R THUGC BAN THEO BON
TO HUONG DAN SU DUNG THUOC

Vién nén bao phim
JEWELL

Thubc ban theo don
Pé xa tam tay tré em
Poc ki hwéng dan sir dung trwéc khi dung )
Théng bao ngay cho bac sy hodc dwgc sy nhirng tac dung khéng mong muén khi sir dung thuoc

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGU Ol BENH

1. Thanh phan, ham lweng cia thudc:
Mai vién nén bao phim chua:
Mirtazapine ............ocooeiiiiiiiiiinn, 30 mg
Ta dugc: Cellulose vi tinh thé M112, cellactose 80, magnesi stearat, silicon dioxyd, HPMC
E6, talc, titan dioxyd, PEG 4000, polysorbat 80, ddu thau dau, oxyd sdt do, oxyd sdt vang,
oxyd sdt den.

2. M0 ta san pham: Vién nén dai, bao phim mau nau, mot mat c6 dap logo 77, mat kia c6

dap gach ngang.

3. Quy cach dong gobi : Hop 4 vi (Nhém - Nhém) x 7 vién.
: Hop 6 vi (PVC - Nhom) x 10 vién

4. Thubc ding cho bénh gi?
JEWELL chtra hoat chat la mirtazapine, la mot thudc thudc nhoém Thube chdng tram cam.
JEWELL dugc dung trong diéu tri cac dot tram cam ning.

5. Nén dung thudc nay nhw thé nao va liéu lwong?
Luén dang thudc chinh xac nhu huéng dan cua bac sy hodc dugc sy. Néu ban chua 1, hay
hoi lai cho chic chan.
Liéu dung:
Liéu khoi dau khuyén céo 1a 15 hoac 30 mg/ ngay.
Sau mot vai ngay, bac sy c thé cho ban ting liéu 1én dén liéu tét nhét cho ban (khoang tix
15 - 45 mg/ ngay). Liéu thu’O’ng tuong ty nhau ¢ tat ca cac do tudi. Tuy nhién, néu ban I
ngudi cao tudi hodc ban c6 bénh vé gan hoac than, bac sy ¢ thé thay ddi liéu ding thich
hop cho ban.
Céch dung:
Thudc dung duorng udng. Udng cung véi nuéce, khdng nhai vién.
Udng thudc vao cting mot thoi diém trong ngay. Tét nhat, nén uong mét lidu duy nhat trudc
khi di ngu. Tuy nhién, bac sy ciing c6 thé bao ban chia liéu ra - udng mot lan vao budi sang
va mét lan vao buoi toi trudce khi di ngu.
Thong thuong, thUOc s& bit dau phét huy tac dung sau 1 - 2 tuan sir dung, va sau 2 - 4 tuan,
ban cé the bit dau cam thay t6t hon.
Trong suét nhiing tuan dau diéu tri, ban phai théng bao cho bac sy hiéu qua cua thudc: Sau
2 - 4 tuan ké tir khi ban bt dau udng thudc, thong bao cho bac sy thube di anh huong dén
ban nhu thé nao.
Néu ban van khong cam thay tot hon, béc s§ ¢6 thé s& cho ban ding lidu cao hon. Trong
truong hop nay, tiep tuc thdng bao cho bac sy sau thém 2 - 4 tuan. Thong thuong, ban s¢
can phai tiép tuc udng thudc cho dén khi cac triéu ching tram cam caa ban bién mat trong
vong 4 - 6 thang.

6. Kbhinao khong nén dung thuoc nay?
Khéng nén dung thudc nay néu ban:
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» Qua man véi mirtazapine hoac bat ci thanh phén nao cua thudc.
> Dang st dung hodc gan day c6 str dung (trong vong 14 ngay gan day) cac thube dugc goi
|4 cac thude rc ché monoaminoxydase (IMAO).

7. Tac dung khong mong muén
Nhu cac thudc khac, JEWELL c6 thé gy tac dung khéng mong muédn, nhung khong phai
ai cling gap phai.
Ngung dung thuéc va lién hé trung tam y té gan nhdt néu ban gap cac phdn 1ng sau:
- Ban c6 cac trigu chang phu mach nhu ban da, man do, phd (mi mét, mat, moi, mi¢ng va
1udi), kho tha hodc khé nuét. Pay 1a cac triéu chu:ng cua phan ung qua man.
Ngung mirtazapine va thong bdo ngay cho bdc sy néu ban gap phdi céc tac dung khong
mong muén dudi ddy:
it gap (co thé tdc dong dén 1 trong 100 nguoi dung thudc):
Cam thdy phan khai hodc cam xdc manh (hung cam)
Hiém gap (co thé tac dong dén 1 trong 1.000 ngu’m dung thugc):
Vang mat hodc da, day c6 thé 1a dau hiéu goi Y réi loan chirc ning gan (vang da).
Pau Vung bung trén kem budn nén va non (viém tuy).
Chura ré tan sudt:
Céc dau hiéu nhiém trung nhu sét dot ngot khong rd nguyén nhan, dau hong va loét miéng
(mét bach cau hat).
Con dong kinh (co giat).
Phéi hop cua nhiéu triéu chiang nhu s6t khong ré nguyén nhan, d6 md hoi, tang nhip tim,
tiéu chay, co co (khong kiém soét duoc), run, phan xa hoat dong qua muec, bon chon, thay
d6i tam trang va hon mé. Trong truong hop rat hiém, day c6 thé 1a nhitng dau hiéu cua hoi
chung serotonin.
C6 suy nghi ty sat hodc ty lam hai ban than - Lién h¢ ngay véi bac sy hodc dén bénh vién
gan nhat.
Phan tng trén da goi la hong ban da dang (cac mang tim do trén da, dac viét la ¢ 1ong ban
tay hodc long ban chén, nhu t6 ong moc 1én trén cac Vung da sung, cac phan mém trén bé
mat miéng, mat va bo phan sinh duc, c6 thé kém theo sét va mét moi.
Phat ban nang, c6 ndt phong (viém da bong nuéc), tréc da hoic cac tac dung khac trén da,
mét, miéng hogc bo phan sinh duc, ngira hoic sét cao (c4c triéu chitng ciia mot phan ang
nang trén da goi la hoi ching Stevens-Johnson hogc hoai tir thuong bi nhiém doc).
Pau co hoic yéu 6t, hoic sung do bi tiéu huy co bat thuong, doi khi kém nudc tiéu sim
mau (ti€u co van).
Cac tac dung khong mong muon khac:
Rat thuwong gap (c6 thé tac dong dén trén 1 trong 10 nguoi)
Téang cam gidc thém an, tdng can.
Budn ngu an than, dau dau.
Kho mleng
Thuong gap (co thé tac dong den 1 trong 10 nguoi)
Mo bat thudng, 1a 14n, lo 4u, mét ngu.
Ngu mé, Chong mat, mét moi.
Choéng mit hodc ngat xiu khi dimg day dot ngot (ha huyét ap tu thé).
Buon ndn, ndn, tiéu chdy, tdo bon.
Ban do.
bau co, dau khop, dau lung.
Sung (dlen hinh 14 & mit c4 chan hodc ban chan) do tich nude (phw).
Mét moi.
It gap (c6 thé tac dong dén 1 trong 100 nguoi)
Ac mong, hung cam, kich dong, 4o giac, tAm than bt an (bao gom ching nam ngdi khong
yén, tang dong).
Cam giac bét thuong trén da nhu cam gidc bong rat, ngua ran, cham chich kho chiu trén da
(di cam), chan bon chon, bat tinh.
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Ha huyét ap.

Gidm cam giac & miéng.

Hiém gap, (c6 thé tac dong dén 1 trong 1.000 nguwoi)

Hung héng.

Rung giat co.

Téang hoat tinh transaminase huyét thanh.

Tan sudt khong ré

Uc ché tay Xuong (giam bach cau hat, giam bach cau, thiéu mau bat san, giam tiéu céu),
tang bach cau ai toan.

Tiét hormon chdng bai niéu khong thich hop.

Ha natri huyét.

R&i loan vi giac, loan van ngon.

Phu miéng, tang tiét nude bot.

Bi tiéu.

Mong du.

Téng creatinin kinase.

Tré em dudi 18 tuéi thuwong gap phdi céc tac dung khdng mong mugn sau:
Tang can dang ké.

N6i may day.

Tang trlglycerld mau.

Thuac c6 thé gay ra cac tac dung khong mong muon khac. Thong bao cho bac sy hodgc
dwoc sy cac tac dung khdng mong muan gap phdi khi si dung thudc.

Nén tranh dung nhiing thudc hodc thye pham gi khi dang sir dung thudc nay?

Thdng bao cho bac sy hodc duoc sy cia ban vé tat ca cac loai thuoc ma ban dang sir dung,

bao gom ca cac thuoc ké don hoac khong ké don, cac vitamin hoac thuoc tir duoc liéu.

Khdng nén dung phdi hop mirtazapine véi cac thugc sau:

- Céc thUOc rc ché monoaminoxydase (IMAO). Ngoai ra, khong ubng mirtazapine trong
vong 2 tuan sau khi ngung sir dung IMAO. Néu ban ngung uong mirtazapine, ban cling
khong dugc st dung IMAO trong vong 2 tuin sau d6. Cac thuéc IMAO nhu
moclobemide, tranylcypromin (déu 1a cac thuéc chéng tram cam) va selegilin (thudc
diéu tri Parkinson).

Thdn trong khi diing mirtazapine phdi hop véi:

- Céc thuoc chong tram cam nhu cac thudc tc ché tai hap thu serotonin chon loc (SSRI),
venlafaxin va L-tryptophan hoac cac dan xuat triptan (dléu tri dau nira dau), tramadol
(thUOC giam dau), linezolid (khang sinh), lithi (diéu tri cac tinh trang loan than) va Cac
ché pham cta ¢o st. John - Hypericum perforatum (mét thao duogc diéu tri tram cam).
Trong rat hiém truong hop, chi diing mirtazapine hoac phdi hop mirtazapine véi nhiing
thudc nay c6 thé gay hoi chirng serotonin. Mot so trigu chuang cua hoi ching nay la: S6t
khong 16 nguyén nhan, d6 mo hoi, tdng nhip tim, tiéu chay, co co (khong thé kicm soat),
run, phan xa hoat dong qua murc, bon chdn, thay d6i tdm trang va bét tinh. Néu ban gap
phai nhitng triéu chirng nay, hay thong bé&o ngay vai bac sy.

- Thuéc chong tram cam nefazodon ¢6 thé lam tang luong mirtazapine trong mau cua ban.
Thong bao cho bac sy néu ban dang str dung nhitng thudc nay vi c6 thé s& can giam bét
lidu mirtazapine hogc tang lidu tro lai khi ngung st dung nefazodon.

- Céc thudc chéng lo au hoic mat ngu nhu benzodlazepln thudc diéu tri tm than phan liét
nhu olanzapin, thudc Chong di Gmg nhu cetirizin, cac thudc dung trong dau nang nhu
morphin. Mirtazapine c6 thé lam ting tac dung budn ngu gay ra béi nhiing thudc nay khi
dang phdi hop. ‘

- Thude diéu tri nhidm trung, nhiém khuan (nhu erythromycin), cac thude diéu tri nhidm
nam (nhu ketoconazol), thude diéu tri HIV/ AIDS (nhu thubc Gc ché HIV protease).

- Thubc diéu tri loét da day (cimetidin). Phdi hop mirtazapine véi nhitng thuéc nay cé thé
lam tang luwong mirtazapine trong méau cua ban. Thong béo cho bac sy néu ban dang
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ding nhitng thudc nay vi c6 thé can giam lieu mirtazapine cua ban hoic ting liéu
mirtazapine tro lai sau khi ngung st dung cac thudc trén.

- Céc thudc diéu tri dong kinh nhu carbamazepm va phenytom céc thube diéu tri lao nhur
rifampicin. Phdi horp mirtazapine véi nhiing thudc nay co thé lam giam luong
mlrtazaplne trong méau cua ban. Théng bdo cho bac sy néu ban dang s dung nhiing
thudc nay vi ban c6 thé can tang liéu mirtazapine, hodc giam liéu mirtazapine tré lai khi
ngung su dung cac thudc trén.

- Céc thudc chong dong mau nhu warfarin. Mirtazapine ¢ thé lam ting tac dung cua
warfarin trong méau. Thong béo cho bac sy néu ban dang st dung nhiing thudc nay.
Trong truong hop can phai dung chung, bac sy sé theo ddi mau cua ban chat chg.

Sur dung JEWELL vgi thire an - do uong

Ban c6 thé bi budn ngu néu uéng ruou trong khi dang diéu tri véi mirtazapine. Do d6, ban

khéng nén ubng ruou trong khi ding thudc.

C6 thé udng thude cuing hodc khéng cling véi bira an.

9. Can lam gi khi mdt lin quén khong dung thudc?

Véi liéu 1 lan/ ngay: Néu ban quén khong dung 1 liéu, ubng liéu tiép theo nhu lich trinh cii.

Khong UOng gap doi licu.

Vai lieu 2 lan/ ngay

- Néu ban quen uong lidu buoi sang, hay uong licu nay cung véi liéu vao budi toi.

- Néu ban quén uong lieu budi téi, khong uong liéu nay cung Ileu budi sang hém sau, tiép
tuc dung thude nhu lidu binh thuong vao budi sang va budi toi.

- Néu ban quén ca hai liéu, uéng liéu tiép theo nhu lich trinh cii, khong udng lidu da quén.

10. Néu ban mudn ngurng thudc

Tiép tuc st dung thudc cho dén khi béac sy bao ban ngimg. Khong duoc tu ¥ nging thudc.
Ludn lam theo chi dan cua bac s§.

Néu ban ngung thudc quéa sém, ching tram cam cua ban c6 thé tai phat. Néu ban cam thay
t6t hon, hiy thong bao cho bac s§. Bac sy s& quyét dinh viéc c6 nén tiép tuc diéu tri hay
khong.

Khéng nging udng mirtazapine dot ngot, ngay ca khi ching tram cam cua ban da duoc cai
thién. Neu ban ngung thudc dot ngét, ban cd thé cam thay khong khoe, chong mat, kich
dong hodc lo ling, nhtrc dau. Nhiing tri¢u ching nay co thé tranh dugc bang cach ngung
thudce tir tir. B4c SEE huong dan cach ngung thuoc cho ban.

Néu ban c6 thic mac gi khi sir dung thudc nay, hdy lién hé véi bac sy hoac duoc sy.

11. Cin bao quén thude nay nhw thé nao?

Gitr thudc trong bao bi gbc cua nha san xuét, day kin. .

Pé thudc noi kho rdo, tranh anh sang, nhiét d6 khdng quéa 30°C, va ngoai tam véi cua tré
em.

Khong sir dung thudc sau ngay hét han in trén bao bi (hop va vi thubc).

12. Nhirng d4u hiéu va triéu chirng khi dung thudc qua lidu

Dung thude chinh xac nhu huéng dan cua bac sy. Neu ban ding qua lidu hoac tré em nudt
phai thudc, lién hé ngay vai bac sy va trung tdm y té gan nhat.

13. Cén phai lam gi khi dung thudc qua lidu khuyén cio

Ngung dung thubc va lién lac ngay véi bac sy hoic trung tam y té gan nhat.
Mang theo vién thudc cing véi bao bi dé bac sy biét ban da udng thudc gi va co bién phap
xu ly kip thoi.

14. Nhirng diéu cin than trong khi dung thudc nay

Thong bao cho bac sy neu ban dang cé cac van dé vé sirc khée sau day:
Suy nghi tir sét va tram cam nang lén:
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Néu ban bi tram cam, thinh thoang ban ¢6 thé c6 y nghi 1am hai ban than hogc tu sat. Diéu
nay cO the tang Ién khi bat dau véi thuoc chong tram cam, vi nhiing thuoc nay deu can thoi
gian dé phat huy tac dung, thudng mat khoéang 2 tuan, c6 khi lau hon.

Ban c6 nhiéu kha niang c6 suy nghi nhu thé hon:

- Néu trudc d6 ban da c6 ¥ nghi tu sat hoac tu 1am hai ban than.

- Néu ban 13 nguoi 16n. Thong tin tir cac thir nghlem lam sang cho thay nguy co gia ting
hanh vi ty sat ¢ nguoi l16n dusi 25 tudi véi cac tinh trang tdm than duoc diéu tri bang
mot thudc chdng tram cam.

Néu ban co6 suy nghi tu sat hoac tu 1am hai ban than bat cu Ilc nao, hay lién hé ngay Vi

bac sy hoic dén céc trung tam y té.

Ban nén thong bao cho ngudi than hoic ban bé rang ban dang bi tram cam va bao ho doc to

huéng dan st dung ndy. Ban ¢6 thé bao ho néi cho ban bict néu ho nghi rang tinh trang

tram cam cua ban nang |én hodc lo lang vé nhiing thay d6i trong hanh vi caa ban.

Pac biét thdn trong khi uéng mirtazapine neu ban:

Thoéng bao ngay cho bac sy truéc khi uéng mirtazapine néu ban dang c6 hoac ting c6 mot

trong nhitng tinh trang dudi day.

- Co giat (dong kinh). Néu ban bi co glat hoac cac con co giat xay ra thuong xuyén hon,
ngung dung thudc va lién h¢ ngay véi bac sy cua ban.

- Bénh vé gan, bao gom vang da. Néu xay ra vang da, ngung dung thubc va lién hé ngay
Vi bac sy cua ban.

- Bénh vé than.

- Bénh vé tim hogc ha huyét ap. ‘

- Tam than phan liét. Néu cac triéu ching loan than nhu suy nghi hoang tudng xay ra
thuong xuyén hon hoac tré nén nang hon, hay lién hé ngay vai bac sy caa ban.

- Hung trdm cam (xen k& cac giai doan cua cam giac phan chan/ hoat dong qua mic va
tdm trang chan nan). Néu ban bat dau cam thay phan chan hoac hoat dong qua miuc,
ngung dung thudc va lién hé ngay véi béac sy cua ban.

- Pai thao duong (ban cd thé can chinh liéu insulin hoac cac thude diéu tri dai thdo dudng
khac).

- Bénh Ve mat, nhu ting ap luc trong mét (glaucom).

- Kho tiéu, co the do phi dai tuyén tién liét.

Néu ban tién trién cac dau hiéu nhiém tring nhu st cao khong rd nguyén nhan, dau hong

hoac loét mi¢ng, ngung dung thudc va lién hé ngay véi bac sy dé tién hanh xét nghlem mau.

Trong nhu:ng truong hop hiem gap, nhung triéu chizng nay c6 thé 1a dau hiéu caa nhiing réi

loan trong viéc san sinh cac té bao méu tir tiy xuong. Mic di hiém thay, nhiing triéu ching

ndy hau hét thudng xuét hién sau 4 - 6 tuan diéu tri. ,

Néu ban la nguoi cao tudi, ban cé thé nhay cam hon véi cac tac dung khéng mong muon

cua cac thudc chng tram cam.

JEWELL c6 chira lactose. Théng béo cho béc sy diéu tri néu ban da timg dugc béac sy bao

rang ban khong c6 kha nang dung nap mot loai duong nao. » ‘

JEWELL co6 chtra polysorbat 80 co thé gay di tng, dau thau dau co thé gay buon non, non,

dau bung, tiéu chay.

Pé xa tam tay tré em.

Dung thugc cho tré em va tré vi thanh nién

Khong nén dung thudc nay cho tré em va tré vi thanh nién du6i 18 tudi vi hiéu qua cua

thUOc trén nhom ddi twong nay Van chua dugc chirng minh. Ngoai ra, ban cung nén biét

rang, nhitng bénh nhan dudi 18 tudi khi dung cac thuoc thugc nhom thudc nay s& lam ting
nguy co gap phai cac tac dung khong mong mudn nhu ¢b gang tu sat, y nghi tu sat va hanh

Vi Chong doi (chu yéu 1a hung hing, hanh vi chong d6i va gian dix). Tuy nhién, bac sy cling

c6 thé cho bénh nhan ding mirtazapine khi day 1a lya chon t6t nhat cho ho. Néu bac sy ké

mirtazapine cho bénh nhan dudi 18 tum va ban muén trao ddi vé didu nay, hay dén gap bac

s§. Ban nén thong bao cho bac sy néu co bat ky triéu chirng nao ¢ trén tién trién hoic nang

thém & bénh nhan duéi 18 tudi dang udng mirtazapine. Céc tac dung an toan lau dai cua

mirtazapine lién quan dén su phét trién, su truong thanh va phat trién nhan thac va hanh vi
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& nhom tudi nay ciing chua dugc chimg minh. Ngoai ra, ting can dang ké & nhém tudi nay
khi diéu tri v6i mirtazapine ciing duoc bao cao thudong xuyén hon so véi nguoi 16n.

Phu niz mang thai hogc cho con bu

Néu ban dang mang thai hodc dang cho con bu, nghi rang ban dang mang thai hoic c6 y
dinh mang thai, tham khao y kién cuia bac sy trudc khi dung thudc.

Mot s6 thong tin vé viéc ding thudc cho phy nir mang thai khong cho thdy su gia tang céc
nguy co. Tuy nhién, than trong khi dung thudc trong thoi ky mang thai.

Néu ban dung mirtazapine cho dén khi, hodc ngay trugc khi sinh, con cua ban can duoc
theo ddi cac tac dung khdng mong mudn co thé xay ra.

Phai chic chan rang ho sinh va/ hodc bac sy cua ban biét ban dang sir dung mirtazapine.
Trong thoi ky mang thai, udng céc thubc twong tu (SSRI) ¢6 thé lam tang nguy co gap phai
mét tinh trang nghiém trong & tré, duoc goi 1a ting ap dong mach phdi dai dang O tré so
sinh (PPH N), 1am tré thé nhanh va hoi xanh, nhiing triéu ching nay thuong bét dau trong
vong 24 glo dau tién sau khi dtra tré duoc sinh ra.

Néu diéu nay xay ra vai con ban, hdy lién hé ngay véi ho sinh va/ hoic bac sy caa ban.

Lai xe va vgn hanh may méc

Mirtazapine cd thé anh hu:orng dén kha néng tap trung hoac tinh tao cua ban. Do d6, ban
khong nén thuc hién cac cong viéc can tap trung cao do nhu 1ai xe hoic van hanh may mac,
cho dén khi xac dinh chic chan ban c6 bi anh huéng hay khéng.

15. Khi nao cin tham vin bac s§, dugc s¥.

Néu can thém thong tin xin hoi y kién béac sy hodc duoc sy.

16. Han dung cia thudc: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBQ Y TE
1. PAC TINH DUQC LUC HQC:

Nhém dugc ly: Thude chéng tram cam. Ma ATC: NOBAX11.

Mirtazapine 1a thubc chong trdm cam 4 vong va la dan chat cua piperazinoazepin c6 ciu
trac hoa hoc khac véi cac thubc chéng tram cam ba vong, cac thudc trc ché monoamin
oxidase va cac thudc we ché chon loc tai hip thu serotonin. Co ché tac dung cua
mirtazapine hién chua dugc biét 5. C6 nhitng bang chung tir thuc nghiém cho thiy
mirtazapine 1am ting cudng hoat tinh noradrenergic va serotoninergic trung uong, c6 thé
do tic dung d6i khang thu thé alpha, adrenergic tién synap ¢ than kinh trung uong.
Mirtazapine khong co ai luc vai thu thé SHT-1a va 5HT-1g cua serotonin.

Ngoai ra, mirtazapine con ddi khang manh thu thé 5HT-2 va 5HT-3 caa serotonin dong
thoi dbi Khang ¢ mac d§ trung binh vai thu thé muscarinic. Mirtazapine c6 tac dung gy
ngu do dbi khang manh thy thé Hi cua histamin va co tac dung gdy ha huyét ap tu thé do
doi khang thuy thé alphai-adrenergic ¢ ngoai vi.

2. PAC TINH DUQC PONG HQC:

Hdp thu

Mirtazapine hap thu nhanh va gan nhu hoan toan qua duong tiéu hoa, sinh kha dung du(‘mg
ubng khoang 50%. Nong d¢ dinh cua thudc trong huyét twong dat duoc khoang 2 gior sau
khi dung thubc. Thire dn anh hudng khong dang ké dén hap thu thudc. Nong do 6n dinh
trong huyét trong dat duoc sau 3 - 4 ngay dung thudc. Dugc dong hoc cia mirtazapine
tuyén tinh trong khoang diéu tri caa thudc.

Phan bé

Ty 1¢ lién két véi protein huyét twong cua mirtazapine khoang 85%.

Nghién ctru trén dong vat thuc nghiém cho thiy mirtazapine qua dwoc nhau thai. Thudc
cling di vao dugc stra me.

Chuyén hoa

Mirtazapine dugc chuyén hda manh budc dau ¢ gan, chi yéu theo con dudng demethyl hoa
va hydroxyl hoa sau do duoc lién hop vai acid glucuronic. CYP2D6, CYP1A2 va CYP3A4
la cac isoenzym chinh tham gia vao qua trinh chuyén héa mirtazapine. Trong céc dan chat
chuyén hoa, dan chat N-demethyl con giir duoc hoat tinh chéng tram cam.

Thadi tror

Mirtazapine thai trir qua nu6c tiéu (75%) va phan (15%). Thoi gian ban thai trong huyét
tuong tir 20 dén 40 gio.

Duwoc dpng hoc trén doi twong dac bigt

Hé sb thanh thai cia mirtazapine giam & ngudi suy gan va suy than.

Bénh nhan suy gan

O bénh nhan suy gan khi udng liéu duy nhat 15 mg, hé sé thanh thai caa mirtazapine giam
khoang 35% & bénh nhan suy gan mirc d6 nhe va trung binh so vai bénh nhéan c6 chire nang
gan binh thudng; ndng do6 trung binh caa mirtazapine huyét trong ting khoang 55%.

Bénh nhan suy thdn

O bénh nhan suy than, sau khi uéng liéu duy nhat 15 mg mirtazapine & bénh nhan suy than
vira (Cler < 40 ml/ phat) va nang (Cler < 10 mi/ phat), hé sé thanh thai cia mirtazapine giam
theo thir tu khoang 30% va 50% so vai bénh nhan cé chirc ning than binh thuong; ndng do
trung binh ciia mirtazapine huyét twong ting theo thir ty khoang 55% va 115%.

Ngueoi cao tudi

Sau khi cho bénh nhan thudc cac nhdm tudi khac nhau (tir 25 - 74 tudi) udng mirtazapine
Iiéy 20 mg/ ngay trong 7 ngay, thanh thdi duc‘mg ubng cua mirtazapine giam & ngudi cao
tuoi so v&i nguoi tré tuoi. Sy khac biét nay ro nhat ¢ nam gioi, do thanh thai & nam gisi cao
tudi thap hon 40% so so véi nam giai tre tuoi, trong khi do thanh thai & nix gIOI cao tuol
thip hon 10% so véi nit gidi tré tudi. Than trong khi dung mirtazapine cho ngudi cao tudi.
Tréem

An toan va hiéu qua cua mirtazapine & tré em chua duoc thiét 1ap.
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3.

4.

Gioi tinh

Thoi glan ban thai trung binh cia mlrtazapme sau khi Uong thay doi trong khOang tur 20 gio
dén 40 gio trén cac nhom tudi va gidi tinh, nit gioi & tat ca cac nhdm tudi co thoi gian ban
thai dai hon dang ké so véi nam giGi (37 gio & nix gidi so véi 26 gio & nam gioi).

Chuing toc

Chua c6 nghién ctru 1dm sang nao danh gia anh huong cua chang toc ddi voi duoc dong
hoc ctia mirtazapine.

CHI PINH:
bicu tri cac dot tram cam nang.

LIEU DUNG - CACH DUNG:

Céach dung:

Udng cung voi nude, khong nhai vién.

Ubng 1 lan trude khi di ngt hodc chia 1am 2 1an (1 1an budi sang, 1 1an budi ti trude khi di
ngu, lidu cao hon duoc udng vao budi tdi). C6 thé dung thude cung hodc khong cung véi
thirc an.

Liéu dung:

Nguoi lon: Piéu tri bénh trdm cam nang. Licu hang ngay c6 hiéu qua thuong tu 15 - 45 mg.
Liéu khoi dau la 15 mg hodc 30 mg. Mirtazapine bat dau phat huy tac dung sau 1 - 2 tuan
dleu tri. Diéu tri véi mot liéu day di cin mang lai mot dap Ung tich cuc trong vong 2 - 4
tuan Néu dap ung khong day du, co thé tang lidu 1én dén lidu t6i da. Nén ngung diéu tri
néu khong c6 dap ung trong vong 2 - 4 tuan.

Thoi gian t6i vu diéu tri duy tri thudc chong tram cam chua duoc xac dinh rd. Can duy tri
dleu tri it nhat 6 thang d6i véi mot dot tram cam cap.

Cén giam heu tir tir mirtazapine truéc khi ngimg thudc dé tranh hoi chimg cai thude.

Nguoi cao tudi:

Khong can hiéu chinh lidu, tuy vdy can than trong khi sir dung thudc. Viéc ting lidu &
nguoi cao tudi nén duogc thuc hién dudi su giam sat y té chat chd dé dat duoc dap tng
mong mudn va an toan.

Tré em:

An toan va hi€u qua cua thudc trén tré em va tré vi thanh nién dudi 18 tudi chua duogc
chtng minh. Do d6, khong khuyén co ding thudc cho nhom dbi twong nay.

Bénh nhan suy thdn

Thanh thai cua mirtazapine c6 thé giam & bénh nhan suy than trung binh va nang (Cler < 40
mL/ phdt). Can nhac giam liéu va than trong khi duing thudc cho nhiing bénh nhan nay.
Bénh nhan suy gan

Thanh thai mirtazapine c6 thé giam & nhitng bénh nhan bi suy gan. Can can nhic giam liéu
va than trong khi dung thubc cho bénh nhan suy gan, dic biét 1a bénh nhan suy gan ning, vi
viéc ding thubc & nhitng bénh nhan nay van chua dugc nghién ciu.

CHONG CHI PINH:

Man cam véi mirtazapine hoac bat ky thanh phan nao cuaa thudc.

Phéi hop véi cac thude ac ché monoaminoxydase (IMAO) hoic da st dung cac thude Gc
ché MAO trong vong 14 ngay trude do.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Tré em duoi 18 tuéi va nguy co tw sdt

Néu c6 thé, khong nén st dung mirtazapine cho bénh nhan dudi 138 tudi do c¢6 nguy co cao
tur sat hodc cac hanh vi chong dbi. Trong trudng hop bét budc phai dung, phai theo ddi chat
bénh nhan. Nguy co ty sat cling c6 thé xuat hién & ngudi 16n bi trAm cam diéu tri bang
mirtazapine. Nguy co ndy kéo dai cho t6i khi bénh thuyén giam va phai mét vai tudn diéu
tri. Kinh nghiém 1dm sang cho thay nguy co tu sat tang trong nhiing ngay dau diéu tri do d6
phai theo doi chdt bénh nhan (1 2 thang dau diéu tri), can thong bao cho gia dinh bénh
nhan dé theo ddi nhitng hanh vi bat thudng cta bénh nhan (kich dong, cau git, chng dbi).
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Bénh hung cam hodc lwong cuc

Phéi theo ddi chat bénh nhén c6 tién sit bénh hung cam hodac bénh ludng cuc (hung/ trAm
cam) trong khi diéu trj giai doan trdm cam vi bénh c6 thé chuyén sang giai doan hung cam.
Phai ngirng mirtazapine khi hung cam.

Than trong véi nhitng bénh nhan c6 tién sir hung cam hodc hung cam nhe do nguy co kich
hoat céac trang thai ndy co6 thé xay ra khi dung mirtazapine.

Tim mach

Thén trong v6i bénh nhan c6 bénh mach vanh, bénh mach nao hodc cac bénh 1y khac, co
thé gay tut huyét ap do nguy co ha huyét ap tu thé xuat hién trong qua trinh diéu trj bang
mirtazapine.

Suy gan

Thén trong v&i bénh nhén suy gan do kha nang tang dgc tinh ctia mirtazapine va t6n thuong
gan. Can ngimng thudc ngay néu xuat hién vang da trong qué trinh diéu tri.

Suy thdn

Than trong voi bénh nhan suy than trung binh va nang do kha nang tang doc tinh cta
mirtazapine.

Thuéc irc ché monoamino oxidase (IMAO)

Can nghi it nhat 2 tuan ké tir khi ngimg diéu tri bang mirtazapine truéc khi bat dau diéu tri
bang IMAO dé tranh xuat hién hoi chung serotonin. Tuong tu can nghi it nhat 2 tuan ké tur
khi ngimg diéu tri bang IMAO trudc khi bat dau diéu tri bang mirtazapine.

Déng kinh: Than trong voi bénh nhan co tién sir dong kinh.

Hoat tinh khang muscarinic

Tuy c6 hoat tinh d6i khang muscarinic yéu nhung can than trong khi sir dung mirtazapine
cho bénh nhan ¢6 r6i loan tiéu tién, glocom gdéc mo hodc co6 tang nhan ap.

Uc ché tiy xwong

Uc ché tay xuong thuong duge biéu hién bang glam hozc mét bach cau hat (hiém gdp). Tai
bién ndy phan 16n xdy ra sau 4 - 6 tuan diéu tri va thuong hodi phuc khi ngung thudc. Can
canh bao bénh nhan vé cac ddu hiéu cua wrc ché tuy xuong nhu s6t, dau hong, viém miéng
hodc cac triéu ching khac ctia nhiém khuan. Néu xuat hién cac déu hiéu nay trong qua
trinh diéu tri nén ngung thudc ngay va lam xét nghiém cong thirc mau cho bénh nhan.

H¢i chieng cai thuoc

Can giam liéu tir tir khi dimg diéu tri bang mirtazapine, tranh ngimg thudc dot ngot dé tranh
hoi chimg cai thudc.

Ddi thao dwong i i

Thudc chong tram cam co thé thay doi kiém soat dudng huyét. Co thé can phai chinh liéu
insulin hodc cac thudc diéu tri déi thdo duong, can theo ddi chit ché bénh nhan déi théo
duong sur dung mirtazapine.

Kéo dai khoang QT

Kéo dai khoang QT, nhip that nhanh, xodn dinh va tir vong dot ngdt da dugc bao céo &
bénh nhan st dung mirtazapine, phan 16n 13 do qué liéu hodc trén bénh nhan c6 nguy co
keo dai khoang QT (bao gdm ca dung thuoc kéo dai khoang QT).

Chirng ngoz, nam khéong yén/ tim thin vin dong bon chon

Str dung cac thubc chdng tram cam co thé gy chung ngdi, nam khong yén, dic trung boi
su bon chon kho chiu mot cach chii quan va can phai di chuyén, cung voi khong co kha
nang ngdi hoic dimg yén. Nhitng diéu nay hau hét xay ra trong nhimg tuan dau diéu tri. O
nhing bénh nhén c6 nhig tri¢u chimg nay, viéc tang liéu c6 thé gay bat loi.

Ha natri huyet

D3 ¢ bao cao rat hiém gip ha natri huyét, co thé do su tiét hormon chdng bai niéu khong
thich hop (SIADH), khi sir dung mirtazapine. Than trong khi dung thudc ¢ nhimg bénh
nhan c6 nguy co nhu ngudi cao tudi hoic dang ding dong thoi véi cac thude cling gay ha
natri huyét.

Hgi chirng serotonin

Tuong tac voi cac hoat chét serotonergic: Hoi chiing serotonin c6 thé xay ra khi dung dong
thoi cac thudc tc ché tai hdp thu chon loc serotonin (SSRI) véi cac hoat chét serotonin
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khac. Tri¢u ching c6 thé bao gom tang than nhiét, co cimg, rung gidt co, 10i loan than kinh
thuce vat co, thé kém nhitng bién dong nhanh cua cac ddu hiéu song, thay d6i trang thai tim
than bao gdom 1u 14n, kho chiu va kich dong qua muc, dlen tién dén mé sang va hon mé.
Can than trong va theo ddi 14m sang chat ch& khi ph01 hop nhung thude nay voi
mirtazapine. Ngung diéu tri v6i mirtazapine khi c6 nhimng bién co trén xay ra va tién hanh
diéu tri h tro. _HOi ching serotonin rat hiém xay ra khi chi diéu tri bang mirtazapine.

Nguwoi cao tu01

Ngu:(n cao tudi thuong nhay cam hon, ddc biét la vdi céac tac dung khong mong mubn clia
cac thudc chong tram cam. Trong cac nghién ctru 1am sang voi mlrtazaplne cac tac dyng
khong mong mudn khong thiy thuong gip hon ¢ ngudi cao tudi so voi cac nhém tudi khéc.
Tang cam gidc théem an/ tiang cdin

Trong céc nghién ctru co d6i chimg & My, ting cam giac thém an da dugc bao cao & 17%
bénh nhan dugc diéu tri v4i mirtazapine, so véi 2% dbi voi gia duoc va 6% dbi voi
amitriptylin. Trong nhitng thtr nghiém nay, tang can > 7% thé trong da dugc bdo cao &
7,5% bénh nhan dugc diéu tri véi mirtazapine, so v6i 0% d6i véi gia duge va 5,9% dbi voi
amitriptylin. Trong cac nghién ctru gdp trude khi dua thudc ra thi truong & My, bao gom
nhiéu bénh nhan diéu tri dai han, nhin mé (open-label), 8% bénh nhén ngung diéu tri véi
mirtazapine do ting can. Trong mot thir nghiém 1am sang kéo dai 8 tuan trén bénh nhan nhi
v6i lidu tir 15 - 45 mg/ ngdy, 49% bénh nhan duoc diéu tri v6i mirtazapine bi ting can it
nhét 7%, so voi 5,7% & bénh nhan _dung gia dugec.

Tang cholesterol/ trtglycerld huyét

Trong cac nghién ctru c¢6 d6i chimg & My, cholesterol ltc khong d6i ting > 20% so véi gidi
han trén binh thuong da dugc ghi nhan & 15% bénh nhan dugc diéu tri véi mirtazapine, so
vGi 7% d6i véi gia duoc va 8% dbi v6i amitriptylin. Trong nhitng nghién nay, triglycerid
lac khong do6i ting > 500 mg/ dL dd dugc ghi nhan ¢ 6% bénh nhin dwoc diéu tri véi
mirtazapine, so voi 3% ddi véi gia dugc va 3% d6i voi amitriptylin.

Tang transaminase

Trong cac thir nghiém ngin han c6 dbi ching & My, ting ALT (SGPT) c¢6 y nghia 1dm sang
(> 3 lan giéi han trén binh thuong) da dugc ghi nhan & 2,0% (8/424) bénh nhan sir dung
mirtazapine, so voi 0,3% (1/328) ¢ bénh nhén dung gia dugc va 2,0% (3/181) ¢ bénh nhan
dung amitriptylin. Hau hét bénh nhan ting ALT khong phat trién cac dau hiéu hoic tridu
chung lién quan ton thuong chirc nang gan. Trong khi mgt s6 bénh nhan ngung diéu tri do
taing ALT, mot s6 truong hop khac, mirc enzym trd lai binh tthO‘ng khi tiép tuc diéu tri voi
mirtazapine. Than trong khi dung thudc cho bénh nhén bi suy giam chirc ning gan.

Cdnh bao lién quan ta dwoc

JEWELL c6 chira lactose. Bénh nhan bi bénh di truyén hiém gap kém dung nap galactose,
thiéu hut Lapp lactase hoic réi loan hap thu glucose-galactose khong nén sir dung.
JEWELL c6 chira polysorbat c6 thé gay di ung, dau thau dau c6 thé gay budn nén, nén, dau
bung, tiéu chay.

Pé xa tam tay tré em.

SU DUNG CHO PHU NU cO THAI VA CHO CON BU:

Phu nir mang thai:

S liéu con han ché lién quan dén viéc st dung mirtazapine cho phu nit mang thai, chua
thdy thudc lam tang nguy co di tat bam sinh. Nghién ciru trén dong vat ciing chua thay tac
dung gy quai thai c¢6 y nghia lam sang, nhung c6 doc tinh dbi voi su phat trién cua bao
thai. Néu mirtazapine dugc tiép tuc st dung cho dén khi, hodc ngay trudc khi sinh, can theo
ddi tré sau khi sinh dé dé phong hoi chimg cai thude & tré¢ so sinh.

Str dung cac thude SSRI trong thai ky, dac biét 1a ¢ cubi thai ky, c6 thé lam tdng nguy co
tang 4p dong mach phoi dai dng & tré so sinh (PPHN), nguy co nay cling c6 thé xay ra khi
dung mirtazapine.

Phu nir cho con bu

Mirtazapine phan bd mot luong nho vao sita va co thé gy ra cac tac dung khong mong
mudn cho tré dang ba sau mot thoi gian dai phoi nhidm voi thude. Vi vay can hét sic than
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trong khi su dung mirtazapine cho phu nit dang cho con bu. Viéc cén nhic ¢6 st dung
thudc trong thoi ky cho con bu hay khong can dya trén can bang gitra loi ich cua viée tré
dugc b sita me v6i loi ich cta viée me dugc diéu tri bang thude chong trim cam.

ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC:
Triéu chitng chéng mat cd thé xuat hién trong giai doan dau diéu tri mirtazapine, vi vay nén
tranh lai xe va van hanh may moc trong giai doan nay.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:
Twong tic dwoc luc hoc
Mirtazapine khong nén dung dong thoi voi cac thude IMAO hodc trong vong 2 tuan sau khi
ngung diéu tri véi cac thuéec IMAO va nguoc lai.
Ngoai ra, trong tu nhu cac thude SSRI, dung ddng thdi véi cac hoat chét serotonergic (L-
tryptophan, céc triptan, tramadol, linezolid, cac SSRI, venlafaxin, lithi va cac ché pham co
St. John - Hypericum perforatum) c6 thé gay ra cdc tac dung lién quan serotonin (hoi chu’ng
serotonin). Can than trong va theo ddi 1am sang chit ché khi phéi hop céc hoat chat ndy vai
mirtazapine.
Mirtazapine co thé lam tang tac dung an than cta benzodiazepin va cac thude an than khac
(nhit 1a mot s6 thude tAm than, khang histamin Hi, cac opioid). Thén trong khi ding chung
cac thudc nay voi mirtazapine.
Mirtazapine c6 thé 1am ting tic dung Grc ché than kinh trung wong cua rugu. Khuyén cdo
bénh nhan khong nén st dung cac thuc udng chira con khi dang dung mirtazapine.
Mirtazapine lidu 30 mg/ ngay gdy ting nhe, nhung c6 y nghia thong ké, hé so chuan hoa
quc té (INR) ¢ nhirng bénh nhén dang duoc diéu tri voi warfarin. Do d0, can than trong va
theo doi h¢ so INR khi dung dong thoi warfarin va mirtazapine.
Khi dung chung véi cac thudc lam kéo dai khoang QT (mot s6 thudc tam than va khang
sinh) c6 thé lam ting nguy co kéo dai khoang QT v/ hodc xoan dinh.
Twong tac dwoc déng hoc
Carbamazepin va phenytoin, nhimng thuéc cam Ung CYP3A4, lam tang thanh thai
mirtazapine gap 2 1an, do d6 1am giam ndng d6 mirtazapine huyét tuong lan luot 1a 60% va
45%. Co thé can tang liéu mirtazapine khi thém carbamazepin hodc bat ky thudc cam tng
chuyén hoéa tai gan nao khac (nhu r1famp101n) vao liéu phap diéu tri ciia mirtazapine. Khi
ngung diéu tri véi nhung thudc nay, c6 thé can giam liéu mirtazapine.
Dung dong thoi véi cac thude trc ché manh CYP3A4 nhu ketoconazol 1am tang Cmax huyét
tuong va AUC cua mirtazapine lan lugt khoang 40% va 50%.
Khi cimetidin (thuoc uc che yéu CYP1A2, CYP2D6 va CYP3A4) duoc ding chung véi
mlrtazaplne nong do huyet tuong trung binh cta mirtazapine ¢ thé ting hon 50%. Théan
trong va c6 thé phai giam liéu khi dung mirtazapine dong thoi voi cac thudc e ché manh
CYP3A4, cac thude trc ché HIV protease, cac thuéc khang ndm nhoém azol, erythromycin,
cimetidin hodc nefazodon. ) o
Céc nghién clru tuong tac thuoc khong cho thay bat ky tac dung lién quan dugc dong hoc
nao khi dung ddng thoi mirtazapine véi paroxetin, amitriptylin, risperidon hodc lithi.
Tré em
Céc nghién ctru twong tac thude chi méi dugce thyuc hién trén nguoi 16m.

8. TAC DUNG KHONG MONG MUON:
Rat thuwong gdp, ADR > 1/10
Chuyén hoa va dinh dudng: Tang cam giac thém an, ting can.
Thén kinh: Buon ngu, an than, dau dau.
Ti€u hoa: Kho miéng.
Thuong gap, 1/10 < ADR < 1/100
Tam than: Mo bat thu’ong, 16 13n, lo au, mat ngi.
Thén kinh: Ngi mé, chéng mat, run.
Mach mau: Ha huyét ap tu thé.
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Tiéu héa: Budn ndn, ndn, tiéu chay, tdo bon.

Da va mo6 dudi da: Phét ban.

Co - xuwong va md lién két: Pau co, dau khép, dau lung.

Toan than: Phu ngoai vi, mét mai.

It gap, 1/1.000 < ADR < 1/100

Tam than: Ac mong, hung cam, kich dong, a0 giac, tim than bét an (bao gdm chimg nam
ng01 khong yén, tang dong).

Than kinh: Di cam, chan bon chon, bét tinh.

Mach mau: Ha huyét ap.

Tiéu hoa: Gidm cam gidc & miéng.

Hiém gdp, 1/10.000 < ADR < 1/1.000

Tam than: Hung hing.

Than kinh: Rung giat co.

Ti€u hoa: Viém tuy.

Gan - mat: Tang hoat tinh transaminase huyét thanh.

Chura ré tan sudt

Mau va h¢ bach huyet Uc ché tuy xuong (giam bach cau hat, giam bach ciu, thiéu mau bt
san, giam tiéu cau), tang bach cau 4i toan.

Noi tiét: Tiét hormon chéng bai niéu khong thich hop.

Chuyen hoéa va dinh dudng: Ha natri huyét.

Tam than: Y tudng ty sat, hanh vi tu sat.

Than kinh: Co glat hoi chung serotonin, rdi loan vi giac, loan van ngon.

Tiéu hda: Phu miéng, tang tiét nudce bot.

Da va mé6 dué6i da: Hoi ching Stevens-Johnson, viém da bong nuéc, hong ban da dang,
hoai tir thugng bi nhiém déc.

Co - xuwong va mo lién két: Tiéu co van.

Than - tiét ni¢u: B tiéu.

Toan than: Mdng du, phu toan than, phu cuc bo.

Xét nghiém: Tang creatinin kinase.

Tre em:

Cac tac dung khong mong mudn thuong duoce bao cao trong cac thir nghiém 1am sang & tré
em: Tang can, noi may day va tang triglycerid huyet

Thudc cé thé gdy ra cdc tac dung khéng mong muén khac. Can theo doi chat ché va khuyen
cdo bénh nhan thdng bao cho bdc sy nhitng tic dung khéng mong mudn gap phdi khi sir
dung thuéc.

9. QUA LIEU VA XU TRI:
It co kha ning gay doc ning néu chi st dung lidu don mirtazapine.
Triéu chitng: Uc ché hé than kinh trung wong gdy mét dinh huéng, budn ngu; nhip tim
nhanh, ting hodc giam huyét ap.
Xur tri: Chua c6 phuong phap glal doc dic hiéu, chu yéu diéu tri triéu ching va hd trg. Can
nhéc viée st dung than hoat va rua da day dé loai b phan thude chua duoc hap thu trong
duong tiéu hoa néu bénh nhan con tinh tao. Chéng chi dinh dung ipeca dé gay non. Xir tri
tut huyét ap (néu co) bang truyén tinh mach dung dich natri clorid 0, 9% (10 - 20 ml/ kg),
dung thu6c van mach (dopamin hodc noradrenalin). Theo doi tim, huyet ap, chirc nang hé
than kinh trung vong, enzym gan. Theo ddi tinh trang mat nudc, dién giai néu c6 non, ticu
chay nhiéu.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khéng dung qué liéu chi dinh.
Piéu kién bio quan: Noi kho réo, tranh anh sédng, nhi¢t do khong qua 30°C.
Han dung ciia thudc: 36 thang ké tir ngay san xuat.

11. TEN, PIA CHi VA BIEU TUQONG CUA CO SO SAN XUAT
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San xuat tai:

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi x& Bén Cat,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

12. NGAY XEM XET SUA POI, CAP NHAT LAI NOI DUNG HUONG DAN SU DUNG
THUOC: 25/09/2017
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