THAM PINH HO SO THAY DOI BO SUNG
PHAN CHAT LUQNG VAC XIN - SINH PHAM

Nhitng yéu ciu trong hd so chét luong theo WHO/EMA/FDA cho TPBS sau cép
phép va cdc khé khan béat cép

Ngudi trinh bay: TS. Nguyén Thi Ly
Trudng khoa KBVX Vi rat, NICVB. Chuyén gia thdm dinh HS chat lugng vac xin, SP & IVD.
Chuyén gia GMP, BYT



01 NGUYEN TAC VA CAN C(’ THAM PINH CUA CHUYEN GIA

NGUYEN NHAN/LY DO TDBS

03 TAC DONG CUA THAY POI VA CACH KIEM SOAT THAY POI

04 QUY TRINH TRIEN KHAI 1 HO SO THAY DOI BO SUNG VA
CAC KHO KHAN, BAT CAP

DE XUAT VA KIEN NGHI




01 NGUYEN TAC VA CAN CU THAM BINH CUA CHUYEN GIA

P Nguyén tic

NGUYEN TAC
THAM DINH

Fairneess Confideniality




01 NGUYEN TAC VA CAN CU’ THAM DPINH CUA CHUYEN GIA

» CAN CU’ THAM DINH

01. CAC QUY CHE,
QUY PINH DU'Q'C BIEN

02. TAI LIEU HWONG DAN

Tai liéu hwéng dan (dang ky vac
xin; chuyén mén WHO va céac t6
chirc quéc té, nwéc tham chiéu...)

03. TRINH PO KINH NGHIEM
CUA CAC CHUYEN GIA



02 NGUYEN NHAN/LY DO THAY POl

Quyét dinh, hwéng dan
luén cap nhat, doi héi

Luédn cé thay doi bd sung
ti thi treéng... & nha san xuét

The¢i gian dang ky méi
thwong kéo dai vai nam

CO THE CO RAT
NHIEU THAY POl
SAU KHI BUQOC CAP
GIAY LUU HANH
VAC XIN SINH PHAM
O VIET NAM

Phan I&n cac hé so thay déi la vé chat lwong (san xuat va kiém dinh).

rage o



(V4 NGUYEN NHAN/ LY DO THAY DOl

» NHUNG THAY

POI cO THE
PUOC THUC
HIEN Vi NHIEU
LY DO:

>>> nham nang cao hiéu qua, an toan va dap trng nhu cau y té ngay cang cao!

01

Pé duy tri hoat
dong san xuat vac-
xin thuwong xuyén

Vi du: b6 sung ngan hang
t6 bao, 16 hat gidng va tiéu
chuén tham chiéu

02

Pé cai thién cac thudéc
tinh chat lwong cuia
vac-xin hodc hiéu qua
san xuat

Vi du: thay déi quy trinh
san xuét, thiét bi hodc co
SO

03

Dé cap nhat thong tin

nhan san pham

Vi du: dé thém chi dinh
moi va/hodac cai thién viéc
quan ly rii ro bang cach
thém canh bao, gi¢i han
nhém déi tuong muc tiéu,
thay déi phéc dé dung
thuéc va thém thong tin vé
viéc ding dong thoi véi
céc loai vac-xin hodc
thubc khac



TAC DONG CUA THAY DOI VA CACH KIEM SOAT THAY DOl

CAC LOAI THAY bOI

HO SO’ HANH CHINH

HO SO CHAT LUONG

Phan |&n cac hd so thay d6i la vé chat lvong
(s&n xuat va kiém dinh).

HO SO LAM SANG

(Vé chét luong, an toan, hiéu qua)

TAC DPONG CUA THAY DOl

NOI DUNG THAY POI

Anh hwéng

Co s& san xgét, quy trinh san
xuat, cdng suat, may méc, trang

thiét bi, nguyén liéu dau vao (16 Anh huéng truc tiép dén an
WCB, WSB...), mdi trwdng, hoa toan, hiéu qua trén 1am

_— Chét, Chét ChUén, chi tiéU, tiéu _ Séng/ngu;c‘yi

chuén, phwong phap, bao bi,
nhiét d6 bao quan, han dung,
str dung

Vi thé céac thay dbi vé chat lwong ludn can dwoc giam sat
chat ché va danh gia thwong xuyén, lién tuc qua trng 16
san pham... dé kiém soat va danh gia nguy co cac anh
hwéng cé thé cé trén 1am sang/nguoi



03 TAC PONG CUA THAY BOI VA CACH KIEM SOAT THAY DOl

(Vé chét lvong, an toan, hiéu qua)

THAY POI LIEN QUAN

DEN SAN PHAM ?

Anh hwéng truc tiép
(BAO GOM NHAN SP) -

dén chat lwong an toan,
hiéu qua cua vac xin,
sinh pham

v

Nha san xuat va NRA clia cac nwéc san xuat va s
dung can phai kiem soat nhirng thay doi nay



QUY TRINH TRIEN KHAI 1 HO SO THAY POI BO SUNG

VA CAC KHO KHAN, BAT CAP

« NGUYEN TAC CHUNG

« CAC BUOC KHINOP 1 HO SO TbBS

« CACH PHAN LOAI

« NGUYEN TAC CHUAN B| DU LIEU CHO TDBS
« SO LUONG TBBS TRONG 1 HO SO

« CACH THUC THAM BINH




QUY TRINH TRIEN KHAI 1 HO SO THAY POl BO SUNG

NGUYEN TAC
CHUNG

Trwdc khi thue hién thay dbi, NSX phai danh
gia tac dong cua thay ddi va chirng minh
théng qua cac NC thich hop (nhw trinh bay ¢
PL2, 3 trong WHO TRS 993 nay hoac cac tai
liéu tuong duong) dé CM khéng cé tac dong
tiéu curc nao cua thay déi dbi véi chat luong,
dé an toan & hiéu qua cua VX,SP.

Hau hét cac thay déi chi dugc ap dung khi
chép thuan ctia NRA - trir khi cé chi dinh khac
trong tai liéu nay (vi du thay déi nhd vé chét
lurong chi cén théng b&o).
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QUY TRINH TRIEN KHAI 1 HO SO THAY POI BO SUNG

01

NSX PANH GIA

NSX phai tw
danh gia nguy
co va mirc do
anh hwéng cta
ting thay dbi

- Phéan loai
theo ri ro,
nguy co

> Thay doi
l&n, vira hay
nhé.

02

NSX DE TRINH

NSX dé trinh
|én co quan
quan ly NRA

03

NRA XU’ LY — PHAN
CHUYEN GIA

Co NRA sé ra,
doi chiéu theo

bang phan loai
da co dé phan

cho chuyén gia
lién quan

04

CHUYEN GIA
THAM DINH

meengakmmtm
tungn0|dungxmtham
dinh theo cac dau muc
nhuhnngcachwang
dan + ¢c6 thé dwa thém
1 s6 cau hai, y kién dé
NSXbmromemneu
can. Neudongy
Neukhongdongytm
chuyén gia sé dé xuat
khongchapnhan

-~ NSX sé khong duoc
ap dung thay dbi.

05

NRA PHE DUYET

Co quan NRA
sé phé chuanva
thoi gian dé
NSX c6 thé ap
dung

06

NSX AP DUNG

NSX sé ap
dung nhw dé
xuéat. Néu qua
thoi gian quy
dinh NSX
khong ap dung
thi dé xuét
cting khéng co
hiéu lwc

Thwe té NSX thwong sé givi di nhiéu nwée va che 80% phan héi la sé ap dung vi vdy NRA,
chuyén gia ciing can cé6 gang nhanh dé khéng anh hwéng dén tién dé.



CACH KIEM SOAT, PHAN LOAI THAY POI

(Vé chat lwong, an toan, hiéu qud)

TAI LIEU HUONG DAN

> NRA cac nwéc cé thé dwa vao do
dé xay dwng thanh bdé hwéng dan
] ] ~ ciua rieng minh (ap dung 100%
‘ CAC HUONG DAN hodc chinh stra 1 chut nhwng bét
cr thay dbi nao déu can nhac rii ro
- lgi ich va cac quy dinh phap ly
hién hanh méi nwdc
, . < —

CAC TINH HUONG } ’ , )
THUC TE » Van phai tuan thu nguyén tac
: dam bao mwc chat lwgng, d6 an
toan va hiéu qua cta VX/SP it nhat
la twong dwong v&i mirc cé thé dat

CAC QUY BINH dwoc trwdc thay ddi bang cach

(NRAS nwoc sx & nhap khéu) tuan theo cac huwéng dép cun‘g' cép
trong WHO TRS 993 hoac 1 tai liéu

twong duwong



TAC DONG CUA THAY DOI VA CACH KIEM SOAT THAY DOl

(Vé chét luvong, an toan, hiéu qua)

Cac nguon lwu hanh vac xin & Cac hwéng dan & Viét Nam
Viét Nam hién nay

Vac xin san xuét trong nwéc (T, VGA,
‘ VGB, VNNB cua Vabiotech; S&i, MR, Rota,
OPV cua Polyvac; Cum, DT (IVAC);

Thwong Han Vi (Da Lat). « WHO

‘ Véc xin nhap khdu san xuét tai CAC NUGC s TRS 993
SRA (My, Chau Au (EMA), Anh...)  EMA:;
 FDA.

' Vac xin nhap khau san xuat tai cac nwoc
ngoai SRA (CuBa, An B9, Trung Quoc,
Han Qudc, Pai Loan...)



TAI LIEU THAM CHIEU

cho thdm dinh hé so

NU'G'C NGOAI VIET NAM

«  Céac hwéng din ky thuat cia WHO (WHO TRS 993, PLIV) (*)

+ Cac hwéng dan cia EMA (European Medicines Agency post- R Th6ng tw 12/2025/TT-BYT, PL Il; Trang
9 ’

authorisation procedural advice for users of the centralised SG-55 e ey e Sl pha‘im

procedure): https://eur-lex.europa.eu/legal- "

: * Thoéng tw 08/2022/TT-BYT, PL II.
content/EN/TXT/HTML/?uri=CELEX:02008R1234-
20250101#B-12; * Thoéng tw 32/2018/TT-BYT, PLII.

(Ban file dién tir co tai website ctia B Y té:

https://eur-lex.europa.eu/eli/C/2025/5045/oj/eng
e Cac hudng dan cta FDA (Chemistry, Manufacturing, and Controls

http.//www.moh.gov.vn & Cuc Quan ly Dugc:
http://www.dav.gov.vn)
Changes to an Approved Application: Certain Biological Products)-

ngay 16/6/2021.
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PHAN LOAI THAY BOI BO SUNG

THAY DOI
THEO WHO

CAC LOAI THAY POI

quan quan ly

AN TOAN, HIEU QUA,
CHAT THONG TIN GHI
[ ‘ | | [ | | |
" X L Théngtin ghi Thay déi hanh chinh vé
WETCLIT Thay i vira Thay déi 6n Thay d6ive antoan Thongtin ghi hansAnphAm théngtin ghi nhan
(Khéngcan phé duyét) va hiéu qua nhan san pham khan cdp S

Phdn loai theo WHO 2015

Thay ddi theo EMA 2025
(Applies from 15 Jan 2026)
|

|
Thay déinhd

Phdn logi theo EMA
(dp dung tir 2026)

Khéng can phé

duyét Can phé duyét

Phdn loai theo FDA

Thayd@ditheo EMA2013

c

N

Annual report

——

BE30

L

CBE
—

Phdn logi theo EMA
(dp dung tir 2013)

1
Hanchéan
toan khan

cép

Prior Approval

Supplement

B. Phinlogi thay i, b sung (TDBS):

Phan loai thay d6i theo co

Loai TDBS Mi tham chifu/Tén i chi
Thay doi lin 0
Thay doi nho 0
(c0 phé duyt)
Thay doi nho 0
(thang béo)
0

Phadn logi theo Viét Nam




PHAN LOAI THAY BOI BO SUNG

YEU CAU

---------------------------------------------

Thay d6i lon, (vira), thay
. : i d&i nho (can phé duyét va
Viét Nam i nhd thong bao)

Yéu cau thi¥ lai/lam thém tién
|am sang, 1am sang kiéu rut
gon 1 phan hay bac cau...

v’ Cdc hwéng ddn/quy dinh gitip NSX va NRA phdn logi cdc dang thay ddi cé thé tham khédo theo cdc phu luc
trong WHO TRS 993 hodc 1 tai liéu twong duwong khdc (EMA, FDA...).

v’ VN: TT12/2025/TT-BYT Phu Luc Il, Trang 55-56 cho vdc xin & sinh phdm y té



PHAN LOA' THAY 'Dél Bé SU NG 2. CACLOAI THAY DOI —  2.3. Cdc tai liéu/ hudng dén

Overview of WHO TRS 993, Annex

IV )
BN Pham viap dung

Vic xin

- o — — — —
—— = ——— -

___________________________

@ Thay déi hanh chinh Sinh pham

Thay d6i 1am sang

@ Thay déi chat lwong



PHAN LOAI THAY PpOI BO SUNG CAC LOAI THAY D01 —+ Cctailiéu/ hudng dén

Thay déi nhé - Minor (MiV/IA/IA,y — Lam va théng bdo (Do and tell)

/’_\\ -— -~
(l \ ',o N\ 2 "\
1
(95 R
------------- ) -\\_’/,—————————————— —-------——————\\ﬁ/l-———————————— r-------------\\\_’/'------———----
2 el CACH THUC HIEN QUY TRINH

e Nhitng thay d6i nho vé chat luvong 13

nhitng thay d6i vé thanh phan san pham, * BCngay sau khi thuc hién.

e . e C6 thé thyc hién thay d6i ma khong
Chi tiet ve can tham dinh béi NRA
phan loai —_—p
theo WHO

L e e o * VAn phadi chudn bj hd so va bdo céo
quy trinh san xuat, kiém soat chat lugng, P ’

co s& hodc thiét bi c6 kha nang tic dong dinh ky hang ndm nhumg khong dua ra

thoi gian tdi da dwoc phép phai ndp
bao cao nhw EMA

“May be implemented without prior review
t6i thiéu dén chat lwgng, do an toan by the NRA”

hodc hiéu qua ctia vac-xin.

“Minor quality changes are changes to the
product composition, manufacturing process,
quality controls, facilities or equipment that
have a minimal potential to have an impact on
the quality, safety or efficacy of the vaccine ”

€ = e e o o = = = -

Ap dung vao VN= TP nhé (théng bdo) >>> Chuyén gia vdn thdm dinh dé kiém tra lai sw phén loai ciia NSX, cén sé yéu cdu NSX cung cép thém di¥ liéu nhw
cdc PL 2 & 3 trong WHO TRS hodc EMA/FDA.



PHAN LOAI THAY BOI BO SUNG CAC LOAI THAY DO — Cocuilia/nuong
Thay déi nhé - Minor (MiV/IA/IA,y — Lam va théng bdo (Do and tell)

B. Phéin loai thay doi, b6 sung (TDBS):

Loai TDBS Mi tham chiéu/Tén Ghi chi

TAI VIET NAM

Thay doi lon

Thay doi nho
(c0 phé duyét)

Chuyén gia van thdm dinh dé kiém

tra lai sy phan loai cha NSX, néu can -
Thay doi nho

(thong bao)

s8 yéu cau NSX cung cip thém dir
lieu nhu cac phu luc 2 & 3 trong

‘ WHO TRS hodc EMA/FDA.
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NSX la nguwdi phai tw danh
gia, phan loai TDBS sé dwa

QUY TRINH TRIEN KHAI 1 HO SO THAY DOl BO SUNG VA THAO LUAN

vao cdc huéng dan cia WHO
hoac 1 tai liéu twong dwong.

CACH THU'C PHAN LOAI, DANH GIA (vi du minh hoa cho nha san xuat va chuyén gia tham dinh)

Description of change Conditions to Supporting Reporting Table continued
be fulfilled data category

Conditions
5. The modified analytical procedure maintains or tightens precision, accuracy,
specificity and sensitivity.

46. Change in the specification used to release
the final product, involving:

a. for products or components None 1,2,6,8,10 Major
subject to terminal sterilization 6. The change does not concern potency testing.
by heat (for example, diluent 7. The change is within the range of approved acceptance criteria.

for reconstitution of lyophilized 8 s = St X
vaccines), replacing the sterility 8. Acceptance criteria for residual solvents are within recognized or approved

test with process parametric acceptance limits (for example, within ICH limits for a Class 3 residual solvent, or
release pharmacopoeial requirements).
9. The change does not result from unexpected events arising during manufacture

b. deletion of a test None 2,9,10 Moderate 5 % 2 g = €
(for example, new unqualified impurity, or impurity content outside of the

c. addition of a test 1,2,9 2—4,8 Minor approved limits).

d. change in animal species/strains None 5,11 Moderate 10. The analytical procedure remains the same, or changes to the analytical procedure
for a test (for example, new are minor.
species/strains, animals of different N
ages, and/or new supplier where Supporting data
genotype of the animal cannot be 1. Process validation study reports on the proposed final product.
confirmed) 2. Updated copy of the proposed final product specification.

e. replacement of an analytical None 2-4,7,8 Moderate 3. Copies or summaries of analytical procedures, if new analytical procedures are used.
procedure 4. Validation study reports, if new analytical procedures are used.

f. minor changes to an approved 3-6 3,8 Minor 5. Data demonstrating that the change in animals gives results comparable to those
analytical procedure obtained using the approved animals.

g. change from an in-house 3,6 2—4 Minor 6. Description of the batches and summary of results as quantitative data for a
analytical procedure to a sufficient number of batches to support the process parametric release.
'xoz'zed compendial analytical 7. Description of the batches and summary of results as quantitative data, in a
procecure comparative tabular format, for at least three (3) commercial-scale batches of the

h. widening of an acceptance None 2,8,10 Moderate final product.

- CINLCTIOn 8. Justification for the change to the analytical procedure (for example, demonstration
: i. narrowing of an acceptance 7—10 2 Minor of the suitability of the analytical procedure in monitoring the final product,
<= criterion including the degradation products) or for the change to the specification (for

example, demonstration of the suitability of the revised acceptance criterion in

Conditions =
controlling the final product).

1. No change in the limits/acceptance criteria outside the approved limits for the

approved assays. 9. Justification for the deletion of the test (for example, demonstration of the
2. The additional test is not intended to monitor new impurity species. suitability of the revised specification in controlling the final product).
3. No change in the acceptance criteria outside the approved limits. 10. Declaration/evidence that consistency of quality and of the production process
4. The method of analysis is the same (for example, a change in column length or is maintained.
temperature, but not a different type of column or method) and no new impurities 11. Copies of relevant certificates of fitness for use (for example, veterinary certificate).

are detected.




Vi du cdch thire phén loai do chd quan

Nén dwa theo nhém thi lai tach réi hodic ddnh gia mirec dé phdt sinh thay déi chwa chuén

Vi du: Vi du vé 1 s6 tinh huéng can xem xét trong phu luc thay d8i bd sung

+ Thém th{r nghiém dé tang tinh chdt ché (MiV/IA,y) khdc thém do hé qua cla qua
IAIN trinh diéu tra, sy ¢6 hodc 1 thay d6i nao dé din dén phai phét sinh thém thi

nghiém dé dam bao duy tri 6n dinh t6t chat lvgng sdn pham thi ltc d6 sé 1a IA
/ \ hoac IB hodc .

IB I :
Cu the:

1/Chi tiéu tap chat ton du (endotoxin/BSA/Ovalbumin...): Tiéu chudn chung (cii) <
100 IU/liéu

NSX xin that chat lai: < 50 IU/liéu

ll - 1Ay (EMA/FDA) hodc MiV (WHO) déu OK nhung néu nhu do cé can thiép vé
cong nghé dé gidm chi tiéu nay thi tuy mdrc d6 can thiép cé thé phai c6 thém
nhitng thay déi IB (thay d&i vira) hodc Il (thay d&i I&n) vi du: Do thay d8i mang loc
Cdc thay dé6i van co thé hodn déi vj tri sau khi phén tich hodc thiét bi hodc thém 1 cdng doan tinh sach ...

nguy co, mirc dé dnh hwdng va ddp ing cdc yéu cdu trong - 156 chi tiéu chat lvong dugc kiém soat t6t hon.

WHO TRS993/EMA/FDA.

- Tém lai hau hét IA/IA, 1a hé qua cla 1 thay d&i Ién hon.
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VI du cdch thire phén loai, ddnh gia TPBS

Vi du: Vi du vé 1 sé tinh hudng can xem xét trong PL TDBS

2/ Chi tiéu chat 6n dinh (Tween 80): Vi du tiéu chuan khi dang ky
la 50-70 ug/liéu;

+ Tiéu chudn mdi: < 50 ug/liéu

- Khdng déng y (vi chat nay |1a chat can phai c6 nén k cd 1a phai
chirng minh va cé thé coi la sdn phdm méi)!

+ Tiéu chudn mdéi: 30-50 ug/liéu

- Phai chirng minh dit liéu én dinh dén ca shelf-life = IB...

Vi du: Vi du vé 1 sé tinh hudng can xem xét trong PL TDBS

Chi tiéu chat hap phu nhu Al3+ hay nhii twong/nhii dau (nhirng
chat tang tinh 6n dinh, hiéu qua):

Vi du:

Tiéu chudn chung < 500 mg/liéu, tiéu chudn khi dang kyla
300-400 mg/liéu (vi lién quan dén céng nghé sx nén cé thé nhé
hon tiéu chudn chung va thudng phai cé ngudng/khoang gidi han
trén, dudi...

+ Tiéu chuan mdi: < 300 mg/liéu

- Khéng déng y (vi chat nay 1a chat can phai c6 nén k cd la phai
chirng minh va cé thé coi 13 sdn phdm mai)!

+ Tiéu chudn mdi: 200-300 mg/liéu

- Khoéng phai that chit ma phai chirng minh ca 1am sang! HS chat
lvgng ciing coi nhu 1 sdn phdm mdéi vi thay d6i ham lwong trong
CT thanh pham.
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QUY TRINH TRIEN KHAI 1 HO SO THAY DOl BO SUNG VA THAO LUAN

CACH THUC PHAN LOAI, DANH GIA (vi du minh hoa cho nha san xuat va chuyén gia tham dinh)

Supporting data

Manufacture 4. Comparability of the pre- and post-change antigen with respect to physicochemical
Description of change Conditions to  Supporting Reporting properties, biological activity, purity, impurities and contaminants, as appropriate.
be fulfilled data category Nonclinical and/or clinical bridging studies may occasionally be required when

quality data are insufficient to establish comparability. The extent and nature of
nonclinical and/or clinical studies should be determined on a case-by-case basis,
taking into consideration the quality-comparability findings, the nature and level

2. Change to an antigen manufacturing facility:
a. replacement or addition of a None 1—4,6—8 Major
manufacturing facility for the

antigen bulk, or any intermediate 1—4 2,4-8 Moderate of knowledge of the vaccine, existing relevant nonclinical and clinical data, and
of the antigen aspects of vaccine use.
b. deletion of a manufacturing facility 5.6 None Minor 5. Justification for the cIassiﬁFation of any manufacturing process and/or control
or manufacturer of an antigen changes as moderate or minor.
intermediate, or antigen bulk 6. Description of the batches and summary of in-process and release testing results as
Conditions quantitative data, in a comparative tabular format, for at least three (3) consecutive
1. The new manufacturing facility/suite is an approved antigen manufacturing site. commercial-scale batches of the pre- and post-change antigen. Compara.tlve pre-
2. Any changes to the manufacturing process and/or controls are considered either change test results do not need to be generated concurrently; relevant historical
moderate or minor. testing results are acceptable. Matrixing, bracketing, the use of smaller-scale
3. The new facility/suite is under the same quality assurance/quality control (QA/QC) batches, and/or the use of fewer than 3 batches may be acceptable where justified
oversight. and agreed by the NRA.
4. The proposed change doesinot involve additional containment requirements. 7. Comparative pre- and post-change test results for the manufacturer's characterized

5. There should remain at least one site/manufacturer, as previously authorized,

e In G Tha Saihe Telird & s ekt key stability-indicating attributes for at least three (3) commercial-scale antigen

6. The deletion should not be due to critical deficiencies in manufacturing (such batc_hes prodd_#ced v&mh the pf°p°sed Ehanges under {ea‘lj-tlme/real-éemgerature
as recurrent deviations, recurrent out-of-specification events, environmental testing conditions. Comparative pre-change test results do not need to be
monitoring failures and so on). generated concurrently; relevant historical results for lots on the stability

programme are acceptable. The data should cover a minimum of 3 months of
testing unless otherwise justified. Additionally, the manufacturer should commit to
undertake real-time stability studies to support the full shelf-life/hold-time of the
antigen under its normal storage conditions and to report to the NRA any failures in
these ongoing long-term stability studies. Matrixing, bracketing, the use of smaller-
scale batches, the use of fewer than 3 batches and/or use of forced degradation or
accelerated temperature conditions for stability testing may be acceptable where
justified and agreed by the NRA.

8. Updated post-approval stability protocol.

NSX la ngwéi phai tw danh gia, phan loai TDBS sé dwa vao cdc hwéng dan cua WHO hoéc 1
tai liéu twong dwong.

Supporting data

1. Evidence that the facility is GMP compliant.

2. Name, address and responsibility of the proposed facility.
3. Process validation study reports.




PHAN LOAI THAY BOI BO SUNG

Thay déi vira vé chdt luwong (Moderate) ~ IB (EMA) (Tell, wait and do) = Thay TP nhé can phé duyét (VN)
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DINH NGHIA CACH THUC HIEN QUY TRINH

* Nhitng thay d6i trung binh vé chat lvong 1a NaUdsi s& hiu MA phii nép mat ha
- o e + Ngudi s& hiru ai ndp modt hd e Phé duvet trud
nhitng thay d6i vé thanh phan san pham, 9 P P me Phé duyét trude

1 1 1
1 1 1
1 1 |
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
Do |
e N 1 1 2 !
Chi tiét vé e . 11 sobo sung va nhan dwoc phé duyét ! ;
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phan loai - & vat chat hosc thiét bi 6 kha néne t4 1t NRAtrwdce khi thue hién thay doi. i
theo WHO ! S ! va 7c a, o?c ié ‘1 c6 A’a naDg ac Lo ' !
! dong & muirc do trung binh dén chat lwgng, Lo The MA holder should submit a supplement !
! A > S A R S S [ and receive a notification of approval from the ! o -
! dd an toan hodc hiéu qua cla vac-xin/SP. E ! NRA before implementing the change, E 3. Phin Ioal thay (61, b sung (TDBS):
I : 1 : 1
! . ! ) N = o
. : b : Loai TDBS Mi tham chi¢u/Tén (hi cha
| | “Moderate quality changes are changes to the v '
I | product composition, manufacturing process, ' ' ' e
| ! quality controls, facilities or equipment that have a b ! Thay doi lon 0
[ ! moderate potential to have an impact on the ! ! !
I ! quality, safety or efficacy of the vaccine” Lo ! ,
: | Lo | (Thay di nhD D
___________________________________ o0 phé duye
[ _- )
I -7 Thaydornho |0
— . . . - (thang bio)
Ap dung vao VN= Thay doéi nhé (c6 phé duyét) >>> Chuyén gia tham dinh dé 4~ 0
kiém tra ddnh gid lai sw phan loai ciia NSX theo di¥ liéu nhw cdc PL 2 & 3

trong WHO TRS hoac EMA/FDA.




PHAN LOAI THAY BOI BO SUNG

Thay déi Io'n vé chét lwgng (Major)= TP Ién (VN)
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CACH THUC HIEN QUY TRINH

DINH NGHIA

+ Nguoi s& htru MA phai ndp mot hd
so' bd sung can phé duyét va nhan
duwoc phé duyét tr NRA trwde khi
thuc hién thay déi

* Nhitng thay d&i l&n vé chat lvong 13
nhitng thay d6i vé thanh phan san pham,

* Phé duyét trudc
Prior approval
quy trinh san xuét, kiém soat chat luong,
co s& hodc thiét bj cé kha nang tac dong
dang ké dén chat lugng, d6 an toan hodc The MA holder should submit a PAS and
receive a notification of approval from the
NRA before implementing the change

hiéu qua clia vac-xin/SP.

“Major quality changes are changes to the
product composition, manufacturing process,
quality controls, facilities or equipment that
have significant potential to have an impact on
the quality, safety or efficacy of the vaccine.”

e i

Ap dung vao VN= TDB Ién (can phé duyét trweéc) >>> Chuyén gia tham dinh dé kiém tra dénh gia lai sw phéan loai cua NSX
—) theo di liéu nhw cdc PL 2 & 3 trong WHO TRS hodc EMA/FDA.



TLTK: WHO TRS 993 (PL1)/EMA/FDA

QUY TRINH THAM DINH
NHANH

MUC PiCH

* Mong mudn cuta cta NSX, co quan quan ly
NRA

v Bdm bdo 6n dinh ngudn cung VX/SP.

* Trong nhitng trudng hop dic biét hodc khan
cap, NSX c6 thé yéu cau NRA xuc tién viéc xem
xét b6 sung vi ly do stre khde cong dong

v' Vi du, tinh trang thiéu vdc-xin, hodc trong
thoi gian xdy ra dich bénh hodc dai dich) hodic
néu viéc chadm tré thuc hién thay déi sé gdy kho
khén ddc biét cho ngudi ndm gitr MA hodic nha
s@n xudt.

VN >80% vac xin nhap khau.
NSX thu'd'ng sé giri di nhiéu nué'c va ché’80% phan héi la sé ap dung vi vdy NRA,chuyén gia ciing can cé gang nhanh dé khéng
anh hu'éng dén tién dé va ngudn cung &'ng vac xin trong nu'é'c



QUY TR]NH THAM DINH NHANH TLTK: WHO TRS 993 (PL1)/EMA/FDA
| _CAC HINH THUC

CONG NHAN TOAN PHAN CONG NHAN 1 PHAN

* Cbng nhédn hoan toan két qud NRA
quéc gia san xudt va/hodc clp phép: xdc dinh
xem viéc céng nhdn quyét dinh cia NRA dé

¢6 phis hop hay khéng * NRA thyc hién ddnh gia va xem xét mét

phdn todn bo géi dir liéu hé tro (Chdt
* H so’ nép bao gém: lvong, GMP, an toan), nhw dd nép ban
ddu tai quéc gia sGn xudt va/hodc cép
phép vdc-xin/SP va/hodc theo khuyén
nghj trong Cdc huwdng dén cia WHO TRS
993 (xem phén 7.4 va Phu luc 1).

(a) Thw gici thiéu tir MA/NSX théng bdo cho NRA
vé su thay déi

(b) bén sao thu chép thudn do NRA cua quéc gia
san xudt va/hodc cép phép cap;

(c) bdo cdo ddnh gid va thw tir lién quan tir NRA
cua quéc gia sén xudt va/hodc cép phép (néu NRA
cung cap); va

(d) mé té chi tiét vé sw thay déi ma khéng coé div
ligu hé trg.

AP " . . s >>> Thuc té viéc céng nhan 1 phan hau hét
>>> Thuwc te dé cong nhan hoan toan can co sw

s 3 cdac nworc (chuyén gia) dang ap dung tron
twong dong vé nang Ilwc va chuyén mén...(vi du d6 c6 VN (chuyen gia) 2 g

cdc nworc trong khu viec EMA...)




QUY TR]NH THAM DINH NHANH TLTK: WHO TRS 993 (PL1)/EMA/FDA

RESEARCH AND EARLY DEVELOPMENT
Boston, USA

Khéng cé su tuwong ddng vé nang luc va chuyén mén gitra cac NRA (s);
HO so chia sé&, nop bi cat xén khong day du nhuw ndp & EMA/FDA...

H6 so khong cap nhat dit lieu theo thoi gian ndp tai nuwdc nhap khau vac
xin/sinh pham

Chua duoc dao tao, tdp hudn cach thirc tham dinh cu thé cho nhitng hd so
dang thdm dinh nhanh nhu thé nao???

VN ciling chua chinh thirc tham gia vao cac mang lugi chung dé duoc chia sé,
cong nhan céc két qua...

Kinh phi han hep nén cling chua thudng xuyén cé cac budi hop thudng nién
gilta cac chuyén gia, NSX va NRA trong va ngoai nudc dé chia sé kinh nghiém,
cach thire chuan bj hd so, tham dinh nhanh...

Cac 16i khac vé chuan bi ho so khi ndép ctia NSX: PL sai, dit liéu ndp chuwa phan
loai rd theo tirng thay déi...



WHO TRS 993, PHU LUC IV

Nhiéu thay déi trong 1 hé so’ (Multiple changes or grouping of variations)
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CACH THUC HIEN (EMA) QUY TRINH

DINH NGHIA

* Nhiéu thay déi lién quan, bao gém viéc két + Doi véi nhiéu thay déi cua cling
mét giay phép Iwu hanh:
N&p mét hd so' duy nhét cé thé bao
gdm tat ca cac thay dbi do, mién 1a
céc thay ddi lién quan thudc mot
trong cac trwdng hop duorc liét ké
trong Phu luc lII.

* Phé duyét trudc
hop nhiéu thay dé&i riéng 1é, cé thé duwoc ndp Prior approval

trong cung mot ho s0.
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Lo Nhiéu thay ddi I6n hodc trung binh vé chat |
! luwgng cla cling mét vac-xin/SP c6 thé duoc '
N N N ~, X N . 1

' nop trong mét ho so duy nhat, mién la cac
o x 1

\ thay d6i dé c6 lién quan va/hoac dwgc ho 1
1 1
! tro’ boi cing mot thong tin. Nhitng thay d6i !
! nhd vé chat luvgng da duoc thuc hién trude |
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1

For several variations of the same marketing
authorisation:

A single submission may cover all such
variations provided that the variations
concerned fall within one of the cases listed in
Annex Il

dé va lién quan dén mét thay déi trung binh
hodc I&n vé chat lwgng nén dugc dua vao
trong hb so cho thay dé&i trung binh hodc Ién
vé chat luong do.

https://eur-lex.europa.eu/legal-
content/EN/TXT/HTML/?uri=CELEX:02008R12
34-20250101#B-12

Muitiple related changes, involving various combinations of individual
changes, may be submitted in the same supplement.

Muiltiple major or moderate quality changes for the same vaccine
may be filed in a single submission provided that the changes are
related and/ or supported by the same information. Minor quality
changes that were implemented previously and that are related to a

moderate or major quality change should be included in the ) N
_ _ supplement for the moderate or major qualitychange _ _ _ _ ____ ' L_________________________________1  mmmem———--- Chi tiét vé phan loai theo WHO



Cac loi thworng gip khi ndp ho so tir phia NSX

A\

Muc D (form 4C): S3p xép chua dung th tu thay d6i chinh, phu, ly do TP chua ré/khép...

A\

Nhoéi nhét qud nhiéu thay d6i khong lién quan gi vao chung 1 [an ndp.

> Muc P (form 4C): Danh muc di¥ liéu minh chirng di kém khdéng tach bach cho tirng thay d6i & thi€u cd dau
muc/dit liéu theo quy dinh (phé duyét cia NRA(s); thei gian dw kién ap dung)...

» Muc tai liéu dinh kem:
% Khoéng phan chia theo tirng ndi dung xin thay dai.
+* Phu luc dit liéu di kém khong cé chu thich ndi dung bén trong...
% D& nguyén khong dich sang tiéng viét/anh.
«* DU liéu khong update;

o
% ...



KHO KHAN BAT CAP TRONG QUA TRINH
PHAN LOAI VA THAM PINH HO SO TPBS

« Cac huéng dan khéng bao pha hét dwoc tinh hudng
thuc té
« Cac hwong dan ghi chung chung




KHO KHAN BAT CAP TRONG QUA TRINH PHAN LOAI VA THAM DPINH HO SO TPBS

Thuc té
Cac tinh hubng
thuc té

v

Nghi dinh/
Thong tu/
Hudng dan

Cac tinh huéng c6 trong
hudng dan hién hanh
(pho bién)

v

GIAl PHAP

Tuy theo cach thirc gidi thich cia NSX + kinh nghiém
vé Iinh vie cling nhu kinh nghiém vé tham dinh HS
ma 1 s8 tinh hudng, trvdng hop cu thé s& khdng yéu
cau thém; 1 s6 thi s& yéu cau cung cap thém cdc minh
chirng khac dé kiém chirng, thay thé; ...

Can c6 thém nhirng chia sé, kinh nghiém tir cidc nwdc
(cdc NSX, chuyén gia, NRA)

NRA cdc nwdc can thudng xuyén ngdi vdi nhau hoac
céc nwdc ty t8 chire céc cude hop trao d6i, thdng nhat
cac vudng mac trong chuan bi HS DKM hay HS TDBS
gitta NRA, chuyén gia va NSX |a rat can thiét

Giup thdo g& cac khé khan, vwdng mac thue t€, Théng nhat quan diém, cach thirc tham dinh, yéu cau
=> Nhanh chéng rat ngan thoi gian phé duyét dé NSX nhanh chéng dwoc 4p dung cac TDBS nay vi hau hét TPBS déu

mang tinh tich cuc



DE XUAT, KIEN NGHI

« Puoc WHO/cac tb chire qudc té dao tao, tap huan cach thirc chuan bi, tham dinh cu thé
cho nhirng hd so dang thdm dinh nhanh: Cho cé chuyén gia va NSX.

« PDwoc WHO mdi tham gia vao cac mang ludi chung dé duoc chia sé, cdng nhan cac két
qua cla cac NRA(s).

« WHO tb chirc cac budi hdi thdo dinh ky theo 2 nam/lan chia sé nhirng kho khan, vwdng
mac cho cac nudc, cach thirc xi ly cac tinh hudng méi ngoai cac Hwéng dan hién
hanh... cho cd NSX va chuyén gia cac nudc trén thé gioi.



Thank you

for attending the training course




