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Rt YR A HOSHSET Mer ense TasLeTs

GLICLADA 60 MG MODIFIED-RELEASE TABLETS
GLICLADA SR 90 MG MODIFIED-RELEASE TABLETS
Gliclazide

Déxatdmtay tréem.
Boc ky hwdng dan sirdung trwrdre khi ding.
Thuébc nay chiding theo don thuéc.

Thanh phjn: Méi vien nén phéng thich kéo dai chira :

Duoc chat:

Gliclada 30 mg modified-release tablets: Gliclazide 30 mg.
Gliclada 80 mg modified-release tablets: Gliclazide 60mg.
Gliclada SR 80 mg modified-release tablets: Gliclazide 90 mg.

Colloidal Anhydrous; Magnesium Stearate.
Dang bao ché: Vién nén phéng thich kéo dai.
Chi Ginh:

soatduocglucose huyélbang ché do anudng, luyén tap thé luc va giamcan.
Céach dung, lidu dang:

Cachdung:

Gliclada duoc ubng libu don vao bira Anséng.

Nudt c4 vién vérinwrdre, khong nghién hoac nhai,

Gliclada SR 90mg : c6 thé chia thuéc theo vach chia trén vién.

i ung:
Ligu hang ngay tir 30-120 mg liéu don vao bira &n sang.
Bénhnhan khong duroc nhai hodc nghién nat vién,
Neéu quén udng thude, bénh nhan khong dugrc tang lidu & ngay tiép theo.

ché dapt'rg riéng ciia mbi bénh nhan (duéng huyét, HbA1c).
Liéu khoidau:
Lidu khér dAu dugc khuyén céo 1 1 vién (Gliclada 30)ingay (30 mg/ngay).

& cubitudn thir hai diéutri,
Liéutbi da dugc khuyén cao I3 120 mg/ngay.

Mot vién nén phang thich kéo dai Gliclada SR 90 mg tuong duong véi mét va 1
nira vién nén phéng thich kéo dai Gliclada 60 mg. Vién nén phoéng thich kéo dai

Gliclada SR 90 mg co thé chia lam ba.

Vién nén phong thich kéo dai Gliclada SR 80 mg c6 thé dugc chia thanh liéu khac
nhau. C6 thé chia thanh cac liéu sau; mdt liéu 30 mg ( 1/3 vién Gliclada SR 90 mg),
ml liéu 60 rriﬂzﬁ vién Gliclada SR 90 mg), m{t liéu 80 mg ( 1 vién Gliclada SR

120 mg ( 1 vién Gliclada SR 80 mg +1/3 vién Gliclada SR 90 mg

90 mg). mot li
khac).

Néu cdn thiét, vién nén phong thich kéo dai Gliclada SR 90 mg c6 thé chia thanh 3

phén bang nhau & nudt d& hon.

Chuyén tirmot thube ha dudmg huyét dang ubng khéc sang Gliclada SR gnf:g
ha

Vién nén phaéng thich kéo dai Gliclada cé thé duoc ding dé thay thé th
durirng huyét dang udng khac.

' Trong trudmg hop ndy, nén lwu y dén lidu diing va thdi gian bén hiy ctia thube ha

| dudng huyét dang trurde do.

Thong thurding khding c6 giai doan chuyén tiép, nén bit dAu & libu 30 mg, sau dé

diéu chinh tiy theo dap (rng cla tirng bénh nhan nhu da néu & trén,

ma/ngay, sau do tang dan tirng néc liéu, thy theo Gap (mg chuyén hoa.
Phbi hop véi céc thude ha duding huyét khac:

glucosidase hay insuline.
Gliclada, ct thé phéi hop véiinsulin nhung phéi theo dbi chat ché.
Nhom bénh nhan déc biét:

Dungliéu twmvé t nhir ngudri tré tudi & bénh nhan trén 65 tudi.

chire nang than binh thudng nhirng phai giam sat chatché.
Cacd( ligu trén da dugc ching minh qua céc thd nghiém irénlam sang.
n i ha du h :

Nhirng bé
- Dinh dudng kém hodc suy dinh dudng.

thugng thén).
-Bang trong giei dogn ngung corticoid sau khi dung kéo dai varhodc lidu cao.

néng, bénhly machmaulantéa).

Tgng nhing treong hop nay nén bét dau dang liéu tdi thiéu 30 mg/ngay.
Tréem:

Khéng c6 sé liéu ciing nhur thirc nghiém trén 1am sang.

Chbng chidinh:

hoédc cac sulphonamide .
-Tiéududng phu thudc insulin (typ 1).

Ta dwore : Hypromellose 100 mPa.s/Type 2208 ; Lactose, monohydrate ; Silica,

Daéi thao dwdrng khong phy thubc insulin (typ 2) & ngurei I6n khi khéng con kiém

Bdi voi cac thube gay ha dudng huyél, lidu lrgng nén dwoc diéu chinh theo co

Néu duéng huyét duoc kiém sodat higu qua, co thé dung liéu nay dé dieu trj duy tri.
Néu dudng huyél khéng dugc kiém soat hiéu qua, co thé tang liéu 1én 60 mg/ngay
hoéc 80 mgingay hodc 120 mg/ngdy béng cach tang liéu tirng ndc, méi 1an tan
li&u cach nhau it nhat mét thang, ngoai trir & nhirng bénh nhan c6 dudng huyét
khéng gidm sau 2 tuan diéu tri. Trong truang hep nay, co thé dé nghj tang liéu ngay

Néu chuyén tiép tir mot sulfamide ha duong huyét co thévi gian ban hiy dai, co thé
co mét giai doan diéu tri ddc 1&p trong vai ngdy nhém trénh tac dng dbng thevi clia
hai thudc, dan dén ha dudng huyét. Khi chuyén L0 thubc khac sang Gliclada, nén
ap dung nhu khi méi bl du diéu trj, ¢6 nghia |& nén bél dau Gliclada & liéu 30

Gliclada co thé dugc dnn%phbi hop véi biguanide, cac thube ic ché alpha-
nhi*rng bénh nhan khong Al kiém soat bénh vii

Suy than:
O nhing bénh nhan suy than nhe dén trung binh, lidu dung twong ty bénh nhan cé

- Méc cac bénh Iy ndi tiét nang (suy thiy trwére tuyén yén, suy tuyén giap, suy

- Bénh Iy mach mau nang (bénh ly mach vanh néng, ton thurong dong mach canh

- M&n cam vdi gliclazide ho#c bt ky t& dugc ndo cla thubc, cac sulfonylure khac

= PTG gl VRl T THE BV Ual ey WY, THHEIT Wadll LEIUn Ul Jdl Hal
duong.

- Nhi&m khuén néng, chin thuong nang, phau thuat lon.

- Suy than hay suy gan nang (trong nhing trudng hop nay khuyén cao ding
insulin).

- Biéu trj phdi hop véi miconazole.

- Phuynir co thai, phu nr dang cho con bt~ =

Canh bao va than trong: /’I-“:? 5137353\

Ha duong huyét: [ S0

Thubc ndy chi duoc ding cho Beatihan e chié 46 an dayda (bao gbm an sang).
Diéu quan trong |4 phdi co moflueng rmn 6ikilh g xuyén dé tranh
1ang nguy co ha duéng huyéf néu an tré; an khiing du hoac thue phdm
c6 ham |I..:;l’£lg carbohydrate ?:ng T2 hﬁﬁﬁlo&h& ra néu ché d&:n it
calo, tap thé duc dai hodc nahng! ul m A 1 o'p vidvi cac thuoc ha
dwong huyétkhac. NG TEX! mi‘ﬁi{* /

Ha du'tng huyét cb thé xay ra khi disnig sulfamide ha dugng huyél Mot sé trrong
hop cb thé nang hodc kéo dai.  VIgH 18 CAn c6 thé phai cho truyén
glucose trong nhiéu ngay. = 2
Chon lira liéu ding hop ly cho tirng bénh nhan va thong fin g4y a0 cho bénh nhan
nham tranh xay ra tinh trang nay.

Cacyéutdlam tang nguy co ha dudng huyét:

- Bénhnhan lir chéi hoackhdng thé hop tac (nhét 1a bénh nhan 1om tudi),

- Suy dinh dudng, an ubng khong diéu do, bo bira, thay dbi ché o an hoac an
chay.

5 Méyt ¢én bang gilra tap thé dyc va luong carbohydrate.

- Suythan.

- Suy gannang.

- Qué lidu,

- Mot sd rdi loan noi tiét: rdi loan tuyén giap, suy tuyén yén, suy thugng than,

- Sir dung két hop véi mot s6 thube loai thube khac  xem muc turong tac thube).
Suy thén va suy gan:

Dugc ng hoc va dugc luc hoc cia gliclazide c6 thé thay ddi & nhirng bénh nhan
suy th&n nang va suy gan. Truoing ho'p xay ra ha dwéng huyét & nhiing bénh nhan
nay, ¢ nguy co' 5& kéo dai, c&n phai co nhirng X0 Iy thich horp.

Théng bao cho bénh nhan.

Nén thang bao cho bénh nhan va than nhén cda ho vé kha néng xdy ra ha dwong
huyét, triéu chirng va cach diéu trj, ciing nhir cac tinh hudng ¢é gay ha duong
hugél. Bénh nh&n can phai dugc thng bao v& tAm quan trong ciia viée tuan thd
ché do an kiéng va luyén 1ap va theo doi déu dan dudng huyétva dutng niéu.

Céan bang duéng huyét do ding thubc tri dai thao dudng co thé bj anh huéng béi
céctinh trang: str dung St John's Wort (Hypericum perforatum), sot, chan thuong,
nhiém tring hodc can thiép phiu thuat. Trong mot s6 trurémg hop, can thiét phai sir
dung insulin.

Hiéu qua ha dwéng huyét ciia bét ky loai thubc ha dwéng huyél, ké ca gliclazide,
c6 thé giam khi diéu tri kéo dai do tién trién cia bénh dai thao duding, hoac lam
giam dap ung véi diéu tri. Tredng hop nay goi 1a thét bai thir phat, khac voithét bai
nguyén phat khi ma thube khong c6 hiéu qua ngay tir dau. Chinh liéu cho phi hop
va tuan thii ché do an kiéng trud'c khi két luan rang bj that bai thir phat.

Cac roiloan dudng huyét, bao gbm ha dudng huyét va tang duwrdng huyét da duoc
bao céo & nhimg bénh nhan bj tiéu dwéong dang diéu trj voi fluoroquinolones, dac
biét & bénh nhan cao tudi. Vi vay cin theo doi chat ché cac bénh nhan dung adng
thivi gliclazide va fluorogquinolone.

Xétnghiém:

Kiém tra ndng d6 glycated haemoglobin hodc Hb1c (hoac dudmg huyét finh mach
lic d6i) durgc khuyen khich trong viéc danh gia kiém soat dueng huyél. Ty theo
dbi dwong huyét cling cé thé hiru ich.

Céc thuéc sulfamide tri tiéu duéng 6 thé gay ra thidu mau tan huyét dbi véibénh
nhan thiéu hyut men G6PD (Glucose-6-phosphat dehydrogenase). Gliclazide
thugc cling nhém hoa hoc voi sulfonylurea, can trong khi st dung dbi voi bénh
nhan thiéu GBPD va khéng nén thay thé bing sulfonylurea.

Céc thanh phén khac:

Vién phoéng thich kéo dai Gliclada chira lactose. Bénh nhan c van dé di truyén
hiém gap: khdng dung nap galactose, thiéu hyt lactase ho4c kém hép thu glucose-
galactose khong nén dung thubc nay.

Phu nir co thai va cho con bui:

Thoi ky mang thai:

Khéng c6 nhiing dir liu Iam sang vé viéc si¥ dung gliclazide trén phy nir c6 thai,
ké ca cac sulfonylurea khac cling khong.

Gliclazide khdng gay quai thai & ddng val.

Khéng dung gliclazide.

Déithdo dudng cAn dwoc kiém soat tt trudie khi oo thai dé tranh nguy co gay dj tat
thai nhi.

Trong subt thdi gian mang thai, khéng nén st dung thubc udng diéu trj dai thao
duwéng. Insulin |4 didu tr dwgc lya chon. Cén phai chuyén ngay tir thubc ubng
sang insulin néu mubn co thai hay phét hién da co thai.

Thoi ky cho con bu

Khong c6 di liéu vé kha nang thubc hay cac chét chuyén hoa co bai tiét qua sira
me hay khbng.

Do ngmw ha dudng huyét cho tré so sinh, khong durge cho con bii me trong thoi
gian dieulrj.

Khang thé loai trir nguy co ddi vdi tré so sinh va tré nhd.

Anh hwéng cia thude 1én kha nang lai xe va van hanh may moc

Vién nén phong thich kéo dai Gliclada khong anh hurdng hoac anh hudng khéng
dang ké t&i kha nang I4i xe va van hanh may méc, Tuy nhién phai canh giac cac
déu hiéu cia ha dudng huyét va than trong khi l4i xe hay van hanh méy moc, déc
biét1a khi moi bt diu didutri.
Twong tac, tirong ky, ciia thubce:

thi lam n h



Chéng chidinh phdi hop voi:

h f Eicoqw ﬁﬁ@%m&?wggymmc dung ha durding huyét vai

Khéng nén phoi hop:

- Phenylbutazone (duéng toan than): tang téc dung ha duong huyét ciia cac
sulfamide (do giam gan két cta sulfamide vdi protein huyét luong valhoac gidam
dzo thai chat nay).

Nén thay bang mot thube khang viém khac it co tuong tac hon, néu khang thé thi
nén théng béo cho bénh nhan dé tang curémg ty theo dbi, chinh liéu néu can trong
thérigian phédi hop va sau khi ngung phéi hop

- Rugu: tang phan trng ha duong huyét (e ché phan mg bu trir) c6 thé dan dén
hon mé do ha dueng huyét, Tranh uéng rugu va cac thude co chira riou.

Than trong khi phoi hop:

Trong mét s trrérng hop, ha dudmng huyét cb thé xay ra khi mot trong cac thubc
sau day duoc st dung, vi du: cac thudc tri tidu dudng khac (insulin, acarbose,
biguanide), B-blockers, fluconazole, rc ché enzym chuyén hoéa angiotensin
{captopril, enalapril), thubc d6i khang thu thé H., MAQIs, sulfonamides, va cac
thubckhang viém khéng steroid.

c th € [a nguyén nhan gay t&ng duong huyét.

Phoi hop khbng duoe dé nghi

- Danazol: cé tdcdung gay dai thao dudng.

Néu khang thé tranh duoc phbi hop nay, nén t bao cho bénh nhan va tang
cudng theo doi dudng huyét va dudng niéu. Néu can, chinh liu thubc trj dai thao
dutng trong thoi gjan phéi hop voi danazol va sau khi ngung thudc nay.

Than trong khi phoi hop:

-Chlorpromazine (thudc an thén): liéu cao (> 100 mg/ngay) lam tang duong huyét
(do giam phéng thich insulin). A

Théng béo cho bénh nhan va téng cudng theo déi dudng huyét. Néu can, chinh
liéu thubc tri dai thao dwong trong thoi gian phdi hop véi chiorpromazine va sau
_khingung thudc nay.

- Glucocorticoids (dwéng toan than va tai chd: trong khop, da va truc trang) va
tetracosaclrin: tang duéng huyét do sy chuyén hda chét béo (gidm sy dung nap
carbohydrates do glucocorticoids), ThOng bao cho bénh nhan dé tang cuong Iy
theo doi dwdng huyét, nhat 12 khi bat dau diéu tri. Chinh liéu thudc tri dai thao
duéngtrong théi gian phdi hop véi corticoid va sau khi ngung corticoid.

- Ritodrine, salbutamol, terbutaline: tiémtinh mach

Tang duomg huyét do kich thich B2. Tang cudng theo dbi duéng huyét. C6 thé
chuyén sang dung insulin,

- Céc ché pham cuia Saint John's Wart (Mypericum perforatum);

Gliclazide bj giam tac dung b&i Saint John's Worl-Hypericum perforatum. Cén
theo d&i chat ché lugng dudéng trong mau

£l | loan dudng huyét

Thén trong khi két hop voi.:
- Fluoroquinolone: trong trvéng hop st dung dbng théi gliclazide va
fluoroguinolone, cAn canh bao vé nguy co ha kali huyét va theo di chat ché lugng
duéng huyéttrong mau.

Cannhac khi két hop:

-Biéu tri chdng déng méau (vd: warfarin, ....): Sulfonylurea cothé lam tang tacdung
chdng ddng mau khi ding dbng thai véi thube 311119 ddng. Cén diéu chinh liéu
thudc chdng déng. )

Tac dung khong mong mubn:

Dya trén nhirng kinh nghiém khi ding gliclazide, nhirng tac dung khéng mong
mubn dugc trinh bay du i day:

Tén sb dugc xacdinh nhu sau:

-Rétthwong gap (21/10)

- Thutyng gép (1/100 dén <1/10

- Khéng thuwéng gap (1/1.000 dén <1/100)

- Hiém gapuno,oun dén<1/1.000)

- Rathiém gap (<1/10.000), khong dugc biét dén (khong duoc phdng doan tir cac
dir ligu cogiatr).

Ha duémng huyét

Phan tng phu thuéng gap nhét vei gliclazid 1a ha dwéng huyét,

Ciing nhu cac sulfamide frj tiéu uuamhac. diéu tri véri vién gliclazide phéng thich
kéo dai co thé gay ha duong huyét néu ché ad &n ubng khong didu do dac biét a
bd blra. Cac triéu chirmg co thé 1a: dau dau, doi dir doi, bubn ndn, non mira, mét
méi, réi loan gidc ngt, kich déng, hung hang, thiéu tap trung, gidm nhén thirc,
phan tmg cham, trém cam, ri loan thj giac, ngon ngt, run, suy nhugc, réi loan
cam giac, chong mat, cam gidc mét mat, mét gia nang tu kiém soél, mé séng, co
giat, ho hap néng, nhip tim cham, bubn ngl, mat ¥ thirc 6 thé din dén hon mé va
gay tirvong.

Ngoai ra, cac d4u higu clia tang hoat tinh giao cdm duoc quan sat: ad mb hoi, da
lanh, lo &u, nhip tim nhanh, tang huyét 4p, danh tréng nguc, dau that nguc va rbi
loan nhip tim.

Thong thirdmg, triéu chirng sé bién mat sau khi ubng carbohydrate (dueng). Tuy
nhién, cac chét tao ngot nhan tao khéng c6 hiéu qua. Thi nghiém véi céc
sulfamide trj tiéu dudmng khac chi ra réng ha duong huyét co thé tai dién ngay ca
khi c4c bign phap chirng minh hiéu qua ban dau.

Néu ha duong huyét nang hodc kéo dai, ngay cd khi duoc kiém soat tam thoi bing
dudrng, dieu tri y'izhoaccép clrungay lap trc dugcyéuchu.

Céctacdung khbng mon:

- Roi logn tiéu héa: bao gbm dau bung, budn ndn, ndnmira, kho tiéu, tiéu chay, tao
bén; néu nhirng tac dung khong mong mubdn trén xay ra, c6 thé tranh hoac giam
thiéu tac dung khong mong mudn bang cach dung gliclazide cung vdi bira an
sang.

Céctacdyng khéng mong mudn sau day dugc bao céo 12 hidmgap:

- Réiloanda vé mé dutida:

Phat ban, ngira, nbi may day, phis mach, ban @6, ndi mén, viém da béng nudc
(nhu HQi chimg Stevens-Johnson va hoai tdr thugng bl nhiém déc), va hoi ching
phét ban do thubc véi tang bach cAu ai toan va nhiu triéu chimng toan than
(DRESS).

- Réiloan méu va hé bach huyét:

Nhing thay @bi trong huyét hoc Ia rit hiém. Cé thé bao gbm thiéu mau, giam bach
cau, giam tiéu chu, bach céu hal. Nhirng friéu chirng nay thueng giam khi ngung
dung gliclazide.

- Réi loan gan-mat:

Tang men gan (AST, ALT, enzym kiém phosphatase), viém gan (hiém). Nging
diéu tri néu vang da tac mat xuét hién. Thong thuong cac triéu chirng nay s& gidm

khi ngung thubc. e

-Rbi loan mét: A 3031375

Réi loan thj gidc thoang qua co thé xay ra dac bi¢t 12 bt dau didu trj, do thay ddi
lugngdudngtrongmau. /[ <7 ~4,, AN

-Phan loai theo cac tac dong: CONGTY \ %\

Tuong tw nhur cac sulfonylurea khak; ngtat dyung khBng mong mubn sau day

u, AL bach ehu hat, thidu mau
i (g da dugc mo ta dbi voi cac
Ifamide tri tiqu duéng khac,
uy giam chire nang gan (vi
ho#c suy gan dan dén ti

duoc quan satthly: cact ﬁra i
tan mau, giam toan thé huyak 3]&%
sulfamide trj tiéu duromg k .@:3' c -
quan sat cho thly c6 sy tang enzyme gan va thameh
du: r mat, vang da) va viém gan'sai [
vongtrong trudnghopeabigt. S ” MU 2=
Qua liéu va cach xwr tri

Triéu chimg

Quié liéu gliclazide gay ha dudng huyét.

Triéu chimg thuong gap cua ha dwrdng huyét ma khdng gy mét y thire hoac cac
déu hiéu than kinh dugc didu tri bang cach bb sung lugng carbohydrate, didu
chinh liéu lwong hoac thay dbi ché 6 an. Theo ddi chat ché cho dén khi bac si
chac chan rang b&nh nhan da qua khoi tinh trang nguy hiem.

Céac phan ing ha dudng huyét néng, hén mé, co gial. rbi loan thén kinh phai duoc
nhap viénngay |1ap tirc.

Bigu tif

Néu truomg hop hén mé ha huyét ap (chdn doan hodic nghi ngo) bénh nhan cin
dugec tiém nhanh chong bang dudng fTnh mach 50 mi dung dich glucose (20 dén
30%). Sau dotiép tuc tiém truyén dung dich glucose lodng (10%) véi tbc do duy tri
lrgng durang trong mau cao hon 1g/l. Bénh nhan nén dugc theo doi chat ché va
tuy vao tinh 1@;2; bénh nhan trong theri gian nay, béc si sé quyét dinh néu vigctiép
tuc giam satla canthiét

Théam phan khéng ¢ lgi cho bénh nhan do luc lién két chat ché gitra gliclazide véi
protein huyét tvong.

Duwere lwe hoc:

Nhom Dugc ly: thude chéng dai thao duéng typ 2 (khéng phu thude insulin), nhom

sull'un;luré. dang ubng, mAATC: A10BB09.

ng.
Gliclazide la mét sulfamide ha duwdng huyét, thubc ubng didu tri dai thao duong, 14
dén xuét ctia dj vong nito,, giup thubc co nhirng dac diém khac véi cac sulfonylurea
khac.
Gliclazide giam lugng duding huyét bAng cach kich thich té bao beta tuyén tuy giai
phéng insulin, vi vay thubc chi ¢t tac dung khi tuy cia nguweri bénh con hoat dong
(con kha nang s&n xuét insulin). Tang tiél insulin sau &n va C-peptide van duy trl
sau 2 nam didu trj.
Bén canh hiéu qué trén chuyén hoa, gliclazide con cé céc déc tinh huyét mach doc
14p.
Higu qua duoe luc hoe:
- Higu qua trén viéc liétinsulin:
O bénh nhan tiéu duong typ 2, gliclazide tich trr sy liét insulin clia pha dau tién
trong dap (rng glucose va tang tiét insulin cla pha thir 2. Tang dang ké dap tma tiét
insulin duge quan sat sau mét bira an hay khi ubng duong,
-Bactinhmach mau:
Gliclazide lam giam qua trinh hinh thanh huyét khéi theo hai co ché :
+ Uec ché modt phan sy két tap va két dinh tidu cdu Ién thanh mach
(betathromboglobulin, thromboxane B.).
+ Tacddng Ién hoattinh tiéu gidi fibrin & thanh mach.
Dwoc dong hoc:
Hép thu
Sau khi ubng, nbng a6 trong huyét trong tang tir tir cho dén sau 6 thi dat déntrang
thai &n dinh, durgc duy tri tir 6 dén 12 gier sau khi st dung thude.
Gliclazide dé dang hap thu qua dudng tiéu hoa.
Egclazide durgre hip thu hoan toan. Thirc &n khong lam thay ddithc 66 va nng a6

pthu,
Phéan bé
Ti 1& géin két véi proteine huyét tuong vao khodng 95%. Thé tich phan bd I4
khodng 30 lit. Mot liéu duy nhat méi ngay cla vién phong thich kéo dai Gliclada
duy tri néng a6 trong huyét twong gliclazide hiéu qua hon 24 giey.
Chuyén hoa
Gliclazide dugc chuyén h6a chii yéu & gan va bai tiét qua than : dudi 1% duoctim
thay dwdi dang khong déi trong nurérc tiéu. Khéng co mét chat chuyén hoa co hoat
tinh nao dugc tim thay trong mau.
Thai trr
Ntra ddi thai trir cOa Gliclazide tir 12 dén 20 gid,
Khéng ghi nhan c6 thay dbi 1am sang nao dang ké trén cac thng s6 duge dong &
nhiing bénh nhan cao tubi.
Quy cach dong goi
H:g:?w'x 15 vién nén phong thich kéo dai.
Diéu kién bao quan, han dung, tiéu chuln chét lwgng cua thube

ieu ki : Bao quan noi kho mat, nhiét @6 dudi 30°C. tranh anh sang.

Handu ng: 24thang ké tir ngay san xuét.
Tiguchuan: TCCS.

San xuat béri: Dang ky bai:
KRKA, D.D., NOVO MESTO it E,
Smarjeska cesta 6, TENAMYD PHARMA CORP.

B501 Novo mesto, sSLOVENIA
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GLICLADA 30 MG MODIFIED-RELEASE TABLETS
GLICLADA 60 MG MODIFIED-RELEASE TABLETS
GLICLADA SR 90 MG MODIFIED-RELEASE TABLETS
Gliclazide

Keep out of reach of children.
Read the instructions carefully before using.

Compositions: Each modified-release tablet contains:

Active:

Gliclada 30 mg modified-release tablets: Gliclazide 30 mg.

Gliclada 60 mg modified-release lablets: Gliclazide 60 mg.

Gliclada SR 90 mg modified-release {ablets: Gliclazide 80 mg.

Inactive :Hypromellose 100 mPa.s/Type 2208 ; Lactose, monohydrate ; Silica,
Colloidal Anhydrous ; Magnesium Stearate ;

Dosage form: Modified-release tablet.

Indications:

Non-insulin dependent Diabetes mellitus (Type Il) in adults when dietary measures,
physical exercise and weight loss alone are not sufficient lo control blood glucose.
Method of administration, posology:

Method of administration:

Gliclada is to be taken as a single dose al breakfast time.

Itisrecommended that the tablet(s) is swallowed whole.

Posology:
The daily dose of Gliclada may vary from 30 to 120 mg taken orally in a single intake
atbreakfasttime.
Ifadose is forgotien, there must be no increase in the dose taken nextday.
As with any hypoglycaemic agent, the dose should be adjusied according to the
individual patient's metabolic response (blood glucose, HbAlc).
Initial dose
The recommended initial dose is 30 mg daily.
If blood glucose is effectively controlled, this dose may be used for maintenance
treatment.
If blood glucose is not adeqguately controlled, the dose may be increased to 60, 90
or 120 mg daily, in successive steps. The interval between each dose increment
should be at least 1 month except in patients whose blood glucose has not reduced
after two weeks of treatment. In such cases, the dose may be increased al the end
ofthe second week of treatment.
The maximum recommended daily dose is 120mg.
One Gliclada SR 90 mg modified-release tablet corresponds to one and a half
gliclazide 60 mg scored modified-release tablel. Gliclada SR 90 mg modified-
release tablels canbe trisected.
The breakability of the Gliclada SR 90 mg modified-release tablets enables
flexibility of dosing to be achieved.
Cliclada SR 90 mg modified-release tablets can provide the following doses: a 30
mg dose (one third of the Gliclada SR 90 mg modified-release tablet), a 60 mg dose
(two thirds of the Gliclada SR 90 mg modified-release tablet), a 90 mg dose (one
Gliclada SR 80 mg modified-release tablet) and a 120 mg dose (one Gliclada SR 90
mg modified-release tablet and a third of another Gliclada SR 90 mg modified-
release tablet).
If necessary, the tablet may also be trisected in order to facilitate the intake (e.g. for
90 mg dose; one Gliclada SR 90 mg modified-release tablet can be divided into
three equal parls for easier swallowing).
Switchover from another oral antidiabetic medicinal product to Gliclada:
Gliclada modified-release tablets can be used to replace another oral antidiabetic
medicinal product.
The dosage and the half-life of the previous antidiabetic agent should be taken into
account when switching to gliclazide modified release tablets.
Atransitional period is not generally necessary. A starting dose of 30 mg should be
used and this should be adjusted to suit the patient's blood glucose response, as
described above.
When switching from a hypoglycaemic sulphonylurea with a prolonged half-life, a
treatment free pericd of a few days may be necessary to avoid an additive effect of
the two products, which might cause hypoglycaemia. The procedure described for
initiating treatment should also be used when switching to treatment with Gliclada
madified release tablets, i.e. a starting dose of 30 mg/day, followed by a slepwise
increase in dose, depending on the metabalic response.
Combinabion with other antidiabetic medicines
Gliclada modified-release tablets can be given in combination with biguanides,
alpha-glucosidase inhibitors or insulin. In patients not adequately conirolled with
Gliclada modified-release lablets, concomitant insulin therapy can be Initiated
under close medical supervision.

i 1
Elderly
Gliclada modified-release tablets should be prescribed using the same dosing
regimen recommended for patients under 65 years of age.
Patients with renalimpairment
In patients with mild to moderate renal impairment the same dosing regimen can be
used as in patients with normal renal function with careful patient monitoring. These
data have been confirmed in clinical trials.
Fatients at sk of hypoglycaemia
- Undernaurishment or malnourishment.
- Severe or poorly compensated endocrine disorders (hypopituitarism,
hypothyroidism, adrenocorticotrophic insufficiency).
- Withdrawal of a prolonged and/or high-dose corticoid therapy,
- Severe vascular disease (serious coronary heart disease, severe carotid

impairment, difuse vascular disease).
Itis recommended that the minimum daily dose of 30 mg is used.
Paediatric population
The safety and efficacy of Gliclada in chi
eslablished. =

No data are available in children.
Contraindications: ya
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Warnings and precautions:

Hypoglycaemia

This treatment should be prescribed only if the patient is likely to have a regular food
intake (including breakfast). Il is important to have a regular carbohydrate intake
due to the increased risk of hypoglycaemia if 8 meal is taken late, if an inadequate
amount of food is consumed or if the food is low in carbohydrale. Hypoglycaemia is
more likely to occur during low caloric diets, following prolonged or strenuous
exercise, alcoholintake orif a combination of hypoglycaemic agents is being used.
Hypoglycaemia may occur following administration of sulphonylureas. Some
cases may be severe and prolonged. Hospitalisation may be necessary and
glucose administration may need to be continued for several days.

Careful selection of patients, of the dose used, and clear patient directions are
necessary to reduce the risk of hypoglycaemic episodes.

Factors which increase the risk of hypoglycaemia:

- Patient refuses or (particularly in elderly subjects) is unable to cooperate .

- Malnutrition, irregular mealtimes, skipping meals, periods of fasting or dietary
changes .

-Imbalance between physical exercise and of carbohydrates intake .

-Renal insufficiency .

-Severe hepatic insufficiency .

-Overdose of Gliclada modified-release tablet .

- Certain endocrine disorders: thyroid disorders, hypopituitarism and adrenal
insufficiency concomitant administration with certain other medicines.

Renal and hepatic insufficiency

The pharmacokinetics and/or pharmacodynamics of gliclazide may be altered in
patients with hepatic insufficiency or severe renal failure. A hypoglycaemic episode
occurring in these patients may be prolonged; so appropriate management should
be initiated.

Patient information

The risk of hypoglycaemia, together with its symptoms treatment and conditions
that predispose to its development, should be explained to the patient and to family
members. The patient should be informed of the importance of following dietary
advice, of taking regular exercise and of regular monitoring of blood glucose levels.
Poor blood sugar controls

The blood glucase control in a patient receiving antidiabetic treatment may be
affected by any of the following: fever, trauma, infection or surgical intervention. In
some cases it may be necessary to administer insulin.

The hypoglycaemic efficacy of any oral antidiabetic agent, including gliclazide, is
attenuated over time in many patients: this may be due to progression in the
severity of the diabetes, or lo a reduced response to treatment. This phenomenon
is known as secondary failure which is distinct from primary failure, when an active
substance is ineffective as first-line treatment. Adequale dose adjustment and
dielary compliance should be considered before classifying the patient as
secondary failure.

Laboratory tests

Measurement of glycated haemoglobin levels (or fasting venous plasma glucose)
is recommended in assessing blood glucose control. Blood-glucose self-
manitering may also be useful.

Treatment of patients with G6PD-deficiency with sulfonylurea agents can lead to
haemolytic anaemia. Since gliclazide belongs to the chemical class of sulfonylurea
drugs, caution should be used in patients with G6PD-deficiency and a non-
sulfonylurea alternative should be considered.

Otheringredients

Gliclada modified release tablets contain lactose. Patients with rare hereditary
problems of galaclose intolerance, the Lapp lactase deficiency or glucose-
galactose malabsorplion should not take this medicine.

Pregnancy and lactation

Pregnancy:

There is no experience with the use of gliclazide during pregnancy in humans, even
though there are few data with othersulphonylureas.

Don'tuse gliclazide for pregnancy.

In animal studies, gliciazide is not teratogenic.

Control of diabetes should be obtained before the time of conception to reduce the
risk of congenital abnormalities linked to uncontrolled diabetes.

Oral hypoglycaemic agents are nat suitable, insulin is the drug of first choice for
treatment of diabetes during pregnancy. It is recommended that oral
hypoglycaemictherapy is changed to insulin before a pregnancy is attempted, or as
soon as pregnancy is discovered.

Breast-feeding:

It is not known whether gliclazide or its metabolites is excreted into breast milk.
Given the risk of neonatal hypoglycaemia the product is contraindicated in breast-
feeding mother.

Effects on ability to drive and use machines

Your ability to concentrate or react may be impaired if your blood sugar level is too
low (hypoglycaemia) or too high (hyperglycaemia) or if you dewvelop visual
problems as a result of such conditions. Bear in mind that you could endanger



hﬁurselt or olhers (e g. when dnwng a car or using machines). Please ask your
LI

; requenlepg of low blood suga?ievels (hypoglycaemia),

- have fewer or no warning signals of low blood sugar (hypoglycaemia).

Drug Interaction

The following medicines can increase the risk of hypoglycaemia:

Conltraindicated combination

- Miconazole (systemic route, oromucosal gel): increases the hypoglycaemic effect

with possible onset of hypoglycaemic symploms, or even coma.

Combinations which are not recommended.:

- Phenylbutazone (systemic route): increases the hypoglycaemic effect of

sulphonylureas (displaces their binding to plasma proteins and/or reduces their

elimination).

Itis preferable to use a different anti-inflammataory agent, or else to warn the patient

and emphasise the importance of self-monitoring. It may be necessary to adjustthe

dose of the antidiabetic active subslance during and after treatment with the anti-

inflammatory agent.

- Alcohol: increases in the hypoglycaemic reaction (by inhibiting compensatory

reactions) that can lead to the onset of hypoglycaemic coma. Alcohol and alcohalic

medicinal products should be avoided.

Combinations requiring precautions for use:

Potentiation of the blood glucose lowering effect and thus in some inslances

hypoglycaemia may also occur when one of the following medicinal products is

taken:

other antidiabetics (insulins, acarbose, metformin, thiazolidinediones,

dipeptidylpeptidase-4 inhibitors, GLP-1 receptor agonists), beta blockers,

fluconazole, ACE inhibitors (captopril, enalapril), H.-receptor antagonists, MAO

inhibitors, sulphonamides, clarithromycin and non-stercidalanti-inflammatory

agents.

The following medicinal products may cause an increase in blood glucose levels:

Combination which is not recommended

- Danazol: diabetogenic effecl of danazol.

If the use of this active substance cannot be avoided the patienl must be warned

and informed of the importance of urine and blood glucose monitoring. It may be

necessary to adjust the dose of the anlidiabetic active substance during and after

treatmentwith danazol.

Combinations requiring precautions during use

- Chlorpromazine (neuroleptic agent); High doses (>100 mg per day of

chlorpromazine) increase in blood glucose levels (reduction of insulin release).

The patient must be wamed and informed of the importance of blood glucose

monitoring. It may benecessary to adjust the dose of the antidiabelic active

substance during and after treatment with theneuroleptic agent.

- Glucocorticoids (systemic and local route: intra-articular, cutaneous and rectal

preparations) and tetracosactrin: increase in blood glucose levels with possible

ketosis (reduced tolerance tocarbohydrates due lo the glucocorticoids). The

patient must be wamed and informed of the importance of blood glucose

monitoring, particularly at the start of treatment. It may be necessary to adjust the

dose of the antidiabetic aclive substance during and afler treatment with

glucocorticoids.

- Ritadrine, salbutamol, lerbulaline (1. v.):

Increased blood sugar level due to beta-2-agonist effects. The patient must be

informed of the imporiance of blood glucose monitoring. A switch to insulin

treatment may be necessary.

Combination which has to be taken inlo account:
- Anticoagulant therapy (e.g. warfarin, eic.): Sulphonylureas may lead to
potentiation of anticoagulation during concurrent freatment. Adjustment of the dose
ofthe anticoagulant may be necessary.
Side effects:
Based on the experience with gliciazide the following undesirable effects have
beenreported.
Frequencies are defined as follows:
- Very common (2 1/10)
- Common (21/10010 <1/10)
- Uncommon (21/1,000 to <1/100)
-Rare (21/10,000 to <1/1,000)
- Vlery rare (<1/10,000), not known (cannol be estimated from the available data) .
Hypoglycaemi
As with other sulphonylureas, treatment with Gliclada modified-release tablets can
commonly cause hypoglycaemia if meals are taken irregularly,and, in particular, if
they are skipped. Possible symploms of hypoglycaemia are: headache, intense
hunger, nausea, vomiting, lassitude, sleep disorders, agitation, aggression, poor
concentration, reduced awareness and slowed reactions, depression, confusion,
visual and speech disorders, aphasia, tramor, paresis, sensory disorders,
dizziness, feeling of powerlessness, loss of self-control, delirium, convulsions,
shallow respiration, bradycardia, drowsiness and loss of consciousness, possibly
resulting in coma and lethal outcome.
In addition, signs of adrenergic counter-regulation may be observed: swealing,
clammy skin, anxiety, tachycardia, hyperlension, palpitations, angina pectoris and
cardiac arrhythmia.
Usually, symptoms disappear after the intake of carbohydrates (sugar). However,
arificial sweeteners have no effect. Experience with other sulphonylureas shows
that hypoglycaemia can recur even when measures prove effective initially.
If a hypoglycaemic episode is severe or prolonged, and even if it is lemporarily
controlled by intake of sugar, immediate medical treatment or even hospitalisation
are required

rundesirabl
Gastrointestinal disorders
Gastrointestinal disturbances, including abdominal pain, nausea, vomiling,
dyspepsia, diarrhoea and constipation are uncommon; if these should occur, they
“I:'aﬂ be avonded or mlmrmsed |fghdsazma is laken wilh bmakfast
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- Skin andsubculsneous nssue d:sarders

Rash, pruritus, urticaria, angioedema, erythema, maculopapular rashes, bullous

reactions (such as Stevens-Johnson syndrome and toxic epidermal necrolysis);

- Blood and lymphatic system disorders

Changes in haematology are rare. They may include anaemia, leucopenia,

thrombocytopenia and granulocytopenia, _generally reversible upon

discontinuation of the medication. ;
- Hepatobiiiary disorders

Raised hepatic enzyme levels (AS RLT a
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-Eye disorders |
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- Class attribution effects —

As for other sulphonylureas, the luilowlngmp rrhhiaeﬁécts have been observed:

cases of erylhrocytopenia, agranulocytosis, haemolytic anaemia, pancytopenia,

allergic wvasculitis, hyponatremia, elevaled liver enzyme levels and ewven

impairment of liver function (e.g. with cholestasis and jaundice) and hepatitis which

regressed after withdrawal of the sulphonylurea or led to life-threatening liver

failureinisolated cases.

Overdose

Symptoms

Anoverdose of sulphonylureas may cause hypoglycaemia. Moderate symptoms of

hypoglycaemiawithout any loss of consciousness or neurological signs, must be

corrected by carbohydrate intake,dose adjustment and/or change of diet. Strict

monitoring should be continued until the doctor is sure that the patient is out of

danger.

Treatment

Severe hypoglycaemic reactions with coma, convulsions or other neuralogical

disorders are possible and must be treated as a medical emergency, requiring

immediate hospitalisation,

If a hypoglycaemic coma is diagnosed or suspecled, the patient should be given a

rapid i.v. injection of 50 ml of concentrated glucose solution (20 to 30%). This

should be followed by a continuous infusion of a more dilute glucose solution (10%)

at a rate that will maintain blood glucose levels above 1 g/L. Patients should be

closely monitored and depending on the patient's condition after this time the

doctorwill decide if further monitoring is necessary.

Dialysis is of no benefit to patients due to the strong binding of gliclazide to proteins.

Pharmacodynamic properties

Pharmacotherapeutic group: Sulfonamides, urea derivatives, ATC code:

A10BB09.

Gliclazide is a hypoglycaemic sulphonylurea oral antidiabetic differing from other

related compounds by an N-containing heterocyclic ring with an endocyclicbond.

Gliclazide reduces blood glucose levels by stimulating insulin secretion from the p -

cells of the islets of Langerhans. Increase in postprandial insulin and C-peptide

secretion persists after two years of treatment.

In addition to these metabolic properties. gliclazide has haemovascular properties.

Effects oninsulinrelease

) hepaliiis (isolated

n of reatment.

of treatment, due

In type 2 diabetics, gliclazide restores the first peak of insulin secretion in response
to glucose and increases the second phase of insulin secretion. A significant
increase in insulin response is seen inrespense to stimulation induced by a meal or
glucose.

Haemovascular properties

Gliclazide decreases microthrombosis by two mechanisms which may be involved
in complications of diabetes:

= A partial inhibition of plalelet aggregation and adhesion with a decrease in the
markers of platelet activation (beta thromboglobulin, thromboxane B);

- An action on the vascular endothelium fibrinolytic activity with an increase in (PA
activity.

Pharmacokinetic properties

Absorption

Plasma levels increase progressively during the first 6 hours, reaching a plateau
which is maintained from the sixth to the twelfth hour after administration.
Intra-individual variability is low.

Gliclazide is completely absorbed. Food intake does not affect the rate ordegree of
absorption.

Distribution

Plasma protein binding is approximately 95%. The volume of distribution is around
30litres.

A single daily intake of Gliclada modified-release tablets maintains effective
gliclazide plasma concentrations over 24 hours.

Biotransformation

Gliclazide is mainly metabolised in the liver and excreted in the urine; less than 1%
of the unchanged form is found in the urine. No active melabolites have been
detected in plasma.

Elimination

The elimination half-life of gliclazide is between 12 and 20 hours.

No clinically relevant changes in the pharmacokinetic parameters have been
observed in elderly patients.

Packaging:

Box 2 blisters x 15 modified-release tablets.

Storage, shelf life, specification:

Storage: Store in cool and dry place, below 30°C, protectfrom light.

Shelflife: 24 months from manufacturing date.

Specification: In-House

Manufactured by: Registered by
KRKA, D.D., NOVO MESTO -
Smarjeska cesta 6, TENAMYD PHARMA CORP.

8501 Novo mesto, sLovena



