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Rx Thudc nay chi ding theo don thuéc

Rupatadine STELLA Sp.

1.  Tén thudc
Rupatadine STELLA Sp.

2.  Céc dau hiéu lwu ¥ va khuyén cao khi diing thuéc
DE xa tam tay tré em
Doc ky huéng dan st dung treede khi ding

3.  Thanh phan céng thirc thudc
Thanh phan hoat chét:

MGi 1 m! dung dich uéng chira:

BRUDATEEINE G iR i s 1mg

(dudi dang rupatadine fumarate 1,279 mg)

Thanh phén ta duoc:

Propylene glycol, saccharose, saccharin sodium, citric acid anhydrous, disodium phosphate dodecahydrate,
methylparapen, quinoline yellow, banana flavour, purified water.

4.  Dang bao ché
Dung dich uéng.

Dung dich trong, mau vang, tham mui chudi,

5. Chidinh
Rupatadine STELLA Sp. diwac chi dinh @& digu tri cAc triéu ching:

- Viém mdi di (ng (bao gdm viém mdi di rng man tinh) & tré em tl 2 dén 11 tudi.

~  May day & tré em tlr 2 dén 11 tUdi,

6. Cach dung, liéu ding
Cach dang
Rupatadine STELLA Sp. duwroc diing biing dutrng uéng. Sir dung ¢6c phan liu kém theo trong hip d& dong thé tich.
Liéu ding
Tré em tir 2 dén 11 tudi

- Liéu dong cho tré em can ndng = 25 kg: 5 ml dung dich uéng (5 mg rupatadine) x 1 [an/ngay, clng hodc khéng clng
thirc an,

~  Liéu ddng cho tré em can nang = 10 kg dén < 25 kg: 2,5 ml dung dich udng (2,5 mg rupatadine) x 1 l&n/ngay, cing
hodc khéng cang thirc an.

Tré em dudi 2 tudi

Khéng khuyén cdo str dung thuéc & tré em dudi 2 tdi do thiéu dir lieu trén nhém daéi twong nay.

Nguari Iom va thanh thigu nién (frén 12 tudi)

O ngudi I6n va thanh thidu nién (trén 12 tudi), ding vién nén rupatadine 10 mg sé& thich hop hon.

Bénh nhan suy gan hoac suy than

Do chua co kinh nghiém lam sang © nhirng bénh nhan suy gidm chic ndng gan hodc than, hién khang khuyén cao
str dung rupatadine & nhirng b&nh nhan nay.

7. Chéng chi dinh
Qué méan v&i rupatadine hoac bat ky thanh phan ta duoc nao cua thudc,

8. Canh b&o va thén trong khi dung thudc

= BPd an toan cla dung dich udng rupatadine & tré em dudi 2 woi chua dupc thidt 1ap.

Trénh sir dung ddng thovi rupatadine vé&i cac chat (rc ché manh CYP3A4 va than trong khi dung dang théi vai cac chat
trc ché trung binh CYP3A4,

—  Can diéu chinh lidu cac thubc la co chét nhay cam véi CYP3A4 (nhw simvastating |ovastatin) va & cac co chat
CYP3A4 c6 khoang didu tri hep (nhw cyclosporin, tacrolimus, sirolimus, everalimus, cisapride) do rupatadine cd thé
lam téng ndng @d trong huyét tueng cla cac thude nay,

- Khéng khuyén cao str dung rupatadine v&i nuwérc ép budi chum.

- Ba an toan trén tim cla vién nén rupatadine 10 mg da dwgc danh gia chi tiét trong nghién clru QT/QTc & nguréi 16n.
Khi ding rupatadine & mrc liéu gap 10 Ian lidu diéu tri khdng gay ra bét ki anh hudng nao trén dién tam dd va do do
khdng &nh hudng 1&n sw an toan cha tim, Tuy nhién, cdn than trong khi ding rupatadine ¢ nhitng bénh nhan da duoc
xac dinh co khoAng QT kéo dai, bénh nhan ha kali huyét khéng digu chinh dwgc, bénh nhan loan nhip tim tién trién
nhur nhip tim cham cé biéu hién 1am sang, thiéu mau cuc b co tim cap tinh.

- Té&ng creatine phosphokinase huyét, alanine aminotransferase va aspartate aminotransferase, cling nhw cac bat
thwdng xét nghiém chirc nang gan 1a tac dung khéng mong mudn it gdp duoc bdo cdo & ngudi 16N voi vién nén
rupatadine 10 mg.

- Rupatadine STELLA Sp. c6 chira 20 mg propylene glycol trang méi mi ché pham.

- Rupatadine STELLA Sp. cd chi*a sucrose (saccharose), cé thé gay hai cho rang. Khong nén ding thudc nay cho
bénh nhan c6 cac van dé vé di truy&n hiém gap khong dung nap fructose, kém hap thu glucose-galactose hoac thiéu
hut enzyme sucrase-isomaltase.

- Rupatadine STELLA Sp. cé chira dwéi 1 mmol sodium (23 mg) trong mdi ml ché pham, vé co ban duoc xem nhur
“khéng chia natri®,

~  Rupatadine STELLA Sp. co chira methylparapen, co thé gay ra cac phan (ng di tng (ca thé xay ra cham).
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St dung thudc cho phu ni¥ ¢6 thai va cho con bt

Phu niF co thai

D@ liéu v@ mét sb it trwérng hop mang thai bi phoi nhiém cho thdy khéng cd tac dung khéng mong mudn cla
rupatadine déi véi phu nir c6 thai hodc strc khde clia thai nhiftré so sinh. Cho dén nay, van chua co dir liéu dich té
hoc lién guan nao khac, Cac nghién clru trén dong vat khong cho thay tac hai tric tiép hodc gian tiép ddi véi phu nir
ca thai, sir phat trién cha phéi thai/bao thai, qué trinh sinh né hodc sw phél trién sau sinh, Nhw mét bign phap phong
nglra, tot nhat nén tranh st dung rupatadine trong thai ky.

Phu ni¥ cho con bu

Rupatadine duwoc bai tiét qua stra @dng vat. Hién chua biét rupatadine co bai tiét qua stta me hay khdng. Can quyét
dinh ngirng cho con b hodc ngimgftranh ding rupatadine trong diéu tri dua trén lgi ich cla tré khi duoc bi me va loi
ich ca vigc diéu tri cho ngudi me.

Kha nang sinh san

Khong c6 di liéu 1am sang vé kha ndng sinh san. Cac nghién cibu trén déng vat cho thay tai ndng do phoi nhiém kha
néng sinh san giam dang k& hon so véi mire quan sat duoc & ngudi tai lieu digu tr] t6i da.

Anh hwéng cua thubc [én kha néng lai xe, van hanh may méc

Trong mot thir nghiém 1am sang da duogc thue hién, rupatadine 10 mg khang anh hudng 18n kha nang lai xe va van
hanh may méc. Tuy nhién, can than trong trude khi lai xe hodc van hanh may méc cho dén khi nhivng phan (g riéng
biét vai rupatadine ctia b&nh nhan dugc thiét lap.

Twong tac, twong ky cua thudc

Twong tdc cta thudc

Céc nghién ciru vé tirong tac thudic cla dung dich udng rupatadine chura dugc thuce hién & tré em,

Céc nghién clru vé tuong tac thudc chi dwgc thire hién & ngudi IGn va thanh thiéu nién (trén 12 tudi) vai vién nén
rupatadine 10 mg,

Anh hudng cla céc thudc khdc d6i véi rupatadine

Tranh st dung dbng thoi rupatadine véi cac chat e ché manh CYP3A4 (nhu itraconazole, ketoconazole,
voriconazole, posaconazole, chal (rc ché protease HIV, clarithromycin, nefazodone) va than trong khi ding dong théi
v@i cac chat trc ché trung binh CYP3A4 (erythromycin, fluconazole, diltiazem).

St dung déng thii rupatadine 20 mg va ketoconazole hodc erythromycin lam ting mic phoi nhiém toan than cua
rupatadine Ién |an It 12 10 [&n va 2 - 3 [an. Nhirng thay ddi nay khéng gy anh hwdng dén khoang QT hodc lam
téng cac tac dung khéng mong mudn so vdi diing riéng tirng thude.

Tuwong téc vaéi budi chim: Str dung déng théi véi nude ép budi chom 1am tEng 3,5 1an mire phoi nhiém toan than cua
vién nén rupatadine 10 mg. Bigu nay xay ra [a do budi chim cé mét hodc nhiéu hop chat e ché CYP3A4 va co thé
lam tdng néng @d trong huyét trong cla cac thudc chuyén héa qua CYP3A4, nhw rupatadine. Ngoai ra, budi cham cd
thé &nh huréng dén hé thing van chuyén thudc trong rudt nhu glycoprotein-P. Khéng nén sir dung déng thai véi nudc
ep budi chum.

Anh hudng cla rupatadine déi véi céc thudc khic

Than trong khi si¥ dung ddng théi rupatadine véi céc thude chuyén héa khac co khodng tri liEu hep vi kinh nghiém vé
anh hudng cla rupatadine ddi véi cac thude khac can han ché.

Tuong tac vdi rou: Sau khi uéng riou, don ligu vién nén rupatadine 10 mg tao ra céc tac dung khéng mong mudn
trong mét s6 thir nghiém v& higu sudt tdm than van dong mac du khang c6 sir khac biét dang k& so véi khi chi udng
rigu. Bon liéu 20 mg l1am téng su suy gidm do udng rugu.

Tuang tac voi cac thufc tc ché than kinh trung vong: Cing nhu cac thude khang histamine khac, khang thé loai trir
trong tac cua rupatadine voi cac thude tre ché than kinh trung wong.

Tuong tac voi céc thube statin: Tang CPK khong triéu chirng da duoc béo cao khéng phd bién trong cac thir nghiém
lam sang véi rupatadine. Hién van chua biét vé nguy co turong tac vai cac statin ma mot s thude trong dé duroc
chuyén hda béi isoenzyme cytochrome P450 CYP3A4. V1 vay, can than trong khi sir dung dang thoi rupatadine voi
cac thudc slatin.

Twang tac véi midazolam: Sau khi ding 10 mg rupatadine k&t hop véi 7,5 mg midazolam, su gia tang mic d§ phoi
nhiém (Cmax va AUC) ciia midazolam cao hon mét lwgng nhé. Do dé, rupatadine hoat déng nhu mét chat trc ché
nhe CYP3A4.

Twong ky cua thude

Do khéng ca cac nghién cliu vé tinh twong Ky cla thude, khang tron 1an thudc nay voi cac thudc khac.

Tac dung khéng mong muédn cua thudc

Thwong gép (2/100 < ADR < 1/10)

Heé than kinh: Pau dau, budn ngl.

it gdp (1/1000 < ADR < 1/100)

Nhi&ém tring v& nhiém ki sinh triing: Cam, viém mi hong, nhiém tring dudng hd hap trén.

Mau va hé bach huyét: Téng bach cau &i toan, giam bach cau trung tinh,

HEé than kinh: Chéng mat.

Tiéu hoa: Bugn non.

Da va md duwrgi da: Cham, ra m@ hai ban dém.

Toan than va tai chd dung thudc: Mét moi
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Qua lidu va cach x tri

Chuwa c6 trirdng hop qua ligu nao dugc bao cao & ngudi Ién va tré em. Trong mét nghién ctru an toan trén lam sang
& ngudi lgn, khi ding ligu rupatadine 100 mg/ngay trong 6 ngay. thufc van dung nap tét. T4c dung khéng mong muén
thutrng gap nhat la budn ngt. Néu va tinh uéng phai mot lvong thude I6n, can digu tri triéu chirng dong thoi tién hanh
céc bién phap hé tro cén thiét.

Bic tinh dwoc lwe hoc

Nhém duge Iy: Thude khang histamine khac ding toan than.

Ma ATC: ROBAX28.

Rupatadine |a thudc khang histamine thé hé 2, d6i khang histamine tac dung keo dai, véi hoat tinh déi khang chon loc
trén thy thé Hy ngoai vi. MGt s8 chat chuyén hoa cla rupatadine (desloratadine va chat chuyén hda hydroxyl) van gidr
duoc hoat tinh khang histamine va cé thé gop phan vao tac dung tong thé cia thudc.

Céc nghién clru in vitro véi rupatadine & ndng dé cao da cho thay (rc ché su thoat hat tir t€ bao mast gay ra bdi cac
kich thich mién dich va khéng mién dich ciing nhur gidi phong céc cytokine, dac biét 1a TNFa trong cac t€ bao mast
va cac monocyte. MAi trong guan trén 1am sang cla cac s8 liu thirc nghiém quan sat dugc van con dang duroc
x&ac minh.

Dung dich udng rupatadine cd dac diém duoc déng hoc & tré em tir 6 dén 11 tudi trong tw so voi ngudi 1on (rén
12 twéi): MBt tac dung duoc luc hoe cling dugc quan sat thiy (Gc ché ndi may day, tic dung khéng histamine) sau
4 tuain digu tri. M8t nghién clru ngau nhién, mi déi va cd ddi ching gid duoc & tré em tlr 6 dén 11 tudi bj viem mi
di irng man tinh cho thdy dung dich udng rupatadine co tac dung giam cac triéu chiing & mai (s6 mii va nglra mi -
miéng - hong va/hoac tai) tt hon so véi gia deoc & tré em bi viém mii dj ng man tinh sau 4 va 6 tuan diéu tri, Thém
vao do, sur cai thién dang k& chat lwgng cudc stng clng duoc guan sat thay trong subt gua trinh nghién clu so voi
tré chi ding gia dugrc,

May day tv phat man tinh duroc nghién céu nhu mét mé hinh lam sang dé danh gié hiéu qua clia cac hgp chat khang
H, dai vai tat ca tinh trang ndi may day, do dac diém sinh |y bénh co ban |a twong tw nhau, bat ké nguyén nhan gay
bénh, va vé co ban nhirng bénh nhan man tinh nay cad thé dé dang tham gia vao mét nghién clu lam sang hon, May
day 1a mot bénh do hoat hoa 1€ bao masl, histamine va cac chat trung gian khac (PAF va céc cytokine) la chét trung
gian chinh gay khoi phat may day. Do rupatadine co kha nang ngén suw gidi phong histamine va cac chat trung gian gay
viém khac, rupatadine duoc mong doi la phuong phap diéu trl hiéu gqua trong viéc giam céac trigu chimg doi voi cac tinh
trang ndi may day khac ngoai may day tw phat man tinh theo khuyén cédo trong cac hudéng dan 1am sang.

Hiéu qua cla dung dich uéng rupatadine déi v&i may day tu phat man tinh & tré em tir 2 dén 11 tudi da duwoc chirng
minh trong mét nghién clru da trung tam, ngdu nhién, cé ddi chimg tich cure va ddi ching véi gid duoc. Nhin chung,
bao gom 206 tré em, Trong d6, 113 tré em tir 2 d€n 5 tudi va 93 tré em trong sG do6 tir 6 d&n 11 tudi. Tré em duoc
diéu tr| bang rupatadine (n = 66), gia dugc (N = 69) hoac desloratadine (n = 71). Ligu rupatadine duoc ding & tré em
can néng < 25 kg 1a 2,5 mg va & tré em cén ndng > 25 kg 1a 5 mg. Liéu desloratadine duoc ding & tré em can ndng
<25kg la 1,25 mg va & tré em can nang > 25 kg la 2,5 mg. Su cai thién cd y nghia thdng ké so vdi gia dugc da duoc
chirng minh trong su thay di trung binh cia diém s6 hoat ddng may day hang tuan (UAS7; bao gom ndi may day va
ngira), 1a tiéu chi chinh, duoc danh gia sau 6 tudn digu trj (rupatadine -11,77 so v6i gid duoc -5,55; p < 0,001), Phan
trém giam trung binh trong s6 1&n nGi may day hang tuan tai diém cudi clia nghién ctru so vai ban dau la 56,7% voi
rupatadine, 49 4% voi desloratadine va 22,7% v&i gid duoc. Phan trdm gidm trung binh triéu chirng ngira tai diém
cudi cla nghién clru so voi ban dau la 56,8% voi rupatadine, 46,7% véi desloratadine va 33 4% vai gia duoc. Ca hai
phurong phap diu tri tich curc (rupatadine va desloratadine) déu dat dugc nhirng cai thién Ién hon cé y nghia thdng
ké so voi gia duoc trong vieéc giam phéat ban va ngtra, trong khi khéng cé sw khac biét c6 y nghia théng ké gitva cac
phuong phéap digu tri tich cuwre ddi véi nhirng két qua nay. Ty Ié phan trdm dap ¢ng cGa bénh nhan 14 hon 50% trong
mirc digm hoat dong may day hang tuan (Thang diém UAS7; may day va nga) dwoc quan sat thdy & 61% tré em
duoc diBu trj bing rupatadine so v&i 36% tré em dieu tri bng gid duoc va 54% tré em digu tr| bing desloratadine.
Cac thir nghiém lam sang & nhi¥ng ngudi tinh nguyén (n = 393) va nhirng bénh nhan (n = 2650) bi viem mi di ¢ng
va may day tw phat man tinh khdng cho thdy &nh hudng dang ké trén dién tam dd khi ding vién nén rupatadine & ligu
tir 2 - 100 mg.

Co guan guan Iy drroc phdm Chau Au (European Medicines Agency) da bo 18nh bt bubc nop cac két qua nghién ciru
ddi v&i dung dich udng rupatadine cho tat cd cac nhdm tré em bi viém mdi di ¢'ng va& may day man tinh.

Pac tinh dwoc dong hoc

Bai twong tré em

&' phan nhém tré em tir 2 dén 5 tudi va 6 dén 11 tubi, rupatadine dugc hap thu nhanh chéng va Cmax trung binh [an
lwot 1a 1,9 va 2,5 ng/ml sau khi udng ligu lap lai. V& mat hap thu thudc, gia tri tdng dién tich duéi dudng cong (AUC)
trung binh |a 10,4 ng-h/ml & tré em tir 2 dén 5 tudi va 10,7 ng-h/ml & tré em tir 6 dén 11 tudi, Tat ca nhirng gia tri nay
déu twong tw nhw nhirng gia tri thu duoc & ngudi Idn va thanh thiéu nién.

Thoi gian ban thai trung binh cla rupatadine & tré em tir 2 dén 5 tudi 1& 159 gid va & tré em tir 6 dén 11 tudi la
12.3 gio, dai hon so véi bao céo voi vién nén & ngudi lén va thanh thiéu nién.

Anh huwéng cta viéc hédp thu thirc dn

Chua ¢é nghién ciru vé turong tac cla dung dich ung rupatadine véi thire &n. Anh huding cla thic an da duoc
nghién ctru & nguwdi lom va thanh thiéu nién vai vién nén rupatadine 10 mg, Thire an lam tang khoang 23% moc phoi
nhiém toan than (AUC) véi rupatadine. NBng do 161 da trong huyét tiong (Cmax) khéng bi &nh hudng bdi thirc an.
MNhirng khac biét nay khiéng cé v nghia lam sang.
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Chuyé&n hoa va thai trie

~  Trong mét nghién cleu vE thai trir thubc & nguwdi ldn, 34,6% rupatadine da ding duoc tim thdy trong nudc tiéu va
60,9% trong phan thu dwoc trong 7 ngay. Rupatadine khi duwoc ding biing duérng uBng bi chuyén hda déng ké trudce
khi vao tuin hoan mau. Lugng hoat chét khdng bi bién déi duge tim thay trong phan va nuéc tiéu 1a khdng dang ke,
Nghia |a rupatadine gan nhu duge chuyén hda hoan todn. Théng thudng, céc chat chuyén héa cd hoat tinh
desloratadine va cac dan xuat hydroxyl hda khac 1an luot chim 27% va 48% trong tng s8 mirc phoi nhiém toan than
clia hoat chat, C&c nghién cru chuyén hoa in vitro trén microsome gan ngudi chi ra réng rupatadine cho yéu duoc
chuyén héa b&i cytochrome P450 (CYP 3A4).

- Dura trén cac nghién ctru in vitro, khong chic chin vé kha ndng (rc ché cla rupatadine déi voi CYP1A2, CYP28BS6,
CYP2C8, CYP2C19, UGT1A1 va UGT2B7. Rupaladine dugc cho la khong trc ché cac chat van chuyén trong hé tuan
hoan nhu OATP1B1, OATP1B3 va BCRP (protein khang ung thi vi) gan va rugt. Hon nira, thude duoc phat hién co
trc ché nhe ddi vai P-gp (P-glycoprotein) trong ruét.

- M@t nghién cru in vitro cam (ing CYP vE nguy co cam (rng CYP1AZ, CYP2B6 va CYP3A4 & gan bdi rupatadine in
vivo 12 gan nhur khdng xay ra. Dua trén nghién clru in viva, rupatadine hoat dong nhu mét chat (e ché nhe CYP3A4,

16. Quy cach dong géi
Hap 1 chai (thay tinh hodc PET) x 60 ml.

17. Diéu kién bao quan, han diing, tiéu chuan chat lwong cua thudc

17.1. Piéu kién bao quan
Baa quan trong bao bi kin. Nhiét dd khéng qua 30°C.

B&o quan sau 1an dAu md nap: Xem myc 17.2.

17.2. Han ding
24 thang ké tlr ngay san xuat.

Sau l&n dau mé nép: 90 ngay.

17.3. Tiéu chuan chat lrong
TCCS:

18. Tén, dia chi clia cor s&r san xuit thudc
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Rx Prescription only

Rupatadine STELLA Sp.

x
)
o contains:

(as rupatadine fumarate 1.279 mg)

Excipient ingredients:

Propylene glycol, saccharose, saccharin sodium, citric acid anhydrous, disodium phosphate dodecahydrate,
methylparapen, quinoline yellow, banana flavour, purified water.

Pharmaceutical form

Oral solution,

Clear, yellow oral solution with banana aroma.

Indications

Rupatadine STELLA Sp. is indicated for the symptomatic treatment of:

Allergic rhinitis (including persistent allergic rhinitis) in children aged 2 to 11 years.

Urticaria in children aged 2 to 11 years.

Administration and dosage

Administration

Rupatadine STELLA Sp. is administered orally, Using the dispenser cup inside the box to measure the volume.
Dosage

Children aged 2 to 11 years

Dosage In children weighing equal or more than 25 kg: 5 ml (5 mg of rupatadine) of oral solution once a day, with or
without food.

Dosage in children weighing equal or more than 10 kg up o less than 25 kg. 2.5 ml (2.5 mg of rupatadine) of oral
solution once a day, with or without food.

Children aged under 2 years

The administration of the product to children aged under 2 years is not recommended due to the lack of data in this
population.

Adults and adolescents (over 12 vears of age)

In adults and adolescents (over 12 years of age), the administration of rupatadine 10 mg tablets is more appropriate.
Patients with renal or hepatic insufficiency

As there is no clinical experience in patients with impaired kidney or liver functions, the use of rupatadine is at present
not recommended in these patients.

Contraindications

Hypersensitivity to rupatadine or to any of the excipients.

Special warnings and precautions for use

Safety of rupatadine oral solution in children aged less than 2 years has not been estadlished.

The combination of rupatadine with potent CYP3A4 inhibitors should be avoided and with moderate CYP3A4 inhibitors
should be administered with caution.

Dose adjustment of sensitive CYP3A4 substrates (e.g. simvastatin, lovastatin) and CYP3A4 substrates with a narrow
therapeutic index (e.g. cyclosporin, tacrolimus, sirolimus, everolimus, cisapride) could be required as rupatadine may
increase plasma concentrations of these drugs.

The administration of rupatadine with grapefruit juice is not recommended.

Cardiac safety of rupatadine 10 mg tablets was assessed in a thorough QT/QTc study in adults. Rupatadine up 10
10 times therapeutic dose did not produce any effect on the ECG and hence raises no cardiac safety concerns.
However, rupatadine should be used with caution in patients with known prolongation of the QT interval, patients with
uncorrected hypokalemia, patients with ongeing proarrhythmic conditions, such as clinically significant bradycardia,
acute myocardial ischemia.

Increases of blood creatine phosphokinase, alanine aminotransferase and aspartate aminotransferase, as well as
abnormalities of liver function tests are uncommeon adverse reaction reported with rupatadine 10 mg tablets in adults.
Rupatadine STELLA Sp. contains 20 mg propylene glycol in each ml.

Rupatadine STELLA Sp. contains sucrose {(saccharose), may be harmful to the teeth. Patients with rare hereditary
problems of fructose intolerance, glucose/galactose malabsorption or sucrase-isomaltase insufficiency should not take
this medicine.

Rupatadine STELLA Sp. contains less than 1 mmol sodium {23 mg) per 1 ml, that is to say essentially *sodium-free".
Rupatadine STELLA Sp. contains methylparapen, may cause allergic reactions (possibly delayed).
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Pregnancy and lactation

Pregnancy

Data on a limited number of exposed pregnancies indicate no adverse effects of rupatadine on pregnancy or on the
health of the foetus/newborn child. To date, no other relevant epidemiological data are available, Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development, parturition or
postnatal development. As a precautionary measure, it is preferable to avoid the use of rupatadine during pregnancy.
Lactation

Rupatadine is excreted in animal milk. It is unknown whether rupatadine is excreted into breast milk. A decision must
be made whether to discontinue breastfeeding or to discontinue/abstain from rupatadine therapy taking into account
the benefit of breastfeeding for the child and the benefit of therapy for the woman.

Fertility

There are no clinical dala on fertility. Studies in animals have shown a significant reduction of fertility at exposure
levels higher than those observed in humans at the maximum therapeutic dose.

Effects on ability to drive and use machines

Rupatadine 10 mg had no influence on the ability to drive and use machines in a performed clinical trial. Nevertheless,
care should be taken before driving or using machinery until the patient's individual reaction to rupatadine has been
established.

Interactions and incompatibilities with other drugs

Drug interactions

Mo interaction studies have been performed in children with rupatadine oral selution.

Interaction studies have only been performed in adults and adolescents (over 12 years of age) with rupatadine 10 mg
tablets.

Effects of other druas on rupatadine

Co-administration with potent CYP3A4 inhibitors (e.g. itraconazole, ketoconazole, voriconazole, posaconazole, HIV
protease inhibitors, clarithromycin, nefazodone) should be avoided and co-medication with moderate CYP3A4
inhibitors (erythramycin, fluconazale, diltiazem) should be used with caution.

The concomitant administration of rupatadine 20 mg and ketoconazole or erythromycin increases the systemic
exposure to rupatadine 10 times and 2 - 3 times respectively. These modifications were not associated with an effect
on the QT interval or with an increase of the adverse reactions in comparison with the drugs when administered
separately.

Interaction with grapefruit. The concomitant administration of grapefruit juice increased 35 times he systemic
exposure of rupatadine 10 mg tablet. This occurs because grapefruit has one or more compounds that inhibit the
CYP3A4 and can increase the plasmatic concentrations of drugs metabolised through this CYP3A4, like rupatadine. In
addition, it has been suggested that the grapefruit can affect intestinal drug transport systems as the glycoprotein-P.
Grapefruit juice should not be taken simultaneously.

Effects of rupatadine on other drugs

Caution should be taken when rupatadine is co-administered with other metabolised drugs with narrow therapeutic
windows since knowledge of the effect of rupatadine on other drugs is limited.

Interaction with alcohol: After administration of alcohol, a dose of rupatadine 10 mg tablet produced marginal effects in
some psychomotor performance tests although they were not significantly different from those induced by intake of
alcohol only. A dose of 20 mg increased the impairment caused by the intake of alcohol.

Interaction with CNS depressanis: As with other antihistamines, interactions with CNS depressants cannot be excluded.
Interaction with statins: Asymptomatic CPK increases have been uncommonly reported in rupatadine clinical trials.
The risk of interactions with statins, some of which are also metabolised by the cytochrome P450 CYP3A4 isozyme, is
unknown. For these reasons, rupatadine should be used with caution when it is coadministered with statins.
Interaction with midazolam: After the administration of 10 mg rupatadine in combination with 7.5 mg midazolam, an
increase of exposure (Cmax and AUC) of midazolam was mildly higher observed. For this reasan, rupatadine acts as
a mild inhibitor of CYP3A4.

Drug incompatibilities

In the absence of incompatibility studies, this medicinal product must not be mixed with other medicinal products.
Adverse reactions

Commeon (1/100 < ADR < 1/10)

Nervous system: Headache, somnolence.

Uncommon (1/1000 < ADR < 1/100)

Infections and infestations: Influenza, nasopharyngitis, upper respiratory tract infection.

Blood and lymphatic system: Eosinophilia, neutropenia.

Nervous system: Dizziness.

Gastrointestinal: Nausea.

Skin and subcutaneous tissue: Eczema, night sweats.

General and administration site conditions: Fatigue.
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Overdosage and management

No case of overdose has been reported in adults and children. In a clinical safety study in adults rupatadine at daily
dose of 100 mg during 6 days was well tolerated. The most common adverse reaction was somnolence. |f accidental
ingestion of very high doses occurs symptomaltic treatment together with the required supportive measures should be
given.

Pharmacodynamic properties

Pharmacotherapeutic group. Other antihistamines for systemic use.

ATC code: ROGAX28.

Rupatadine is a second-generation antihistamine, long-acting histamine antagonist, with selective peripheral
Hi-receptor antagonist activity. Some of the metabolites (desloratadine and its hydroxylated metabolites) retain an
antihistaminic activity and may partially contribute to the overall efficacy of the drug.

In vitro studies with rupatadine at high concentration have shown an inhibition of the degranulation of mast cells
induced by immunological and non-immunological stimuli as well as the release of cytokines, particularly of the TNFa
in human mast cells and monocytes. The clinical relevance of the observed experimental data remains to be
confirmed.

Rupatadine aral solution had a similar pharmacokinetic profile in children between 6 - 11 years to that in adults
(> 12 years): A pharmacodynamic effect was also observed (suppression of the wheal area, antihistamine effect) after
4 weeks of reatment. A randomised, double-blind and placebo-controlled confirmatory study in children with persistent
allergic rhinitis aged 6 to 11 years, showed that rupatadine oral solution had a better profile in the reduction of nasal
symptoms (rhinorrea and itchy nose mouth throat and/or ears) than placebo in children with persistent allergic rhinitis
after 4 and 6 weeks of treatment. Furthermore, a significant improvement in quality of life was also observed
throughout the study in comparison with placebo.

Chronic spontaneous urticaria was studied as a clinical model to assess the efficacy of anti H; compounds for all
urticarial conditions, since the underlying pathophysiology is similar, regardless of etiology, and basically these chranic
patients can be more easily recruited into a clinical study. Urticaria is a mast cell-driven disease and histamine and
other mediators (PAF and cytokines) are the principal mediators to develop all urticarial lesions, Since rupatadine has
capacity to block the release of histamine and other inflammatory mediators, it is expected to be effective treatment in
providing symptomatic relief for other urticarial conditions, in addition to chronic spontaneous urticaria, as
recommended in clinical guidelines,

The efficacy of rupatadine oral solution in chronic spontaneous urticaria in children aged 2 - 11 years has been
demonstrated in a multicentre, randomized, active- and placebo-controlled study. Overall, 206 children were included.
Of them, 113 were between 2 - 5 years and 93 of them were between 6 - 11 years. Children were treated with
rupatadine (n = 66), placebo (n = 69) or desloratadine (n = 71). Rupatadine dose administered was 2.5 mg in children
weighting up to 25 kg and 5 mg in children weighting over 25 kg. Desloratadine dose administered was 1.25 mg in
children weighting up to 25 kg and 2.5 mg in children weighting over 25 kg. A statistically significant improvement
versus placebo was demonstrated in the mean change in weekly urticaria activity score (UAST; comprising hives and
pruritus), the main endpoint, evaluated after 6 weeks of treatment (rupatadine -11.77 vs. placebo -555; p < 0.001).
The mean percent reduction in the weekly number of hives at study endpoint versus baseline was 56.7% with
rupatadine, 49.4% with desloratadine and 22.7% with placebo. The mean percent reduction in pruritus at study
endpoint versus baseline was 56.8% with rupatadine, 46.7% with desloratadine and 33.4% with placebo. Both active
treatments (rupatadine and desloratadine) achieved statistically significant greater improvements than placebo in the
reduction in hives and pruritus, while there were not statistically significant differences between the active treatments
regarding these outcomes. The percentage of patient responders of more than 50% in weekly urticaria activity score
(UAST scale; urticaria and pruritus) was observed in 1% of children treated with rupatadine compared with 36% of
children treated with placebo and 54% of children treated with desloratadine.

Clinical trials in volunteers (n = 393) and patients (n = 2650) with allergic rhinitis and chronic idiopathic urticaria did not
show significant effect on the electrocardiogram when rupatadine tablets was administered at doses ranging from
2 mg to 100 mg.

The European Medicines Agency has waived the obligation to submit the results of studies with rupatadine oral
solution in all subsets of the paediatric population in allergic rhinitis and chronic urticaria.

Pharmacokinetic properties

Paediatric population

In the subgroup of children 2 - 5 and 6 - 11 years old, rupatadine was rapidly absorbed and the mean Cmax was of
1.8 and 2.5 ng/ml after repeated oral dose, respectively. In term of expaosition, the mean total area under the curve
(AUC) value was 10.4 ng-h/m! in children 2 - 5 years and 10.7 ng-h/ml in children 6 - 11 years. All these values are
similar to those obtained in adults and adolescents.

The mean elimination half-life of rupatadine in children 2 - 5 years was 15.9 h and in children 6 - 11 years was 12.3 h,
which are longer than that reported with tablets in adults and adolescents.

Effect of the intake of food

No interaction food study has been performed with rupatadine oral solution. The influence of food was performed in
adults and adolescents with rupatadine 10 mg tablets. Intake of food increased the systemic exposure (AUC) to
rupatadine by about 23%. The maximum plasma concentration (Cmax) was not affected by food intake. These
differences had no clinical significance.

S |

|5,



https://trungtamthuoc.com/

186.

17.

173,

172

17.3.

18.

Metabolism and elimination

In a study of excretion in adults, 34.6% of rupatadine administered was recovered in urine and 60.8% in fasces
collected over 7 days. Rupatadine undergoes considerable pre-systemic metabolism when administered by oral route.
The amounts of unaltered active substance found in urine and faeces were insignificant. This means that rupatadine is
almost completely metabolised. Roughly, the active metabolites desloratadine and other hydroxylated derivatives
accounted for 27% and 48%, respectively, of the total systemic exposure of the active substances. /n vitro metabolism
studies in human liver microsomes indicate that rupatadine is mainly metabolised by the cytochrome P450 (CYP 3A4).
Based on in vitro studies the inhibitory potential of rupatadine towards CYP1A2, CYP2B6, CYP2C8, CYP2C19,
UGT1A1 and UGT2B7, is unlikely. Rupatadine is not expected to inhibit the following transparters in the systemic
circulation OATP1B1, OATP1B3 and BCRP (breast cancer resistance protein) hepatic and intestinal. Furthermore, a
mild inhibition was detected of the intestinal P-gp (P-glycoprotein).

An in vitro induction CYP study the risk of CYP1A2, CYP2B6 and CYP3A4 induction in the liver in vivo by rupatadine
is considered unlikely. Based on in vivo study, rupatadine acts as a mild inhibitor of CYP3A4.
Packaging

Box of 1 bottle (glass or PET) x 60 ml,

Storage condition, shelf-life, specification

Storage condition

Store in a well-closed container. Do not store above 30°C.

For storage conditions after first opening of the medicinal product: See section 17.2.
Shelf-life

24 months from the date of manufacturing.

After first opening: 90 days.

Specification

In-house.

Name, address of manufacturer

P1160823

Stellapharm J.V. Co,, Ltd. - Branch 1 .
“ 40 Tu Do Avenue, Vietnam - Singapore Industrial Park, -;:0\
An Phu Ward, Thuan An, Binh Duong, Vietnam \ 5
STELLA Tel: (+84 274) 3767 470 Fax: (+84 274) 3767 469 \v\




