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HUONG DAN SU DUNG
Tén thude: *RIDIFAN 10
Doc k§f hiéng dan sik dung trude khi ding. Dé xa tdm tay tré em.
Thuée nay chi ding theo don thudc.
1. Thanh phén céng thirc thude ( 1 géi):

Thanh phén Ham lwgng
Thanh phéin hoat chét: Racecadotril 10 mg
Thanh phin td dwpe:

Pudng triing, Eudragit NM30D, Huong ma, Colloidal | Vira du 1 g6i
anhydrous

2. Dang bao ché: Thude cdm, mau trang, vi ngot.

3. Chi dinh:

Didu tri tridu chitng tiéu chay clp ¢ tré so sinh (trén 3 théng tudi) va tré em cling vdi
viée bu nuée bing dudng ubng va cdc bién phap hd trg thong thudng, khi céc bién
phap nay khong di dé kiém soat tinh trang 1dm sang va khi khong thé didu tri nguyén

nhén.

Néu c6 thé didu tri nguyén nhan giy tiéu chay, c6 thé ding racecadotril nhw mét liéu
phap diéu trj bd sung.

4. Cach dung, lidu ding:

4.1 Liéu dimg

RIDIFAN 10 duge ding qua dudng ubng, cling véi viée bu nude bing dudng udng.
RIDIFAN 10 sir dung cho tré <13 kg

Lidu khuyén cdo duge xdc dinh theo trong lugng co thé: 1,5 mg/kg mdi liu (twong
tmg vé&i 1 dén 2 goi), ba 1an mbi ngay déu din.

Tré so sinh du6i 9 kg: 1 gbi, 3 lAn/ngay.

G tré so sinh tir 9 kg dén 13 kg: 2 goi, 3 14n mdi ngay.

Théi gian didu tri trong cac thir nghiém l4m sang & tré em 14 5 ngay. Nén tiép tyc diéu
tri cho dén khi ghi nhén dugc 2 14n di phin binh thuomg. Diéu trj khong qué 7 ngdy.
Khong co thir nghiém 1am sing & tré dudi 3 théng tudi.

Cdc doi twong ddc biét:
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Khong cé nghién ciru & tré so sinh hoiic tré em bi suy thén hodc suy gan.

Cén thén trong & nhitng bénh nhin bj suy gan hogic thin.

Thubc c¢6 thé duge thém vao thirc #n, phin tén trong mdt cde nude hodc trong binh
ba, trdn déu va sau d6 ding ngay.

4.2. Cach ding

Thudc ding dudmg udng.

Thudc ¢6 thé duge thém vao thirc #n, phén tan trong mot cde nuwée hodic trong binh
bu, trdn déu va sau d6 ding ngay.

5. Chéng chi djnh:

Khéng ding RIDIFAN 10 cho tré néu bj dj g (mfn cdm) véi hoat chét hoiic bit ki
thanh phén ndo ctia thube. Do cé chira dudng triing (sucrose), Ridifan 10 chdng chi
dinh v6i nhitng bénh nhan ¢6 vin d& di truyén hiém pap vé viée khéng dung nap
fructose, hoi chimg kém hép thu glucose-galactose hoiic thiéu hut sucrase-isomaltase.
6. Canh bao va thin trong khi ding thude:

Viée sir dung RIDIFAN 10 khong lam thay d6i ché d b nudc théng thudng,

Viéc bl nudce rit quan trong trong viéc kiém soat tiéu chiy cp & tré so sinh.

Yéu cu bl nude va dudng ding phai phit hop véi do tudi va cén ning clia bénh nhan
cling nhu giai doan va mirc d§ nghiém trong ciia bénh, ddc bigt trong trudng hop tiéu
chay nghiém trong ho#c kéo dai kém theo ndn mira nhidu hoic chan &n. Trong trudng
hop tiéu chay nghiém trong hoiic kéo dai kém theo nén mira nhidu hoiic chan #n, cin
cén nhic viée bl nude qua dudng tinh mach.

S hién dién ciia phin c¢6 méu hodic mu va sét c6 thé cho thiy sy hién dién cia vi
khudn x4m l4n 13 nguyén nhan giy tiéu chay hoic sir hién dién ciia mot bénh nghiém
trong khéc. Ngoai ra, racecadotril chwa duge thir nghiém trong bénh tiéu chay lién
quan dén khang sinh. Vi véy, khong nén ding racecadotril trong nhiing truong hop
nay.

Tiéu chiy mén tinh chua duoc nghién ciru ddy di véi san phm nay.

0 bénh nhan tidu duong, cin luu ¥ ring RIDIFAN 10 c6 chira sucrose, thi lugng
dudng nay phai dwgc tinh dén trong khéu phin duwdng hang ngay.

Khong ding Ridifan 10 cho tré so sinh duéi 3 thang tudi vi chwa ¢6 thir nghiém 1am
sang trén ddi tuong nay.
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Khéng ding Ridifan 10 cho tré em bj suy than hofic gan, bt ké mtrc 36 nao do thiéu
théng tin vé nhém bénh nhén nay.

Do sinh kha dung c6 thé bi gidm nén khéng ding Ridifan 10 trong trudmg hep nén
mura kéo dai hoidic khong kiém soat duge.

Su xuét hién céc phan mg trén da di dugc bdo cdo khi sir dung sin phém. Hau hét
cc trudmg hop nay déu nhe va khéng cln didu trj nhung trong mdt s trudmg hop,
chiing c6 thé nghiém trong, thAm chi de doa tinh mang, Khéng thé loai trir hoan toan
mdi lién quan voi racecadotril.

Khi giip phan (mg da nghiém trong, phai ngimg diéu trj ngay 1ép térc.

Qua min/phi thin kinh di duge béo cédo & nhitng bénh nhan ding racecadotril. Pidu
ndy ¢6 thé xay ra bt cir lic nio trong qua trinh diéu trj.

C6 thé xay ra phit mach & mit, tir chi, mdi, niém mac.

Khi c6 phi mach lién quan dén téc nghén dudng hd hdp trén, chiing han nhu ludi,
thanh mén vivhodic thanh quan, cin didu trj cip ctru kip thoi.

Nén ngirg sir dung Racecadotril va bénh nhén phai duge gidm sat y t& chit ché cho
dén khi céc tridu chimg duge giai quyét hoan toan va bén vimg.

Bénh nhén c6 tidn si phit mach khong lién quan dén didu trj bing racecadotril c6 thé
ting nguy co phi mach.

Sir dung ddng thoi racecadotril va thude (e ché ACE cé thé 1am ting nguy co phu
mach. Do d6, cAn d4nh gia cin than lgi ich-nguy co trude khi bit ddu didu tri bing
racecadotril & bénh nhén ding thude e ché ACE.

Phén img bét 1oi & da nghiém trong (SCAR):

Céc phan (g bét loi & da nghiém trong (SCAR) bao gdm phén tmg tiing bach cu 4i
toan va cdc triéu chirng toan thin (DRESS), c6 thé de doa tinh mang hogc gdy tir
vong, di duge béo cdo lién quan dén didu trj bing racecadotril. Bénh nhan cin dugc
théng béo vé cac déu hiéu, triéu chimg va theo doi chiit ch& cac phan ing trén da. Néu
xudt hién cdc déu hiéu va triéu chimg goi y hoi chirng DRESS, nén ngimg sir dung
racecadotril ngay 14p tirc va can nhic phuong phap diéu trj thay thé. Néu bénh nhén
da timg bi DRESS khi sit dyng racecadotril, khong dugc bit diu lai didu tri bang
racecadotril & nhitng bénh nhan nay bét c& lic nio.

7. Sir dung thude cho phy nik ¢6 thai va cho con bi:
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7.1, Phu ni¥ co thai

Khéng cé dir liéu ddy da vé viée sir dung racecadotril & phy nit mang thai. Céc nghién
ciru trén dong vit khong cho thy tac dung cé hai trye tiép hodc gién tiép db6i véi viee
mang thai, khd néing sinh sén, sy phat trién ctia phéi thai, qua trinh sinh con/sinh né
hoic su phét trién sau sinh.

Tuy nhién, do chua c6 nghién cfu 14m sang cy thé nén khong nén diing racecadotril
cho phuy nit mang thai.

7.2, Phu ni# cho con bii

Do thiéu théng tin vé& sy bai tiét racecadotril qua sita me, khoéng nén ding thubc nay
cho phuy nir dang cho con b,

8. Anh hwiémg ciia thude 1én kha ning 14i xe, vin hanh miy mée:

Racecadotril khéng anh hudéng hoiic dnh huéng khéng déng ké dén kha niing 14i xe va
van hanh may moc.

9, Twong tac thube, twong ky ciia thude:

9.1. Twong tdc thube

Tuong téc cia racecadotril voi thube Ge ché ACE

Sir dung ddng thoi racecadotril va thubc e ché ACE (vi du captopril, enalapril,
lisinopril, perindopril, ramipril) ¢6 thé 1am ting nguy co phit mach.

O ngudi, didu tri ddng thoi racecadotril véi loperamid hodic nifuroxazide khéng lam
thay dbi dugce dong hoc cia racecadotril.

9.2 Twong ky thudc

Do khéng c6 céc nghién ciru vé tinh twong ky ciia thudc, khong trdn 13n thude nay véi
céc thude khac.

10. Téc dung khdng mong mudn ciia thude:

Dit ligu tir cdc nghién ctru 14m sang v& tidu chay cdp tinh c6 sin trén 860 bénh nhi
dwoc diéu tri bing racecadotril va 441 bénh nhén duge didu tri bing gia duge.

Céc phan tmg bit lgi cia thudc sau diy dugc liét ké dudi diy da xay ra véi
racecadotril thudong xuyén hon so véi gid duge hodc dd duge bdo céo trong qué trinh

gidm sét sau khi dua thudc ra thi trudng. Tén sut ciia cic phan (mg bét lgi duge xdc
dinh theo quy udc sau:
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Rét phd bién (> 1/10), phd bién (> 1/100 dén < 1/10), It gdp (= 1/1.000 dén < 1/100),
hiém (= 1/10.000 dén < 1/1.000), rit hiém (< 1/10.000), Khong x4c dinh (khong thé
ude tinh tir dit liéu c6 sin).

Céc phan tmg bét lgi & da nghiém trong (SCAR) bao gbm phén (mg ting bach céu 4i
toan va céc triéu ching toan than (DRESS) d4 duge béo cho lién quan dén didu trj
bing racecadotril.

Nhiém triing vas nhiém dée:

- ft giip: viém amidan.

Réi logn da vé mé dudi da:

- ft giip: phat ban, ban db.

- Khong xac dinh: héng ban da dang, phil lui, phit mat, phtt mdi, phit mi mét, phil
mach, mdy day, hdng ban nat, phéat ban, ngira, phan Gng thubc véi ting bach ciu ai
toan va céc tri¢u chitng toan thin (DRESS)

Réi logn hé théng mién dich:

- Khong xdc dinh: sbc phan vé

11. Qua lidu va cdch xit tri:

Khéng c6 trudmg hop qua liéu nao da duge bao cdo. O ngudi 16n, cac lidu don trén 2
g tuong duong véi 20 14n didu tri da duoc diing ma khéng géy ra cdc tic dung c6 hai.
12. Pic tinh dwge hye hoce:

Nhém dwge Ij: Thude trj tiéu chay khac.

Mi ATC: A07XAD4.

Racecadotril 13 mdt tién chét cén duge thiy phén thanh chit chuyén héa cé hoat tinh
thiorphan, chét nay 13 chét rc ché enkephalinase, mot loai enzyme peptidase mang té
bao c6 trong nhiéu md khéac nhau, dic biét 1a biéu m6 ciia rudt non. Enzyme ndy goép
phin vao qua trinh tiéu héa cdc peptide ngoai sinh va phan hiy céc peptide ndi sinh
nhu enkephalin.

Racecadotril bao vé enkephalin khoi sir thoai bién cia enzyme do d6 kéo dai tic dyng
ciia chiing tai cdc khép thin kinh enkephalinergic trong rudt non va 1am gidm quéd
trinh bai tiét qua mic,

Racecadotril 13 mot hoat chit khang tiét duong rudt. N6 1am giam sy ting tiét nrée va
chét dién giai do doe t dich ta hofic viém giy ra va khoéng c6 tic dung ddi v6i hoat
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d6ng bai tiét co ban. Racecadotril c¢é téc dyung chdng tiéu chay nhanh chéng ma
khéng lam thay d6i thai gian vén chuyén qua rudt.

Trong hai nghién ctru 1dm sang & tré em, racecadotril giam Ian lugt 40% va 46%
trong lugng phan trong 48 gid dhu. Ngudi ta cling thiy gidm déng ké thoi gian tigu
chdy va nhu cAu bil nude.

Mot phan tich tdng hop dit liéu bénh nhén riéng 1& (9 thir nghiém 1am sing nghu
nhién racecadotril so véi gia duge, cling véi viée bl nrde dudng ubng) da thu thip dit
litu bénh nhan riéng 1& tir 1384 bé trai va bé gai bj tiéu chay cfip & nhidu mic do
nghiém trong khic nhau va duge diéu trj nhu bénh nhin nodi tri hodc ngoai trd. D
tudi trung binh 12 12 théng (khoang tir 6 dén 39 thang). Tdng cdng c6 714 bénh nhin
< 1 tudi va 670 bénh nhén > 1 tudi. Can ning trung binh dao dong tir 7,4 kg dén 12,2
kg trong cac nghién ctru. Téng thdi gian tiéu chiy trung binh 12 2,81 ngdy d6i v6i gia
duge va 1,75 ngdy dbi v6i racecadotril. Ty 18 bénh nhan hdi phyc & nhom racecadotril
cao hon so vai gia duge [Ty 18 nguy co (HR): 2,04; CI 95%: 1,85 dén 2,32; p <
0,001; mé hinh hdi quy Cox. Két qua rit gidng nhau dbi véi tré so sinh (<1 tudi) (HR:
2,01; CI 95%: 1,71 dén 2,36; p < 0,001) va tré m6i biét di (>1 tudi) (HR: 2,16; CI
95%: 1,83 dén 2,57; p < 0,001). Pdi v6i cac nghién ctu trén bénh nhén ndi trd
(n=637 bénh nhén), ty 1& lugng rcecadotril/gia dugc thai ra phin trung binh 1a 0,59
(CI 95%: 0,51 dén 0,74); p < 0,001). Pbi véi cac nghién ciru trén bénh nhin ngoai tri
(n = 695 bénh nhan), ty 1¢ s6 lwgng phan tiéu chay trung binh racecadotril/gia dugc 13
0,63 (CI 95%: 0,47 dén 0,85; p < 0,001).

Racecadotril khéng gdy chuéng byng. Trong quéd trinh phat trién 14m sang,
racecadotril gdy tao bon thir phat véi ty 18 tuong duong véi gia duge. Khi ding qua
dudmg ubng, hoat dong ciia né chi & ngoai vi, khong c6 tic dung 1én hé thin kinh
trung wong.

13. Dic tinh dwge ddng hoe:

Hip thu:

Sau khi udng, racecadotril dugc hip thu nhanh ching.

Mire d6 phoi nhiém & trang théi dn dinh c6 thé so sanh duge véi mire d9 phoi nhiém
sau mt lidu duy nhét.

Phén bé:
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Trong huyét tuong, sau khi ubng mét liéu racecadotril ¢6 ddnh dau 14C, mirc 6 phoi
nhiém carbon phéng xa do dugc cao hon nhiéu béc so véi trong té4 bao mau va cao
ghp 3 l&n so v6i trong mau todn phin. Vi vy, thude khéng lién két véi céc té bao
méu & mirc do déng k&, Su phén bd carbon phong xa trong céc md khac cua co thé &
mirc vira phai, dugc bidu thj bing thé tich phan bé biéu kién trung binh trong huyét
twong 13 664 kg 90% chdt chuyén héa c6 hoat tinh cia
race.cadotril:(thjorphan=(RS)~N-(1-0x0-2—(mercaptomethy1)-3-pheny1propyl) glycin),
lién k&t v6i protein huyét twong, chi yéu v6i albumin.

Thoi gian va mic do tic dung cia racecadotril phy thudc vao liéu lwong. Thoi gian
dat dinh trc ché enkephalinase trong huyét twong 13 khoang 2 giy va fuong (g véi
mite e ché 90% véi lidu 1,5 mg/kg. Thoi gian fre ché enkephalinase trong huyét
tuong 14 khoang 8 gid.

Chuyén hod

Thoi gian ban hiy cia racecadotril, duge do bing su rc ché enkephalinase trong
huyét twong, 14 khoéng 3 giv.

Racecadotril bi thiry phén nhanh  chdéng thanh  thiorphan
(RS)-N-(1-ox0-2-(mercaptomethyl)-3-phenylpropyl) glycin, chét chuyén héa cé hoat
tinh, sau d6 duge chuyén hoa thanh chét chuyén héa khong co hoat tinh dugc xac
dinh 13 sulfoxyde cua Smethylthiorphan, S-methyl thiorphan, axit
2-methanesulfinylmethyl propionic va axit 2-methylsulfanylmethyl propionic, tit ca
d&u duoc hinh thanh & mirc 16n hon 10% muc phoi nhiém toan thén cia thude gbe.
Cac chét chuyén hoa thit yéu khac cling dugc phat hign va dinh Iwgng trong mréce tidu
va phén.

Dit lidu in vitro chi ra ring racecadotril/thiorphan va bn chét chuyén hoéa chinh
khong c6 hoat tinh khong e ché cdc enzym CYP chinh 13 céc dang 3A4, 2D6, 2C9,
1A2 va 2C19 & mure d6 c6 ¥ nghia 1dm sang.

Dit lidu in vitro chi ra ring racecadotril/thiorphan va bén chit chuyén hoa khéng hoat
déng chinh khong tao ra cdc dang dong phan enzyme CYP (ho 3A, 2A6, 2B6,
2C9/2C19, ho 1A, 2E1) vi céc enzyme lién hgp UGT & mirc d phit hop vé mit 1im

sang. .
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J teé em, két qua duge ddng hoc twong tw nhu & ngudi 16n, dat Cmax sau 2 giy 30
phiit sau khi ding. Khong c¢6 sy tich liiy sau khi ding nhidu liéu mdi 8 gidy trong 7
ngay.

Thadi trir

Racecadotril duge thai trir dudi dang chit chuyén hoa c6 hoat tinh va khong c6 hoat
tinh. Syr thai trir chii yéu qua dudng thén (81,4%) va & mic d thép hon nhidu qua
dudmg phéan (khodng 8%). Pudmg phdi khéng déng k& (duéi 1% lidu).

14. Quy céch dong goi:

Hop 15 goi, 16 g6i, 30 gbi, hdp 50 gbi. Kem to hudng dén sir dyng,

15. Piéu kién bio quén, han ding, tiéu chuin chét lwong ciia thude:

- Didu kién bdo qudn: Noi khd réo, nhiét o khong qua 30°C, tranh 4nh séng truc tiép.
- Han diing: 36 thang ké tir ngay san Xuét,

- Tiéu chuén chét lugng: TCCS.

16. Tén, dia chi ciia co s& sdn xué%gmﬁﬁ&
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