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Carefully read the instruction before use.
If necessary, ask your physician for further information.|:
This drug should be used under prescription only.

RUMACERIN Cap

COMPOSITION:
Each capsule contains:
Dideetheifl v 50 mg
Excipients: Lactose Hydrate, Povidone, Magnesium Stearate.

PHARMACODYNAMICS:

The mechanism of action differs from the nonsteroidal antiinflammatory drugs since it is
not related to the inhibition of the synthesis of the prostaglandins. Anti-osteoarthritic and
cartilage-stimulating properties have been demonstrated in vifro and in animal models.
Diacerhein and rhein have been shown to inhibit the production of interleukin-1 beta by
human monocytes and the effects of the cylokine on chondrocytes in vivo. They exert
chondroprotective effects in cultured articular cartilage and reduce severity of cartilage,
bone, and synovial membrane damage in osteoarthritis. There appear to be some inhibitory
effects on leukocyte migration and activation, contributing to the weak anti-inflammatory
activity of the drug. Studies indicate that Diacerhein does not block the synthesis of
prostaglandins, thromboxanes, or leukotrienes but may actually stimulate prostaglandin
synthesis, especially PGF-2 alpha, a prostaglandin with cytoprotective effect on the gastric
mucosa. Diacerhein does not alter renal or platelet cyclo-oxygenase activity and may
therefore be tolerated by patients with prostaglandin-dependent renal function.

PHARMACOKINETICS:

Absorption: Oral bioavailability of Diacerhein is 35% to 56%. Concurrent intake of food
delays the time to peak concentration from 2.4 hours to 5.2 hours (p less than 0.03), but is
associated with a 25% increase in absorption. Therefore, diacerhein is best given with
food.

Distribution: Total protein binding of rhein is about 99% to plasma albumin and in a lesser
percentage to lipoproteins and gamma-immunoglobulins. It achieves synovial fluid
concentration of 0.3 to 3.0 milligrams/liter.

Metabolism: Diacerhein is metabolized extensively (100%) in liver following oral dosing,
to the deacetylated active metabolite rhein, prior to entering systemic circulation. Major
active metabolites include Rhein glucuronide and Rhein sulfate with half-life being 7 to 8
hours.

Excretion: Urinary excretion of diacerhein in the form of its metabolites has ranged
between 35% and 60%, with approximately 20% as free rhein and 80% as conjugates of
rhein.

INDICATIONS:
Symptomatic treatment of Osteoarthritis; Arthropathy and Degenerative joint disease

DOSAGE AND ADMINISTRATION:
It is to be administered orally.
Initially 1 capsule once daily at night for the first 2 to 4 weeks followed by | capsule twice
daily from the 4™ week onwards.
Usual dose: 1 capsule twice daily.
Oral absorption is greatest when administered with food.
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CONTRAINDICATIONS:
Hypersensitivity to diacerhein or any of the components. L e )
Inflammatory intestinal disease (ulcerative colitis, Crohn Dise: \;,)\mtEStmal ;abs ruction.

PRECAUTIONS AND WARNINGS:
General

» It is recommended to initiate therapy with one capsule at night for the first 2 to 4 weeks as
use of the drug can produce an acceleration of the intestinal transit time initially.

» It is recommended to continue treatment for at least 6 months: the clinical studies have
demonstrated that the drug can be used for 2 years without serious adverse effects.

» As with any other long term therapy, it is recommended to monitor laboratory parameters,
including hepatic enzymes, every 6 months.

* Avoid concomitant use with laxatives.
Renal Impairment
In patients with mild-to-severe renal impairment, there was a significant increase in the
area-under-the-curve and a decrease in the total apparent clearance compared to the healthy
adults. Severe renal failure (creatinine clearance 10 to 27 milliliters/minute) showed a
significantly decreased renal clearance of rhein, therefore, a 50% reduction in the dose of
diacerhein should be made in patients with severe renal insufficiency.
Hepatic Impairment
No significant difference in pharmacokinetic parameters of rhein between patients with
liver impairment and healthy volunteers was observed either in plasma or in urine
assessments. However, since cirrhosis may influence drug accumulation after multiple
doses, close clinical monitoring 1s advised for patients with hepatic insufficiency
Geriatric Use -
Daily doses exceeding 100 milligrams may warrant close clinical monitoring in geriatric (/(Z'.
patients. L
Pediatric Use -
Pharmacokinetics of diacerhein has not been studied in pediatric population and its
administration is not recommended in pediatric population.

UNDESIRABLE EFFECTS:

Generally, the drug has been well tolerated. The commonest reported adverse reaction was
acceleration of the time of intestinal transit (diarrhoea 37% of patients). Few cases of
abdominal pains have been described .The modification of the dose in the initial periods of
the treatment (2 to 4 weeks) has allowed to surpass or to diminish these adverse events.
Other adverse events reported are urine discoloration in 14.4% cases and single cases of
hypokalemia, hepatotoxicity resulting into acute hepatitis and fatal toxic epidermal
necrolysis (Lyell's syndrome).

Inform your doctor of any adverse effect related to drug use.

USE IN PREGNANCY AND LACTATION:
Use in pregnancy: Use of diacerhein is not recommended in women attempting to
conceive. No clinical data on exposed pregnancies are available for diacerhein. The
potential for human risk in pregnancy is unknown.
Use in lactation: Pharmacokinetics of diacerhein has not been studied in lactating women
and its administration is not recommended.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES: None.

INTERACTIONS:
The clinical studies have demonstrated the absence of interaction with the drugs such as:
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warfarin, tolbutamide, aspirin (acetylsalicylic acid), chlorpromazine, indomethacin.

OVERDOSAGE & TREATMENT:

In cases of overdose it can produce a profuse diarrhea. The treatment must be symptomatic
with correction of any electrolyte imbalance, which may be necessary.

STORAGE:
Store below 30°C, protecting from light.
Keep out of the reach of children.

QUALITY SPECIFICATION: In house standard.
SHELF-LIFE: 36 months from manufacturing date.

PACKAGE: Box of 100 capsules (10 blisters x 10 capsules); Box of 30 capsules (3 blisters x
10 capsules).

Manufactured by:

SAMCHUNDANG PHARM. CO., LTD.
504-1, Sangshin-Ri, Hyangnam-Myun, Hwaseong-City, Gyeonggi-Do, Korea
Tel: 82-2-2046-1100 Fax: 82-2-2046-1102
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Poc kj huwéng din siv dung triweée khi diing.
Néu can thém thong tin, xin hoi y kién thay thuoc.
Chi dang thuoc nay theo sw ké don ciia t]:éy thuic.

Vién nang RUMACERIN

THANH PHAN:
MB&i vién nang cimg chira:
Bhacerhein s cunserdminr s 50 mg
Td dwoc: Lactose Hydrate, Povidone, Magnesium Stearate.

DUQC LUC HQC:

Khéc véi cac thude khéng viém khong steroid, co ché tac dong cia Diacerhein khong lién
quan dén su tong hop prostaglandin. Dac tinh chong viém xuong khop va kich thich sun da
duge chimg minh trén in vitro va trén md hinh dong vat. Diacerhein va rhein trc ché s san
Xuat interleukin-1 béta boi cac bach céu don nhan to & nguoi va e ché tac dung cia
cytokine trén té bao sun in vitro. Thudc thé hién tac dung bao v¢€ sun trén sun nhan tao nudi
ciy va giam muc d6 ton thuong mang hoat dich, xuong va sun trong bénh viém xuong
khap. Chung ciing ¢6 vai tac dung e ché trén sy hoat héa va di chuyén cua bach céu, dleu
nay goép phan vao tac dung khang viém yéu cua thubc. Cac nghién ciru da chi ra ring
Diacerhein khong trc ché su téng hop prostaglandin, thromboxane, hodc leukotriene nhung
thuc t& c6 thé kich thich sy tong hop prostaglandin, dic biét la PGF-2 alpha, mot
prostaglandin c6 téac dung bao vé t& bao niém mac da day. Diacerhein khong lam thay déi
hoat tinh cyclooxygenase tiéu cdu hodc than va do d6 c6 thé duoc dung nap & nhimg bénh
nhéan cé chire nang than phu thude vao prostaglandin.

\&

DUQC DONG HOQC:
Hip thu: Sinh kha dung dwémg udng cia Diacerhein khoang 35% dén 56%. Udng thubc
ciing v6i thirc 4n lam chdm thoi gian dat ndng dé dinh tir 2.4 gior dén 5.2 gitr (p<0,05),
nhung tang su hdp thu 1én 25%. Do vay, nén uéng thudc ciing lic an.
Phén bé: 1ién két vai protein toan phan cua rhein 1a khoang 99% véi albumin huyét tuong
va lién két it hon véi lipoprotein va gamma-immunoglobulin. Néng d6 thubc trong hoat
dich dat khoang 0,3 dén 3 mg/L.
Chuyén héa: Sau khi ding bang duong uéng, Diacerhein duoge chuyén hoéa chu yéu & gan
thanh rhein 1a chét chuyén hoa ¢6 hoat tinh da khir nhém acetyl, truée khi vao tuan hoan
chung. Céc chét chuyén héa c6 hoat tinh cht yéu la Rhein glucuronide va Rhein sulfate véi
thoi gian ban thai tir 7 dén 8 gio.
Thai trir: Sy bai tiét vao nudc tiéu cua Diacerhein dudi dang chat chuyén héa la khoang
35% ~ 60%, vdi khoang 20% o dang rhein tu do va 80% & dang rhein lién hop.

CHI DINH:
biéu tri tridu chimg bénh viém xuong khdp, cac bénh khap va thoai hoa khop.

LIEU LUQONG VA CACH DUNG:
Thube duoe ding bang dudng udng.
Khéi ddu, ding lidu 1 vién nang x 1 lan/ngay vao budi ti trong 2 dén 4 tudn déu, sau dé
dung liéu 1 vién nang x 2 lan/ngay.
Liéu thuong dung: 1 vién nang x 2 lan/ngay.
Thudc duge hap thu tt nhit khi udng cing liic an.

CHONG CHI PINH: ' ‘ ,
(Qua man véi diacerhein hodc bat cir thanh phéan nao cua thudc.
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Bénh viém rudt (viém loét két trang, bénh Crohn), tic nghin rudt.

THAN TRONG VA CANH BAO:
Thén trong chung

« Nén diéu tri khai ddu véi liéu mét vién nang ubng vao budi ti trong 2
viée dung thude lac ddu co thé 1am tang nhu dong rudt. -

« Nén diéu trf lién tuc it nhat 6 thang: céc thir nghiém ldm sang da ching minh rang 6 thé
diing thude nay trong 2 nam ma khong cé tac dung ngoai y nghiém trong nao.

« Nhur véi cdc tri liéu lau dai khac, nén theo d&i cac chi sé xét nghiém, ké ca men gan, mdi 6
thang.

+ Tranh dung ddng thoi voi cac thude nhuén trang.
Suy thin )
O nhimg bénh nhan suy than trung binh dén nang, c¢6 su gia tang dang ké AUC va giam su
thanh thai toan phin so voi nguoi trudng thanh khoe manh. Truomg hop suy than ning
(thanh thai creatinine 10 dén 27 ml/phut) giam dang ké su thanh thai rhein & thén, do vy,
can phai giam 50% liéu diacerhein & nhimg bénh nhén suy than nang.
Suy gan
Khong c6 su khac biét dang ké cac thong sb duac dong hoc cia rhein trong huyét tuong
hoic trong nudce tiéu giita nhimg bénh nhén suy gan va nhimg nguoi tinh nguyén khoe
manh. Tuy nhién, xo gan c6 thé anh huong dén su tich liiy thude sau khi diing da lidu, nén
theo dd1 lam sang chit ché trén nhimng bénh nhéan suy gan.
Dung thude cho ngwdi cao tudi
Liéu ding hang ngay vuot qua 100mg cin dam bao theo dai 1am sang chat ché & nhimg
bénh nhan cao tudi.
Diing thube cho bénh nhi
Dugc dong hoc cua diacerhein chua duge nghién ciru trén nhém dan sb bénh nhi, do vy
khong nén dung thude trén nhém dan sd nay.

TAC DUNG NGOAI Y:
Nhin chung, thude duge dung nap tét. Tac dung khong mong mubn duoe bdo cdo thong
thudmg nhit 1a tang thoi gian nhu dong rudt (tiéu chay ¢ 37% bénh nhdn). Vai truong hop
bi dau bung duoc mé ta. Dé giam thiéu nhimg tac dung ngoai y nay, duoc phép didu chmh
lleu & thoi diém dau didu tri (2 dén 4 tuldn). Cac tac dung ngoai ¥ khac duge ghi nhén la
mét mau nude tidu & 14,4% trudmg hop va céc truong hop riéng 1& bi giam kali mau, ddc
tinh trén gan din dén viém gan cép va hoai tir biéu bi nhiém déc giy tr vong (hoi chimg
Lyell).

Théng bdo cho Bdc si nhitng tic dung khéng mong muén gip phdi khi siv dung thuéc.

énd tuﬁ.ﬁ "&iéu/. dd

SU DUNG THUOC O PHU NU"MANG THAI VA CHO CON BU:
Sir dung thuoe & phu nir mang thai: Khong nén dung diacerhein cho phu nir ¢é thai.
Khong ¢6 cac dir lidu 14m sang vé viéc ding diacerhein cho phu nir mang thai. Chua biét
¢éc nguy co tiém 4n khi dung thude nay trén phu nit mang thai.
Sir dung thudc & phu nir cho con bi: Khong nén ding cho phu nit cho con bu vi duge
dong hoc ciia diacerhein chua duge nghién ctru trén phu nit nudi con béng sita me.

TAC DUNG LEN KHA NANG LAI XE VA VAN HANH MAY MOC: Khéng co.
TUONG TAC THUOC: ‘ _
Céac nghién ciru ldm sang da chimg minh rang khong cd su tuong tac véi cac thude khac

nhu : warfarin, tolbutamide, aspirin, chlorpromazine, indomethacin.

QUA LIEU & XU TRI:
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Trong cac trudng hop qua lidu, thude c6 thé gy tiéu chay & at. Diéu tri triéu chimg véi su
hiéu chinh mat can bang dién giai néu xét thay can thiét.

BAO QUAN:
Bao quan dudi 30°C, tranh anh sang.
Dé xa tdm tay cia tré em

TIEU CHUAN CHAT LUQNG: Tiéu chuén nha sin xuat.

HAN DUNG: 36 thang ké tir ngay san xuat.

PONG GOI: Hop 100 vién nang (10 vi x 10 vién nang); Hop 30 vién nang (3 vi x 10 vién
nang).

San xuét tai:
SAMCHUNDANG PHARM. CO., LTD. '
904-1, Sangshin-Ri, Hyangnam-Myun, Hwaseong-City, Gyeonggi-Do, Han Qudc

PHO CUC TRUONG
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