) NOVARTIS

2012y

,11/729) TI/NPYY ,1/T293 TI/RO

Voltaren 100 mg S.R. : 10

: IN2N PNNNY HNIWI DWW NTIAY PYWONN
Anti-rheumatic, anti-inflammatory, analgesic.

diclofenac sodium 100 mg 19991 15900

1979 VNAAY X9, MINIIN TIVN 7Y VIVINY NITIY NTIIY PYINN S DIN5YN
{ODPL NP WHYN ANFP ,LDPL NIDIN WHYN dNNN 1P)

NI oy

:PYDI ONPOIN

1. Trade name-efthe-medicinal-product
VOLTAREN® SR-100 mg_ SR

2. QualitativeDescription and guantitative-composition

Active substance(s)

Active moiety

Diclofenac
3——Pharmaceutical form
Film-coated-tablet:
ListofeExcipients

'I” ;I. . I - I

:PYDA PPN

3. 41— Therapeutic-ilndications
4. 42 Posology-and-method-ofDosage and administration

AdultsGeneral Target population

Where the symptoms are most pronounced during the night or in the morning, Voltaren prolonged-release 75-mg
and-100 mg should preferably be taken in the evening.

Special populations

Children-and-adelescentsPediatrics

Because of their dosage strength, Voltaren prolonged-release tablets 75—-mg-and-100 mg are not suitable for
children and adolescents.

Geriatrics (Patients aged 65 or above)

No adjustment of the starting dose is required for elderly patients (see section 6 Warnings and precautions).

Renal impairment

No adjustment of the starting dose is required for renally impaired patients (see section 6 Warnings and

precautions).

Hepatic impairment
No adjustment of the starting dose is required for hepatically impaired patients (see section 6 Warnings and

precautions).

Method of administration
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5. 43—Contraindications

e  Active gastric or intestinal ulcer, bleeding or perforation_(see sections 6 Warnings and precautions and 7
Adverse drug reaction).

e  Last trimester of pregnancy (see section 4.69 WOCBP, Ppregnancy, and-tactationbreast-feeding and fertility).
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e  Severe hepatic renal and cardiac failure (see section 4:46 Specialw\Warnings and speeial-precautions—for
use).

e  The treatment of perioperative pain in the setting of coronary artery bypass graft (CABG) surgery (see
section 6 Warnings and precautions)

e  Like other non-steroidal anti-inflammatory drugs (NSAIDs), Voltaren -is also contraindicated in patients in
whom attacks of asthma, urticaria, or acute rhinitis are precipitated by acetylsalicylic acid or other NSAIDs
(see sections 6 Warnings and precautions and 7 Adverse drug reactions).
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6. 4-4—SpecialwWarnings and precautions-feruse

Warnings

Gastrointestinal effects

As with all NSAIDs, including diclofenac, close medical surveillance is imperative and particular caution should be
exerciszed when prescribing Voltaren in patients with symptoms indicative of gastrointestinal (GI) disorders or with a
history suggestive of gastric or intestinal ulceration, bleeding or perforation (see section 4-87 Undesirable-effectsAdverse
drug reactions). The risk of Gl bleeding is higher with increasing NSAID doses and in patients with a history of ulcer,
particularly if complicated with haemorrhage or perforation and in the elderly.

Other factors that increase the risk for Gl bleeding in patients treated with NSAIDs include smoking and the use of alcohol.

Patients with a history of Gl toxicity, particularly the elderly, should report any unusual abdominal symptoms (especially
Gl bleeding). Caution is recommended in patients receiving concomitant medications which could increase the risk of
ulceration or bleeding, such as systemic corticosteroids, anticoagulants, anti-platelet agents or selective serotonin-reuptake
inhibitors (see section 4:58 Interactions-with-othermedicinalproducts-and-otherforms-of-interaction).

Close medical surveillance and caution should also be exerciszed in patients with ulcerative colitis or Crohn’s disease, as
their condition may be exacerbated (see section-4-8-Undesirable-effects7 Adverse drug reactions).

Skin reactions

Serious skin reactions, some of them fatal, including exfoliative dermatitis, Stevens-Johnson syndrome and toxic epidermal
necrolysis, have been reported very rarely in association with the use of NSAIDs, including Voltaren (see section-4-8
Undesirable-effects7 Adverse drug reactions).

General

Renal effects

As fluid retention and eedema have been reported in association with NSAID therapy, including diclofenac, particular
caution is called for in patients with impaired cardiac or renal function, history of hypertension, the elderly, patients
receiving concomitant treatment with diuretics or medicinal products that can significantly impact renal function, and in
those patients with substantial extracellular volume depletion from any cause, e.g. before or after major surgery (see section
4.35 Contraindications).

Cardiovascular effects

Treatment with NSAIDs including diclofenac, particularly at high dose and in long term, may be associated with a small
increased risk of serious cardiovascular thrombotic events (including myocardial infarction and stroke). To minimize the
potential risk of an adverse cardiovascular event in patients taking a NSAID, especially in those with cardiovascular risk
factors, the lowest effective dose should be used for the shortest possible duration.

Two large, controlled, clinical trials of a COX-2 selective NSAID for the treatment of pain in the first 10-14 days following
CABG surgery found an increased incidence of myocardial infarction and stroke (see 5 Contraindications).

Geriatrics

i.r;teractions with NSAIDs
The concomitant use of Voltaren Wlth systemic NSAlDS mcludlng cyclooxygenase -2 selectlve |nh|b|tors should be
avoided due to_the , 3 , 3 additive-undesirable

Special excipients

Masking signs of infections
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7. 48—UndesirableeffectsAdverse drug reactions

Tabulated summary of adverse drug reactions

Adverse drug reactions from clinical trials and/or spontaneous or literature cases (Table 7-1) are listed
by MedDRA system organ class. Within each system organ class, the adverse drug reactions are
ranked under-heading-of-by frequency, with the most frequent reactions first.; Within each frequency
grouping, adverse drug reactions are presented in order of decreasing seriousness. In addition, the
corresponding frequency category for each adverse drug reaction is based onusing the following
convention_(CIOMS IlI): very common (>1/10); common (= 1/100, < 1/10); uncommon (= 1/1,000, <

1/100); rare (= 1/10,000, < 1/1,000); very rare (< 1/10,000),-ircluding-isolated-reports.

Table 7-1 Adverse drug reactions

Blood and lymphatic system disorders

Very rare: Thrombocytopenia, leukopenia, anaemia (including haemolytic

and aplastic anaemia), agranulocytosis

Immune system disorders
Very rare: Angioneudrotic-Angiooedema (including face eedema).

Nervous system disorders

Very rare: Paraesthesia, memory impairment, convulsion, anxiety, tremor,

aseptie-meningitis_aseptic, taste-disturbancesdysgeusia,
cerebrovascular accident.

Eye disorders

Very rare: Visual-disturbanee impairment, vision blurred, diplopia.
Respiratory, thoracic and mediastinal disorders
Rare: Asthma (including dyspneea)
Gastrointestinal disorders
Common: Nausea, vomiting, diarrheea, dyspepsia, abdominal pain,
flatulence, anorexiadecreased apetite.
Rare: Gastritis-, gastrointestinal haemorrhage, haematemesis,

diarrheea haemorrhagic, melaena, gastrointestinal ulcer (with or

without bleeding or perforation).

Very rare: Colitis (including haemorrhagic colitis and exacerbation of
ulcerative colitis or Crohn's disease), constipation, stomatitis,
glossitis, eesophageal disorder, intestinal diaphragm

diseasediaphragm-like-intestinal-strictures, pancreatitis.

Hepatobiliary disorders

Very rare: FulminanthHepatitis_fulminant, hepatic necrosis, hepatic failure.

Skin and subcutaneous tissue disorders

Very rare: BDermatitis bullous eruptions, eczema, erythema, erythema
multiforme, Stevens-Johnson syndrome, toxic epidermal
necrolysis (Lyell's syndrome), dermatitis exfoliative, loss-of
hairalopecia, photosensitivity reaction, purpura, Henoch-

Schonlein purpuraallergic-purpura, pruritus.

Renal and urinary disorders

Very rare: AcuterRenal failure_acute, haematuria, proteinuria, nephrotic
syndrome, tubulointerstitial nephritis, renal papillary necrosis

General disorders and administration site conditions
Rare: OeEdema.
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8. 4.5 —Interactions-with-ethermedicinal-preducts-and-otherforms-of-interaction

Observed interactions to be considered
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Potent CYP2C9 inhibitors: Caution is recommended when co-prescribing diclofenac with potent CYP2C9 inhibitors (such
as suHfinpyrazone-and-voriconazole), which could result in a significant increase in peak plasma concentrations and
exposure to diclofenac due to inhibition of diclofenac metabolism.

Diuretics and antihypertensive agents: Like other NSAIDs, concomitant use of diclofenac with diuretics or
antihypertensive agents (e.g. beta-blockers, angiotensin converting enzyme (ACE) inhibitors) may cause a decrease in their
antihypertensive effect. Therefore, the combination should be administered with caution and patients, especially the elderly,
should have their blood pressure periodically monitored. Patients should be adequately hydrated and consideration should
be given to monitoring of renal function after initiation of concomitant therapy and periodically thereafter, particularly for

diuretics and ACE |nh|b|tors due to the increased rlsk of nephrotoxmty— Concomitant-treatment-with-petassivm-sparing

sectlon 446 Speeral—wWarmngs and precautlonsie{—use)

Druqs known to cause hyperkalemia: Concomitant treatment with potassium-sparing diuretics, ciclosporin, tacrolimus or
trimethoprim may be associated with increased serum potassium levels, which should therefore be monitored frequently
(see section 6 Warnings and precautions.

Anticipated interactions to be considered

Other NSAIDs and corticosteroids: Concomitant administration of diclofenac and other systemic NSAIDs or
corticosteroids may increase the frequency of gastrointestinal undesirable effects (see section 4-46 Specialw\Warnings and
precautions-for-use).

Anticoagulants and anti-platelet agents: Caution is recommended since concomitant administration could increase the risk
of bleeding (see section 4:46 SpeciabwWarnings and special precautions-fer-use). Although clinical investigations do not
appear to indicate that diclofenac affects the action of anticoagulants, there are isolated reports of an increased risk of
haemorrhage in patients receiving diclofenac and anticoagulants concomitantly. Close monitoring of such patients is
therefore recommended.

Selective serotonin reuptake inhibitors (SSRIs): Concomitant administration of systemic NSAIDs, including diclofenac,
and SSRIs may increase the risk of gastrointestinal bleeding (see section 4:46 Specialw\Warnings and special-precautions
foruse).

Antidiabetics: Clinical studies have shown that diclofenac can be given together with oral antidiabetic agents without
influencing their clinical effect. However, there have been isolated reports of both hypoglycaemic and hyperglycaemic
effects necessitating changes in the dosage of the antidiabetic agents during treatment with diclofenac. For this reason,
monitoring of the blood glucose level is recommended as a precautionary measure during concomitant therapy.
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9. 4.6—Women of child bearing potential, Ppregnancy, and-lactationbreast-feeding and fertility

Women of child-bearing potential

There are no data to suggest any recommendations for women of child-bearing potential.

Pregnancy

There are insufficient data on Fthe use of diclofenac in pregnant women-has-not-been-studied. Therefore, Voltaren should
not be used during the first two trimesters of pregnancy unless the petentialexpected benefits to the mother outweights the
risks to the feetus. As with other NSAIDs, use of diclofenac during the third trimester of pregnancy is contraindicated
owing to the possibility of uterine inertia and/or premature closure of the ductus arteriosus (see section 4:35

Contralndlcatlons and 13 Non- cllnlcal safetv data) Mmﬂs%e&hmneﬁhew&anyd#eeﬁye#mweeﬂy—hﬁmm

sa#e%y—data)f
LactationBreast-feeding
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10. 4.9-Overdosge

Symptoms

There is no typical clinical picture resulting from diclofenac overdosage. Overdosage can cause symptoms such as
vomiting, gastrointestinal haemorrhage, diarrheea, dizziness, tinnitus or convulsions. In the event of significant poisoning,
acute renal failure and liver damage are possible.

Therapeutic measures

Special measures such as forced diuresis, dialysis, or haemoperfusion are probably of no help in eliminating NSAIDs,
including diclofenac, -due to the high protein binding and extensive metabolism.
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11. 5 Pharmacological-propertiesClinical pharmacology

Pharmacotherapeutic group, ATC:

Mechanism of action_(NOA)

Eharmacodynamicgeﬂeets (PD)

In rheumatic diseases, the anti-inflammatory and analgesic properties of diclofenac elicit a clinical response
characteriszed by marked relief from signs and symptoms such as pain at rest, pain on movement, morning
stiffness, and swelling of the joints, as well as by an improvement in function.

The possibility of prescribing the medicinal product in a single daily dose considerably simplifies long-term
treatment and helps to avoid the possibility of dosage errors.

52— Pharmacokinetics-properties (PK)
Absorption

Mean peak concentrations of 0.5 micrograms/mL er-8-4-microgramstmi—(1.6 er125-micro mol/L) are reached on
average 4 hours after ingestion of a prolonged-release tablet of 100 mg e~75-mg.

On the other hand, mean plasma concentrations of 13 ng/mL (40 nmol/L) can be recorded at 24 hours {16-heurs)
after administration of Voltaren prolonged-release tablets 100 mg-(#5-mg). Fhe-amount-absorbed-istHnearlyrelated
to-the-dose-strength-

Trough concentrations are around 22 ng/mL er25-ng/mbL—(70 nmol/L er86-nmel/L) during treatment with
Voltaren prolonged-release tablets 100 mg once daily-er75-mg-twice-daihy.

Distribution

Diclofenac enters the synovial fluid, where maximum concentrations are measured 2 to4 hours after peak plasma
values have been reachedattained. The apparent half-life for elimination from the synovial fluid is 3 to 6 hours.
Two hours after reaching peak plasma valueslevels, concentrations of the active substance are already higher in the
synovial fluid than in the plasma, and they remain higher for up to 12 hours.

Diclofenac was detected in a low concentration (100 ng/mL) in breast milk in one nursing mother. The estimated
amount ingested by an infant consuming breast milk is equivalent to a 0.03 mg/kg/day dose.
Biotransformation/metabolism

Linearity/non-linearity

Characteristicsin-patientsSpecial populations

.. At a creatinine clearance of <less than 10 mL/min, the calculated steady-state plasma levels of the hydroxy
metabolites are about 4 times higher than in normal subjects. However, the metabolites are ultimately cleared
through the bile.

:PYD NAOIN
12. Clinical studies
Voltaren is a well established product.
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13. 53-PreNon-clinical safety data

. In standard preclinical animal studies, Fthere was no evidence that diclofenac had a teratogenic potential in
mice, rats or rabbits.
Diclofenac had no influence on the fertility of parent animals in rats. Except for minimal fetal effects at maternally
toxic doses, Fthe prenatal, perinatal and postnatal development of the offspring was not affected.
Administration of NSAIDs (including diclofenac) inhibited ovulation in the rabbit and implantation and placentation in the
rat, and led to premature closure of the ductus arteriosus in the pregnant rat. Maternally toxic doses of diclofenac were
associated with dystocia, prolonged gestation, decreased fetal survival, and intrauterine growth retardation in rats. The
slight effects of diclofenac on reproduction parameters and delivery as well as constriction of the ductus arteriosus in utero
are pharmacologic consequences of this class of prostaglandin synthesis inhibitors (see sections 5 Contraindications and 9
WOCBP, pregnancy, breast-feeding and fertility).

14. 6—Pharmaceutical partietdarsinformation
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19985 oy

: PYDI NODIN

LIPNIDY MDY

PITY NPNINND (DI TIZIVDINY) MANPIINN NN NY I DY BIR-FIHIHIAND) MNA) D ,NPYT OV DMV DY PN I0ON
.DINY IN ANDY MNPINVD BHBIHMDIDN DY NYIWN 1Y PX .DINY AN

oW ROMY /NI 0 NDRWI 1T NN TN IN JIVIN DY NN 19IN 22D MONRY T2 ¥ ON

: Y01 MADIM OMNPIN

195WH5Na WNRNWNY PN NN
P20 IN PNINND YWIOYA PN TON DNFUNRSASIRIOURRUAOIN_ e
AR UORUAS-PN

)oY NPNNA DIWANNIN NAINM 1295791 THND IN PRINIPITY (A1 MY N/9¥2) NAYIYN T»1N ON °
MNY NNIYIN ININD DT : NPND DXD1D DNDIDN 212N NIIWNI AP N DTN N/Y2I0 THN DN °
DPYN MINNY MDD YA TIND WHNWND PN .

SN R-AIR-ON-V5SANOR SR 19091 NNPY »an ToW XN NN /YT TOYN 52933550090 1IN DIPH DN

: PYDI NADIM NN

:999°07 NYNNN 95 XD \WPNY YDaN NN YNNYNY PN

.13 119V MYANIN NPYION NPNINNHN MNY NPNY MDY 1D KX MIXIN DI INN M DIPYY ¥

DN IION QN NPIT) NNYN NNTP IN INNDN TY ¥ OX

INNY NN IN TV NN ON NYVIND IN TNNY IRIY IN DINYT, N3P 2> 11D D1V NIIYNI NPYIFIYI T 1N DY IN DN
.12y2 NYNPYTOIVIN MNIN NIOV)

.(Crohn's disease )7 >yna np>7 N, (Lulcerative colitis) oxn syna npbT 15 v DX

.[Porphyria] 7729719 X1P)1_7292 7 230 9915 DTN NIWNIMINK MYIDNNIN DT MYIONN 1/92I0 79N DX

SR 190590 0513 299 7Y XD NN /YT, TPYY DIIN 1IN DIPN DN

1 PYoI PPN
175w 0y Q1N 1N Y NINN WAYN PN
.19)79NN BY DINVN NAPNI DN MNPYN IN NI MNWIIN WYY XONIN NI PR

2103 NY9N W OX KIX )11 1912 SR 11091 91009 PR . TIW KON IROYT )PINT INY NIWININ IPINI NN DN @

:PYDI MADIM DINPIN
(MAIIN
LI 03PN DOYR TV ¥ DR IN 1IN NNONN NN DX SR 17091 51090 PR .J1PIND DIDNY MWIPY DIND WY IO e
0PN P32 IN 1IN TN SR 17091 NP2 TNN0N NP0 TV )IT IOV XN NI W 19 DN NIN
.22 DI90M DM PNIAN DY MYPND T2 2T OY (012X DIN,WRI IND 11D) DIN1T DY DIDOXD 1PNINY 910y IvON__ e
,199) Y2 MM NMION MIANNY DYDY NVY ,MINK NAPNPIT-HOIN MM 19D ,)I09N TIND DPTIDMIPHNI___ e

SFAPNS-FIENA-T - BRCPENOIA-RRNYTO5 -5 (NP9

LT IOV RN DX O/VT ,NZYN BININND DIPHONN TONA /YN /DN ON

Novartis Pharma Services AG 7)) N VUMD NNIND D093
Israeli Branch YNV 4930
36 Shacham St., Ramat Siv, Petach-Tikva MpPpN-NN ,2°0 NNI,36 DNV 'NI

49250 MpPN-NNA 7759 7.0

P.0.B 7759, Petach Tikva 49250, Israel 03-9229331 : DD 03-9201123 : NSOV

Tel: 972-3-9201123 Fax: 972-3-9229331



Tel: 972-3-9201123 Fax: 972-3-9229331

) NOVARTIS

IV PN NPT . DDVN TONN2 DT NPT TIWY TIVEN , DTN NN IN 19292 ,7292 NPYA YoN N/52I0 TN DN °
NNI) OV OTD N0 DN IN (PPVNMIP NNT) T2V 1P239D TIPON NN IN (MINIHNRDINIV NNI) IV 1190 TIipoON NN
DNDIN 190N IN 209NV ¥ OND VYN DTN MPXTI2 AWNNY IOV NOIN (DT NPOVI DINITN , 022D DT ONN

NN DX NIV

:PYDI MADIM DINPOIN
$1N299 12 MAND

NOYID NNTY PYY ,0NTN Y9DIM DYIN RXOY NININ 5910, NINN NN DIV DAY NT NI OX IN,NIDN NN 1/5900 THN DN
: NININ MNIAPNN MANIN 22T TNPHI,NPNNIN P2 MANNND DOV MPW-IN IN DNDD YNNY >TD 90NN

MANIN) DINIPV,PNIDITPIN ...; 9NN IN PPAON/TDINHDPVSN N¥MIN 1N ENSAIDF-MINK NPNPOT-Y0IN MNIN
NDN MPYOVPDVIN ;(INVN 29772 NPIT HYW 919901 NYIND AWNWNN NNIN) DIINNIL ; (DXDNWINZ DININ IPPYI MYUHWHN

SPOT-RUBUAFASFTRFRPOPOHE HPFPHE-NEE-MPPOPIOMN) DI NDVIFR MYNYNN-FHPISH NMNIN) NN

(0919792 51905 NWNWHN NOYIN) PRIV (DXNIVS DINBINT NIDLY NWHRYHRN N9IN) TNNPINIIRLORE-PITIW2

: PYDA NODIM DNPOIN
DIINNY MYn

NN 90 TAN YD NOY MIHDY ONNY MYOIN WINY DMWY ,SR 17091 090NN DNV ,MNINN 953 11D

SNHF-FIYRRIPNRF-FIFIZY-F LI UAIBIIPNRA-PU-INIA-RIPVEF-90R3

MIND NVINT ,NNNIND ,UNT IND (0999101 100 591 10 -5 1 12 Yy HSOUNRYIIYNT MNYY) MNIY INND MYNIN
,(NNA NIANINY DMINID) PANRN YTAIN ,D1), V2 AN ,(D12°¥2 NYINNY DNINID) DI YR WOV RPN ,NDPNIL V)
Y2 NN (DM MINNHRDINIV NHNI ,DHNTY) MPPN XY T35 MTIPON MP>TI MINNN

V2 IND L, (NINYIT DIID) DN (099191 10,000 Y91 10 -5 1 192 Yy MSWNYIAWNT NMINWY) M1 INNY MY9IN

BRSAER PRS- RIMHASY-RIPaurticarial N 79799 0)YYD) DTN NN*I9 , 7193 NYIO (NP NPYTY DIND)

DM TN OT IND IYW 1919 NN (0999101 10,000 5993 1 — 1 HHIND DY HISSWRYIAYNY NNYY) TIND 5119543 INND MYIN
D212YD) N1 WP ,JINDT , MN¥NNN 10N ([leukopenial ©35 07 NN VIWIN) DMV DT OXRN YV NIV NPT L(PVIN)
DINDISY DNYD O1YIIN MAIL IN DI TAFHII NYIND 1DIN IN NINPYSFPYSAYISH NN NP PVPD ,(NPY OITITID
DONI NI IPIY HY DIDIDIAHBYIIN NN MIYIIN ,DY0N WINI MYI9N Ty AF3R133%33-7v30R [paresthesial
D92 NPYT YV D1IPID) N2 DIYNS ,MPNY,[INNITUS] 11DV HY BNID) DIININD DIV (NI PN IYOLVIVN

DI AYNN NI NYINBIE-S ,([010SSitis] W2 NPYT YW D21ID) 1IWHA DIANDY NMINTN ,MN) ([Stomatitis]
LNOYIDN YV PNNPI V2 NYNNY DAIDID) NDIIN INKT APV MIVIYN VI T (LY NYINY BIIID) NDPY NN
[lerythema] ninTx S¥ DI19D) YN YW NNTNDL(NNIPN YW DI1DID) NN INITN ,NTIN DN ,NINT AND ,25 MPI9T
AURUS- AT I SYIFTHIYI- APAMOSUYTMFO-APHEITNANYA 0T, 70 ISPY ,(MNIPNND YV §)190) WY TN

SPW NDYIN NN YTD W 0N 19IND TOY NYAVN WN INND MYNINN 1N IN NNN ON

: PYDA DONITY
LN MDNHNN MANNN IRNG MYIN
+(D999Y01 10,000 591 10 4¥ 1 — 1 MNA Y AWSWIRYAYNT MNYY) TIND 11997 IN 11927 INND MYIIN

D0t M) 0N ; ((thrombocytopenial 070 DYDY 19N DT Y DIV MISIFNSDNIVNOD MNAN IN DT
NN, 0922 I NNYWIA D1WP ; ([agranulocytosis] mMad 0T N111792 1DNNY DXIVOID) DIIWHANN NI YANIIN ,DONON
YV D219°0) VN D91 HY 1PV MNA) (NP TNIVPIANINI TMVPIININ ,IIIN N21NY DNIIID) NNININD NN T
DTN H(DXD1D79 HY DINID) MMNY ;11132 NI H(NPVIDID NIYINNY DINID) NI IANNI NPITNV MIAYNA (NNTNPIN
TEPINT-FIFPOIBI-IIION-AIN; (NN DIIPA TPVION NPYT YV DNINID) WX AND ,AINPD ,NIPN ,0IN , AV INNN
SPEPY-THI-BTNAS AT ORI BINT-BOIWYATIN-AMIS-BY- MIMP-BO Y- 2P HIRA- PN N PWIT 792, D1 ROV
BPNINND YN 3N +H35-9PRAU-EXIPOHRATING AR RON Y- EIPOHRAINAT- RT3 - BP01NoN

NaV SV 02)1)°0) 0293 IN 019 PINY IR NYIIN 72T DY IX NYID 10N ,AYINA IDIN ,NNININD NN ,8370N)

NIV 1NV NNOPWI YR INP HPWF-BIP-RPETIY-BY8)-AYER-ONNN (DN MPYY DNINID) NYNYIA DIVP ; 0NN

(29 9PNN IN 290 IYW DVINY DIVIYID) NINA XMTI MINNY AND (2 NPPAD-INY DINID) DM1YIT) 0TI MAIT MNON)

,DIN SHE-MBIRN-HY, DM TR DIIND DN ,NNII ; (0T XNY 1N ,MA) 0T \ND2 029D) NNNIND WK IND 7RPHY
DXV IN DIINON DY NINA YNY NVINTI NNIWIL OMINND YWIP ;([vasculitis] 0T 1951 npbT5-823weN 0)1DO0) T11)
D21°0) MNTIN DNNY NININ INA (DYDNHVHPNY TMIID) DT INPN (DIN YN DTN NN NPYT HY IN NHNDN YV §1I1D)

,DIN 1V AND ,9IVHVY (D1°YND NOIYNA 259Y DMINID) NDINA L1V AN JNINY._DNIN DNT IOV (919°¥N NN DT
DX VNN Y N0 NPYT OV MINPINN IN DIN MYNN DY N2 NPYT Y910 ,0)0 O¥Na NPYTY DNNID) NP ,NYNA

153151 NPYTY 0M1PID) MPYYN 1VAa PN ard (([Crohn's disease] synn YW N2 NPNPYT NN X [ulcerative colitis]
7252 NPYT YW DNPROD) NN NV AN TN ,NPNA L(NANN YW DINOD) DM1YN NYN IW NANNN ([pancreatitis]
DT NPT MNNINA T IDNIN MNIA 7P9Y 079 2N ,1INNY NYINT ,NYIY MINT DIMLIND (0715 Swa/[hepatitis]

DYTN W (NPTPMAYY Y NPYT YV D21O°0) PNIAYY (3720 YWD , 7251 PRI, NIV 125 NPYT Y915 1152 NYyI9NY ©2)19D)
Y2 NPYT,N92) DY ,0YNIWA NPMAAYY ,N1PNIAYY DY 7IYA NN ,L(DTN 2992 NPYTY DMIWIN DINID) Y10 IN

1NDIVI-1DVO DIVTTO DIN YV NIPNI N [erythema multiform] 1°n718-27 NINTIN SV 0)I0) YA NP INYHNN

Novartis Pharma Services AG 37) N VUMD NNIND ©V929)
Israeli Branch INIY? 990
36 Shacham St., Ramat Siv, Petach-Tikva MPN-NNI ,2>0 NNJ,36 ONY 'N7
P.0.B 7759, Petach Tikva 49250, Israel 49250 MpN-NN9 7759 .7.70

03-9229331 : O 03-9201123 : )OOV



) NOVARTIS

DY a NN ;[toxic epidermal necrolysis] NYn¥ NN YN MOV WOV P X ([Steven- Johnson Syndrome]

AN AP A9HERPYI- BBRNUI AP RPMOI-BY-HNYI-FAS9- ; (N1PWN 1 NPYTY DNINID) MAYPIN
HIND MY NINNY DNIID) WNYY NN MIYINID MITY ; BF-ANPH- AHPL-REPAT RN ESIIAIOIOINS WA PPPa
nn oN [Henoch-Schonlein purpural 7n-1901v DW-5y NINIIN IN [PUrpural NINIIN Y'Y D1HI0) 1Y D910 DN
N2 ,1V22 IN D292 NN 1NV NIATN GTW 0N»YD HYOY D)D) 1IN 1NV 1NN IN,DYIN IVIND NN (NPXIIN YT DY
D21R°0) 192N ,91292 , 010, NVWD NPvNa N1 X vy [Nephrotic syndrome] non»vs nnon bv 021°0) M) 071
NNPIA PRI D1RID) INYD NPISN NN DT ([tubulointerstitial nephritis] N°2>92 NYXN-an NHRPIN YV NpYTY
(NP2 071RI) 1995 MmN ;[renal papillary necrosis] non»Yon

ST ROIY /MIDI-ASIRA-RFOIINGAPO9R ,1ON MYNINN TN IN NNNA 71/WNIN TN ON

NYNNN N/9210 TPNY NTNY 2T, MPTO MP>T29 XTIV ¥INY TYY ,MINav HY VN 190HK INY TYNRY SR 1709 N/501 T30 DN
.02 NINAN NI ONNYD

: PYDI NITY
19

SIPOA-TWR-RRNCPINAST-RENSOMNN MINN DY NIAYY PN .T292 ROYIN NN 290 NN
DY IN NOIT 139, 21DV TWN 22)0 NIINY T W ON

DY DY 199 >T-DY DYDITIN DYIPY 11PN, NINIIIN TIVND INNIY MNINN TINNT INTYI 191871 XY OMNOYN

,N9722

NN DNV N
NN NP

Novartis Pharma Services AG 7)) N VUMD NNIND D093
Israeli Branch YNV 4930
36 Shacham St., Ramat Siv, Petach-Tikva MpPpN-NN ,2°0 NNI,36 DNV 'NI

49250 MpPN-NNA 7759 7.0

P.0.B 7759, Petach Tikva 49250, Israel 03-9229331 : P 03-9201123 : YO

Tel: 972-3-9201123 Fax: 972-3-9229331



