LOBRMIN CAPSULES
PHE Wb B dAu hidu T § va khuyén cdo:
‘ Poc ki hiedmg dan sir dung tricde khi ding.

Dé xa tdm tay tré em.

Théng bdo ngay cho bdc st hode dwoe sT nhitng tdc dung khdng mong mudn gdp phai khi sir
dung thudc.

1. Thanh phin céng thire thubc

MJi vién nang cirng chira:

Thémh phdn hoat chdt: Loperamid hydrochlorid BP 2 mg

Thanh phan (G dwee: Lactose, maize starch, sodium starch glycolate, magnesium stearate,
purified talc, colloidal anhydrous silica, empty capsule shell.

*Thanh phan vé nang: Tartrazine, brilliant blue FCF, erythrosine, titanium dioxide, gelatin,
purified water, sodium lauryl sulfate, methyl paraben, propyl paraben.

2. Dang bao ché: Vién nang cimg.

Maé ta dic diém thude: Bot mau tréng dén tring nga déng trong vién nang ¢ sb 2 véi ndp mau
xéam/ than mau xanh la.

3. Chidinh

Didu tri triéu chimg cua tidu chay cip & ngudi 16m va tré em tir 12 tudi trdr 1én.

Bidu tri tridu ching céc dot tidu chay cép lidn quan dén hoi chimg rudt kich thich & ngudi 16n tir
18 i trér 1én theo chén dodn ban dau ciia béc s.

4. Lidu ding — Céch ding

Liu ding

Tiéu chay cép

Nguwoi Iom vii tré em tie 12 tudi tré lén:

Liéu diu udng hai vién (4 mg), tiép theo udng mot vién (2 mg) sau mdi lan tiéu phin long. Liéu
thong thuémg 1a 3-4 vién (6mg — 8 mg) mdi ngay. Tong liéu ding mét ngay khéng nén vuot qué
6 vién (12 mg).

Pidu tri triéu chirng cac dot tiéu chay cip lién quan dén hdi chimg rudt kich thich & ngudi
l6m tir 18 tudi tré 1én

Lidu dAu ubng hai vién (4 mg), tiép theo udng 1 vién (2 mg) sau mdi lin tiéu phan long, hodc
theo |1 khuyén trudc d6 ciia bac si. Lidu tdi da hang ngay khong nén vuot qud 6 vién (12 mg).
Tré em:

Loperamid hydrochlorid chéng chi dinh & tré em dudi 12 tudi.

Ngueci cao tudi:

Khéng cén chinh lidu & ngudi cao tudi.

Suy thdn:
Khéng cén chinh liéu & bénh nhén suy thén,
Suy gan:

Mic di khéng c6 sin dir lidu duge ddng hoc & bénh nhén suy gan, nén théan trong khi ding
loperamid & nhitng bénh nhan ndy vi giam chuyén hoa lan diu qua gan.
Ciach duang:
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Diing dudmg udng. Céc vién nang nén duge udng vdi nude.
5, Chdng chi dinh
Thube chéng chi dinh vai cdc déi tugng:

e Qui min vai hogt chit hoge bit ky thanh phan ta duge ndo cia thube.

o Tréem dudi 12 tudi.

o  Bénh nhén kiét ly cép tinh, dic trung bai ¢6 m4u trong phén va sbt cao.

o Bénh nhén bj viém loét dai trang cép tinh.

e Bénh nhan bi viém rubt do vi khudn xdm lén bao gbm Salmonella, Shigella va

Campylobacter.

e Bénh nhén bi viém dai trang gia mac lién quan dén viée diing khéng sinh phd rong.
Khéng duge sir dung lopeiamld hydmchlond khi cin tranh su e ché nhu ddng rudt do nguy co
géy ra céc di chimg déng ké bao gdm tic rudt, phinh dai trang va phinh dai trang nhiém dgc. Phai
dirng loperamid hydrochlorid ngay lap te khi xudt hién tic rudt, tio bon hofic chudéng bung,
6. Canh bédo va thin trong Khi dung thube
Didu trf tiéu chay bing Inperamld chi 1a didu i tridu chimg. Cin c6 bién phap diéu tri ddc higu
phit hop bat ctr khi nao cé thé xdc dinh duge nguycn nhan gdy tiéu chay. Uu tién trong diéu tri
tiéu chay cép la ngan ngira hoiic hm phuc viée mét nudc va cac chét dién glal Didu nay dic bigt
quan trong & tré nho va bénh nhén § 4m yéu v ngudi cao tudi bi tiéu chay cap Str dung loperamid
hydrochlorid khong lam cén trér vige dung cde ligu phap b nude va dign gidi th[ch hop.
Do viée tidu chiy kéo dai c6 thé 1a chi diém cho cac tinh trang bénh 1y tiém 4n nghiém trong
hon, khong nén ding loperamid hydrochlorid trong mot théi gian dai cho dén khi tim ra cdc
nguyén nhin thit sw gay tieu chay.
Trong tidu chay cép, néu ldm sing khong cai thign trong véng 48 gid, khong nén ding tiép
loperamid hydmchlorld va bénh nhan nén tham khao 1o khuyén ciia bac si.
Bénh nhan méc AIDS ding loperamid hydrochlorid d& didu tri tiéu chay phai ngimg thude khi ¢6
nhimg tri€éu ching sém nhét ctia cing chudng bung. DA ghi nhin vai tri.rcmg hop tdo bén & bénh
nhin AIDS ¢6 viém dai trang nhiém khudn do virus va vi khuén duoc didu tri bing loperamid
hydrochlorid, ¢6 lam ting nguy co gy phinh dai trang nhidm doc.
Mic di khéng c6 sin dit liéu duge dong hge & bénh nhin suy gan, nén sir dung thén trong thude
& nhng bénh nhan nay vi chuyén héa thubc 1an ddu qua gan gidm, do do co thé gay qua lidu
twong ddi dan dén doc tinh trén hé thn kinh trung wong,
Do thube ¢6 chira lactose, cdc bénh nhin co vén d& vé di truyén hiém gap khong dung nap
galactose, thiéu hut Lapp lactase hoic kém hép thu glucose-galactose khong nén ding thube nay.
Néu bénh nhan dang dung thube dé kidm soat cac dot tidu chay lién quan dén hoi chimg rudt
kich thich d duoc chin dodn trude do bai béc si, nén ngirng sir dung loperamid hydrochlorid va
tham khao ¥ kién bac s kh1 khong thiy cai thién lam sang trong vong 48 gid. Bénh nhéan ciling
nén quay lai giip bac sT néu céc tridu chimg ciia ho thay dbi hodc néu cac dot tiéu chay lap di lap
lai kéo dai hUn hai tuén.
Céc bién cb tim bao gdbm kéo dal khodng QT va phuc bo QRS, xoin dinh di duge bdo céo ¢d
lién quan dén qué liéu. Mot sd truong hop da dén dén tir vong. Qud liéu co thé lam 16 ra hoi

chimg Brugada sin c6. Bénh nhén khong nén sir dung vuot qud mirc liéu khuyén céo va/hodc
khoang thori gian diéu trj khuyén cdo
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Cin thén trong & nhitng bénh nhén c6 tidn sir lam dung thude. Lam dung va phy thude loperamid
dd duge bao cdo. Loperamid 1a mot opioid ¢6 sinh kha dung thdp va kha ning qua hang rao mau
ndo han ché & lidu diéu tri. Tuy nhién, héi chitng nghién duge quan sét thiy nhw & nhém opioid.
Cénh bdo dic biét trén to hudng dén siv dung:
Chi ding loperamid dé diéu tri cac dot tiéu chay cdp lién quan dén hdi chimg rudt kich thich
(IBS) néu di duoc béc sT chdn dodn ¢6 héi chimg rudt kich thich trrde do.
Né’u bénh nhén hién tai ¢ bét ki didu nao sau ddy, khong sir dung thudc ma khong hoi trude ¥
kién cia béc si, ngay ca khi biét minh mac hdi chimg rudt kich thich:

e Néu bénh nhan tir 40 tudi tro [&n va da [du k& tir 14n cudi bi IBS,

» Néu bénh nhéan tir 40 tudi trdr 18n va céc triéu ching cia IBS Idn nay khéc bigt.

e Néu bénh nhin gin day da xuit huyét tryc trang,

o Néu bj to bon niing.

e Néu cam théy 6m hodc non mia.

e Né&u chan an hojc syt ¢in.

e Néu giip kho khiin hoiic dau khi di tiéu.

s Néu dang sit.

o Néu da di du lich nude ngoai gin ddy.
Tham khao ¢ kién béc si néu phat trién céc triéu chfmg\mc‘rl, néu céc triéu chimg trd nén trim
trong hon hodc cée triéu chimg khdng cdi thién sau hai tuan.

7. Sir dung thube cho phu nit ¢6 thai va cho con bi ?ﬁ
Phu nit cé thai ;_‘:
Hién dir liéu con han ché v& viée sir dung loperamid hydrochlorid & phu nit mang thai. Céc M

nghién ciru trén dong vét khong chi ra céc tac dong co hai truc tiép hodc gian tiép dbi voi doc ::‘7
tinh sinh san. Nhu mot bién phép phong ngira, nén tranh str dung loperamid hydrochlorid trong o

subdt thai ky.

Phu nir cho con bu

Khong ¢6 anh hudng nao dén tré so sinh/tré bi sita me duge dy doan vi mac d¢ phoi nhiém toan
than cia loperamid & phy nit chc': con bu la khéng déng ké. Loperamid c6 thé duge ké toa tam
thdi trong thdi gian cho con bi néu céc bién phap dn kiéng cho tiéu chay khong du.

Kha niing sinh san

Khong c6 dit liéu v& anh huong ciia loperamid hydrochlorid 18n kh ning sinh san & ngudi. Két
qua nghién ctru trén dong vt lfhﬁng cho thiy bét ki anh huéng nao ctia loperamid hydrochlorid
1&n kha nang sinh san & liéu diéu tri.

8. Anh hwdng cia thude 1én kha ning l4i xe, vin hanh may méc

Loperamid hydrochlorid ¢é anh hudng vira phai dén kha nang li xe va van hanh mdy moc. C6
thé xay ra r1n£'f|t v thire, suy gidam mirc do v thirc, mét madi, chong mét hodc budn ngu khi diéu tri
tiéu chay bang loperamid hydrochlorid.

Vi thé, nén thén trong dung thudc khi l4i xe hay van hanh mdy moc.

9. Twong tac, trong ky cia thube

Twong tac

Dt ligu tiéy lam sang cho thiy loperamid 1 mdt chét nén P-glycoprotein. Hon nita, loperamid
duoe chuyén hoa chii yéu bai CYP3A4 va CYP2CS. St dung ddng thdi loperamid (lidu don
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16mg) vai quinidin, hay ritonavir, ca hai déu 14 thude tc ché P-glycoprotein din dén két qua 1a
gia ting 2-3 lan ndng dd loperamid trong huyét twong.

Két qua ciia mot nghién ciru duge dong hoe duge cong b cho thiy ring vige sir dung dong thoi
loperamid véi desmopressin dudng udng co thé lam ting gap 3 1an ndng do desmopressin trong
huyét tvong miic di khéng c6 téc dyng 1dm sang nao duge bio céo.

Céc tuong tic cd thé xay ra vai cde thude lam chim nhu dong rugt (vi dy thude khang
cholinergic) vi téc dung cia loperamid c6 thé duge ting cudng.

Sir dung déng thai loperamid (lidu don 4mg) va itraconazol 1am tang 3-4 lin nong do loperamid
trong huyét twong. Trong nghién citu twong tur v&i gemfibrozil, mot thudc e ché CYP2CS thi
AUC ciia loperamid ting khoang 2 ldn. Diing két hop itraconazol va gemfibrozil v6i loperamid
lam ting 2 1An ndng do dinh trong huyét trong cua loperamid (Cmax) va tang 13 ldn AUC cia
loperamid. Sy gia ting nay khong di kém cac tri¢u chimg trén than kinh trung wong c6 thé tham
dé duge.

Sir dung ddng thdi loperamid (lidu don 16 mg) va ketoconazol, mdt thude tre ché CYP3A4 va P-
glycoprotein, din t6i lam ting gp 5 lin ndng dé loperamid trong huyét twong. Sy ting ndng dd
thude nay khdng lam ting téc dyng duge lye hoc khi do bing phép do ddng ti.

Van chua biét mdi lién quan 1dm sang ciia cac tuong tic duge dong hoe nay khi ding loperamid
& lidu khuyén cdo (2 mg, lidu t6i da hang ngay 1&n &én 12 mg).

Céc thude c6 diic tinh duoce Iy tuong tw duge cho ring ¢6 thé lam tang tac dung cia loperamid va
cac thube lam tang nhu déng rudt co thé lam giam téc dung cla thude.

Twong ky

Do khéng ¢6 céc nghién ciru vé tinh twong ky cta thube, khéng trén 1An thube ndy véi cée thude
khac.

10. Téc dung khéng mong mudn ciia thube

Ngudi 1on va tré em > 12 tudi

Tinh an toan ctia loperamid hydrochlorid d& duge danh gid trén 2755 bénh nhén ngudi [6n va tré
em > 12 tudi tham gia trong 26 thit nghiém lam sang cé ddi ching va khéng dbi chimg cua
loperamid hydrochlorid trong diéu tri tiéu chay cép tinh.

Céc phan (g kh6ng mong mudn ctia thude thudng gip nhét duoc bo céo (tAn sudt > 1%) trong
cac thir nghiém l4m sang diu tri tiéu chay cap bing loperamid hydrochlorid 1a tdo bén (2,7%),
ddy hoi (1,7%), dau déu (1,2%) va budn nén (1,1%).

Bang | - Liét ké céc phan (mg khong mong muén ciia thude da duge béo cdo khi sir dung
loperamid hydrochlorid tir céc thir nghiém ldm sang (tiéu chay cdp) hodc trong bdo cdo sau luu
hanh.

Phan loai tAn suét theo quy wdc sau ddy: rit thuong gip (> 1/10); thudng gip (> 1/100 dén
<1/10); it gap (> 1/1.000 dén < 1/100); hiém gip (= 1/10.000, dén < 1/1.000); rit hiém gip (<
1/10.000)

Bang 1: Cac phan (rng khong mong muén ciia thude

Hé théng co | Diu hidu

quan Thudng gap it gap Hiém gip
Réi loan hé Phan (tng qua man®
mién djch Phan fmg phan vé (bao
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gom sbc phan vé)*

Phan tmg gidng phan vé®
Réi logan hé than | Pau diu Ngi ga? Mt ¥ thire®

kinh Chéng mit Sitng s&

Giam nhén thic®

Tang truong luc co?

Bét thudng didu hoda vén
daong®

Réi loan mit Co dbng tir®

R6i  loan tiéu | Téo bén Dau bung Thc rudt® (bao gbm tic
hoa Budn ndn Khé chiu ving bung | rudt do liét rudt)

Diy hoi Khé miéng Phinh to dai trang® (bao
Pau byng trén gbm phinh to dai tring
Non nhiém doc”)

K1 tide? I[i;l chimg miéng bong
ral

Cang chudng bung

Réi loan da va Ban dé N&i béng rop* (bao gbm
md duwdi da hdi  chimg  Stevens-
Johnson, hoai ft thugng
bi nhiém déc va hong ban
da dang)

Phit mach®

May day*®

Ngtra®

R6i loan thén va Bi tiéu?
tiét niéu

R6i loan toan Mét moi®
thin va finh
trang tai noi
ding thude

a: Céc thuat ngir dugc liét ké dya trén bdo céo sau luu hanh cia loperamid hydrochorid. Qué
trinh xéc dinh phan Gng khong mong muén cia thube sau khi dua thudc ra thi truomg khong
phan biét gita chi dinh cép tinh va man tinh hojic giita ngudi [6n va tré em, tin suét dugc ude
tinh tir tAt ca cdc thir nghiém lam sang vdi loperamid hydrochlorid (cAp tinh va man tinh), bao
gdm cac thir nghiém & tré < 12 tudi (N=3683).

b: Xem Cdnh bdo va thin trong khi ditng thuée J
Tré em

Tinh an toan cia loperamid hydrochlorid dd dwgc danh gia & 607 bénh nhan tir 10 ngay tudi dén
13 tubi tham gia trong 13 thir nghiém lim sang ¢6 ddi chimg hodc khong dbi chimg sir dung
loperamid hydrochlorid trong didu tri tiéu chay cép. Nhin chung, dic diém cua cac phan tng
khéng mong mudn & nhom bénh nhan nay twong tw nhu dic diém quan sat duge trong cde thix
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nghiém 14m sang vdi loperamid hydrochlorid & ngudi 16n va tré em trén 12 tudi.
11. Qui lidu va cich xi tri
Triéu chirng

Trong trudng hqp qua lidu (ké ca qua | iéu twong dbi do rbi loan chirc niang gan), c6 thé xay ra
biéu hién (rc ché hé thin kinh trung wong (siing so, bit thuo‘ng didu hoa vin dong, ngu ga, co
dong tir, ting truong ll,rc co va (re ché hd hap‘) bi tidu va téc rudt. Tré em co thé nhay cam vdi
céc anh hudng trén thin kinh trung wong hon ngudi 16n.

(5 nhitng ngudi di ubng qua lidu Ioperamid hydmchlmid da thiy cdc bién cb vé tim nhu kéo dai
klméng QT va phirc bd QRS, xodn dinh, r6i loan nhip that nghlém trong khéc, ngirng tim va

nght. Cac trué'ng hop tir vong cling di duge bdo cdo. Qua lidu ¢o thé lam 16 ra hdi ching
Brugada sn ¢o.

Sau khi ngimg thude, di quan sat thdy cdc trudmg hop hoi chimg cai thude & nhimg ca nhén lam
dung, phy thudc hoiic ¢6 y dung qua liéu loperamid vdi lieu qué lén.
Pidu tri

Trong trudng hop qud lidu, nén bét dhu theo ddi kéo dai khoang QT qua dign tim dé. Néu xay ra
céc tridu ching qua liéu trén hé thin kinh trung wong, cé thé ding naloxon nhur thuoo giai dic.
Vi thai gian téc dung -:ua loperamid dai hon naloxon (l dén 3 gid) nén co thé can phai lap lai
lidu naloxon. Do vay, cén theo ddi sat bénh nhén it nhét 48 gior dé phat hién céc déu higu e ché
thin kinh trung wong c6 thé xay ra.

12. BPic tinh dwge hye hoe

Nhom duge Iy: Ue ché nhu dong rudt.

Mi ATC: A07DAO3

Loperamid hydrochlorld la mdt opioid tdng hop c6 tac dung e ché nhu ddng rudt bang cach gin
vao céc thy thé opiat trong thanh rudt, qua do lam glam tiét acetylcholin va prostaglandin. No
lam gidm nhu dfng rudt va ting thoi gian vén chuyén trong rudt. Ciing c6 thé 1dm giam bai tidt
dudng tiéu hoa, dén dén cai thién tinh trang tiéu chay.

Loperamid cling lam téng trrong lyc cia co vong hiu mon. Diéu nay gilp giam tinh trang dai
tlén khong tu chi va cﬁp béach. Tac dung chong tiéu chay bt dAu xay ra ngay sau mot gid sau khi
udng lidu 4 mg loperamid.

Trc-ng mdt thir nghiém 1dm sang mu dai, ngau nhién trén 56 bénh nhan bj tiéu chay cip dugc
diéu tri bing loperamld da quan sat théy su khai phat tac dung chong tiéu chéy trong vong 1 gid
sau khi ding mot liéu don 4 mg. Céc so sanh 1am sang vai cac thude didu tri tiéu chay khéc da
xé4c nhan sy khéi phat tac dung nhanh chéng dic biét nay cia loperamid.

13. DPic tinh dwge dong hoe

Hép thu:

Phén 16n loperamid udng vao s& duoc hép thu tir rudt, nhung do két qué cta vige chuyén hoa
budc ddu dang k&, sinh kha dung toan than chi vao khoang 0,3%.

Phén bb:

Céc nghién ctru v& phén bd thude & chubt cdng cho thiy ai lyc cao trén thanh rudt vai su ua gc’m
v6i céc thu thé tai IUp co doc. Ty 18 gin két protein huyét tuong cia loperamid 1a 95%, chi yeu
14 albumin. D liéu tién 1am sang da cho thdy loperamid la mot co chét ctia P-glycoprotein.
Chuyén héa:

Loperamid hiu nhu duge chuyén héa hoan toan tai gan, noi phé‘m Ién thube duoc chuyén hoa,
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thinh dang lién hop va duge bai tiét qua mit. Con dudng chuyén hoa chit yéu cia loperamid qua
qué trinh oxy hoa khir methyl & vi tri N va chi yéu théng qua céac cnzym CYP3A4 va CYP2CS.
Do tac dong chuyén hoa ban dau rit manh nay, néng db trong huyét trong ciia thude & daug

khéng ddi la rit thip. Loperamid thudmg chi qua hdng rdo méau néo voi ndng do rat han ché &
ngudri lém.

Thai trix:

Thai glan ban thai cua loperamid & ngudi vao khoang 11 gid, thay déi trong khoang 9-14 gid. Sy
bai tiét chia loperamid & dang khong di va clia cdc chét chuyén hod chi yéu qua phan.

Tré em:

Khong c6 nghién clru duge dgng hoc nao duge thye hién & tré em. Dy kién rang duge déng hoc
cia loperamid va tuong téc thude-thude vai loperamid s& twong ty nhu & ngudi lon.

14. Quy cich dong goi: Hop 10 vix 10 vién.

15. Didu kién bio quén, han dimg, tiéu chufin chit lwgng thude

B#o quan: Bao quan dudi 30°C. Tranh dnh sang, nhigt va dm.

Han diing: 36 thing ké tir ngay sén Xuét.

Tiéu chuin chat lwgng: BP }'\
‘A

16. Tén, dia chi co' sé sin xuét thube t3

Saga Lifesciences Limited N : |

Survey No. 198/2 & 198/3, Chachrawadi Vasna, Ta-Sanand, City: Chachrawadi Vasna, Distg
Ahmedabad, Gujarat State, An Po.

\?

T



