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‘Goutcolcin’

GMP-WHO

Thudc nay chi diing theo don thube
Doc Ky hwomg dén sir dung trwde khi diing
Dé xa thm tay tré em

Thanh phin cong thivccho 1 vién:
Thanh phan hoat chét:
Méi vién GOUTCOLCIN chiva 0,6 mg Colchicin.
Thanh phan ta dwoc:
Natri starch glycolat, Lactose monohydrat, Colléidal silicon dioxid

Dang bao ché: Vién nang cling 6 4, ndp mau cam than mau vang, bén trong chiva bot
thubc mau tréng nga.

Chidinh:
Goutcolcm dwgcchidinh cho didu tri:
Potcép cliabénh gat.
Phong tai phatviém kho’p do guit va didu tri dai ngay bénh git: Colchicin can phor hop voi
allopunnol hodc mét thudc acid uric - niéu (nhw probenecid, sulfinpyrazot) dé tam giam
ndng do urat trong huyét thanh. Liéu dyw phong colchicin phai cho trurde khi bt dAu cho
allopunnol hogcliéu phap acid uric - niéu vi nbng d urat huyét thanh thay ddi dot ngot co
thé thic day dotgutcap. Sau khi néng d6 urat huyét tuorng da gxam i mirc mong mubn
va khong xay ra dot gut cap nao trong vong 3 -6 thang, cd thé nglrng colchicin va c6 thé
nep tuc didu trj don doc thude lam gidm urat. Colchicin thwdng phdi hop véi probenecid
dé dieutrj dw phong gutmantinh.
SétDiatrung hai cé tinh chét gia dinh (st chu ky).

Cachding, lidu dung
Cach dung: Thubc diing dwong udng, nén udng ca vién thube véi métly nuére.
Lidudung:
Lidu dung cho ngLPO’I ilén:
Dot glit cap: Lidu ban dAu 12 0,6 - 1,2 mg, sau do6 cl¥ cach 1 git lai udng 0,6 mg hoac
ctr cach 2 gidr lai uong 1,2 mg cho dén khi hét dau hoiic bi nén hay tiéu chay. Ténglidu
trung binh colchicin udng trong mét dotdidutrila 4 -6 mg. Dauva sung kho'p thudng
gidmsau 12 giorva thuong héthinsau khl dung thubc 48 - 72 gaor Néu uong lai thi dot
uong mdi phai cach 1an udng ¢l 3 ngay néu khéng thi colchicin c6 thé gay doc vi thude
cothé bitich tu.
Dy phong viém khép gut tai phat (bénh nhén cé 1 hoac vai dot cap mdi nam) Uéng
colchicin lidu thuéng dung 0.6 mg/ngay, 3-4 1an mdi tuan D phéng cho nguol bi gut
phai phau thust (ngay ca tidu phau) 0,6 mg/ian, 3 13n mdi ngay trong 3 ngay tredc va
3ngay sau phau thuat.
Bénh sét chu ky (S6t Bia trung hai'¢o tinh chat gia dinh). Dy phong lau dai: Ubng 1,2
mg/ngay chia thanh nhidu lidunhd. Néu co réiloan tigu hoa, ritlidu xubng 0,6 mg/ngay
O tré em d6 an toan va higu qué chwa duoc xac dinh. Ham lweng 0,6 mg cla
Goutcolcin khong phu hop gé phan liduchotréem.
Liéu lwong O'ngu’m suy than va suy gan: Vi thanh thai colchlcm bi glam va thoigian
bani thai tang & ngwdi suy than, phai than trong khi ding thudc & nguwdi c6 bidu hién
som tdn thuong than.
Déivei nguol ¢6 thanh thai creatinin virgt qua 50 mifphit, c6 thd udng 0,6 mg/tan,
214n maingay.
Néu thanh thai creatinin 35 - 50 ml/phut, cé the uong 0,6 mg/ngay.
Néu thanh thai creatinin 10- 34 mifphat, c6 thé uéng 0,6 mg cach 2-3ngay 1 1an.
Phai tranh diing thudc khi thanh thai creatinin < 10 ml/phat.
Colchicin thwang khong duwroc dung cho ngwm bénh lam thdm phan mau
Mot sé hiru y déc bigt vé xir Iy thudc trwedc va sau khi siv dung thuée:
Khéng coyéucau dac biétvé xir Iy thude sau khi s dung.

Chong chidinh:
Man cam véi colchicin hodc voi bt cir thanh phn nao cia thube.
Suythannang.

- Suyganning.

Bénh dwong tiéuhdanang.
Bénh tim nang hodc loan ddng mau.

Canh bao va than trong khi dung thuéc:
Khi diing d& digu tridot gut cép: Phai than trohg & ngudi sdy than hoac sty gan.
Thantrong voi ngum mac bénh tim, bénh gan, than hay bénh tiéu héa.
Bénh nhan cao tudi b suy nhwgc dé bingd dQc dotichty thuédc.
Khi diéu tri lau dai colchicin, phai dinh ky dém té bao mau. Ngoai ra, dinh luong ndng
36 creatinin kinase huyét thanh (CK, creatin phosphokmase CPK)it nhat6thang mot
1an & ngudi suy than (thanh thai creatinin £ 50 ml/phdt) vi nhibng bénh nhan nay c6
tang nguy co bjbénh co va suy tay.
Thuoc nay co chira lactose. Bénh nhan méc céc rdiloan chuyen hoa di truyen hiém
gdp vé dung nap galactose, chwng thiéu hut lactase Lapp hoac rdi loan hép thu
glucose - galactose khdng nén s dung thube nay.

Sir dung thudc cho phu niv ¢é thai va cho con bi:
Thoi ky mang thai: Tranh diing colchicin cho nguwdi mang thai.
Thoi ky cho con bii: Colchicin dao thai qua stra me. Ngwm ta chira thay tré bi ngd doc
qua dwéng siva nhwng nén tranh st dung colch:cnn & phy ni dang cho con ba. Néu
can dung thube thi ngum me ¢6 thé tranh lam ndng @6 thudc cao trong sita béing cach
ubng thudc vao budi toi trieéc khi ngli va cho con bu sau 8 gid.

Anh hu’ong ctiathubc lén kha nang léixe, van hanh may moc:
Chwa ¢6 nghién clru ndo vé anh hudng cua thubc dén kha néng I4i xe va van hanh
may méc.

Twong tac, tuwng ky clia thudc:
Twong tic clia thudc véi cac thudce khac va céc loai twovng téc khac:
Colchicin la co chét cho ca CYP3A4 va protein van chuyen P-gp. Khicd mat chét irc ché
CYP3A4 hodc P-gp, ndng dd colchicin trong mau tang 1én. Doc tinh, k& ca céc trudng
hop t vong, 4 dwoc bao céo trong lie sl dung ddng thoi cac chat Gc ché CYP3A4
hodc P-gp nhu macrolid (clanthromycm va erythromycm) ciclosporin, ketoconazol,
itraconazol, voriconazol, chét rc ché protease HIV, thude chen kénh calci (verapamil
va dlmazem) vadisulfiram.
Chéng chi dinh st dung colchicin cho cacbénh nhan suy gan hodc than dang strdung
mot chét tre ché P-gp (vi dy: Ciclosporin, verapamil hodc quinidin) hodc chat trc ché
CYP3A4 manh (vi dy: Ritonavir, atazanavir, indinavir, clarithromycin, telithromycin,
itraconazol hodc ketoconazol).
Viéc gidm lidu colchicin hodc ngleng didu tri béing colchicin duoe khuyen céod nhung
bénh nhén c6 chu'c nang théan hodc gan binh thu’dng néu dang didu tr] voi thubc e
ché P-gp hosc can thiét phai ding thubc trc ché CYP3A4 trurig binh hodc manh. Nén
giam fiéu colchicin 4 1&n khi phéi hop véi thubce e ché P-gp va/hoac thubc trc ché
CYP3A4 manh. Giam lidu colchicin 2 1&n khi diing chung véi thude (e ché CYP3A4
trung binh.
Theo ban chét clia cac tac dung phu cin than trong khi stv dung ddng thoi céc cac
thuéc &nh huwéng 1én cdng thire mau hodc c6 tac dung bat lgi lén chu’c néng gan
va/hoac than.
Ngoat ra, c4c chat nhue cimetidin v tolbutamid tam gidm chuyén héa clia colch!cm va
vithé nong dd colchicin ’trong huyét tuong tanglén.
Nuoc &p bwdi chiim cé thé lam tang ndng dd colchicin huyét trong. Vi thé khdng nén
ubng nwéc ep bu&i chtim chung véi colchlcm
Chikc ndng clia mang nhay rudt bj thay d8i co thé gay ra kém hép thu c6 hdi phuc
cyanocobalamin (vitamin B12).

Tén, dia chi cia co s& san xuét thube:

Nguy co dau co va tiéu co van gia ting khi ding két hop colchicin voi cac statin, fibrat,
ciclosporin hoac dzgox:n

Twong ky cila thudc:

Do khéng co cac nghign ciru v& tinh twong ky ctia thude, khdng trén i8n thube nay véi
cacthubc khac.

Tac dung khong mong mudn:

Céc phan (ng cé hai dwoc phan nhém theo tan suét: Rat thuong gap (ADR z1/10),
thwdng gap (1/100 sADR <1/10), itgdp (1/1.000=ADR < 1/‘l 00) hiém gap (1/10 000
<ADR<1/1 0002 réthiém gap (ADR < 1/10.000); khong thé woc lwong tan sudt duoc
[i8tké "Chuard tan suat".

Thu’ang gap

Budn nén, nén, dau bung
\[/m lidu cao: Tiu chay nang, chay mau da day - rudt, ndi ban, ton thuong than.

tgdp

_Vigm than kinh ngoai bién, rung toc, réi loan v& mau (tri ligu dai ngay), gidm tinh tring

(hdi phuic quoc).

Huwéng dan céch xie triADR:

Tac dung phy thudng gép nhat kh! uong colchicin la buon nén, dau bung, ndn va tidu
chay, canngling dung colchicin néuco cac trigu chieng rdiloan tiéu hoa trén vi d6 1a cac
dauhiéu bao dong sém v&kha nang c6thé sé b ngd dée nding hon. Tri liéu chiduoc tlep
tuc khi hét cac triéu chirng trén va thudng sau 24 - 48 giv. Cé thé diing céc thube chéng
tiéu chay hay thudclam chamnhu dong rudt dé didu trj tieu chay do colchicin gay ra.
Diéu tri dal ngay: Can theo ddi déu dan xem ngu’orl bénh ¢6 bj tac durig phu khéng,
kiém tra d&u dan cac té bao mau, cong thirc bach chu.

Khi o cac tac dung phu thi pha| hidu d6 la du higu dau tign clia ngd doc. Nén ngirng
diing colchicin hodc phai giam lidu.

Qué lidu va cach xiv tri:

Qué liéu: Nhiém doc co thé xay ra khi dung iidu cao 1&p lai nhidu 13n hosc diing 1 14n.
T vong d3xayravoiliduthap 7 mg, tuy co ngum da song s6tvéi lidu cao hon nhidu.
Lidu gay doc khoang 10 mg. Lidu gay chet 4 ngudl woc khoang 65 mg..Ngd doc
colchicin chii yéula do y a8 tetlr. Ngb doc rét nang vaty 1é ti vong ratcao (30%)
Céctridu chung ngd doc xuét hign sau khi uong thubctir 1dén 8 g|o- Bau bung nhiéu valan
13, nén nhidu, list rudt, tiéu chay nhidu co thé cd mau Ngoas raconcothé bj wem daday, dau
khop hacalcihuyét, sét, phatban, ké ca ban nhwsbthdngban, sau déla mat nudc dan dén
thidu nigu. Tén thwong than dén dén thidu meu vadairamau. Garito va Cac h'ansammase
tang rat c20. Tén thuorng mach nang gay soc va truy tim mach. Cac rbi loan v& mau (tng
bach ciu rdi sau dé 1 gidm bach chu va tidu cdu do ton thuwong tGy), thd nhanh, rung téc
(vao ngay th(r 10). Nhwrg'e co néng va'cd thé ligt than kinh trung wong di lén trong lac
bénh nhan van nhan biét dwoc. TG vong thuéng xay ra'vao ngay thu 2 hoac ngay thi
3 dordiloan nwac - dign gidi, suy ho hap, truy tim mach va nhiém khuan huyet

Xtplri: Khong ¢6 thubc khang doc déc higu cho ngo ddc colchicin. Néu udng colchicin,
trong vai gio' d4u, cothé rva da day hodic géy ndn. C6 the cho than hoat. Didu tritrigu
chivng va hd tro: Gidm dau bung bang atrogm chong séc, hé trohd hap Céthéding
ﬂgrastlm gé didu trigidm huyet cAu toan thé do nhiém doc colchicin. Tham phan mau,
gay loi niéu, truyén loc mau qua than hoat hoac thdm phan mang bung trong didu tri
qua liéu colchicin chua diroc xac dinh.

Bac tinh dwec hwc hoc:

Nhom dugc ly: Thuée didu tri gout.

MaATC: MO4ACO1. .

Colchicin, mét d&n chét cla phenanthren Iay duoce tr cay Colchicum (cay Ba cho)

Téc dung duwoc ly chinh cha colchicin 14 chong bénh gut. Thube cé tac dung chong
viém yéu va khong co tac dung g|am dau. Thuoc khong ¢6 tac dung bai tiét acid uric
quar nuac tidu, khong co tac dung dbi véi nbng d, tinh hoa tan hoac génvao pro’(eln
huyét thanh cda urat trong huyet thanh. Tuy co' ché tac dung chong bénh gut clia
colchicin chwra dwoc biét 6ay dd, thudc 1am gidm dap rng viém ddi v&ilang dong cac
tinh thé mononatri urat Ién cac mé cua khop, c6 thé baing cach trc ché chuyen héa, di
chuyen héa trng dong ciia bach cau da nhan va/hosc céc chive néing clia cac bach
cau khéc. Colchicin cung ngan can natri urat lang dong bang céch tryc tlep lam bach
chu da nhan giam san xuét acid lactic va Iam gidm thirc bao nén gtan tiép. giam tao
acid (tlnh acid tao thuan IO‘I cho cac vi tinh thé urat lang dong) Khi uong colchicin trong
vong vai glO’ d4u dot gut cép, trén 90% ngum bénh dap Gng tdt; néu uong mudn hon,

sau 24 gidr, chi 75% nguwdi bénh dap ng t6t. Tuy vay, colchicin dwoc c0| lathuée dirng
hang th hai, vi d& gay déc khi ding lidu cao, nén ¢6 thé ding aé dxeu tri dot gut cap
khi bénh nhan khong dap (rng hodc khong dung nap dwoc cac thube chdng viém
khong steroid nhw indometacin, |buprofen naproxen.

Tac dung chéng phan bao: Colchicin trc che giai doan gitra (metaphase) va glal doan
sau (anaphase) cda qua trinh phan chiaté bao do tac dong lén thoiva lén sy blen dbi
gel - sol. Sy bién dbithé gel va thé sol & cac té bao chwa phan chia ciing bi trc ché.

Tac dung chéng phan bao clia colchicin gay ra cac tac dung co hai lén cac mé dang
tang sinh nhuw tay xwong, da va iéng téc.

Cac tac dung khac: In vitro, colchicin trc ché s tlet ra protein A amyloid fa 1 protem
duwoctébao gan téng horp valathanh phan chu yéu clia nhiém amyloid trong bénh st
Biatrung ha: co tinh chétgia dinh.

Colchicin ubng gay ra mdt hgi chu-ng kém hap thu héi phuc dugc nhw gidam hép thu
cyanocobalamm (vitamin B,,), m&, natri, kali, n:to xylose va cac duong dwoc van
chuyen tich cwe khac, nhu vay dan dén giam ndng do cholesterol va caroten trong
huyét thanh. Céc tac dung nay do colchicin tac ddng tén niém mac hdi trang

Colchicin lam gnam hoat tinh clia lactic dehydrogenase va lam tang hoat tinh cla
enzym lysosom clia niém mac rudt. Ngoai ra, colchicin ¢on lam giam than nhiét, (¢
ché trung tam hé hép, co thdt mach mau 1am ting huyét ap théng qua kich thich
trung tdm van mach.

Déactinh dwee déng hoc:

Hép thu: Colchmm duge hap thu nhanh chéng va h&u nhu hoan toan sau khi udng.

Thong thuo'ng ndng do huyet tu'o'ng dat t5i da sau 30 dén 120 phut Colchicin dwoc
hapthu & ong tidu hdava chuyen hoa mdt phan & gan. Thudc va cac chét chuyén hoa
vao lai dwdrng rudt qua mét va thude khong chuyen héa duwgc hap thu tr rudt (vong
tudin hoan rudt-gan). Nong dd colchicin trong huyét two'ng giam 1- 2 gioy sau khi ubng
va sau d6 lai tdng 1&n, c6 kha néng 1 do tai hap thu thubc chwa chuyén héa.

Phan bd: Sau khi tai hap thu, colchicin nhanh chong loai khoi huyet tu‘cmg va phan bé
vao cac md. Colchicin tap trung & bach céu. Thudc va cac chét chuyén hoa cung phan
bo vao cac md khac bac gdm than, gan, lach va rudt triv tim, co xwong, va nao T’ ]
gén kétvoi protem huyét twvong khodng 30%. Thubc phan b6 vao siva me vanéu ubng
da| ngay véilidu 1-1,5 mg/ngay ndng d6 dinhrctia thuéc trong siva twong ty nhu
ndng do trong huyét thanh vadao dongtir1 9 dén 8,6 nanogam/ml

Chuyen héa: Colchicin bi khir acetyl mt phan & gan va cling bi chuyén héa cham &
cacmokhac.

Théi trw Thoi glan ban thai cudi cung la3-10 gro Colchicin va cac chéat chuyen hoéa
chii yéu dao thai vao phan, mét s8 it vao nude tidu. Bénh nhan suy than nang daothai
it hoac khéng dao thai colchicin hodc cac chét chuyén héa vao nwéc tleu lam thor
gian ban thai cGia thubc trong huyét tvong kéo dai hon.

Quy céach déng goi: Hop 3, 6, 10 vix 10 vién'nang cing.
Didu kién bao quan, han dung, tiéu chuén chét Iwong chiathudce:

Didu kién bao quan Dé & nhigt do dwéi30°C, tranh &m va anh sang.
Han dung cia thuoc 24 thang ké tir ngay san xuat.
Tiéu chuan chét lwong: TCCS.

- Cdng ty CP Duoc phém Agimexpharm
ﬁ 27 Nguyén Thai Hoc, P. My Binh, TP. Long Xuyén, An Giang

BT: 0296.3857300 Fax: 0296.3857301

e San xuat tai: Chi nhanh Céng ty CP Dwoc phdm Agimexpharm - Nha may s&n xuét Dwerc phdm Agimexpharm
AGMEMPHADM Buéng Vi Trong Phung, Khém Thanh An, P. My Théi, TP. Long-Xuyén, An Giang
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"‘Goutcolcin®

GMP-WHO

This medicine is available only with a doctor's prescription
Read carefully the instructions before use
Keep out of reach of children

Formula for 1 hard capsule:
Active ingredient:
Each GOUTCOLCIN hard capsule contains 0.6 mg Colchicine.
Excipients: .
Sodium starch glycolate, Lactose monohydrate, Colloidal silicon dioxide.
Pharmaceutical dosage form:
Size 4, hard capsules with orange cap and yellow body, filled with off-white powder.
Indications:
GOUTCOLCIN is indicated for the treatment:
Acute gout attack.
Preventior of recurrent gouty arthritis and long term treatment of gout: Colchicine should
be combined with allopurinol or uricosuric drugs (such as probenecid, sulfinpyrazone) to
decrease serum urate concentrations. Prophylactic doses of colchicine should be given
before initiation of allopurinol or uricosurics because sudden changes in serum urate
concentrations may precipitate acute gout flare. After plasma urate concentration is
reduced to the desired level, and acute gout flares have not occurred for 3 - 6 months,
colchicine may discontinue and use’ urate-lowering agents alone. Colchicine is often
used in combination with probenecid for prophylactic treatment of chronic gout.
Familial Mediterranean fever (periodic fever).

Administration, dosage:

Administration: For oral use, GOUTCOLCIN hard capsule should be swallowed whole

with a glass of water.

Dosage:

Adults:

Acute gout attack: Initial dose is 0.6 to 1.2 mg, thereafter 0.6 mg every 1 hour or1.2mg

every 2 hours until the pain is relieved or diarrhea or vomiting develops. The total dose

given in an acute attack ranges from 4 to 6 mg. Articular pain and swelling usually

decrease within 12 hours and are usually gone in 48 to 72 hours. If the therapy is to be

repeated again, the new therapy must be 3 days away from the old one, otherwise

accumulation of colchicine may occur, resulting inincreased potential for toxicity.

Prophylaxis of recurrent gouty arthritis (patients with one or more episodes of acute gout

attacks per year): Colchicine is usually taken with a dose of 0.6 mg per day, 3 - 4 times

every week. Prophylaxis for patient with gout scheduled to undergo surgery (even minor

surgery): 0.6 mg once, three times daily for 3 days before and 3 days after surgery.

Periodic fever (familial Mediterranean fever). Long-term prophylaxis: 1.2 mg daily divided into

multiple small doses. If a gastrointestinal disorder occurs, the dose is decreasedto 0.6 mg daity.

In children, safety and efficacy have not been established. GOUTCOLCIN 0.6 mg is not

suitable for children.

Renal and liver failure: Since colchicine clearance is reduced and half-life is increased in

patients with renal impairment, caution should be used in people w:th early signs of

kidney injury.

In patients with creatinine clearance > 50 ml/min: 0.6 mg twice daily can be taken.

Creatinine clearance 35 to 50 mi/min: 0.6 mg daily can be taken.

Creatinine clearance 10 to 34 mi/min: 0.6 mg once can be taken every 2- 3 days.

Colchicine should be avoided in patients with creatinine clearance less than 10 mi/min.

Colchicine is not usually used in hemodialysis patients.

Some special attention on the handling of the medicine before and after use:

There are no special requirements for handling this medicine after use.
Contraindications:

Hypersensitivity to colchicine or any of excipients.

Severe renal impairment.

Severe hepatic impairment.

Severe gastrointestinal disease.

Severe heart disease or blood coagulant disorders.

Warnings and precautions for use:

Colchicine should be administered with caution in patients with renal or hepatic
impairment when itis used to treat acute gout.
Colchicine should be used with caution in patients with cardiac, hepatic, renal, or
gastrointestinal disease.
Elderly and asthenic patients should use conchicine cautiously because poisoning can
easily occur due to accumulation of the medicine.
Patients should be monitored with periodic blood counts during fong-term therapy. In addition,
serum creatine kinase (CK, creatine phosphokinase, CPK) levels should be measured atleast
once every 6 months in patients with renal impairment (creatinine clearance < 50 mi/min)
as these patients are at increased risk of myopathy and marrow failure.
This medicinal product contains lactose. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption
should not take this medicine.

Pregnancy and lactation:
Pregnancy: Colchicine should be avoided during pregnancy.
Lactation: Colchicine is excreted into breast milk. Children poisoned. by colchicine-
contaminated milk have not been observed; therefore, use of colchicine is contraindicated
in women who are breastfeeding. If colchicine is required, high levels of colchicine in
breastmilk can be avoided by taking the drug at bedtime and waiting 8 hours to breastfeed.

Effects on ability to drive, operate machines: .
No studies are available regarding the influence of colchicine on the ability to drive and use
machines.

Interactions, incompatibilities of medicine:
Interaction with other medicinal products and otherforms of interaction:
Colchicine is a substrate for both CYP3A4 and the transport protein P-gp. In the presence of
CYP3A4 or P-gp inhibitors, the concentrations of colchicine in the blood increase. Toxicity,
including fatal cases, have been reported during concurrent use of CYP3A4 or P-gp
inhibitors such as macrolides (clarithromycin and erythromycin), ciclosporin, ketoconazole,
itraconazole, voriconazole, HIV protease inhibitors, calcium channel blockers
(verapamil and diltiazem) and disulfiram.
Colchicine is contraindicated in patients with renal or hepatic impairment who are taking
a P-gp inhibitor (e.g. Ciclosporin, verapamil or quinidine) or a strong CYP3A4 inhibitor
(e.g. Ritonavir, atazanavir, indinavir, clarithromycin, telithromycin, itraconazole or
ketoconazole).
A reduction in colchicine dosage or an interruption of colchicine freatment is
recommended in patients with normal renal or hepatic function if treatment with a P-gp
inhibitor or moderate or strong CYP3A4 inhibitors are required if necessary. A 4-fold
reduction in colchicine dosage is recommended when co-administered with a .P-gp
inhibitor and/or a strong CYP3A4 inhibitor. A 2-fold reduction in colchicine dosage is
recommended when co-administered with a moderate CYP3A4 inhibitor.
Given the nature of the side effects, caution is advised with concomitant administration
of drugs that can affect the blood count or have a negative effect on hepatic and/or renal
function.
in addition, substances .such as_cimetidine and tolbutamide reduce metabolism of
colchicine and thus plasma levels of colchicine increase.
Grapefruit juice may increase plasma levels of colchicine. Grapefruit juice should
therefore not be taken together with colchicine.
Reversible malabsorption of cyanocobalamin (vitamin B,,) may be induced by an altered
function of the intestinal mucosa.
The risk of myopathy and rhabdomyolysis is increased by a combination of colchicine
with statins, fibrates, ciclosporin or digoxin.

Name, address of manufacturer:

incompatibilities:
Because there are no studies of drug incompatibility, do not mix this drug with other drugs.

Undesirable effects:
Adverse reactions are ranked according to frequency: Very common {ADR > 1/10),
common (1/100 £ ADR < 1/10), uncommon (1/1,000 < ADR < 1/100), rare (1/10,000 =
ADR < 1/1,000), very rare {ADR < 1/10,000); can not be estimated from the available
data "Notknown”.
Common
Nausea, vomiting, abdominal pain.
Larger doses may cause profuse diarrhoea, gastrointestinal haemorrhage, skin rashes,
renal damage.
Uncommon
Peripheral neuritis, loss of hair, blood disorders (prolonged treatment), reversible
azoospermia

idelines for ADR £

After oral administration, the most common side effects are nausea, abdominal pain,
vomiting and diarrhea. Discontinue colchicine if these digestive disorders occur because
they are early warning signs of potentially more severe poisoning. Therapy is only
continued when all symptoms disappear, usually after 24 - 48 hours. Anti-diarrheal drugs or
drugs slowing down peristalsis may be used for the treatmenit of diarrhea due to colchicine.
Long-term treatment: Patients should' be monitored regularly to determine whether
adverse events occur or not, blood cell counts and white blood cell count should be
controlled regularly.
The occurrence of side effects must be considered as the first signs of intoxication.
Discontinue colchicine or decrease the dosage.

Overdose and management:
Overdose: Poisoning may occur after single or repeated high doses of colchicine. Death
occurred at a low dose of 7 mg, although some patients survived with much higher doses.
Toxic dose is about 10 mg. Fatal dose in human is approximately 65 mg. Colchicine
polsoning is mainly due to suicidal intentions. Poisoning is very serious and has a high
fatality rate (30%).
The symptoms of poisoning occur 1 to 8 hours after oral administration: Severe and
diffuse abdominal pain, vomiting, intestinal paralysis, diarrhea that may be profuse,
bloody. In addition, there may be gastritis, joint pain, hypocalcaemia, fever, rash,
including erythematous rash, followed by dehydration leading to oliguria. Kidney
damage resulting. in oliguria and haematuria. Entarged liver and elevated high
transaminase. Severely damaged vessel causing shock and cardiovascular collapse.
Blood disorders (leukocytosis followed by leukopenia and thrombocytopenia due to
bone marrow depression), rapid breathing, hair loss (on the 10" day). Severe muscle
weakness may occur and ascending paralysis of the central nervous system may
develop while the patient remains conscious. Death usually occurs on the second or the
third day due to disorders of water- electrolytes, respiratory depression, cardiovascular
collapse and septicemia.
Management: There is no specific antidote for colchicine poisoning. If colchicine is taken in
the first few hours, gastric lavage or induction of emesis can be given. Oral activated
charcoal can be taken. Symptomatic and supportive treatment: Reducing abdominal pain
with atropine, preventing shock from accurring, respiratory support. Filgrastim may be used
for the treatment of pancytopenia due to colchicine poisoning. Haemodialysis, diuretics,
blood filtration transfusion via activated charcoal or peritoneal dialysis in colchicine
overdose have notbeenidentified.

Pharmacodynamics:
Pharmacotherapeutic group: Antigout preparations.
ATC code: MO4ACO1
Colchicine, a derivative of phenanthrene, is derived from various species of Colchicum.
The main pharmacological action of colchicine is to prevent gout attack. it has a mild
anti-inflammatory effect and has no analgesic effect. The drug has no effect on urinary
uric acid excretion, has no effect on the concentrations, solubility or binding to serum
proteins of serum urate. Aithough the mechanism of action of colchicine in the treatment
of gout is not clearly understood, colchicine reduces the inflammatory response to the
deposition of monosodium urate crystals on the tissues of the joints, possibly by
inhibiting the metabolism, migration, and chemotaxis of the polymorphonuclear
leukocytes and/other functions of other white blood cells. Colchicine also prevents
sodium urate deposition by directly acting on polymorphonuclear leukocytes to
decrease the the production of lactic acid and diminish phagocytosis, indirectly resulting
in reduction of acid production (acidity facilitates urate deposition). About 75% of
patients with acute gout respond rapidly (after 24 hours) and objectively to colchicine
therapy. If treatment is initiated within a few hours after the onset of the attack, however,
the response rate can be increased to more than 90%. Colchicine, however, is
considered to be the second option due to its toxicity at high doses; therefore, colchicine
should be used to treat acute gout if the patient is unresponsive or intolerant of
nonsteroidal anti-inflammatory drugs such as indomethacin, ibuprofen, naproxen.
Anti-mitotic effect: Colchicine inhibits metaphase - to - anaphase transition of the cell
division process by acting on the spindle and the gel - sol transformation. The gel - sol
transformation in the undifferentiated cells are also inhibited.
Anti-mitotic effects of colchicine induces harmful effects on the proliferative tlSSUeS such
as bone marrow, skinand hair.
Other effects: In vitro, colchicine inhibits secretion of amyloid A protein, a protein
synthesized by hepatocellular cells and a major component of amyloidosis of famifial
Mediterranean fever.
Oral colchicine may reduce the absorption of vitamin B,,, fat, sodium, potassium,
nitrogen, xylose and positively transported sugar leading to reduced serum cholesterol
and carotene concentrations. These effects are due to the activity of colchicine on ileal
mucosa. Colchicine reduces the activity of lactic dehydrogenase and increases the
activity of the lysosomal enzyme of the intestinal mucosa. In addition, colchicine also
reduces the body temperature, inhibits the respiratory center, constricts blood vessels
causing increased blood pressure via stimulation of vasomotor centre.

Pharmacokinetics:
Absorption: Colchicine is rapidly and completely absorbed after oral administration. Peak
plasma concentration usually occurs after 30 to 120 minutes. Colchicine is absorbed from the
gastrointestinal tract and partially metabolized in the liver. The drugand metabolites re-enterthe
intestinal tract through biliary secretions and non-metabolized drug is absorbed from the intestine
{enterchepatic circulation). The plasma concentrations of colchicine decrease 1 to 2 hours
after ingestion and then increase again, possibly due to reabsorption of unchanged drug.
Distribution: After reabsorption, colchicine is rapidly excreted from plasma and
distributed into tissues. Colchicine accumulates in leucocytes. The drug and metabolites
are also distributed to other tissues including kidneys, liver, spleen and intestine, except
heart, skeletal muscle; and brain. The drug is excreted into breast milk and if given long-
term doses of 1 to 1.5 mg/day, the peak concentration of the drug in breast milk is similar
to thatin serum and ranges from 1.9 to 8.6 nanograms/mi.
Metabolism: Colchicine is partially acetylated in the liver and slowly metabolized in other
tissues.
Elimination: The elimination half-life is approximately 3 - 10 hours. Colchicine and its
metabolites are excreted in the faeces, small amount in the urine. Colchine as
unchanged drug or metabolites is excreted little or is not excreted in the urine in patients
with severe renal impairment, resulting in longer half-life of the drug.

Presentation: Box of 3 blisters, 6 blisters, 10 blisters x 10 hard capsules.

Storage conditions, shelf - life, quality specification of the medicine:
Storage conditions: Protect from humidity and light, below 30°C.
Shelf - life: 24 months from the manufacturing date.
Specification: In house.
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