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ABSTRACT

Prequalification (PQ) is the WHO’s comprehensive assessment of the quality, safety and
effectiveness of vaccines to be purchased by UNICEF or other organizations of the United Nations.
In Vietnam, there are 4 manufacturers producing vaccines, providing for the National Expanded
Immunization Program to ensure domestic vaccine supply chain. Currently, Center for Research
and Production of Vaccines and Biologicals (POLYVAC) is the first manufacturer to submit an
application to WHO-PQ from May 31, 2021 for MVVAC Measles vaccine. This report aimed to
provide useful information about the detailed process and legal requirements for applying to WHO-
PQ for vaccines. The article also mentioned common difficulties in the process of applying for PQ for
products manufactured in Vietnam due to differences in procedures and requirements of WHO and
Vietnam as well as responding to updates in WHO regulations. In addition, we also shared some of
POLY VAC s practical challenges and solutions to achieve initial successes. Therefore, other vaccine
manufacturers in Vietnam can refer to the information and have lessons learned to prepare for WHO-
PQ applications in the future.
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TOM TAT

Xin cap phép Tién tham dinh (PQ-Prequalification) 1a qua trinh danh gia toan dién vé chét lugng,
an toan va hiéu qua cua cia WHO ddi véi vic xin s& duge mua boi td chie UNICEF hodc td chure
khac ctia Lién hiép quéc. O Viét Nam, c6 4 nha san xuét dang san xuét céc loai vic xin, cung cép cho
chwong trinh Tiém ching mé rong Qudc gia dam bao vé ty chii vic xin trong nude. Hién nay, Trung
tam Nghién ctru, San xudt Vic xin va Sinh phim Y té (POLYVAC) 1 nha san xuit diu tién tai Viét
Nam gtri don xin WHO-PQ tir 31/05/2021 cho vic xin S6i MVVAC. Béo cao nay nham cung cap cac
thong tin hitu ich vé quy trinh chi tiét va cac yéu cau phap 1y xin tién thim dinh cia WHO (WHO-
PQ) cho vic xin. Bai b4o ciing d& cap dén khé khin chung trong qué trinh xin PQ ctia cic san phdm
duoc san xuét tai Viét Nam do khac biét vé thu tuc va yéu ciu gittra WHO va Viét Nam ciing nhu viéc
g ph6 véi nhiing thay d6i, cap nhat méi trong cac quy dinh cia WHO. Ngoai ra, ching t6i ciing
chia sé mot sb thach thirc va giai phap thuc té ciaa POLYVAC dé dat dugc nhirng thanh cong budc
dau. Tir d0, cac nha san xuét vic xin khac tai Viét Nam c6 thé tham khao thong tin va rit ra nhitng
bai hoc kinh nghiém dé chuan bi sin sang cho viéc xin WHO-PQ trong tuong lai.

Tir khéa: Vic xin S6i, MVVAC, POLYVAGC, tién tham dinh (PQ).
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1. PAT VAN PE

Tién tham dinh (PQ) 1a qua trinh danh gia vé mat chat
luong cia WHO ddi voi cac véc xin s& duge mua boi
t6 chirc UNICEF hodc t6 chuc khac cua Lién hiép
quéc. Trong danh gia PQ vic xin, WHO 4p dung cac
tiéu chuan qudc té dé danh gia toan dién va xac dinh
vic xin c6 dat chat luong, an toan va hiéu qua khong.
WHO ciing kiém soat chat luong san phim thong qua
thanh tra tai co s, kiém dinh chit luong méu va diéu
tra bat ky khiéu nai san pham hoic cac phan tng sau khi
tiém chung (AEFI). Co quan quan 1y quéc gia (NRA)
va phong thi nghiém qudc gia (NCL) dong vai trd quan
trong trong WHO-PQ véc xin vi ho chiju trach nhiém
giam sat, thir nghiém va cap phép cho véc xin duoc
WHO-PQ [1].

Loi ich khi dat PQ cua WHO la tang kha nang canh
tranh trén thi truong trong nude va qudc té. Vic xin co
du diéu kién tham gia cac cude déu thau vic xin quc
té do céc to chirc tai trg va ning cao nang luc san xudt
san pham dé tham nhap vao cac thi trudng dugce quan
Iy chit chd. Vic xin duge cdp phép WHO-PQ con cbd
nhiéu wu tién nhanh hon trong qué trinh dang ky nhap
khau va nang cao hinh anh hodc thwong hiéu ca trong
nude va qudc té. Ngoai ra, viée xin PQ thanh cong con
gitip phat trién ngudn nhan lyc dam bao va quan ly chat
lwong san xuit, ning cao niang lyc dam bao chat luong
san xuat cho nhiéu loai san phdm dé dap ung cac yéu
cau quy dinh nghiém ngit.

Do nhu cau véc xin Soi cho phong bénh rit 16n nén trong
nhiéu nim gan day véc xin Soi duoc WHO xép vio
nhom wu tién xin WHO-PQ [2]. Vic xin S6i MVVAC
do POLYVAC san xuét dang dong kho, dugc hdi chinh
bang nude pha tiém kém theo. San pham ¢ dang trinh
bay 10 liéu/lo, bao quan & <8°C va han ding 24 thang
ké tir ngay san xuat. POLYVAC di trao d6i chinh thirc
voi dai dién cuia WHO tai Geneva (25/10/2017), nop
don ding ky (31/05/2021) va trai qua tit ca cac budc
thanh tra thuc té co s (thang 10/2023). Pay 1a vic xin
dAu tién caa Viét Nam xin WHO-PQ nén phai déi mat
v6i rat nhiéu thach thie, khé khan trong cach tiép can
thii tuc, thoi gian, cong sirc va dau tw ngudn lyc. .. trong
qué trinh chuén bj va thuc hién. Do vay, muc ti€u cua
bai viét nay nham cung cap cac thong tin hitu ich vé cac
yéu cau phap 1y va quy trinh chi tiét cu thé xin phé duyét
WHO-PQ cho vic xin, dong thoi thao luan nhitng kho
khan, thir thach véi cac san phdm trong nudc néi chung
va chia sé khé khan va giai phap thuc t6 POLYVAC da
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thuc hién. Pay sé la nhitng bai hoc kinh nghi¢m hitu
ich va thiét thuc cho cho POLYVAC khi xin PQ cac
san pham khac ciing nhu cho cac nha san xuét véc xin
khéc tai Viét Nam c6 dinh hudng chién luge thich hop.

2.CAC BUOC TRONG QUY TRINH XIN WHO-
PQ [1]

Hop trao déi ban dau giita WHO véi nha san xudt

Néu nha san xuét hoic WHO yéu cau, cude hop sé& duoc
t6 chirc trude khi qua trinh danh gia thuc té bat dau. Cac
cudc hop bd sung co thé dugc td chuc trong qua trinh
danh gia bat ctr khi nao can thiét.

Nop don dang ky

Pon ding ky phai duoc gui dén Piéu phdi vién cua
WHO, ngudi quan Iy PQ véc xin va NRA, cung cép
thong tin chi tiét va dia diém san xut, trang thai cip
phép va cac ndi dung dugc dé xuit cho cic co quan
mua sim cta Lién hop qudc bat ctr luc nao cung véi
ngay ndp ho so du kién. Luu ¥ chi c6 3 thoi diém nop
la: 31/01; 31/05; 30/09 hang nam.

Ra soat so bo va danh gia cac dac tinh PSPQ [3]:

Thoi gian ra soat so bo cia WHO cho hé so k¥ thuat
trong vong 1 thang.

a. Khi nhan ho so ky thuat, Hoi dong thu ky PQ sé ra
soat so bo tinh ddy du va phu hop theo Format va noi
dung theo yéu ciu.

b. Hoi dong thu ky PQ ra soat so bd cac van dé lién
quan dén tinh phu hop dung cho chuong trinh PSPQ
(Programmatic Suitablity):

- Pac tinh bat budc vé diéu kién bao quan: Khong duoc
< -20°C, thé tich ding va duong dung thong thuong

- Pic tinh khac biét, cai tién (Vi du duong dung la,
dang xit mili, dung kim tiém Micro...)

- Pac tinh quan trong nhu lich tiém thong thuong, bao
quan: tdi thiéu ¢ 2-8°C trong 12 thang, ap dung loai
VVM da dugc WHO cong nhan, dao bi déng géi dé xir
ly, thé tich dong 6ng tiéu chuan, dé dang tinh toan

Néu khong thoa man cac dic tinh bat bugce vé PSPQ thi
hd so hd so ky thuat s€ bi loai. Néu théa man yéu cau
vé dic tinh bat budc, Hoi déng thu ky PQ sé tiép tuc
danh gia dac tinh quan trong va ddc tinh khac biét. Néu
c6 dac tinh quan trong khong dat hodc phat hién co6 dac
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tinh khac biét thi Hoi dong thu ky PQ s& guri hd so dén
Hoi dong danh gia PSPQ dé danh gia doc lap. Sau do
néu khong c6 phan hoi, thi s& thuc hién cac budc tiép
theo clia qua trinh PQ. Trong truong hop c6 phan hoi
vé ho so k¥ thuat, thi nha san xuat phai giri cac hd so bd
sung/chinh stra lién quan trong vong 3 thang tiép theo.

Sau khi x4c nhén céac diéu kién va 1 sb dic tinh PSPQ
thi WHO s& c6 xac nhan dong y dé ngudi ndp don gii
ho so san pham.

Nop ho so san pham

Ngudi nop don phai chuan bi va ndp online va viét
bang tiéng Anh nhu theo dinh dang cia WHO dura ra.
WHO dang chip nhan nhiéu dinh dang ho so nhu: dang
PSF, ACTD, ICH- CTD...

Ra soat ngi dung ho so va nop phi:

Sau khi hoan thanh ra soat so bo tinh day du va céu
tric cta hd so, WHO s& cé thu thong bao dong ¥ dén
don vi ding ky cac bude ra soat tiép theo va ndp phi.
WHO sé& cur cac chuyén gia ddc lap ra soat va chuyén
mon vé mdi linh vuc dé tiép tuc ra soat cac ndi dung
duoc trinh bay ¢ muc ho so chét luong, ho so 1am sang
va tién 1am sang.

Giri mau di kiém dinh

Sau khi hd so k¥ thuat duoc théng qua hodc dong thoi

trong thoi gian dang ra soat ho so ki thuat, WHO sé& giri
thong bao cho don vi ding ky giri mau di kiém dinh. S6
lwong mau sé phai giri ciia 3~ 5 loat vic xin thanh pham
véi s6 lugng tir 25~200 lo tuy thudc vao tirng loai véc
xin va qui cach dong goi. Cac loat véc xin thanh pham
nay s& phai dugc san xudt tir cac loat ban thanh phdm
lién tiép. Mau véc xin s& dugc WHO gui di kiém dinh
boi1 mot hodc hai phong thi nghiém ddc 1ap khac.

Thanh tra tai cho

Doan thanh tra bao gdm: truéng doan 1a chuyén gia
cua WHO, cac thanh vién khéc s€ la cac chuyén gia
& céac linh vuc khac nhau nham c6 thé thuc hién thanh
tra toan dién vé san xuat, kiém dinh, QA, GMP. Ngoai
ra, s€ c6 1~2 thanh vién dai dién cua NRA tai nudc
san xuit tham gia vao doan thanh tra. WHO tién hanh
thanh danh gia sy tuan tht GMP va so sanh voi ho so
ky thuat ICH-CTD da ndp. Bao cao danh gia dugc gui
dén nha san xudt trong vong 30 ngay ké tir ngay hoan
thanh danh gia va phan loai cac muc do tuan thu. Pon
vi s& giri ban bao cao hanh dong khic phuc dé WHO ra
soat. Tuy két qua danh gia ma Poan thanh tra WHO c6
thé thuc hién thanh tra tiép tuc hodc chi ra soat bao cao.

3. KHAC BIET TRONG THU TUC XIN WHO-
PQ VA VIET NAM

Bdng 1. Nhitng khdc biét trong thii tuc xin WHO-PQ va Viét Nam

Thik ty thwe hién theo . . Thii tuc cap phép tai P . .
yéu ¢ Au cita WHO-PQ Thi tuc xin WHO-PQ Viét Nam Keét qua so sanh
Buéc 1. chuén bi céc Hop truc tiép véi WHO dé trao dbi vé san Khéne véu ciu Khéc
diéu kién ban dau pham va kha ning chip thuan xin PQ gy
Nop don xin PQ trude i thiéu 1 thang va Khéne véu clu Khac
can nhén duoc thu chép thuan caia WHO gy
Budc 2. Nop don - -
3 thoi diém nhan ho so trong ndm (31/01; | Sau  khi hoan thanh Khac
31/05; 30/09). budc 5va 6
Ra so4t cac diéu kién chap nhan don Khéng yéu cau Khac
Budc 3. Rasoatso bd | Ra soat dac tinh PSPQ Khéng yéu cau Khac
Ra soat tinh ddy du va cdu trac Sau budc 5 va 6 Gibng
¢ Op VA i S04 3 S04 1a | - Gidng 1 phan vé muyc luc
B:mc 4: N(,)vaa ra soat Ra sodt theo muc luc cita ICH-CTD Ra soat theo ml_}c luc f:ua glp welt
ho so san pham ACTD (sau bu6c 5 va 6) | - Khac thir tu thuc hién
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Thir tw thwe hién theo

yéu ciu ciia WHO-PQ Thii tyc xin WHO-PQ

Thi tuc cap phép tai

Vit Nam Két qua so sanh

Budce 5. Giri mau

kiém tra do WHO chi dinh (3-5 16)

GUri mau tai 2 phong thi nghiém doc lap

Gui miu tai co quan
kiém dinh quéc gia
(NICVB), cip gidy
chimg nhan cho 1 16
(trude budce 2)

- Tuong tu quy trinh
- Khac s6 luong mau va sb
phong thi nghiém

Budc 6. Thanh tra tai

o s& hé so k¥ thuat ICH-CTD da nop

banh gia sy tuan thu GMP va so sanh véi

- N6i dung khac 1 phan

- Khac vé thir tu thuc hién

Péanh gia sy tudn thu
GMP (trudc budce 2)

Budce 7

Cép phép

Cép phép Gibng

Vic xin dang ky xin WHO phai tuan theo quy trinh
thu tuc tai Viét Nam cling nhu cac yéu cau cu thé cta
WHO [1,4]. Do vay, nhiing khac biét trong quy trinh
thi tuc cap phép gitra WHO va Viét Nam khién cac don
vi dang ky can phai chudn bi ca hai yéu cau. Két qua so
sanh & bang 1 cho thiy hau hét cac budc trong thi tuc
xin WHO-PQ déu khéac biét va thém nhiéu budc hon
so quy trinh cap phép luu hanh san pham tai Viét Nam.
Thur tu thuc hién cac budc theo yéu cAu cia WHO khéc
v6i quy trinh cap phép tai Viét Nam 4 thanh tra (budc
6) thuc hién trudc khi ndp hd so dang ky san pham
(budc 2 dén 4).

Mot lru ¥ san pham mudn duoc chip thuan don xin PQ
phai thoa man ca 3 diéu kién bao gom: Vic xin trong
danh muc cac san phém duoc vu tién cuia WHO, NRA
tai nude so tai phai duoc cap phép boi WHO, san pham

dugc cip phép luu hanh tdi thiéu 3 nam. Vi diéu kién
nay, nhiéu san pham ctia nhiéu qudc gia da khong co co
hoi vuot qua budce ra soat dau tién cia WHO. Tuong tu
truong hop cia MVVAC da duoc cép sé dang ky luu
hanh tir nam 2009 nhung da phai doi sau khi NRA cua
Viét Nam dat WHO-PQ (ndm 2015) chung t6i mdi co
du diéu kién dé nop don.

Mot khac biét can quan tim 1a yéu cau ra soat dic tinh
PSPQ. Néu khéng thoa min cac dic tinh bit budc vé
PSPQ thi ho so s& bi loai. Piéu kién 1a phai thoa mén tat
ca dic tinh bit budc, néu c6 dic tinh quan trong khong
dat hoic c6 dic tinh khéac biét thi ho so s& duoc giri dén
Hoi dong danh gia PSPQ dé danh gia doc lap. Cac san
pham phai chuan bi dwgc nghién ctru do 6n dinh va phai
dat yéu cau véi loai chi thi VVM7 trd 1én.

Hinh 1. Ti I¢ khdc biét vé ngi dung trong hé so ding ky ciia WHO-PQ va Viét Nam'”

100%
80%
60%

Ti 1€ (%)

40%

||
20%
v B

Phin1 Théng Phin2 Tém tit Phin3 Hé so Phin 4 Bdo cdo Phin 5 Bdo cdo

tin hanh chinh hé so k¥ thuat

va san pham chung

chithronz nghién ciutién nghién ciulam

lam sang sang

Phéin hé so chuin bi

B Gidng hoan toan

Gidng 1 phin

m Khdc

) Chi xem xét dén thay doi ndi dung, khéng xem xét viéc thay doi s6 muc
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Nhirng khac biét vé noi dung yéu cau trong hd so ding
ky cia WHO va céc nude 1la mot thach thue chung véi
nhiéu nha san xuit. Ngoai ra, viec WHO thay d6i yéu
cau dinh dang hé so tir PSF (Product Summary File)
sang cong nhan nhiing ho so k¥ thuat chung CTD lam
cho cac nha san xuat phai thay doi toan by noi dung
chuén bi [1, 5].

O phan 1 “Théng tin hanh chinh va san pham”, WHO
dua ra nhiéu yéu cau khéc biét nhét [1]. So sanh véi
quy dinh Viét Nam, c6 26/38 muc khac biét hoan
toan (chiém 68,42%), trong d6 2 muc phai c6 ké
hoach thu thap dir liéu khoa hoc tir trudc va cap nhat
theo quy dinh mai cua WHO (muc 1.6.9 “Tai liéu an
toan sau cip phép san pham” gdm: bao céo an toan
va ké hoach quan 1y nguy co va muc 1.8.4 “Tom tit
quy trinh déng géi van chuyén quéc té va thAm dinh
dong go6i” (hinh 1).

H6 so ky thuat chung & Viét Nam dang yéu cau hién

nay 1a ho so ky thuat ap dung ¢ cac budc Pong Nam
A 1a ACTD [4]. Néu so sanh dang hd so nay véi hd

so dang ICH-CTD WHO khuyén khich thi c¢6 thém 1
phan méi 14 phan 2 “tom tat hd so ky thudt chung”.
Day 1a phan tong quan va tém tit cua 3 phan con lai
(phan 3,4 va 5) nhung phai viét va tong hop lai theo cac
muc yéu cau. Cac phan khac trong ho so k§ thuat co su
tuong dong cao giira 2 dang ho so. Phan 3 “ho so chat
lwong” ¢6 4 muyc can stra d6i va 7 muc khac biét can
bd sung méi. P6 13 mot sé yéu cau chit ché vé phuong
phap va tham dinh phuong phép phan tich ta duoc (muc
3.2.P.4). Tuong tu & phin 4 “bio cdo nghién ciru tién
1am sang” va phan 5 “bdo c4o nghién ciru 1am sang”,
chi c6 phan muyc luc can thay ddi cach danh sb. Két qua
tinh toan tuong tu ciia mot bao cdo khac, khi so sanh
gitta ACTD va ICH-CTD cho thdy 93% su giéng nhau
vé noi dung, khac biét 100% vé danh sd, do sy khac biét
vé cau trac hd so [6]

Thay ddi cap nhat cia WHO, EU... v& yéu cau trong
Thuc hanh tét san xuit (GMP) thyc su 1 nhimg thach
thirc 16n nhat cho tit ca cac nha san xut vic xin trén thé
gidi [7]. Tir 2016 dén nay, c6 mét sb tai lidu quan trong
¢6 phién ban méi nhu trong bang 2:

Bing 2. Quy dinh cdp nhdt lién quan dén sin xudt Thwe hanh tot san xudt Dwoc phim vé triing

STT Tén tai licu Noi ban hanh Tai liéu pl,uen ban | Tailiéu p}llenrban cap
¢ trudc nhat mai
Thuc hanh san xudt tot: san xuat dugc pham TRS 961, phu luc 6, | TRS.1044 phu luc 2,
1 o WHO
v trung 2011 2022
) Thuc hanh san xudt tot: huéng dan quy trinh WHO TRS.937, phu luc 4, TRS 1019 - Phu luc
tham dinh 2006 3,2019
3 Thuc hanh tét san xuat nude dung trong WHO TRS.970, Phu luc 2, | TRS. 1103-phu lyc 3,
dugc pham 2012 2021
4 | Thuc hanh san xudt tt: san xuét ché phim WHO TRS.822, phu luc 1, | TRS 999, Phy luc 2,
sinh hoc 1992 2016
. X AL \ e 1ia TRS. 996, phu luc 5, | TRS.1033, phu luc 4,
5 | Hudng dan vé tinh toan ven cua dir liéu WHO 2016 2021
¢ | Huong dan vé thuc hanh san xudt tot: bao WHO TRS. 908, Phu luc 6, | TRS.996, phu luc 4,
céo thanh tra 2003 2016
S6 tay hudng dan quy trinh thanh tra sy tuan FDA Program 7356.002A, | Program 7356.002A,
thii trong san xudt dugc pham vo tring 2015 2022
7 Thyc hanh san xuét tdt cho nha san xudt EU EU-GMP, phu lyc 1, EU-GMP, phu lyc 1,
dugc pham vo tring 2010 2022 [8]
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Céc tai lidu gan day dua ra nhitng yéu cau chit ché hon,
no6i bat 1a chi dé vé: nha xuong, thiét bi, phan loai va
gidm sat moi truong phong sach, thim dinh hé thong
cung cap khong khi sach, thim dinh mé phong thao tac
vo trung, cac quy dinh vé thAm dinh, san xuit nude ...
vé dam bao chit luong cia cac san phdm duoc phim vo
trung. Pac biét nhitng van dé lién quan dén nang cap
nha xuong, thiét bi ... 1a nhimg yéu cau rat kho khac
phuc véi nhitng nha xuong san xuat da dugc xay dung,
lap dat tir trudc.

4. NHUNG KHO KHAN VA GIAI PHAP CUA
POLYVAC

Qua trinh xin WHO-PQ cua POLYVAC da dugc dinh
huéng tur khi xdy dung nha xuong dat WHO-GMP
hién hanh (2008) va khi MVVAC di duogc cip sb ding
ky luu hanh (2009). Tuy nhién, chi dén nim 2015 khi
NRA cuta Viét Nam dat WHO-PQ thi chiang t61 mdi co
du diéu kién dé nop don va chinh thie bat dau quy trinh
tir 2017 dén nay. Do thoi gian chuan bi kéo dai trong
nhiéu nam, trong khi cac quy dinh cia WHO thay doi,
cap nhat va yéu cau cang chat ché nén ching toi ludn
phai chii dong tiép can nhiing quy dinh méi va dua ra
ung pho thich hop trong tung giai doan.

Pé dap ung yéu cau chit ché cia WHO vé dic tinh
PSPQ, chung t6i da thyc hién nghién ctru dan chi thi
nhiét (VVM?7) Ién lo véc xin nhu: nghién ctru d6 6n
dinh, nghién ctru 130 hoa cép tdc dé lya chon loai VVM
thich hon, thay d6i nip nhom thich hop dé ting do bam
dinh, diéu tra kha ning bam dinh ctia VVM. .. trong cac
diéu kién bao quan khac nhau. Ngoai ra, ching t6i da
hoan thién quy trinh kiém tra tiép nhéan, bao quan va sir
dung nhan dan nhan VVM, quy trinh d4an nhan VVM...
dé co thé ap dung trong san xuat thuong quy nam 2018.
POLYVAC la don vi san xuit vic xin dau tién cia Viét
Nam thyc hién viéc dan nhan VVM. Chling t6i xac dinh
day 1a yéu t& quan trong giup khang dinh chit lugng
san pham va tang kha ning canh tranh cta san pham du
viéc dan nhan VVM s& lam ting chi phi cho san pham.
Vi vy, tai thoi diém ndp don xin PQ, san phém vic xin
S6i MVVAC di thoa man 100% céc dién kién dé chap
thuan don va yéu cau vé PSPQ.

V& viéc chuan bi hd so ding ky san pham, ching toi
da lya chon chuan bi hd so dang ICH-CTD dé c6 thé
ap dung tai cac nudce la thanh vién cua ICH ciing nhu
nhiéu thi truong khac nhau dé thuan loi cho cac giai
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doan sau. Do vay, ching t6i da phai chuén bi lai hd so
nay, bo sung nhiéu muc khac theo yéu cau ciia WHO so
v6i ho so dang ky sin ¢o6 ¢ Viét Nam. Vi nhitng muc
dugc danh gia twong dong 1 phéan, ching t6i phai ra
soat lai va bd sung thong tin cho phil hop v6i mau dién
khéc nhau. Ngoai ra, do khac biét ngdn ngit va phap ly
nén cac muc giéng nhau ciing mat nhiéu thoi gian dich
sang Tiéng Anh va mot sd tai liéu can cong ching ban
dich va thu tuc hop thirc hoa lanh su.

Céc bao cdo va dir liéu tién 1am sang va 1am sang cua
véc xin Séi rat so sai do san phdm duogc nghién ctru va
phat trién tai Nhat Ban tur nhitng nam 70, dugc chuyén
giao cong nghé san xuat cho POLYVAC va dugc thir
lam sang tai Viét Nam tir 2008-2009 nén dugc mién
giam nhidu budc va thyc hién ¢d mau nho (200 dbi
tuong). SO liéu 14m sang can bd sung 13 nhirng dit lidu
an toan va hiéu qua sau luu hanh tai Viét Nam nhung
viéc thu thap thong tin tir Hé thong giam sat gap nhiéu
khé khan. Viéc thiét 1ap ké hoach quan 1y ruai ro hop 1y
va cung cip ddy du cic yéu ciu vé giam sat an toan va
hiéu qua sau luu hanh. .. 13 yéu cau bit budc dé bd sung
thong tin vé 1am sang. Do vdy, nhém Canh giic Dugc
cua POLYVAC phai hoat dong tich cuc, chi dong tim
hiéu quy dinh vé Canh giac Duoc tai Viét Nam va thé
gidi. Véi viéc hd tro clia cac chuyén gia vé 1am sang,
chung t6i da dugc tham du 45 budi dao tao tir 01/2018
dén 05/10/2021, da thiét 1ap duoc hé théng ho so day
da gdm 18 tai lidu. Két qua thu thap tir hé théng canh
giac Dugc tai Trung tdm di ching minh véc xin an toan
va hiéu qua cua vic xin Soi véi ti 1é phan g sau tiém
chung thip, khong thdy xuat hién phan tng ning sau
tiém chung 5 nim gan ddy. Viéc st dung vic xin S&i
MVVAC giap tré em Viét Nam phong bénh Sé1i, dac
biét giup Viét Nam c6 du véc xin Soi dé tiém b sung
cho tré em theo chién dich (nim 2014 va 2018-2019),
tir 46 gop phan ddy 1ui dich Soi trong nhimg nim gan
day trong hoan canh dich S&i thudong xuét hién theo chu
ky 4-5 nam. Viéc thiét 18p va van hanh hé théng canh
giac Duogc tai POLY VAC la mdt trong nhiing gidi phap
hiru ich gitip POLYVAC c6 dugc chip thuan cia WHO
cho phén hd so dang ky.

Dé phat hién nhiing diém khong phu hop voi quy dinh
cap nhat trong pham vi danh gia ctia Poan thanh tra cta
WHO va nhanh khéc phuc triét dé, chung t6i da thanh
lap thém nhom hoat dong xin WHO-PQ (WG) véi
thanh vién gdm: Ban Giam ddc, toan bd nhan su phong
QA va trudng cac phong. Tir 24/3 dén 27/9/2023, nhém
WG di tién hanh hop dinh ky hang tuin véi tong s6 24



N.T. Huong et al. / Vietnam Journal of Community Medicine, Vol. 65, Special Issue 2, 210-218

budi hop. Ban Gidm ddc d3 tham du tat ca cac budi hop
dé chi dao, trién khai va ra soat cong viéc. Sau khi ra
soat 727 muc trong céc tai liéu hudng dan cia WHO,
EU, FDA cap nhat so vdi quy dinh cii va thuc té ap
dung cia POLYVAC hién tai, chung t6i da xac dinh co
48 muc thay d6i/khong phu hop ctia POLYVAC so véi

yéu cau chung vé GMP. B¢ déap tmg cac yéu cau moi
nay, POLYVAC phai stra d6i, bé sung quy trinh, dao
tao lai nhan vién va diéu chinh ké hoach san xuét hang
nam cho phtt hop do phai bo sung nhiéu noi dung tham
dinh va tan suit yéu ciu cao hon.

Hinh 3. S6 lwong tai ligu siva déi, cdp nhdt niam 2022 va 2023
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Chung toi di tién hanh stra 123 tai liéu GMP nam 2023,
cao hon gip 2 l1an s tai liéu stra d6i nam 2022 (64 tai
liéu). Trong s 49 tai liéu dugc ap dung trong hé thong
quan ly chét luong tai co sd, c6 9 tai liéu (ndm 2022) va
19 tai liéu ndm (2023) duogc stra d6i. Tuong tu, tai lidu
stra d6i nam 2023 déu cao hon rd rét so véi nam 2022.
Tat ca tai lidu vé hé théng quan 1y chat lugng PQS déu
duogc dao tao ting cudng kién thirc va hiéu biét cho toan
thé can bo nhan vién POLYVAC. Nam 2022, c¢6 tong
s6 503 luot nguoi tham gia va nam 2023 c6 405 luot
nguoi tham gia cac bai giang nay. Bai gidng dugc trinh
bay d& hiéu, thém vi du minh hoa, ting cudng tuong tac
trong qua trinh giang va kiém tra, danh gia day du két
qua dao tao. Tuong tu, tat ca tai lidu & cac phong khac
khi stra d6i déu duge dao tao 1y thuyét va thuc hanh cho
cac nhan vién lién quan dé thyc hién quy trinh (hinh 3).

Dé danh gia hidu qua ap dung cac quy trinh sira doi vao
thuc té, chung toi da tién hanh thanh tra quan sat thuc
té két hop voi hoi dap nhan vién. Két qua danh gia co
46/48 muyc khong phu hop da dua giai phap tng pho
dugc danh gi 1a tich hop thich hop, chiém ti 1& 95,53%.
Nhu vay, hau hét nhitng van d¢ lién quan dén quy dinh
méi cdp nhat da duoc khac phuc, chi con 1 muyc theo
yéu cau cua tai lieu WHO.TRS.1044, phu luc 2, 2022

va 1 muc tai liéu EU-GMP, phu luc 1, 2022 chua dugc
khéc phuc hoan toan, ti 1€ hoan thanh 1a 94,74%.

Két qua quan sat thuc t& cac ndi dung khac dé danh gia
su tuan thi GMP van phat hién mot s6 diém khong phu
hop, dic biét vé& nha xudng, thiét bi... do cac yéu cau
cap nhat, chat ché cia WHO gén day chung t6i chua
thé khic phuc hoan toan. Viéc stra chita nha xuong, lap
dat thiét bi méi trén nén tang day chuyén san xuat cii
yéu cau dau tu 16n vé kinh phi va phai dimg cic hoat
dong san xuat, trong khi van phai dam bao du thoi gian
san xuét vic xin S6i va vic xin phdi hgp Soi-Rubella
tai co sO ndy dé cung cip cho chwong trinh Tiém ching
mo rong. Chung t6i da dua cac bién phap phan tich,
giam thiéu rui ro, anh huéng dén chat luong san pham.
Chung t6i dang tiép tuc trao doi, thao luan véi DPoan
thanh tra cia WHO dé thuc hién céc bién phap khic
phuc, phong ngtra thich hop.

5. BAI HQC KINH NGHIEM VA KHUYEN NGHI
Tir viée tim hiéu cac tha tuc xin PQ, phén tich nhiing

kho khin thuc té gap phai va nhiing thanh cong budc
dau trong viéc xin PQ, ching t6i dua ra mot sb yéu td
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gitp chung toi thanh cong trong qua trinh xin WHO-PQ
nhu sau:

- Yéu t6 tién quyét cho thanh cong 1 quyét tim cua
Ban Giam déc dé tap trung ngudn luc uu tién cho chién
luge xin WHO-PQ va cam két manh mé vé dam bao
chat luong san phim va thyc hién quan 1y chit lugng
san pham.

- Can nim rd cac budce chi tiét trong quy trinh xin PQ
va lap ké hoach chi tiét budc chuan bi. Luu y ndm dugc
danh sach uu tién cac san pham xin PQ, phat trién vic
xin dép ung céc dac tinh PSPQ;

- Néang cao ning lyc va hiéu qua cua Hé théng quan 1y
chat lugng, thudng xuyén giam sat, kiém tra phat hién
va xtr Iy nhitng diém khong pht hop phat sinh;

- B6i ngii nhan vién c6 trinh d9, kinh nghiém va dugc
dao tao thuong xuyén;

- Chuén bj diéu kién vé nha xuong, thiét bi. quy trinh. ..
cap nhat theo cac yéu cau méi cia WHO, EU... bang
cach chu dong tim hiéu, xu 1y cling nhu sy hé tro, tu
vén k¥ thuat cia cac chuyén gia vé san pham, vé GMP,
vé canh giac Duoc...;

- Hoan thi¢n va van hanh hiéu qua hé théng canh giac
Duogc dé dam bao du dir liéu giam sat sau Iuu hanh;

- Ho so 1am sang phai day du cac cin ctr khoa hoc va
phap ly;

- Cén diéu tra, lya chon loai VVM phu hop bé‘mg cac dur
liéu khoa hoc, tin cdy;

- Tham dinh va duy tri day chuyén lanh thich hop trong
qua trinh ban/phéan phdi/cung cép. ..

Hién nay, thii tuc cap phép WHO-PQ gdm nhiéu budc
phuc tap, qua trinh thu 1y kéo dai va khac bi¢t voi quy
trinh dang 4p dung ctia nhiéu nudc, trong do co Viét
Nam. Mau hd so ding ky san phdm chua thdng nhét giira
WHO va RNA cua nhiéu nudc gy kho khan cho nhiéu
nha san xut trong cong tic chuan bi hd so. Qua trinh
gtri mau di 2 phong thi nghiém doc 1ap can rat nhiéu thu
tuc xuat/nhan mau, dic biét trong thoi gian POLYVAC
thyc hién nam 2021 va 2022 khi dich COVID-19 dang
phtc tap. Qua trinh thanh tra thuc té doi hoi nhiéu chi
phi tén kém. Nhiéu chuyén gia va dai dién cia WHO
ciing ¢6 nhiing trao ddi, dé xuat huéng t6i sy thong nhat
trong thii tuc, tién hanh qua trinh danh gia song song
hodc cong nhéan két qua 13n nhau gitra WHO va RNA dé
tiét kiém thoi gian, cong suc, tai chinh... ma van dam
bao cac yéu cau vé chat lugng san pham.
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5. KET LUAN

Bai bao nay cung cip cac quy trinh xin WHO-PQ cu
thé cling nhu nhimng kho khin va bai kinh nghiém cua
POLYVAC - don vi dau tién tai Viét Nam dang ky xin
WHO-PQ va c6 1 sb thanh cong ban dau nay.

Loi cam on: Chung toi xin chan thanh cam on sw giup
ds, hé tro ciia cac chuyén gia ciia KDSV (Nhdt Ban), to
chuwe DCVMN, PATH... Ban lanh dao va toan thé can
bé POLYVAC dd hé tro nhém nghién ciru thuc hién Dy
an nay.

TAI LIEU THAM KHAO

[1] WHO, TRS 978. Procedure for assessing the
acceptability, in principle, of vaccines for

purchase by United Nations agencies, Annex
6, 2013

[2] WHO, Vaccines Prequalification Priority List,
2023. https://extranet.who.int/prequal/vaccines/
vaccines-eligible-who-prequalification =~ Ngay
truy cap 13/12/2023

[3] WHO/IVB/14.10 Assessing the programmatic
suitability of wvaccine candidates for WHO
prequalification, 2014

[4] Bo Y té, Thong tu 08/2022/TT-BYT quy dinh
viéc dang ky luu hanh thubc, nguyén liéu lam
thude, ky ngay 05 thang 9 nim 2022.

[5] Debbie Jordan, An overview of the Common
Technical Document (CTD)  regulatory
dossier, Medical Writing, 23:2, 2014, 101-105

[6] Dellepiane N, Pagliusi S, Registration Experts
Working Group. Challenges for the registration
of vaccines in emerging countries: Differences in
dossier requirements, application and evaluation
processes. Vaccine. 2018 Jun 7;36(24):3389-
3396

[7] WHO, Health products policy and standards.
https://www.who.int/teams/health-product-and-
policy-standards/standards-and-specifications/
norms-and-standards-for-pharmaceuticals/
guidelines/production, ngay truy cap 13/12/2023

[8] EU-GMP, Manufacture of Sterile Medicinal
Products, Annex 1, 2022



