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KET QUA HOA XA TRI TUAN TU 66 BENH NHAN UNG THU DAU CO
GIAI DOAN Il IV (MO) DUOC XET NGHIEM HPV

Trén Bdo Ngoc', Lé Van Qudng?

TOM TAT

Muc tiéu: M6 ta ty 16 méc HPV va dnh hudng téi két qué diéu trj véi céc bénh nhén nhiém HPV.

Déi twong, phwo'ng phap: 66 bénh nhéan ung thw déu cé giai doan Ill, IV (MO) dwoc dinh danh HPV16 va
HPV18 béng ky thuét PCR va duoc chi dinh hda xa tuén tw. Phuong phép: can thiép 1am sang khéng déi
ching tai Bénh vign K tce thang 9/2009 dén hét thang 12/2012.

Két qua: Tudi trung binh 54,5 (39-67 tudi); ty 16 nam/nir la 31/1; 11/17 trudng hop ¢6 cé hai théi quen hat
thube uéng rwou. 17/66 HPV duong tinh (25,8%), trong d6 10 véi HPV16 va 7 véi HPV'18, v tri hong miéng
hay gdp nhét (9/17 bénh nhén). Céc truong hop khéng nhiém HPV cé ty 1é dap ng toan bo cao hon cé y
nghia théng ké rd so véi céc BN c6 nhiém HPV, véi ty 16 14an luot 1a 91,8% so véi 58,8% (p =0,004). Thoi
gian séng thém toan bo trung binh la 19,8 £ 1,5 thédng. Thdi gian séng thém trung binh cia 49 bénh nhén
HPV &m tinh la 20,8 £ 1,6 thang so v&i 12,0 £ 1,1 thang (HPV dwong tinh) (p=0,042). :

Két luén: Ty 1é nhi8m HPV 1a 25,8%, vj trl hong mléng hay g&p nhét, céc bénh nhdn HPV &m tinh c6 dép
(*ng toan b va thoi gian séng thém toan bd cao hon cé y nghia voi bénh nhén HPV duong tinh. |
Tr khéa: hba xa tri tudn tw, HPV

ABSTRACT

RESULTS OF SEQUENTIAL CHEMORADIOTHERAPY IN 66 PATIENTS THE ADVANCED
HEAD AND NECK CANCER BE TESTED HPV
Tran Bao Ngoc', Le Van Quang?

Objective: Describe the prevalence of HPV infection and its affect on the outcome of patients infected
with HPV. _

Methods: 66 patients with head and neck cancer stage Ill, IV (M0) identified HPV16 and HPV18 by PCR
and indicated to sequential chemoradiotherapy. Methods: clinical interventions uncontrolled in K Hospital
from Sep/2009 to Dec/2012. '
Results: Mean age 54.5 (range 39-67), the ratio of male/female was 31/1, 11/17 cases with both drinking
and smoking habit. 17/66 HPV positive (25.8%), including 10 for HPV16 and 7 for HPV 18, the most frequently
_infected site was oropharynx (9/17 patients). The negative HPV patients had a statistically significant higher
overall response than that in positive HPV patient group, 91.8% versus 68.8% (p = 0.004) . Median suvival
" was 19.8 £ 1.5 months. Median survival of 49 patients with negative HPV was 20.8 + 1.6 months versus
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12.0 + 1.1 months in the HPV-positive patient group (p = 0.042).
Conclusions: The prevalence of HPV was 25.8%, the most common location was oropharynx, the complete
response rate and the median survival in the HPV-negative patient group was significant higher than those

in the HPV-positive patient group.
Key words: sequential chemoradiotherapy, HPV

L. PAT VAN PE ,

Ung thu té bao vay 1a bénh 4c tinh thudng xuyén
nhit trong khu vyc dau cd. Chiing c6 ngudn gbe tir
cac té bao vay cia bidu mo 16t doc theo dudng tién
héa hd hip trén va c6 dic diém qua nhiéu giai doan
va nhidu nguyén nhan bénh hoc khac nhau.

Yéu té nguy co thuong gap & ung thu té bao vay
viung dau cb 1a hat thudc 14 va lam dung ruou, tuy
nhién cé mét ty 1€ ngdy cang ting clia cac truong
hop 1a khong cé tién sir hat thude va udng rugu
dugc bdo cdo. Khoang 35 ndm trudc day, vai tro
ctia HPV trong ung thu ¢ tir cung da dugc cong
nhan. Ngay nay, nd ciing dugc coi 1a virus gy
ung thu quan trong & ngudi, khong nhitng & céc
khéi u ¢b tir cung va bo phan sinh duc, ma con
dugc biét dén & mot sé vi tri khac trong do6 c6
ving déu cb [11].

Vai trd tién lwong cia nhidm HPV trong hoa
xa két hop ung thu dAu cb con cé nhiéu y kién trai
chiéu va chua thyc sy théng nhit qua céc nghién
ctu trén thé giéi [11, [3], [5], [4), [10]. HPV
duoc phat hién tir ndm 1949 va dugc chia lam

nhiéu loai khac nhau, tuy nhién 2 loai HPV16 va,

HPV18 dugc cac nghién clru ddng thuan hon ca

vé lién quan tdi cac ung thu dau co, dic biét ung

thu hong miéng. Tai Viét Nam, chua c6 nhiéu tac
gia quan tam téi nhiém HPV lién quan t6i diéu tri
v6i cac bénh nhan ung thu dau cd, chinh vi 18 d6,
chiing t6i tién hanh d8 tai nay nham muc tiéu: M6
ta ty 16 mic HPV va anh hudng téi két qua diéu
tri v&i cac bénh nhan nhiém HPV.

IL POI TUQNG VA PHUONG PHAP NGHIEN
cuvu |

2.1. Pdi twong nghién ciru: 66 bénh nhan ung
thu dau ¢b giai doan 111, IV (M0) duoc dinh danh
HPV16 va HPV18 bang k¥ thuat PCR va duoc chi
dinh hoa xa tudn ty. ’
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2.2. Phwong phap nghién ciru: can thiép 1am
sang khong dbi chimg.

Dja diém va thoi gian: tai Bénh vién K tir thang
9/2009 dén hét thang 12/2012. v

Tét ca cac bénh nhan déu trén 18 tudi, dugc
khéng dinh mé hoc 1a ung thu té bao véy, giai doan
HI, 1V, nhung chua di cén xa, chua dugc diéu trj gi,
khong c6 bénh kém theo, c6 chi dinh hda xa tuén ty,
ddng y tham gia nghién ciru, hoan thanh liéu trinh
diéu trj va tra 18i b cau hoi.

Cac bénh nhan dugc nhan 3 chu ky hda trj tan
bd trg phic dd TCF (Docetaxel hoac Paclitaxel,
Cisplatin va 5-Fluorouracil) cdch nhau 28 ngay. Céc.
bénh nhan c6 dap tng tiép tuc duge hoa xa trj ddng
thoi: xa trj gia toc, phan liéu 2 Gy/ldn xa/ngdy x 5
ngay/tudn, tdng liéu 66-70 Gy cho u nguyén phét
va hach duong tinh, xa trj dy phong hach c¢b phén
lidu nhu trén tdng liéu 50 Gy; ddng thoi voi xa tri
bénh nhan dugc nhan Cisplatin 100 mg/m*ngay,
vao ngay 1, 22, 43 cua chu trinh hoéa xa. Trong thoi
gian diéu trj, cac bénh nhan dugc theo ddi sat vé ddc
tinh va dugc danh gia dap Gng. ‘

* Phwrong phdp dinh danh HPV

- Céc khéi nén dugc cit nhuém HE va doc lai.

- Tach chiét ADN téng sb:

+ Cac manh bénh pham dugc danh diu vj tri té .
bao-u trén céc tiéu ban HE.

+ Tach t& bao u tir cac lat cit mé vii nén day
um.

+ Tach ADN tdng s6 tir mau diic nén paraffin
theo hudng dan cta Kapa Biosystem Kit.

- Quy trinh tach mau: ADN tbng s6 sau khi tach
dugc str dung chay PCR dé khuéch dai doan trinh tu
ctia gen B-globin. San pham PCR dugc dién di trén
agarose nham kiém tra ndng do va chét lugng ADN
tong s6. Nhitng mau da tiéu chuén tiép tuc dugc sir
dung dé khuéch dai gen HPV type 16 va 18, nhim
xac dinh sy c6 mat cta virus ndy bang phan tng
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PCR lan 2 v6i hai cap mdi dic hiéu cia type 16 va
typ 18. San phim PCR dugc dién di trén gel agarose
1% dé kiém tra kich thudc.

- Két qua kiém tra chat lugng ADN genome sau
khi tach chiét: Ching t6i danh gia chat lwong va sb
lugng ADN tach chiét thong qua phan img PCR véi
cap mdi GL-F/GL-R ciia gen B-globin. Phan (ng
PCR nhén ban gen f-globin tr ADN genome sau
khi tach chiét dugc trinh bay trén hinh 2.3. Két qua
nay cho thdy cac khuon ADN déu cho phép nhén
ban mdt bang ADN kich thudc khoang 300 bp dic
~hiéu cila gen don ban S-globin. Chi nhiing trudng
hop ADN tdng s6 dam bao sb lugng va chét lugng
méi duge dung dé kiém tra voi cap mdi dac hidu gen
HPV, San phdm PCR dugc dién di trén gel agarose
1%. L: Thang chuan ADN 100 bp. (-) Di chimng
am (khong ADN khuén), 1-15: 15 miu bénh phim

dung trong nghién cuu.

- Xac dinh type 16 va type 18 trén gen HPV: Hai
cap moi df;'lC' hiéu duoc thiét ké dé khuéch dai ving
trinh ty typ 16 va typ 18 gen HPV. Két qua dién
di trén gel agarose 1% cho kich thuéc san phidm
tuong (mg ciia hai type 16, 18 lan lugt 1a 512 va 415
bp. Sau d6 mot s& miu duge chon ngdu nhién dé
gidi trinh ty bang hé théng giai trinh ty DNA 3130
(Applied Biosystems, Foster city, CA). Két qua giai
trinh tu cho théy su tring hop hoan toan gilia san
pham PCR thu dugc véi trinh tu chudn duoc cung
cép boi ngan hang gen.

Sau khi dit li¢u lya chon théng ké dugc danh gia
va ¢6 diém cac cdu héi, cdc nhém khéc nhau cua
céc chi tiéu nghién ciru duge so sanh. Xir ly s6 liéu
bing phan mém théng ké SPSS (phién ban 16.0 cho
Windows).

IIL KET QUA
3.1. Pic diém chung
Béng 3.1. Phdn b nhém tuéi va gidi’

Gi6i Nam Nir Tbng sé

Nhém tudi n (%) n (%) . n(%)

<40 1(1,5) 0 , 1(1,5)
41 -50 13 (19,7) 1(1,5) 14 (21,2)
51-60 39 (59,1) 1(1,5) 40 (60,6)
61-70 11(16,7) 0 12 (16,7)
Téng sb 64 (97) 2(3) 66 (100)

3.2. Tinh trang nhiém HPV

Bang 3.2. Phdn bo nhiém HPV véi ca hai théi guen uéng riegu, hit thude

Ca hai thoi quen Co Khéng Tdng sb
HPV n (%) n (%) n (%)
Duong tinh 11 (16,7) 6 (9,1) 17 (25,8)
Am tinh 30 (45,4) 19 (28,8) 49 (74,2)
Téng sb 41 (62,1) 25 (37,9) 66 (100)
Bdng 3.3. Phdn bo nhiém HPV véi giai doan bénh
Giai doan Il v  Tong s6
HPV n (%) n (%) n (%)
Duong tinh 3(4.,5) 14 (21,2) 17 (25,8)
Am tinh , ’ 13 (19,7) 36 (54,6) 49 (74,2)
Tong so 16 (24,2) 50 (75,8) 66 (100)
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Bang 3.4. Bdc diém cdc bénh nhdan nhiém HPV theo vi tri u nguyén phdt

Vit Nhiém HPY HPV 16 (%) HPV 18 (%)
Khoang miéng 0 1(1,5)
Hong mi¢éng 6(9,1) 3(4.,5
Ha hong 3 (4,5) 3(4.5)
Thanh quan 1(1,5) 0

Téng sb 10 (15,1) 7(10,5)
Bang 3.5. Ddp ung didu tri theo nhiém HPV
bap ing 'CR - PR SD PD

Céc yéu td 1 (%) n (%) n (%) n (%)

HPV Cé 2.(1,7 847,1) 7 (41,2) 0
Khong 20 (40,8) 25 (51,0) 4(8,2) 0
P < 0,05 i -

C0 66 bénh nhan dugc xét nghiém k¥ thuat PCR
tir khdi nén dé xac dinh loai HPV 16 va HPV 18.
Khi phan tich gop theo test Fisher dé dénh gia dap
Ging toan bd (do ¢& miu nhod) thdy cac trudng
hop khong nhiém HPV c6 ty 1€ ddp ung cao
hon c6 y nghia théng ké rd so v&i cac bénh nhan
c6 nhi€ém HPV, voi ty 18 1an luot 12 91,8% so véi
58,8% (p =0,004).

3.3. Song thém toan bd

Thoi gian theo ddi trung binh 66 bénh nhan la
12,5 £ 6,2 thang (6,1 - 30,2 thang) thay thoi gian
song thém toan bd trung binh 14 19,8 + 1,5 thang.
Thoi gian sdng thém toan by 12 thang udc tinh
65,8%, sau 24 thang udc tinh 35,3%.
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Biéu dé 3.1. Song thém todn bg
- Trong 66 bénh nhan, dén thoi diém dimg nghién
clru da c6 24 truong hop tir vong (36,4%) va con 42
bénh nhan con 56ng (63,6%).
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- Qua biéu dd cho thdy, bénh nhan c6 ty Ié tir vong

cao trong 18 thang dAu sau diéu tr. Khoang thoi gian tir

18 —30 thang thy sb tir vong c6 vé chiing lai vé tbc db.
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Biéu dé 3.2. Séng thém toim bé
theo nhiém HPV

- 17 bénh nhén c¢6 nhiém HPV (16 hoic 18) c6 -
thoi gian sdng thém trung binh 12,0 £ 1,1 thang (95%
Cl: 9,8-14,3) va thoi gian séng thém trung binh ciia 49
bénh nhan am tinh khi xét nghiém PCR phat hi¢gn HPV
1420,8 + 1,6 thang (95% CI: 1,6-17,5). Kiém dinh log
rank: x*= 4,127, bac ty do= 1 va p = 0,042.

- Nhu vdy, bénh nhan khong nhiém HPV tir xét
nghiém PCR ¢6 thoi gian song thém trung binh dai
hon ¢6 y nghia so véi cac truong hop duong tinh
voi HPV.
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IV. BAN LUAN |

Pay 1a mot trong sb it nghién chiu tai Viét Nam
da tién hanh dinh type HPV ddi véi cac bénh nhan
UTDC bing ky thuét PCR, do nhiéu nguyén nhén
khac nhau nén ching toi da tién hanh xét nghiém
xc dinh hai loai HPV phé bién hon ca 1a HPV16 va
HPV 18 trén 66 khéi nén ctia 66 bénh nhan. Sau khi
‘tach chiét ADN tir cac khdi nén duoc sir dung chay
PCR dé khuéch dai doan trinh tu ctia gen B-globin.
Két qua thu dugc c6 10 bénh nhan duong tinh voi
HPV16 va 7 bénh nhan duong tinh HPV18, két
qua chung 1a 17/66 bénh nhéan duong tinh véi HPV
chiém 25,8%, ty 16 HPV duong tinh chii yéu gip &
cac bénh nhan ung thu hong miéng va ha hong. Két
qué nay ciing tuong tu voi cac nghién ciu khéac, nhu
phan tich tong hop ciia Kreimer (2005) v6i 5046
bénh nhan UTDC cho thiy ty 1é HPV duong tinh 12
25,9%, vi tri hong miéng hay ngip hon ca (35,6%)
va HPV 16 ciing chiém ty 1& cao nhét (86,7%) [7].
Tuy nhién, ky thudt phat hién HPV bang PCR trong
nghién ctiu nay khong han 1a phuong phép hiéu qua
nhét ma viéc chan doan HPV lién quan dén UTDC
duoc thuc hién boi phuong phap héa md mién dich
str dung khéi nén phat hién p16 duong tinh dang ndi
Ién 12 phuong phép thay thé hop ly cho PCR [2].

Khac voi cac nghién ciru khéc, nghién ciu nay
¢6 tGi 11/17 bénh nhan HPV duong tinh co6 sir dung
thudc 14 va lam dung rugu, nhu vay véi cac truong
hop nay cong hudng ca ba yéu t6 sinh bénh va
phai chang tir d6 anh huodng téi dap ing va song
thém toan bd. Vi cac nghién ciru nude ngoai, nhu
phan tich gop ctia Kreimer (2005) hay cua Dayyani
(2010), cac trudng hop HPV duong tinh hay gap &
nit tré, thudng & cac bénh nhan khong cé hai théi
quen truyén théng va yéu té lay nhiém chi yéu tir
cac thay ddi hanh vi tinh duc [3], [7].

Diéu ndy goi md hudng nghién ciu tiép theo
trong tuong lai vé gia tri cac phuong phap trong
viéc xac dinh loai HPV tai Viét Nam.

66 bénh nhan trong nghién ctru nay c6 thoi gian
theo ddi trung binh 1a 12,5 + 6,2 thang (thdp nhét
6,1; cao nhat 30,2 thang), vi nhiéu nguyén nhan
nén ching toi khong c6 thoi gian theo ddi dai hon.
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Két qua theo doi thiy thoi gian song thém toan bd

‘trung binh 1a 19,8 £ 1,5 thang (tai thoi diém dimg

nghién ciru dd cé 24 bénh nhén ti vong va 42 BN
con sbng); ciing do s6 BN tai kham khong day du,
nén trong phan tich ching tbi chi dé cap téi ty 18
séng thém toan bd. Ude tinh séng thém toan bd sau
12 thang 1a 65,8%; sau 24 thang 1a 35,3%.

Tir nam 1983 vai tro sinh bénh ung thu hong
miéng cua HPV (déc biét loai HPV16 va HPV18)
duoc quan tdm hon va cong bd gan déy ctia Joseph
(2012) ty 1¢ lién quan HPV véi ung thu ddu cb la
25% [6], két qua nghién ciu nay la 25,8%. Hai
oncoproteins cé trach nhiém mang gen sinh ung thu
ctia HPV, 14 E6 va E7, ¢6 kha ning bt hoat p53 va
pRb, cic thanh t6 cin thiét dé chuyén dbi virus sinh
trudng té bao, din dén cham sy biét hoa té bao. E6
E7 tang tin suat dot bién tu phat hoic gdy ra boi
céc chit gy dot bién va 1a nguyén nhan cia bat on
dinh nhi&m sic thé [8]. HPV gdy ra sy thay dbi ciia
p53, tuy nhién hiém c6 dot bién p53 trong cac khdi u
HPV am tinh, d6 1a ly do tai sao bénh nhan ung thu
HPV duong tinh c¢6 d6 nhay cam phéng xa tdt hon.

Va réat nhidu nghién ctru cong nhan vai trd tién
lugng & céc bénh nhan ung thu ddu c6 duong tinh
HPV, nhu qua phan tich tbng hop ciia Dayyani
(2010) trén 5681 BN [3], cha Ang (2010) [1], coa

‘Huang (2012) [5]. Ly do cho viéc cai thién quan

sat trong tién lugng cac bénh ung thu lién quan dén -
HPV vén con ba gia thuyét du*Q'c dua ra: gidm vung
ung thu hoa (field cancerization), cai thién dap (ng
Xa tri va phan tng mién dich véi khang nguyén
virus. Bénh nhan HPV duong tinh it lién quan dén
rugu va thude 14 dan dén it nguy co hinh thanh viing
ung thu héa tir d6 giam nguy co tir vong do ung thu
thir hai. Do tinh chat ciia nhiém HPV, céc bénh nhén
HPV duong tinh ma khéng hit thude 14 ¢ thé s& ¢6
nguy co thip hon nhiéu hinh thanh khdi u 4c tinh
thir phat. Tuy nhién, ung thu thir hai xay ra tai mot
ty 18 nho theo thoi gian tir 2-3% mdi nam trong ung
thu ddu ¢d. Vi vay, didu nay s& khong thé din dén
tach biét 4n tuong trong cac dudng cong sdng thém
gitta HPV duong tinh va HPV am tinh trong giai
doan d‘iéu tri [9].

61



Két qua hda xa tri tuan ty 66 bénh nhan ung thu dau c6 giai doan 11, IV (MO)...

Trai ngugc vai cac két qua néu trén, voi 17/66
bénh nhén trong nghién clu clia ching t6i dugc sir
dung ky thuz_"{t PCR dinh loai HPV qua phan tich cho
thay: cdc bénh nhan HPV am tinh khong nhiing cé
ty 1& kiém soat tai chd/tai viing t6t-hon c6 y nghia
ma con c6 thoi gian sdng thém toan bo trung binh
cling dai hon c6 y nghia thng ké. S& di c6 su khac
biét nﬁy 1a do su lua chon toan bd cac bénh nhan
ung thu dau cb va c& mau nghién ciu thap chua du
thuyét phuc. Tuy vay, két qua nghién clru nay ciing
1a két ludn cia mot sb tac gia, nhu nghién ctu 179
bénh nhén cua Flores-de la Torre (2010) [4], hay
nghién ciru cia Wilson (2012) [10]. Theo Flores,

nhiém HPV da dugc bio céo la ddng yéu 6 nguy

co véi cac yéu t6 doc 1ap truyén théng. N6 lam
ting nguy co hinh thanh khéi u cta niém mac
hong miéng doc 1ap théi quen duoc biét dén. Gan
day, né co lién quan (mac du dang gy tranh cii)
voi gia tri tién lugng thuén lgi hon khi so sanh véi
sdng thém va kiém soat tai chd & céac bénh nhan
khong thé hién sy hién dién caa bd gen cla virus.
Qua nghién ctu tic gia thdy mac di khong tim
thdy su khac biét ¢6 y nghia trong tién lugng véi
bénh nhan HPV duong tinh, song tic gia da phat
hién diéu tha vi la nhiing bénh nhan nhiém HPV da
duoc xa tri va diéu nay ciing da gép mot phan vao
két qua diéu trj [4].

Céc két qua nghién ciru trai ngugc nay lai la co
hoi mé ra mot nghién chu giai doan 111 vé vai trd

tién luong ciia HPV trong diéu tri cac trudng hop
ung thu dau c¢6 ndi chung?

V. KET LUAN

- Tudi trung binh 54,5 + 6,4, thip nhét 1a 39 tudi,
cao nhét 67 tudi. Ty 16 nam/nix 1a 31/1. _

- 11/17 bénh nhan HPV duong tinh va ¢6 ca thoi
quen ubng ruou, hit thudc. 30 bénh nhan khong
nhiém HPV c6 ca hai théi quen (p > 0,05).

- 17 bénh nhan nhiém HPV (25,8%). Trong do
10 véi HPV16 va 7 v6i HPV18. 9/17 trudng hop
duong tinh voi HPV xay ra & vi tri hong miéng va
6/17 & vi tri ha hong. v

- Bénh nhan khong nhiém HPV c6 ty 1é dap ung
cao hon cé y nghia thng ké rd so véi cac bénh nhan
¢6 nhiém HPV, véi ty 18 1an luot 13 91,8% so véi .
58,8% (p =0,004).

- Théi gian sdng thém toan b trung binh 1a 19,8
+ 1,5 thang. Thoi gian song thém toan b 12 thang
udce tinh 65,8%, sau 24 thang udce tinh 35,3%.

- 17 bénh nhan c6 nhiém HPV (16 hoic 18) c6
thoi gian sdng thém trung binh 12,0 + 1,1 thang
(95% CI: 9,8-14,3) va thoi gian sdng thém trung
binh ctia 49 bénh nhan am tinh khi xét nghiém PCR
phat hién HPV la 20,8 + 1,6 thang (95% CI: 1,6-
17,5). (p = 0,042).

- Can tiép tuc nghién ciru v6i ¢ mau I6n, thoi
gian theo ddi ¢ dai va co thé nghién ctu thém vé
dot bién p53.

TAI LIEU THAM KHAO
C6 11 tai liéu tham khao, néu co nhu cdu xin dgc gia lién hé véi idc gia
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