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PAT VAN PE

Ung thu vom miii hong (UTVMH) 1 ung thu thuong gip nhét
ving dau ¢6 va mang tinh khu vye. O Viét Nam, UTVMH la loai ung
thu hay gip nhét trong cac ung thu ving tai miii hong va ding hang thir
5 trong 10 loai ung thu phd bién. UTVMH c6 lién quan dén nhiéu yéu
td, dac biét 1a vai tro sinh bénh hoc cua Epstein Barr Virus (EBV) trong
UTVMH. Nhiéu cong trinh nghién ctru trén thé gioi da khang dinh ¢
mdi lién quan giita ndng d6 EBV-DNA huyét twong véi dap tmg diéu tri
va tién lugng bénh.

O Viét Nam, da co nhitng nghién ctru duoc thyc hién vé ung thu
vom va EBV, tuy nhiéncon nhiéu han ché. Chinh vi vy chung t6i thuc
hién dé tai “Nghién ciru dic diém lim sang, cdn lim sang va dinh
lwogng néng dp EBV-DNA huyét twong trong ung thw vom miii hong”
vo1 2 muc tiéu chinh:

1. Mb ti dic diém lam sang, cgn lim sang ciia ung thw vom miii
hong.

2. Dinh lwong nong dgEBV-DNA huyét twong trwée va sau diéu
tri, ddnh gid méi lién quan véi mét so dic diém lam sing, cin

|am sang va két qud diéu tri ung thw vom miii hong.

Nhirng dong gép méi ciia Ludn an:
1. Nghién ctru xac dinh duge nong do EBV-DNA trung binh cua
bénh nhan UTVMH tai Viét Nam.
2. Nghién ciru tién hanh theo ddi ndong do EBV-DNA cua bénh
nhan UTVMH & ca trudc va sau diéu tri dé tim ra sy thay doi

ndng d6 EBV-DNA ¢ bénh nhan ung thu vom miii hong.
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3. Nghién ciru da chimg minh dwgc mdi lién quan giita nong do
EBV-DNA huyét tuong véi giai doan bénh theo T, N va tong
hop giai doan theo TNM, nong d6 EBV-DNA ciing 13 yéu t6
dong vai tro quan trong trong viéc xac 1ap thé tich diéu tri xa tri.

4. Nghién ciru da chimg minh dwgc mdi lién quan giita nong do
EBV-DNA huyét twong véi dap tmg diéu tri va tién luong ctia
bénh nhan ung thu vom miii hong tai Viét Nam.

5. Viéc xac dinh nong do EBV-DNA huyét tuong da dong gop

vao hé thong phén loai chin doan TNM méi nhét hién nay.

B6 cuc ciia Luén an:

Luan an c6 118 trang, bao gdm cac phan: dit van dé (2 trang),
tong quan (37 trang), d6i tuong va phuong phap nghién ctru (14 trang), két
qua (30 trang), ban luan (32 trang), két luan (2 trang), kién nghi (1 trang).
Luén an c6 49 bang, 19 hinh. 123 tai liéu tham khao trong do6 co tai liéu

tiéng Viét, tai liéu tiéng Anh.

Chuong 1
TONG QUAN TAI LIEU

1.1. Giai phiu vom hong va hach viing c6
1.1.1. So lupc gidi phau vom hong

1.1.2. Gidi phdu hach cé

1.2. Dich t& hoc ung thw vom miii hong
1.2.1. T 1¢ mdc bénh

1.2.2. Yéu té nguy co
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1.3. Chian doan ung thu vom miii hong
1.3.1. Chén dodn lim sang
1.3.1.1. Tri¢u ching co nang
% Cac ddu higu sem
Thudng nghéo nan, bénh nhan thudng khong dé y, dé bo qua.
% Cac ddu higu mugn

Do khéi u phat trién tai chd va xam lan lan rong gy ra: Triéu
chung vé hach ¢d; Triéu chung vé miii; Triéu chung vé tai; Triéu ching
vé mit; Triéu chung than kinh so ndo.
1.3.1.2.Tham kham lam sang

* Noi soi tai miii hong: Noi soi tai miii hong két hop sinh thiét
dong mot vai trod to 16n trong chan doan UTVMH.

* Tham kham hach c6

*Tham kham céac day than kinh so

* Tham kham toan trang
1.3.2. Chin dodn cin lim sing
1.3.2.1. Chan dodn hinh anh
* X-quang quy woc
* Chup cdt I6p vi tinh so ndo; Chup céng hwong tir: Giup danh gia
chinh xac vi tri, kich thuéc, mirc d6 xam lan cua khdi ung thu vom.
Ngoai ra con gitp danh gia tén thwong di cin xa & phéi, ndo, gan...
* Siéu dm viing c6: Phat hién cac ton thuong hach viing ¢6 va huéng
dan choc do sinh thiét hach.
* Chyp SPECT, PET/CT: Gilp phéat hién cac thay déi vé bénh hoc &
murc d6 chuyén héa phan tir
* Cdc xét nghiém khdc

1.3.2.2. Chdn dodan EBV: Binh liéu tdi lwong virus huyét thanh:
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1.3.2.3. Chan dodn giai phdu bénh ly: Hay gap nhat 14 ung thu biéu md
khong biét hda
1.3.3. Chén dodn xdc dinh dwa vao két qua mo bénh hoc
1.3.4. Chin dodn giai doan

Chan dodn giai dogn theo phadn loai AJCC7th 2010
1.4. Nguyén tic diéu tri

Piéu tri UTVMH ciing gidng nhu cac bénh ung thu khac 14 diéu tri da
mé thac tuy thudc vao giai doan bénh

% Giai doan sém: Xa tri 1a phwong phap diéu tri chinh

% Giai doan trung gian va giai doan tién trién: phac do hoa xa tri
ddng thoi.

% Giai doan di can: Diéu tri hda chét toan than
1.5. Virus EBV va ung thw vom miii hong
1.5.1. Cdu tgo virus EBV

EBV Ia mot virus trong nhém gammaherpesvirus, cau tric géom 4
phan (nhan chira vat chat di truyén; vo protein; vo trung gian; vo ngoai)
1.5.2. Gid thuyét vé co ché bénh sinh EBV va UTVMH
1.5.2.1. EBV nhuw la mét yéu té phat sinh va phat trien UTVMH
1.5.2.2. Nhiém EBV cua té bao biéu mo.
1.5.2.3. Biéu I EBV ¢ khoi u vom hong
1.5.2.4. Sinh hoc phdn tir va sdp xép gen ciia EBV trong UTVMH
1.5.3. Cac ky thudt sinh heoc phan ti xdc dinh EBV
1.5.3.1. Ky thudt PCR (Polymerase Chain Reaction)

Nguyén tic ciia phan tng PCR dua trén co s tinh chit bién

tinh, hoi tinh cia DNA va nguyén 1y tong hgp DNA nh¢ hoat tinh ctia
cac DNA polymerase.
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1.5.3.2. Ky thudt PCR dinh luong (Realtime-PCR)

K§ thuat PCR dinh lugng (real-time PCR) 1a phan tng khuéch
dai gen ma san pham khuéch dai ctia phan tng dugc hién thi va co thé
xé4c dinh duoc ngay trong qué trinh phan tng thong qua hé thdng nhan
biét ciia may.

1.5.4. Ung dung chdn dodn va diéu tri dwa trén méi lién quan giza
EBVva UTVMH
1.5.4.1. Ung dung trong chdn dodn

Céc nghién ciu gan day trén thé giéi déu dang hy vong ding
céc test dé sang loc va phét hién sém ung thu vom mili hong thdng qua
céc test voi EBV.

1.5.4.2. Ung dung trong diéu trj bénh
a) Nong dg EBV layéu t6 tién lwong truée diéu tri
b) Nong dg EBV truede, trong va sau diéu tri

c) Hiéu tri mién dich dya trén EBV

Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru
Déi twong nghién ciru gdm 119 bénh nhan dugc chan doan va
diéu trj Ung thu vom miii hong tai bénh vién K, Bénh vién Pai Hoc Y
Ha ndi va trung tdm Gen Protein Truong Pai hoc Y Ha Noi.
2.1.1. Tiéu chuan lwa chen bénh nhan
+ CO6 chan doan xéac dinh dya vao tiéu chuin vang cua chan doan

md bénh hoc la ung thu vom miii hong.
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C6 chan doan ton thuong vom va lan tran rong khdi u trén phim
chup CT scan hodac MRI vom miii hong theo quy chuan.

C6 chan doan 1am sang qua ndi soi vom mti hong, sinh thiét vom
dudi noi soi, tham kham hach cd, than kinh so va toan than.

Chan doan phat hién di can xa qua siéu 4m, hinh anh va PET-CT.
Pinh lugng néng d6 EBV-DNA huyét tuong trudc va sau
diéu tri.

Puoc phén loai giai doan bénh theo TNM - AJCC 2010.

Diéu tri day du theo phac do ctia Bénh vién K trong giai doan
2013-2016.

Pugc theo ddi va thim kham danh gia két qua dap ¢ng trong va

sau qua trinh diéu tri.

2.1.2. Tiéu chudn logi trir

+

+

Diéu tri khac véi phac do ké trén, diéu tri & bénh vién khéc.

Hb so bénh an thiéu cac tiéu chi vé 1am sang, hinh anh va mo
bénh hoc.

Céc bénh nhan khong tuan thu hét liéu trinh diéu tri.

Bénh nhan khong dong y tham gia nghién ciu.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién citu

Mb ta chum bénh cé theo ddi doc

2.2.2. Cé méu

C& mau:
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Pé tinh ¢& miu nghién ctru, chung t6i sir dung cong thirc tinh c&
mau ap dung cho viéc udc tinh ty 18 trong quan thé.
n=72 pPA-p)
(1-al?2) 52
Trong do:
n: c& mau nghién ctru
o: 1 mirc ¥ nghia thong ké, chon a = 0,05 (twong tmg véi do tin
cay 95%)
Z(1.4p): tra gia tri tr bang, twong ing va4i gia tri cua a nhu trén
dugc két qua Z.qm) = 1,96.
p: 1 ty 1 bénh nhan c6 ndong d6 EBV-DNA duong tinh trong
diéu tri (p=0,5).
5: 1a do 1éch tuyét d6i yéu cau 1a + 10% (0,10)
Ap dung cong thirc trén thu duge két qua:

p(]'; p) :1,962 O’5X2015 :97
01

Udrc tinh ty 18 bé cude sau 2 nam: 10% => s lwong ddi tuong

2
n= Zl—a/Z

nghién ctru can khao sat n > 100bénh nhan.

2.3. Céc bién sé, chi sé va ngi nghién ciru

2.3.1. Bic diém chung ciia dbi tugng nghién ciu

2.3.2. Pic diém 1am sang, can 1am sang

2.3.3. Pinh luong néng do EBV-DNA trudc, sau diéu tri va mdi lién

quan véi cac dic diém 1am sang, can 1am sang va két qua diéu tri
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2.4. Cac budc tién hanh nghién ciru
»  Budc 1: Khai thdc thong tin hanh chinh va cdc tri¢u chimg lim sang
> Buwdc 2: Thu thip cdc chi so cin lim sang, lgp quy trinh dinh
lwong va danh gid nong dp EBV-DNA huyét twong
> Budc 3: Chan dodn
> Buéc 4: Thuwe hign diéu tri
> Buwéc 5: Pdnh gid ddp iing diéu tri
> Buwéc 6: Thu thip cic thong sé nghién civu, dinh gid két
qud va viét lugn dn.
2.5. C4c ky thuat xét nghiém da sir dung trong nghién ctru
Quy trinh dinh lwong nong dp EBV-DNA trong huyét twong
truwde va sau diéu tri bang kj thudt realtime PCR
Tiéu chudn danh gid ddp iimg RECIST
2.6. Phuong tién nghién ciru
2.6.1. Trang thiét bi va phuong fign nghién citu tgi bénh vign K Trung
wong,bénh vién Dai hoc y ha nji
2.6.2. Dung cu, trang thiét bj va hoa chdt nghién ciu tai Labo trung
tdm nghién ciru Gen-Protein truong Pai Hoc Y Ha Ngi
2.7. Pia diém va thai gian nghién cieu
> Dia diém nghién ctu: Trung tdm nghién ctu Gen- Protein
Truong Pai Hoc Y Ha noi, Cac co s¢ hda va xa tri cua Bénh
vién K Trung wong, Bénh vién Pai Hoc Y Ha noi
> Thoi gian nghién cau: Tir thiang 9 nim 2013 dén thang 12
nam 2016.
2.8. Xir li s6 liéu: Bang phan mém Stata 12.0.
2.9. Pao dirc nghién ctru: Tuan thii day du theo quy dinh ctia Hoi dong
dao duc y hoc.
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Chuong 3
KET QUA NGHIEN CUU

3.1. Pic diém l1am sang va cin l1am sang ciia ddi twong nghién ciru
3.1.1.Pdc diém chung ciia doi twong nghién civu
Do tudi trung binh 1a 47,7 + 12,8 tudi. Nam gidi: 68,1%, nit
chiém 31,9%.
3.1.2.Pdc diém lam sang
3.1.2.1. Triéu chitng co nang
Bdng 3.1.Tan sudt triéu chitng co nang(n=119)

S6 lwong bénh nhan
Triéu chikng
n %

Ngat miii 30 25,2
Chay mui 20 16,8
U tai 66 55,5
Khit khac mau 31 26,1
Pau dau 67 56,3

* Trude diéu tri, triéu ching co ning thudng gip nhit ctia bénh
nhan UTVMH 1a 1 tai (55,5%) va dau dau (56,3%).
3.1.2.2. Triéu chitng thyrc thé

* Hinh thai ton thiong dai thé u vom miii hong qua néi soi chan dodn
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Bdng 3.2. Hinh thdi dai thé khoi u vom miii hong

Hinh thai dai thé khéi u

S6 bénh nhan

vom miii hong n %
Sui 103 86,5
Hon hop 16 13,5
Téng 119 100,0

*Hinh thai u sti qua ndi soi la cha yéu chiem 86,5%, con lai la
thé hdn hop (loét, hoai tir, tham nhidm) chiém 13,5%.

Bdng 3.3. Tan sudt vi tri xudt phdt ciia ton thwong u tai vom qua ndi soi

vom miii hong (n=119)

Sb luwgng bénh nhan

Vi tri
N %
Thanh sau trén 60/119 50,4
H6 Rosenmuler 86/119 72,3
\ung loa voi 11/119 9,2
Thanh duéi 2/119 1,7

*Vi tri xudt phat ctia u vom c6 thé mot hodc két hop vi tri khac,
p op

nhung tin suat vi tri xudt phat ctia ton thuong u tai vom da s6 tai hd

Rosenmuler (72,3%).
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3.1.3. Pdc diém can lim sang ciia doi twong nghién ciru
3.1.3.1. Ddc diém khéi u qua MRI, hodc CT scanner

Bdng 3.4. Khoi u khu trl tai vom va lan tran ra ngoai vom theo MRI
hodc CTscaner (n=119)

. Tong s6 bénh nhan
Khoi u vom
n %
Khu tra 30 25,2
Lan tran 89 74,8
Tong 119 100,0

*Pa s6 bénh nhan tham gia vao nghién ctru co két qua MRI,
hodc CTscaner trude diéu tri da sb u vom lan rong, xam 14n nén so va td
chirc 1an can (74,8%).
3.1.3.2. Pdc diém hach cé qua siéu am

Bang 3.5. Péc diém hach c¢6 qua thiam kham siéu am (n=89)

. . S6 lwrgng bénh nhén
Pic diém hach co
n %
Khoéng hach 30 25,2
Phat hién hach
. o . Co hach 89 74,8
€6 qua siéu am . ]
Tong s6 119 100,0
1-2 hach 62 69,6
, 3-4 hach 18 20,1
SO lugng hach
>5 hach 9 10,3
Tong sb 89 100,0
, Cung bén 50 56,2
Cung bén — doi .
A Doi bén 39 43,8
bén , ,
Tong so 89 100,0
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* Theo két qua siéu 4m cho 119 DPTNC c¢6 89 bénh nhéin co

triéu ching hach ¢b chiém 74,8%. Trong s6 cac bénh nhan cé hach

c0, da s0 co6 1-2 hach co (69,6%) va cac hach c6 nam cung bén

(56,2%)

3.1.3.3. M6 bénh hoc

Bdng 3.6 Chdn dodn mé bénh hoc khéi u nguyén phdt vom miii hong

S6 lwong bénh nhin
Loai m6 hoc

n %
Type I(Ung thu biéu mé dang biéu bi simg
hoa), Type II(Ung thu biéu mé dang biéu bi 6 5

khong strng hoa)
Type III(Ung thu biéu mé khong biét hoa) 113 95
Tong 119 100,0

*Pa sb loai m6 bénh hoc ctia bénh nhan UTVMH tham gia vao nghién

ctru 1a Ung thu biéu mé khong biét hoa (type 111) (95,0%). Type I,11 rat

it chiém c6 5%.
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3.1.4. Chin dodn TNM ciia doi twong nghién ciru

39,5%
40
35
30
25
20
15
10

32,8%

21,0%

6,7%

o u

Giaidoan | Giai doan |l Giai doan lll Giai doan IV
Hinh 3.1.Chan dodn giai dogn bénh TNM

*Pa s6 bénh nhan UTVMH tham gia vao nghién ctru dang & giai
doan IV (39,5%) va giai doan II (32,8%) cua bénh theo chin doan TNM.

3.1.5. Cic phwong phdp diéu tri dwoc dp dung cho doi twong nghién ciru
Bdng 3.7. Phwong phdp diéu tri dp dung cho doi tirong nghién citu

S6 lwgng bénh

Phwong phap diéu tri nhan
n %
Hoa xa tri dong thoi vai cisplatin 39 32,8
Hoéa xa | Hoa chat tan bo tro két hop voi xa tri 10 8,4
tri Hoa chat tan bo tro két hop voi hoa xa
L . 16 13,4
tri dong thoi
Xa tri don thuan 54 45,4
Téng 119 100

*Phuong phéap diéu tri phd bién nhat cho ddi twong nghién ciu 1a
hoéa xa tri chiém (54,6%) xa tri don thuan (45,4%)
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3.1.6. Két qud diéu tri ciia di twong nghién criu
Bang 3.8. Két qua diéu tri ciia doi twong nghién cizu

Két qua diéu tri n Ty 18 %
bap tng hoan toan 88 74
Dap tng mot phan 28 23,5

Khéng dap tng 3 2,5

Tong 119 100

*Pa s6 bénh nhan dap ung hoan toan véi didu tri (74,0%), c6

23,5% bénh nhan dap ung mot phén va chi c6 2,5% bénh nhan khoéng

déap tmg voi didu tri.

3.2.Pinh lwong nong dp EBV-DNA huyét twong truéc va sau

diéu tri, danh gida méi lién quan véi mét sé ddc diém 1am sang, cgn
1am sang va két qud diéu tri ung thw Vom Miii Hong.

3.2.1. Néng d¢ EBV-DNA huyét twong trwée va sau diéu tri
3.2.1.2. So sanh nong dg¢ EBV-DNA huyét tirong triede va sau diéu tri

Bdng 3.9. So sanh nong dg EBV-DNA huyét tirong trueée va sau diéu tri

Nong d9 EBV- | Truée diéu tri Sau diéu tri p
DNA huyét twong n % n %
> 300 copies/ ml 88 74 20 16,8
< 300 copies/ ml 31 26 99 83,2
Téng 119 100 119 100
Trung binh( 143084,1+ 51580+ 80806,0 p<0,01
copies/ ml) 298.768'2 copies/ ml.
copies/ml
Trung vi 34000 16250
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Trude diéu tri c6 74,0% bénh nhan c6 ndng d6 EBV-DNA huyét
tuong > 300 copies/ ml, sau diéu tri giam xudng con 16,8%, nong do
EBV-DNA huyét twong trung binh trudc diéu tri 1a 143084,1+ 298768,2
copies/ml, sau diéu tri giam xuéng con 51580+ 80806,0 copies/ ml. Su
khac biét c6 y nghia théng ké (p<0,01) gitra ndng do EBV-DNA huyét

trong trude va sau di€u tri.

3.2.2. Danh gia moi lién quan voi mot so dic diém lam sang, can lam

sang va két qud diéu tri ung thw Vom Miii Hong

3.2.2.1. Mgi lién quan giiza nong d¢ EBV —DNA huyét twong voi dic

diém 1am sang cua bénh nhan

3.2.2.2. Mgi lién quan giiza nong dg EBV —DNA huyét twong voi dic

diém cdn 1am sang cua bénh nhan

3.2.2.3. Mgi lién quan giita nong dé EBV-DNA huyét firong véi chan
dodan TNM

a) Chdn dodn T
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Bdng 3.10. Moi lién quan giita nong dé EBV-DNA huyét tirong véi cdc

giai doan ciia khoi u nguyén phdt

. ) Giai doan T
Nong d EBV-DNA huyét
tuwong (Copies/ml) T1 T2 T3 T4
<300 9 9 8 5
(30,0%) | (25,0%) | (50,0%) | (13,5%)
Truée > 300 21 27 8 32
diéu tri (70,0%) | (75,0%) | (50,0%) | (86,5%)
Nong dé trung 84476 + | 143104 + |315925 + 138319 +
binh(copies/ml) | 177218 | 244392 |564000 [313524
P 0,048
<300 29 29 13 28
Sau >300 1 7 3 9
didu tri |  Ndng do trung 5000 | 34757 + | 113300+ [49267 +
binh(copies/ml) 57041 179127 |55611
OR 1 7,0 6,69 9,32
(0,74- (0,57- (1,00-
65,95) | 78,89) | 87,98)
P - 0,048 0,080 0,017

*C6 mbi lién quan co ¥ nghia thong ké (p<0,05) giita nong do

EBV-DNA huyét tuong trudc diéu tri v6i cac giai doan cua khdi u

nguyén phat, nhitng bénh nhéan c¢6 khdi u giai doan T cang 1on thi c6

nong do EBV-DNA huyét tuong cang ting.Sau diéu tri nong d6 EBV-
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DNA huyét tuong trung binh cua giai doan T giam dang ké va c6 y

nghia thong ké vai (p<0,05).
b) Chdn dodn N
Bdng 3.11. Moi lién quan giita nong dé EBV-DNA huyét tirong véi cdc

giai doan cua hach ving

Trude diéu tri

Sau diéu tri

Giai Nong do Nong do
EBV-DNA | OR EBVDNA | or
doan N ) D huyeét p
huyét twong | (95%Cl) tuong (95%CI)
(copies/ml) (copies/ml)
107913 + 84600 +
NO 1 - 1 -
206405 70965
111489 + 3,25 62622 + 1,02
N1-N2 262235 (1,24- |0,011| 108666 (0,29- | 0,968
8,55) 3,66)
254090 + 5,83 18514 + 2,84
N3 416844 (1,27- |0,010f 15150 (0,68- | 0,132
26,77) 11,79)

*Trude diéu tri, co mdi lién quan ¢ y nghia thong ké (p<0,05)

giita ndng d6 EBV-DNA huyét twong voi cac giai doan ciia hach ving,

nhitng bénh nhan c6 giai doan hach ving NO c¢6 néng d6 EBV-DNA

huyét tuong > 300 copies/ mlthap hon 3,25 lan nhiing bénh nhén ¢ giai

doan N1-N2 va thép hon 5,83 lan nhitng bénh nhan & giai doan N3.

Nong d6 EBV-DNA huyét twong trung binh giam mat cach rd rét sau

diéu tri theo giai doan N




¢) Chan dodn M
d) Chéin dodn TNM
3.2.2.4. Méi lién quan giira nong dé EBV-DNA huyét tiong véi dap vmg

diéeu tri

Bdng 3.12. Méi lién quan giita nong dj EBV-DNA huyét twong véi

phuwong phap diéu tri ciia bénh nhan

Phwong phap diéu tri

N ng 49 EBV-DNA Xatri HfSa Xa tr.i Hoa ‘fhét Hoéa chﬁét
huyét twong dO"n dong t‘h(‘n tén’ botrg | tan b’cA)
thuan véi két hop tro két
cisplatin vii xa tri hop
<300 22 4 1 4
Trude copies/ml
diéu tri > 300 32 35 9 12
copies/ ml
OR 1 6,02 6,19 1,29
(1,73 - (0,68 — (0,58 —
20,93) 56,61) 7,39)
P - 0,001 0,065 0,256
<300 46 31 7 15
Sau diéu | copies/ml
tri >300 8 8 3 1
copies/ ml
OR 1 1,48 2,46 0,38
(0,50 — (0,51 - (0,04 -
4,41) 11,92) 3,42)
P - 0,475 0,246 0,372




20

*C6 mbi lién quan co ¥ nghia thong ké (p<0,05) giita nong do
EBV-DNA huyét twong trudc diéu tri véi phuong phap diéu tri cua
bénh nhan UTVMH, nhiing bénh nhén diéu tri bang hoa xa tri dong thoi
Vvéi cisplatin c6 nong d6 EBV-DNA huyét tuong cao gap 6,02 nhiing
bénh nhan xa tri don thuan.

Bdng 3.13.. Moi lién quan gitta nong do EBV-DNA huyét trong véi su

ddp ieng diéu tri ciia bénh nhan

Trudce didu tri Sau diéu tri
Mirc do
Mean = OR Mean OR
dap irng p p
SD (95%CI) = SD | (95%CI)
) 132098 78882
Diap Ung N 1 ] N 1 ]
hoan toan
316897 102232
133119 6,39 13700 2,33
bip Ung
X + (1,34 - 0,007 =+ (0,79- 0,113
mot phan
230724 30,45) 10708 6,87)
445500 34000 14,0
Khong dap
, - - - (1,04- | 0,009
ung
404513 187,95)

*C6 mbi lién quan c6 ¥ nghia théng ké (p<0,05) giita ndng
d6 EBV-DNA huyét twong ¢ ca trude va sau diéu tri véi mire d6 dap

rng diéu tri ctia bénh nhan UTVMH.




21

Chuong 4
BAN LUAN

4.1.Pic diém 1am sang, cin 1Am sang cta dbi twong nghién ciru
4.1.1. Pic diém chung ciia doi twong nghién ciru
4.1.2.Ddc diém khéi u vom hong qua thim khdm bang lam sang, nji
soi, CT Scanner, MRI va mé bénh hoc

Triéu chtng co ning thuong gip nhit ciia bénh nhan UTVMH
1a U tai (55,5%) va dau dau (56,3%). Sau d6 1a tridu chung khit khac
mau (26,1%), cac triéu chirng ¢ miii it gdp hon vdi 25,2% bénh nhan
xudt hién ngat miii va 16,8% bénh nhan xuat hién triéu chimg chay miii.

bic diém khéi u vom qua ndi soi, CT scanner, MRI va mo6 bénh
hoc. Vi tri xuat phat: hé Rosenmuler va thanh trén sau 13 hai vi tri chu
yéu dé khdi u xuét phat. 86,5% bénh nhan ton thuong u vom thé sui va
13,5% & thé hdn hop (loét, hoai tir, tham nhidm). Tinh chat xam l4n:
74,8% bénh nhan c6 khdi u lan tran va 25,2% bénh nhan ¢ khéi u khu
tri. V& két qua chan doan mé bénh hoc: Ung thu biéu mé khong biét
hoa (type III) chiém t6i 95,0%. Két qua nay phu hop véi nhiéu tai liéu
va nghién ctru trudce day.
4.1.3. Pic diém hach cé qua thiam khdm siéu Gm va mé bénh hoc

Tham kham bang siéu 4m c6 74,8% bénh nhan c6 triéu chimg

hach co. Trong sd cac bénh nhan c6 hach ¢d, da sb c¢6 1-2 hach c6
(69,6%) va cac hach c6 nam cung bén (56,2%). Két qua nay kha
tuong déng voi két qua ctia nhiéu nghién ctru trude day ¢ ca trong va
ngoai nudc nhu nghién ctru cia Muchiri (2003) trén 125 bénh nhan
UTVMH tai Kenya cho két qua c6 80,0% bénh nhan XuAt hién triéu
chirng hach cb hay ty 18 nay trong nghién ctru cia Nguyén Dinh
Phuc (2006) 1a 71,0%.
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4.1.4. Danh gid giai dogn TNM

Trong nghién ctru ciia chiing t61, c6 60,5% bénh nhan thudc giai
doan III-IV va 39,5% bénh nhan thudc giai doan I-II theo chan doan
TNM. Trong nghién cuu cua Tang (2014) chi c6 14,6% bénh nhan
thudc giai doan I-11, trong nghién ctru cua Zhao (2015) va Lee (2017) ty
1¢ nay lan luot 14 19,0% va 21,1%.
4.1.5. Cic phwong phdp diéu tri dwoc dp dung cho déi twong nghién civu

Phwong phap diéu tri phd bién nhat cho bénh nhén 1a hoa xa tri

chiém ( 54,6%), sau d6 1a xa tri don thuan (45,4%) trong d6 hoa xa tri
dong thoi véi cisplatin (32,8%). Sau diéu tri, c6 74,0% bénh nhan dap
mg hoan toan; 23,5% bénh nhin dap tng mot phan va chi co 2,5%
bénh nhan khong dap tng. C6 thé thiy, nghién ctru ciia Lin (2004) hay
Mu-Yao Chen (2015) déu cho két qua kha twong ddng véi nghién ciru
clia chung t6i v4i da sd bénh nhan UTVMH déu dap tmg véi diéu tri,
chi mdt phan nho bénh nhén 1a khong dap ung.
4.2. Pinh lrgng ndng dd EBV-DNA huyét twong trwée va sau diéu
tri, danh gia mdi lién quan véi mat sé dic diém 1am sang, can 1am
sang va két qua diéu tri ung thw Vom Miii Hong.
4.2.1. Két qud dinh liweng nong d¢ EBV-DNA trong huyét twong ciia
doi twong nghién ciru

Trude diéu tri ¢6 74,0% bénh nhan c6 nong d6 EBV-DNA
huyét tuong > 300 copies/ ml. Sau diéu tri ty 16 bénh nhan co néng do
EBV-DNA huyét twong > 300 copies/ ml giam xubng con 16,8% va su
khac biét nay co y nghia thdng ké (p<0,01). Két qua nay twong dong véi
nhiéu tai lidu va nghién ctru trude diy & ca trong va ngoai nude.
4.2.2.Mi lién quan véi nong dp EBV-DNA huyét twong
4.2.2.1. Méi lién quan véi déic diém lam sdng va cdn lam sdng
a) Moi lién quan giita nong d¢ EBV-DNA huyét twong voi dac diém cua
uvom
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b) Moi lién quan gita nong dé EBV-DNA huyét twong véi ddc diém
hach co
C) Méi lién quan giita nong do EBV-DNA huyét tiwong véi cdc giai doan
bénh

Khi gop chin doan TNM, két qua nghién ctru cho thiy c6 mbi
lién quan giira giai doan bénh TNMs cua bénh nhan véi nong 6 EBV-
DNA huyét tuong ca trude va sau diéu tri. Nhitg bénh nhan UTVMH
giai doan III-IV ¢6 ndng d6 EBV-DNA huyét twong > 300 copies/ ml
true diéu tri cao hon 2,35 1an va c6 nong 46 EBV-DNA huyét trong >
300 copies/ ml sau diéu tri cao gip 16,49 1an so voi nhitng bénh nhan
giai doan I-1l (p=0,001). Trong nghién cfru cua ching t6i, ty 1 bénh
nhan c6 nong d6 EBV-DNA huyét tuong trung binh & giai doan sém I-
IT (51920 + 95904copies/ml) thap hon ty 1¢ & nhém bénh nhan giai doan
muodn II-IV (190238 + 353473 copies/ml) va su khac bi¢t nay cod y
nghia théng ké (p>0,05). Két qua nay tuong dong véi két qua nghién
ctru ciia Fan (2004) tai Trung Qudc.
4.2.2.2. Méi lién quan giiva nong dp EBV-DNA huyét twong véi két qui
diéu tri

Két qua nghién ctru cho thay c6 mdi lién quan c6 y nghia thong

ké (p<0,05) giita ndng d6 EBV-DNA huyét tuong ca trude va sau diéu
tri véi mac do dap ting diéu tri ctia bénh nhan UTVMH. Nhitng bénh
nhan dap ung mot phan c6 néng d6 EBV-DNA huyét tuong > 300
copies/ ml trudc diéu tri cao gap 6,39 lan nhitng bénh nhan dap ung
hoan toan (p=0,007) va 100% bénh nhan khong dap tmg vé6i didu tri déu
c6 néng d6 EBV-DNA huyét tuong > 300 copies/ ml. Anh hudéng cua
ndéng d6 EBV-DNA huyét tuong dén viée dap ung diéu tri d3 duoc tim
thay trong nhiéu nghién ctru trudc day.
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KET LUAN

1. Pic diém 1am sang, cin 1Am sang cia ung thw vom miii hong

Triéu ching 1am sang thuong gip: dau dau (56,3%); U tai
(55,5%) va hach ¢ (70,6%).

Vi tri xuét phat cua ton thuong u tai vom da sb tai hd
Rosenmuler (72,3%).

Hinh thai u sti qua noi soi la chu yéu chiém 86,5%, con lai 1a
thé hdn hop (loét, hoai tir, tham nhidm) chiém 13,5%.

Pa s6 u vom lan rong, xdm l4n nén so va to chuc 1an can
(74,8%).

Trong sb cac bénh nhan ¢ hach ¢d, phin 16n bénh nhan co vi
tri 1a nhém 2 nhém canh cao.

Trong s6 cac bénh nhan c6 hach co, da sb c6 té bao di can
(58,3%).

Dic diém mé bénh hoc: Type 11l WHO (95,0%); type 1| WHO
(4,2%); type 1| WHO (0,8%).

Chan doan giai doan: Giai doan I: 6,7%; giai doan II: 32,8%;
giai doan III: 21,0%; giai doan IV: 39,5%.

2. Nong d6 EBV-DNA huyét tuong trudére, sau diéu tri va méi lién quan

véi mit so dic dieém lam sang, cin lam sang va két qua dieu trj

* Nong d6 EBV-DNA huyét twong trude va sau diéu tri: Ty 18

bénh nhan c¢6 néng d6 EBV-DNA huyét tuong > 300 copies/
ml trude diéu tri (74,0%) cao hon han sau diéu tri (16,8%), su
khéac biét c6 y nghia thong ké (p<0,05).

* Nong do EBV-DNA huyét twong trung binh trudc diéu tri :

143084,1+ 298768,2 copies/ml va sau diéu tri : 51580+
80806,0 copies/ ml.
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- Chua thay c6 méi lién quan giira nong d6 EBV-DNA huyét
twong voi mot sb dic diém nhu triéu ching co nang, triéu
chung thyc thé, hinh thai u vom, ddc diém khu tra va lan tran,
mo bénh hoc.

C6 mbi lién quan giira nong do EBV-DNA huyét twong vi
cac dic diém:

+ S6 lwong hach ¢6 di can: Hach di cin cang nhiéu thi ndng do

EBV-DNA huyét twong cang lén.

+ Giai doan T:Nhiing bénh nhén cé khdi u giai doan T3, T4 ¢o
ty 16 nong d6 EBV-DNA huyét twong > 300 copies/ mlcao
hon so vai ugiai doan T1,T2.

+ Giai doan N: Nhitng bénh nhéan c6 giai doan hach vung NO
c6 nong do EBV-DNA huyét tuong > 300 copies/ ml thap
honso véi giai doan hach N1,N2,N3.

+ Giai doan TNMs: Nhiing bénh nhan giai doan III-IV c6ndng
d6 EBV-DNA huyét twong > 300 copies/ mlcao hon so véi
nhiing bénh nhan giai doan I-11.

+ Két qua diéu tri: Nhitng bénh nhan khong dap tng diéu tri co
nong d6 EBV-DNA huyét tuong cao hon so véi nhitng bénh
nhan c6 dap ung.
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BACKGROUND

Nasopharyngeal cancer (NPC) is the most common cancer of
the head and neck area. In Vietnam, NPC is the most common cancer
in the nose and throat cancer and is the fifth most common cancer.
NPC is associated with many factors, particularly the pathogenesis of
Epstein Barr Virus (EBV) in NPC. Several studies in the world have
confirmed the association between plasma EBV-DNA concentrations
with response to treatment and prognosis.

In Vietnam, research has been done on NPC and EBV, but there
are many limitations. So we made the topic "'Clinical, subclinical and
plasma EBV-DNA level in nasopharynx cancer**for two purposes:

1. Describe the clinical, subclinical characteristics of
nasopharynx cancer.

2. Quantify plasma EBV-DNA levels before and after
treatment, assessing associations with some clinical,
subclinical, and nasopharyngeal cancer outcomes.

The new conclusions in PhD Thesis

1. Determine the average plasma EBV-DNA level of patients
with nasopharynx cancer in Vietnam.

2. Monitoring of plasma EBV-DNA levels of patients both
before and after treatment to detect EBV-DNA changes in
patients with nasopharynx cancer.

3. Demonstrate the relationship between plasma EBV-DNA
level and disease stage in T, N and TNM. Plasma EBV-DNA
level is an important factor in determining the volume of
radiation therapy.



4. Demonstrated the relationship between plasma EBV-DNA level
and treatment response and prognosis of patients with
nasopharynx cancer in Vietnam.

5. Determination of plasma EBV-DNA concentrations
contributed to the latest TNM diagnostic classification
system

Thesis outline:

This thesis covers 118 pages, including: preamle (2 pages),
the overview (37 pages), materials and method (14 pages), outcomes
(30 pages), discussion (32 pages), conclusion (2 pages),
recommendation (1 page). It consists of 49 tables, 19figures. There
are 123 references, in Vietnamese, English.

Chapter 1
OVERVIEW

1.1 Anatomical of nasopharynx and head and neck lymph
nodes

1.1.1. Anatomical of nasopharynx

1.1.2. Anatomical of head and neck lymph nodes

1.2.  The epidemiology of nasopharyngeal cancer
1.2.1. Incidence of disease

1.2.2. Risk factor



1.3. Diagnosing nasopharyngeal cancer
1.3.1. Clinical diagnosis
1.3.1.1. Functional Symptoms

s Early signs

Symptoms are usually poor. Patients often do not notice,
easy to miss.

+» Late signs

As tumors develop on the spot and widespread invasive causes:
Symptoms of lymph nodes; Symptoms of nose; Symptoms of ear;
Eye symptoms; Symptoms of brain skull.

1.3.1.2.Clinical examination

*Endoscopic ENT: Endoscopic and biopsy plays a huge role in
the diagnosis of NPC.

* Examination of lymph nodes
*Examination of the cranial nerves
* Full examination

1.3.2. Subclinical diagnosis

1.3.2.1. Diagnostic Imaging

* X-quang standard

* CT, MRI: Helps accurately assess the location, size, and extent of
invasive breast cancer. It also helps to assess distal metastatic lesions
in the lungs, brain, liver ...



* Neck ultrasonography: Detection of neck nodal lesions and lymph
node biopsy guidelines.

* SPECT, PET/CT: Helps to detect pathological changes at the
level of molecular metabolism

* Other tests
1.3.2.2. EBV diagnosis: Determine the dose of serum viral load
1.3.2.3. Diagnosis of pathology: The most common is non-
differentiated epithelial cancer
1.3.3. Diagnosis is based on histopathological findings
1.3.4. Stage Diagnosis
Diagnosis stage according to AJCC classification 7th 2010
1.4. Treatment principle

NPC treatment is similar to other cancers, depending on the stage
of the disease
«» Early stage: Radiation therapy is the main treatment
% Intermediate stage and progression stage: concurrent

radiotherapy.
+ Metastatic stage: systemic chemotherapy
1.5. EBV and nasopharynx cancer
1.5.1. EBV virus construct
EBV is a virus in the herpesvirus gamma group, consisting of

four parts (the nucleus containing the genetic material, the protein
shell, the medial shell, the outer shell)
1.5.2. Hypothesis of EBV and NPC
1.5.2.1. EBV as a factor to generate and develop NPC



1.5.2.2. EBV infection of epithelial cells.

1.5.2.3. EBV expression in nasopharyngeal tumors

1.5.2.4. Molecular Biology and EBV gene sequencing in NPC
1.5.3. Molecular biology techniques define EBV

1.5.3.1. PCR technigue (Polymerase Chain Reaction)

The principle of PCR is based on denaturation, DNA
retention and DNA synthesis by the activity of DNA polymerases.

1.5.3.2. Quantitative PCR technique (Realtime-PCR)

Real-time PCR is a gene amplification reaction where the
amplifier of the reaction is displayed and can be identified in the
course of the reaction through the machine's recognition system.

1.5.4.Application diagnosis and treatment based on the
relationship between EBV and NPC

1.5.4.1. Application in diagnosis

Recent studies around the world are hoping to use tests to screen and
detect early NPCs through tests with EBV.

1.5.4.2. Application in the treatment of diseases
a) EBV is a pre-treatment prognostic factor
b) EBV levels before, during and after treatment

c) EBV-based immunotherapy



Chapter 2
MATERIALS AND METHOD

2.1. MATERIALS

Study participants included 119 patients who were diagnosed

and treated for nasopharynx and nasopharynx cancer at the National

Cancer Hospital of Vietnam, Hanoi Medical University Hospital and

Genetics Center of the Hanoi Medical University.

2.1.1.

Selection criteria

There is a definite diagnosis based on the gold standard of the
histopathological diagnosis of nasopharyngeal cancer.

Diagnosis of ventricular lesions and extensive tumor on CT
scans or nasopharynx nasopharynx according to standard.

There is clinical diagnosis through endoscopic nasopharynx,
arch biopsy under endoscopy, examination of the neck, cranial
nerve and whole body.

Diagnostic detection of metastases far from ultrasound,
imaging and PET-CT.

Quantify plasma EBV-DNA levels before and after treatment.
Disease classification according to TNM - AJCC 2010.

Fully treated according to the protocol ofthe National Cancer
Hospital of Vietnamfor the period 2013-2016.

Be follow-up and evaluated for outcomes during and after
treatment



2.1.2. Exclusion criteria

- Treatment is different from the above, treatment in other
hospitals.

- Medical records lack clinical, histological and histological
criteria.

- Patients who do not comply with treatment.
- Patients do not agree to participate in research.
2.2. STUDY METHOD
2.2.1. Study method
Description study
2.2.2. Specimen size

In order to calculate the sample size, we used a formula to calculate
the sample size used for population estimates.

n_z2 PA-p)

(1—(1/2) 52
Inside:
n: research sample size
a: is the level of statistical significance, choose o = 0.05

(corresponding to 95% confidence)

Z (1-a / 2): look up the value from the table, corresponding to the
value of a as the result Z (1-a./ 2) = 1.96.

p: the percentage of patients with EBV-DNA positive in treatment
(p=0.5).
d: is the absolute deviation required + 10% (0.10)



Apply the above formula to get the result:

PA=P) g 962 02x03 _o7

n= le—a/Z 52 = 012

Estimated dropout rate after 2 years: 10% => number of subjects to

be surveyed n > 100 patients.

2.3. Variables, indices and internal research
2.3.1. General characteristics of the research object
2.3.2. Clinical characteristics, subclinical

2.3.3. Quantify EBV-DNA levels before, after treatment and their
relationship to clinical, subclinical and clinical outcomes.

2.4. Steps to conduct research

»Step 1: Exploit administrative information and clinical
symptoms

»Step 2: Collection of subclinical, quantitative and quantitative
EBV-DNA plasma levels

» Step 3: Diagnosis
» Step 4: Perform treatment
» Step 5: Evaluation of treatment response

»Step 6: Collect research parameters, evaluate the results and
write the thesis.

2.5. Laboratory techniques used in the study

Quantify EBV-DNA levels in plasma before and after
treatment with realtime PCR

Criteria for evaluating the RECIST response



2.6. Research facilities

2.6.1. Research equipment and facilities at the National Cancer
Hospital HMUH.

2.6.2. Equipment, equipment and chemicals research at Labo Gen-
Protein Research Center of Hanoi Medical University

2.7. Location and time of study

> Research site: National Center for Genomic Research, Hanoi
Medical University, HMUH and Facilities and Radiotherapy
of National Cancer Hospital.

» Research Period: September 2013 to December 2016.
2.8. Data processing: By software Stata 12.0.

2.9. Research ethics: Full compliance with the rules of medical
ethics.

Chapter 3
STUDY RESULTS

3.1. Describe Clinical and subclinical characteristics of the study
subjects

3.1.1. General characteristics of the research object
The mean age was 47.7 + 12.8 years. Men: 68.1%, females 31.9%.
3.1.2. Clinical features

3.1.2.1.Functional Symptoms
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Table 3.1. Frequency of functional symptoms (h = 119)

Number of patients
Symptom
N %

Stuffy nose 30 25,2
Runny nose 20 16,8

Tinnitus 66 55,5
Quit blood 31 26,1
Headache 67 56,3

*Prior to treatment, the most common symptom of NPC was
tinnitus (55.5%) and headache (56.3%).

3.1.2.2. Symptoms of the entity
* Morphology of nasopharynx lesions by endoscopic diagnosis

Table 3.2. Morphology of hasopharynx nasopharynx

Morphology of Number of patients
nasopharynx
n %
nasopharynx
Smiles 103 86,5
Mixture 16 13,5
Total 119 100,0

Morphologic lesions were mainly 86.5%; the rest were mixed
(ulceration, necrosis, infiltration), accounting for 13.5%.
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Table 3.3. Frequency of baseline location of endometrial lesions in
nasopharynx (n = 119)

Number of patients
Location
N %
The following 60/119 50,4
Rosenmuler 86/119 72,3
Speaker faucet 11/119 9,2
The bottom 2/119 1,7

*The origin of the dome tumor may be one or more of the
other sites, but the incidence of the primary tumor site lesion at the
Rosenmuler site (72.3%).

3.1.3. Subclinical characteristics of the study subjects

3.1.3.1. Tumor markers through MRI, or CT scanner

Table 3.4. Tumors located in the dome and spread out over the arch
under MRI or CTscaner (n = 119).

Number of patients
tumors
n %
Localized 30 25,2
Spread 89 74,8
Total 119 100,0

*The majority of patients included in the study had MRI, or
CTscan, before treatment for the majority of widespread dementia,
invasion of the skull and adjacent organs (74.8%).
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3.1.3.2. Characteristics of nodal passages through ultrasound

Table 3.5. Characteristics of nodal passages through ultrasound

examination (n = 89)

Number of patients
Characteristics of nodes
n %
Detection of lymph Don’t have 30 252
nodes through Have 89 74.8
ultrasonography Total 119 100,0
1-2 nodes 62 69,6
3-4 nodes 18 20,1
Number of nodes
>5 nodes 9 10,3
Total 89 100,0
Along side 50 56,2
Side by side - } )
- Side by side 39 43,8
opposite side
Total 89 100,0

*According to the ultrasound results for 119 celiac disease,
89 patients with retrocephalitis accounted for 74.8%. Of the
patients with nodal glaucoma, the majority had 1-2 nodules

(69.6%) and the nodes were located on the same side (56.2%).
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3.1.3.3. Histopathology
Table 3.6 Diagnosis of primary tumor tissue of the nasopharynx

Histopathology Number of patients
n %
Type | (keratoconjunctival epithelial cell
carcinoma), Type Il (noncoral epithelial 6 5
carcinoma)
Type Il (Non-differentiated epithelial 113 95
carcinoma)
Total 119 100,0

* Most of the histopathological specimens of the NPC
patients included in the study were non-differentiated epithelial
carcinoma (type I11) (95.0%). Type I, 1l very little accounted for 5%.
3.1.4. Diagnosis of TNM of study subjects

39,5%
& 32,8%

35

30

55 21,0%

20

15
6,7%

E -

Phase | Phase Il Phase 111 Phase IV

o u

Figure 3.1. Diagnosis of TNM stage

* Most of the NPC patients participating in the study are in
Phase IV (39.5%) and Phase Il (32.8%) of the disease are diagnosed
with TNM.
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Table 3.7. The treatment method applied to the study subjects

Number of
Treatments patients
n %
Rz_ﬂdlot'herapy concurrently 39 3.8
with cisplatin
Neoadjuvanted chemotherapy
ChemoRadiation | combined with radiation 10 8,4
therapy therapy
Neoadjuvant chemotherapy
combined with concurrent 16 13,4
radiotherapy
Radiation therapy alone 54 454
Total 119 100

* The most common treatment for the subject was radiation
therapy (54.6%), radiation therapy alone (45.4%)

3.1.6. Treatment results of the study subjects

Table 3.8. Treatment results of the study subjects

Treatment results n Ty 1€ %
Completely Response 88 74
Part Response 28 23,5
Not responding 3 2,5
Total 119 100

*The majority of patients respond fully to treatment (74.0%),
23.5% of patients respond in part and only 2.5% of patients do not

respond to treatment.
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3.2.Quantify plasma EBV-DNA levels before and after treatment,

assessing associations with some clinical, subclinical, and
nasopharyngeal cancer outcomes

3.2.1. EBV-DNA levels before and after treatment

3.2.1.2. Comparison of plasma EBV-DNA levels before and after
treatment

Table 3.9. Comparison of plasma EBV-DNA levels before and after

treatment
Before After
EBV-DNAplasma | = irent treatment P
concentration
n % n %

> 300 copies/ ml 88 74 20 16,8

< 300 copies/ ml 31 26 99 83,2
Téng 119 100 119 100
Moderate (copies/ 1430841+ 51580+ p<0,01
ml) 298768,2 80806,0 copies/
copies/ml ml.
Mediocre 34000 16250

*Prior to treatment, 74.0% of patients had a plasma EBV-DNA
concentration of 300 copies / ml, after treatment was reduced to 16.8%,
mean plasma EBV-DNA before treatment was 143084, 1 copies / ml,
after treatment reduced to 51580 copies / ml. The difference was
statistically significant (p <0.01) between plasma EBV-DNA

concentrations before and after treatment.
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3.2.2. Several factors related to plasma EBV-DNA levels of NPC

patients

3.2.2.1. Relationship between plasma EBV-DNA concentrations
and patient clinical characteristics

3.2.2.2. Relationship between plasma EBV-DNA concentrations
and patients' paraclinical characteristics

3.2.2.3. Relationship between plasma EBV-DNA concentration and
TNM diagnosis

a)Diagnosis T

Table 3.10. Relationship between plasma EBV-DNA concentrations

and stages of primary tumor

EBV-DNA plasma T Stage
concentration (Copies/ml) T1 T2 T3 T4
<300 o o 8 >
(30,0%) | (25,0%) | (50,0%) | (13,5%)
Before 300 21 27 8 32
treatment - (70,0%) | (75,0%) | (50,0%) | (86,5%)
Average 84476 + | 143104 + | 315925+ | 138319+
concentration | 177218 | 244392 | 564000 | 313524
(Copies/ml)
p 0,048
<300 29 29 13 28
After >300 1 7 3 9
treatment Average 5000 34757 + | 113300+ | 49267 +
concentration 57041 179127 55611
(copies/ml)
OR 1 7,0 6,69 9,32
(0,74- (0,57- (1,00-
65,95) 78,89) 87,98)
p - 0,048 0,080 0,017
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*There was a statistically significant association (p <0.05)

between plasma EBV-DNA levels prior to treatment with the primary

tumor  stages.

The plasma EBV-DNA levels

increase.

After

treatment, mean plasma EBV-DNA levels decreased significantly
and were statistically significant (p <0.05).

b) Diagnosis N

Table 3.11. Relationship between plasma EBV-DNA concentrations
and phases of regional lymph node

Before treatment

After treatment

N EBV-DNA EBV-DNA
Stage| Pplasma OR plasma OR
concentration | (95%Cl) P concentration | (95%Cl) P
(copies/ml) (copies/ml)
107913 + 84600 +
NO 206405 1 ) 70965 L )
N1 111489 3,25 62622 1,02
N2_ 262235 (1’24_ 0,011 108666 (0,29_ 0,968
8,55) 3,66)
254090 5,83 18514 + 2,84
N3 416844 (1,27- 0,010 15150 (0,68- |0,132
26,77) 11,79)

*Prior to treatment, there was a statistically significant

association (p <0.05) between serum EBV-DNA levels and regional
nodal stages, patients with NO nodal stage with EBV- Plasma DNA >
300 copies / mL was 3.25 times lower in patients with stage N1-N2
and 5.83 times lower in patients with stage N3. Mean plasma EBV-
DNA levels were significantly reduced after N-stage treatment
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3.2.2.4. Relationship between plasma EBV-DNA concentrations
and response to treatment

Table 3.12. Relationship between plasma EBV-DNA concentration
and patient's therapeutic approach

Treatments
) Neoadjuvant
Radiati Neoadjuvanted hemoth
adiati chemothera
EBV-DNA plasma Radiotherapy | chemotherapy ) Py
. on . ) combined
concentration concurrently | combined with .
therapy| . . . o with
with cisplatin|  radiation
alone concurrent
therapy .
radiotherapy
<300 22 4 1 4
Before copies/ml
treatment > 300 32 35 9 12
copies/ ml
OR 1 6,02 6,19 1,29
(1,73 - (0,68 -56,61) | (0,58 —7,39)
20,93)
P - 0,001 0,065 0,256
<300 46 31 7 15
After copies/ml
treatment >300 8 8 3 1
copies/ ml
OR 1 1,48 2,46 0,38
(0,50 -4,41) | (0,51 -11,92) | (0,04 —3,42)
P - 0,475 0,246 0,372
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*There was a statistically significant (p <0.05) relationship
between plasma EBV-DNA levels before treatment with NPC
treatment, patients treated with concurrent cisplatin plasma EBV-
DNA levels are as high as 6.02 for radiotherapy patients.

Table 3.13. Relationship between plasma EBV-DNA concentrations
and patient response

Before treatment After treatment
Treatment results | Mean + OR OR
p Mean + SD p
SD | (95%Cl) (95%Cl)
132098 78882 +
CompletelyResponse * 1 - 102232 1 -
316897
133119 | 6,39 13700+£10708| 2,33
Part Response t (1,34 — {0,007 (0,79- |0,113
230724 | 30 45) 6,87)
445500+ 34000 14,0
Not responding | 404513 - - (1,04- {0,009
187,95)

*There was a statistically significant (p <0.05) relationship
between plasma EBV-DNA levels both before and after treatment with
the level of NPC treatment response.
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Chapter 4
DISCUSSION

4.1. Describe The Clinicals, subclinicals of study subjects
4.1.1. General characteristics of the research object

4.1.2. Traumatic lumpectomy through clinical examination,
endoscopy, CT scanner, MRI and histopathology.

The most common functional symptoms of NPC were
tinnitus (55.5%) and headache (56.3%). Subsequently, symptoms of
bloody snorting (26.1%), nasal symptoms were less common with
25.2% of patients presenting asphyxia and 16.8% of patients
developed symptoms of nasal discharge.

Characteristics of arch tumor through endoscope, CT
scanner, MRI and histopathology. Starting position: Rosenmuler hole
and posterior wall are the two major sites for tumor origin. 86.5% of
the patients had canxoid lesions and 13.5% had mixed lesions (ulcers,
necrosis, and infiltrates). Invasive nature: 74.8% of patients had
tumor spread and 25.2% had focal tumors. On histopathological
findings: Type | (95%) is not known. This result is consistent with
many previous studies [26], [65], [96]

4.1.3. Characteristics of lymph nodes through ultrasonographic
and histopathological examination

Ultrasound examination revealed that 74.8% of patients
had nodal metastases. Among patients with nodular goiter, the
majority had 1-2 nodules (69.6%) and nodes were located on the
same side (56.2%). This finding is consistent with previous studies
both locally and abroad, such as the study conducted by Muchiri
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(2003) in 125 UTVMH patients in Kenya, showed that 80.0% of
patients developed symptoms nodule [86] or rate in the study by
Nguyen Dinh Phuc (2006) was 71.0% [26]

4.1.4. Evaluation of the TNM stage

In our study, 60.5% of patients in stage I11-1V and 39.5% of
patients in stage I-1I were diagnosed with TNM. In Tang's (2014)
study, only 14.6% of patients in stage I-1l, in the study of Zhao
(2015) and Lee (2017) were 19.0% and 21.1% % [72], [76], [84]

4.1.5. Treatments are applied to the subject

The most common treatment for patients is radiation therapy
(54.6%), followed by pure radiation (45.4%), with cisplatin co-
treatment (32.8%). . After treatment, 74.0% of patients respond fully;
23.5% of the patients responded in part and only 2.5% did not
respond. It can be seen that the study of Lin (2004) or Mu-Yao Chen
(2015) showed similar results in our study with the majority of NPC
patients responding to treatment, only a small part of the disease The
nucleus is unresponsive [69], [100]

4.2. Quantify plasma EBV-DNA levels before and after
treatment, assessing associations with some clinical, subclinical,
and nasopharyngeal cancer outcomes.

4.2.1. Results of quantitative EBV-DNA concentration in subjects
of the study

Prior to treatment, 74.0% of patients had plasma EBV-DNA
concentrations of 300 copies / ml. After treatment, the plasma EBV->
300 copies / ml was reduced to 16.8% and the difference was
statistically significant (p <0.01). This finding is consistent with
many previous studies and papers both locally and abroad [74], [98].
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4.2.2. Relationship with plasma EBV-DNA
4.2.2.1. Relationship with clinical and laboratory characteristics

a) Relationship between plasma EBV-DNA concentrations and
dural tumors

b) Relationship between plasma EBV-DNA concentrations and nodal
features

c) Relationship between plasma EBV-DNA concentrations and disease
stages

When combined with TNM, the results show that there is a
link between the patient's TNM stage and plasma EBV-DNA levels
before and after treatment. Phase I1I-IV NPC patients had plasma
EBV->300 copies / ml before treatment 2.35 times higher and plasma
EBV->300 copies / ml after prompt treatment 16.49 times better than
patients with stage I-1l (p = 0.001). In our study, the prevalence of
patients with mean plasma EBV-DNA levels at early stage I-1l
(51920 + 95904copies / ml) was lower than that in the late stage Il1-
IV patients ( 190238 + 353473 copies / ml) and this difference was
statistically significant (p> 0.05). This result is consistent with the
results of Fan (2004) in China [101].

4.2.2.2. Relationship between plasma EBV-DNA concentrations and
response to treatment

Results showed a statistically significant (p <0.05)
correlation between plasma EBV-DNA levels before and after
treatment with the NPC treatment response. Respondents with partial
EBV-DNA plasma concentrations of >300 copies / ml were 6.39
times more likely than patients with complete response (p = 0.007)
and 100% did not respond to therapy. Treatment included plasma
EBV-DNA concentrations > 300 copies / ml. The effect of plasma
EBV-DNA concentrations on response to treatment has been found
in several previous studies [115], [116], [117], [118]
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CONCLUSION

. Describe the Clinical, subclinical of nasopharynx cancer

Common clinical symptoms: headache (56.3%); tinnitus
(55.5%) and lymph nodes (70.6%).

The origin of the lesion at the majority of the arches at
Rosenmuler (72.3%).

The morphologic lesions are mainly 86.5%, the rest are mixed
(ulceration, necrosis, infiltration) accounts for 13.5%.

Most of the tumors spread, invading the skull and neighboring
organs (74.8%).

Among patients with nodal glaucoma, the majority of patients
had a lymph node the location was grouped into two high
altitude groups.

Among patients with lymph nodes, the majority had metastatic
(58.3%).

Histopathological characteristics: Type 11l WHO (95.0%); type
11 WHO (4.2%); type | WHO (0.8%).

Diagnosis phase: Phase I: 6.7%; Phase Il: 32.8%; Phase III:
21.0%; Phase 1V: 39.5%.

. Quantify plasma EBV-DNA levels before and after treatment,
assessing associations with some clinical, subclinical, and
nasopharyngeal cancer outcomes.

EBV-DNA plasma levels before and after treatment: The
prevalence of EBV-DNA plasma concentrations was greater
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than 300 copies / ml before treatment (74.0%). %), the
difference was statistically significant (p <0.05).

Mean plasma EBV-DNA before treatment: 143084.1 +
298768.2 copies / ml and post-treatment: 51580 + 80806.0
copies / ml.

There is no association between plasma EBV-DNA
concentration and some features such as muscular symptoms,
physical symptoms, vesicular shape, focal and sporadic
features, histopathology.

There is a correlation between plasma EBV-DNA
concentrations and the characteristics of:

The number of metastatic lymph nodes: The more lymph node
metastasis, the greater the plasma EBV-DNA concentration.

Stage T: Patients with T3-T4 tumors have a plasma EBV-> 300
copies / ml plasma concentration, which is higher than that of
T1and T2 tumors.

Stage N: Patients with NO Nosocomial Stage have plasma
EBV-DNA concentrations of > 300 copies / ml lower than
those of N1, N2, N3.

TNMs stage: Stage IlI-IV patients had plasma EBV-> 300
copies / ml higher than those in stage I-I1.

Treatment outcomes: Patients who did not respond to therapy
had higher plasma EBV-DNA levels than those who responded.





