Phu luc |

DANH MUC DUQC CHAT PHAI BAO CAO THU
TUONG PUONG SINH HQC KHI PANG KY LUU HANH THUOC
Danh muc cac dugc chat yéu cau phai bao céo thir twong duong sinh hoc
khi dang ky luu hanh thudc dugc quy dinh tai Phu luc nay gém cac dugc chat
dugc lya chon theo cac nguyén tic, tiéu chi quy dinh tai Diéu 6 Thong tu nay, cu
thé nhu sau:

STT Tén duoc chat
1 Amlodipin
2 Azithromycin
3 Carbamazepin
4 Cefixim
5 Cefuroxim Axetil
6 Clarithromycin
7 Glibenclamid
8 Gliclazid
9 Metformin
10 Metoprolol
11 Nifedipin
12 Rifampicin
13 Amoxicilin + acid clavulanic
14 Carvedilol
15 Cefpodoxim
16 Ezetimibe
17 Irbesartan
18 Itraconazol
19 Risperidon
20 Rosuvastatin
21 Simvastatin
22 Sulpirid
23 Sultamicillin
24 Telmisartan
25 Valproat natri
26 Fenofibrat




Phu luc 11
DANH MUC THUOC POI CHUNG DUNG TRONG THU TUONG PUONG

Amlodipin 5 mg)

SINH HOQC
STT | Ténduge Thudc doi chirng
chat .
) ) Nha sin xuat @ (Nuwéc sin
Dang bao ché - Ham lwgng | So dang ky xuat/ Nwéc cap phép luu
hanh) @
Amlor - Vién nén 10mg VN-9795-10 Pfizer (Australia) Pty., Ltd.-
Australia
Amlor - Vién nén 5mg VN-9794-10
Amlor - Vién nang 10mg VN-7937-09 Pfizer PGM- France
1 Amlodipin | Amlor - Vién nén 5mg VN-19717-16 Pfizer Australia Pty., Ltd.-
Australia
Amlo r- Vién nang 5mg VN-10465-10 Fareva Amboise- France
Amlor - Vién nang ctrng 5mg | VN-20049-16 Fareva Amboise-France
Amlor - Vién nén 5mg VN-21936-19 Pfizer Pharmaceuticals LLC-
USA
Exforge - Vién nén bao phim Novartis Farmaceutica S.A.
Amlodipine 5mg, Valsartan | VN-16344-13 N
Amlodipine éO P J Tay Ban Nha
y mg)
(dudi  dang
Amlodipine | Exforge- Vién nén bao phim Novartis Farmaceutica S.A.
2 besylate) + | (Amlodipine 10mg, Valsartan | VN-16342-13 X
Valsartan 160 mg) Tay Ban Nha
Exforge - Vién nén bao phim | \/N-16343-13 Novartis Pharmaceutica S.A,
(Amlodipine 5 mg, Valsartan
160 mg) Tay Ban Nha
M/s Cipla Ltd (Pong gbéi va
. . xuit  xuong:  Boehringer
T_I\_N ?/ns_,ta . ) gglen nen Ingelheim Pharma
(Telmisartan Mg GMbH&Co.KG)
Amlodipin 5 mg) VN-16590-13
Plot No L-139 to L-146, Verna
Industrial Estate, Verna-Goa,
Telmisartan Ir}dia ’(Dja chi co so dong goi
+ va xuat xudng: Binger Str. 173
3 Amlodipin 55216 Ingelheim am Rhein,
buc)
M/s Cipla Ltd (Pong go6i va
Xuit  xuong:  Boehringer
Twynsta- Vién nén | \VVN-16589-13 Ingelheim Pharma
(Telmisartan 40 mg; GmbH&Co.KG)

Plot No L-139 to L-146, Verna
Industrial Estate, Verna-Goa,
India (Pia chi co s¢ dong goi




va xuat xuong: Binger Str. 173
55216 Ingelheim am Rhein,
buc)

Amlodipin
(dudi  dang
Amlodipine
besylate) +
Valsartan +
Hydrochlor
othiazid

Exforge HCT
10mg/160mg/12.5mg - Vién
nén bao phim (Amlodipin
(dudi dang  Amlodipine
besylate) 10 mg; Valsartan
160 mg; Hydrochlorothiazid
12,5 mg)

VN-18037-14

Novartis Pharma Stein AG,
Thuy si

Exforge HCT
10mg/320mg/25mg - Vién
nén bao phim (Amlodipin
(duéi  dang  Amlodipine
besylate) 10 mg; Valsartan
320 mg; Hydrochlorothiazid
25 mQ)

VN-18038-14

Novartis Pharma Stein AG,
Thuy si

Exforge HCT
5mg/160mg/12,5mg - Vién
nén bao phim Vién nén bao
phim (Amlodipin (dudi dang
Amlodipine besylate) 5 mg;
Valsartan 160 mg;
Hydrochlorothiazid 12,5 mg)

VN-18039-14

Novartis Pharma Stein AG,
Thuy si

Azithromyc
in

Zitromax - Vién nén bao phim
250mg

VN-21931-19

Zitromax - Bot pha hon dich
uong 200mg/5ml

VN-21930-19

Zitromax - Vién nén bao phim
500mg

VN-20845-17

Haupt Pharma Latina S.r.l-
Italy

Zithromax - Vién nang cung
250mg

VN-18403-14

Pfizer (Australia) Pty., Ltd-
Australia

Carbamazep
in

Tegretol 200 - Vién nén

200mg

VN-18397-14

Tegretol CR 200 - Vién néen
bao phim giai phong c6 kiém
soat 200mg

VN-18777-15

Norvatis Pharma S.p.A-ltaly

Cefixim

Oroken” - Vién nén bao phim
200mg; Bot pha hon dich
ubng 40mg/5ml va
100mg/5ml ; Cém pha hén
dich uéng 40mg va 100mg
(luu hanh tai Phép)

Sanofi Aventist® (cha s& hitu)

Co s& san xuit: SC Zentiva
SA, Romania.




Suprax” - Vién nén bao phim
200mg (luu hanh tai Anh)

Sanofi Aventist® (chu sé hiru)

Co s& san xuit: SC Zentiva
SA, Romania.

Zinnat Suspension - Cém pha

hdn dich 125mg (dang géi va | VN-20513-17
dang lo)
Zinnat Suspension - Cém pha
hon dich 125mg (dang goi va | VN-9663-10
- dang lo)
8 g;;‘tu”rOXIm Zinnat - Vién nén bao phim Glaxo Operation UK Ltd- UK
PRIM | \/N-21285-18
125mg
Z!nnat tabl_ets 250mg - Vién VN-19963-16
nén bao phim 250mg
Zinnat tablets 500mg - Vién | |\ 5o=14 17
nén bao phim 500mg
KJaud - Com pha hon dich VN-16101-13 PT _Abbott Indonesia-
uong 125mg/5ml Indonesia
Klacid Forte - Vién nén bao ||\ 51160-18
phim 500mg )
: I i Abbvie S.r.1- Italy
Klacid - Vién nén bao phim VN-21357-18
250mg
. Klacid MR - Vién nén phong .
9 E:ilnarlthromy thich kéo dai 500mg VN-21161-18 Abbvie S.r.I- Italy
Klgc;ld 250mg - Vién nen bao VN-20360-17 Aesica Queenborough Limited-
phim 250mg UK
Klacid MR - Vién nén giai | VN-19547-16 Aesica Queenborough Limited-
phong hoat chat bién doi UK
500mg
Klacid Forte - Vién nén bao | VN-19546-16 Aesica Queenborough Limited-
phim 500 mg UK
Daonil 5mg* - Vién nén 5mg Sar)ofl Winthrop  Industrie,
Phéap
Diabeta” - Vién nén 1,25 mg Sanofi aventis US LLC®
Diabeta” - Vién nén 2,5 mg Sanofi aventis US LLC®
1o | Glibenclami Diabeta” - Vién nén 5 mg Sanofi aventis US LLC®
d -
Glyburide” - Vién nén 5 mg [?I_\/Da(z) Pharmaceutical - Co
Glynase” - Vién nén 6 mg Pfizer INC®
Glynase” - Vién nén 3 mg Pfizer INC®
Glynase” - Vién nén 1,5 mg Pfizer INC@
o Diamicron - Vién nén 80mg VN-15520-12 Les _Laboratowes Servier
11 Gliclazid Industrie-France
Diamicron MR 60mg - Vién | VN-20796-17 Les  Laboratoires  Servier




nén phong thich c6 kiem soat
60mg

Industrie- France

Diamicron MR - Vién nén
phéng thich cé kiém soéat
30mg

VN-20549-17

Les Laboratoires Servier

Industrie- France

Diamicron MR 60 - Vién giai
phdng kéo dai 60mg

VN-13764-11

Les Laboratoires Servier

Industrie- France

Diamicron MRW - Vién nén
giai phong co kiém soat 30mg

VN-12558-11

Les Laboratoires Servier

Industrie- France

12

Merformin

Glucophage - Vién nén bao
phim 500mg

VN-21993-18

Glucophage - Vién nén bao
phim 850mg

VN-21908-19

Glucophage - Vién nén bao
phim bé dugc 1000mg

VN-16517-13

Glucophage XR 500mg -
Vién phéng thich kéo dai
500mg

VN-22170-19

Glucophage XR 750mg -
Vién phong thich kéo dai
750mg

VN-15546-12

Glucophage XR 1000mg -
Vién phéng thich kéo dai
1000mg

VN-15545-12

Merck Sante s.a.s- France

13

Metformin
+
Glibenclami
d

Glucovance 500mg/2,5mg —
Vien  nén  bao  phim
(Metformin ~ (dudi  dang
Metformin hydrochlorid) 500
mg; Glibenclamid 2,5 mg)

VN-20022-16

Merck Sante s.a.s, France

Glucovance 500mg/smg -
Vién  nén bao  phim
(Metformin ~ (dudi  dang
Metformin hydrochlorid) 500
mg; Glibenclamid 5 mg)

VN-20023-16

Merck Sante s.a.s, France

14

Vildagliptin
+
Metformin

Galus Met 50mg/1000mg

VN-19291-15

Novartis Pharma Produktions
GmbH, buc

Galvus Met 50mg/500mg

VN-19295-15

Novartis Pharma Stein AG,
Thuy si

Galvus Met 50mg/850mg

VN-19293-15

Novartis Pharma Produktions
GmbH, buc

15

Sitagliptin+
Metformin

Janumet XR 50mg/1000mg —
Vién nén bao phim giai phong
cham (Sitagliptin 50 mg;
Metformin 1000 mg)

VN-20572-17

MSD International GmbH
(Puerto Rico Branch) LLC,
Puerto Rico




Janumet XR 100mg/1000mg | VN-20571-17 )
Vién nén bao phim giai phdng MSD Irlternatlonal GmbH
cham (Sitagliptin 50 mg; (Puerto Rico Branch) LLC,
Metformin 1000 mg) Puerto Rico
. AstraZeneca  Pharmaceutical
Betaloc- Vién nén 50mg VN-17245-13 Co., Ltd- China
16 Metoprolol | Betaloc Zok 50mg- Vién nén | VN-17244-13 AstraZeneca AB- Sweden
phong thich kéo dai 50mg
Betaloc Zok 25mg- Vién nén | VN-17243-13 AstraZeneca AB- Sweden
phdng thich kéo dai 25mg
A A Catalent Germany Eberbach
Adalat- Vién nang mém 10mg | VN-20389-17 GmbH- Germany
Adalat retard- Vién nén bao | VN-20387-17 Bayer Pharma AG- Germany
phim tac dung cham 20mg
e i Adalat LA 60mg- Vién nen | VN-20386-17 Bayer Pharma AG- Germany
17 Nifedipin . P
phdng thich kéo dai 60mg
Adalat LA 30mg- Vién nen | VN-20385-17 Bayer Pharma AG- Germany
phdng thich kéo dai 30mg
Adalat LA 20- Vién nen | VN-15727-12 Bayer Schering Pharma AG-
phdng thich kéo dai 20mg Germany
Rimactane™~  vién  nang -
(150mg, 300mg) Novatis; Sandoz
Rifadin “- Vién nang (150mg; Sanofi- Aventis
) o 300mg)
18 Rifampicin A Vi
ifampicin’- ién  nang Nei
(150mg; 300mg) Sandoz- Neitherland
Rifadin® — Hon dich udng . .
100mg/ 5ml Sanofi- Aventis
Augmentin 625mg - Vién nén
bao phim (Amoxicillin 500mg | VN-20169-16
& Acid clavulanic 125mg) SmithKline Beecham
Augmentin 1g- Vién nén bao Pharmaceuticals- UK
phim (Amoxicillin 875mg & | VN-20517-17
Acid clavulanic 125mg)
Amoxicillin | Augmentin- Bot pha hon dich
19 ~ | uong (Amoxicillin 500mg & | VN-16487-13
+ Acid | Acid clavulanic 62,5mg)
clavulanic . _
Aygmentln- B4t pha hon dich
uong (Amoxicillin 250 mg & | VN-17444-13 Glaxo Wellcome Production-
Acid clavulanic 31,25mg) France
Augmentin SR-Vién néen bao
phim phéng thich kéo dai i )
(Amoxicillin 100 mg/ Acid | YN-13130-11
clavulanic 62,5 mgq)
20 Carvedilol | Dilatrend- Vién nén 6,25mg VN-11871-11 Roche S.p.A-ltaly




Dilatrend- Vién nén 12,5mg VN-11872-11
Dilatrend- Vién nén 25mg VN-11873-11
® _ - A e . - - _
Orelox' 100mg- Vién nen VN-19454-15 Sanofi Winthrop Industries
bao phim 100mg France
21 Cefpodoxim
Orelox 40 mg/ 5”;' granules Laboratories Aventis, France®.
for oral suspension
MSD International GmbH
22 Ezetimibe Ezetrol - Vién nén 10mg VN-19709-16 (Puerto Rico Branch) LLC-
Puerto Rico
Vytorin 10/10 - Vién nén MSD International ~ GmbH
Dohme (Australia) Pty. Ltd.),
Singapore
o MSD International GmbH
E_ZEtlmlbe_+ Vytorin 10/20 - Vién nen (Singapore Branch) (Co so
23 Simvastatin | (Ezetimibe 10 mg; | VN-17526-13 dong go6i: Merck Sharp &
g
Simvastatin 20 mg) Dohme (Australia) Pty. Ltd.),
Singapore
MSD International GmbH
Vytorin 10/40 - Vién nén (Singapore Branch) (Co s&
(Ezetimibe 10 mg; | VN-17527-13 dong go6i: Merck Sharp &
Simvastatin 40 mg) Dohme (Australia) Pty. Ltd.),
Singapore
Aprovel- Vién nén bao phim Sanofi  Winthrop  Industrie-
150mg VN-16719-13 France
24 Irbesartan A - Vién nén b hi Sanofi Winth ndustri
provel- Vién nén bao phim i ) anofi inthrop  Industrie-
300mg VN-16720-13 France
Coaprovel vién nén bao phim i . .
(Irbesartan 150 mg; | VN-16721-13 ﬁ?::gé Winthrop  Industrie,
Hydrochlorothiazid 12,5mgQ)
Irbesartan +
Hydrochlor "coAprovel vién nén bao phim . . .
25 | othiazid (Irbesartan 300 mg: | VN-17392-13 ﬁ?::gé Winthrop  Industrie,
Hydrochlorothiazid 12,5mg)
CoAprovel vién nén bao phim | YN-117393-13 ianofi Winthrop  Industrie,
rance

(Irbesartan 300 mg;




Hydrochlorothiazid 25mg)

Sporal- Vién nang cung Olic  (Thailand)  Limited-
25 Itraconazol 100mg VN-20785-17 Thailand
?lsperdal- Vién nén bao phim VN-19987-16
mg
26 Risperidon Risoerdal Vien nén bao o Janssen Cilag S.p.A- Italy
2|sper al- Vién nén bao phim | |\ 1200, 16
mg
Crestor- Vién nén bao phim Co s& san Xuat:
VN-19786-16 .
smg IPR  Pharmaceuticals INC-
_ — - USA
- EosuvaStatl (1:5(rens;or Vién nén bao phim VN-18150-14 Co s& dong goi:
AstraZeneca UK Limited -
Crestor- Vién nén bao phim UK.
20mg VN-18151-14
Zocor 10- Vién nén bao phim
10mg VN-21067-18
28 Simvastatin Zocor 20- Vién nén bao phim VN-20183-17 Merck Sharp & Dohme Ltd.-
20mg UK
Zocor 40- Vién nén bao phim
40mg VN-19265-15
. Dogmatil 50 mg- Vién nang | VN-17394-13 Sanofi  Winthrop  Industrie-
29 Sulpirid .
cung 50mg France
o ;J7n5a§]yn- Vién nén bao phim VN-14306-11 |
30 Sultamicilli 9 Haupt Pharma Latina S.r.l-
n Unasyn- Vién nén bao phim Italy
750mg VN-20844-17
Micardis- Vién nén 40mg VN-18820-15
. Boehringer Ingelheim Pharma
31 Telmisartan o GmbH & Co. KG- Germany
Micardis- Vién nén 80mg VN-18821-15
32 ?}/aatlr?roat Depakote 500 mg VN3-103-18 Sanofi Aventis S.A.- Spain
\’\/la'l“i o+ Depakine chrono — Vién nén Sanofi A < Industri
alproate . , L anofi nventis  Industrie,
33 Acig bao phim phong thich kéo dai | VN-16477-13 Erance
Valproic chira Natri Valproate 333mg;

Acid Valproic 145mg



https://dichvucong.dav.gov.vn/congbothuoc/index
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Fenofibrat

Lipanthyl NT 145 mg - Vién

Co s& san xuat: Fournier
Laboratories Ireland Limited;

nén bao phim 145 mg VN-21162-18 Co s& déng goi va xuAt xuéng:
Recipharm Fontaine, France

Lipanthyl Supra 160 mg - . .

Vién nén bao phim 160 mg VN-15514-12 Recipharm Fontaine, France

Lipanthyl 200M — Vien nang VN-17205-13 Recipharm Fontaine, France

cung 200 mg

" Thudc phéat minh nay hién khong lwu hanh tai Viét Nam.
12 Théng tin vé nha san xuit, nudc san Xuat/ nude cip phép luu hanh cac thude ddi ching




Phu luc IIT

CAC PIEU KIEN BE DPUGQC AP DUNG POI VOI THUOC KHONG YEU
CAU THU'C HIEN THU TUONG PUONG SINH HOC IN VIVO

I. Thudc khong yéu ciu thwe hién thir twong dwong sinh hoc in vivo
doi véi cac cong thirc bao ché theo ty I¢:

1. Cac cong thirc bao ché theo ty 1€ 1a cac cong thurc bao ché ctia cac ham
lugng khéc nhau cua cung mét thude (c6 cung dang bao ché, dugc san xuat tai
cung moOt nha san xuat) dap ing cac dic€u kién sau:

a) Di vai thude & dang bao ché giai phong ngay: Cong thirc bao ché cua
cac ham luong khac nhau c6 cing cac thanh phan dugc chit va ta dugce (khong
tinh dén céc ta duoc bao, vo nang, t4 dugc tao mau, tao mui, cac chit bao quan
1a nhitng thanh phan khong c6 kha ning 1am thay d6i sinh kha dung cua thudc)
v6i cung ty 18 phdi hop gitta cac duge chit va cac ta duge nay hodc khi mot
dugc chat chiém mot ty 18 bang hodc thap hon 5% khdi lugng trong cong thic
thi tong luong céc ta dugc trong cong thirc cia cac ham lugng khac nhau 1a nhu
nhau hodc chi ¢6 lugng ta dugce don thay ddi theo su thay ddi ham luong duoc
chat con tong lugng cac ta duge con lai trong cong thue cua cac ham lugng khac
nhau 13 nhu nhau. Néu thudc 13 vién nén bao, khéi luong trong cong thirc dugce
tinh theo khdi lwong vién nhan. Néu thudc 1a vién nang, khéi lugng trong cong
thirc dugc tinh theo khéi luong thudc dong trong nang.

b) Béi véi thude ¢ dang bao ché bao tan trong rudt:

- Khi thudc 13 vién nén bao tan trong rudt: Cong thirc bao ché cua cac ham
luong khac nhau nay c6 cung cac thanh phan dugc chat va ta dugc (khong tinh
dén cac ta duoc tao mau, tao mui, cac chat bao quan 1a nhitng thanh phan khong
c¢6 kha nang lam thay doi sinh kha dung ctia thudc) véi cung ty 1é phdi hop gitra
cac dugc chat va cac ta duoc ndy hodc khi mot duoc chat chiém mot ty 16 bang
hodc thap hon 5% khéi lugng trong cong thire thi tong cac luong ta dugc trong
cong thirc vién nhan cta cac ham lugng khac nhau 1a nhu nhau va ty 1& khoi
luong mang bao khang acid/ dién tich bé mit vién giita cac vién c6 ham luong
khac nhau (mg/cm?) phai nhu nhau.

- Khi thudc 13 vién nang chira cac hat bao tan trong rudt: Cac ham luong
khac nhau str dung cung mot loai hat bao tan trong rudt (dugc san XUt tir cung
mot quy trinh san Xuét) va su khac nhau vé ham luong duoc chét trong nang dat
dugc bang cach didu chinh sé lwong (hay khéi luong) hat dong trong nang.

¢) Péi véi thude ¢ dang bao ché giai phong kéo dai:

- Céc ham luong khac nhau c6 cung co ché giai phong duoc chat va cong
thirc bao ché cua cac ham lugng khac nhau co6 cung cac thanh phan duoc chat va
ta dugc voi cung ty 1€ phdi hop gitra cac duoc chat va cac ta dugc nay hodc khi
mét duoc chat chiém mat ty 1& bang hodc thap hon 5% khéi lugng trong cong
thirc thi tong cac luong ta duge con lai trong cong thirc clia cac ham luong khéac
nhau 1a nhu nhau hoac chi c6 lugng ta dugc don thay ddi theo su thay d6i ham
lwong dugc chit con tong luong cac ta duoc con lai trong cong thirc ciia cac ham
lwong khac nhau 13 nhu nhau. Néu thudc 13 vién nén bao, khéi lugng trong cong



thitc duge tinh theo khdi luong vién nhan. Néu thudc 1a vién nang, khoi luong
trong cong thirc dugc tinh theo khoi lugng thuée dong trong nang.

- Khi thudc 12 vién nang chira cac hat giai phong kéo dai: Cac ham luong
khac nhau str dung ciing mot loai hat giai phong kéo dai (dwoc san xuit tir cling
mot quy trinh san xuét) va su khac nhau vé ham lugng duoc chét trong nang dat
dugc bang cach didu chinh sé lwong (hay khéi lwong) hat dong trong nang.

d) Péi vai thude & dang bao ché hé tri lidu qua da: Cac ham luong khac
nhau c6 cung cac thanh phﬁn duoc chit va ta dugce, su khac nhau vé ham lugng
ty 1€ véi su khac nhau vé dién tich bé mit co tac dung cua miéng dan, theo do
cac ham luong thap hon 13 cac phan dién tich nho hon cta ham luong cao nhit.

d) Béi voi thube co cong thire phdi hop cb dinh lidu: Cac didu kién dé cac
ham lugng khac nhau cua thude duge coi 1a co cong thirc bao ché theo ty 18 phai
dugc thoa man vai tit ca cac dugce chat co trong thudc, theo d6 khi xem xét doi
voi mdi duge chit, cac dugc chit con lai duge coi 1a cac thanh phﬁn ta duoc
trong cong thirc, trir khi cung cap dugc cac bang chimg khoa hoc chirng minh c6
thé chip nhan su khac nhau vé ty 1& phéi hop d6i véi cac duoc chat con lai nay.

2. Néu thudc dang xem xét co nhiéu ham luong va cac ham luong khac
nhau nay c6 cong thurc bao ché theo ty 1¢ nhu quy dinh tai khodn 1 muc nay, co
thé sir dung béo cdo thir twong duong sinh hoc ciia mot hodc hai ham luong
dugc cho 1a c6 nguy co khong dat twong duong sinh hoc nhat theo quy dinh tai
khoan 3 muc nay dé xem xét khong yéu cau thue hién thtr twong duong sinh hoc
in vivo cho cac ham luong con lai néu cac ham lugng khac nhau cta thude dap
g ca hai diéu kién sau:

a) Cac ham luong dé nghi khong yéu cau thyc hién nop bao cao thur trong
duong sinh hoc duoc san xuét theo cing mot quy trinh san xuat voi cac ham
luong dung trong nghién ctru twrong duong sinh hoc.

b) Biéu d6 hoa tan ctia cac ham luong dé ‘nghi khong thyc hién thir twong
duong sinh hoc in vivo phai trong dong voi biéu d6 hoa tan ctia mot trong cac
ham luong dung trong nghién ctru twong dwong sinh hoc (cin ctr vao phan trim
duogc chat dugc giai phong so voi ham luong trén nhin theo thoi gian).

3. Cac ham luong can phai bdo céo thir twong duong sinh hoc dé duoc
xem x¢ét khong yéu cau thuc hién thir trong duong sinh hoc in vivo cho cadc ham
luong con lai dugce lya chon nhu sau:

a) Dbi voi thude co duge dong hoc tuyén tinh (mirc d6 hip thu ting ty 18
theo liéu dung): Yéu cau bdo c&o thir twong dwong sinh hoc & mot ham luong,
thong thuong 12 ham luong cao nhat (trir trudng hop khong thé nghién ctru trén
ham luong cao nhét vi 1y do an toan hay dung nap thudc).

b) DBéi véi thude c6 duge dong hoc khong tuyén tinh:

- Khi mitc d6 héap thu thudc ting nhidu hon sy ting liéu dung trong
khoang liéu diéu tri, yéu cau bdo cdo thtr twrong duong sinh hoc & it nhat mot
ham lugng cao nhat.

- Khi mirc do hip thu thudc ting it hon su ting lidu dung trong khoang
liéu di€u tri ma nguyén nhan da biét khong phai do kha ning hoa tan kém cua



duoc chat ma do ¢6 hién tuong bao hoa cac chit van chuyén thudc vao té bao va
ca thudc thir va thude ddi ching déu khong co chira bat cir mot ta dugce nao cd
kha niang anh huéng dén nhu dong dudng tiéu hoa hoic protein van chuyén, yéu
cau bao cdo thir twong duong sinh hoc & ham luong thp nhat hodc mot ham
luong nam trong khoang lidu c¢6 dugc dong hoc tuyén tinh.

- Khi muc d6 hap thu thudc ting it hon sy ting lidu ding ma nguyén nhan
d3 biét 12 do kha ning hoa tan kém cua duoc chét, yéu cu bao céo thu tuong
duong sinh hoc ¢ hai ham luong gém ham luong cao nhit va hodc ham lugng
thap nhit hodc mdt ham lugng nam trong khoang lidu c6 duge dong hoc tuyén
tinh.

Tham khao Huéng dan tién hanh nghién ctu twong duong sinh hoc
ASEAN phién ban hién hanh, phan 3.6.1. Ham luong nghién ctru (Strength to be
investigated) dé can nhic cac trudng hop ngoai 18 khac c6 thé ap dung trong viéc
lya chon ham lugng bao céo thir trong duong sinh hoc dé dugc xem xét khong
yéu cau thuc hién nghién ctru twong dwong sinh hoc in vivo cho cac ham luong
con lai d6i voi timg trudong hop néu trén.

c¢) Céc truong hop dac biét:

- Pbi voi cac thude tiém bap/ tiém duéi da tao tai duy trir thude: Néu cac
ham luong khac nhau dat dugc chi do sy khac nhau téng thé tich thubc chira
trong mot don vi lidu (tong thé tich thude duoc tiém), c6 thé bao cao thir twong
duong sinh hoc ctia mot ham luong bat ky. Trong truong hop khong thé sir dung
cac liéu trong khoang diéu tri dé nghién ctru trén nguoi tinh nguyén khée manh
vi Iy do an toan, chap nhan bao céo thir tuong duong sinh hoc & liéu thap hon
lidu diéu tri.

- Pbi voi thude & dang bao ché bao tan trong rudt chira nhiéu tiéu don vi
la cac hat déng nhat: Néu cac ham luong khac nhau c6 chira cuing mot loai hat
bao tan trong rudt (dugc san xuat tir cing mot quy trinh san xuat) va c6 cong
thire bao ché theo ty 18: c¢6 thé bao cao thir twong duong sinh hoc & ham luong
cao nhat hodc ham luong duoc coi 1a c6 nguy co khong dat dugc tuong duong
sinh hoc nhit.

- P6i v6i thude ¢ dang bao ché giai phong kéo dai chira nhiéu tiéu don vi
la cac hat dé)ng nhat: Néu cac ham lugng khac nhau c6 chira cung mot loai hat
giai phong kéo dai (dugc san xuét tir cing mot quy trinh san xuat) va co cong
thire bao ché theo ty 18: c¢6 thé bao cdo thir twong duong sinh hoc & ham luong
cao nhat hodc ham luong duoc coi 1a c6 nguy co khong dat dugc tuong duong
sinh hoc nhat.

- Pbi voi cac thude cd yéu cau bao cao thir tuong duong sinh hoc ca khi
dung thudc trong tinh trang doi va khi dung thudc trong tinh trang no (nhu quy
dinh dbi voi cac thude giai phong kéo dai dung dudng udng) va cd duoc dong
hoc khéng tuyén tinh dan dén viéc phai bao céo thir tuong duwong sinh hoc & 02
ham lugng khac nhau dé dé nghi khong yéu cau thyc hién thtr twrong duong sinh
hoc In vivo cho cac ham lugng con lai, co thé chi bao cdo thir tuong duong sinh
hoc ca khi dung thudc trong tinh trang d6i va khi dung thudc trong tinh trang no
ctia mot ham lugng va dé nghi khong yéu cau thuc hién thi twong duong sinh
hoc in vivo hodc khi dung thubc & tinh trang d6i hodc khi dung thudc ¢ tinh



trang no cuia ham lugng con lai- tuy thudc vao tinh trang dung thudc nao duge
coi la kem nhay cam hon dé phat hién ra su khong twong duong giira thudc thir
va thudc d6i chimg. Tham khao quy dinh tai khoan 3 muc II Phy luc nay dé lya
chon tinh trang dung thudc niao dugc coi la kém nhay cam hon va dé nghi khong
yéu cau thyc hién nghién ciru twong duong sinh hoc in vivo & tinh trang dung
thudc nay cho ham luong con lai.

4. Cach thiét 1ap tinh tuong dong ctia biéu do hoa tan giita cac ham luong
dé nghi khong yéu cau thyc hién nghién ctru trong duong sinh hoc in vivo véi
ham luong ¢ béo cao thtr twong dwong sinh hoc cia thudc dang xem xét duoc
quy dinh tai Phu luc I. Phép thtr @6 hoa tan va sy tuong déng clia céac biéu d6
hoa tan- Hudng dan thuc hién nghién ctru twong duong sinh hoc ASEAN.

II. Khong yéu ciu thwe hién thir twong dwong sinh hoc in vivo dua
trén cach tiép can phan cuc:

1. Néu cac ham luong khac nhau ciia cung mét thude (c6 cing dang bao
ché, duoc san xuit tai cung mot nha san Xuét) khong déap ting céc diéu kién dé
ap dung khong yéu cau thuc hién nghién ctu twong dwong sinh hoc in vivo ddi
v6i cac cong thirc bao ché theo ty 18 quy dinh tai cac khoan 1 va khoan 2 muyc I
Phu luc nay vi mot trong hai 1y do sau:

- Cong thure bao ché cua cac ham luong khac nhau c6 cung cac thanh phan
duoc chat va ta dugc nhung ty 1€ phoi hop gitra cac thanh phan nay khong dap
ung quy dinh tai khoan 1 muc I Phu luc nay;

- Biéu d6 hoa tan giita cac ham luong dé nghi khong yéu cau thuc hién
nghién ctru twong duwong sinh hoc in vivo va ham lugng cé bao cao thur tuong
duong sinh hoc khong twong dong nhau, ¢ thé st dung bao cao thu tuwong
duong sinh hoc in vivo trén 02 ham luong dugc lya chon theo cach tiép can phan
cuc dé dé nghi khong yéu cu thuc hién nghién ctru tuong duong sinh hoc in
Vivo cho cac ham lugng con lai cua thude.

2. Néu thudc dang xem xét & dang bao ché giai phong keo dai hodc ¢ dang
bao ché bao tan trong rudt, dé nghi khong yéu cau thuc hién nghién ciru tuong
duong sinh hoc in vivo khi ap dung cach tiép can phan cuc chi duge xem xét khi
cac ham luong khac nhau cua thude cé cung co ché giai phong duoc chit va st
dung cung céc ta dugc c6 vai tro kiém soat giai phong duge chat trong cong thirc
(461 véi thude giai phong kéo dai) hodc co cung cac 10p bao kiém soat giai
phong dugc chat (d6i voi thude bao tan trong rudt).

3. Trong cac truong hop phai ¢ bao cdo thu twong duong sinh hoc ca khi
dung thudc trong tinh trang doi va khi dung thudc trong tinh trang no (nhu quy
dinh dbi v0i cac thudc giai phong bién doi dung duong udng), néu ap dung
khoéng yéu cau thyc hién nghién clru twong duong sinh hoc in vivo dua trén cach
tiép can phan cuc, c6 thé dé nghi khong yéu cau thyc hién nghién ciu tuong
duong sinh hoc in vivo hoic khi ding thudc & tinh trang d6i hosc khi dung thudc
¢ tinh trang no cua mot trong hai ham luong duoc lya chon dé nghién ctru- tuy
thudc vao tinh trang dung thudc nao duoc coi 1a kém nhay cam hon dé phat hién
ra su khong tuong duong gitra thudc thtr va thude di chimg, cu thé nhu sau:

a) Néu thong tin trong tom tat dic tinh san phém cta thude d6i chimg quy
dinh dung thuoc khi do1 hodc khong quan tdm dén tinh trang no hay doi khi



dung thude (c6 thé dung thude ca khi no va khi déi): tinh trang dung thude dugc
xem x¢ét khong yéu cau thuc hién nghién ctru twrong duong sinh hoc in vivo cho
mdt trong hai ham lugng 1a dung thudc khi no.

b) Néu thong tin trong tom tit dic tinh san pham cta thudc d6i chimg quy
dinh dung thudc khi no: tinh trang dung thudc duge xem xét khong yéu cau thuc
hién nghién ctru twong duong sinh hoc in vivo cho mot trong hai ham lugng la
dung thudc khi doi.

I11. Khong yéu ciu thuc hién thir twong dwong sinh hoc in vivo dua
trén hé thong phan loai sinh dwge hoc:

1. Cac thuoc generic bao ché & dang quy udc giai phong ngay dang ran
dung dudng udng co trong duong bao ché vai thude dbi chimg, cac thude phan
tan/ tan tai khoang miéng nhung khong c6 héap thu tai khoang miéng, c6 tuong
duong bao ché voi thude dbi chimg, co chira cac dugce chat d3 dugce chimg minh
1a c6 tinh tan tot va tinh tham t6t (thudc nhém I trong hé thong phan loai sinh
duoc hoc), khong nr?lm trong s6 cac dugc chit c6 khoang diéu tri hep s& duoc
xem xét khong yéu cau thyuc hién nghién ctru trong dwong sinh hoc in vivo khi
dang ky luu hanh thudc hodc khi dé nghi cong bd mot thude da duogc cap glay
dang ky luu hanh 1a thudc c¢6 chimg minh twong dwong sinh hoc néu cung cap
duogc cac bang ching sau:

a) Thudc dang xem xét c6 dac tinh hoa tan rit nhanh (hon 85% dugc chat
co trong mot don vi liéu dugce hoa tan trong cac moi truong co6 pH tir 1 dén 6,8
trong vong 15 phut), hoac

Thudc dang xem xét co dic tinh hoa tan nhanh (hon 85% dugc chat co
trong mot don vi liéu duoc hoa tan trong cac moi truong c6 pH tir 1 dén 6,8
trong vong 30 phut) va biéu do hoa tan cua thudc dang xem xét 13 twong tu biéu
d6 hoa tan cta thudc d6i ching trong cac moi truong da thr.

b) Péi véi cac ta duge da dugc biét rd 1a ¢ kha nang anh huong dén sinh
kha dung cua thudce (manitol, sorbitol, chét dién hoat...): Thanh phﬁn dinh tinh
va dinh luong cua cic ta duge ndy trong thude dang xem xét phai tuong tir trong
thudc d6i chimg.

¢) Céc ta dugc khac trong cong thic thude dang xem xét hoic twong tu vé
dinh tinh vé1 céc td duge dugce s dung trong cong thurc thude doi chig, hoac
tuong tu vé dinh tinh véi cac ta duge duoce st dung trong cong thirc mot thube
c6 twong duong bao ché vai thude dang xem xét da dugc phé duyét tai mot
trong cac nudc tham chiéu, hodc 1a cac ta duoc thong thudng da biét rd dic tinh
v6i luong str dung trong cong thirc nam trong khoang giéi han s dung thong
thuong phu hop vai dang bao ché cua thude dang xem xét.

2. Céac diéu kién dé dugc xem xét khong yéu cau thuc hién nghién ctu
tuong duong sinh hoc in vivo dua trén hé thong phéan loai sinh duoc hoc quy
dinh tai khoan 1 cia muc ndy ciing c6 thé duogc ap dung trong cac truong hop,
thay cho diéu kién co twong duong bao ché, thudc dang xem xet va thuoc d6i
chtng 1a cac thé phadm bao ché nhung chi khac nhau duy nhit vé dang mudi st
dung cua dugc chit- v6i diéu kién ca hai dang mudi st dung nay déu co tinh tan
t6t va tinh tham tdt (cting thudc nhom I trong hé thdng phan loai sinh dugc hoc).
Khéng ap dung khéng yéu cau thuc hién nghién ctiu twong dwong sinh hoc in



vivo theo hé théng phan loai sinh dugc hoc khi duoc chit st dung gitra thude
dang xem xét va thudc ddi chimg khac nhau vé dang ester, dang ether, dang
d6ng phan, hdn hop cac dong phan, dang phirc chat hay dang dan chat khéc.

3. P6i v6i thude c6 phdi hop cd dinh liu, c6 thé xem xét khong yéu cau
thuc hién nghién ciru twong dwong sinh hoc in vivo dya trén hé thong phan loai
sinh duoc hoc néu tat ca cac duoc chat trong cong thirc déu cé tinh tan tot va
tinh tham tét (cing thudc nhom I trong hé thdng phan loai sinh dugc hoc), cac ta
dugc trong cong thie thube dang xem xét dap ung cac quy dinh néu tai cac diém
b, ¢ khoan 1 muc nay va dic tinh hoa tan cta thuéc dang xem xét ddi véi timng
duogc chat co trong thude déu dap tmg cac quy dinh néu tai diém a khoan 1 muc
nay.

4. Céc thudc dat dudi ludi, thuée ngdm hip thu ngay tai khoang miéng va
cac thudc & dang bao ché giai phong bién d6i khong duge xem xét khong yéu
cau thuc hién nghién ctru twong duong sinh hoc in vivo dya trén hé théng phan
loai sinh duoc hoc.

5. Céc tiéu chi danh gia mot dugc chat co cac dic tinh tan t6t va tham tét
dugc quy dinh tai muc III. Dugc chit- Phu luc IIL. Khong yéu cau thyc hién thu
tuong duong in vivo dya trén hé thdng phan loai sinh dugc hoc- Hudéng dan tién
hanh nghién ctru twvong duong sinh hoc ASEAN phién ban hién hanh.

6. Céch danh gia dic tinh hoa tan cia thudc dang xem xét va thiét 1ap
tuong duong do hoa tan gitra thudc dang xem xét va thube dbi ching quy dinh
tai muc IV. Thudc thanh pham thudc Phy luc III. Khéng yéu cau thuc hién thu
tuong duong in vivo dua trén hé théng phan loai sinh duoc hoc - Huéng dn tién
hanh nghién ctru tuong duong sinh hoc ASEAN phién ban hi¢n hanh.

IV. Khong yéu ciu thuc hién thir twong dwong sinh hoc in vivo trong
trueong hop dia diém san xuit thudc dang xem xét khac dia diém san xuat
thudc thir ding trong nghién ciru twong dwong sinh hoc in vivo:

1. Su khac nhau vé dia diém san xuat nay la do:

- C6 sy thay doi nha san xut thude tir nha san xuét cua chi sé hiru thudc
sang mot nha san xuat mai theo hgp déng véi chu s hiru thude hodc thay doi tir
nha san xuét theo hop dong nay sang nha san xuat theo hop dong khéac cua chu
s& hiru thude, hodc

- C6 su thay doi giita cac dia diém san xuat khac nhau ctia cting nha san
Xuat.

2. b6i vé6i thude san xuat tai nudc ngoai: Ca thudc san xuat tai dia diém
san xuat cii va thuéc dang xem xét phai dugc mot trong cic co quan quan 1y
dugc thudc nhom Co quan quan 1y duoc chit ché (SRA) phé duyét dé Iuu hanh
tal nuoc so tai.

3. Thudc dang xem xét phai twong tu thudc san xuat tai dia diém cil vé:

- Cong thirc bao ché;

- Tiéu chuan chat lugng dugc chét, bao gém ca cac dic tinh vé chét lugng
ctia duoc chat da biét 1a c6 anh hudng dén sinh kha dung cua thube thanh pham;

- Tiéu chuén chét lugng cac ta duogc;



- Quy trinh san xuat thudc va cac quy trinh thao tac chuén;

- Loai trang thiét bi dung trong san xut thudc;

- Diéu kién mo6i trudng trong qua trinh san xuét thudc;

- Tiéu chuén chat lvgng thudc thanh pham.

4. Biéu d6 hoa tan cua thudc dang xem xét phai twong déng véi biéu dd
hoa tan cua thudc san xudt tai dia diém san xudt cii. Cach thiét 1ap tinh tuong
ddng cua biéu d6 hoa tan giita thudc dang xem xét véi thude san xuét tai dia
diém san xut cii quy dinh tai Phu luc 1. Phép thur d§ hoa tan va su tuong dé)ng
ctia cac biéu d6 hoa tan- Huéng din thyuc hién nghién ctru twong dwong sinh hoc
ASEAN.

5. Ngoai cac diéu kién néu trén, thudc ¢ dang bao ché giai phong bién dbi
phai thiét 1ap duoc twong quan in vivo- in vitro.

6. Mién cac diéu kién 4, 5 trong truong hop su khac nhau vé dia diém san
xuat chi lién quan dén mot hoac mot so cong doan gom dong géi so cap khdng
kém theo phan liéu thudc (vi du: dong goi so cap cac dang bao ché vién nén,
vién nang), kiém tra chat luong, xuat xuong 16 va dong géi thir cap.



Phu luc IV

CAC YEU CAU CU THE TRONG BAO CAO
THU TUONG DUONG SINH HQC THEO ,
PAC TINH GIAI PHONG DUQC CHAT VA PUONG DUNG THUOC
I. Thudc & dang bao ché giai phéng ngay

1. B4o céo thir trong duong sinh hoc phai phu hop véi Huéng dan tién
hanh nghién ctru twong duong sinh hoc ASEAN (ASEAN Guideline for the
conduct of bioequivalence studies) phién ban hién hanh hodc cic huéng dan ki
thuat twong duong khac cia EMA hoac US-FDA.

2. B6i voi cac thuoc dung duong uong:

2.1. Néu théng tin trong Tém tit dic tinh san phim cta thuc dbi chimg
c6 chi dan rd khuyén cdo chi ubng thudc trong tinh trang do6i hodc khong chi dan
rd phai udng thudc trong tinh trang d6i hay tinh trang no, yéu cau béo cao thu
tuong duong sinh hoc khi dung thudc trong tinh trang doi.

2.2. Néu thong tin trong Tom tat dic tinh san pham cia thuc dbi chimg
c6 chi dan ro khuyén cao chi udng thudc trong tinh trang no, yéu cau bdo cao
thir tuong duong sinh hoc khi dung thudc trong tinh trang no.

2.3. Truong hop thude cd cac dic tinh bao ché dic biét nhu hé phan tan
ran, vi nhil twong, néu thong tin trong Tom tit dic tinh san phdm cua thudc dbi
chung khong khuyén cao udng thudc trong tinh trang d6i hay tinh trang no (c6
thé dung thudc ca khi déi va khi no), yéu cau bao céo thir twong duong sinh hoc
khi dung thudc ca trong tinh trang d6i va trong tinh trang no.

3. DBdi vé6i cac thude phan tan/ tan trong khoang miéng:

3.1. Truong hop thudc dang xem xét co tuong duong bao ché voi thude
d6i chtng:

a) Khi thudc di chung co thé dugce dung theo ca hai cach cing véi nude
va khong ciung véi nude, yéu cau bao céo thir twong duong sinh hoc giita thube
thu khong dung cung nude va thudc d6i chimg khong dung cing nudc (1a diéu
kién dung thudc c6 nguy co khong dat duge twong duong sinh hoc nhiéu hon).

b) Khi thudc d6i chtng chi dung theo mot trong hai cach (cing véi nude
hoic khong cing v6i nudc), yéu cau bao cao thir nghién ctru twong duwong sinh
hoc gitra thudc thir duoc dung theo cach dung hodc cac cach ding dang ky voi
thudc dbi chimg dung theo dung cach dung cua thudc dbi chimg (Chap nhan
thudc dang xem xét ding ky nhiéu cach dung hon thudc d6i chimg véi diéu kién
phai ching minh dugc thudc dang xem xét twong duwong sinh hoc véi thude ddi
chirng khi duogc dung theo cac cach dung dang ky).

3.2. Tru’ong hop thubc dang xem xét dy dinh dé thay thé mot thude d6i
ching ¢ dang giai phong ngay quy udc dung duong ubng (thubc dang xem xét
1a thé pham bao ché cta thube ddi ching):

Yéu cau bao cao thir tuong duong sinh hoc gitta thude thir duge dung theo
ca hai cach dung cing véi nudc va khong cung voi nudc va thude déi ching
dung cing voi nudce hodc béo cdo thir tuong duong sinh hoc giita thube thir
khéng dung cung véi nude va thude dbi chimg dung cung véi nude.



IL. Thudc & dang bao ché giai phéng bién ddi

1. Thubc dang xem xét & dang bao ché giai phong bién ddi duoc thiét ké
vol muc dich dé dat dugc toc d0 phong thich dugc chat twong tu thude doi
chung:

1.1. B4o céo thir tuong duong sinh hoc phai phu hop véi Huéng dan danh
gia duoc dong hoc va 1am sang cac dang bao ché giai phong bién doi (Guideline
on the pharmacokinetic and clinical evaluation of modified release dosage
forms) ctia Hoi dong thuéc Chau Au (EMA) phién ban hién hanh- Phan Pang ky
bic cau ddi véi cac thude giai phong bién ddi tham chiéu theo mot thude giai
phong bién d6i d3 dugc luu hanh (Abridged application for modified release
forms reffering to a marketed modified release form).

1.2. Céc luu y dic biét khac gom:

a) Trir thudc & dang bao ché bao tan trong rudt, dbi véi cac thube & cac
dang bao ché giai phong bién doi con lai, bd sung thém bao cdo thur tuong
duong sinh hoc theo thiét ké da lidu khi két qua nghién ctru twong dwong sinh
hoc theo thiét ké don liéu cho thay thudc co tich liy (ty 16 AUC (0-t)/ AUC (0-
©) < 90%).

b) Khi thudc & dang bao ché giai phong bién d6i theo co ché giai phong
nhiéu pha (giai phong hai pha, giai phong theo nhip): Béo céo thir twrong duong
sinh hoc phai chimg minh duoc thudce thir twong dwong sinh hoc véi thude d6i
chtng & tat ca cac pha.

¢) Khi thuéc & dang bao ché giai phong bién do6i dung dudng ubng: Bao
cao thw twong dwong sinh hoc phai chimg minh dugce thudc thir twong duong
sinh hoc v6i thude doi chimg ca khi dung cac thudc nay trong tinh trang doi
cling nhu trong tinh trang no.

d) Khi thuéc & dang bao ché giai phong bién d6i 1a hé tri liéu qua da:
Ngoai bao cdo thir twong dwong sinh hoc giita thudc thir va thudc d6i chung,
phai bao cdo nghién ctru so sanh kha ndng bam dinh trén da, tinh kich tng tai
chd, tinh nhay cam 4nh sang gitta thudc thir va thude ddi chimg nham ching
minh thudc thir c6 kha niang bam dinh trén da twong duwong hodc t6t hon thude
d6i chimg va c6 tinh kich tng tai chd va nhay cam véi anh sang tuong duong
hoac thép hon thudc ddi chirng. Tham khao Phu luc I. Phép thtr d§ nhay cam va
tinh kich tmg cua hé tri liéu qua da (Appendix I. Sensitisation and irritation tets
for transdermal products) va Phu luc II. Phép thur tinh bam dinh in vivo
(Appendix 1. In vivo skin adhesion) trong Huéng dan danh gia duoc dong hoc
va lam sang cac dang bao ché giai phong bién doi ciia Hoi dong thudc Chau Au
dé thiét ké va thuc hién cac nghién ctru so sanh nay.

2. Thudc dang xem xét 1a thudc & dang bao ché giai phong bién doi co toc
d6 phong thich dugc chat khac thude dbi chung:

- Vi khong thé thiét 1ap duoc tuong duong sinh hoc gitra thudc dang xem
xét va thude d6i ching do ¢ su khac nhau vé toc d6 phong thich duogc chat,
thay cho bo céo thir twong duwong sinh hoc, yéu ciu bao cao nghién ciru duoc
dong hoc cua thube dang xem xét kém theo bao cao nghién ctru so sanh an toan
va hiéu qua trén 1am sang gitta thuc dang xem xét va thude d6i ching bao ché
¢ dang giai phong ngay.



- C4c bao cao nghién ctiru dugc dong hoc cua thue dang xem xét va bao
cao nghién ciru so sanh an toan va hiéu qua trén lam sang gitra thudc dang xem
xét va thude ddi chimg bao ché ¢ dang giai phong ngay phai phu hop voi Huong
dan danh gia dugc dong hoc va lam sang cac dang bao ché giai phong bién d6i
ctia Hoi dong thudc Chau Au phién ban hién hanh- Phan Pang ky thudc giai
phong bién ddi c6 tbe dd phong thich duoc chat khac thude da duoc luu hanh
(Application for modified release formulation of a drug that is authorized in a
formulation with a different release rate).



Phu luc V
YEU CAU CHUNG POI VOI BAO CAO THU TUONG PUONG PO
HOA TAN

1. Bao cao thur twong duong d6 hoa tan phai chimg minh duoc sy tuong
d6ng cta biéu d6 hoa tan gitra thudc thir va thude dbi chung trong cac diéu kién
thir nghiém xac dinh & it nhat 03 moi trudng hoa tan gom pH 1,2; pH 4,5 va pH
6,8. Truong hop khong cung cap di sé liéu thir nghiém & ca 03 méi truong hoa
tan ndy hodc cung cap sb liéu thr nghiém ¢ cac moi truong hoa tan co pH khac,
phai c6 thuyét minh vé su phil hop cta viéc bo bét moi trudng hoa tan hodc sir
dung moi trudong hoa tan ¢6 pH khéc trong thir nghiém.

2. Thanh phan ho so ctia mdt bao cdo thir trong dwong d6 hoa tan gdm:
a) bé cuong thir nghiém;
b) Béo cdo két qua thir nghiém, gom:

- Céc thong tin vé mau tht, diéu kién thir, phuong phap tht, thoi gian
thtr va no1 thuc hién.

- Céc bang s6 liéu,

- Céc biéu dd hoa tan,
- Phan tich thng ke,
- Bién luin két qua.

¢) Bao cdo tham dinh quy trinh phan tich dung trong thir nghiém (c6 kem
theo cac dir liéu quan tric gbc mang tinh dai dién cho két qua tham dinh).



Phu luc VI

QUY PINH VE CO LO SAN XUAT O QUY MO THU NGHIEM

C& 16 san xuat & quy mé thur nghiém, con goi 1a ¢& 16 pilot duoc xac dinh
cu thé nhu sau:

1. Cac thudc 1a vién nén/ vién nang giai phong ngay, vién nén/ vién nang
giai phong bién d6i: Téi thiéu 1/10 c& 16 san xuat dang ky hoac 100.000 don vi
lidu, tay thudc gia tri nao l6n hon. Truong hop ¢& 10 san Xuat déng ky nho hon
100.000 don vi liéu, c& 16 san xuat & quy md thtr nghiém phai bang ¢& 16 san
Xuat dang ky.

2. Céc thude bot, dung dich, hdn dich: Téi thiéu 1/10 ¢& 16 san xuat 16n
nhat dang ky.

3. Céc thudc tiém gom dung dich, bot/ bot dong kho pha dung dich tiém,
hon dich, nhii dich: Téi thiéu 1/10 ¢& 16 san xuét 16n nhat dang ky hoac 50 lit
(véi cac thudc dang long co thé tich trong 01 don vi dong goéi nho nhat Ién hon
2ml) va 30 lit (véi céc thudc dang long cé thé tich trong 01 don vi dong goi nho
nhat bang hoac nho hon 2ml), tiy thudc gid tri nao 16n hon. Truong hop dang ky
nhiéu quy cach dong goi vai cac thé tich trong 01 don vi dong goi khac nhau,
lya chon toi thiéu hozc 1/10 ¢& 16 san xuat 16n nhat dang ky hoac 50 lit, thy
thugc gia tri nao I6n hon.

4. Hé tri liéu qua da: Toi thiéu 1/10 c& 16 san xuat dang ky hoac 25.000
don vi, tuy thudc gia tri nao I6n hon.



Phu luc VII

CAC HUONG DAN KY THUAT THAM CHIEU ()

1. Huéng dan tién hanh nghién ctu tuong dwong sinh hoc ASEAN- Phién
ban 2015 (ASEAN Guideline for the conduct of bioequivalence studies).

2. Hudng dan ASEAN vé dang ky thay ddi cho cac dugc pham (ASEAN
Variation Guideline for Pharmaceutical Products)- Nam 2014.

3. Cac luu y chung d6i voi céc thir nghiém lam sang (General
Considerations for Clinical Trials- ICH Topic E8, CPMP/ICH/291/95).

4. Hudng dan thuc hanh 1am sang tét (Guideline for Good Clinical Practice-
(ICH E6 (R1), CPMP/ICH/135/95).

5. Nguyén tic thong ké cho céc thir nghiém 1am sang (Statistical Principles
for Clinical Trials- ICH E9, CPMP/ICH/363/96).

6. Hudng dan tham dinh quy trinh phan tich dich sinh hoc (Guideline on
Bioanalytical Method Validation- EMEA/CHPM/EWP/192217/2009).

7. Huéng dan danh gia 1am sang va dugc dong hoc cia cac dang bao ché
giai phéng bién d6i (Guideline on the Pharmacokinetic and Clinical
Evaluation of Modified Release Dosage Forms
(EMA/CPMP/EWP/280/96 Corrl).

8. Cac quy dinh ddi véi viéc dang ky thiét 1ap kha ning thay thé 1an nhau
cia cac dugc pham da ngudn (Multisource (generic) pharmaceutical
products: Guidelines on registration requirements to establish
interchangeability) —~WHO Technical Reports Series, No. 992, Annex 7
(2015).

9. USFDA: Huéng din phat trién thudc generic ddi véi cac san pham cu thé
(Product-Specific Guidances for Generic Drug Development)

10. USFDA: Huéng dan cho doanh nghiép: Nghién ctru tuong duong sinh
hoc & tinh trang no va sinh kha dung c6 anh hudng cia thuc an (Guidance
for Industry: Food-Effect Bioavailability and Fed Bioequivalence
Studies).

11.USFDA: Huéng din cho doanh nghiép: Cac cach tiép can théng ké dé
thiét 1ap tuong duong sinh hoc (Guidance for industry: Statistical
Approaches to Establishing Bioequivalence).

12.USFDA: Hu6ng dan cho doanh nghi¢p: Nang cd 16 va cac thay d6i sau
khi ph¢ duyét d01 vOi cac thuoc udng giai phong ngay dang ran- Céc tai
lidu can ndp vé hoa hoc, san xuat va kiém soat, thir d6 hoa tan in vitro va
thir twrong duong sinh hoc (SUPAC-IR).

13.USFDA: Hudng dan cho doanh nghiép: Nang co 16 va céac thay d01 sau
khi phé duyét 601 v6i cac thube udng giai phong bién d6i dang ran- Cac
tai liéu can ndp vé hod hoc, san xuét va kiém soat, thir 4 hoa tan in vitro
va thir trong duong sinh hoc (SUPAC-MR).

14.EMA: Huéng dan danh gia tuong dwong sinh hoc (Guideline on the
investigation of bioequivalence (European Medicines Agency, London,
20 January 2010, CPMP/EWWP/QWP/1401/98 Rev 1).

15. Hudng dan phan loai cia EMA vé thay d6i nho loai IA, thay d6i nho loai
IB va thay doi 16n loai 11,



16.ICH HARMONISED GUIDELINE: Huéng dan mién thir dua trén hé
thong phan loai dugc hoc (BIOPHARMACEUTICS CLASSIFICATION
SYSTEM-BASED BIOWAIVERS, Topic M9, 2019)

(*) Céac phién bdn méi nhdt ciia cdc hwéng ddn trén sé duoc tw déng cdp
nhdt dé ap dung thay thé cho phién bdn hién hanh dé cdp tai phu luc nay.



Phu luc VIII
- CAC BIEU MAU
BIEU MAU 01/BE

CAM KET VE SU TUONG TU GIUA THUOC PANG KY (*)
VA THUOC THU DUNG TRONG NGHIEN CUU

Kinh giti: Cuc Quan ly Dwec- Bd Y té (Viét Nam)

Chdng tdi gdom:

Co sé dang ky thudc ....(Tén ddy du theo gidy phép thanh Idp)

Dia chi tai.... (Dja chi ddy du theo gidy phép thanh lap).

~Vanha san xuét thude .......... (Tén day dii theo gidy to phap 1y ngp kem

ho so)

Dia chi tai...... (Dia chi ddy dui theo gidy to phap Iy ngp kém ho so)

cung cam két thudc thtr trong nghién ciru twong dwong sinh hoc/ thu
tuong duong do hoa tan sé ...(ma sé nghién cizu/ ma sé thi nghiém) thuc hién tai
....(tén va dia chi day di cua co sé noi nghién cirul phép thir dieoc tién hanh)
trong thoi gian tir ngay....thang....ndm dén ngdy....thang...nam...1a phu hop
dé dai dién cho thudc ding ky/ thuée dé nghi céng bo 1a thudc ¢d ching minh
tuong duong sinh hoc véi tén la...(tén thusc/ dang bao ché/ ham lwong cua
thusc), voi cac thdng tin cu thé nhu sau:

N6i dung so sanh Giong nhau @ | Khac nhau®

- Dia diém san xuat thuoc

- Cong thire bao ché cho 01 don vi liéu gom:

Thanh phan

Luong cac thanh phan

Tiéu chuan chat luong cac thanh phan

- Quy trinh san xuét thudc, bao gom ca
trang thiét bi dung trong san xuat.

- C0o 10 san xuat

Bang liét ké chi tiét cac sw khac nhau giira thudc thir dung trong
nghién ciru va thude dang xem xét thude ding ky/ thude dé nghi cong bo la
thuoc c6 chirng minh twong dwong sinh hoc?®

Thude thir | Thude dang ky/ Thude [
dung trong de nghi cong bo la Céc tai ligu
thudc ¢6 chimg minh kém theo®
tuong duong sinh hoc

No6i dung khac nhau
nghién ctiru

Pia diém san xuat




thudc

Codng thirc bao ghé cho
01 don vi liéu gom:

- Thanh phan

- Luong cac thanh
phan

- Tiéu chuin chit
luong cac thanh phan

Quy trinh san Xudt
thude (bao gdm ca
trang thiét bi dung
trong san xuat)

C& 16 san xuat®

(1) Tich “X” vao ngi dung phu hop )
(2) Ap dung khi c6 su khac nhau gia hai thuoc

(3) Liét ké cac tai liu nop kém ching minh si khac nhau giza thusc thir ding trong nghién
citu va thude ding ky khéng lam anh hwong dén tinh dai dién cho thude dang ky cua thuac thit.

(4): Khong yéu cau ngp kém céc tai ligu khi ca 16 cia thuac thir dung trong nghién citu tirong
dwong sinh hoC in Vivo so véi ¢é 16 cua thude dang xem xét dap g quy dinh tai Phy luc VII Théng tw

nay.

(*) Trong truong hop ap dung cho khodn 4 Piéu 8 Théng tw nay thi thuéc ding ky dwoc thay
bang thudc duwroc cap giay ching nhdn san pham diroc (CPP)

Chung t6i xin chiu hoan toan trach nhiém vé su trung thyuc cua céc thong

tin dugc cung cap trén.

Dai dién hgp phap cia co sé dang ky

(Ky tén- Béng ddu)

Ngay.....thang...... nam

Pai dién hop phap ciia nha sin xuit

(Ky tén- Béng ddu)



BIEU MAU 02/BE

PON PE NGHI KHONG THUC HIEN
THU TUONG PUONG SINH HQC IN VIVO

A. CHI TIET VE CO SO PANG KY VA CO SO SAN XUAT

Co sé ding ky: Co sé san xuat®:
Dia chi: bia chi:
B. NOI DUNG:

Dé nghi duoc &p dung quy dinh khong yéu cau thir twong dwong sinh hoc in
vivo thudce truong hop: (Tich vao 6 twong ung)

a) Thudc khong yéu cau thyc hién thir twong duong sinh hoc in
vivo doi vai cac cong thirc bao ché theo ty 1€

b) Thudc khong yéu cau thuc hién thir twong dwong sinh hoc in
Vvivo dua trén cach tiép can phan cuc

¢) Thudc khong yéu cau thyc hién thir twong duong sinh hoc in
Vivo dua trén hé théng phan loai sinh dugc hoc

d) Thudc khong yéu cau thuc hién thir twong duong sinh hoc in
vivo khi thude dang xem x¢ét dugc san xuét tai dia diém san xuét
khac dia diém san xuét thudc thir trong nghién ctru twong duong
sinh hoc in vivo

dé nop hd so dé nghi cap gidy dang ky luu hanh thudc/ hd so dé nghi céng bd
thudc da duoc cap gidy ding ky luu hanh 1a thude ¢ chang minh twong dwong
sinh hoc d6i véi thudc:

- Tén thubc: ....(tén thwong mai cua thusc)

- S6 gidy dang ky luu hanh: (néu 1a thude da duwoc cap gidy dang ky leu
hanh)

- Dang bao ché:
- Duoc chat/ ham lugng duoc chat trong 01 don vi liéu:

C. THONG TIN VE THUOC THU TRONG NGHIEN CUU TUONG
PUONG SINH HQC IN VIVO (Khi d@é nghi ap dung truong hop d)

- Tén thudc: (tén thuwong mai cua thuoc)

- S6 giay dang ky luu hanh®:

- Nha san xuat (liét k& cac nha san xudt tham gia vao quy trinh sdn xudt)

Tén Dia chi Vai tro




D. DANH MUC CAC TAI LIEU KEM THEO:
(kém theo bdn copy céng van dong y thay doi cua Cuc Quan Iy Diwgc doi Voi
thuée da dwoc cap gidy dang ky luu hanh)

P. CAM KET:

Chung t6i, co s& dang ky va co s san xuat thudc cung cam két da kiém tra,
ky dong dau vao nhitng phan c6 lién quan trong céc tai liéu nép kém theo don
nay va dam bao tinh trung thuc cuaa céc tai liéu da nép. Néu co su gia mao,
ching tdi xin chiu hoan toan trach nhiém va sé€ bi xur phat theo quy dinh cua
phap luat.

Ngay.... thang.....nam
Dai dién hop phap ciaa Dai dién hop phap ciaa

co’ s¢ dang ky thuoc co’ sé san xuat thuoc

(Ky tén truc tiép, ghi ré chirc danh, (Ky tén truc tiép, ghi ré chirc danh,
ho tén va déng dau) ho tén va déng ddu)

(1): Ghi tén nha san xudt/ cdc nha san xudt tham gia vao qud trinh san xudt ra dang bao ché doi véi
thuéc khéng vé khudn, nha san xudt ra dang bao ché va déng goi thir cap doi véi thuoc vé khudn.

(2): Ap dung trong trwong hop thudc thir dimg trong nghién citu tiwong dwong sinh hoc in vivo da
dige cong bo la thudc c6 ching minh twong dong sinh hoc.



BIEU MAU 03/BE

CAM KET VE NGUON GOC, XUAT XU THUOC POl CHUNG DA
DUNG TRONG NGHIEN CUU

Kinh giri: Cuc Quan ly Dwoc- B Y té (Viét Nam)

Chdng tdi gdom:

Co so dang ky thudc....(Tén ddy dui theo gidy phép thanh 1p)
Dia chi tai.... (Pia chi day du theo gidy phép thanh lap).

Va nha san xuat thuée .......... (Tén day di theo gidy to phap 1y ngp kém
hé s0)

Pia chi tai...... (Pia chi day i theo gidy to phap Iy nép kém ho so)

cung cam két vé tinh xé4c thuc cua céc théng tin sau lién quan dén thudc
d6i chung di dung trong nghién ctru twong dwong sinh hoc/ thir twong duwong do
hoa tan s6 ...(ma sé nghién cizu/ ma so ther nghiém) thuc hién tai ....(tén va dia
chi day dii ciia co sé noi nghién cirul phép thir duroc tién hanh) trong thoi gian
tir ngay....thang....ndm dén ngay....thang...nam...:

Noi dung Théng tin

Tén thudc

Co s0 san xuat (dia chi san xuat)

Mua tai nudc

SO 10 san xuat

Han dung

Tai liéu chimg minh kém theo (néu co)

Tai lidu kem theo (NEU CO)™: w..viviceeeeeeee e,

(*) Bdt bugc doi phai cé doi véi nghién cieu duroc thuc hién trude ngay Théng tie nay cé hiéu luc.

Chung t6i, co s& dang ky va co s& san xuat clng cam két:

Thudc ddi ching trén dugc van chuyén va bao quan theo dang diéu kién
bao quan caa thudc ghi trén nhan tir thoi diém mua dén thoi diém bat dau thuc
hién nghién cuu.

Chuing tdi xin chiu hoan toan trach nhiém vé sy trung thuc cua cac thdng
tin duoc cung cap trén. Néu co sy gia mao, chiing tdi xin chiu hoan toan trach
nhiém va s€ bi xur phat theo quy dinh cua phap luat

Ngay.....thang...... nam

Pai dién hop phap ciia co sé ding Pai dién hop phap ciia nha sin xuat

ky (Ky tén- Béng ddu)
(Ky tén- Péng ddu)



