip & truong hop
nguoi tré hon va da sb cac ton thuong phat trién & vung dau cb, it
thay hon & than va chi, c6 thé c6 nhiéu 6 ung thu.

1.3.2. Ung thur té bao vay

UTTB vay simg hoa ludn ludn hinh thanh trén cic ton thuong
bién doi tién ung thu, tuong ty nhw UTTB day thudng & nhiing vi tri da
bi phoi nhidém nhu mit, ¢6, mu tay... Thong ké cta Herendi (1951) cho
thiy UTTB vay thuong 1a don 6, trong khi UTTB day phan than co thé
thuong da 6. Theo Trendelenburg (1933), UTTB vay thuong gip & nam
nhiéu hon ni, thuong trudc tudi 40, tdng dan & tudi 50 va dat dinh & cac
tudi 60 dén 70.

R4t kho phan bigt UTTB vay va UTTB day ¢ giai doan sém.
Nhung UTTB véy sau d6 s& phat trién nhanh hon. Khéi u duoc hinh
thanh tir cac té bao khong biét hoa va da hinh. Trén vi thé hién dién
nhiéu té bao khong 16 da nhan va phan bao khong dién hinh. Sau khi
vuot qua ranh gidi gitta 10p biéu md va mo lién két, khdi u bat dau tham
nhidm siu va dong thoi pha huy cic mé lan cin. Xu huéng pha hay 1a
dic trung ctia khdi u nay.
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1.4. PAC PIEM LAM SANG UNG THU DA
1.4.1. Triéu chirng lam sang
1.4.1.1.Ung thu té bao ddy
Céc hinh thai 1am sang thudng gip: ndt hodc ndt loét; ndng; xo;

hdn hop; ting sic tb.
1.4.1.2.Ung thw té bio vay

Bénh thuong biéu hién rat da dang véi cac thé 1am sang:

- UTTB vay xam nhép.

- UTTB vay tai chd.
1.4.2. Phan loai giai doan theo TNM

Theo phan loai UTTB day va UTTB vay cia da dau mit ¢ cia
AJCC (2014).
1.5. MO BENH HQC UNG THU DA
1.5.1. Phan loai mo bénh hoc UTTB day

Phan loai ctia T chic Y té Thé giéi (WHO) nam 2006 chia
UTTB déy thanh céc typ sau:

* Typ bé mat (ICD-O code 8091/3).

* Typ not (ICD-O code 8097/3).

* Typ vi not (ICD-O code 8090/3).

*Typ xam nhdp (ICD-0O code 8092/3).

* Typ xo - biéu mé (ICD-O code 8093/3).

* Typ biét héa phan phy da (ICD-O code 8098/3).

*Typ day - vay (ICD-0 code 8094/3).

* Typ sung hoa (ICD-O code 8090/3).

* Cdc bién thé khdc: bién thé nang, dang tuyén, xo héa/xo cimg...
1.5.2. Ung thu té bao vay

Theo phan loai cia WHO gdm céc thé chinh sau:

- UTTB vay thé tiéu gai.

- UTTB vay - té bao thoi.

- UTTB vay mun com.

- UTTB tuyén vay.
Phén dp biét hoa theo 3 dp theo “TNM dt-lat” (1997):

- D61 : Biét hoa cao (well differentiated)

- Do II : Bi¢t hoa vira (moderatly differentiated)

- bg III : Biét hoa kém hodc khong biét hoa (poorly differentiated
or undifferentiated).
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Phén dp biét hod theo 4 d¢ theo Borders (1920), d6 la:
- Do 1: C6 trén 75% céc té bao biét hoa.
- Do 2: C6 tir 50%-75% céc té bao biét hod.
- Do 3: C6 tir 25-50% cac té bao biét hoa.
- D0 4: Co dudi 25% cac té bao biét hoa.

Theo phdn logi moi ciia NCCN (2014) xu huéng phan lam 2 dg:
- B0 biét hoa cao (Well or moderately differentiated).
- Kém biét hoa (Poorly differentiated).

1.6. PIEU TRI UNG THU DA

1.6.1. Phiu thuat

1.6.1.1.Phdu thugt cit bé UTTB ddy va UTTB viy

1.6.1.2. Phdu thugt tgo hinh 4 khuyét sau cdt u

1.6.2. Xa tri

1.6.3. Hoa tri liéu

1.7. NGHIEN CUU VE GEN TP53 TRONG UNG THU DA

1.7.1. Céu tric gen TP53

Gen TP53 1a mot gen trc ché u ndm trén canh ngan nhiém sic thé s 17
(17p13), ma hoa cho protein p53 ¢6 trong lugng phan tir 53 kD. Gen TP53
gom 11 exon (tir E1 dén E11, trong d6 E1 khong méa héa) va 10 intron.

1.7.2. Chikc nidng gen TP53

Gen TP53 ¢ vai tro quan trong trong kiém soat chu ky té bao va
apoptosis. Su bét thuong ciia gen TP53 tao ra sy rdi loan ting sinh té
bao, dan dén hinh thanh ung thu. Khi co thé bi tac dong bai cac kich
thich (nhu DNA tén thuong, sbc dién, thiéu OXy, su biéu hién qua muc
oncogen), gen TP53 s& dugc hoat hoa gdy dung chu ky phan bao cho
dén khi DNA dugc stra chita hodc gy apoptosis néu DNA ton thuong

khong sira chita dugc.

1.7.2.1.Hoat d¢ng ciia gen TP53

1.7.2.2. Kiém soét chu ky té bao

1.7.2.3. Phan tich di truyén phan ti

1.7.4. Cac phwong phap phat hién dot bién gen TP53
1.7.4.1. H6a md mién dich Vi ung thuw da

1.7.4.2. Ky thudt sinh hegc phan ti# PCR
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1.8. TINH HINH NGHIEN CU'U LIEN QUAN PEN PE TAI
1.8.1. Tinh hinh nghién ciru trén thé giéi

Nhiéu nghién ctru di cho thiy dot bién gen TP53 chiém khoang
mot ntra cac truong hop UTTB day don 1é. Nghién ctru cua Rady (1992)
cho thiy 50% céac truong hop UTTB ddy co dot bién gen TP53, nghién
ctru sau do cua Ziegler (1993) phat hién 56% truong hop UTTB day co
dot bién gen TP53. Cac nghién ciru ¢ ngudi chau A cho thay ty 1é dot
bién gen TP53 trong UTTB déay & cac nudc 1a khac nhau. Theo nghién
ciru cua Kim (2002), ty 1& gen TP53 dot bién chiém khoang 30%,
nghién ctru cia Ghaderi (2005) la 68,3% con trong nghién clru cua
Malhotra (2011) thi ty 1& dot bién chi chiém 17,6%.

Niam 2007, Thierry Soussi khi théng ké nhiéu bao cdo nghién ctru
vé bién ddi gen TP53 & cac bénh nhan UTTB vay ving dau cb ciia cac
tac gia khac nhau, tién hanh nghién ctru & cac dia diém khac nhau va
thiy 64 loai bién d6i & gen TP53 dd duoc phat hién, tuy nhién chi c6 20
bién ddi 1a ¢6 tir 2 nghién ctru trd 1én cling phat hién thiy, c6 t6i 44 bién
di chi gip trong 1 nghién ciru. Nhu vy, bién dbi cia gen TP53 rat da
dang, rat c6 thé no c6 thé phu thude vao chung tdc nguoi va dia du khac
nhau thi c6 cac bién d6i khac nhau.

1.8.2. Tinh hinh nghién ctru tai Viét Nam

O Viét Nam, nghién ctru vé dot bién gen TP53 & ung thu da con
han ché. Chung t6i chi tim thdy dwoc hai nghién ctru cua Tran Puc
Phén va Lé Ptrc Minh vé dot bién gen TP53 trong ung thu da da dugc
thuc hién.

CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Pbi tuong nghién ctru gdm 71 bénh nhan duoc chan doan xéac
dinh 1a UTTB day va UTTB vay tai Bénh vién K tir thang 3/2012 dén
thang 3/2014.
2.1.1.Tiéu chuén lya chon bénh nhén

- Bénh nhan méc bénh ung thu da ving ddu mit ¢6 c6 ton thuong
tién phat, chura duoc phiu thuat, dugce chin doan xac dinh vé mit MBH
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1a UTTB day hodc UTTB vay tir cac bénh pham sau khi duoc diéu tri
bang phau thuat tai Bénh vién K.

- Khéi nén con duge luu trit va du bénh phém dé cit lai tiéu ban,
nhudém HMMD va gidi trinh tu gen.
2.1.2.Tiéu chuin loai trir

- Bénh nhén khéng thoa méan bat ky tiéu chuan Iya chon trén.

- Bénh nhan c6 2 loai ung thu, da duoc diéu tri trude do.
2.2.PHUONG PHAP NGHIEN CU'U:
2.2.1.Thiét ké nghién ciru: Phuong phap nghién ciru mo ta cit ngang.
2.2.4. Céch thire tién hanh
2.2.4.1. Khai thac thdng tin
2.2.4.2. Nghién cieu md bénh hoc
Phan loai UTTB day:

Céc hinh thdi ldm sang thuong gap:
- Hinh thai ndt hodc ndt loét.
- Hinh thai néng.
- Hinh thai xo.
- Hinh thai hon hop.

Phan dp UTTB viy:

Phdn do biét hoa theo 4 do:Nam 1920 Broders tim ra mot
phuong phap dé nh¢ dé danh gia kha ning phat trién ctia ung thu theo 4
do ac tinh, do la:

-6 1: > 75% cac té bao biét hoa.

- Do 2: 50%-75% cac té bao biét hod.

- D6 3: 25-50% cac té bao biét hoa.

- Do 4: < 25% cac té bao biét hoa.
2.2.4.3. Nghlen ciku mikc Xam ldn ciia UTTB da

Céc ria dién cit duoc xac dinh va danh gia xam 14n qua xét
nghiém mé bénh hoc, dua vao mit phing, vi tri giai phau va danh
d4u bénh pham.
2.2.4.4. Pdnh gid sy biéu hign cia protein p53 va Ki-67

Str dung phuong phap nhuém HE, danh gia mirc d6 biéu hién cia
protein p53, Ki-67 dua theo danh gia tiéu chuén ctia Izumi (2008):

Am tinh: <10 % té bao u bat mau
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Duong tinh (1+):  Tir 10% - 50% té bao u bat mau
Duong tinh (2+):  Tir 51% - 80% té bao u bat mau
Duong tinh (3+): > 80% té bao u bat mau
2.2.4.5. Ddnh gid dgt bién gen TP53
Xac dinh trinh tu gen TP53 duoc thuc hién trén may ABI
PRISM Genetic Analyzer. Céac thong sb va chat lugng duoc thu
thap, kiém tra bang cac phan mém ABI Data Collection v2.0 va
Sequencing Sotfware v5.3. Trinh ty gen TP53 ctia miu ung thu
duogc so sanh véi trinh ty tham chiéu cong bé trén GenBank qua st
dung phan mém BioEdit dé x4c dinh d6t bién.
23.XULYSOLIEU o
Xt 1y céac dit liéu bang phan meém Epidata 3.1 va SPSS 16.0,
str dung thuét toan kiém dinh gia thuyét 1% cac test kiém dinh c6 ¥
nghia khi p<0,05.
CHUONG 3
KET QUA NGHIEN CUU

3.1.MQT SO PAC PIEM LAM SANG
3.1.1. Tudi va gii tinh
Nhom tubi > 70 chiém ty 1¢é cao nhat 43,7% va thap nhat 1a do
tudi dudi 40, chiém 1,4%; tudi trung binh 1a 66,4. Nit gidi chiém ty 1¢
54,9%; nam giGi chiém ty 1& 45,1%.
3.1.2. Ty 1¢ ciia UTTB day va UTTB vay
Bing 3.2:Ty 1&¢ UTTB day va UTTB vay

Mo bénh hoc n Ty 1€ %
UTTB day 51 718
UTTB vay 20 28,2
Téng sb 71 100,0

Nhdn xét: Ty 1& bénh nhan mac UTTB day 1a 71,8%, UTTB vay
1a 28,2%.
3.1.3. Vi tri ton thuwong

UTTB déy gip & vi tri viing quanh mit 1 phd bién nhat (27,5%).
UTTB vay gip phd bién ¢ vi tri mili (25%). C6 su khac biét ¢6 ¥ nghia
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thong ké giita vi tri u caa UTTB day va UTTB vay (x*=18,06;
p=0,034).
3.1.4.Kich thwéce u

Bang 3.4: Phan bo kich thuwéc u

, , UTTB day UTTB viy

Kich thwoc u N % N %
Nho hon I cm 6 11,8 2 10
1-2cm 28 54,9 11 55,5
2-4cm 15 29,4 7 35
Lén hon 4. cm 2 3,9 0 0
X + sd 221+1,13 2,09 +0,95
Min — max 07-6,0 05-4,0
Téng 51 | 718% 20 | 28,2%

Nhan xét: Kich thude trung binh cia UTTB day (2,21 cm) 16n
hon so voi UTTB vay (2,09 cm). Sy khac biét nay khong c6 y nghia
thong ké (p>0,05).

3.3. PANH GIA MUC XAM LAN CUA UT DA
3.3.1. Khoang cach téi riau
Bang 3.6: Khoang cach téi ria u

Khoang cach téiria | UTTB day UTTB vay
u n |Tylé¢ % n Ty 1€ % p
2-3mm 6 11,8 0 0
4-5mm 35 68,6 10 50 0,23
6-7 mm 6 11,8 2 10,0 1,00
8-9 mm 2 3,9 1 5,0 1,00
>10 mm 2 3,9 7 350 | 0,002
X % sd 5,1+ 1,57 75+3,76 0,011
Téng sb 51 | 718 20 | 282 | 0,007

Nhdn xét: Co bang ching chi rd mbi quan hé c6 y nghia thong ké
giita thé MBH véi khoang cach téi ria u (x*=14,2; p=0,007<0,05). Khi
sir dung kiém dinh t ghép cip cho ta thiy c6 su khac biét giita trung
binh khoang cach tdi ria u ctia 2 loai ung thu (t,16=-2,763; p=0,011).
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Bang 3.7: Méi lién quan giira dién cit dwong tinh xa nhit va GPBL

Dién cat dwong tinh xa nhat (mm)

The GPB Imm| 2mm 3mm | 4mm | 5mm | 6 mm Tong

UTTB day 1 10 21 14 5 0 51
(2%) | (19,6%) | (41,2%) |(27,5%)| (9,8%) (71,8%)

UTTB vay - 1 4 9 5 1 20
(5%) (20%) | (45%) | (25%) | (5%) |(28,2%)

Tong 1 11 25 23 10 1 71
(1,4%) | (15,5%) | (35,2%) |(32,4%)((14,1%)| (1,4%) | (100%)

Nhdn xét: O cac truong hop UTTB day, dién cit dwong tinh xa
nhit 3 mm chiém ty 1¢ cao nhat (41,2%), ty 1¢ nay giam dan & muc 4
mm (27,5%) va 5 mm (9,8%). Bdi vdi UTTB vay, ty 1& cao nhit nam &
dién cit duong tinh xa nhit 4 mm (45%) sau d6 giam xudng & dién cit 5
mm (25%) va dién cat 6 mm chi con 5%. Mbi tuong quan giita dién cat
dwong tinh xa nhat va thé GPBL khong c6 y nghia thong ké (5°=10,472;

p=0,063).

3.3.7. Lién quan x4m lin dién day u
Biang 3.12: Mirc xAm l4n ciia day u véi thé GPBL

ai UTTB | UTTB day | UTTB viy Téng

Dién day n % n % n %
Am tinh 6 | 118 3 15 9 12,7

1 mm 39 | 765 | 16 80 | 55 77,5

2 mm 3 59 0 0 3 4,2

3mm 2 3,9 1 5 3 4,2

4 mm 1 2 0 0 1 1,4
Téng 51 [ 71,8 | 20 [282 | 71 | 100,0

Nhdn xét : Mirc xAm 1an ciia day u chii yéu ¢ kich thuéc 1 mm
(77,5%), trong d6 chiém 76,5% UTTB day va 80% UTTB vay. Muc do
lan ctia ddy u to nhat 1a 4 mm cta 1 bénh nhan UTTB déy. Kiém dinh
khi binh phuong cho ta thiy khéng c6 mbi lién quan nao giita mirc do
xdm l4n cua day u va loai UTTB c6 y nghia théng ké (y°=1,75;

p=0,78).




11

3.4. KET QUA NHUOM HMMD VOI P53 VA KI1-67
3.4.1. Lién quan gitta mirc d¢ dwong tinh p53 va Ki-67 véi GPBL
Bang 3.13: Méi lién quan gitra mirc d§ duwong tinh p53 véi GPBL
Am Dwong tinh Téng
Loaiu tinh 1+ 2+ 3+ s0 P
n| % |n| % |{n| % |[n| % n | %
UTTB day| 2 |1 39 (30|58,8|14|275|5| 9,8 | 51 | 100 |0,001
UTTBvay| 7 |350| 5 |250| 3 |150|5|250| 20 | 100
Tongsd | 9 [12,7]35(49,3|17|23,9(10[14,1| 71 | 100
Nhdgn xét: Ty 1¢ duong tinh chung & UTTB day 1a 96,1%, cao hon so
v6i UTTB vay la 65%, su khac biét nay c6 y nghia thong ké

(p=0,001).
Bang 3.14: Moi lién quan giira mirc 4 dwong tinh Ki67 véi GPBL
Am Duwong tinh Tong
Loaiu | tinh 1+ 2+ 3+ s0 p

n| % (n| % |{n| % |[n| % |n | %

UTTB day|8 | 15,7 |26|51,0| 8 |157| 9 | 17,6 | 51 | 1000,002
UTTBvay|0 | 0 |6[30,0]12|60,0| 2 [10,0] 20 | 100
Téng sé6 |8 |11,3(32]45,1|20|282|11|155] 71 |100
Nhén xét: Ty 1& duong tinh chung & UTTB day 1a 84,3%, thip hon so
v6i UTTB vay la 100%, sy khac biét nay co y nghia thong ké
(p=0,002).

3.5. KET QUA GIAI TRiNH TU GEN TP53

3.5.1.Phén loai ddt bién gen TP53

Biang 3.19: Phén loai ddt bién gen TP53

PO UTTB ddy | UTTB vay Tong so
Dot bién gen n % n % n %
Dét bién sai nghia 19 95 | 16 | 100 | 35 | 97,2
Pét bién v nghia 1 5 0 0 1 2,8
Tong 20 |556] 16 | 474 | 36 | 100

Nhdn xét: Trong 36 miu mang dot bién, c6 35 truong hop (97,2%) la
dot bién thay thé axit amin (d6t bién sai nghia), va c¢6 1 truong hop
(2,8%) 1a dot bién vd nghia.
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3.5.4. Biéu hién tinh trang PBG TP53 ciia UTTB day va UTTB vay
Bang 3.20: Tinh trang dot bién gen TP53 trén 2 loai UT

Loai Dot bién Khéng dot bién Téng sb

UTTB n % n % n %
UTTBddy | 20 60,6 13 39,4 33 | (64,7%)
UTTBviy | 16 88,9 2 11,1 18 | (35,3%)
Tong so 36 70,6 15 29,4 51 | (100%)

Trong d6, 60,6% trudng hop UTTB day va 88.9% mau bénh
pham UTTB vay biéu hién dot bién gen TP53. Sy khac biét giita ty 1¢
dot bién gen TP53 trén mau bénh pham UTTB day va UTTB vay c0 y
nghia thng ké theo kiém dinh khi binh phuong (y°= 4,49; p=0,034).
3.5.7. Lién quan giira h6a mé mién dich p53 va dot bién gen TP53

Bang 3.25: Mbi lién quan giira HMMD p53 va dét bién gen TP53

Pot bién UTTB day UTTB vay
en TP53| Pt bien | Khdng | Dot bien | Khong
HMMD p53 dot bién dot bién
- 0 0 6 1
(85,7%) | (14,3%)
1+ 10 8 3 1
(55,6%) | (44,4%) | (75%) (25%)
2+ 7 4 2 0
(63,6%) | (36,4%) | (100%)
3+ 3 1 5 0
(75,0%) | (25%) | (100%)
Tong sb 20 13 16 2
(60,6%) | (39,4%) | (88,9%) | (11,1%)

Nhan xet : UTTB day: & miac d6 duong tinh p53 (1+) ¢6 55,6%
dot bién gen TP53; & muc do (2+) 13 63,6% va mic (3+) co téi 75%.
Khong c6 mdi twong quan ¢ y nghia théng ké gitta HMMD p53 va dot
bién gen TP53 & cac truong hop UTTB day (x°=0,582; p=0,748).

Déi voi UTTB vay: & mirc do dwong tinh p53 (1+) c6 75% dot
bién gen TP53; & mirc d6 (2+) 1a 100% va (3+) ciing c6 100%. Khdng
c6 mdi twong quan c6 y nghia thong ké gitta HMMD p53 va dot bién
gen TP53 & céc truong hop UTTB vay (x*=1,73; p=0,631).
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3.5.8. Lién quan gitra HMMD Ki-67 va dot bién gen TP53
Bang 3.26: Lién quan giira HMMD Ki-67 va ddt bién gen TP53

Pét bién UTTB day UTTB vay
en TP53 g A Khén o Khén
HMMD Ki-67 Dot bién dot bign Dot bién a6t bie:gn
- 1 2 0 0
(33,3%) (66,7%)
1+ 11 5 5 1
(68,8%) (31,2%) | (83,3%) | (16,7%)
2+ 4 2 9 1
(66,7%) (33,3%) (90%) (10%)
3+ 4 4 2 0
(50%) (50%) | (100%)
Tong so 20 13 16 2
(60,6%) (39,4%) | (88,9%) | (11,1%)

Nhdgn xét : UTTB day: ¢ mirc d¢ duong tinh Ki-67 (1+) c6 68,8%
dot bién gen TP53; & mirc do (2+) 1a 66,7% va (3+) c6 50%. Khdng cd
mdi twong quan gitta HMMD Ki-67 va dot bién gen TP53 & cac truong
hop UTTB day (x*=1,848; p=0,604).

Dbi véi UTTB vay: ¢ mic d6 dwong tinh Ki-67 (1+) c6 83,3%
dot bién gen TP53; & muc do (2+) 1a 90% va (3+) 1a 100%. Khong c6
mdi twong quan gitta HMMD Ki-67 va dot bién gen TP53 & cac truong
hop UTTB vay (x*=0,45; p=0,799).

CHUONG 4
BAN LUAN

4.1. PAC PIEM LAM SANG
4.1.2. Ty 1¢ cia UTTB day va UTTB vay

Két qua cua ching t6i cao hon so voi mot sd tac gia khac. Theo
Trinh Quang Dién (1999), UTTB déy chiém ty 1& cao 52,5%, tiép dén la
UTTB vay 38,4%; Lé Tuin Hung (1999), tuong ung la 50,5% va
34,3%. So sanh voi cac nghién clru ¢ nudc ngoai, ty 1€ trong nghién ctru
ctia Al Aboud KM (2003) 1a 51%; 26. Két qua cta chiing t6i cao hon so
v6i nghién clru cia Thomas DR (1979): UTTB ddy (61%); UTTB vay
(25%). Mot sb két qua nghién ctru nude ngoai khac ciing c6 két qua
tuong dong voi nghién ctru ciia ching téi. Mot nghién ciru dich t& hoc
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cua Andrade (2011) kéo dai 5 nam tai Singapore chi ra ty 1¢ UTTB day
1a 68,3% va ¢ UTTB vay la 31,7%. Marks (1995) c6 nhan dinh ti 1¢
UTTB day va UTTB vay ¢ murc xap xi 3 dén 4 trén 1 (~3-4:1). Nghién
ctru vé ung thu dau va cd cua Ouyang (2010) ciing chi ra UTTB day la
UT thudng gip nhét & UT da, chiém téi 70-75%.
4.1.3. Phan bo theo vi tri ton thwong

Cac nha khoa hoc trén thé gidi cho réng dau mat cd 1a vi tri
thudong xuyén tiép xtic v6i 4nh sang mat troi nhét cac tia UVA, UVB,
UVC tac dong tryc tiép dén da ving dau miat co giy ung thu. Nhiéu
nghién ciru di khang dinh nhitng u & vi tri ddu mat ¢ c6 nhiéu kha
nang tai phat va di can, trong dé, tai phat nhiéu nhat & cac vi tri miii, ma
va thai duong. Két qua nghién ciru cua chung toi kha tuong dong véi
mot sd nghién ctru trong va ngoai nudc. Nghién ctu cua Bui Xuan
Truong (2005) dua ra ty 1€ vi tri ton thuong cia UTTB day vung dau cb
nhu sau: da dau chiém 2 4%, tran - thai duong chiém 7,4%, quanh
mit chiém 10 ,8%, ma chiém 16 ,4%, miii chiém 28 ,8%, moi va cam
chiém 6,2%, tai va quanh tai chiém 5,2%. Cac tac gia Kikuchi (1996) va
Chen (2006) ciing déu cho rang ving miii va quanh mét hay xuét hién
UTTB day. Viéc xac dinh vi tri cia khdi u ¢6 vai tro dic biét quan trong
gitip cho viéc lap ké hoach diéu tri. Cac nghién ciru ciia Rajpar (2008)
va Smeets NW (2004) déu cho thay vi tri khéi u thude “ving chit H” &
mit (quanh mit, 16ng may, miii, rinh mili m4, quanh miéng, trudc va
sau tai) 12 nhitng vi tri c6 nguy co tai phat sau diéu tri cao nhat. Hién
nay van chua cé giai thich chinh xac 14 tai sao UTTB day lai hay gip &
vung mii hay bat ky vi tri nao khac trén mat. Tuy nhién, Kikuchi
(1996) cho rang UTTB ddy trén mat gdp ; nhiéu & miii vi ving nay 1a nho
ra nén tiép xic voi anh sang mit troi nhiéu nhat.

Trong nghién ctru cua ching t6i, UTTB vay gip phd bién nhat &
vi tri viing thai dwong (25%) va ving mili (25%), tiép dén 1a ving ma
(15%) va tran (15%). Nghién ctru cta Andrade (2011) ciing chi ra
nhiing vi tri ton thuong trén mit twong tu, nhung véi ty 1¢ khac, d6 1a
g0 ma (31%); moi dudi (17,8%); tai (11,7%); tran (11,5%) va miii
(10,1%). Nghién ctru cua Veness (2007) da chi ra dugc UTTB vay o
cac vi tri tai, tran, da ddu va moi dudi c6 ty 18 tai phat cao. Két qua
klem dinh Khi binh phuong trong nghién ctru cua ching téi cho thay co
mdi tuong quan c6 y nghia thong keé gilta vi tri t6n thuong va thé UT
(p=0,035). Piéu nay chimg t6 cac vi tri ton thuong cua UTTB vay va
UTTB day co6 su khac biét ro rét.
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4.1.4. Phan bo theo kich thwéc ton thwong

Kich thudc khéi u ciing dong vai tro quan trong trong diéu trj va
nguy co tai phat bénh, khdi u to hon s& c6 ‘nguy co tai phat cao hon.
Cherpelis (2002) cung cac cong su cong bd trong nghién clru cua ho
rang kich thudce khdi u ¢6 mbi lién quan co ¥ nghia thng ké véi sy di
can, cu thé khéi u c¢6 kich thude 16n hon 2 cm ¢6 nguy co di cin cao
hon, bén canh d6, nhitng truong hop UTTB vay xam lan c6 kich thudc
nho hon 1 cm ciing ¢6 thé di can, nhung khong thuong xuyén. Mot s6
céc bénh nhan trong nghién ciru ciia chung toi thuong dén kham mudn
hodc tu diéu tri nén tén thuong da lan rong.

Kich thudc ton thuong thuong gip nhat cia UTTB day 1a tir 1-2
cm, chiém 54,9%; tiép dén 1a kich thuéc 2—4 cm chiém 29,4%; kich
thuéc nho hon 1 cm 1a 11,8%, kich thudc it gap nhat 13 16n hon 4 cm,
chi chiém 3,9%. Kich thudc trung binh 1a 2,21 cm. Kich thude to nhét
do dugce 13 6 cm. Két qua nay kha twong ddng so v6i nghién ciru cua DS
Thu Hang (2005) va Lé Ptc Minh (2014), hai tac gia nay déu chi ra
kich thudc 1-2 cm 1a thudng gip nhit & UTTB day, ty 18 1an luot 1a
50,8% va 44,3%. Tuy nhién, két qua nghién ciru cua ching t6i ciing
khac so véi mot sb nghién ciru trong va ngoai nude khac. Nghién ciru
cta Manstein ME (2003) chi ra c6 tdi 85% u c6 kich thude < 2 cm.
biéu nay co thé 1a do trinh do dan tri, diéu kién kinh té cao, thoi quen
kham bénh dinh ky nén ngudi dan duge kham va diéu tri som. Ngudi
dan nudc ta thuong khi thdy co van dé, co tridu chimg méi di kham,
khong c6 théi quen kham bénh dinh ky nén dé u to mai dén bénh vién.
Mot nghién ctru cua Hoang Anh Tuan (2012) chi ra kich thuéc gap
nhiéu nhét 1a nhé hon 1 cm (41,3%). Su khac bi€t nay co thé 1y g1a1 1a
do tac gia khu trii vao UTTB day ving mi mat. Cac khéi u ving mi mét
s& gdy anh huong dén kha ning thi gidc cua bénh nhan nén ho dén
kham sém hon so vdi u & vi tri khéc.

O UTTB vay, kich thudc u tir 1-2 cm chiém ty 1& cao nhét la
55%; tiép dén l1a tir 2-4 cm chiém 35%; u nho hon 1 cm chiém 10% va
khong c6 u 16n hon 4 cm. Diéu nay kha khéc biét so v6i nghién ciru cia
D46 Thu Hang (2005) khi tac gia nay chi ra kich thudc u tir 2-5 cm chiém
ty 18 cao nhat véi 63,7%; ty 1 unh6 hon 2 cm chi chiém 19,8%. Két qua
nghién ciru cia Pham Cam Phuong (2001) ciing tuong tu. Khi nghién
clru moi tuong quan gilta kich thude u véi cac dac diém nhu tudi, gidi
tinh va phan b theo loai UT, két qua cho thiy khong c6 mbi twong quan
nao c6 y nghia théng ké.
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4.3. PANH GIA MUC XAM LAN CUA UT DA
4.3.1. Khoang cach téi riau

Danh gia khoang cach tinh tir ria u toi mép ngoai ctia khdi u da
phiu thuét, xac dinh dién cat téi timg milimet qua 4 ria da mang tinh
chat dai dién cho dién cit quanh u. Trong nghién ciru nay co 8,5%
khoang cach téi chan u < 3 mm; 63,4% voi 4-5 mm; 11,3% voi 6-7
mm: 4,2% va 12,6 % d6i voi khoang céach tir 8-9 mm va lon hon 10mm.
Mot nghién ctru trén 292 bénh nhan cua Bui Xuan Truong (2005) cho
biét khoang cach tdi ria u nhé hon Smm chiém 10%; Smm chiém 32%;
7mm chiém 36%; 10mm chiém 10,1% va khoang cach 16n hon
10mm chiém 0,6%.

Véi UTTB day c6 11,8% duge phau thuat v6i khoang cach téi ria
u nho hon 3 mm; 68,6% véi 4-5 mm; 11,8% véi 6-7 mm; 3,9% véi 8-9
mm va 3,9% vé6i khoang cach 16n hon 10 mm. Nhu vay cat rong dudi
5mm 1a cha yéu (80,4%), ddy 1a mirc cit rong vira di. C6 2 trudng hop
(3,9%) cét rong hon 10 mm, do u tai phat, hodc & vi tri rong rdi. Theo
Breuninger va Dietz (1991) chimg minh rang vi nhitng UTTB day kich
thuéc nhoé hon 1 cm, 30% duoc phau thuat véi khoang cach téi ria u 2
mm; 16% véi 3 mm va 5% voi 5 mm. O kich thudc tir 1-2 cm, ty 1¢ nay
lan luogt 1a 48%; 34% va 18%. 165. Weinstein (2002) thi cho rang rach
da cach bo thuong t6n 5-10mm cho ty 18 khoi khoang 83%.

Véi UTTB vay c6 50% duge phau thuét v6i khoang cach ti ria u
4-5 mm; 10% voi 6-7 mm; 5% voi 8-9 mm va 35% voi 1on hon 10 mm.
Ty 1& 50% & khoang cach 4-5 mm theo nguyén tic ddi v6i phau thuat
UTTB vay chua phu hgp do viéc danh gia, xac dinh trén lam sang,
trudc phau thuat khdi u ung thu 1a UTTB vay hay UTTB day c6 phan
kho khin dé chinh xac véi mot s6 thé caa UTTB vay (két qua chinh xac
dua vao GPBL).
43.2.Lién quan giira dién cit dwong tinh xa nhét véi thé GPBL

Dbi voi mirc xam lan cua UTTB day, theo Fleming (1995) voi
thé ndt/loét va thé nong, chi can cit bo ton thwong cach bo nhin thay vé
mit 1dm sang khoang 5 mm da diéu tri khoi 90%, véi thé xo nén cit
cach bo 7,2 mm. Dién cét cach ria u 5 mm duge cho 1a chic chin lam
giam ty 1¢ tai phat ¢ nhitng u nho hon 2 cm. Gulleth (2010) cho rang &
dién cat 3 mm ciing c6 thé an toan sir dung dé nang cao tinh thim my
cling nhu dat ty 1¢ chita khoi 95%. Tir két qua nghién ciru niy c6 thé khang
dinh dién cit trén u 5 mm sé mang lai an toan cho gﬁn 90% bénh nhan
UTTB day. Theo nghién ctru cta chiing i, dién cit duong tinh xa nhét 3
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mm chiém ty 1¢ cao & ca 4 thé hinh thai: thé nt loét 1a 38,5%; thé xo 1a
42,9%; thé nong 1a 100% va thé hdn hop 1a 50%. O hai thé nét loét va xo
xuét hién thém ca nhitng dién cit duong tinh xa nhat 14 4 mm va 5mm,
chiém ty 18 kha cao. Nguoc lai, & thé nong va hdn hop, dién cit duong tinh
xa nhét tim thiy duoc xa nhat chi 14 3 mm. Ching t6i khong tim ra bang
chimg nao trong nghién ctru chi ra dwoc méi lién quan gitra dién cit duong
tinh xa nhat ctia u v6i hinh thai 1am sang cia UTTB day.

Dbi voi UTTB vay, dién cit duong tinh xa nhat chu yéu tim thay
dugc 12 4 mm (d¢ biét hoa I: 40%; do II: 45,5%; do III: 50%). Ty 1¢
duong tinh ¢ cac dién cat 5 mm ciing kha cao & truong hop do biét hoa
11 (27,3%) va d6 III (25%). Dién cit dwong tinh 6 mm con xuat hién &
mot truong hop do II (9,1%). Theo Taylor (1999), véi UTTB vay, ria
dién cat duoc khuyén cao 1a 4 -15 mm tinh tir quang do.

Nghién ciru con cho thy ty 18 con t& bao ung thu & cac dién cit 2
mm; 3 mm & UTTB day tuong tng 1a 19,6% va 41,2%, cao hon so voi
UTTB vay (5% va 20%). Nguoc lai, & cac dién cit 4 mm va 5 mm ty 1&
UTTB day (27,5% va 9,8%) thap hon so v6i UTTB vay (45% va 25%).
Dién cit duong tinh 6 mm con xuét hién ¢ 1 truong hop UTTB vay
(5%). Vé6i cac UTTB day va UTTB vay déu c6 sy xam nhap trong gidi
han nhu céac tai liéu. UTTB vay con c6 kha nidng xdm nhap 16n hon 5
mm va c6 thé t6i 10 mm nhu nhiéu y van di dé cap dén.

4.3.5. Mitc xdm lin day u

Ty 1& con té bao ung thu & 1at cat 1 mm 14 phd bién (77,5%). Ta
c6 thé théy dién cit cach day u cang sau, ty 1¢ tim thdy té bao ung thu
cang glam tuy nhién khing dinh nay trong nghién ciru cta chiing toi lai
khong c6 ¥ nghia thong ké (p>0,05), Nhu cac thong tin vé UT da, ddc biét
1a UTTB day thé X0 rat it khi xam 14n qua mang day, dén lat cat 2 mm da
hau hét khong c6 té bao ung thu (4,2%)... Tuy nhién khuyén céo trong
UTTB vay, su xdm lan sdu ctia t& bao ung thu duoc nghién ciru tin suét
trén mo dai lan rong tir 2-8 mm. Trong nghién ctru nay chung t6i thay co 1
truong hop UTTB day xam nhép t6i 4 mm, do sy xam nhép tai vang quanh
mit, to chirc quanh mit long leo, té bao ung thu xam nhép sau va bénh
nhén phai khoét mat, c6 thé 1y giai do u lan dén gan mét, anh hudng chuc
niang bénh nhan, viéc phiu thuat nhu ¥ mudn anh huéng 16n dén mat nén
bac si phau thuat thuong dé dit bao ton giai phau, vién phau thuat dé tai
phét ung thu, dan dén khi tai phat u d& xdm 14n rong.
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4.4. PAC PIEM BQC LQ HMMD P53 VA KI-67
4.4.1. Moi twong quan giira HMMD véi thé GPBL ung thwr da
Héa mé mién dich p53

Muc d6 duong tinh p53 duogc xac dinh theo ty 1€ sb té bao bat
mau khi nhuom HMMD. Trong 51 trudng hgp UTTB day, c6 49 truong
hop (96,1%) thé hién p53 dwong tinh, trong d6 ¢ 61,2% thé hién mirc
duong tinh (1+) c6 nghia 1a 6 tir 10 - 50% té bao bit mau; tiép dén la
28,6% thé hién mirc duong tinh (2+): tir 51-80% té bao bt mau; it nhat
12 10,2% thé hién mirc duong tinh (3+): tir 51-80% té bao bat mau. Két
qué cua cac nghién cuu vé bleu hién khang nguyén p53 trong UTTB
day 1a khac nhau v6i mot s6 nghién ctru khac. Rasoul Esmaeili (2015)
va Monsef (2012) cung dua ra ty 1¢ duong tinh p53 ¢ UTTB day la
76%, thip hon nghién ctru ctia ching t6i dua ra. Tuy nhién, mot nghién
ctru khac lai cho két qua cao hon so véi nghién ctru ciia chiing t6i, Abu
Juba (2013) dua ra két qua 100% UTTB day duong tinh p53, Karagece
(2002) cho két qua 98%. Bén canh do, ty 1& mic dwong tinh (2+) tré 1én
(>50% té bao bit mau) & mdt sé nghién ciru cao so véi chung toi
(38,8%), & nghién ctru ctia Monsef (2012) la 60%, cua Abu Juba (2013)
cing cong su 1a 50%. Nhan xét chung, nhiéu tac gia cho rang ty 1¢
UTTB day duong tinh voi HMMD p53 1a tir 42% dén 90%. Su khac
biét vé ty 1& dot bién ciia gen trc ché khdi u trong UTTB déy trong cac
nghién ciru ¢6 thé giai thich 1a do su khac nhau vé chung toc va dia du
cua cac bénh nhan UTTB day.

Trong 20 trudong hop UTTB vay, c6 13 trudng hop (65%) thé
hién p53 duong tinh, trong d6 muc (1+) va (3+) déu chiém 38,5%, muc
(2+) chi chiém 23%. Nghién ciru ciia chiing ti ciing chi ra duoc su
khac biét vé mirc d6 dwong tinh cua p53 gitra UTTB day va UTTB vay
¢6 ¥ nghia thong ké. (p<0,05). Mot sd nghién ctru khac trén thé gioi
cho két qua kha khac biét. Mothebat Gouda (2014) dua ra ty 1& duong
tinh p53 & UTTB vay 1én tdi 88,9%, cua Batinac (2004) 1a 86,7%, cua
Khodaeiani (2013) la 50,2% va Kerschmann (1994) va cong su 1a 60%,
thdm chi nghién ciru cua Abu Juba (2013) cung cong sy cho két qua
100%. V& ty 1¢ giira cac mirc d6 duong tinh ciing co su khac biét nhét
dinh gilra cic nghién clru v&i nhau. Recep Birdi (2016) chi ra duong
tinh (1+) chiém 35%; duong tinh (2+) 1a 37,5% va duong tinh (3+) 1a
27,5%; trong khi d6, Khodaeiani (2013) dua ra cac ty 1& nay lan luot 1a
60%; 20% va 20%.
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Bing 4.1: Ty 1é dwong tinh p53 & mét s6 nghién ciru

Rasoul | Monsef | AbuJuba | Karagece | Gouda | Batinac
2015 | 2012 2013 2012 2014 2004
[114] | [174] [175] [176] [178] [179]

Ty 1€
dwong tinh p53

UTTB day 76% 76% 100% 98%

UTTB véy - - 100% - 88,9% | 86,7%

Héa mé mién dich Ki-67

Trong 71 trudong hgp ching t6i thuc hién nhuom HMMD, c6 8
truong hop thé hién am tinh Ki-67 (11,3%) va déu la cac UTTB day. O
cac trudong hop UTTB day duong tinh véi Ki-67, ty 18 cao nhét 1a 60,5%
thé hién mutrc duong tinh (1+); (2+) 13 18,6% va (3+) 14 20 ,9%. So sanh voi
UTTB vay, muc chiém ty 16 cao nhét lai 1a (2+) voi 60%; tiép dén 1a (1+)
voi 30% va (3+) v6i 10%. Mdi tuong quan gitta HMMD Ki-67 va loai
UTTB day hay vay nay c6 y nghia théng ké (p<0,05).

So sanh voi két qua ciia cac tac gia trén thé gioi, tac gia Rasoul
(2015) cho rang ty 1¢ dwong tinh Ki-67 & UTTB day 1a 60% va tic gia
Gouda (2014) cho biét ty 1¢ nay & UTTB vay la 88,3%. Vé ty 1é mic do
duong tinh & cac nghién ctru ciing rat khac nhau. Truong hop UTTB
day, ty 16 mic duong tinh (2+) tré 1én (> 50% té bao bat mau) déu cao
hon so véi két qua clia ching t6i, v6i khoang tir 33% dén 70%; con &
cac truong hgp UTTB vay, ty 1é nay & nghién ctru cia chiing t6i (70%)
phi hop voi khoang tir 40% dén 80% ma cac nghién ciru dua ra. Nhiing
su khéc biét trong cac két qua nghién ciru co thé 13 do su khéac biét trong
k¥ thuat HMMD, kich thuéc mau, cach lya chon mau hay tham chi 1a
do nhén xét chu quan cua nguoi doc két qua.
4.5.MOT SO PAC PIEM POT BIEN GEN TP53
4.5.1. Céc loai ddt bién gen TP53

Chung t6i tap trung phan tich dot bién gen TP53 tir exon 5 dén
exon 8, phat hién 36 dot bién tir trai dai tir codon 132 dén codon 300.
Trong do6, dot bién & exon 5, exon 6 va exon 8 déu co 8 truong hop
(22,2%), tai exon 7 xudt hién 12 truong hop (33,4%) va da sd cac dot
bién gen TP53 duoc phat hién trong khu vuc tir exon 5-8. C4c nghién
clru & trong nudc hay thé gisi tién hanh phan tich dot bién gen TP53
trén rat nhidu doan exon khac nhau. Nghién ctru cta Tran Ptc Phin
(2015) phan tich dot bién tai cic exon tir 2 dén 8, trong khi do, & bai bao
ctia Bolshakov (2003) ciing cong su 13 tir exon 4 dén 9; cua Ling (2001)
va cong su 1a tir 5 dén 9; cuia Reifenberger (2004) 1a tir exon 4 dén 10 va
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trong mot nghién ciru mdi day cua Wang (2014) cung cong sy nam
2014 1a tir exon 2 dén 11.

Két qua phan tich dot bién gen TP53 cho thdy 35 trudng hop
(97,2%) 1a dot bién sai nghia va chi c6 1 truong hop (2,8%) 1a dot bién
mat nghia. Tét ca cac dot bién diém trong nghién ciru cta chung toi déu
1a @6t bién thay thé axit amin, xdy ra & tat ca cac doan gen duoc phan
tich va tim thiy bién ddi. Truong hop dot bién mat nghia thudc vé mot
mau UTTB day, Xuét hién ¢ exon 6, codon 236, by ba ma hoa axit amin
Tyrosine TAC da bién ddi thanh b ba két thuc TAG. Trudng hop nay,
su bién do6i trong phan tir protein 1a nhiéu vi gen s& ngan lai, két thic
ngay khi xuét hién d6t bién. Trong nhitng trudng hop dot bién sai nghia,
¢6 11 loai bién ddi nucleotide dugc phét hién gy bién doi axit amin
trong phan tir protein. Trong d6, loai bién d6i nucleotide C>T thudng
dugc nhic dén trong rat nhiéu bai bao nghién ctru nhu 1a mot két qua
bién d6i voi nguyén nhan chinh 1a tiép xic véi tia UV trong anh sang
mit troi, chi chiém 16,7% va khong phai loai bién déi gip nhiéu nhat
trong nghién ctru nay (C>G: 19,4%). Dot bién C>T & cac nghién ciru
nude ngoai, dic biét 1a trén nhimg ngudi da tring, chiém ty 18 rit cao
trong céc loai bién ddi nucleotide, tir 50% dén 72%.

4.5.2. Biéu hién tinh trang PB gen TP53 & UTTB day va UTTB vay

Trong nghién ctru, ching t6i chon ra 51/71 mau dé lam xét
nghiém dot bién gen TP53 qua PCR, két qua c6 36 truong hop mang
dot bién gen TP53 (70,6%). Trong d6 c6 20/33 truong hop (60,6%)
UTTB day va 16/18 (88,9%) truong hgp UTTB viy mang dot bién gen
TP53. Ta c6 thé d& dang thdy duoc ty 18 dot bién TP53 & UTTB vay cao
hon 13 rét so voi cac truong hop UTTB day, su khac biét nay mang y
nghia thong ke.

Két qua nghién ciru ctia chung toi cao hon so vGi mot s0 nghién
clru ctia Viét Nam va trén thé gidi. Nhidu tac gia cho ring ty 1€ dot bién
gen TP53 ¢ UTTB ddy ¢ khoang 30% dén 50%. Mot sé nghién ctu
khac cho két qua ndm ngoai khoang nay, cu thé, Ling (2001) va cong su
két luan c6 66,7% UTTB day thé hién dot bidn gen TP53, diém khéc
biét 1a ddi tuong cua nghién clru nay chi c6 9 ngudi, trong d6 da sb la
cac UTTB day di truyén. O mdi bénh nhan, tac gia liy 3 miu dé xét
nghiém nén ty 1é c6 phan cao hon so v&i nhidu nghién ciru khac. Ngugc
lai, nghién ctru ctia Wang (2014) cung cong sy thyc hién tai Trung
Quédc duoc cong bd vao méi day chi ra két qua nay chi 1a 20%, ong cho
rang ty 1 nay thap hon nhiéu so voi nhitng nghién ctru trén ngudi da



21

trang 1 vi mau da trdng “nhay cam” va tjép xuc nhiéu hon voi tia UV &
anh sang mat trdi so v4i ngudi da mau. O cac trudng hop UTTB vay, ty
1¢ & cac nghién ctru khac ciing thip hon nhiéu so vi két qua cua ching
t6i. Bolshakov (2003) chi ra ty 1¢ dot bién gen TP53 ¢ UTTB vay la
41,2%; & nghién ctru ctia Moles (1993) chi 1a 15%.

Biang 4.2: Ty 1¢ dot bién gen TP53 theo mdt s6 nghién ciru

- Moles Ling | Bolshakov | Ghaderi | Wang
Ty ‘%?Eg 1993 | 2001 | 2003 2005 | 2014
gen [206] | [197] | [196] [109] | [199]
UTTB diy - 66,7% | 47,3% | 683% | 20%
UTTBvay | 15% - 41,2% - -

Khi phan tich ty 1¢ dot bién gen TP53 trén cic exon, & cac truong
hop UTTB day, c¢6 12,1% dot bién tai exon 5; 15,2% & exon 6; 18,2% &
exon 7 va 15,2% & exon 8. O céac trudng hop UTTB vay, céc ty 1é trén
exon 5-8 lan luot 1a 22,2%; 16,7%; 33,3% va 16,7%. O ca hai thé giai
phau bénh ly ta thiy dot bién xdy ra trén exon 7 chiém ty 1¢ cao nhét.
Tuy nhién két qua kiém dinh khi binh phuong két luan rang khong c6
moéi twong quan c6 y nghia thong ké nao giita vi tri exon dot bién gen
TP53 va thé GPBL ctia UT da. Trong nghién ctru nay, chiing toi chi tap
trung phan tich cac dot bién nam trén exon 5 dén exon 8, trong d6 co
15/51 mau khong phat hién dot bién gen TP53 (29,4%). Cac miu ndy cd
thé xuat hién dot bién ngoai cac exon 5-8, hodc cling co thé phat hién
dugc cac mdi twong quan giita dot bién voi giai phau bénh 1y hay cac
dic diém khac ciia u khi phan tich ngoai nhiing exon nay. Diéu do la
han ché va sai sb trong nghién ctru ctia chung t6i. Nhitng han ché nay c6
thé mé ra nhitng dinh huéng méi cho cac nghién ciru trong twong lai.
4.5.3. Méi lién quan giira dt bién gen TP53 va dau 4n HMMD

O céac truong hop UTTB day c6 HMMD _p53 duong tinh, ta c6
thé thiy dugc mirc do duong tinh hay ty 1& cac té bao bat mau cang cao
thi ty 1¢ dot bién gen TP53 cang cao: (1+) 1a 55,6%; (2+) 1a 63,6% va
(3+) 1én toi 1a 75%. Cing tuwong tu nhu vay, 6 UTTB vay, mic d
duong tinh cang cao thi ty 18 dot bién gen TP53 ciing cao theo: (1+) la
75% va (2+) v6i (3+) déu cho ty 1& 100% dot bién. DSi voi nhing
truong hop duwong tinh voi ddu 4n Ki-67, ty 16 dot bién gen TP53 cua
UTTB day thip hon UTTB vay, lan lugt & mac (1+) 1a 68,.8% va
83,3%; muc (2+) 1a 66,7% va 90%; muc (3+) 1a 50% va 100%. Tuy
nhién, cac sy khac biét nay déu khong c6 y nghia thdng ké (p>0,05).
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Dot bién gen TP53 dai dién hau hét sy thay doi di truyen phd
bién trong nhan cac khéi u. Su tich ty ctia protein ciing c6 thé xay ra
nhu 13 két qua cta biéu sinh thay d6i, do d6 n6 khong phai 1a mét chi s6
bét budc ciia mot dot bién gen. Nhiéu nghién ctru ciing chi ra ring su
tang sinh protein p53 qua mirc khong phai liic nao ciing gay ra dot bién
gen TP53. Nghién clru ctia Yoshiaki (1994) trén 12 mau UTTB déy trén
cac exon 2, 10 va 11, chi ra c6 2/4 truong hop duong tinh p53 phat hién
dot bién gen TP53 va ca 2 déu 1a dot bién sai nghia; trong 8 trudng hop
am tinh p53 con lai thi co6 3 trudng hop déu phat hién dot bién mat
nghia. Giai thich cho sy thiéu nhét quan nay, tac gia cho rang co thé dot
bién xuat hién trén ngoai nhimg exon dang phan tich (exon 3-9), hoic
ky thuat PCR dugc phan tich ¢ 3 mic glyxerol khac nhau 0%, 5% va
10% va 1y do thir ba 1a dot bién thyc sy khong xuét hién. Bén canh d6
cling c6 mot s6 y kién trai chidu. Mot nghién ctru ctia Lidia Frey (2010)
thuc hién phan tich 10 mau UTTB day trén exon 5-8 nhu nghién ctu
ctia chung t6i, trong d6 c¢6 6 mau c6 mirc duong tinh cao va 4 mau c6
mirc duong tinh thap. Két qua cho thiy ca 4 miu c6 muc dwong tinh
thip déu khong xuat hi¢n dot bién gen TP53. Trong 6 mau c6 mirc
duong tinh cao, c6 4 mau dugc phat hién dot bién gen TP53 va tac gia
nay cho rang c6 mdi lién quan gilta mirc ting sinh p53 va dot bién gen
TP53. Cac nghién ciru vé mdi twong quan giita mirc tang sinh ciia p53
va Ki-67 v6i dot bién gen TP53 kha phd bién trong ung thu vi, than, dai
truc trang, to cung... nhung v6i ung thu da va dac biét la ung thu da
ving ddu mat cd thi van con 1a mot dé tai kha méi mé & ca trong nudc
va trén thé gioi. Py c6 thé 1a mot dinh hudng méi cho cac nghién ciu
vé gen, hoa mo mién dich ¢ ung thu da trong tuong lai.

KET LUAN

Qua nghién ctru 71 truong hop ung thu da ving dau mit cd, trong
do6 ¢6 51 truong hop UTTB day va 20 truong hop UTTB vay, ching toi
rdt ra mot s6 két luan sau:
1. Mirc xAm l4n ciia ung thw da

- Trung binh khoang céch téi ria u cia UTTB day (5,1 £ 1,57
mm) nho hon cua UTTB vay (7,5 £ 3,76 mm), su khac biét nay coé y
nghia thong ké (p<0,05).

- Mizc xam lan: O UTTB day, dién cat duong tinh xa nhat 3 mm
va 4 mm chiém ty 1& cao nhat, lan luot 1a 41,2% va 27,5%. O UTTB
vay, dién cit dwong tinh xa nhit chiém ty 1& cao nhit 1a 4 mm (45%); 5
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mm (25%) va c¢6 1 truong hop Ién t6i 6 mm (5%). Khong co bang
chuang chi ra c6 mdi twong quan c6 ¥ nghia thong ké gitra dién cat
duong tinh xa nhét véi ting dic diém sau: thé GPBL, hinh thai 1am
sang cua UTTB day, d6 md hoc cua UTTB vay, thoi gian khoi phat
bénh, vi tri u va kich thuéc u (p>0,05).

- Mirc xam ldn cia day w: chu yéu 1a 1 mm ¢ ca UTTB day
(76,5%) va UTTB vay (80%). Cang xudng sau, ty & con té bao ung thu
cang it: 2 mm la 4,2%; 3 mm la 4,2% va 4 mm la 1,4%. Khong c6 méli
tuong quan c6 y nghia thong ké nao gitra mac xam lan cia day u va thé
GPBL (p>0,05).

2. Pic diém gen TP53, ki-67 va méi lién quan cia chdng véi 1am
sang, moé bénh hoc

Két qua nhugm HMMD:

- Ty 1€ duong tinh p5S3 ¢ UTTB day la 96,1%, cao hon so vdi
UTTB vay la 65%, su khac biét c6 y nghia théng ké (p<0,05).

- Ty 18 dwong tinh Ki-67 & UTTB day 1a 84,3%, thip hon so Vi
UTTB vay la 100%, su khéc biét c6 ¥ nghia thong ké (p<0,05).

- Khong phat hién méi lién quan cé y nghia thdng ké nao gitra
boc 10 p53; Ki-67 véi hinh thai 1am sang cia UTTB day, do6 mé hoc
UTTB vay va kich thudc cua u (p>0,05).

Két qud gidi trinh tw gen TP53:

- Phét hién 36/51 miu mang dot bién gen TP53 (70,6%), trong d6
97,2% la dot bién sai nghia va 2,8% la dot bién mat nghia.

- Ty & phat hién dot bién gen TP53 & UTTB day 1a 60,6%, thap
hon so v6i & UTTB vay 1a 88,9%, sy khéc biét c6 ¥ nghia thong ké
(p<0,05). Khéng phat hién méi lién quan ¢ y nghia thong ké nao giira
dot bién gen TP53 véi hinh thai UTTB day va do mo hoc UTTB vay.

KIEN NGHI

1. Muc xam lan trong UTTB déy véi dién cit 5Smm la da an toan
cho nguoi bénh, voi UTTB vay dién cit u can rong rai hon, trén
10mm la du an toan cho nguoi bénh.

2. Can tiép tuc nghién ctru vé vai tro cua gen TP53 va Ki-67 trong
ung thu da, co ché bénh sinh ciia UTTB day va UTTB vay dé
tim ra céc thudc diéu tri thich hop.
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INTRODUCTION

Skin cancer is a malignant tumor most common in the head and
neck region, including several types of malignant tumor derived
fromepithelial cells. Skin cancer incidence increases with age, often
over 50-year old people, proportion of skin cancer in male is higher
than female. The head and neck region, basal cell carcinoma (BCC) are
more common in the face region than other regions, approximately
75%. According to data in 2002, there were more than 1.3 million
people in US suffering from skin cancer each year. In Vietnam, it has
not had a specific statistic on the incidence of skin cancer.

The most common cancers are basal cell carcinoma (BCC) and
squamous cell carcinoma (SCC). Etiology pathogenesis of skin cancer
is ultraviolet (UV) rays which come from the sun. The DNA damages due
to UV are always self — correcting. The TP53 Gene prevents the damaged
DNA cell division, is responsible for protein gene coding which is
constituting a transcription factor which regulate the cell replication.
Besides, KI-67 is a non-histon protein primarily intervening in the
development and control of the cell cycle, especially the mitotic index and
tumor histology. In general, the expression of The TP53 Gene mutation and
KI-67 proliferative index in cancer reflect the malignant feature. Hence,
we carry on this study for two objectives which are:

1. To assess the invasion of BCCs and SCCs in the skin of the
head and neck.

2. To determine the The TP53 Genemutation situation, The p53
protein and KI-67 expression and their correlation with clinic
and histopathology.

New contributions of the thesis:

Determining the median surgical excision margin, the tumor
invasiveness in depth and breadth; there by recommending the safe
sectional area in the surgery of BCC and SCC of the head and neck.

Research results reflect clearly the correlation between p53 and
KI-67 immunohisstochemistry (IHC), the proportion of The TP53 Gene
mutation, types of mutation and common Exon in BCC and SCC.



Thesis Structure

The thesis contains 112 pages including 6 parts: 2 pages of
Introduction; 35 pages of Overview; 18 pages of Study subjects and
Methods; 25 pages of Results; 29 pages of Discussion; 2 pages of
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The thesis contains 38 tables; 22 figures and 3 charts. The thesis
uses 212 references which consist of 24 Vietnamese documents and 166
English documents.

CHAPTER 1
OVERVIEW
1.1. SKIN HISTOLOGY

Skin accounts for 16% of body weight; it covers the entire outer
surface of the body. Skin has many functions, such as protection,
biological homeostasis, anti-dehydration through the skin, body
temperature regulation. The most important function is to protect the
body from the impact of environment. The human skin is made up of
three layers: epidermis, dermis and hypodermis.

1.2. EPIDEMIOLOGY OF SKIN CANCER
1.2.1. Basal cell carcinoma (BCC):

BCC is the most common type of skin cancer in the world, the
incidence increases every year. Levi. F (2001) estimated that more than
1 million people suffer from non-melanoma skin cancer in the US, BCC
accounts for 75%. In Australia, Hoey S.E. (2007) showed that the
standardized incidence ratio of BCC in male was 2.145/100.000 of
population; in female was 1.259/100.000. In Vietnam, a study by Bui
Xuan Truong from 1994 — 1997 showed that 67% of the patients are the
BCC. According to the study of Nguyen Huong Giang (2005), non-
melanoma skin cancer accounts for 91.67% of skin cancer, of which
BCC accounts for 50%. A recent study of Vu Thai Ha showed the
incidence of BCC in 2010 increased nearly 3 times compared to 2007; it
took 58.8% of total skin cancer patients.
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1.2.2. Squamous cell carcinoma (SCC)

World-wide SCC is common in the white people who live in
plenty of sunlight region and have regular outdoor activities. The
incidence is more than 100/100.000 of population in US; 30/100.000 in
France. Australian Department of Health and Human Services (2014)
showed that the incidence was 166/100.000 of population; it increased
nearly 50% to 250/100.000 of population within 5 years. This is the
highest incidence world-wide because it relates to the race (white
people) and the light intensity of sunlight. In Vietnam, the incidence of
SCC accounts for more than 20% of skin cancer. According to studies,
the SCCs took 27% in a study by Bui Xuan Truong (1999) and 27.78%
in a study by Nguyen Thi Huong Giang (2005)

1.3. BCC AND SCC PATHOPHYSIOLOGY
1.3.1. Basal cell carcinoma (BCC)

The disease is usually detected in a background of damaged
skin before, but also appears in a seemingly intact skin which does
not have any transparent change. These changes are considered
precancerous stage of BCC as burn scars, chronic infections such as
old tuberculosis ulcer, relapsed pimples, warts and keratins. BCC is
most common in over 50-year old people, some occur in younger
people. Most lesions grow in the region of head and neck, lesser in
body and limbs, multifocal cancer.

1.3.2. Squamous cell carcinoma (SCC)

SCC is always formed in the precancerous change lesions,
similarly to BCC, on the exposed skin such as face, neck, back of
hands. Herendi (1951) showed that most SCCs were unifocal, whilst
BCCs in the body area were usually multifocal. According to
Trendelenburg (1933), SCC usually occured more in male than female,
before age 40, it increased gradually in age 50 and peaks in age 60 — 70.

It is difficult to distinguish between SCC and BCC at the early
stage. However, the SCCs will grow faster then. The tumor is formed
from undifferentiated and polymorphic cells. On microscope, it shows
many polymorphonuclear giant cells and atypical mitotic cells. After
passing the boundary between the epithelium and connective tissue, the
tumor starts infiltrating deeply and simultanously destroying the nearby
tissue. The destroying tendency is the feature of this tumor.
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1.4. SKIN CANCER CLINICAL CHARACTERISTICS

1.4.1. Clinical symptoms
1.4.1.1.Basal cell carcinoma (BCC)

The common clinical morphology: nodular BCC/ulcers;
superficial BCC; fibrosis BCC; mixed BCC; hyperpigmentation.

1.4.1.2.Squamous cell carcinoma (SCC):
Various manifestations including clinical genre:
- Infiltrating SCC
- SCC in situ.
1.4.2. TNM Classification:
BCC and SCC classification of the skin of head and neck by
American Joint Commitee on Cancer (AJCC) (2014)
1.5. HISTOPATHOLOGY OF SKIN CANCER
1.5.1. Histopathological classification of BCC:
WHO (2006) classified BCC into theses types:
Superficial type (ICD-O code 8091/3).
Nodular type (ICD-O code 8097/3).
Micronodular type(ICD-O code 8090/3)
Infiltrating type(ICD-O code 8092/3)
Fibroepithelial type (ICD-O code 8093/3).
With adnexal differentiation type (ICD-O code 8098/3).
Basosquamous type (ICD-O code 8094/3).
Keratotic type (ICD-O code 8090/3).
* Other differentiations: Follicular type, gland type, fibrosis/sclerosis, ...
1.5.2.Squamous cell carcinoma (SCC)
WHO Classified into these types:
- Acantholytic squamous cell carcinoma
- Spindle cell carcinoma
- Verrucous carcinoma
- Mucoepidermoid carcinoma (Glandular diffentiation)
Histopathological Grading by TNM Atlas (1997):
- Grade 1: Well differentiated
- Grade 2: Moderatly differentiated)
- Grade 3: Poorly differentiated or undifferentiated)

* O K X X ¥ ¥ ¥
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Border’s system (Descriptive system)(1920):

- Grade 1: >75% differentiated cells.

- Grade 2: 50 — 75% differentiated cells.

- Grade 3: 25 — 50% differentiated cells.

- Grade 4: <25% differentiated cells.

New classification by NCCN (2014):

- Well or moderately differentiated.

- Poorly differentiated
1.6. SKIN CANCER TREATMENT
1.6.1. Surgery
1.6.1.1. Surgical Excision for BCC and SCC
1.6.1.2. Vacant local plastic surgery after cutting tumor
1.6.2. Radiotherapy
1.6.3. Chemotherapy
1.7. RESEARCHS ON THE TP53 GENEIN SKIN CANCER
1.7.1. The TP53 GeneStructure:

The TP53 gene is located on the short arm of chromosome
17 (17p13), encoded for 53 kDa protein named p53. It includes 11
exons (E1 — E11, in which E1 is not encoded) and 10 introns.

1.7.2. The TP53 Gene Function:

The TP53 Gene plays an important role in controlling cell cycle
and apoptosis. Abnormal The TP53 GeneGenemakes cell proliferative
disorder and then evolves cancer. When the body is affected by
stimulations (such as damaged DNA, electric shock, lack of oxygen,
oncogene overexpression), The TP53 Gene will be activated to stop
mitotic cycle until DNA is fixed or cause apoptosis if the damaged
DNA can not be fixed.
1.7.2.1.The TP53 Gene Activity
1.7.2.2. Cell-cycle control
1.7.2.3. Molecular genetic analysis
1.7.4. The detection of The TP53 Gene mutation methods
1.7.4.1. Skin cancer immunohistochemistry (IHC)
1.7.4.2. PCR molecular biology technique


https://en.wikipedia.org/wiki/Chromosome_17_(human)
https://en.wikipedia.org/wiki/Chromosome_17_(human)
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1.8. RESEARCH SITUATION RELATED TO THE TOPIC.
1.8.1. Research situation in the world

Many studies have shown that The TP53 Genemutation accounts
for about a half of single BCCs cases. Rady (1992) showed that 50% of
BCC had The TP53 Genemutation. Later research by Ziegler (1993)
detected that 56% of BCC had The TP53 Gene mutation. Researchs on
Asians showed that the proportion of The TP53 Gene mutation in BCC
varies between countries. The proportion of The TP53 Gene mutation was
30% by the study of Kim (2002); 68.3% by Ghaderi (2005); 17.6% by
Malhotra (2011)

In 2007, Thierry Soussi reviewed many researchs about genetic
mutation in the patients with SCC in the head and neck. Researchs were
carried on in different locations. It was found that 64 types of The TP53
Gene mutation were detected, there were 44 mutations in one research.
Thus, The TP53 Gene mutation is very various and it may be modified
depending on different races and geography.

1.8.2. Research situation in Vietnam

In Vietnam, researchs on The TP53 Gene mutation of skin cancer
are still limited. We only find two studies on skin cancer which are
carried on by Tran Duc Phan and Le Duc Minh.

CHAPTER 2
SUBJECT AND METHODOLOGY

2.1. STUDY SUBJECTS

Study subjects include 71 patients who were confirmative
diagnosed as BCCs and SCCs in Vietnam National Cancer Hospital
from March 2012 to March 2014.
2.1.1.Patient Selection Criteria

- Patients who suffered from skin cancer in the head and neck
having primary lesion, with no operation conducted; were confirmative
diagnosed histopathologically as BCC and SCC after surgery in
Vietnam National Cancer Hospital.

- Specimens were stored enough to cut specimen and do
immunohistochemical staining and gene sequencing.


http://www.hopkinsmedicine.org/transplant/referring_physicians/patient_selection_criteria/

2.1.2. Exclusion Criteria
- Patients who did not meet any inclusion criteria.
- Patients who had 2 types of cancer and had been treated
previously.
2.2. STUDY METHODOLOGY
2.2.1.Design: Prospective descriptive study and clinical intervention
study without control.
2.2.4. Proceeding Method
2.2.4.1. Information extraction
2.2.4.2. Histopathological study:
Classification of BCCs:
Common clinical morphology:
- Nodular BBCs/ulcer
- Superficial BCCs
- Fibrosis BCCs
- Mixed BCCs
Classification of SCCs:

4 grades of differentiation: In 1920, Borders found an easy way
to remember to evaluate cancer development according to 4 grades of
malignance.

- Grade 1: >75% differentiated cells.
- Grade 2: 50 — 75% differentiated cells.
- Grade 3: 25 — 50% differentiated cells.
- Grade 4: <25% differentiated cells.

2.2.4.3. The invasion study of skin carcinoma:
The sectional areas are indentified and evaluated invasion by

histopathological tests; based on plane and anatomy location and
specimen marks.

2.2.4.4. The evaluation of protein p53 and Ki-6 expression
Using HE stain to evaluate protein p53 and Ki-67 expression,
based on stardard evaluation by Izumi (2008)

Negative: <10% of tumor cells stained
Positive (1+): 10 — 50% of tumor cells stained
Positive (2+): 51 — 80% of tumor cells stained

Positive (3+): >80% of tumor cells stained
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2.2.4.5. The evaluation of The TP53 Gene mutation
Sequencing The TP53 Gene is performed on ABI PRISM

Genetic Analyzer. Parameters and quality are collected and
checked by Data Collection v2.0 and Sequencing Sotfware v5.3
softwares. Sequencing The TP53 Gene of the sample is compared
to reference sequencing published in GenBank by using BioEdit
software to identify the mutation.
2.3. DATA PROCESSING

The datas are processed by Epidata 3.1 and SPSS.16, using
Hypothesis Testing AIgoritthZ; verification testing is significant
when p<0.05.

CHAPTER 3
RESULTS

3.1. SOME CLINICAL CHARACTERISTICS
3.1.1. Age and sex
Age group >70 took the highest proportion 43.7%. Age group
<40% took the lowest proportion 1.4%. The medium age group took the
highest proportion 66.4%. Female took 54.9% and male took 45.1%.
3.1.2. Proportion of BCCs and SCCs
Table 3.2: Proportion of BCCs and SCCs

Histopathology n %
BCCs 51 71,8
SCCs 20 28,2
Total 71 100,0

The proportion of patients suffered from BCC was 71.8% and
SCC 28.2%
3.1.3. Lesions region:

BCC around eyes area were most popular (27.5%). SCC was
popular in the nose area (25%). The difference was significant statistic
between BCC and SCC tumor locations (x2=18.06; p=0,034).


http://cecs.wright.edu/~dkender/ise301/HypothesisTesting.pdf

3.1.4. Tumor size
Table 3.4;: Tumor size distribution

Tumor size BCC SCC

n % n %
<lcm 6 11,8% 2 10%
1-2cm 28 54,9% 11 55,5%
2-4cm 15 29,4% 7 35%
>4 cm 2 3,9% 0 0
X # sd 221+1,13 2,09 0,95
Min — max 0,7-6,0 05-4,0
Total 51 | 718% 20 | 282%

Comments: The average sizeof BCC tumor (2.21cm) was bigger
than that of SCC tumor (2.09). This difference was not statistically
significant (p>0.05)

3.3. THE EVALUATION OF INVASIVENESS OF SKIN TUMOR
3.3.1. Surgical excision margin
Table3.6: Surgical excision margin:

Surgical excision BCC SCC

margin: n % n % p
2-3mm 6 11,8 0 0

4-5mm 35 68,6 10 50 0,23
6-7mm 6 11,8 2 10,0 1,00
8-9mm 2 3,9 1 5,0 1,00
>10mm 2 3,9 7 35,0 0,002
X+sd 51+157 75376 0,011
Total 51 | 718 | 20 | 282 | 0007

There was evidence indicating the statistical significance
relationship between histopathological type and surgical excision
margin (x°=14.2; p=0,007<0,05). When using t-test, we found the
difference between surgical excision margin of 2 types of carcinomas
(t21.6=-2,763; p=0,011).
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3.3.2. The correlation between positive sectional area and
pathological anatomy type
Table 3.7: The correlation between the farthest positive sectional
area and pathological anatomy

Patholog  The farthest positive sectional area (mm)
ical
angtggny Imm| 2mm | 3mm | 4mm | 5mm |6 mm Total
BCC 1 10 21 14 5 0 51
(2%) | (19,6%) | (41,2%) | (27,5%) | (9,8%) (71,8%)
SCC - 1 4 9 5 1 20
(5%) | (20%) | (45%) | (25%) | (5%) | (28,2%)
Total 1 11 25 23 10 1 71
(1,4%)| (15,5%) | (35,2%) | (32,4%) | (14,1%) |(1,4%)| (100%)

In BCCs cases, the farthest positive sectional area 3mm took the
highest proportion (41.2%). This proportion gradually decreased to
27.5% by 4mm and 9.8% by 5mm. For SCCs, the highest proportion
was the farthest positive sectional area 4mm (45%); then decreased to
25% by 5mm and 5% by 6mm. The correlation between the farthest
positive sectional area and pathological anatomy type was not
statistically significant. (y°=10,472; p=0,063).

3.3.7. The correlation with invasion in depth
Table 3.14: The invasion in depth and pathological type

rcinomatype BCC SCC Total

Margins n % n % n %
Negative 6 11,8 3 15 9 12,7

1 mm 39 | 76,5 16 80 55 77,5

2 mm 3 5,9 0 0 3 4,2

3 mm 2 3,9 1 5 3 4,2

4 mm 1 2 0 0 1 14
Total 51 | 71,8 20 28,2 | 71 | 100,0

Comments: The invasive in depth was mainly 1-mm (77.5%),
BCCs (76.5%) and SCCs (80%). The largest spreading level was 4 mm
in one BCC patient. y*testshowed that no correlation between the
invasion in depth and pathological type was statistically significant
(x*=1,75; p=0,78).
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3.4. RESULTS OF P53 AND KI-67 IMMUNOHISTOCHEMICAL
(IHC) STAINING
3.4.1. The correlation between p53 and Ki-67 positive level and
pathological anatomy
Table 3.15: The correlation between p53 positive level and
pathological anatomy

) Positive
Types Negative [ 1+ N 3+ Total 0
N| % |[n| % |n| % [n| % | n | %
BCC 21393058814 |275|5] 98 | 51 |100 0.001
scc 7 1350]5]250| 3 ]150|5|250] 20 | 100 ™
Total | 9 [12,7|35]49,3|17|23,9|10{14,1] 71 | 100

Comments: The proportion of positive in BCCs was 96.1% which was
higher than SCCs (65%). This difference was statistically significant
(p=0,001).
Table3.16: The correlation between Ki-67 positive level and
pathological anatomy

. Positive
Types Negative 1+ o 3 Total D
n| % n| % (n|% [n| % |n | %
BCCs (8| 15,7 |26|51,0| 8 |15,7| 9 |17,6 |51 |100 0.002
SCCs |0 0 630,0(12|60,0| 2 |10,0|20 (100"
Total |8 | 11,3 |32|45,1|20(28,2|11 15,5 71 |100

Comments: The proportion of positive in BCCs was 84.3% which was
lower than SCCs (100%). This difference was statistically significant
(p=0,002).
3.5. RESULTS OF THE TP53 GENE SEQUENCING
3.5.1. Classification of TP53 gene mutation

Table 3.21: Classification of TP53 gene mutation

Mutation BCCs SCCs Total
n % n % n %
Missense mutation 19 95 16 100 35 97,2
Nonsense mutation 1 5 0 0 1 2,8
Total 20 | 556 | 16 | 474 | 36 100
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Comments: Within 36 mutation samples, 35 cases (97.2%) were
acid amin replacement mutations (Missense mutation) and 1 case
(2.8%) was nonsense mutation.

3.5.4. The expression status of TP53 gene mutation in BCCs and
SCCs
Table3.24: Status of TP53 gene mutation in 2 types of carcinomas

Carcinoma Mutation No mutation Total
type n % n % n %
BCC 20 60,6 13 39,4 33 (64,7%)
SCC 16 88,9 2 11,1 18 (35,3%)
Total 36 70,6 15 29,4 51 (100%)

60.6% of BCCs and 88.9% SCCs expressed The TP53 Gene
mutation. The difference between the proportion of The TP53 Gene
mutation in BCCs and SCCs samples was statistic significant when
using »* test (x’= 4,49; p=0,034).

3.5.7. The correlation between p53 IHC and The TP53 Gene mutation

Table3.27: The correlation between p53 IHC and The TP53 Gene
mutation

BCCs SCCs
IHC p53 Mutation | No mutation | Mutation | No mutation
- 0 0 6 1
(85,7%) (14,3%)
1+ 10 8 3 1
(55,6%) (44,4%) (75%) (25%)
2+ 7 4 2 0
(63,6%) (36,4%) (100%)
3+ 3 1 5 0
(75,0%) (25%) (100%)
Total 20 13 16 2
(60,6%) (39,4%) (88,9%) (11,1%)
Comments:

- BCCs: Positive level p53 (1+) took 55.6% of TP53 mutation;
(2+) took 63.6% and (3+) took 75%. There was no statistical significant
correlation between IHC p53 and gene mutation. (x°=0,582; p=0,748).

- SCCs: Positive level p53 (1+) took 75% of TP53 mutation; (2+)
took 100% and (3+) took 100%. There was no significant correlation
between IHC p53 and gene mutation. (x°=1.73; p=0,631).
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3.5.8. The correlation between Ki-67 IHC and The TP53 Gene

mutation
Table3.28: The correlation between Ki-67 IHC and The TP53 Gene
mutation
IHC BCCs SCCs
Ki-67 Mutaion | No mutation | Mutaion | No mutation
- 1 2 0 0
(33,3%) (66,7%)
1+ 11 5 5 1
(68,8%) (31,2%) (83,3%) (16,7%)
2+ 4 2 9 1
(66,7%) (33,3%) (90%) (10%)
3+ 4 4 2 0
(50%) (50%) (100%)
Total 20 13 16 2
(60,6%) (39,4%) (88,9%) (11,1%)
Comments:

- BCCs: Positive level Ki-67 (1+) took 68.8% of TP53 mutation;
(2+) took 66.7% and (3+) took 50%. There was no statistical significant
correlation between IHC Ki-67 and gene mutation. (x*=1,848; p=0,604).

- SCCs: Positive level Ki-67 (1+) took 83.3% of TP53 mutation;
(2+) took 90% and (3+) took 100%. There was no statistical significant
correlation between IHC Ki-67 and gene mutation. (x*=0.45; p=0,799).

CHAPTER 4
DISCUSSION

4.1. CLINICAL CHARACTERISTICS
4.1.2. The proportion of BCCs and SCCs

Our results were higher than that of other authors. Trinh Quang
Dien (1999) showed that BCCs took 52.2% and SCCs took 38.4%; Le
Tuan Hung (1999) also showed that BCCs took 50.5% and SCCs took
34.3%. In comparision with foreign studies, Al Aboud KM (2003)
showed 51% and 26%, respectively. Our results were higher than



14

Thomas DR (1979): BCCs (61%) and SCCs (25%). One foreign study
also had the same result as us. An epidemiological study by Andrade
(2011) which lasted 5 years in Singapore showed the proportion of
BCCs was 68.3% and SCCs was 31.7%. Marks (1995) showed the
BCCs: SCCs ratio approximately 3~4 to 1 (~3-4:1). Study in head and
neck cancer by Ouyang (2010) also indicated that BCCs were the most
common cancers in skin cancer, which took 70 — 75%.

4.1.3. The distribution by lesion location

Scientists reckon that the head and neck are the regions which are
often exposed to sunlight. UVA, UVB, UVC which directly impact on
the head and neck skin region cause cancer. Many studies have affirmed
that the tumors in the head and neck are likely to relapse and
metastasize. It relapses mostly in nose, cheek and temples. Our results
were quite similar to some domestic and foreign studies. Bui Xuan
Truong (2005) indicated the proportion of BCCs lesion region in the
head and neck: scalp took 2.4%; forehead — temples took 7.4%; eye area
took 10.8%; cheek took 16.4%; nose took 28.8%; lips and chin took
6.2%; ears areas took 5.2%. Both Kikuchi (1996) and Chen (2006)
indicated that nose and eyes area often occur BCCs. The region
determination of the tumor plays an important role for the treatment
plan. Rajpar (2008) and Smeets NEW (2004) showed the tumor
belonging to “H region” (eyes, eyebrows, nose, nose-cheek groove,
front and behind the ears) was most at risk of relapse after treatment.
Currently, there have not had any explanation why the BCCs often
occur on nose area or other areas. However, Kikuchi (1996) indicated
that BCCs occured on nose area because it protruded so it was exposed
most to sunlight.

In our study, SCCs were most popular in temples (25%) and nose
area (25%), cheek (15%) and forehead (15%). Andrade (2011) also
indicated the same lesion region, but in different proportion: cheek bone
(31%); lower lip (17.8%); ears (11.7%); forehead (11.5%) and nose
(10.1%). Veness (2007) indicated that SCCs in ears, foreheads, scalp
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and lower lip had high proportion of relapse. Our results by using y* test
showed the statistical significance between SCCs and BCCs lesion
region (p=0,035). This proved that BCCs and SCCs lesion region
differed transparently.

4.1.4. The distribution by lesion size

Tumor size also plays an important role in treatment and risk of
relapsing; the bigger the tumor is, the higher the risk of relapsing is.
Cherpelis (2002) et al. published that the tumor size had statistical
significance with metastasis; tumor which was larger than 2 cm was at
higher risk of metastasis. Besides, invasive SCCs which was smaller
than 1 cm could also be metastasis but not frequently. Some patients
among study subjects used to visit clinic lately or self-medicate so the
lesion had spreaded.

The most common lesion size of BCCs was 1 — 2cm (54.9%);
then 2 — 4cm (29.4%); < 1cm (11.8%); > 4cm (3.9%). The average size
was 2.21cm. The biggest size was 6¢cm. This result is quite similar to
Do Thu Hang (2005) and Le Duc Minh (2014). Two authors also
indicated that the size 1 (50.8%) - 2 (44.3%) cm was most common in
BCCs. However, our results were also different from some othere
domestic and foreign studies. Manstein ME (2003) showed that tumor
less than 2cm accounted for 85%. This might due to education level,
good economic condition, period health check-up; therefore people
were early examined and treated. In Vietnam, people only visit doctor
when they realize symptoms. They are not in the habit of periodic
health check-up until the tumor gets bigger. Hoang Anh Tuan (2012)
showed the most common tumor was less than 1 cm (41.3%). This
difference might be explained by localizing in SCCs of the eyelids area.
Tumors around eyelids would affect to visual ability, so the patients
came to doctor earlier.

In SCCs, tumor size 1 — 2cm accounts for the highest proportion
(54.9%); 2 — 4 cm (29.4%); 1 cm (11,8%) ; 4 cm (3,9%). This quite
differs from a study of Do Thu Hang (2005) as this author showed that
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the tumor size 2 — 5 cm accounted for the highest proportion (63.7%);
2cm (19.8%). Pham Cam Phuong (2001) also showed the same results.
When studying the correlation between tumor size and
age/sex/carcinoma types, there was not any statistical significant
correlation.

4.3. THE EVALUATION OF INVASIVENESS OF SKIN TUMOR
4.3.1. Surgical excision margin

Evaluating the distance from surgical excision margin to outer
area of the operated tumor; identifying the milimeter sectional area
through 4 edges of skin which reprent for tumor cutting area. In this
study, surgical excision margins <3mm accounted for 8.5%; 4-5 mm
63,4%, 6-7 mm 11,3%, 8-9 mm 4,2% and >10mm 12,6 %. A study on
292 patients by Bui Xuan Truong (2005) showed that surgical excision
margin less than 5mm accounted for 10%; 5mm 32%; 7mm 36%;
10mm 10.1% va > 10mm 0.6%.

In BCCs, 11.8% of the cases were operated with surgical excision
margin less than 3mm; 4-5 mm 68.6%; 6-7 mm 11.8%; 8-9 mm 3.9%
and more than 10 mm took 3.9%. Therefore, cutting less than 5mm
(80.4%) was large enough. There were 2 cases of cutting larger than 10mm
(3.9%), it might be due to either relapsed tumor, or in wide position.
Breuninger and Dietz (1991) proved that for less than 1cm BCCs, 30%
were operated with 2mm surgical excision margin, 3mm 16%, 5mm (5%).
The size 1 — 2 cm, this proportion respectively was 2mm 48%; 3mm 34%
and 5mm 18%. 165. Weinstein (2002) indicated that skin incision 5 —
10mm far from the lesion edge showed 83% cured.

In SCCs, 50% of the cases were operated with surgical excision
margin 4-5 mm; 6-7 mm 10%; 8-9 mm 5% va >10 mm 35%. On the
surgery principle of SCCs, the proportion of 50% (4 — 5mm) has not
been appropriate because the clinical evaluation and determination, pre-
operative SCCs and BCCs were very difficult to be accurate to some
types of SCCs (accurate results were based on pathological anatomy)
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4.3.2. The correlation between the farthest positive sectional area
and pathological anatomy

For invasive SCCs, Fleming (1995) with nodular type/ulcer and
superficial type, lesion incision far from the lesion edge 5mm could cure
90%; with fibrotic type, it should be incised far from the lesion edge
7.2mm. Sectional area 5mm was indicated to be sure to decrease the
proportion of relapse of <2cm tumors. Gullet (2010) indicated that
Sectional area 3mm might also be safe to boost the aesthetisim as well
as cure 95%. This study result could affirm that the sectional area with
>5mm tumor brought safety to almost 90% of BCCs patients.
According to our study, positive farthest sectional area 3mm took the
highest proportion on 4 figures: nodular type 38.5%; fibrosis type
42.9%; superficial typel00% and mixed type 50%. In nodular and
fibrosis type, positive sectional area was 4mm and 5mm which took
quite high proportion. In contrast, the superficial and mixed type,
positive sectional area was 3mm. We did not find any evidence within
study which indicated the correlation between positive sectional area
and clinical figures of BCCs.

In SCCs, positive sectional area was mainly found 4mm (the
differentiated grade I: 40%; Grade Il: 45.5%; Grade Ill: 50%). The
positive proportion in 5mm sectional area was quite high in Grade II
(27.3%) and Grade Ill (25%) differentiation. 6mm positive sectional
was appeared in Grade Il (9.1%). Taylor (1999), in SCCs, edge of
sectional area was recommended as 4 — 15mm from the red circle.

The study also showed that the proportion of BCCs in sectional
area was 19.6%, 3mm 41.2% respectively; it was higher than SCCs (5%
va 20%). In contrast, the proportion of BCCs sectional area 4mm and
5mm (27.5% va 9,8%) were lower than SCCs (45% va 25%). Positive
sectional area 6mm also appeared in 1 case of BCC (5%). BCCs and
SCCs had the limited invasion, as other documents. SCCs were able to
invasive more than 5mm and to 10mm, as other mentioned documents.
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4.3.5. The invasive in depth

The proportion of remaining carcinoma cell at 1mm section was
very popular (77.5%). The deeper the sectional area was, the lower the
proportion of carcinomas cell was found. However this affirmation was
not statistically significant (p>0.05). As some information about skin
cancer, especially in BCCs, the fibrosis type rarely invaded through
basement membrane. Mostly no carcinoma cell was in section 2mm
(4.2%). However in the recommendation of SCCs, the deep invasion of
carcinoma cell is studied that frequency spreading on tissue is from 2 —
8 mm. Within this study, we found 1 case of 4mm invasive BCC,
because the invasion around the eyes and their organization were loose,
carcinoma cell invaded deeply so the patient had to have eye
enucleation; the tumor spreaded near to the eye so it affected to the
function; the surgery as expecting affected much to the eyes so the
surgeon often conserved anatomy; the operated border was easy to
relapse to cancer leading to large invasive relapsed tumor.
4.4. IHC P53 AND KI-67 EXPRESSION CHARACTERISTICS
4.4.1. The correlation between IHC and pathological anatomy
IHC p53

Positive level p53 was identified according to the proportion of
stained cell by IHC. Within 51 BCCs cases, 49 cases (96.1%) showed
positive p53, in which 61.2% of the cases expressed positive level (1+):
10 — 50% of the cells were stained, 28.6% expressed positive level (2+):
51 — 80% of the cells were stained, 10.2% expressed positive level (3+):
51 — 80% of the cells were stained. The study results of p53 expression
in BCCs were different from other studies. Rasoul Esmaeili (2015) and
Monsef (2012) both showed that the p53 positive level in BCCs took
76% which was lower than our results. However, other studies showed
the higher result, Abu Juba (2013) 100%, Karagece (2002) 98%.
Besides, positive level (2+) and above (>50% stained cells) in some
studies were higher than ours (38.8%), Monsef (2012) 60%, Abu Juba
et al. 50%. In general, many authours indicated that BCCs positive for
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p53 IHC 42 — 90%. This difference about the proportion of tumor
inhibiting gene mutation in BCCs could be explained by race and
geography.

Within 20 cases of SCCs, 13 cases (65%) expressed positive
p53, in which positive (1+) and (3+) took 38.5%, positive (2+) took
23%. Our study also resulted that the difference of p53 positive level in
BCCs and SCCs was statistically significant. (p<0.05). Some other
studies showed quite different results. Mothebat Gouda (2014) showed
the proportion of p53 postitive in SCCs 88.9%, Batinac (2004) 86,7%,
Khodaeiani (2013) 50,2%, Kerschmann (1994) et al. 60%, Abu Juba
(2013) et al. 100%. The proportion of positive level differs among
studies. Recep Birdi (2016) showed that positive (1+) took 35%, (2+)
37.5%, (3+) 27.5%; while Khodaeiani (2013) showed results
respectively 60%; 20% and 20%.

Table 4.1: Proportion of p53 positive within studies

Positive Rasoul | Monsef | AbuJuba | Karagece | Gouda | Batinac
level 2015 2012 2013 2012 2014 | 2004
[114] | [174] [175] [176] [178] | [179]
BCCs | 76% 76% 100% 98% - -
SCCs - - 100% - 88,9% | 86,7%
IHC Ki-67

Within 71 cases of IHC, 8 cases expressed Ki-67 negative
(11.3%) and they were BCCs. In BCCs Ki-67 positive cases, the highest
proportion was 60.5% expressing positive (1+), (2+) 18.6%, (3+)
20.9%. In comparision with SCCs, the highest proportion was (2+) with
60%, (1+) 30% and (3+) 10%. The correlation between IHC Ki-67 and
BCCs or SCCs was statistically significant (p<0.05)

In comparision with other foreign results, Rasoul (2015)
indicated that the proportion of Ki-67 positive in BCCs was 60%,
Gouda (2014) showed that the proportion of Ki-67 positive in SCCs
was 88.3%. The proportions of postive level are quite different. In
BCCs, the proportion of positive level (2+) and above (>50% stained
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cells), which was from 33 — 70%, was higher than ours. In SCCs, this
proportion in our study (70%) was appropriate with other studies (40 —
80%). These differences within results may be due to IHC techniques
difference, sample size, sample selection or subjective comments of the
result readers.

4.5. THE TP53 GENE MUTATION CHARACTERISTICS

4.5.1. Types of TP53 gene mutation

We focused on analyzing the TP53 gene mutation from exon 5 to
exon 8, detected 36 mutations from codon 132 to codon 300. There were 8
cases (22.2%) having mutation in exon 5, exon 6 and exon 8. Exon 7
included 12 cases (33.4%) and most p53 mutations were detected in exon 5
— 8. Domestic and foreign researchs analyzed TP53 gene mutation on
many different exons. Tran Duc Phan (2015) analyzed the mutation from
exon 2 to 8, while Bolshakov et al. (2003) analyzed from exon 4 to 9, Ling
et al. (2001) worked from exon 5 to 9, Reifenberger (2004) worked from
exon 4 to 10 and Wang et al. (2014) worked from exon 2 to 11.

Mutation analysis results showed that 35 cases (97.2%) were
missense mutation and only 1 case (2.8%) was nonsense mutation. All
the mutations in our study were acid amin replacement mutation
occurring on all gene segments which were analyzed and found with
mutation. The nonsense mutation belonged to a BCC sample, on exon 6
and codon 236, triplets Tyrosin TAC became stop codon TAG. In this
case, changes in protein were plenty because the gene would be shorter
and stop immediately when mutation came. In missense mutation, 11
types of mutating nucleotide were detected in causing mutating acid
amin in protein. In which type of mutating nucleotide C—> T used to be
mentioned in many articles as a result of mutation caused by sunlight
UV exposure; it took 16.7% and was not the most common mutation in
this study (C->G: 19,4%). Mutation C->T in foreign researchs,
especially in white people, took a wvery high proportion within
nucleotide mutations (50 — 72%)
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4.5.2. The expression of TP53 gene mutation in BCCs and SCCs
situation

In this study, we chose 51/71 samples to do mutation test via
PCR, resulted in 36 cases of TP53 gene mutation (70.6%). 20/33 cases
of BCCs (60.6%) and 16/18 cases of SCCs (88.9%) had TP53 gene
mutation. We could easily see that the proportion of TP53 gene
mutation in SCCs was clearly higher than BCCs. This difference was
statistically significant.

Our results were higher than some studies in the world and
Vietnam. Many authors indicated that the proportion of TP53 gene
mutation in BCCs was about 30 — 50%. Some results by other studies
were not in this range, Ling et al. (2001) showed 66.7%; but the
difference was that its subjects contained only 9 people, in which most
of them were genetic BCCs, the author took 3 samples each person, so
this proportion was higher than other studies. In contrast, Wang et al.
(2014) of which study carried on in China was done with the result
20%. He indicated that this proportion was much lower than studies
results in white people, because white skin was more sensitive and more
exposed to sunlight UV. In SCCs, the proportion in other studies was
also lower than ours. Bolshakov (2003) also indicated the proportion of
TP53 gene mutation in SCCs 41.2%, Moles (1993) 15%.

Table 4.2: Proportion of TP53 gene mutation according studies

Proportion of| Moles | Ling | Bolshakov | Ghaderi | Wang
TP53 gene | 1993 | 2001 2003 2005 2014
mutation | [206] | [197] [196] [109] [199]
BCCs - 66,7% 47,3% 68,3% 20%
SCCs 15% - 41,2% - -

When analyzing proportion of TP53 gene mutation on exon, in
BCCs cases, there were 12.1% mutations on exon 5, 15.2% on exon 6,
18.2% on exon 7 and 15.2% on exon 8. In SCCs, there were mutations
on exon 5 — 8 accounting for 22.2%; 16.7%; 33.3% va 16.7%,
respectively. In both pathological anatomy types, mutation on exon 7
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took the highest proportion. However, the result by »*test concluded
that the correlation between exon TP53 gene mutation and pathological
anatomy type was not statistically significant. In this study, we only
focused on analyzing mutations on exon 5 — 8, in which 15/51 samples
were not been detected TP53 mutation (29.4%). These samples could
emerge mutation outside exon 5 — 8, or probably detect the correlation
between mutation and pathological anatomy or other tumor
characteristics. This is the limitation and errors within our study. The
limitation can open up new orientation for other studies in the future.
4.5.3. The correlation between TP53 gene mutation and IHC markers

In BCCs with positive p53 IHC, the higher positive level or
stained cells was, the higher the proportion of TP53 mutation was; (1+)
55.6%; (2+) 63.6% and (3+) 75%. In SCCs, the higher positive level
was, the higher the proportion of mutation was. : (1+) 75%, both (2+)
and (3+): 100%. In Ki-67 with positive markers, the proportion of
BCCs was lower than SCCs, BCCs (1+) 68.8%, SCCs (1+) 83.3%; (2+)
BCCs 66,7%, SCCs 90%; (3+) BCCs 50%, SCCs 100%, respectively.
However, this difference was not statistically significant (p>0.05)

The TP53 gene mutation represents most of the popular genetic
changes in tumor nucleus. The protein accumulation can also occur as
changed epigenetics; thus, it is not compulsory index of a mutation.
Many studies also indicated that p53 protein over-proliferation does not
always cause TP53 gene mutation. Yoshiaki (1994) studied 12 samples
of BCCs on exon 2, 10, 11 and indicated that 2/4 p53 positive cases had
mutation, both were missense mutations; within 8 p53 negative cases, 3
cases were nonsense mutations. To explain for this inconsistency, the
author indicated that the mutation might emerge on outside the
analyzing exon (exon 3 — 9); or PCR technique was analyzed in 3 level
of glycerol 0%, 5% and 10%, respectively; or the mutation did not
really emerge. Besides, there were some disagreeing opinions. Lidia
Frey (2010) analyzed 10 BCCs samples on exon 5 — 8 like our study, 6
high positive samples and 4 low positive samples.
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The results showed that 4 low positive samples did not emerge
TP53 gene mutation. In 6 high positive samples, 4 samples were
detected in TP53 gene mutation. The author believes that there was
correlation between p53 proliferation and TP53 gene mutation. Studies
on the correlation between p53 and Ki-67 proliferation and TP53 gene
mutation are quite popular in breast cancer, kidney cancer and
colorectal cancer, uterine cancer, etc. Skin cancer, especially skin
cancer in the head and neck is a relatively new topic in both Vietnam
and the world. This may be a new orientation for studies of genes and
IHC in skin cancer in the future.

CONCLUSION

From studying 71 cases of skin cancer in the head and neck,
which contains 51 BCCs and 20 SCCs, it is concluded that:
1. The invasive skin cancer

- The median surgical excision marginsfor BCCs group (5.1 +
1.57 mm) was smaller than SCCs group (7.5 = 3.76 mm), this
correlation was statistically significant (p < 0.05).

- The invasive BCCs were 3-mm (41.2%) and 4-mm (27.5%)
respectively, acounted for the highest proportion. The invasive SCCs
were 4-mm (45%) and 6-mm (5%) respectively, acounted for the
highest proportion. There was no evidence to point out the statistical
significance between the farthest positive section and pathological
anatomy, BCCs morphology, BCCs histology, onset timing of disease,
tumor location and tumor size (p>0.05)

- The invasive in depth was 1-mm in BCCs (76.5%) and SCCs
(80%), almost no positive cancer cell found in 2-mm margins (4.2%); 3-
mm margins (4.2%) and 4-mm margins (1.4%). There was no statistical
significance between the invasion and pathological anatomy type .
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2. Characteristics of The TP53 Gene, Ki-67 and the correlation with
clinic and histology

The IHC staining results:

- The percentage of p53 expression in BCCs group (96.1%) was
higher than SCCs group (65%), the difference was statistically
significant (p < 0.05).

- The percentage of Ki-67 expression in BCCs group (84.3%)
was smaller than SCCs group (100%), the difference was statistically
significant (p < 0.05).

- There was no statistical significance between p53 and Ki-67
expression and BCCs morphology, SCCs histology and tumor size
(p>0.05)

The sequencing of The TP53 Gene mutations:

- TP53 gene mutations were detected in 36/51 samples (70.6%).
Of which, 97.2% was missense mutation and 2.8% was nonsense
mutation.

- The percentageof TP53 gene mutations found in BCCs group
(60.6%) was smaller than SCCs group (88.9%), the difference was
statistically significant (p < 0.05). There was no statistical significance
between TP53 gene mutation and BCCs morphology and SCCs
histology.

RECOMMENDATION

1. The invasive BCCs level with 5mm sectional area is safe enough for the
patient; initiatively do SCCs test to determine larger sectional area.

2. There should be study on the role of The TP53 Gene in pathogenis of
BCCs and SCCs to prevent appropriately. Indentifying some skin
mutation codons by UV effect is also the orientation for new studies of
genes, histology in skin cancer, in order to make preventions, such as
genes repair medicine and appropriate preventing UV.





