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Rx Thudc nay chi dimng theo don thuéc
CEMION STAB

Dé xa tam tay tré em

90}: ky hieomg dan sir dung trueée khi dimg

|\
1. THAN\I{{\H%N:C{(% NG THUC THUOC
WA vign 1Sk Boo ol chrba:
Thanh phan duwoc chdt: Nicergolin 5 mg
Thanh phan td duge: Cellulose vi tinh thé 102, dicalci phosphat dihydrat, HPMC E15, natri
starch glycolat, magnesi stearat, opadry Il white (polyvinyl alcohol, talc, titan dioxid,
polyethylen glycol)
2. DANG BAO CHE
Vién nén bao phim.
M0 ta: Vién nén bao phim mau tréng, hinh tron, hai mét tron, canh va thanh vién lanh lan.
3. CHIi PINH
Diéu tri triéu ching rdi loan nhén thirc va hanh vi lién quan dén sa sut tri tué mirc do nhe dén
trung binh.
4. CACH DUNG, LIEU DUNG

Viéc diéu tri nén duge bat ddu va duy tri dudi su giam sat ciia béc si c6 kinh nghiém chén doén
va diéu tri sa sat tri tué. Viéc chan doan phai dua trén cac huéng din da duge phé duyét. Chi
nén bét dau diéu tri khi bénh nhan c6 ngudi cham sé¢ dam bao sir dung thube thudng xuyén.
Liéu dung, thoi gian diéu tri va cach dung thudc phu thude vao mirc dd nghiém trong cua bénh.
Liéu khuyén c4o hang ngay 1a 30 mg dén 60 mg nicergolin chia 1am nhiéu lan.

Nén ubng thubc truée khi an v6i nhidu nude.

Nguoi I6n va ngudi cao tudi

Dura trén céc nghién ciru vé duge dong hoc va kha ning dung nap, khong can diéu chinh liéu &
ngudi 16n va ngudi cao tudi.

Tré em

Khong ding thudc nay cho tré em.

Bénh nhdn suy giam chirc nang thdn

Khoang 80% cac chit chuyén héa cta nicergolin dugc bai tiét qua than, do d6 nén giam liéu
nicergolin & bénh nhén ‘suy than (creatinin huyét thanh > 2 mg %) (xem muc Pic tinh dugc
dong hoc). Hiéu qua diéu tri xuat hién tir tir, vi vdy nén st dung nicergolin trong thdi gian dai.
Dinh ky, nhung khong it hon 6 thang/lan, bac si nén dénh gia xem c6 nén tiép tuc diéu trj hay

khong.
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5. CHONG CHI PINH

Qué méan v6i nicergolin, céc alkaloid ndm cwa ga khac va/hodc bét ky t4 dwoc nao cia thude.
Bénh nhan m&i bi nhdi mau co tim, xuét huyét cip tinh, ha huyét 4p thé dimg hoic nhip tim
cham néng.

Dung ddng thoi véi cac thude kich thich giao cam (thudc kich thich thu thé alpha hoic beta).
6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Trong c4c nghién ctru sir dung nicergolin don lidu va da liéu,,nicergolin c6 thé 1am giam huyét
4p tam thu va & muc do thip hon lam giam huyét 4p tAm truong & nhitng bénh nhan c6 huyét
ap binh thuong va tang huyét ap. Tac dong nay co thé khac nhau, vi khong quan sat thdy su
thay d6i v& huyét 4p tAm thu hosc tAm truong trong cac nghién ciru khéc.

Nén than trong khi str dung thude kich thich giao cam alpha va beta & nhitng bénh nhan ding
nicergolin (xem muc Tuong tac thube).

Nén than trong khi dung thudc & nhitng bénh nhan bi tdng acid uric mau hodc c6 tién sir bénh
gut va/hodc dang didu tri bang cac thudc ¢ thé anh huong dén chuyén hoa va bai tiét acid uric
(xem muc T4c dung khong mong mudn).

Tinh trang xo hoéa (vi du xo phdi, tim, van tim hodc phiic mac) c6 lién quan dén mot s6 alkaloid
ndm cua ga c6 hoat tinh chu vén ¢ thu thé serotonin SHT 2.

Céc triéu ching ngd doc ndm cua ga (bao g6m budn ndn, ndn, tidu chay, dau bung va co mach
ngoai vi) da duoc bao cdo khi sir dung cac alkaloid nAm cua ga va dan xut cta chung. Céc bac
sT 1am sang va ngudi ké don nén biét céc triéu chimg qué lidu cuia ndm cya ga trudce khi sir dung
thudc nay. ‘

Thubc nay c6 chira duéi 1 mmol (23 mg) natri trong mdi vién, vé co ban duoc xem nhu "khéng
chira natri".

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Thoi ky mang thai

Nicergolin khong gy doc tinh trén kha nang sinh san & chudt cdng va thd mang thai. Cac
nghién ctru & phu nit ¢6 thai chua dugc tién hanh. Véi cac chi dinh da dugc phé dl_.1y§t, khong
chéc ring nicergolin s& cin dugc ké don cho phu nit ¢6 thai hodc dang cho con bii. Chi nén str
dung nicergolin trong thoi ky mang thai néu loi ich tiém ning vuot trdi hon nguy co tiém 4n
dbi voi thai nhi.

Thoi ky cho con bu

Chua rd nicergolin c6 bai tiét qua sfta me hay khong, do d6 khong khuyén céo dung nicergolin
cho phu nit dang cho con bu.

Kha ndng sinh sdin
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Trong mdt nghién ciru trén chudt duc, nicergolin khong anh huéng dén kha ning sinh san. Tuy
nhién, & chudt cai ding liéu 50 mg/kg/ngay (gip 8 lan liéu tdi da khuyén cao cho ngui 1 60
mg/m?/ngay), nicergolin lam gidm kha ning sinh san.

Mbi lién quan trén 14m sang cua cac nghién ctru trén dong vat (& lidu cao hon lidu diéu tri) déi
v6i ngudi van chua duoc biét r6.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Mac du nicergolin c¢é tac dung cdi thién kha ndng phan ung va tép trung, nhung tic dung cia
n6 dbi voi kha nang 1ai xe va vén hanh may méc van chura dugc nghién ctru. Trong moi trudng
hop, can than trong khi xem xét bénh 1y tiém 4n. Khi 14i xe hodc van hanh may méc, can luu y
réng d6i khi ¢6 thé xdy ra chong mat hoac budn ngu, ddc biét l1a khi bt dau diéu tri (xem muc
Tac dung khong mong mudn).

9. TUONG TAC, TUONG KY CUA THUOC

Twong tac cha thudc:

Can thén trong khi st dung nicergolin dong thoi véi:

- Céc thudc diéu tri huyét 4p. Nicergolin ¢6 thé lam tang tac dung cua cac thudc diéu tri huyét
ap. Nicergolin ¢ thé lam tang tac dung trén tim cua thubc chen beta;

- Céc thubc kich thich giao cam alpha va beta. Nicergolin ¢6 thé 1am giam tac dung co mach
cta thude kich thich giao cam do tac dung wc ché thu thé alpha (xem muc Canh bao va than
trong khi dung thudc);

- Céc thube duoc chuyén hoa boi enzym CYP2D6. Nicergolin duge chuyén héa béi enzym
CYP2D6, do d6 khong thé loai trir twong tac v6i cac thude ¢ ciing con dudng chuyén hoa;

- Céc thude chbng két tap tiéu cau va thudce chéng dong mau (vi du acid acetylsalicylic). Bang
cach ting cuong tic dung cdm méu cua thude chdng két tap tiéu ciu va thube chdng dong mau,
thoi gian chay mau c6 thé bi kéo dai;

- Céc thubc anh hudong dén chuyén hoa acid uric (xem muc Tac dung khéng mong mudn).
Nicergolin ¢6 thé 1am ting acid uric huyét thanh khong tridu chimg.

Twong ky ciia thude:

Do khéng ¢6 cac nghién ctru vé tinh trong ky ciia thube, khong trén 14n thude nay véi cac thube
khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tén suit tic dung khong mong mudn duge quy ude nhu sau: rit thuong gap (> 1/10); thuong
gap (> 1/100 dén < 1/10); it gap (> 1/1.000 dén < 1/100); hiém gap (> 1/10.000 dén < 1/1.000);
rat hiém gaip (< 1/10.000); va khong 13 tan sudt (khong thé udc lugng tir dit liéu sin co).

R6i loan tam than

it gap: kich dong, 1u 14n, mat nga
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Réi loan than kinh

It gap: budn ngu, chéng mat, dau dau
Khoéng ro: cam gidc néng

Roi loan mach

it gap: ha huyét ap, do bing

Réi loan tiéu héa

Thuong gap: kho chiu & bung

ft gap: tiéu chay, budn nén, tio bén
Réi loan da va mé dieéi da

ft gap: ngua

Khong rd: phat ban

Réi loan toan than va tai ché

Khoéng rd: xo hda

Cdc xét nghiém

ft gap: tang nong d6 acid uric mau
Bio cio phan ng ¢6 hai nghi ngo
Béo cdo phan Uimg c6 hai sau khi thudc duoc cap phép lwu hanh rat quan trong dé tiép tuc giam \G

sat can bang loi ich/nguy co ctia thuoc. Can bd y t€ can bao cdo tat cd phan img c6 hai vé Trung iy

tam Qudc gia hodc Trung tdm khu vuc vé Théng tin thubc va Theo dbi phan ting c¢b hai cua
thude. ’ : —
Thong bdo ngay cho bdc sy hodic dwoc sy nhitng phdn irng cé hai gdp phdi khi sir dung

thuéc.

11. QUA LIEU VA CACH XU TRi

Khi ding nicergolin liéu cao, huyét 4p c6 thé giam tam thoi. Thudong khong can diéu tri dic

biét. Néu didu nay xdy ra, bénh nhin nén nim xudng trong vai phit. Trong trudng hop c¢ip ciru,

¢6 bién ¢b mach mau ndo va tim mach nang, nén st dung cac thubc cudng giao cam, kiém so4t

huyét ap cho nguoi bénh.

12. PAC TINH DUQC LUC HQC

Nhoém dugce ly: Thude gisin mach ngoai vi, alkaloid ndm cya ga

Ma ATC: CO4AE02

Nicergolin 1a mot din xuit ergolin c6 tac dung e ché thu thé alpha-1 adrenergic khi ding

duong tiém. Sau khi udng, nicergolin dugc chuyén hoa nhanh va manh thanh mét loat chét

chuyén hoa tac dong 1én hé than kinh trung wong & cic mirc do khac nhau.
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Khi dung duong ubng, nicergolin c¢6 tac dung da dang trén thn kinh, n6 khéng chi thic day su
xam nhap va str dung glucose trong té bao nfo, ting cudng sinh tong hop protein va acid nucleic,
ma con anh huéng dén nhidu hé thong dan truyén than kinh khac nhau.

13. PAC TINH DUGC PONG HOC

Hip thu

Nicergolin dung duong udng duge hap thu nhanh va gan nhu hoan toan. Sau khi ding liéu thip
(4-5 mg) nicergolin duoc danh dau phéng xa trén nguoi tinh nguyén khoe manh, hoat tinh
phong xa cao nhét trong huyét thanh xuét hién sau khi udng 1,5 gié. Tuy nhién, khi udng & liéu
diéu tri (30 mg) cua nicergolin ¢6 danh ddu C' cho thiy hoat tinh phéng xa trong huyét thanh
dat dinh sau 3 gio.

Nicergolin va chit chuyén hoa chinh ctia né (1-methyl-10-methoxyhydrolysergol (MMDL)
(50% tdng luong phéng xa) duoc tim thdy trong ndo chudt 1 gior sau khi ubng nicergolin ¢6
danh dau C" (5 mg/kg).

Sau khi udng nicergolin & liéu diéu tri (15 mg) trén ngudi tinh nguyén khée manh, dién tich
dudi duong cong (AUC) cua hoat tinh phong xa troig huyét thanh cta hai chét chuyén hoa
chinh cua nicergolin (methoxydihydrolysergol (MDL) va 1-methyl-10-methoxyhydrolysergol)
twong ung 1a 81% va 6% téng luong phéng xa. Nong do t6i da cia MDL trong huyét tuong dat
sau khoang 3-5 gio k& tir khi uéng mét vién nén 30 mg. Nong do tbi da trong huyét tuong cta
MMDL dat sau khoang 0,5-1 gio ké tir khi ung mot vién nén 30 mg.

Sinh kha dung tuyét ddi cua nicergolin duong udng 1a khoang 5% do do thanh thai & gan va
chuyén héa lan dau qua gan cao.

Sau khi uéng lidu don tir 30 mg dén 60 mg & ngudi tinh nguyén khde manh, duoc dong hoc ctia
nicergolin 1a tuyén tinh, duoc x4c dinh bang két qua dinh luong chét chuyén héa chinh MDL.
Khoéng ghi nhan anh hudng cua thic an dén duoc dong hoc cia MDL va MMDL khi udng
nicergolin véi lidu don 30 mg.

Phin bé

Nicergolin dwoc phan b vao md nhanh va rong, duge thé hién qua pha phan bd ngan cua chat
phong xa trong huyét thanh. Thé tich phan b cta nicergoliﬁ & ving trung tim (uée tinh x4p xi
bang céach chia liéu dung cho nong do trong huyét tuong cta nicergolin & 1an xac dinh dugc
dong hoc dau tién sau khi tiém tinh mach liéu 2 mg) 1a kha 16n (224 L), didu nay c6 thé phan
4nh su chuyén héa cua né & mau va su phan bé trong cac té bao mau va/hodc cac md.
Nicergolin lién két manh véi protein huyét twong ngudi, ¢6 4i luc v6i o-glycoprotein acid cao
hon so véi albumin huyét thanh. Khi ndng dé nicergolin ting tir 1 pg/mL 1én 500 pg/mL, ty 1€

lién két voi protein huyét twong tuong d6i 6n dinh. Ca hai chét chuyén héa cua nicergolin, MDL
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va MMDL, déu c¢6 kha nang lién két thip; & khoang ndng do 50-200 ng/mL twong ung 1a 14,7%
va 34,7%.

Chuyén héa va thi trir

Trong vong 120 gio sau khi udng, trung binh 82% tong lidu nicergolin dugc d4nh ddu phéng
xa duoc bai tiét qua than va 10% qua phan. Dugc dong hoc ciia nicergolin 14 tuyén tinh dya
trén dit liéu thu dugc tir cac nghién ctru & ngudi tinh nguyén khde manh véi lidu udng 30-60
mg. Phén 16n nicergolin dugc chuyén héa trudce khi dao thai khoi co thé. Con dudng chuyén
héa chinh ciia né 1a thuy phén lién két ester tao thanh MMDL, sau d6 MMDL bi khir methyl
thanh MDL. Qua trinh khir methyl dugc xuc tac boi isoenzym CYP2D6. Do do, duge dong hoc
ctia nicergolin va cac chét chuyén héa ctia n6 giam & nhitng nguoi bi thiéu CYP2D6 bam sinh.
Céc chit chuyén héa c6 hoat tinh duoc hinh thanh (MMDL va MDL) duoc lién hop véi acid
glucuronic. Sau khi udng mét liéu 15 mg, MDL chu yéu duoc hinh thanh & ngudi, chiém 51%
tong liéu trong nudc tiéu va 76% lugng phong xa cé thé duoc tim thdy trong nuéc tiéu. Thoi
gian ban thai pha cudi cia MDL thay ddi trong khoang 11-20 gio.

Cic déi twgng diic bigt

Anh huéng cua suy thian dén duoc dong hoc cuia nicergolin dugc dénh gid ¢ nhiing bénh nhan
suy than nhe (Cler 60-80 ml/phut), trung binh (Cle; 30-50 ml/phit) va suy than ndng (Cler 10-14
ml/phut). Sau 120 phut udng 30 mg nicergolin, da ghi nhén su khéc biét dang ké vé lwong MDL
bai tiét qua nudc tiéu & nhiing bénh nhan suy than nhe (n=5), trung binh (n=5) va ning (n=4)
(lﬁn luot 14 38,1%, 42,6% va 25,7% lidu dung). Pébi véi MMDL, céc gia tri nay lan luot 1 1,7%,
0,6% va 0,2%. Bénh nhan suy than ning c6 mirc bai tiét MDL qua nudc tiéu giam dang ké so
véi 2 nhém con lai. Ngoai ra, nhitng bénh nhan suy thén nhe, trung binh va ndng c6 mic giam
bai tiét MDL qua nudc tiéu trung binh (0 dén 72 gio) 1an luot 13 32%, 32% va 59%, so véi céc
d6i tuong ¢6 chirc nang than binh thuong duoc udng 30 mg tir mot nghién ctru khac.

Dugc dong hoc cua nicergolin chua duge nghién ctru & bénh nhén suy gan.

Dugc dong hoc cua nicergolin chua duge nghién ctru ¢ tré em.

Anh huéng cta tudi tac dén duge dong hoc ciia nicergolin chwa duoc nghién ctru day d.

14. QUY CACH PONG GOI

Hop 3 vi x 10 vién.

Hop 5 vix 10 vién.

Hop 10 vi x 10 vién.

Hop 1 1o x 30 vién.

Hop 1 1o x 60 vién.

15. PIEU KIEN BAO QUAN

Noi kho, nhiét d§ dudi 30°C, tranh anh sang.
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16. HAN DUNG

36 thang ké tir ngay san xuét.

17. TIEU CHUAN CHAT LUQNG

TCCS.

18. TEN, PIA CHI CUA CO SO SAN XUAT

CONG TY CO PHAN DUQC PHAM CONG NGHE CAO ABIPHA

Dia chi: L6 dit CN-2, Khu c6ng nghiép Phii Nghia, X& Phu Nghia, Huyén Chuong M§, Thanh
phé Ha Noi, Viét Nam

TiT



