Ursoplus

1. Name ¢f the medicinal product
Ursoplus Capsules

Active substance:

= Ursadeaxycholic acid.

« Sityarin,

2. ive and

Cne Ursoplus capsule contains the following active ngredients:
«Ursodeoxycholic acid 250 mg.

= Silymasin {7035} 140 mg.

For excipients see 6.1,

3. Fharmaceutical form

Hard galatn capsule.
Appearance: opagque hard gelalin capsule, containing a white compressed powder or granules.

4, Clinical particulars
4.4 Therapeutic indications

» For the symplomatic realment of primarny bifiary cirthosis {PBE), grovided there is no decompen-
sated hepatic Girhosis.

= As a lver support lo improve liver funclions.

* For the di fion of not larger than 15 mm in diameter in
pabents wilh a sl funcboning gall bladder despate the gall stone{s).

42 Posclogy, method and duration of use

* The dose differs according to the type of ilness and the response of the pafient.
= The following daiy dose is for the treatment of
diseases e.9. primary bifiary cirhasis [PEC):

+ The dally dose of | acid is 1315 for adults with d
+ Tha following regimen is recommended:
Bedy weight Daily dose Morning Midday Evening
31050 kg 2 capsules. 1 - 1
5110 70kg 3 capsules 1 - 2
7110100 kg 4 capsules 1 - 3
Over 100 kg 5 capsules. 1 1 3

+ And the above daily dose of Ursodeoxycholic acid is compatibie with that of Silymarin, which
depends on the patients condilion, ranging from 2 Io 3 capsules [apprax. 140-400 mg).

+ The capsules should be swallowed whole with some higuid. Care should be taken 1o ensura that
they are tzken reguiarty.

+ The use of Ursoplus capsules in primary biliary cimhosis may be continued ndefiniteiy.

+ In padients wilh pimary bilary crhosis, in rafe cases the dinical symptoms may worsen at the
beginning of Irealment, e.g. pruntus may increase. Should tis occur, therapy should be continued
with a dose of one Ursoplus capsule daily, and the dosage then gradually increased (by 1 cap-
sule dady each week] until the dose indicated in the respective dosage regimen is reached.

4.3 Caontraindications

Ursoplus capsules may 001 be used inc
+ Acute inflarmmation of the gall blzdder or bifary ract.
* Occlusion of the biliary tract (ecciusion of the commen bie duct of cysiic duct).

Ursoplus capsules should nol be used in;

= Patienis with 2 gail bladder thal cannol be visualized radiologically.
= Caicified gallstones.

* Impaired contractility of the gzl bladder.

» Frequent biliary colic

4.4 Special warnings and special precautions for use

= Ursophus capsules should be taken urder medical supendsion.

« Improved senum fver lests do not akways comelate with improved Ever dissase status.
= Confinue of GGT, akaline AST, ALT and bilirubin every month for three
‘months afer start of therapy, and every six manths thereafter,

= Trealment shoud ba :wﬁmeﬂlflhu levels of these paramm incraasa.

» Long-term use of doses the dose of i fie., 13-15
mgkgid) was associaled with improvement in serum liver fests th did not improve survival, and

4+ Very rarely, savere nght-side upper abdominal pain has cocurred duning the reatment of pamany
bifiary cirosis.
+ In rare cases, the siocl may become falty.

Hepatobiliary disorders:
+ During treatment with
cases.

# During therapy of fe advanced stages of primary bilary cirhosis, in very rare cases, decom-

ic acid, calcil aof

may OCCur in very rane

'was asstoiated with higher rates of serious adverse evenls (including death or liver
tion} compared to placebo.

pensation of the hepatic cimhosis has been observed, which partially regressed afier the reatment
was di:

= In order to assess therapeutic progress and fer prompt demon of any calcification of the: Hypersensitivity reactions:
galistones, depending on sione size, the gall l:ladn‘n' [oral Very rarely, id ooour.
“with ovenvew and occlusion in standing pine positions control} 6 —
afier e baginning of treatment. | 4.9 Overdose
| Diarrhea may occur in msesm:mmasa hgnmral olher symptoms o!a\-eruoseaﬂe-ml.kely
45 with other products and forms of acid willh i dose and therefore
Ursesdenzychalic acid et is et wilh fhe bnm
lhsophsupsdesdmldndbe i Handy wilh cholest celestpel of 1l dearrhez ocours, the dose musl be reduced and in cases of persislent diarhea, the theragy
antacids smactl inium oxide), because these prepa-  should be discontwed.
rations bind Ursodecxychalic acid in the mhnsnna and membrm its absorption and efficacy. If Mo speaﬁ:mumrﬂmasunes are ueaasaryamlﬂe consequences of dianhea should be freated
itis it must be taken at least 2 with balanee,
hours bafore or after Ursoplus capsules.
3. Phammacelogical properties
= Ursoplus capsules i the ion of in from the inlestine. In patients re-

ceiving cyclasporin treaiment, Noodmmnkm-r.s of this subslance should therefore be checked
By tha physiesan and he P i

+ In isolated cases, Ursoplus capsules can reduce the absorption of ciproflaxacin,

. acid reduces peak pi (Cmax } and area under the cunve

(AUC) of the calcium antagonist nirendipine. On this basis, hngel\e(wm invite firadings, it may
be assumed that | id induces the drug- y P450
3ad.

Caution should therefore be exercised in cases of of dnugs via this
‘enzyme, and a dose adpustment may be necessany.

Silymarin:

May interfere with the effects of estogen theragy and oral due toils
possitle estrogenic effecs.

4.8 Pregnancy and lactation

Ursodecxycholic acid:
« Animal provided eviden i effects duning the early phase of gestason.
* There is insufficient experience in humans in the first trimester of pregnancy.

+Women of child-bearing age should be reated only if they use reliable conlraception_ Pregnancy
must be excluded before the beginning of treatment.

= For salety reasons, reatment shwldno: be csmed oul during the first trimester of

5.1 Pharmacodynamic properties
Ursodeoxycholic acid:

+ Ursodaoxycholic ackd socurs nalurally in human bile in smafl amourts,

+ After oral it reduces of the bile by inhibiling
synthesis in the liver and and #

secrebon inlo the bile. 25 a result of of e and formation of
Fquid crystals, a gradual di ] CCTUrS.

« Acoording o the effects of L ! lver diseases

amtlmq!lhbudusluamlaﬂu exchange of hydrophebic, ipuplir deﬁelgew&c,mmle

acids for the non-toxc ‘together wilh an improwe-
ment in the secretory capacity of the aswellas o g

Silymarin

reduces the lumaver of ipk bl il : has

potent antioxidant action and prevents lipid peroxdation.
5.2 Pharmacokinetic properties

acid:

{see also pont 5.3.d “Reproduciion toxicology
* Since there ﬂemﬂm&hmmmdummmﬁmmmﬁk use
during the lactaion period is contraindicated.

SHyrnarin:
Due o the estrogen-iike effect tat may be associated with laking Silymarin, It is preferable lo
exercise caufion in pregnant women.

4.7 Effects on ability to drive and use machines.
No effects on ability 1o drive and use machines have been observed.

4.8 Undesirable effects

The evaluation of undesiratie effects is based on the lBowing frequency data

Very commen: : A
hmstlﬁn}illﬂlpn'ansﬂ_nahd. L

| Absorption:
| Following oral adminisiration, Ursodeoxychalic acid is rapidly absorbed in the jejunum and upper

ileum through passive transpod, and in the terminal deum theough aciive ransport. The rate of
absorption is genarally 50-80%,
Distribution;

Afer i 2cid
amino acids: giycine and taurine.

almast complete hepatic conjugation with e

Metzbolism:

+ First-pass clearance through the liver is up to 60%.

+ Under the influence of ntestinal bactera, Me s pemldegranauur to T-ketolithocholc acid
and lithocholic acid, Lithocholic acid is. Tver damage ina
number of animal species. in humans, only very small ameunis are abserbed which are sulphated
in the fiver and thus detoxdfied.

Eliminabion:

+ The biological hal life (11/2) of Ursodeaxycholic acid i 3.5-5.8 hows

+ Excreted via the bile and ultimately in the feces.

Silymarin

In 1case in 10,000 palients trezted or
fewer, nclieding olated cases

Gastrointestinal side effects:

pli
Following oral administration, Silymarin is repidly absorbed. Peak plasma concentration is
achieved afler 2 hours. Cacuued absorbed fracion from the 140 mg Silymarnin of Ursoplus
upsues is T0%.

Distribution:
In plasma, 80-95% of Silymarin is bound to the prolein.

+In clinical trials, reports of pasty stocls or dizmhea during ic acid oy
common.

The half life (1112} is 6.3 howss. Andbemen(muefaﬁve!ylm molecular waight, :>901ﬁ: is
excreted via the bile, and about 10% of the

5.3 Preclinical safety data

a. Amlal:m:hu
Atute towicity studies in animals have not revealed any toxic damage.

b.Chronic toxdty:

Subchronic taxicity studies in monkeys showsd hepateioedc effects in the groups given high
doses, even in the form ull\md-o'sa‘ changes {ndujng Iwetenzw&echanges}am mu'pi\ulogz:al
changes such as bile duct proli foci and MECOSH

These toxic effects are most ety o atid, 3 o\

arid, which in mankeys — unlike humans ~ is nat detoxified. Clinical experience confimms fnat the
described of no apparent in humans.

€. Carcinogenicily and gencloxicity:

+ Long-term studies in mice and rals revealed no evidence of carcinogenic patential of Ursode-
oxycholic acd.
+ The test with L

d. Reproduciive toadcity:
+ In studies in rats, tal malformations oocumed only aker a dose of 2000 mgUlsodemcyl:-‘mhl:

cid revealed vidence of

acidl kg fwhich would 1o daily of 2.81 in 2 pe: ohing
70 kgl

Ursodeonycholic acid had no effect on fertility in rats, and ¢id not afect peri-ipost-natal develop-
menl of the offspring.

+ In rakbits, no lerategenic effects were lound up 1o 2 dose of 300 mg Ursedecxycholic acid! kg
bodyweight,

6. Pharmaceutical particulars
6.1 List of excipients

1. Gelatin,
2. Colloidal sieen diside,

6.2 Incompatibilities
Hone known to date.

6.3 Shelfife
3 years.

6.4 Special instructions for storage
Mo special storage precaubons necessarny.

6.5 Nature and contents of the container

PYT transparent, colourless flm, welded with hol sea! lacquer to 2lumini
Package: A box of 2 strips, each strip contains 10 capsuies.

6.6 Instructions for use and handling, and for disposal
Mo special instructions.

7. Marketing authorization holder
MINAPHARM Phamaceuticals
hitpuwwow.minapharm.com

3. Legal status .
Frescription-only medicine. .

MINAPHARAM
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