VACCINE HPV VA UNG THU CO TU CUNG

Nguyén Vii Quoc Huy

Toém tat

Nhiém Human Papilloma Virus (HPV) céc typ nguy co cao, ton tai dai dang da duoc khing dinh
1a yéu t6 nguyén nhén gy ra ung thu c¢b tir cung, véi nguy co twong dbi 1én dén 300-400 lan.
M3&i lién hé chat ché nay da din dén chién lugc du phong so cip ung thu ¢d tir cung bang cach
ching vaccin @ phong nhiém HPV va cac tdn thuong lién quan dén HPV. Bai bao trinh bay vé
cac defic diém sinh hoc phén tir va mién dich hoc ctia HPV; giéi thiéu cac vaccin HPV hién hanh
va hiéu qua bao vé clia chung; mbi quan h¢ gitra vi€c chung ngira vacin HPV va cong tac sang
loc ung thu ¢b tir cung, ddng thoi gidi thiéu v& cac thir nghiém vaccin diéu tri HPV.

Summary
HPYV VACCINE AND CERVICAL CANCER

Nguyen Vu Quoc Huy
Persistent infection with high-risk Human Papilloma Virus (HPV) has been identified as
the causal factor of cervical cancer, with relative risk up to 300-400 folds. This very close
relationship leads to the preventive strategy of vaccination against HPV infections and
HPV-related lesions. The article describes molecular and immunologic characteristics of
HPV, currently available HPV vaccines and its protective effects; the relationship between
HPV vaccination and cervical cancer screening, and an introduction to therapeutic HPV
" vaccine trials. | ﬂ

1. MO PAU

Diéu kién tién quyét dé hinh thanh tién
. ung thu va ung thu cb tir cung da duoc
khéng dinh 1a nhiém HPV nguy co cao.
Nhiém HPV man tinh 13 giai doan trung
~ gian trén con dudng phét trién ung thu xdm
14n cb tir cung. Day 1a tinh hudng duy nhit
trong linh vuc ung thu hoc, chua c6 mot
ung thu nao & ngudi c¢6 duoc mbt mbi quan
" hé chat ché véi virus nhu vay. So sanh véi
cac yéu t6 nguy co khac d3 biét trong céc
ung thu & ngudi nhu hit thudc 14 (ung thu
phdi), nhiém virus viém gan B (HBV) (ung
thu gan), n;guy co do HPV gdy ra cao hon
nhiéu. Nguy co tuong ddi cta ung thu phéi
do hut thudc 14 vao khoang 10 1an, nhidém
HBV va ung thu gan khoang 50 14n nhung
lén dén khoang 300-400 1in giita nhiém
~ HPV va ung thu c6 tir cung. Mdi lién hé
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chit ché gitta nhiém HPV va ung thu cb
tlt cung d4 dén dén hai dang du phong: (1)
sang loc nhiém HPV nhu 13 mét ddu chi
diém caa tén thwong tién ung thu cb tir
cung (CIN), (2) ching vaccin HPV dé dy
phong sy hinh thanh céc tén thuong nay.

Bang 1: Cac typ HPV sinh duc va nguy co

sinh ung thu
Nguy co thdp | 6, 11, 40, 42-44, 53-55, 66
Neuy co cao | 16, 18, 26, 31-35, 51-52,
guy 56, 58, 61, 67-70, 73

Hién nay dé c6 hai loai vaccin dugc nghién
ctru phat trién va tng dung: (1) vaccin du phong
dé phong nhiém HPV va céc ton thuong lién
quan df':n HPV, (2) vaccin diéu trj dé thuc déy
su thoai trién va lanh bénh ciia cac ton thueng
tién ung thu hodc ung thu ¢b tir cung.
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2. PAC PIEM SINH HOC PHAN TU VA
MIEN DICH HQC CUA HPV
~ 2.1. Pic diém sinh hoc phin ti

Papillomavirus 1a cac virus AND, hinh
cau, khong c6 vo, dudng kinh 52-55 nm. Tiéu
thé virus gdm mét phan tir ADN chudi kép c6
khoang 8000 cap base (base-pairs - bp) gan két
v6i histon va nim trong mot capsid protein.
Capsid duoc tao thanh tir hai protein cau tric
—1.1 (55 kDa; chiém 80% téng protein cta
virus)- va L2 (70 kDa), ca hai dugc ma hoa
boi cac gen cua virus. C6 thé san xudt cac tiéu
thé gidng virus (virus-like particles - VLPs)
bang cach tao ra L1 don thuén hoac phdi hop
véi L2.

Bo gen cua tt ca cac typ HPV déu chira
8 khung doc mé& (ORF). ORF cé thé dwoc
chia thanh 3 vung chirc nang: ving gidi ma
sém (E) mé héa cac protein E1-E7 cin cho su
nhén 1én cia virus; ving giai ma mudn (L) ma
hoa céc protein cAu truc (L1-L2) can thiét cho
su t6 hop hat virion va mét phan khéng ma
hoa, duoc goi 1a ving kiém soéat dai (LCR),
chira cac yéu t6 can thiét cho sw nhan lén va
chuyén ma ctia ADN virus.

Protein E1 va E2 ctia HPV c6 chirc ndng
yéu t6 nhan dang ngudn gbc cua sy nhan 1én;

E2 cling 14 yéu t6 didu hoa chinh cta hoat
dong chuyén ma gen. E4 lai tham gia vao’
giai doan mudn hon trong chu trinh cudc doi
cua virus, E5c6 vai tro trong cé hai giai doan
som va mudn. Cac protein E6 va E7 tac dong
dén mot loat cac yéu t6 diéu hoa 4m tinh cua
chu trinh t& bao, dic biét 1én p105Rb va p53.
Trong chu ky cudc doi cua virus, E6 va E7
dam bao cho viéc duy tri sy 6n dinh cua cdu
tric va kich thich cac té bao dang biét hoa vao
lai pha S. Céc protein L1 va L2 8 hop dé tao
thanh capsid bao quanh bd gen trong giai doan
hinh thanh hat virus. "

Trong cAc truong hop nhiém tring t6n tai
dai dang do HPV nguy co cao, ADN HPV c6
thé tich hopvao bo gen vét chii, dn dén sy cit
b6 cac gen khong can thiét, c6 tac dung diéu
hoa cua virus nhu gen E2, E4, E5, L1 va L2.
Do E2 mi héa protein &tc ché chuyén ma cua
E6 vaE7, E2 mit di lam cho E6 va E7 tré thanh
cac protein duoc giai ma chinh trong t& bao bi
nhiém. Céac protein E6 va E7 lam bét hoat céc
gen 1rc ché khéi u p53 va retinoblastoma (Rb),
pha v& diéu hoa chu trinh t& bao. Tir d6 cac
t€ bao bi nhiém HPV nguy co cao hinh thanh
s mat 6n dinh bd gen, c6 thé din dén sy tién
trién thanh ung thu.

Hinh 1. Bén do gen ciia HPV-16
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2.2. Dic diém mién dich hoc

HPV 6 ra rit hiru hiéu trong viéc thot
khoi hé théng mién dich cua vt chi, do né
khong liru hanh trong mau, khong gay chét té
bao hay nhiém hé théng. Virus nhiém vio cac
té bao ddy, s& truong thanh thanh té bao biéu
md va sau d6 dién ra hién tuong chét t bao
duoc lap chuong trinh. Céac virus méi dugc
giai phong ngay thoi diém chét ty nhién cia
té bao, do d6 hé théng mién dich khong ghi
nhan sy kién vira dién ra nhar mot du hidu
nguy hiém. Két qua 1a dap tmg mién dich tai
chd s& khong dugc khoi dong. Mic du vy
da sé truong hop nhiém HPV s& duoc thai
trlr mot cach tw nhién. Co ché ctia hién tuong
nay chua duge hiéu tudong tan, nhung ngudi
ta cho ring mién dich qua trung gian t bao
bam sinh déng mot vai tro ban dAu, sau dé la
dap tmg khang thé. M6t thoi gian sau nhidm
tu nhién ban d4u ngudi ta phat hién khang thé
trung hoa voi ndng d6 thép trong huyét thanh
va dich tiét ¢b tir cung-4m dao. Tuy vay ndng
d6 khang thé sau nhiém tu nhién khéng du dé
bao vé & cac 14n nhiém sau.

3. VACCIN DU PHONG HPV

Trong khoang théi gian 1996 - 2011,
cdng cude nghién ciru va trién khai vaccin dy
phong HPV d3 c6 nhiéu budc tién nhay vot.
Mic du viéc nghién ciru chi yéu dién ra &
cac qubc gia phat trién nhung sau khi thanh
cdng cac cdng trinh d6 1a tién d& cho tng dung
day hira hen danh cho cac qubc gia dang phat
trién, noi dang phai chiu ganh ning cao nhit
vé ung thu cb tir cung. Cac cong ty Merck va
GlaxoSmithKine (GSK) di song song phat
trién hai loai vaccin du phong HPV.

Pé \rc ché sy xam nhdp céac vaccin du
phong HPV déu nhdm muc dich tao ra dap
tmg mién dich dich thé bang cach kich thich
san xuit khang thé trung hoa khang lai cac
protein L1 va/hoéc L2 cua capsid HPV.

Céc loai vaccin dur phong hién dang duge
phat trién va thir nghiém déu dua trén co s&

capsid cua virus, duoc goi 1a “thé tuong tu
virus” (Virus-like particle - VLP). Protein L1
ciia HPV c6 kha nang tu két hop thanh VLP
néu duoc hinh thanh tir mot ngudn san xuét
manh trong moi truong khong cd cac san
pham protein khac cua virus. Protein L2 cta
HPV ciing gan két véi L1 theo ty 1& 1:30 nhu
trong tu nhién dé tao thanh VLP. V& mat hinh
thai cac VLP gidng hét hat virus c6 kha nang
lay nhiém. Sau khi tiém, VLP chra L1 kich
thich tao hiéu gia khang thé cao, c6 thé trung
hoa in vitro cac HPV; mét luong vira phai
VLP c6 kha ning giy dap tng mién dich va
chéng lai viéc gdy nhiém HPV thuc nghiém.

Vaccin tir gia (Gardasil®) duoc san xuét
nhd nidm Saccharomyces cere-visiae va chira
20 pg protein L1 cua HPV-6 va HPV-18 va 40
g protein L1 cia HPV-11 va HPV-16, t4 chit
hydroxyphosphat-sulphat nhém. Vaccin nhi
gia (Cervarix®) chira 20 pg protein L1 cua
HPV-6 va HPV-18 va mot t4 dugc déc biét goi
1a h¢ théng bd trg AS04. AS04 bao gdbm mubn
nhém va phén tir kich thich mién dich MPL
(3-O-desacyl-4’-monophosphoryl lipid A).

Vaccin Gardasil d3 dugc Co quan quan ly
thude va duoc pham Hoa Ky cip phép lan dau
tién vao ngay 8.6.2006. Hién nay trén thé gi6i
¢6 2 loai vaccin phong nhiém HPV 13 Gardasil
va Cervarix. Gardasil chira protein capsid cua
4 typ (6, 11, 16, 18), da dugc cip phép luu
hanh tai 102 qudc gia; Cervarix chira protein
ctia 2 typ (16, 18) da duoc cap phép luu hanh
tai hon 100 quéc gia, trong d6 Co quan quan ly
thubc va thuc phdm Hoa Ky (FDA) cip phép
cho Gardasil ngay 08.6.2006 va Cervarix vao
ngay 19.10.2009. C4 hai loai déu d3 duoc T
chirc Y té thé gi6i chép thuan va da duoc chp
phép luu hanh tai Viét Nam.

Vaccin tao ra khang thé trung hoa dic hiéu
Vol néng dd cao, duge ché tiét vao chit nhéy
cb tir cung. Cac khéng thé nay gin véi capsid
cua virus va qua d6 phong dugc ldy nhiém
vao t& bao vat cha. Chung vaccin chita VLP
cua cac typ papillomavirus & dong vat cé ai
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tinh véi niém mac c6 thé tao bao vé dic hiéu
theo nhém nhung khdng lam thodi trién céc
tén thuong da c6. Pidu nay goi y rang vaccin
du phong khéng cé tac dung 1én tdn thuong
da hinh thanh. '

Thanh phan cia vaccin khong bao gém
ADN hay té bao sdng nén khong c6 kha ning
gy nhiém. Vaccin HPV c6 hiéu qua trén 90%
d6i véi phong typ HPV 16 va 18, dat hidu qua
cao nhét khi mdi em gai duoc tiém du 3 1an
trong vong 6 thang, dung lich va tiém trudc
khi ¢6 quan hé tinh duc 1in déu tién. Vic xin
HPV khong cé tac dung ngira thai, phong cac
bénh nhu HIV/AIDS hay bénh lay truyén
qua dudng tinh duc khac. Chu ¥ ring véc xin
khong c6 tac dung “bao vé nguoc” dbi voi cac
tén thwong da hinh thanh/dang phat trién do
nhiém HPV tir trude.

Pbi tuong tiém vaccin phong HPV tbt
nhét 14 cic em gai vi thanh nién trude khi bude
vao tudi c6 quan hé tinh duc dé co thé tao ra
khang thé phong nhiém HPV. O Viét Nam tudi
duoc khuyén cao 14 9-26 tudi dbi voi Gardasil
va 10-25 tudi cho Cervarix. Ca hai loai vaccin
duoc dung qua duong tiém v6i 3 lidy, loai nhi
gia vao thoi diém thang tht 0, 1 va 6, loai tir
gia vao thoi diém thang tht 0, 2 va 6.

Céc phan Ung sau tiém vaccin HPV
thuong nhe, bao gdm sung nhe, dé, dau tai
chd tiém, dau dau, chong mit, c6 thé kéo dai
mot vai ngay. C6 rét it trudng hop phan ung
nghiém trong sau tiém vic xin HPV. Mot sb
truong hop dugc ghi nhan trong cac nghién
ctru bao gbm: dau déu, viém da day rudt, viém
rudt thira, viém xuong chéu, viém co thit phé
quan va hen phé quan; tuy nhién ty 1& nay
¢ nhoém tiém vaccin khéng thuc sy cao hon
nhom tiém gia duoc.

La mot tac nhan Iy truyén qua duong tinh
duc, su l1ay nhim HPV cin c6 vai tro tham gia
cuia nam giéi. Nguoi ta hy vong ching vaccin
cho nam giéi cé thé lam giam ty 1é l1dy nhiém
HPV néi chung, trong d6 c6 ca nhém HPV
nguy co cao sinh ung thu ¢d tir cung 14n nhém

HPV nguy co thip gy sii mao ga. Ngay
16.10.2009, FDA Hoa Ky da cép phép luu
hanh cho Gardasil véi muc dich dy phong sui
mao ga do HPV typ 6 va 11 & nam gidi trong
do6 tudi 9 - 26. Co s& clia s cho phép nay la
mot thtr nghiém 1am sang do Palefsky va cong
su tién hanh trén 4.055 nam giéi trong do tudi
16 - 26. Két qua cho thiy & dbi tuong chua
bi nhiém HPV typ 6 va 11 tai thoi diém bét
dau nghién ciru, Gardasil c¢6 hiéu qua 1én dén
g4n 90% phong nhiém sii mao ga sinh duc do
HPV typ 6 va 11 gay ra. Gardasil t6 ra hitu
hiéu nhét trong nhém ddng tinh luyén 4i nam,
12 nhém ¢ nguy co rit cao nhiém HPV, gy ra
sti mao ga sinh duc va ung thu hdu mon.

Hiéu qua bio vé

Do phu nir s& tiép tuc phoi.nhim véi
HPV mdt khi ho con sinh hoat tinh duc, diéu
quan trong la vaccin HPV phai cung cip bao
vé dai han chéng nhiém HPV. Tuy véy can c6
nhiéu nim nita d& chiing ta c6 thé biét chic vé
khoang thdi gian bao vé chéng nhidm va cac
bénh tét phat sinh.

Nhiéu qudc gia d4 trién khai chwong trinh
tiém chiing hé théng v6i nhom dich 1a tré gai
vi thanh nién tré, mét sb khac ciing t§ chirc
thém chuong trinh b sung cho phu nit tré.
Céc chuong trinh tiém ching HPV d3 duoc
trién khai tai nhiéu quéc gia tru6e khi biét rd
thot gian bao vé cia ca hai loai vaccin nhi gia
va tlr gi4 cling nhu ¢ cin liéu nhic lai hay
khong. Nhu vay, chién luge du phong d3 duoc
quyét dinh truée khi c6 béng chimg cubi cing
vé tac dung bao vé dai han.

Hidu qua téng thé cia vaccin Cervarix
khong xét dén typ ADN cta HPV trong tdn
thuong va phan ting dya trén ADN HPV ban
dau va tinh trang huyét thanh d3 duoc danh
gia trong nghién ctru HPV-008. O nhitng phu
nit c6 ADN HPV ban ddu 4m tinh véi 14 typ
HPV gay ung thu va tit ca céc phu nit khéng
xét dén typ ADN cua HPV trong tén thuong,
hiéu qua cta vaccin phong CIN I+ va CIN
I+ ¢6 ¥ nghia théng ké duoc ching minh
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trén nhom thudn tap c6 tiém it nhat mot mii
vaccin, ADN HPV am tinh va huyét thanh
am tinh véi cac typ HPV dugc danh gia tai
thoi diém thang 0 va nhém thuln tap mo rong
bao gdm tat ca cac phu nir duoc tiém vaccin.
Téc dong ctia Cervarix lam giam thiéu viéc sir
dung céc liéu phap diéu tri tai chd & ¢b tir cung
cling duoc danh gia 1a c¢6 y nghia thong ké trén
c4 hai nhom thuan tap.

Dép tmg mién dich chéng lai HPV-16 va
HPV-18 duoc danh gia cho t6i thoi diém 76
thang sau khi tiém mii vaccin d4u tién trong
nghién ctru HPV-001/007 & cac phu nit tir 15
dén 25 tubdi tai thoi diém tiém vaccin. Trong
nghién ctru HPV-023, tri nhé mién dich tiép
tuc duoc danh gia t6i thoi diém 7.4 nam (88,6
théng) sau dot tiém phong dau tién déi véi mot
tap hop con cua déi twong trong nghién ciu
HPV-001/007. Trong nghién ciru HPV-023,
cé trén 96,7% phu nit duong tinh véi ca ching
HPV-16 va HPV-18 xac dinh bang phuong
phap ELISA ho#c phan tng trung hoa base

virus tong hop (PBNA) t6i thoi diém 7.4 nam
sau dot tiém phong dau tién. Hiéu qua bao vé
ctia vaccin Cervarix ¢6 ¥ nghia théng ké chdng
lai nhiém dai ding 6 thang d3 dwoc quan sat
thdy dbi voi HPV céc typ 31, 33, 45 va 51.

Cho dén giita nam 2011, hiéu qua chdng
lai nhidm tring va ton thuong cb tir cung do
HPV-16/18 géy ra dd duoc ching minh vai
thoi gian lén dén 8,4 nam dbi voi vaccin nhi
gid va 5 ndm véi vacein ti gid. Hi€u qua bao vé
chéo chéng lai céac typ khong c6 trong vaccin
té ra mang hon & vaccin nhi gia, tuy vy ca hai
loai vaccin déu tao ra kha ning mién dich du
dé bao vé lau dai. St dung céc udc luong khat
khe, mdt md hinh du bao vdi 3 kich ban khac
nhau d3 cho thdy vaccin nhi gia ¢6 ndng do
khang thé khang HPV-16 va HPV-18 s& ton tai
& muc trén mirc bao vé nhiém tu nhién trong
tb1 thiéu 20 nam. M6 hinh du bdo 4p dung cho
mot vaccin don gia khang HPV-16 (chua duoc
cAp phép) tir Hang Merck ciing cho cac két
qua tuong tu. |

Bing 2. Céc nghién ctru dai han vé hiéu qua ctia vaccin du phong HPV.

= A A As Thoi gian theo déi | Dw kién thoi gian
Ma s nghien e boi twgng dwgc bao cdo theo doi
So sanh vaccin nhi gia va tir gia
HPV - 010 Phu nit d6'tudi 1845 |2 nam 4 nim
Vaccin nhi gia

HPV- 001/007/023 | Phu nit do tudi 1525 | Chodenddndmtr 4 oo

mii tiém thir nhat
HPV- 014 Phu nir d6 tudi 15-55 | 4 nam P két thuc
HPV- 013/025 Tré gai 10-14 tubi 4 nam 10 nam

Tré gai 10-14 tubi va s A

HPV-012 phu nir do tu 41505 4 nam b3 két thic

4 nam (trung binh
PATRICIA " Phu nit d6 tudi 15-25 | ~3,7 ndm sau mii D3 két thic

tiém thir nhét)

Vaccin tir gia
V501- 007 Phu nit d6 tudi 1623 | 5 nam D3 két thic
FUTURE I va URY Trungbinh ~3.6 | .
: Phu nit 46 tuoi 15-26 nam sau miii tiém |"P4 két thic

FUTURE IT A

thir nhat
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4. VACCIN DU PHONG HPV VA SANG
LQC UNG THU CO TU CUNG

Maic du gia thanh vaccin HPV hién nay

dang con twong ddi cao va kha ning tiép
¢in sb dong van con han ché, nhiéu nuéc
da trién khai hodc c¢6 ¥ dinh xem xét dua
vaccin HPV vao chuong trinh ti€ém ching
qubc gia, trong d6 c6 Viét Nam. Theo mot
mo hinh tinh toan, hiéu qua lam giam tn
“sudt thwong ton ¢d tir cung chi quan sat
duoc sau khi vaccin duge dua vao sur dung
rong radi khoang 20-30 nim; trong khoang
thoi gian d6 cong dong va mbi phu nir déu
can dén céc bién phap sang loc thir cip nhu
VIA, té bao hoc, xét nghiém ADN HPV ...
Vi hiéu luc cua vaccin dat dén trén 90%
trong viéc phong nhidm HPV 16, 18 va tac
dung bao vé€ chéo cia cac vaccin hi€n nay
dbi vai cac typ khac ngoai 16 va 18, tiém
vaccin uéc tinh sé& c6 tac dung du phong ddi
vé1 khoang 70-80% cac truong hop ung thu
¢d tir cung do cac typ 16, 18 va mét sb typ
lién quan khéc, dic biét 1a 31 va 45. Nhu
vay it nhét trong 20-30 ndm dén, viéc sang
loc thuong quy van can thiét dé phat hién
sém nhitng trudng hop c6 thé roi vao nhém
20-30% con lai.

Néu vaccin phong nhim HPV duoc trién

khai & quy m6é Chuong trinh ti€ém ching md
rong, sau khoang 20-30 nam ty 1€ cac thuong
ton ¢d tir cung do HPV nguy co cao gdy ra sé
giam di khoang 40%—60%. Su sut giam nay
1a d4u hiéu tét trong viéc giam chi phi cho ca
hé thong y t€ va ngudi dan, tuy nhién c6 kha
ning s& din dén viéc sut giam chit luong cua
viéc sang loc bang t& bao hoc. Trong bdi canh
do, mot test ADN HPV c¢é céac dac tinh sang
loc hoan hao s& 1a tmg cir vién pht hop nhét
cho viéc phat hién sém. Khi d6, dinh danh
'HPV ciing c6 thé gitp chi ra thuong tdn hinh
‘thanh la hdu qua cta nhiém HPV 16, 18 thoat
khéi su kiém so4t cua vaccin hay 1a do céac typ
HPV nguy co cao khéc.
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5. VACCIN DPIEU TRI HPV

Viéc thuong mai héa cac vaccin du

phong 1a4 mot diu mébc déng ké trong cong

cudc kiém soat ung thu cd tir cung cling nhu
<6 thé cac u 4c tinh khéc lién quan dén HPV,
nhu ciu vaccin diéu tri HPV ciing duoc dat
ra rét cép thiét. Ly do du tién 1a quén thé
nhiém HPV trén toan thé gidi 1a dang ké. Do
mét sb t& bao khdi u da c6 hién tuong tich
hop AND virus nhung khong biéu hién cac
khang nguyén capsid (L1 va L2) & muc cé
thé phat hién duoc, vaccin du phong HPV
s€ khong hiéu qua trong viéc loai bd cac ton
thuong do HPV giy ra nay. Thi hai, chi phi
cao va nhu ciu diy chuyén lanh bao quan
danh cho céc vaccin HPV hién c6 s& han ché
viéc st dung & cac nudc dang phat trién, noi
c6 dén trén 80% céc trudng hop ung thu cb
tlr cung va diéu kién ngudn luc han ché trong
y té. Thi ba, nhu trén di noi, ngudi ta udc
tinh s& mat khoang tir 20-30 nim sau khi bét
dau trién khai rong rai @& vaccin du phong
HPV c6 thé c6 tac dong dén ty 16 ung thu cb
tir cung do nhém dich nhiém HPV khé 16n va
tién trién cham cta qué trinh hinh thanh ung
thu. Do d6, @& 1am giam ty 18 méc bénh va
tir vong do cé4c bénh ly 4c tinh lién quan dén
HPV viéc nghién ctru phét trién vacéin diéu
tri HPV rit quan trong. |

Dé ¢6 kha nang loai bo tén thuong dang
hién dién, vaccin diéu tri HPV can nhim dén
dich 1a cac khang nguyén HPV duoc biéu hién
mot cach lién tuc trong t€ bao bi nhidm va té
bao ung thu & vat chi. Cac protein E6 va E7
cua virus la cac muc tiéu ly tudng cho.can
thiép diéu tri do ching c6 mét loat cac dic
diém: trong khi L1 va L2 chi dwoc biéu hién
trong céc té bao 14t biét hoa giai doan cudi,
E6 va E7 dugc biéu hién mot cach thuong quy
& tat ca cac 16p clia biéu mé co cac té bao bi
nhiém HPV. Do E6 va E7 cfing la c4c protein
la, phan tmg mién dich chdng lai cac khdi u do
HPYV ciing trénh dugc mot s6 van dé lién quan
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do vaccin chéng ung thu thuong gap nhu su
dung nap mién dich.

Nhiéu chién luge vaccin diéu tri HPV
da tap trung chu yéu vao viée kich thich san

xuit va hoat héa cac lympho T chiu trach-

nhiém phat hién cac té bao bi nhiém biéu
hién khang nguyén dich E6 va E7. Bing
céch cung cdp khang nguyén cho céc té bao
trinh dién khang nguyén chuyén nghiép, dic
biét 1a cac té bao hinh cay, vaccin diéu tri c6
thé tao ra cac lympho T CD8+ va CD4+ dic
hiéu khang nguyén. Lympho T-helper CD4+
loai 1 ddc biét c6 kha ning kich thich va
gia ting mot cach hiu qua dép ung mién
dich cia cac lympho T CD8+ ddc t& bao.
Khi phéi hop cung nhau, ca hai huéng nay
ctia hé mién dich s& c6 d6 dac hiéu va kha

nang giét chét cic t& bao bi nhim HPV

hoac té bao u lién quan dén HPV tai nhiéu vi
tri khac nhau trong co thé ma khong giy ra
cac ton thuong dang ké & mé binh thuong.
Céc chién luoc san xudt vaccin didu tri khac
nhau da dugc thtr nghiém, bao gém vaccin
dua trén vector sdng, vaccin peptid hodc
protein, vaccin acid nucleic, vaccin t& bao
va céc cach tiép can phdi hop. Mbi cach tiép
can déu co nhitng wu diém va nhuoc diém
riéng biét.

Cho dén d4u nam 2011 ¢6 khoang 25 thir
nghiém lam sang pha I va II dang duoc tién
hanh véi vaccin diéu tri HPV. Mac du cac dir
lién ban dau vé hiéu qua va dg an toan in vitro
va in vivo t6 ra hira hen, can ¢6 rat nhiéu tho
nghiém lam sang pha III trong tuong lai trudc
khi xem xét dua vaccin diéu tri HPV vao tng
dung lam sang.
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BO SUNG KIEN THUC SAU DAI HOC:
TOM TAT KHUYEN CAO CUA EASL 2011
TRONG PIEU TRI VIEM GAN SIEU VI C

Trin Vin Huy
Truong Dai hoc Y Dugc Hué

Tém tit

Véi gﬁn 200 triéu nguoi trén thé giéi bi nhiém HCV, man tinh viém gan siéu vi C thuc su la mot

ganh nang ciia y té toan cAu, nhét 1a khi chua c6 véc xin phong bénh cha dong va viéc diéu tri
con gip nhiéu thach thirc. Nhimg nghién ctru thir nghiém vé diéu tri trong nhitng nam gan day
da dem lai mot sé thanh tyu nhét dinh. Bai viét nay nhim tom lwoc mét sd khuyén cdo chinh
trong diéu tri viém gan siéu vi C ctia Hoi nghién ctru bénh Gan Chéau Au (EASL) nam 2011.

Summary
SUMMARY OF EASL 2011 GUIDELINES IN
TREATMENT HEPATITIS C

. Tran Van Huy
The ultimate goals of antiviral therapy are to eliminate HCV to improve or to normalize the
liver tests and histology, to prevent progression to cirrhosis and liver cancer, to prolong survival,
and to improve the quality of life. Only a sustained virologic response provides the possibility
of achieving all of the ultimate goals, since most patients who have an SVR will remain in
remission indefinitely. The optimal treatment is still a combined treatment with pegylated
mnterferon and ribavirin. The duration of therapy depends on the gendtype of the HCV. The
recommended duration of treatment for HCV genotype 2 and 3 is 24 weeks and for gerotype
1 1s 48 weeks. Two protease inhibitors: boceprevir and telaprevir are awaiting approval in the
United States. The triple therapy: pegylated interferon, ribavirin and protease inhibitor may
increase SVR and thus, increase our ability to cure hepatitis C genotype 1.

1. PAT VAN PE

Bang 1: Cac mic dd chimg cir str dung trong khuyén cdo cia EASL

Chiing ci Y Chi thich
Chét lugng cao | Mtredo tin cay hau nhu khong hé thay d6i véi cac nghién cu sau nay. | A
Chét luong Céac nghién ctru sau nay c6 thé cé tac dong 1én do tin cdy va lam B
trung binh thay doi udc tinh hién tai.
Chét lwong thép C.E:C ng.hlen clru sau nay rat c6 the thay doi do tin cdy va udce tinh c
hién tai.
Khuyén cso
Manh | Cac yéu t6 anh hudng dén do manh ciia khuyén céo duge bao ham !
i ‘ trong chat lugng, két qua diéu tri bénh nhan va gia thanh
vé - Tai liéu tham khao va gia tri thay ddi, it chic chin. Khuyen cao it
éu 2
chic chin, doi hoi gia thanh cao va sir dung nhiéu ngudn lc.
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