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& nitfo medic

NITTO MEDIC CO.,LTD.

1-14-1 Yasuuchi, Yatsuo-machi, Tovama-city,

Toyama 939-2366, Japan

Telephone: +81-76-455-3451 Facsimile: +81-76-455-3441

Notification of Package Update

This notification is to inform that the carton size of the product in Japan has been updated,
requiring corresponding modification to the export product "Travoprost Ophthalmic Solution
0.004% MB". Along with the carton size change, the labeling for this product has been modified.
Please find the details of modifications in the table below and the updated labeling of the
product attached in the following pages. Accordingly, the second packaging described in section
P.7.1 of ACTD has been updated and is attached hereto in the following pages.

Carton:

Before change

After change

Reason

Size: 104 x 110 x 48 mm

Size: 49 x 90 % 105 (= 5) mm

The carton size has been adjusted
according to the current size of the
product in Japan.

Travoprost Ophthalmic
Solution 0.004% [NITTO |

Travoprost  Ophthalmic  Solution

0.004% MB

“Travoprost Ophthalmic Solution 0.004%
[NITTO| ™ is an English translation

name of the product in Japan and its
export name for Vietnam is “Travoprost
Ophthalmic Solution 0.004% MB",

Sé&n xult tai Nhat ban NITTO
MEDIC Co., Ltd.

1-14-1, Yasuuchi,
Yatsuo-machi, Toyama-city,
Toyama, Japan (Nhat ban)

San xuat tai Nhat ban boi: Nitto
Medic Co., Lid.
1-14-1,  Yasuuchi, Yatsuo-machi,
Toyama-city, Toyama, 939-2366,
Japan (Nhat ban)

The manufacturer's name and address
have been modified to be consistent with
those written on the Certificate of
Pharmaceutical Product (CPP).

Sén xuat tai Nhit bin bai
NITTO MEDIC Co., Ltd.
1-14-1, Yasuuchi,
Yatsuo-machi, Toyama-city,
Toyama, Japan

Manufactured by: Nitto Medic Co.,
Ltd.

Yatsuo Plant 1-14-1, Yasuuchi,
Yatsuo-machi, Toyama-city, Toyama,
939-2366, Japan

The manufacturer’s name and address
have been modified to be consistent with
those written on the CPP, the name of
manufacturing site “Yatsuo Plant” has
been added to be consistent with the
Certificate  of Good Manufacturing
Practice (GMP), and the Vietnamese
content has been replaced by English
content.

86 16 SX, NSX, HSD: Xem

So 16 SX, ngdy SX. han ding cua

The content has been modified according

“Lot No”, “Exp. Date”, | thudc: Xem “Lot No.”, “Mfg. Date”, | to the curent guideline in Vietnam,
“EXP™ in trén v hop “Exp. Date” in trén vo hip
biéu kién bdo quan; Bao Picu kién bao quan: Bio quan trong | The shelf life after first opening the cap
quan trong bae bi kin & nhigt | bao bi kin & nhigt d¢ dudi 30°C. of the product is added.
d5 dudi 30°C. Sir dung sin Ehﬁm ndy trong vong 4

tuéin sau lin ddu mé nip.
Lot No. Lot No. The “GS1” has been removed as it is for
Exp. Date Mfg. Date the product in Japan and not required on
Mfg. Date Exp. Date the labeling for Vietnam.
GS1
DNNK DNNK/Importer The content has been modified for clearer

meaning.

Co sé dang k¥:Cong ty TNHH Dau
Tu Nhip cAu y té Vigt-Nhit

S6 8, phd Bui Thi Xuén, quin Hai Ba
Trung, Thanh phé Ha Néi, Viét Nam

The Marketing Authorization Holder
(MAH)’s information of the product in
Vietnam has been added.

it medic com

The manufacturer’s logo has been added.
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& niffo medic

NITTO MEDIC CO.,LTD.

1-14-1 Yasuuchi, Yatsuo-machi, Tovama-city,

Toyama 939-2366, Japan

Telephone: +81-76-455-3451 Facsimile! +81-76-455-3441

Label:

After change

Reason

Before change
NITTO MEDIC Co., Ltd.

Nitto Medic Co., Ltd.

The manufacturer's name and address

1-14-1, Yasuuchi, i . | have been modified to be consistent
Yatsuo-machi, Toyama-city, '}';314-1,3-ci tyY a;:u:}:nx,a’ 9 ;;?;l;cgn}:c:: with those written on the CPP.
Toyama, Japan A » 10 B

Marketing authorization holder:
TOA PHARMACEUTICALS
CO., LTD.

277-10,  Mizuhashi-kaihotsu,
Toyama-city, Toyama, Japan

The information has been removed as
“TOA PHARMACEUTICALS CO.,
LTD.” is the MAH of this product in
Japan and such information is not
required on the labeling for Vietnam.

Bédo quan trong bao bi kin & nhigt d§
duéi 30°C. Sir dyng sdn phim nay
trong vong 4 tuén sau lin ddu mé nip.

The information of shelf life after
first opening the cap and storage
condition of the product in
Vietnamese have been added.

The symbol has been removed as it is
for the product in Japan and not
required on the labeling for Vietnam.

(T IDAFHE 432502508

The GS1 code has been removed as it
is for the product in Japan and not
required on the labeling for Vietnam.

Pillow pouch:
Before change After change Reason
NITTO MEDIC Co., Ltd. ' s The manufacturer's name and
1-14-1, Yastehi, | oo Medic Co., T4 . | address have been modified to be
y p 1-14-1,  Yasuuchi,  Yatsuo-machi, : : .
Yatsuo-machi, Toyama-city, Toyama-city, Toyama, 939-2366, Ja consistent with those written on the
Toyama, Japan Y T T »78PAR | opp

Marketing authorization holder:
TOA PHARMACEUTICALS
CO,LTD.

277-10,  Mizuhashi-kaihotsu,
Toyama-city, Toyama, Japan

The information has been removed
as “TOA PHARMACEUTICALS
CO0., LTD.” is the MAH of this
product in Japan and such
information is not required on the
labeling for Vietnam.

niffno medic come

The manufacturer’s logo has been
added.

()

The symbol has been removed as it is
for the product in Japan and not
required on the labeling for Vietnam.,
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' Hwéng ddn st dung thuéc

Rx Thude nay chi ding theo don thude

TRAVOPROST OPHTHALMIC SOLUTION 0.004% MB
Thudc nho mit
Dé xa tam tay tré em
Poc kp hieong dén sir dung trudce khi ding

THANH PHAN:
MJdi ml dung dich chua:
Dwge chit: Travoprost ....0,04 mg

T4 duwoe: Polyoxyethylene hydrogenated castor oil 40, Boric acid, Propylene glycol, D-
Sorbitol, 20% polihexanide solution, Sodium hydroxide, Hydrochloric acid, Nuéc tinh khiét

DANG BAO CHE:
Dung dich nhé mét
Dung dich nho mit trong sudt, khong mau dén vang nhat.

CHI PINH:
Giam nhén ap ¢ bénh nhédn mic tinh trang ting nhin ap va bénh nhan ting nhin 4p goc mo.

£lx) LIEU DUNG, CACH DUNG:

/sl Nho mt giot vao mét mdi lan 1 giot, 1 1an/ngay.

4 Lleu dung travoprost khéng dugc vuot qua mot 14n mdi ngdy vi ngudi ta dd ching minh
ring ding thudng xuyén hon c6 thé lam giam téc dung ha nhan ap.

Cdch dung:

Chi sit dung dé nhé mat.

Pé tranh tap nhim vao d4u nho thuoc va dung dich thuoc, cin than trong khong duge dé
dau nhé cua thuc cham véo mi mét, ving xung quanh mit hodic bt ky bé mat nao. Péng
kin nép lo khi khong st dung.

Giir b¢nh nhén & tu thé nam ngua trong khi nho thuoc mo to mi mét b1 benh nhd san
pham nay vao tui két mac, déng mi mét trong 1 d&n 5 phut va an nhe vao dng dén 1€ trudce
khi m& mit.

Neu dang dung nhleu hon mot loai thudc nhé mét, cac thubc nén duge ding cach nhau it
nhét 5 phut. Thudc mé tra mit cin dung sau clng.

Loai bo thude nhé mit con sét lai trén mi mit bang cach lau ho#c rira mit.
Chi sir dyng bén ngoai.
Khong st dung qua bén tudn sau 14n mé diu tién.

CHONG CHI PINH:

Chéng chi dinh & bénh nhén cé tidn sir qua min véi bt ky thanh phin nao ciia thude.
CANH BAO VA THAN TRONG KHI DUNG THUOC:

- Thén trong khi sir dung:

Trang 1
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Hwéng dén sir dung thudc

e Bénh nhén khong c6 thiy tinh thé, bénh nhén 6 thiy tinh thé nhén tao b réch bao
thé thuy tinh hau phong hodc tién phong: phil hoang diém bao gom phu hoang
diém dang nang va suy giam thi luc lién quan dén phi hoang diém da dugc bdo céo

e Bénh nhan viém ndi nhan (viém méng mat/viém mang b6 d2o): Tang nhén 4p

(IOP) da duge bao cao.
¢ Phu nir mang thai, sinh con, cho con bu
e Nguoi gia

- Tac dyng v6i mét

Travoprost c6 thé lam thay déi mau mat hogc mi mdt bing cach ting sb lwong hat melanin
ciia té bao sdc t6; chimg ram 1ong quanh mat ciing c6 thé xay ra. Nhing thay ddi ndy phat
rién tir tir khi lién tuc sir dung san phdm va dimg lai khi ngimg sir dung. Sy thay dbi mau
mi mét va chimg ram 16ng quanh mat c6 thé din bién mét hofic giam dan sau khi ngung sir
dung. Mat khéc, d4 co nhitng bo céo vé viée sy thay doi mau mit co thé khong bién mét
ngay ca khi ngimg sir dung. O nhitng bénh nhan c6 méng mét nhiéu mau, sy thay d6i mau
mét cé thé nhan ra ro rang; & nhitng bénh nhan c6 mit mau nau sim (nhiéu ngudi Nhat
Ban), sy thay ddi nhu vy cling dugc quan sat thdy. Dic bigt khi sir dung san phim ndy &
mot mit, sy khéc biét vé mau mdng mit giira hai mét c6 thé dé nhén ra. Déi véi cac triéu
chimg nay, do khong c6 du dir ligu 1du dai, bénh nhén cin duoc cac bac si thaim kham
thudng xuyén va theo dbi chit ché. Bénh nhan can dugc thong bio vé kha ning thay ddi
mau mit trude khi st dung. Ngoai ra d& ngan ngira hodc lam giam su thay d6i mau mi mét
va chimg rdm 16ng quanh mét, cAn huéng din bénh nhan logi b thude nho mét con sot lai
trén mi mét hodc da bang céch lau hoic rira mit.

- Réi loan biéu mé gidc mac (viém gidc mac bé mat, viém gidc mac dang soi, x6i mon
giadc mac)

C6 thé xay ra réi loan biéu mo gidc mac khi dung san phdm ndy. Bénh nhan can dugc
huéng dan ddy da dé di khdm ngay néu c6 cdc tridu chimg cay mét, ngira, dau mit kéo
dai.

- Cin dic biét than trong khi sir dung v6i nhitng bénh nhén bi ting nhén ap géc déng do
khong c¢é kinh nghiém lam sang.

SUDUNG THUOC & PHY NU CO THAI VA CHO CON BU:

Sit dung thuéc & phu nit cd thai

Chi sit dung san phdm & phy nit ¢6 thai hogc phu nit ¢6 thé mang thai néu loi ich diéu tri
mong dgi 16n hon nhitng rui ro ¢6 thé xay ra khi diéu tri. [Tinh an toan ciia vigc sir dung
trong th&i ky mang thai chua dugc thiét 14p. Trong cic nghién ciru trén dng vét, kha nang
gy quai thai dugc quan sat khi dung lidu 10 pg/kg/ngay (250 lan so véi liéu 1am sang)
tiém tinh mach cho chuft mang thai. Va c¢é si gia tang ton hai sau khi lam td va giam kha
niing song cua bao thai duge quan sét thdy khi dung liéu 1 pg / kg/mdi ngay (gap 25 lan
liéu lam sang*) tiém duéi da cho chudt mang thai cling nhu lidu 10 pg/kg/ngay (250 1an
50 v&i lidu 1Am sang) dugc tiém tinh mach cho chudt mang thai. Hon nita, & thé mang thai,
tir vong cua toan b phoi/thai duge quan sat khi ding licu 0,1 pg/kg /ngay (2,5 lan liéu
lam sang) dugc tiém tinh mach hodc dung dich nho mit 0,003% (twong duong 10 lan lidu
lam sang véi lidu/trong lugng co thé). Khi ding lidu 0,12 pg/kg /ngay (3 lan liéu lam
sang) hodc liéu cao hon duge tiém dudi da cho chudt mang thai/cho con b tr ngay tha 7
cla thai ky dén ngay thir 21 cia thoi ky cho con bu, céc tac dung phu (nhu ting ty 1¢ tu
vong sau sinh, tc ché so sinh ting trong co thé, cham m& mat) da dugc quan st thiy

-

trong sy phat trién va biét hoa clia con cai. Trong mét thi nghiém duge thyc hién bang

céch str dung tir cung ¢ lap cuia chudt, sy co bop tir cung phu thude vao lidu lugng xay ra

Trang 2
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Huwdéng déan st dung thuéc

o qéng do (0,3 nmol/l) cao hon x4p xi 6 ldn so véi ndng do huyét twong tdi da cua san
pham nay (0,025 ng/ml = 0,05 nmol/l) quan sat thay & ngudi 16n Nhéit Ban khoe manh. ]

*) So sanh voi liéu (0,04 ng/kg/ ngay) dugce tinh to4n véi gia dinh ring trong lugng co thé
ciia bénh nhan 12 50kg va mdi 14n nhé 1 giot (25 puL) dung dich travoprost 0,004% vao ca
hai mat.

Sie dung thube & phy ni¥ cho con bii

Nén tranh sir dung san phim nay & nhimg ba me dang cho con bu. Néu sir dyng san phdm
ndy khong thé tranh khoi, bénh nhén nén dimg cho con bl [Mot nghién ciru trén ddng vat
(chudt: tiém dudi da) da chi ra rang thudc dugc bai tiét qua sira me]

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Vi c6 thé xay ra hién tugng m& mét thodng qua sau khi sir dung san phém, bénh nhan can
duoc huéng din tranh vén hanh may méc hodc 14i xe cho t6i khi trigu chimg bién mat.

TUONG TAC, TUONG KY CUA THUOC:
Céc nghién ciru v& tuong tic thude chua duge thuc hién. Tuy nhién, dy kién khong c6 cac
tuong tac lién quan dén vé miit 1am sang.

TAC DUNG KHONG MONG MUON:

Vi céc nghién clru nhu khao sat két qua sir dung thube co thé 1am 13 ty 1é tac dung khong
mong muon da khéng dugc tién hanh, nén tan suét cdc tdc dyng khong mong mudn li€n quan
dén viéc sir dung san phdm nay vAn chua dugc biét.

(1) Cac phan ting ¢4 hai dang k& v& mit 1dm sang (tAn sudt khong xéc dinh)

Ting sic td méng mat: Vi tang sic to méng,mé’t c6 thé xay ra, nén bénh nhan cAn dugc khdm
thudong xuyén. Néu ting sc t0 xay ra, ¢ thé nging sir dung san pham nay tuy theo tinh trang
lam sang cuia bénh nhén.

(2) Céc tac dyng khong mong mudn khac:

Néu quan sat thdy bét k¥ triéu chimg hoic bét thudng nao sau ddy, nén thuc hién cac bign
phap thich hgp bao gdm ngimg st dung san phidm nay.

sudt Khoéng ré
Phén loa
Miit Téng sung huyét, dau mét, kho chiu & mét, kho mit, ngura mﬁt, kich tng

mit, bdo mon gide mac, viém mang bd dao, viém méng mit, viém tién
phong, viém gidc mac, viém gidc mac chdm, sg 4nh sang, tiét gi mit,
viém bd mi, ban do mi mét, phit quanh héc mét, ngira mi mét, gidm thi
lyc, nhin mo, ting chay nude mat, viém két mac, [6n mi, dyc thuy tinh
thé, by mi dong vay, ting sinh 16ng mi, viém mong mat-thé mi, herpes
simplex & mét, viém mit, 16a mit, eczema mi mét, phu két mac, nhin c6
quang séng, nang két mac, mét giam cam giac, 1ong xién, viém tuyén
Meibomius, séc t& tién phong, gidn dong tir, moi mat, tang sic td 16ng
mi, day 16ng mi, phi hoang diém, rdnh mi mat thyt siu

Hé thin kinh-tam | Nhirc déu, lo lang, chéng mat
than

Hé tim mach Nhip tim chdm, ha huyét ap, loan nhip tim

Hé ho hap Viém miii, ho, hen suyén, khé thé, viém mii di Gmg

Trang 3
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Hwdng ddn siv dung thudc

Hé tiéu hoa Pau bung, budn non
Da Phét ban
Khéc Qué man, khé chiu, r01 logn nhip tim, 1 tai, dau co xuong, ting khang
nguyén dac hiéu ¢ tuyén tién liét, dau nguc

Thé}tg bdo ngay cho bic sy hodc dwgc sy nhitng phan ting cé hgi gip phai khi sie dung
thuoc

QUA LIEU VA CACH XU TRi: C4c nghién ctru dic hidu chua duoc tién hanh.

PAC TINH DUQC LUC HOC:

Nhom tac dung dugce ly: Thude nhiin khoa, thubc chdng ting nhan dp va tac nhén co ddng tir.
Ma ATC: SO1EDS1

Co ché tac dung

Travoprosl mot chét twong tur prostaglandin Faa, la mot chét chu van dly du, co tinh chon loc
va 4i lue cao ddi voi thy thé clia prostaglandm FP, c6 tac dung lam giam ép luc ndi nhdn bing
cach ting thodt thity dich qua bd ddo cling mac va be cung mac. Tac dung gidm 4p luc ndi
nhan & ngudi bit diu khoang 2 gi¢ sau khi nhd mit va dat tac dung t6i da sau 12 gid. Giam ap
luc ndi nhin dang ké co thé duy tri hon 24 gid sau mjt lidu don ddc.

PAC TINH DUQC PONG HQC:
Hip thu

Travoprost la mdt tién thudc isopropyl ester. N6 dugce hép thu qua gidc mac, & d6 ester bi thiy
O phan thanh acid ty do ¢6 hoat tinh. Céc nghién ciru trén tho da cho thdy ndng d0 acid ty do
= cla travoprost tcu da trong thuy dich 14 khoang 20 ng/ml dat dugc trong vong 1 dén 2 gm sau
khi nho mit. Nong d6 acid tu do cua travoprost trong thuy dich giam dén voi thoi gian ban
thai khoang 1,5 gio.

Phan bd

Sau khi ding tai chd o mat, dung dich nhd mit Travoprost 40 meg/ml ¢ nhimg ngudi tinh
nguyén khoe manh, nong do toan than thdp cua acid ty do c6 hoat tinh di dwoc chimg minh.
Nong do dinh trong huyét twong ca acid tyr do ¢6 hoat tinh khoang 25 pg/ml hodc it hon duge
quan sat thay tir 10 dén 30 phut sau khi nho mat. Sau d6, nong do trong huyet tlm'ng giam
nhanh xuong dusi gi¢i han dinh luong 10pg/ml trude 1 gi¢ sau khi nho mit. Do nong do
trong huyet trong thip va sy thai trir nhanh sau khi dung tai chd, thoi gian ban thai cua acid
tw do ¢6 hoat tinh & ngudi khong thé x4c dinh dugc.

Chuyén héa

Chuyén héa 1a con dudng thai trir chinh ciia travoprost va dang acid tu do ¢6 hoat tinh. Cac
con dudng chuyén hoéa toan than dién ra tuong ty nu chuyén héa cua prostaglandin ni sinh
Fa, duge dic trung boi sy giam lién két doi & vi tri C13-Cl14, sy oxy héa 15-hydroxyl va sy
thuy phan cit B-oxy héa chudi bén phia trén.

Thai trir

Acid tu do travoprost va cac chit chuyén héa cia nd chu yéu duge bai tiét qua than. Dung
dich nho miét Travoprost 40 meg/ml duge nghlen ctru & nhitng bénh nhén suy gan tir nhe dén
ning va & nhimg b¢nh nhan suy thin tir nhe dén ning (d thanh thai creatin thip & mirc 14
ml/phut). Khong can didu chinh lidu & nhitng bénh nhén nay.
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Hwéng dén str dung thuéc

QUY CACH PONG GOI: Hop 5 19 x 2,5 ml

PIEU KIEN BAO QUAN: Bio quén trong bao bi kin & nhiét d§ dui 30°C
HAN DUNG CUA THUOC: 18 thang ké tir ngay san xuit

Han diing sau khi m& nép: 4 tuan

Khong ding thuéc qud han ding ciia thubc

TIEU CHUAN CHAT LUQNG CUA THUOC: Nha san xuat

TEN VA PIA CHI CO SO SAN XUAT:
Tén co s& san xuit: NITTO MEDIC CO., LTD

Dia chi: 1-14-1, Yasuuchi, Yatsuo-machi, Toyama-city, Toyama, 939-2366, Japan (Nhat Ban)
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