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Ursochol
Instruction for use - please read carefully
Ursochol 250 mg Capsules

Active ingredient : Each Capsule contains

Description

Ursochol 250 mg (micronized) is ursodiol available as capsules for oral administration.
(ursodeoxycholic acid. UDCA) is a naturally occurring bile acid found in small quantities in
normal human bile and in larger quantities in the biles of certain species of bears. Itis a bitter-
tasting white powder consisting of crystalline particles freely soluble in ethanol and glacial
aceticacid, slightly soluble in chioroform, sparingly soluble in ether, and practically insoluble in
water.

Inactive ingredients:

B cyclodextrin, polysorbate 80, microcrystalline cellulose, (avicel ph-101),povidone k 90,
crosscarmellose sodium, (ac-di-sol), talc.

Capsule shell:

Cap(opaque green)

gelatin, titanium dioxide, brilliant blue, carmoisine, quinoline.

Body (opaque blue)

fitanium dioxide. brilliant blue.

CLINCAL PHARMACOLOGY

Ursochol is Ursodiol, (U.S.P. Ursodeoxy Cholic Acid) (UDCA) is normally present as a minor
fraction of the total bile acids in humans (about 5%). Following oral administration, the majority
of ursodiol is absorbed by passive diffusion and its absorption is incomplete. Once absorbed,
ursodiol undergoes hepatic extraction to the extent of about 50% in the absence of liver
disease. As the severity of liver disease increases, the extent of extraction decreases. In the
liver, Ursodiol is conjugated with Glycine or Taurine, and then secreted into bile.These
conjugates of ursodiol are absorbed in the small intestine by passive and active mechanisms.
The conjugates can also be deconjugated in the ileum by intestinal enzymes, leading to the
formation of free ursodiol that can be reabsorbed and in the liver.

was associated with improvement in serum liver tests but did not improve survival, and was
associated with higher rates of serious ad liver

compared to placebo.

DRUG INTERACTIONS

Bile acid sequestering agents such as cholestyramine and colestipol may mlerfere wnh the
action of Ursochol 250 mg capsules ( by reducing d
antacids have been shown to adsorb bile acids in vitro and may be expected to |n(eriere with
Ursochol 250 mg in the same manner as the bile acid sequestering agents. Estrogens, oral
contraceptives and clofibrate (and perhaps other lipid-lowering drugs) increase hepatic
cholesterol secretion, and encourage cholesterol galstone formation and hence may
counteractthe effectiveness of Ursochol 250 mg.

Fertilit
In two 24-month oral carcinogenicity studies in mice, ursodiol at doses up to 1.000 mg/kg/day
(3.000 mg / m’/ day) was not tumorigenic. Based on body surface area, for a 50 kg person of
average height (1.46 m body surface area). This dose represents 5.4 times the recommended
maximum dlinical dose of 15 mg / kg /day (555 mg /m’ Iday)
In atwo-year oral carcinogenicity study in Fischer 344 rats, ursodiol at doses up to 300 mg /m’ /
day (1.800 mg / kg / day. 3.2 times the recommended maximum human dose based on body
surface area) was not tumorigenic. In a life-span (126-138 weeks) oral carcinogenicity study,
Sprague-Dawley rats were treated with doses of 33 to 300 mg/kg/day, 0.4 to 3.2 times the
recommended maximum human dose based on body surface area. Ursodiol produced a
significantly (P < 0.5. Fisher's exact test) increased incidence of pheochromocytomas of the
adrenal medullain females of the highest dose group.
In 103-week ursodiol, doses up to
250 mg/ kg  dayin mice and 500 g kg / day in rats did not produce any tumors. In a 78 -week
rat study intrarectal instillation of lithocholic acid (1 mg / kg / day) for 13 months did not produce
colorectaltumors.
Atumor-p g ef it i fierasingl
of aknown carcinogen N-methyl-N-nitro-N-nitrosoguanidine. On Ihe other hand, in a 32 -week
rat study, ursud\ul at a daily dose of 240 mglkg (1.440 mg / m’, 2 6 l\mes the maximum

ursodiol passes into the colon where it is mosty 7- dehydroxylated to mhochohc acid. Some
ursodiol henodiol (CDCA) viaa Ch | al

7 id. The bol d
the feces. A small pomon of lithocholic is reabsorbed, conjugated in the liver wum Glycine, or
Taurine and sulfated at the 3 position. The resulting sulfated lithocholic acid conjugates are
excreted in bile and then lost in feces. Lithocholic acid, when administered chronically to
animals, causes cholestatic liver injury that may lead to death from liver failure in certain
species unable to form sulfate conjugates. Ursodiol is 7- dehydroxyla(ed more slow\y lhan
chenodiol. For equimolar doses of ursodiol and chenodiol, steady

based on body
effect of another known carcinogen azoxymethane.

Ursodiol was not genotoxic in the Ames test, the mouse lymphoma cell(L5178Y.TK+/-) forward
mutation test, the human lymphocyte sister chromatid exchange test, the mouse
spermatogonia chromosome aberration test, the Chinese hamster micronucleus test and the
Chi berration te:

Ursodiol at oral doses of up to 2.700 mg / kg / day (16.200 mg / m’ / day, 29 times the
recommended maximum human dose based on body surface areas) was found to have no
effect male and femalerats

in biliary bile acids are lower during ursodiol administration than with chenodiol
administration Humans and chimpanzees can sulfate lithocholic acid. Although liver injury has
not been associated with ursodiol therapy a reduced capacity to sulfate may exist in some
individuals.| st has not yet been clearly
be extremely rare, given the several thousand patient - years of clinical experience with
ursodiol.In healthy subjects, at least 70% of ursodiol (unconjugated) is bound to plasma
protein. No information is available on the binding of conjugated ursodiol to plasma protein in
hea\(hy subjects or primary biliary cirrhosis (PEC) patients. Its volume of distribution has not
d, butis expected to be small since the drug is mostly distributed in the bile and
smal intestine. Ursodiol is excreted primarily in the feces. With treatment, urinary excretion

increases, but remains less than 1% except in holestatic liver disease. D
administration of ursodiol, it becomes a major biliary and plasma bile acid. At a chronic dose of
13to15mg/kg/day, 0-50% of biliary and

CLINICAL STUDIES
AU. S. multicenter, randomized, double - blind, placebo - controlled study was conducted to
of tad f13to 15 mg/kg/day, administered in 3
ur 4 dlvwded dnses in 180 pal\ems with PBC (78% received QID dosage). Upon completion of
pen-label active
Treatment failure, the main efficacy end point measured during this study. was defined as
death, need for liver transplantation,histological progression by two stages or to cirrhosis,
development of varices, ascites or encephalopathy, marked worsening of fatigue or pruritus,
inability to tolerate the drug, doubling of treatment failure was significantly reduced in the
ursodiol group (n =89) as compared to the placebo group (n = 91).Time to treatment failure was
also significantly delayed in the ursodiol treated group regardless of either histological stage or
baseline bilirubin levels (> 1.8 or < 1.8 mg /di). Using a definition of treatment failure which
excluded doubling of serum bll\rubm and volumary withdrawal, time to treatment failure was
delayed in th with placebo, treatment with ursodiol
resulted in a significant improvement in the following serum hepatic biochemistries when
compared to baseline: total bilirubin, SGOT, Alkaline phosphatase and Ig M. A second study
conducted in Canada randomized 222 PBC patients to ursodiol, 14 mg / kg / day or placebo,
administered as a once daily dose in a double - blind manner during a two-year period. At two
years, a statistically significant difference between the two treatments, in favor of ursodiol, was
demonstrated in the following: reduction in the proportion of patients exhibiting a more than
50% increase in serum bilirubin: median percent decrease in bilirubin, transaminases and
alkaline phosphatase: incidence of treatment failure. and time to treatment failure. The
definition of treatment failure included: discontinuing the study for any reason: a total serum
bilirubin level greater than or equal to 1.5 mg/ dl or increasing to a level equal to or greater than
two times the baseline level: and th of ascites or Evaluation of
patients at 4 years orlonger was inadequate due to the high drop out rate and small number of
patients. Therefore, death, need for liver transplantation, histological progression by two
staged or to cirrhosi /arices, ascites or marked
fatigue or pruritus, inability to tolerate the drug, doubling of serum bilirubin and voluntary
withdrawal were not assessed.
Arandomized, two period crossover study in fifty PBC patients compared efficacy of (ursodiol)
in BID (two) versus QID (four) divided dosing schedules in 50 patients for 6 months in each
crossover period. Mean percent changes from baseline in liver test results and Mayo risk score
(n = 46) and serum enrichment with UDCA (n = 34) were not statistically significant with any
dosage atany time interval.
This study demonstrated that UDCA (13 to 15 mg / kg / day) given BID is equally effective to
UDCA given QID. In addition ursodiol was given as a single (once daily) versus TID (three)
dosing schedules in 10 patients. Due to the Small number of patients in this arm of the study, it
was not possible to conduct .
INDICATIONS AND USAGE
Ursochol 250 mg ursodiol capsules (micronized) are indicated for the treatment of patients
with primary biliary cirthosis.

CCONTRAINDICATIONS

, itivit diol or any of th the formulation.
WARNING AND PRECAUTIONS

-Improved serum liver tests do not al ithi dliver 3
Continue monitoring of GGT, alkalir \ST, ALT and bilirudi y month for three
months after start of therapy, and every six months thereafter.

- Treatment should b e level of

- Long term use of doses exceeding the recommended dose of ursodiol (i.e 13-15mg/kg/d.)

gnancy, y yB
Teratology have by pregnanl d pto2.000mg/kg/day
(|2 000 mg / m¥ day, 22 times the recommended maximum human dose based on body
din pregnant I doses up to 300 mg kg / day (3600 mg / m day, 7
times the recommended maximum human dose based on body surface area) and have
toursodiol.
There are no adequate or well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should be used
during pregnancy onlyif clearly needed.
Nursing Mothers
Itis not| ursodiol is excreted
human milk, caution should be exercised when ursochol 250 mg is admlmstered to anursing
mother.
Pediatric Use The safety and effectiveness of ursochol 250 mg in pediatric patients have not
been established.

B yd din

ADVERSE EVENTS (AEs)
he
VISITAT AT20MONTHS
UDCA [Placebo] UDCA [Placebo|
n%) | n(%) | n(%) | n()

Diarrhea 1(1.32)| —

Elevated creatinine - [10132)| —

Elevated blood glucose | 1(1.18)| — |1(1.32)] —

leukopenia - |2(263)| -

Peptic ulcer - |1(132)| -

Skin rash - (288 —

Note: Those AEs occurring at the same or the higher incidence in the placebo as in the UDCA
group have been deleted from this table (this includes diarrhea and thrombocytopenia at 12
months, nausealvomiting, fever and other toxicity).

UDCA= Ursodeoxycholic acid = Ursodiol

Inarandomized, cross-over study in sixty PBC patients, four patients (6.7%) experienced one
serious adverse event each (diabetes mellitus, cyst and breast neoplasm (experienced by two
patients)). No deaths occurred in the study. Forty - three patients (43, 71%) experienced at least
one treatment-emergent adverse event (TEAES) during the study. The most common (>5%)
TEAEs were asthenia (11.7%), dyspepsia (10%), peripheral edema (8.3%), hypertension
(8.3%), nausea (8.3%), Gl disorders(5%), chest pain(5%) and pruritus(5%). Seven patients
(11.6%) reported nine events that were judged as possibly or probably related to study
medication. These nine TEAES included abdominal pain and asthenia (1patient), nausea (3
patients), dyspepsia (2 patients) and anorexia and esophagitis (1 patient each). One patient on
the BID reglmen (total dose 1000mg) withdrew due to nausea Allof these nine TEAES except

the BID regimen at | daily dose of 1000 mg or greater.

OVERDOSE

Accidental or intentional overdosage with ursodiol has not been reported. The most severe
manifestation of overdosage would likely consist of diarrhea which should be treated
symptomatically. Single oral doses of ursodiol at 10, 5, 10 g / kg in mice, rats and dogs.
respectively, were not lethal. A single oral dose of ursodiol at 1.5g / kg was lethal in hamsters.
Symptoms of acute toxicity were salivation and vomiting in dogs, and ataxia, dyspnea, ptosis,
agonal convulsions and coma in hamsters.

DOSAGE AND ADMINISTRATION

The recommended Ursochol doseis 13 - 15 mg/ kg/d. for adults with Cholestatic disease.
HOWSUPPLIED

Each Ursochol 250 mg capsule conta\ns 250 ) mg of ursodiol 1m\cmmzed) Available in two
AIIPVCstr hof 1 leaflet.

STORAGE: Storein adry place atatemperature notexceeding 30°C .

Keep medicines out of reach of children

Produced by: Medical Union Pharmaceuticals, \
P

-Sultan, Ismailia, Egypt. gu
(&

u
Issue Date: 25/9/2001, Revision Date:16/9/2013 )

LI

“I]THI

ke sl 5 g ) e A A pa ) lobima o Ul el 38, st Ll 3y
Al S 5 L 8 0 B ity J S g e S5 f 850 105050
3 0 (0 s B L 5) S8 5 il Jand g0 Sy 51 35505
058 s e a3 3 d S 0 5 e 350 e gy 50
4 gund) ina g AR Jsadl
A D e 0 el i oy G 2 Y E (530 e (il 53 P e el
{-\‘—M‘ﬂu'ﬁ‘ﬂ“‘n\uﬂmuﬁ#'»x/ Tof T ) s f S e
S 500, ¢ e yalladh i (el o Aalaa = 21, £%) Tan e a2 a8 0+ 535l
p] efe20009) o] S paa 10 {5 i oo gl Appdhal e 2l e oY
(Y G T € e el Ao ol GRS (e 530 e i 3 ol G i 0 RS
ST e el Tofpaa A ) psfeaS Yo s (e A gy e a0l 0
5 0 G5 gt (555 2 s Aol ol g o) 252 el L) )
e s 513 ) e 5 EaTle 5 Ay gl Ak ey 31 ( £ sid VA <) YA ) @55l 50n Ik
el e e Al BT Y ) 6 Geg S oS o T I TT e
USSR TIPS\ T S PUEPRY PUNENICHINGIWEL F 5 e SRV | EE L O
24 s Al il A (g S LA 51 2 e i e JE(P 0 28
el gl 85T 5ol Bl il )+ ¥ 2 i) a5 A Gl Y e all bl e pandl
Jonaoe sl o/ paSf e Yoo () ade o cileay 53 U gyl G s S 2
(o2 JAN) s ol g VA 2 i ¢ D e Bl 53 A Gas ol 4 U380 o f paS
D3 1A 803 o 522 VT 0 S e ) i LS e
£ . Qa5 oy il ey 331y i) 5 2 50
Y e a3 of el 03 a e al g sl TY Wi 2 DU e s A unli e
Aol e 1ol Ly s gl 500 Ao jall oY) 0all (3483 50 T of ) fE0 ) paS [ ane
i a3 il AV A Bl g Ao 3 355 g ) 0 (o) e
(e
1 (LB178Y, TK-+- s slaasll 338 (o jus ) Sadl L) o) ya) ie sl Fsandl litn S oo gusy o G
) A el LD £ At 0 YLD 5T A& il UDIAN dyasii 5 ikl JLERY
el 3 Ty el s 1 pall g A1 il Al Al AL a3 L)
el las LAl
) et w2 g VY e 5 g f gl e 2 5 e 3
s e Tl Ly pom gall & 520 e sl L) 2n) 58550 YA gl g ep
LO3ad Ay S5 s Al el shysaddl o asm sy
rdaad)

JRYTSUNN
S

iy b e o k5 e gl (55l S RAD ol s s 55
sl e sall oY) sl 38550 VY i) o/ i Yoo

uu,m,,\
DenfeaSf et A
S ,,.‘;»‘);J,uuy\,_‘\w_uxjyv;.u)s‘l(P_;nrx.x;\_.ujauu;.w‘..f,.m

e i e Al Y1 ) BE Y (o) o] e ) ] S T+
e o i gl il i 3 g 5 pe il Wl sl i () s Al o Tl gy
G Y el el e g Al | 8IS 3 i el g 5 R il
550 el L Ball 13 1080wl Ay 800 A Lt A 8 Ll ) ganl) Juclitlly Ailetl)
Aliladala s S Lty S Jaad

1l gl

ol (g6 58 R 1 e el s Y 5 580 Gl (e g g ) IS L3 Uy
S eyl il sall ) 8 e 3020 ) A 5 a3 s )

QUL i) o2

JALYI (o (g gall e 058 gy of A5l ol 505 250
Aol el ol e 0] A indla 8 D sl B I el il sAalal) 091
tan ) il Jasidy

e YE smad) D) a3l dgalad oY)
) S | aprd gmen [ et S [ sl
WS sy S sy
(i i) 23 | (s i) sand | (i 2t) 3| (s 2 s

- ) - - ey

- ANAA) - - o ol S gl )

- Y (0.7Y) - Y (0,0A) P S sl gl

= Y (YY) - Lol S S) i

- v (YY) - - Tpangl) da il

= Y () = — Galad il

il el ) i g 5 anas Ausli) Apiladl JOY) B sae 5 Alisale

il y Jle) Jais 1385 ) Jsaadl 138 e S (oS5l (5350550 Ao gana (LS

(AN Sad s and (G [ D el VY se 2 Basedd

s = S a8l G35 s

OIS BN (5 el palill g (a1 e RS Al e e eyl A A 0 DA e
Al ol s s S i ya ) 8yl sl SOV sl e 0l (%7,V ) (a e anJf il
D s IS5 205 3 U i s Jona g (((om sl €Y 38 (30 sl le) 5200 (o s
558 ) sl ol 3l G A2 Aol I (o e B e (%£T.Y)) (ol e (y5ms 5
e (%) 1Y) Al 2 puasall (% © <) Ml e BB Lo spd SSYI Dpulad) BN iy A )
0 ki i g o sall (50 (%0, T) B Bl gun pal g (%) ) png) i 5 guin
el el tin sl (a (%0) g S il ¢ guin sall o (%A ¥) GRS ¢ im sall 0a (%A.Y)
sl a8 T (%)), 1) o se R a8 5 pum sl (0 (%0) ASall ¢ o sl 30 (%)
e A Rl Al A B i iy 50 Sy a5 f il (30 f (a0 e
y»uﬂfuﬂs,“wmmafxzx“ata,»uw,fwwmnm”wmﬂzw
S5 ) e e s D B 2 e )
LTl e+ oy ) g e e s 8 o 550 ey g
Fayde sa s La s 04 o R ool 5 yal) gl ey 7 Mall (o 5200 Ruilad V) B ian
LS e e alSRE
the jalib

el a2l 55 0 i el Ui G s J 0 g (05353 ke A 045 i s
Ut pm8anl g 2 il e ol (5 ) ol Allan o 530 ey 55130 e jall b5
il Ayl S L Binaa 50 e OIS 5 o5l 5 0l S 3 paS f an + 5 )+ ilS
a e el A Al ad s B ) 3 ad e paS [ pa 1,0 A5 A o gy (e Baal Sl
el iy il b Baim s e ) el 5 OO g el 855 b i ) sl e
L ) el i st 5 il ol

JJNU‘&»“

o] oS e 12 7T i) 348 0 s i s o sl Bl 315

: gkl g8

¥ 50 Qg m e Y0+ e 58 guagf o iBn A€ S i3

A 5 S 5 N € )+ L 0S5 sl fome )

FNoT 3oy il (S s 1 3830

HEITWARMECIT )
an— ke Loyl — el |
) YOAY J3 VT sanl a5 Yoo VYO 1 aaYl g 6

d ‘ 150225079015
EXTPY

saladl) 4l
fle A S s i

e Yo LIS (S 52 g f e
ihasl
il A S B e aa Yo IS g A5
e 5k el el e (b S S 5335 e ) e siip ) 2 DS p0dd
S jand 5 5 S Sy ] p e A1) jheal (35 ks s 3 g sall g il S5
s ALE &) sl Sl G G ) 4 e A e dimag |8l pand ) jaall
(s sl gl g o5 5 IS (A g 0l 521 D (sl LS a5 (A S gl (A sy
Lol b A S ey 3
Allad sl 3 s
3 (5 S 5 )0 A+ i o 3 o Sl
(s = 12— o) pam Ssllea JS o5 S
_g,..s‘_»)w‘.)s(,h_um,“_..syu i

() ) 5208 i)«

b s o st a8 il S (WS (oSl 5350 LM)Jy-,wu‘ g
DA e I3 g ol Al _).a\mu\,.L,.mé)hugu,\_.;._.,(%o:\v»)u\...\n@wv,n
%0+ Y sm iy (520 RSl lanl] g g f g
J,,;,_.qu).u A 3035 Jland 50 Ji 20 ial el 822500 5 die 5 4 el el e B lld g
DA pa A elaal b g2 smn ) f S B i ) sinal) Gangy (o) J Gpdla go
gl ey 1 e o (G (a3 ol o S5 o2 L (s A Bl )
Jada paiadd i g gy pay5 S Jala 4l 5 5 Analuaial j
G 3 ) S8 5 e ) eV S 53 o 3 0 a3 e 5 i 350
= S by e (S Sl 52 8) dsmsS A »udww»‘uau:(wb-&‘u‘»—&\
LS Sl s IV Jin el ol S Ll S i ¥

& Oy LSS e e e a el shasy S s Ol
A S 8y S e Sy 50 RIS 58 s
S i sa el sl

RPN ,.&,,a);_,xu,s}mwLuwew@au\,éuﬁvv&@u_@_u,s,u_,m
= 5 gl e g i S0 3l IS5 oS 08 g T A 538 2D eyl 0
J,n)»u‘ O dyshadialisan gl 3 e pall Al J 0 5 e ian aa U JC5 gty 02 ¥
51 8 il 2 5l a8 € ] imanT ) A S e (55 S5
3 Com ol LS A e 6 S 5 Siall Jiload g L0 (S 2 53 Ul e i g
S s A € Y S 2 s Ly
g “JJL‘—'\]L——\@“\‘ a0y 24 Y 5 galy Sy il 138 i S o 13 (30 0 ) e
Al g 5 plalat e Bl ) m e poin yall YT iy Bilaial Tl 5
umuupm,.iju)mmm”mj,uy).wwAv I e dad elanall (alaiS
el (o 8l el ) ala 1 (L SO i e Rl g g S5 B
I g 5 il o il (58 o g8 sl (05 05 A0 s 2 o 5 5 )
ol S 5 3l s 5 (1 A (B3 5l e S AR ol el jiall JlinS
S 5 il 3580 el B 3 L %00 (0 iy 35 005

Ly e s (i (5 3l inm e ) (i) S Iy I e Jlind 0 sl DS
sl IS a ] paS ] paa Ve Y Gl Al Al e sl S s Ru g e
A haal Lo U (man 5 il Gmaal) 0% ¢

(JEWP
el el 5350 ) 5t im0 539 e e 533 ¥ Sl
JoaSf e 10 =Y ae e aulilal i WL S S 'Ar«):‘.mdwaawm‘;«y‘
BN )l g o 0y sl e VA o i e g £ ¥ YA asille] i g
0 g0 s g 23R seml) g3l el L s (i Sl ) LA VA)

ZU15 <yl d ) A L 5 g il Sl
S LNy Nl 5y 2 S G il il 5 O

Ay 5 Sl Ji il
Cn e el g 2 el 55 )

el Jen e a1 2l i a) e 83 8 e 3 sl Fan 0 20 oy Lesd i
3 ) ol B 8 8 s Jaee s A ppnal 32 3a Anladll (a (ele 2as5 ¢ e sl lani
sl

i) e a0 il 5 5 ma pa AS Lnsse iy 30 ) g g A samal il S
5 e panall b sl Sy Shall b B2 o5 Lind aliy (e ) e gl )

Jona VA Z VA <)oy il 53U IS S Al Byl R 53 i s
(s

Lo ale JC8 Jal o sl a1 g alad) Joma el S50 (53 Mhal) (L6 o sl 2300
i 3l e 5 et el e a2y 5o e panal Byl 230l J28 0
IS i e 2520 Ly 5 i i UisasS el 0 520 Jonal 3 s (oS 0 e f
ol e lal 5 S il 55 padl) sl € f il o) a5

A 5.9 i) D 50 e 0 YV Ga e i Sl 138 A0 Ad 2o ol 6
Lagiaalyie s Jil 8 ool S o/ aaS faaa ¢ dlide o Jsu f peithels
O fla sl AND S 3 i an o el \.‘.y\».,_,ylc\jh‘_,icg,g.\\«,\,aﬂw,u
_.,L\u‘\_,d,@v«_.&f_ﬂm\ I s B g g o u;P\_NHu(mA‘LA Sl
il S ) 5 G ) (3 s Gl 1 bl e 50 %02+ 0 SSTRAL S
et Y A ) el 8 5oy 5 Skl i g Skl e s S s 5 )
5 na 5 a3 1 lwsd [ ana 1,0 (s sl f (30 SV sl S SIS 5 sl
it gl IS L D i) 9 5 D 5. 0 30 S
L5 gl s o Iy (i yall 20 A i sl el ol 5y 2 S
3 LR gl ety 3 S RNl il e DU (e el ol 280 e 5 )
Ot el oo e Lma 5l Jlaia) e 550 ) i 35 ol fam 0 80 antll Lol )
<5 sl ey
Aelind ;_é\-\la\“j}')“l‘cﬂd’fﬁwu‘“ﬂﬁﬁf)\iu‘y&i—)‘lg\zﬂi‘“‘)—\.@
0m O G g2 e o) (3 Sle s ) Qe o) (B 0 2 S DS e e
%mu&nmu\,mu\,ﬂm,m@ugg Sm Al ol 3 8 e A5 8 S 3 setf T 5aal
oty (e €3 baaie Ay ) e (e Bt shadll s G sl a1 sl iliielas
il o fsaal 3 (e T uu.a.Lng)_u,s_:_sJ\j;,__u\‘)m?\_‘..u_j..ﬂn
S 53 5 e g o Al o3 i f 385 ALalis 5T b e ey s e il
(U830 ) 52t de 28 I pai )l elhae) 3els e 5 e ol (3 ja g f ool (I el S
Sl 53 el pall o3 (8 oin jal) ste A A g guin pal) 3o ) Jghand Gy e 25 Jide
L0 sanal (s Aflmal i fia tie Jondl) (a
i) 81 53
Sl alill (a3l el e () DS s Y smaS J
slaria) ol 54
NEFE NP LTSI I 1§ RYWEY JOICTAY.E WA I E W )
ALY g i it
T g - S0 Byl Al (8 el L s Y L SO0 S0 iy 3 I LS (8 Cpmen —
»JJ;A-.‘)@,.\‘\.MJS,(M\ i N s 34 s

P “.g\_.\.;).»_.u,.ﬂ._u)wtux U e il g

OIS (] p2S ] g VOV Y) i sty 1 (Lot (o sl 5305 e g2l o plasiay) =
Sl 38 e il 558 (et ) 5232 o140 Lo U 30 Sy 3 S ES) (i G i pnma
i (2 g 5 3l g Lo L) 5020 Aaslal e (e el Y s Lsmnma 1S 5
a3l
A gal) e i)
08 IS gl Jae g SIS s il 50 5 (el i o€ 1) Gnenl ALaldl S 5

g

REES

IIJlIJJJ




