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V/v thay d6i, bO sung tl6i v6i thu6c

dd dusc c6p gi6y dang k;i luu hdnh.

I(nh gtri: COng ty cO phAn tqp clodn Merap

Dia chi; Thdn Bd KhA, xd Tdn TiAn, htryQn l/dn Giang, Hung YAn

Ngdy 06l0tl2l20,.Cug Qrlan ly D.uoc 
.nhan ^don^. 1a1 ltru io, 

o11Cv-MR ngdv

02l1ll20r0 cria c6ng ty v0 viQc bd sung h6 so theo yOu cAu tqi cQng v.an s6 21609/QLD-

EK ngdy 26lt2l2olg-"riu Cpc Quin ly Duqc vC viqc.thay ddi, bd sung.(ma.h9.so:

23t4liDTN, ngdy ti6p nhfln: t410612019) d6i vdi thu6c cld duoc cAp sd dang ky luu

hdnh;

CIn cri Thong ttr sO 3212018/TT-BYT ngdy l2llll2018 cta BQ truong B0 Y tC

quy dinh viQc ddng t<-y tuu hdnh thu6c, nguyOn lGu ldm thu6c; Th6ng. tu sO O t IZO I 8/TT-

eif ngdy I BlOUrOiS .i,u BO truong Bq Y tti quy dinh ghi nhdn thu6c, nguyen li6u ldm

thudc 
"a 

iO hu6ng d6n sri dpng thu6c;
Can .ri t 6it.ran tai dioi bin thAm dinh h6 so thay d6i/b6 sung cita c6ng ty, Cuc

Quin ly Dugc c6 y ki6n nhu sau: .2. _ : ^ t , rr.
D6ng'f d€ c6ng ty duoc thar, doi. bo sung ur6t so noi dung a5l vOi thuoc Vito1.

s6 dang ki \rD-18351-17. cq the nhu sau:

1. Bo sung qu1 cdch dong goi:
- Qul cach dong goi da phe dulQt: HQp 0l l9 l0rnl:
- Quy c6ch dong g6i b6 sung: HQpjl Iq 12m1. :. _ -;
2.Tiay d6i mfiu nhan, to hu6ng clSn sir dtlng thu6c: MAu nhSn vir to hu6ng d6n

str dpng thu6c thay ddi dugc d6ng clAu x6c nhAn cua Cpc Qu6n ly Dugc kdrn theo C6ng

vdn ndv.- '3.Thay 
AOi tiCu chuAn ch6t ltrgng duo.'c chdt, t|duo. c, thu6c thdnh phAm vd c6ch

ghi hdm lugng dugc ch6t.
TiOu chuAn ch6t lugng thu6c thay d6i vd bdng so s6nh nQi dung dd dugc phO duyQt

voi noi dung de nghithay d6i duoc dong dAu x6c nhpn cria Ctrc Quin ly Duqc kdm theo

C6ng vdn ndy.- 
Ngodi nQi dung dugc thay d6i trOn, tAt ch cbc nQi dung kh6c giir nguy0n nhu h6

so ddng ky thu6c luu tpi Cpc QuAn ly Dugc. , .-COng 
ty ddng ky, nhd sAn xu6t phAi chiu tr6ch nhiqm vC chdt lugng d6i v6i thuOc

luu hdnh trQn thi trudng vd c6 tr6ch nhiQrn th6ng b6o sg thay d6i ndy dOn c6c co quan

li6n quan vd khrich hdng.
Sau 06 th6ng ttl ttr ngdy kj c6ng vdn niry, c6ng ty kh6ng duoc sdrn xudt thu6c

tr€n v6i c6c nQi dung cfi d5 d€ nghithay cloi.

Cpc Qu6n ly Dugc th6ng b6o dtl c6ng ty bi6t va thqc hiQn dung c6c quy dinh cria

ViQt Nam vii s6n xu6t va luu hdnh thu6c./.

s0vrE
CUC QUAN LV DUqC

Noi nhQn:
- Nhu tr6n;
- CT. Vfi Tu6n Cudng (dC b/c);
- Viqn Ki6m nghiQm thu5c TW;
- ViQn Ki6m nghiQm thui5c TP.HCM;
- Luu: VT, DK (Bi).

CQNG HOA XA HQI CHU NGHIA VIET NAM
O0. BP - rU 0" - Uarl, P

Hd Noi, ngdy / | thdng 3 ndm 2020

fl

CUC TRUONG
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wil
Sodium hyaluronate 0,18%

Thinh ph;tr
ii6 lo ll ml (hua

lodumh\rlurooaie .. .. 18mq

Dangbio(t,i: Dunq d (h nhd ri!
Quy.i(h ddngg6i: Hdp I lo l0 fll
(hi dinh, li6! dnng v, (ich ding, ft6-ng
(hi dinh, rhin trong, ti( dung khang
mong mudn, (irth6nq titr kh;(: Xem io
hlooqdinidungthui(

Sioquin
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iJcmgtufr h'9is_q i0nS nuS, mi.ip
L'diu
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0a r. rim tiy ri €h
O( ki h(frgdin sddung lru6(*ni dirng

S0Xn iia No.: V0.28352-17
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Tanldn. Van Grang HungYen. Val Nam
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Sodiuh hyaluronate 0.1 8%

(ompo5itiof,s

tadr ll ml bottle!!nla,ns
Sodidm hi3lu'onate . ll.6 mq

Dor.ge form: 0phthalmr( solulron

Pa*irg ilyl€:3ox of I borrlo il r2 ml

lndications, Dosagr . Admitristration,
(onta-lndkationr, preoutionr, side
etre(r, other infoh.tioh: See in the
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To HUoNG oAru s0 ouruc rHu6c

THUOC NHO MAT

W
Sodium hyaluronate 0,1 8%

rxu6c rrrAy cnl oUruc rneo oon rnu6c
oE xn rAu rny rnE rm. ooc ri nudnc oAru s0 ouuc TRUOc xnl oUrua

rnAruu pxAtt
Thirnh phdn duoc ch{t
tvt6i ml chfa: Sodium hyaluronate ......1,8 mg (0,180/o)

Thinh phdn td duqc: Natri clorid, kali clorid, acid boric, natri borat, magnesi clorid, calci clorid, nipagin, nipasol,
nu6c cdt

M6 ti dgng bio chd
Dung dich trong, nhdt, kh6ng miu. Dlch duoc d6ng trong 19 nhga c6 bQ phin nh6 gigt vi nip tlqy

CHi DINH
Dirng cho c6c tinh trang kh6 mit
LIEU LUdNG vA cAcH DUNG
Lidu ding
Nh6 t hoqc 2 gigt vdo m6i mat khi c$n thi6t
Sd ldn dtng m6i ngiry c6 thd thay tldi theo hudng d5n c0a bdc si
Cich ding
Ng0a cldu ra sau. Dit mgt ng5n tay dLI6i m5t, k6o nhg mi mdt xudng du6i ddn khi mi dudi vi nhdn cdu t3o thanh
t(i hinh chuV. Nh6 vilo d6 m6t giot vir nhe nhing nhdm mit. Kh6ng chdp mdt. Ciu m6t nhdm trong t hoqc 2 phrit
tld cho thu6c thdm uot giiic mEc
Dd tr6nh tap nhi6m viro ddu nh6 giot vi dung dich thu6c, cdn thqn trgng kh6ng tld tldu nh6 thu6c cham vio m[
mdt, ving xung quanh hodc c5c bd mit kh5c. Dqy ndp sau khi sfi dung
86 kinh 6p trdng tru6c khi srJ dgng

cHdNG cHl D!NH
Ngtldi bi di fng vdi bdt k!'thinh phdn nio c0a thudc

cANx eAo vA rHAN TRoNG KHt DUNG THU6c
Chi s0 dung d m6t. Kh6ng ti6m hoic u6ng
Kh6ng s0 dqrng ndu dung dlch thu6c tldi miu hoic vdn duc
Ndu bi kich rlng k6o dii bgnh nh6n ndn ngitng sril dung thu6c vd h6i ! ki6n b6c si chuy6n khoa mit
Thu6c nh6 mitVttOt c6 chrla nipagin, nipasol c6 thd g6y ra ph6n r?ng di ring (c6 thd ph6n fng di fng muQn)

s0 DVNG THU6c cHo pHV NrI cO rHAr vA cHo coN BU

Kh6ng c6 d0li6u vd srl dung thudc tr6n phu nrl c6 thai vi cho con b0, chi n6n dirng thu6c ndu loi ich vrtgt trQi so

vdi nguy co

Anx xudrtc cOnrxu6c LEN KHA NANG rAr xE,vAN HANH MAy M6c
Sau khi dirng thu6c tdm nhin c6 thd tam thdi kh6ng 6n tlinh. Kh6n9 l6i xe, sfi dung mdy m6c hoic lim bdt cri hoqt

- clQng nio y6u cdu ph6i c6 tdm nhin ro rlng, cho ddn khi ban chdc chSn c6 thd thr,tc hign c6c hoat tl6ng niy mgt
cdch an toin
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TUdNGTAC,TUdNG KY KHI DUNGTHU6C
ChUa c5 b6o c5o

Trong trrtdng hgp cli6u tri ddng thdi v6i cdc s6n phdm nh6 m6t khdc, cdn nh6 hai thu6c cSch nhau 1 0 ddn 1 5 ph0t.

Thu6c md tra mit n6n dirng cudi cing

TAc DUNG KHONG MoNG MU6N cOlrnu6c
Mgt sd ciic t6c dgng kh6ng mong mudn dllgc bdo c5o: Ph6n fng quii min cim (kich fug mit tho5ng qua, c6m

giic n6ng, c6m gi6i c6 di v6t hoic d6 m6t), nhin md (bi6n mdt khi chdp m6t)

itrudc nn-a mit aoi rhi c6 trrd g6y kich rtng nhq, nhung triqu chrlng c6 thd s6m bi6n mdt vir kh6ng ph6i ai c[ng

g?p ph6i

Th6ng bdo cho btic si hodc drtoc si ctic phdn tng c6 hei gip phdi khi sfr dqng thudc

QUA LIEU VA CACH XOTRT

Oo b6n chdt cta thudc vtr dudng dirng, kh6ng c6 kh6 ndng xiy ra c5c vdn tl6 do qu6 lidu vi lrrong dich thUa sE ch6y

ra kh6i m6t. lrtghien crtu v6 aq;tinh iau khi nh6 sodium hyaluronate 0,18% tqi ch6 d mat d6 tlrrqc thttc hign tr€n

th6 cho thdy liqud li6u kh6ng giy ra bdt k!,ph6n rlng phr,r nio vd mqt lAm sirng vir m6 hgc

D{criNH Duqc Luc Hgc
Nh6m drroc lf iri ligu: Nrr6c m5t nh6n tqo vi c5c ch6 phdm c6n bing kh6c

M5 ATC: S01 XA20

Acid hyaluronic li m9t glycosaminoglycan gdm D-glucuronic acid vir N-acetyl-D-glucosamine disaccharide'

s"Jiuri r,v"ruronate ga; rOt chu6i c;; nh6m mudi natri cta acid hyaluronic. Acid hyaluronic c6 trJ nhi6n trong

co thd ngidi, dr.rgc p[6n bd d ngoai bio cOa cic m6 trong cd th6, c6 trong nu6c mit, ho4t dich, da vi diy rdn'

sodium f,yaluronate c6 tdc dqni bio vQ td bio mirng miwi c6c cdu tnic kh6c c0a mdt, th0c tlSy qui6 trinh linh

bidu m6 ming sitng bit6n thrrong
Dung dich ,oji6 iyaiuronate nh-a mit c6 tlQ nhot dinh cao c6 tac dqng t4o ming phim nr-ldc m6t nh6n tao, lim

5m vi 6m diu mit, girip gi6c m4c kh6ng b! kh6

D4crtNH DugcDoNG Hgc
Oo trong luqnj phan tr] cao c(ra polyme, th6m nh6p vio giSc mqc vi k6t m4c dU ki6n sE thdp

QUY CACH D6NG G6I
H6p I lo 10 ml
Hgp 1 19 12 ml

sAo QuAN: Ndi kh6, drrdi 30 oc, tr6nh 6nh s6ng trqtc ti6p

TIEU CHUAN CHAT LUONG:TCCS

H4N Dt NG: 36 th5n9 kd tU ngiy s6n xudt. Srt dqng thudc trong vdng 30 ngiry sau khi md nip l6n tldu '

sAn xudt bdi @ MERAPo*ou,

cONG TY cd PHAN rAP ooAtrt MERAP
Ba Khe, TAn Tldn, Vdn Giang, Hung Y6n, MOJ Nam
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TIEU CHUAN CO SCT

VITOL

i$;,;f,
1.

1.1.

THUAT

C6ng thwc diAu ch6

Cong thuc cho 10 ml che phAm

T6n nguy6n li6u

1. Natri hyaluronat

2. Natri clorid

3. Kali clorid

4 Acid boric

5. Natri borat

6. Magnesi clorid hexahydrat

7. Calci clcrid dihydrat

B Nipagin

9. Nipasol

10 Nuoc cAt vO

f

Kh5i lwcrng

1B mg

45 mg

6mg
73 mg

4mg
0,9 mg

0,6 mg

3mg
15 mg

10 ml

'-
r..H

ct
:Al

U(

Y

1.2. Nguy6n li6u

Natri hyaluronat

Natri clorid

Kali clorid

Eat theo tieu chuAn JP XVll / EP 9.0

Eat theo ti6u chuAn DEVN V

Eat theo ti,6u chuAn DEVN V

)

Acid boric

Natri borat

Magnesi clorid hexahydrat

Calci clorid

Nipagin

Nipasol

Nu,cvc c6t vd

Dat theo ti6u chuAn DEVN V

Dat theo tieu chuAn USP 41

Eat theo ti6u chuAn USP 41

Dat theo ti6u chu6n USP 41

Dat theo ti6u chuAn DEVN V

Eat theo ti6u chu6n DDVN V

Dat theo ti6u chu5n DEVN V

1.3. Chdt lwcvng thirnh phAm

1 3.1. Tinh chAt:Dung dich trong, nhot, khong mau.

1.3.2. Eo trong. Che phAm phdi dqt y0u cAu phucrng phap thii.

1.3.3 Einh tinh. Che phAm phrii the hign phep thii dinh tinh c0a Natri hyaluronat.

1 3 '4 Gtot han th| tictt

- Quy c6ch 10 ml: Khong it hon 10.0 ml

- Quy cdch '12 ml: Kh0ng it hcrn 12,0 ml
t42135 pH60-8.0 \-.-''

cong iA pi;i ap aoan Uierap Trartg t r I

s6 tieu chu6n.

TCCS 18.2013/MR-TP
" ':'

Co hieu luc ke tu,ngav ky



1.3.6. Gicti han cnAt Odo qudn: Hdm lugng Nipagin va Nipasol trong chd phdm so vcyi lLrcrng ghi

trong cong thuc:

- Khi xuAt xu&ng: Phdi dat tu 80% -120,0%
- Khi luu hdnh: KhOng duoc vugt qud QA%

1 3.7. Einh luong. Che phAm phii chua Natri hyaluronat tu 80,0% - 12O,Oo/o so voi lu,o'ng ghi trerr

nhSn.

1.3 8. Eo vo khuAn: ChO ph5m phdi vo khuAn.

2, PHLTONG PHAP THI.,P

2.1. Tinh chAt

-, 
7 . J ). .Thu bdng canr quan, ch6 phAm phdi dat c6c y6u cAu dd neu

2.2. DQ trong

Th0'theo DEVN V - PhU luc 1 1.8, phAn B - X5c dinh gicri han ti6u phAn.

Che pham phdi trong su6t, t<trOng co ti6u phAn quan s6t ducvc bdng mit thucrng.

2.3. Dinh tinh

a) Hoa chat, thuoc tha.

- Dung dich dinatri tetraborat TT: Hoa tan 0,95 g disodium tetraborat trong '100,0 nrl acid suifuric

ddc (sdl dung thu6c th[r' ngay sau khi pha).

- Dung dich cabazol TT: Hoa tan 0.125 g carbazol trong 100 0 ml ethanol khan

-.:b) lten ltann.

Hut 0,5 ml ch6 phAm vdo 6ng nghi6m. Ldm lanh ong nghiOm trong nu'crc d6 them vao 5 nrl

dung clich dinatri tetraborat TT, lic d6u. Ldm nong trong be cSch thiy 15 ph[t, sau do lam

lanh den nhiet do phong. Th6m vdo 6ng nghi6m A,2 ml dung dich carbazol TT, l5c d6u, lanr

nong tiep trong be c6ch thiry 20 phtit. De nguOi toi nhiet dQ phong. Quan siit thAy dung dich

che ph6m chuy6n mau tlm.

2.4. Giori hqn th6 tlch
:) Thir theo DDVN V * Phu luc 11.1 - Gio'i han cho phep vO th6 tich, ntlng d0, hdm luong.

2.5. pH

Thdr theo DEVN V - Phu luc 6.2 - X6c dinh chi s6 pH

Thu vo'i 5 dcvn vi che phAm

2"6. Gicpi han chSt bio quin: Phwcrng phdrp HPLC

^.; : , ,a) Dteu Kten sac ky

- CQt C18 (250 x 4,6 mm, 5 pm) hodc cot tuong ducrng

- Pha dong : Methanol - nlroc (60 : a0). Thay d6i ti le neu cAn

- Detector UV: Buo'c song 254 nm

- T5c d0 dong: 1 ml /ph0t

-, 
L, , ..^- The tiqh ti6m: 20 pl

\
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b) ChuAn bi cac dung dich

Dung dich chuAn. Hoa tan va pha loSng chAt chuAn Nipagin, Nipasol trong h6n hop Methanol .

Nucrc (B:2) de thu duoc dung dich chuAn co ndng d0 Nipagin chinh x6c khodng 6 pg/nrl vd

Nipasol ch[nh x6c khodng 3 pgiml.

Dung dich thtr H0t chinh xlc 2,0 ml che phAm vao binh dinh rnu,c 100 ml them h6n hop
Methanol : Nucyc (B:2) vwa di to'i vach, l5c d6u, loc qua mdrng loc 0,45 pm

c) Tien hanh

* Tiem vdo h6 th6ng sic kf lan luot dung dich chuAn, dung dich thrl,. Hai pic co thu tq, r0,a gidi

lAn lucvt ld Nipagin vd Nipasol, dQ phAn gidi giiia 2 pic phdi lo'n hcyn 1,5.
, t.- Tinh toAn kdt qud cia tung chAt dqra vdo di6n tich pic tucrng ung tren sic ky dd c0a dung

dich chuAn va dung dich th&, kh6i luqng crla ch6t chuAn.

2.7. Dinh lrl,crng

a) lloa chat thuoc thu: Ewo'c chuAn bi nhu ph6n dinh tinh.

b) ChuAn lsi cac dung dich

- Dung dich chuAn g6c: Hoa tan va pha lo6ng chudn D-Glucuronolacton (vua du,o.'c Iirm kho vo'r

6p suAt du'oi 0,67 kPa, sir dung silica gel, trong 24 gio) trong nwcrc Oe tnu du,crc dLtng dich

chuAn co nong dO D-Glucuronolacton khodng 0,80 mg/ml.

- Day dung dich chuAn: Tu dung dich chuAn g6c pha lo6ng bdng nuo'c de ducrc day 5 dung

dich chuAn co n6ng do D-Glucuronolacton lan lucvt ld: 0 04 mg/ml: 0 064 mg/ml O 0B mg/ml

0 096 rlg/ml. 0 12 mg/ml

- Dung dlch thrl,: Hut chinh x6c 5,0 dung dich che phAm vdo binh dinh muc 50 ml, th6m nu'cyc

vu'a d0 to'i vach, l5c deu, tien hdnh vo'i 3 m5u th[r'.

c) Tien hanh

- Hut chinh x6c 5,0 ml dung dich dinatri tetraborat TT lAn luo-t viro cac 5ng nghiem co nip du,crc

ddnh s6 tLr 1 - 25, ldm lanh 6ng nghiCm trong b6 nLroc d6. Hut vao cac 6ng nghrem 1 O ml

cac dung dich chuAn vd dung dlch thu, m6i Oung oich iien henh trtiri tr6n r6ng. Hut i o mi

nuo'c c6t vao 6ng nghi6m con lai (m5u tring). Lic d6u nhe nhdng cdc 6ng rrghi6m trong b6

nr-ro'c da Oa tnOng ldm tdng nhiOt d0 trong cdrc 6ng nghiem, sau do de yen tcvi nhiet do phong

Lam nong c6c 6ng nghi6m trong bO c6ch thtiy 15 phtit, ldm lanh tcvi nhiei dQ phong. Them vao

cdc 6ng nghi€m 0,20 ml dung dich carbazol TT, dQy nip, l5c deu, ldm nong tiep cdc 6ng

nghienr trong bO c6ch th0y them 20 ph(ri, sau do de nguoi toi nhiet dQ phong.

Tien hanh do dO hAp thU quang cira m5u chuAn. m5u thu tai bucyc song 530 nm vcyi mAu tring
duo-c chuAn bi nhu tr6n. Ghi lqi girl tr1 trung binh dq hAp thU quang cua cac m5u

Ket qLta

Lap phuong trinh ducrng hoi quy tuyen tinh the hien m6i lien he giu,a n6ng Cg D-

Glucuronolacton va dO h5p thu quang trong cac dung dich chuAn, tLi do x6c dinh nong do D-

Glucuronolacton trong dung dich thu.

Hdm lu,o'ng (%) Natri hyaluronat trong che phAm so voi hdm lu'o'ng ghi tren nhSn du'crc tinh

theo cong thuc:

+01,3
X (%) = Cc/Cr - 

t7 6). 100%
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J.

Trong do. C6: n6ng d0 D-Glucuronolacton trong dung dich thu (mg/ml)

C1. nOng dO natri hyaluronat tr6n nhin co trong dung dich th[i (nrg/ml)

2.8. Oo vo khu6n

Thir theo DEVN V, phq luc 13 7 " ThaP vo khuAn", phuong ph6p mdng lqc

DONG GOI - BAO QUAN - HAN DUNG

Eong goi: Thu6c ducyc dung trong chai LDPE, dqy bang nut LDPE vd n5p HDPE voi cdc quy

cach nhu'sau:

+ Quy c6ch Hop 1 Io 10 ml: Dong trong chai LDPE 11 ml

+ QuV cdch Hop 1lo 12 ml: Dong trong chai LDPE 15 ml.

Lo thu6c dung trong hQP giaY

Bdo quin: Noi kho, du'cvi 30 oC, trenh dnh sdng truc ti6p.

Han dung: 36 th6ng kO tu ngay sin xuAt vd 30 ngay ke tt/ khi md' nip lAn dAu.

]

]

,, \.
rOz)v
\': '4 l. -. i

'-]\'7r5- I

l6nro GIAM odc

,,
Hung YOn. ngay ..r.x

CONG TY
4!''t'' I {io}\
.,'--.--'*---Y-,


