(Ban hanh kém theo Cong vin sé 16493/QLD-CL ngay 25/8/2016 ciia Cuc Qudn Iy Duwgc)

PHU LUC 1. HO SO PE NGHI BO SUNG, GIAI TRINH

TT| Mahdso | Tén thude, SPK Ham lwgng, quy cach Co sé san xuit Thudc ddi chitng | Noi thir nghiém Y kién Té chuyén gia
1 |19/BE-16 [Levofloxacin Levofloxacin (dudi dang  [Cong ty TNHH lién doanh |Tavanic 500 mg  |Vién KN thude - Giai trinh va cung cép bang chimg thudc Tavanic dap ing
Stada 500 mg,  |Levofloxacin hemihydrat) |Stada Viét Nam, (Levofloxacin 500 [Tp. HCM yéu cau vé nguyén tic lya chon thude dbi ching;
VD-24565-16 500 mg, S6 40 Pai 16 Ty Do, KCN [ mg), Sanofi - B6 sung cach tinh ¢& mau nguoi tinh nguyén;
Hop 1 vix 7 vién, hop 2 vi |Viét Nam - Singapore, Winthrop - Levofloxaxin 1a dong phan L-isomer ctia ofloxacin, c6 tac
x 7 vién nén bao phim. Thuén An, Binh Duong Industrie, France dung cao hon nhiéu lan so v6i dang dong phan D-isomer va
dang racemic. Phuong phap phan tich chua thé hién kha
ning chon loc dic hidu ddi voi dong phan L (cac hudng dan
¢6 yéu cau), dé nghi giai trinh va cung cap bang chimng vé
tinh ddc hiéu ciia phuong phéap phan tich dbi véi duoc chit
Levofloxaxin;
- Gia tri Power cua nghién ctru < 80% chua dap tng vai yéu
cdu hién tai trong ding ky thubc (Power cia Cmax: 70%,
phwong phép n-Query + nTerim 2.0), dé nghi giai trinh;
- B6 sung cong thirc thude thir nghiém va thude ding ky.
2 |[23/BE-16 |Lamivudine Savi |Lamivudin 100mg Cong ty co phan dugc pham [Zeffix (vién nén  |Trung tim nghién |- B sung day du thong tin duge dong hoc ctia Lamivudin.
100 Hop 3 vix 10 vién, hop 1 |SaVi bao phim ctru va phat trién |- Giai trinh rd cach tinh ¢& mau ngudi tinh nguyén.
VD-21891-14 chai 250 vién nén bao phim [L6 Z.01-02-03a KCN trong [Lamivudin 100mg) [KHCN Dugc -
KCN Tan Thuan, phuong  |Glaxo Operations |Tdng cong ty
Tan Thuan DPong, Quan 7, |UK Ltd Duoc Viét Nam
Tp. HCM.
3 [24/BE-16 |Mypara 500 Paracetamol 500mg Cong ty c6 phan SPM Paracetamol Trung tim duoc 1y |- B6 sung tai lidu lién quan dén tinh phép 1y cuia co s thir
VD-21006-14 Hop 10 vi x 10 vién, chai L6 51, Puong s6 2, KCN  |Tablets BP 500mg |ldm sang Truong  |nghiém;

100 vién, chai 200 vién,
chai 500 vién nén bao phim

Tén Tao, quan Binh Tan,
Tp. HCM.

Bristol
Laboratories, Anh

DH Y Ha No¢i -
Cong ty CP nghién
ctru va kiém
nghiém thuéc AQP

- B sung quyét dinh chdp nhan nghién ctru cua Hoi dong
dao duc;

- B6 sung thong tin vé ¢& 16 thuong mai cua thude thir;

- Giai trinh v& viéc lwa chon thubc d6i ching déap tng yéu
cdu vé nguyén tc lya chon thudc dbi chimng;

- B sung két qua thir 46 hoa tan, so sanh twong duong do
hoa tan gitra thudc thir va thube ddi chimg;

- Bang ANOVA ciia bdo cdo két qua: sira "c4 thé" thanh "ca
thé (trinh ty)".




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
4 [305/BE-13 |Fudcefu 500mg, [Cefuroxim 500mg Cong ty ¢b phan dugc pham [Zinnat 500mg, Vién KN thudc  [Giai trinh vé néi rong ngudng CI 90% cho Cmax 75 -
VD-10336-10 Hop 1 vi, 2 vi, 3 vi, 6 vi, 10|Phuong Déng Glaxo Operations |Tp. HCM 133%:
vi, 30 vi, 50 vi x 10 vién; |L6 s6 7, duong s6 2, KON [UK Ltd Cong ty chi dé cap dén cac nghién ciru trude & Vién cho
Hop 2 vi, 4 vi, 6 vi, 10 vi, |Téan Tao A, quan Binh Téan, théy thudc ¢6 CV > 30% ma khong kém theo tai liéu chiing
30 vi, 50 vi x 5vién; Tp. H6 Chi Minh. minh. C& mau khong ding CV d¢ tinh.
Chai 30 vién, 60 vién, 100 Khong chép nhan giai trinh.
vién, 250 vién, 500 vién
bao phim.
5 |5317/2016 |Bdfglamic, Glibenclamid 5mg, Cong ty c6 phan duoc - Thudc SPK méi c¢6 cong thirc thay doi 16n so véi thude
VN-18704-13 Hop 5 vi x 20 vién nén TTBYT Binh Dinh SPK cii (tham khao US FDA SUPAC-IR, muc II1.C, Level
(Bidiphar); 3 change):
S6 498 Nguyén Thai Hoc, - P& nghi cung cip bang ching chimg minh sy thay doi ta
phuong Quang Trung, thanh duoc khong anh huéng dén sinh kha dung cta thude. Tham
phé Quy Nhon, tinh Binh khao hudng dan nghién ctru twong dwong sinh hoc ctia Chau
DPinh Au (Guidline on the investigation of bioequivalence -
European Medicines Agency).
- B6 sung tai liéu ching minh dugc chédt c6 twong quan
invitro - in vivo dé mién thir BE.
6 [22/BE-16 |Fegra 180, Fexofenadin HCI 180mg  |Cong ty co phan Telfast® HD Vién KN thudc - B6 sung thém thong tin duoc dong hoc cuia Fexofenadin;
VD-20324-13 Hop 1 vix 10 vién nén bao |Pymepharco 180mg Tp. HCM - B6 sung két qua thir twong duwong do hoa tan giira thude
phim 166-170 Nguyén Hug, Tp. thir va thude ddi chimg;
Tuy Hoa, Tinh Phu Yén - Giai trinh 1 cach tinh ¢& mau nguoi tinh nguyén;
- B6 sung dir liéu thim dinh vé anh hudng ctia nén miu va
d6 nhiém chéo.
- Giai trinh gia tri Power ctia nghién ctru thap theo ca 2
phuong phap (phuong phap n-Query + nTerim: Cmax: 24%,
AUCt: 50%; AUCoo: 49%; phuong phap WinNonlin: Cmax:
59%, AUCt: 76%; AUCco: 77%), chua dap tmg voi yéu cau
hién tai trong dang ky thudc.
7 |[348/BE/13 |Azithromycin Azithromycin dihydrat Cong ty ¢ phan Dugc Hau |Zitromax Vién KN thudc Giai trinh vé ndi rong ngudng CI 90% cho Cmax 75 -
200, tuong duong Azithromycin |Giang; (Azithromycin Tp. HCM 133%:
VD-7863-09 200mg; 288 Bis Nguyén Vian Clr,  [200mg/5ml) Cong ty chi dé cap dén cac nghién ciru trude & Vién cho
Hop 6 goi x 1,5g thude bot |Phuong An Hoa, Quan Ninh thiy thudc c6 CV > 30% ma khong kém theo tai lidu chimg
pha hdn dich ung Kiéu, Tp. Can Tho minh. C& mau ciing khong dung cong thic tinh toan ma van

chi néi theo huéng dan cia ASEAN.
Khoéng chip nhan giai trinh.




TT

M3 hd so

Tén thude, SPK

Ham lugng, quy cich

Co s& san xuit

Thudc dbi chimg

Noi thir nghiém

Y kién T6 chuyén gia

78/BE-15

Greenfixime 200,
VD-14112-11

Cefixim 200mg,
Hop 2 vi x 10 vién nang

Xi nghiép Dugc pham 150 -
Cong ty Dugc & TTBYT
Quan doi

112 Tran Hung Pao - Quan
1 - Thanh phd H6 Chi Minh

OROKEN®200mg
(Vién nén Cefixim
200mg)

Vién KN thube
T™W

- Thudc tht nghi¢m la Nimemax 200, VD-10879-10, da
duoc thdm dinh va yéu ciu bd sung tai Pgt 11 (Cong van $6
13530/QLD-CL ngay 23/7/2015), yéu ciu dbi chiéu cong
thirc thudc thir nghiém véi cong thirc trong hd so dang ky
thude.

- Cong thirc bao ché thude thir nghiém (Nimemax 200) do
cong ty cung cap trong hd so xin cong bd TDSH (trang
2/38) khac véi cong thirc cua Nimemax 200 va Greenfixime
200 trong ho so dang ky thudc;

- Pé nghi cung cip bang chimg chimg minh sy thay ddi ta
dugc khong anh huong dén sinh kha dung ctia thudc. Tham
khao huéng dan nghién ctru tuong dwong sinh hoc ctia Chau
Au (Guidline on the investigation of bioequivalence -
European Medicines Agency)




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
9 [1125/BD-12 [Ednyt 5mg, Enalapril maleate 5mg, Gedeon Richter Plc., H- Renitec 5mg, Biokinet GmbH |- B4 sung cong thirc bao ché cua thude thir nghiém va thude
VN-8704-09 Hop 3 vi x 10 vién nén 1103 Budapest, Gyomroi ut |laboratories Merck |Institute for dang ky;
19-21, Hungary Sharp & Dohme-  [biopharmaceutics |- B6 sung ban chap thuén ctua Hoi dong dao duc bang tiéng

Chibret, France

and
pharmakinetics

Anh, danh sach cac thanh vién Hoi déng;

- B6 sung ¢& 16 san xuat thudc thir nghiém (so véi ¢& 16 SX
theo ho so ding ky thude);

- Giai trinh vé han dung cuia thudc thir (trang 12 ghi HD la
07.1999, trang 35 ghi HD la 07.2002);

- Giai trinh vé viéc lya chon thudc d6i chung dap tng quy
dinh Thong tu 08;

- Giai trinh bao céo sai léch khong dé cap dén viéc xur 1y sai
1éch;

- B6 sung két qua tham dinh phan tich vi thay d6i khoang
tuyén tinh, két qua danh gia lai & cac khoang QC mdi; bo
sung két qua danh gia LOQ méi (0,39 ng/ml), két qua vé do
6n dinh ciia huyét twong & -20°C trong thoi gian dai, d6 6n
dinh mau sau xt 1y trong autosampler; bo sung sic ky do két
qua tham dinh phan tich;

- Bao c4o phén tich mau ngudi tinh nguyén: bd sung sic ky
d6 phan tich, danh sach cac SOP lién quan;

- B6 sung bang ty s6 cac thong s6 duoc dong hoc da chuyén
log cuia thudc thir, thude chimg trén timg ca thé;

- B6 sung bao céo phan tich thong ké: gia tri power, so sanh
Tmax theo phuong phap thong ké phi tham sd;

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 1a mot;

- B6 sung mdu gidy chap thuan tinh nguyén tham gia nghién
cuou;

- B6 sung céc chimg chi GCP/ GLP;




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
10 [1124/BE-12 [Ednyt 10mg Enalapril maleate 10mg  |Gedeon Richter Plc. Xanef 10mg, Biokinet GmbH |- B4 sung cong thirc bao ché cua thude thir nghiém va thude
VN-8703-09 Hop 3 vi x 10 vién nén H-1103 Budapest, Gyomroi |Merck Sharp & Institute for dang ky;
ut 19-21 Hungary Dohme Biopharmaceutics |- B sung ban chép thuan ctia Hoi dong dao dirc bang tiéng

and
Pharmakinetics

Anh;

- B6 sung ¢& 16 san xuat thudc thir nghiém (so véi ¢& 16 SX
theo ho so ding ky thude);

- Giai trinh vé viéc lya chon thudc d6i chung dap tng quy
dinh Thong tu 08;

- B6 sung két qua thir twong duwong do hoa tan giira thude
thir va thudc dbi chimg;

- B6 sung bao céo day du cac thong s6 kém theo dit liéu goc
va sic ky d0 dai dién phan tham dinh quy trinh phan tich,
giai trinh viéc khong phan tich chat gdc Enalapril;

- B6 sung bao céo vé tong hop qua trinh phan tich, thoi gian
thuc hién, sic ky d6 phan tich mau ngudi tinh nguyén;

- B6 sung ban cam két ¢6 du va chir ky ctia nha ding
ky/nha tai trg vé viéc thudc thir diing trong nghién ciru va
thudc dang ky Iuu hanh 1a mot;

- B6 sung céc chimg chi GCP/ GLP;




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
11 [1127/BD-12 [Lisopress 10mg, [Lisinopril (dihydrate) Gedeon Richter Plc., H- Coric 10mg, Biokinet GmbH |- B4 sung cong thirc bao ché cua thude thir nghiém va thude
VN-15901-12 1103 Budapest, Gyomroi ut |Dupont Pharma Institute for dang ky;

10mg, Hop 2 vi x 14 vién
nén

19-21, Hungary

GmbH

biopharmaceutics
and
pharmakinetics

-B6 sung danh sach thanh vién Hoi déng;

- B6 sung quy dinh lya chon nguoi tinh nguyén tham gia
nghién ctru;

- B6 sung ¢& 16 san xuat thudc thir nghiém (so véi ¢& 16 SX
theo ho so ding ky thude);

- Giai trinh vé viéc lya chon thudc d6i chung dap tng quy
dinh Thong tu 08;

- B6 sung két qua thir twong duwong do hoa tan giira thude
thir va thudc ching;

- B6 sung két qua tham dinh phuong phép phan tich vé& do
6n dinh cia mau thudc trong huyét twong khi bao quan déng
lanh, d6 6n dinh cua dung dich géc, ctia mau phan tich sau
khi pha; b sung 20% sic ky dd;

- B4o c4o phan tich miu ngudi tinh nguyén: bo sung dit 20%
sac ky dd phan tich, danh sach cac SOP lién quan;

- B6 sung bang thong sé dugc dong hoc, bang ty sb cac
thong sé dugc dong hoc da chuyén log ciia thude thir, thude
chimng trén timg ca thé;

- B6 sung bao céo phan tich thong ké: gia tri power, so sanh
Tmax theo phuwong phap thong ké phi tham sd, bang tinh
khoang tin cay 90% ciia ty sd cac thong s6 duge dong hoc,
tiéu chuén chép nhén ddi véi cac gia tri LnCmax, LnAUC(0-
t/ 0-00); b sung két luan cudi cung.

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 13 mot;

- B sung miu gidy chip nhéan tinh nguyén tham gia nghién
cuu;

- B6 sung cac chimg chi GCP/ GLP;




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
12 [114/BD-12 [Berlthyrox 100, [Levothyroxine Sodium Berlin Chemie AG L-Thyroxin Pharm Plannet |- B4 sung cong thirc bao ché cua thude thir nghiém va thude
VN-10763-10 100mcg, Hop 4 vi x 25 vién|(Menarini Group), Henning 100, contract research  |dang ky;
nén Glienicker Weg 125 D- Henning Berlin ~ |GmbH, Germany |- B6 sung ¢& 16 san xuét thudc thir nghiém (so v&i ¢& 16 SX
12489 Berlin, Germany GmbH & Co., theo ho so ding ky thude);
Germany - Giai trinh vé viéc lya chon thudc d6i ching dap tng quy

dinh Thong tu 08;

- B6 sung két qua dinh luong, két qua thir d6 dong déu ham
luong; két qua thir tuong duong do hoa tan giira thude thir
va thudc ching;

- B6 sung két qua tham dinh phuong phap phan tich va sic
ky do kém theo;

- B6 sung sac ky do phan tich mau ngudi tinh nguyén;

- B6 sung duong biéu dién gia tri chuyén log cuia nong do
thudc theo thoi gian, bang ty s6 cac thong sé dugc dong hoc
da chuyén log ctia thude thi, thude chig trén timg cé thé;

- B6 sung bao céo phan tich thong ké vé gia tri power; bd
sung két luan cudi ciing; phan tich phuong sai cho thiy ¢
hiéu tmg ton du anh huong dén cac thong s6 Cmax 144,
Cmax 24, AUCO0-24 cua TT4, thoi gian wash-out chi 1a 28
ngay (FDA yéu cau 35 ngiy), dé nghi c6 ban ludn, giai trinh;
- B6 sung ban cam két vé viéc thude thir ding trong nghién
ctru va thube dang ky luu hanh 1a mot;

- B6 sung mu gidy chap nhén tinh nguyén tham gia nghién
cuou;

- B6 sung céc chimg chi GCP/ GLP;




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
13 [519/BE-12 |Aurozil 500 Cefprozil 500mg Aurobindo Pharma Limited [Zinnat 500mg APL Research - B6 sung cong thirc bao ché cua thude thir nghiém va thude
VN1-447-11 Hop 1 vi x 10 vién nén bao |Unit VI, Survey. No. 329/39 [tablets; Centre dang ky;
phim & 329/47, Chitkul Village, [Glaxo Smith Kline,|313 Bachupally, |- B sung di 20% sic ky d6 phan tich mau ngudi tinh
Patancheru Mandal, Medak |Germany Quthubullapur nguyén;
District, Andhra Pradesh, Mandal, - B6 sung dudng biéu dién ndng do thude theo thoi gian ctia
India Hyderabad, 50072, |timg nguoi tinh nguyén; bang ty sd cac thong s6 duoc dong
India hoc da chuyén log ctia thude thir, thude chimg trén timg ca
thé;
- B6 sung dau du cac thong sb vé phén tich phuwong sai cac
gia tri Cmax, AUCI1-t, AUCI1-0, so sanh Tmax theo phuong
phéap thong ké phi tham sd;
- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 1a mét;
- B6 sung ching chi GCP/ GLP;
14 {1091/BE-12 |Cefpodoxime Cefpodoxime Proxetil; Maxim Pharmaceuticals Pvt.|Cefpodoxime Om Sai Clinical |- B6 sung cong thirc bao ché cua thude thir nghiém va thude

Proxetil Capsules
200mg
VN-10668-10

200mg Cefpodoxime
Hop 2 vi x 10 vién nang
cung

Ltd

Plot No. 11and 12 Kumar
Industrial Estate, Gat
No0.1251-1261, Markal,
Khed, Pune 412 105,
Maharashtra state - India

Proxetil Tablet
200mg, Sandoz

Research Pvt. Ltd.,
India

dang ky;

- B6 sung thong tin vé noi san xuét cta thudc d6i chimg, giai
trinh vé viéc Iya chon thude déi chimg dap tmg quy dinh;.

- B6 sung két qua dinh luong; két qua thir trong duong do
hoa tan gitra thudc thir va thube ddi chig.

- B sung du sic ky d6 tham dinh quy trinh phan tich.

- B sung bang tong hop qua trinh phén tich va két qua;
danh sach cac SOPs trong bao cao phan tich mau nguoi tinh
nguyén.

- B6 sung dudng biéu dién gia tri chuyén log cua ndng do
thudc theo thoi gian cia ting ngudi tinh nguyén; bang ty s6
cac thong s6 dugc dong hoc Cmax; AUCO-t va AUCO-c0 da
chuyén logarit ctia thir/ching trén timg ca thé.

- B6 sung day du so liéu phéan tich phuong sai cac gia tri
Cmax; AUCO-t va AUC0-0; bd sung sanh Tmax theo
phuong phéap théng ké phi tham sé;

- B6 sung ban cam két vé viéc thude thir ding trong nghién
ctru va thube dang ky luu hanh 13 mot;

- B6 sung ching chi GCP/ GLP;
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15

1119/BE-12

Digoxin 0,25mg
VN-8702-09

Digoxin 0,25mg
Hop 1 1o 50 vién

Gedeon Richter Plc.
H-1103 Budapest, Gyomroi
ut 19-21 Hungary

Lanoxin 0,25mg;
Glaxo Wellcome
GmbH Co.,
Germany

1st Department of
Internal Medicine-
University of
Szeged

- B6 sung cong thirc bao ché cua thude thir nghiém va thude
dang ky;

- B6 sung Ban chép thudn ctia Hoi dong dao dirc bang tiéng
Anh.

- B6 sung ¢& 16 san xuat thudc thir nghiém (so véi ¢& 16 SX
theo ho so ding ky thude);

- Giai trinh vé viéc lya chon thudc d6i chung dap tng quy
dinh Thong tu 08;

- B6 sung két qua thir twong duwong do hoa tan giira thude
thir va thudc ddi chimg.

- B6 sung danh sach cac SOPs vé phan tich mau nguoi tinh
nguyén;

- B6 sung bang ty s cac thong s6 duoc dong hoc Cmax;
AUCO-t va AUCO-00 ctia thudc thi/ thude chimg trén timg
c4 thé, bang ty s6 cac thong sé duoc dong hoc da chuyén
logarit cua thir/chtng trén timg cé thé.

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 1a mét;

- B6 sung cac chimg chi GCP/ GLP;

16

678/BE-12

Tensiber 300mg
VN-13242-11

Irbesartan 300mg
Hop 2 vi x 14 vién nén bao
phim

Lek Pharmaceuticals d.d,
Verovskova 57. 1526
Ljubljana - Slovenia

Aprovel 300mg,
Sanofi Winthrop
Industries, France

CSLS: Algorithme
Pharma Inc.,
Canada;

CSPT: Lek
Pharmaceutical
d.d., Slovenia

- B6 sung cong thirc bao ché cua thude thir nghiém va thude
dang ky;

- B6 sung bao céo va chimg minh d6 6n dinh ctia mau trong
qué trinh bao quan va van chuyén miu tir Canada sang
Slovenia;

- Giai trinh vé viéc lwa chon thudc d6i chung déap tng quy
dinh Thong tu 08;

- B6 sung két qua thir twong duwong do hoa tan giira thude
thir va thude ddi chimg;

- B6 sung du 20% sic ky do tham dinh quy trinh phan tich.
- B6 sung danh sach cac SOPs vé bao cao phan tich mau
nguoi tinh nguyén;

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thude dang ky luu hanh 1a mot;

- B6 sung céc chimg chi GCP/ GLP;
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1121/BE-12

Rigevidon 21 +7
VN-9215-09

Ethinylestradiol/
Levonorgestrel
0,03mg/0,15mg

Hop 1 vi, 3 vi x 28 vién nén
bao

Gedeon Richter Plc.
H-1103 Budapest, Gyomroi
ut 19-21 Hungary

Minidril 0,03mg/
0,15mg, Wyeth
Lederle

Aster-Cephac

- B6 sung cong thirc bao ché cua thude thir nghiém va thude
dang ky;

- B6 sung day du thong tin vé tac dung phy; thong tin dugc
dong hoc cua thube chira hoat chit nghién ctru;

- B6 sung Ban chép thuan ctia Hoi dong dao dirc bang tiéng
Anh;

- B6 sung ¢& 16 san xuat thudc thir nghiém (so véi ¢& 16 SX
theo ho so ding ky thude);

- B6 sung bang chimg chimg minh thudc dbi chimg dap tmg
thong tu 08.

- B6 sung két qua dinh luong; két qua do dong déu ham
luong; két qua thir trong duong d6 hoa tan giita thude thir
va thudc d6i ching.

-Bb sung két qua tham dinh vé do 6n dinh cua dung dich
gdc; bo sung du 20% sic ky do thim dinh quy trinh phan
tich. NTN 16 va 19 c6 néng d6 Ethinylestradiol tai mot )
thoi diém nam ngoai khoang tuyén tinh, dé nghi giai trinh;
bd sung danh sach cac SOPs vé bao cao phan tich mau
nguoi tinh nguyén.

- Giai trinh: C6 mot sb nguoi tinh nguyén khong thoa man
AUCO0-t >80% AUCO0-o0 (ma 1013, 30,31,03,27,14); Thoi
diém 1ay mau ¢ pha hap thu cta mot s6 nguoi tinh nguyén
chua déap tng v6i quy dinh vé sb thoi diém trude va quanh
Cmax; da s6 T max cua ngudi tinh nguyén 13 1 gio.

- B sung day du cac thong s6 duoc dong hoc cua thude thir
va thudc ching trén timg cé thé; bd sung bang ty sb cac
thong s6 dugc dong hoc Cmax; AUCO-t va AUCO-c0 da
chuyén logarit ctia thir/ching trén timg ca thé.

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thude dang ky luu hanh 1a mot;

- B6 sung céc chimg chi GCP/ GLP;
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18 [574/BE-12 |[Glihexal 3,5mg |Glibenclamide 3,5mg Temmler Werke GmbH Euglucon Mc Knight - B6 sung cong thirc bao ché cua thude thir nghiém va thude
VN-11092-10 Hop 3 vi x 10 vién nén Weihenstephner Str. 28 Laboratories dang ky (Tén thudc thir trong nghién ctru khong gidng tén
81673 Munchen - Germany GmbH (MKL) thudc ding ky);

- B6 sung danh sach cac nghién ctru vién tham gia nghién
clru.

- B6 sung két qua xem xét trong ban chép thuan cta Hoi
ddng dao dirc va mau gidy chip thuan tinh nguyén tham gia
nghién ciru bang tiéng anh.

- B6 sung ¢& 16 san xuat thudc thir nghiém (so véi ¢& 16 SX
theo ho so ding ky thude);

- B6 sung bang chimg chimg minh thudc dbi chimg dap tmg
quy dinh Théng tu 08;

- B6 sung két qua dinh luong; két qua thir tvong duong do
hoa tan giira thudc thir va thude déi ching.

- B6 sung bao céo két qua pha dung thudc trén lam sang;

- B6 sung sic ky do tham dinh quy trinh phén tich c6 du
thong tin vé& mau phan tich.

- B6 sung bang tong hop qua trinh phén tich va két qua;
danh sach cac SOPs trong bao cdo phan tich mau nguoi tinh
nguyén.

- B6 sung ban cam két ¢6 du va chir ky ctia nha ding
ky/nha tai trg vé viéc thude thir diing trong nghién ciru va
thudc dang ky Iuu hanh 1a mot;

- B6 sung céc chimg chi GCP/ GLP;
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566/BE-12

Isomonit 60mg
Retard
VN-15461-12

Isosorbide mononitrate
60mg

Hop 3 vix 10 vién nén
phong thich kéo dai

Rottendorf Pharma GmbH
Ostenfelder Str. 51-61 D-
59320 Ennigerloh.,
Germany

Corangin 60
reatard, Ciba Geigy
GmbH

Farmovs Institute
for Clinical
Pharmacology and
Drug
Development,
South Africa

- B6 sung bang chung chimg minh thude dbi chimg dap timg
thong tur 08;

- B6 sung déy du cac dir lidu phén tich két qua thim dinh
phuong phap; bo sung du 20% sic ky do thdm dinh quy
trinh phan tich; khong c6 thong tin ngay thang va tén mau
phan tich trén sic ky do;

- B6 sung thong tin nha tai tro va danh sach cac thanh vién
hoi dong trong ban chap thuan ciia Hoi dong dao dirc.

- B6 sung ¢& 16 san xuat.

- Thé tich @6 udng dung dé udng thude 1a 100ml => khong
pht hop quy dinh > 150ml, dé nghi giai trinh;

- Giai trinh cach xtr Iy va bao quan mau giira dé cuong va
thuc hién khac nhau (dé cuong: & 3000 rpm trong 10 phut;
thuc hién: 950-1240 g trong 9-11 phat, bao quan -20°C).

- B sung bang tong hop qua trinh phén tich va két qua;
danh sach cac SOPs trong bao cao phan tich mau nguoi tinh
nguyén.

- B sung dudng biéu dién gia tri chuyén log cua ndng do
thubc theo thoi gian cta timg nguoi tinh nguyén.

-Bb sung bang cac thong s6 duogc dong hoc cta thudc thir
va thudc dbi ching va bang ty sé cac thong sb duoc dong
hoc.

- B6 sung so sanh Tmax theo phuong phap théng ké phi
tham sd.

- B sung ban cam két ¢6 du va chit ky cta nha ding
ky/nha tai tro vé viéc thude thir dung trong nghién ctru va
thube ding ky luu hanh 14 mot.

- B sung cac chimg chi GCP va GLP;
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20 |56/BD-12  [Suopinchon Furosemide 20mg/2ml, Siu Guan Chem Ind Co. Lasix injection, - B6 sung thong tin vé co so nghién ciru;
Injection, Hop 10 éng x 2ml Ltd., No 128 Shin min Hoechest AG, - B6 sung danh sach cac nghién ctru vién tham gia nghién
VN-13873-11 Road, Chia YI, Taiwan Germany clru;

- B6 sung dé cuong nghién ctru;

Thubc thir 1 thude tiém bap, dang dung dich trong nudc,
theo Thong tu 08 1a thubc mién thir. HY so thiéu nhiéu ndi
dung can bo sung:

- B6 sung sic ky do két qua tham dinh quy trinh phan tich;
- B6 sung bang tom tat qua trinh phén tich, bo sung sic ky
d6 két qua phén tich mau ngudi tinh nguyén, danh sach cac
SOP vé phan tich mau ngudi tinh nguyén;

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thude dang ky luu hanh 1a mot;

- B6 sung mu gidy chap thuan tinh nguyén tham gia nghien
cuu;

- B6 sung céc chimg chi GCP/ GLP;




