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MODULE 1: ADMINISTRATIVE INFORMATION AND PRESCRIBING
INFORMATION
Ihclofenac Sodium Suppositorics 50mg

1.3 Product Information
1.3.1 Summary of Produet Characteristics (SmPC)

1. Name of the medicinal produoct
Diclelenac Sodimm Supposilones 12, 5mg, 50mg, 100mg

2. OQualitative and quantitative composition

‘The actlive substance 15 sodium-|o-|(2.6-dichlorophenyl)-aminoe |-phenyl|-acelale
(diclolenac sodium).

Each supposilory containg 12.5mg, 5tmg and 100mg diclolenac sodiom,

IFor a tull list of cxcipicnts, see scction 6.1,

3. Pharmaceutical form
Supposilories.

4. Clinical particulars

4.1 Therapewtic indications
Diclofenac Sodium Suppositorics 25mp, SUmpe and 100mp suppositorics
Adults and Flderhy:

Relief of all grades of pain and inflamimation in a wide range of conditions, including:

(1) arthritic conditions: rheumatoid arthritie, osteoarthritiz, ankvlosing spondylitiz,
dcule goul,

(i) acute musculo-zkeletal disorders such as periarthrineg (for cxample frozen
shoulder), tendinilis, lenosyvnovilis, bursils,

(111} other painful conditions resulting from trawmna, including fracture, low back pain,
sprains, strains, dislocations, orthopaedic, dental and other minor surgery.

Diclolenae Sodimn Suppusitones Sthing and 100myg supposilones are nol imdicated lor
usc in children.

Inclolenac Sodium Suppositones 12.53mg and 23mg suppositornies only

Childven fuged 1-12 vears); Juvemle chironie arthritis

Children (aged 6 yvears and above): As monotherapy or as adjunel therapy with
morphine or other opiates (due to its opiate-sparing effcet) for the relicf of acute
posl-operalive pam.

4.2 Posology and method of administ ration

Undegirable effects may be minunised by using the lowest cffeetive dosce for the

shortest duration neceasary to control symptoms (sce seetion 4.4 Special warnings and
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precaulions lor use).

Mol 1o be taken by mouth, as per rectal admimistration only.

The supposilories should be mserted well into the rectum. I s recommended 1o msert
the suppositorics after passing stools.

Adults:

T3-150mg daily, in divided doses (23mg. 50mg and 100mg suppoesilorics only).

The recommended maximum daly dose of Diclolenac Sodiom Supposilories 1s
150mp. This may be admimsterad nsing a combination of dogape forms, e.p. tablets
and supposilonies. (23mg and 30mg supposilories only)

100mg supposilories may also be given as a once daily trealmenl, usually al nighl.
Where necessary, (herapy may be combined with 23mg or 30mg tablels or
suppositorics up to the maximum dose of 150mg per day.

special populations

Elderly

Alihough the pharmacolanetics ol Diclolenac Sodium Suppositones are nol imparred
to anyv clinicallv relevant extent in clderly patients, nonsteroidal anti-mflamnatory
drugs should be used with particular caulion in such patients who generally are more
prone to adverse reactions. In particular it is recominended that the lowest sffective
dosage be used i [rail elderly patents or those with a low body weighi (see also
Prccautions) and the patient should be monitored for Gl bleeding during NSAID
therapv.

Cardiovasenlar and significant eardiovascular risk factors

Diclolenac 1s contraindicated in patients with established congestive hearl [ailure
(NYILA  II-IV),  ischomic heart  discasc, peripheral arterial  discase  andior
cercbrovascular discase (sce seclion 4.3 Contrandications).

Paticntz with congestive heart failure (NYIHA-I) or significant nisk factors for
cardiovascular  disease  should be drealed wilh diclolenac only  aller carelul
consideration. Since cardiovascular risks with diclofenac may increase with dose and
duration ol exposure, the lowest elleclive daaly dose shoold be wsed amd Tor ihe
shortest duration possible (sce section 7141 Spacial warnings and precautions for use).

Kenal impairment

Diclefenne 13 contramdicaled m palicnls wilh enal Ladue (sce seetion 4.3
Conlramdicalions).

Nao speeific studics have been earricd out in paticnts with renal impainnent, therefore,
no specilic dose adjustment recommendations can be made. Caulion 15 advised when
administering diclofenac Lo palienls with mild 1o moderale renal impairment (see
scelion 4.3 and 4.4).

Llepatic impairment
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Dnclofenac 15 contraindicaied mm patients with hepatic Tailure (see seclion 4.3
Contraindicalions).

No specilic studics have been carned oul in pabients with hepalic mmpairmen,
therefore, no speeific dose adjustment recommendations can be made. Cantion i=
advised when administering diclofenac to patients with mild to moderate hepatic
impairment (see section 4.4 Special wamings and precautions lor usa).

Pacdiatric population

Children (aped 1-12 years) with juvenile chrome arthrtie: 1-3mpke per day divided
into 2 or 3 doses (12.3mg and 23mg supposilories only).

Children {aged 6-12 years) wilth acule post-operative paim: 1-2mg'kg per day in
divided doses,

Treatment of acute post-operative pain should be limited to 4 days treatment (12.5mg
and 23mg suppositorics onlv),

4.3 Contraindications

* Hypersensilivily 1o the aclive subsiance or any ol the excipients,

* Aetive, pastric or mitestinal ulecr, bleeding or pertoration

* History of gastroinlestinal blesding or perforation, relaling Lo previous NSAID
therapy

* Active, or history ol recurrent peplic weerhaemorrhage (lwoe or more dislinet
episodes of proven uleeration or blecdng)

* Lazt rimester of pregnancy (sce section 4.6 Fernlity, pregnancy and lactation )
Hepatic failure

Renal fatlure

Fslablished congestive hearl lailure (NYHA TI-TV), 1schemic hearl disesase,
peripheral arterial discase and/or cerchrovascular discasc.

* Like olher non-sterowdal anti-mJammaleory drugs (NSAIDs), diclolenac s also
contraindicated in patients i whom attacks of asthma, angiocdema, urticaria or acute
rhinthis are precipitaled by 1buprolen. aceilylsalicyhie acid or olher nonsizrmdal
anti-inNammatory drugs.

= Prociilis

4.4 Special warnings and precautions for use

General

TUndesmable clleels may be munonmised by using the lowest elleclive dose [or the
shortest duration necessary 10 conlrol symploms (sec scelion 4.2 Posology and
method of administration and (3] and cardiovascular risks helow).

The concomilanl use ol [hiclolenac Sodium Supposilonies with systetmc NS ATDs
including cyelonoxygenase-2 selective inhibitors should be avoided due Lo the absence
of any evidence demonsiraling svnergistic benelils and the polential for additive
undesirable offects (scc scction 4.5 Intoractionz with other medicamoents and other
fonns of micraction).
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Caution is indicated in the elderly on basic medical grounds. In particular, 1t is
recommended thal the lowest elleclive dose be used 1o lrail elderly palients or those
with a low body weight (sce geetion 4.2 Posology and Method of adminitration)).

As wilth other nonsteroidal anti-in[lammatory drugs including diclofenac, allergic
rcactions, ncluding anaphylaclic/anaphvlactold rcaclions, can also oceur without
garlier exposure 1o the drug (see section 4.8 Undesirable ellects). Hypersensilivily
reactions can alio progress to Kewms syndrome, a serions allergie reaction that ean
resull in myocardial infarction. Presenting symploms of such reaclions can include
chesl pain oceurring in association with an allergic reaction o diclofenac.

Like other N8A1Ds, diclofenac mav mask the signs and svmptoms of the infection
due to 1ts pharmacodynamue properties.

Gastrointestinal effects:

Crastromilesiinal bleeding (hasmalemesis, melaena) uleeralion or perloration which
can be tatal has been reported with all NSALDs meluding diclofenac and may occur at
any lime during treatment, with or wilthoul warning symploms or a previous history ol
serious (O events. They generally have more serious consequences in the slderly. 1If
gasirointesiinal bleeding or uleeration occurs in palienis receiving diclolenac, the drug
should be withdrawn.

Az with all XSAIDs, mcluding diclofenae, close medical surveillanee 13 imperative
and particular caution should be exercised when prescribing diclofenac in patients
with svmptoms indicative of gastrointestinal dizorders, or with a history suggestive of
gasine or intestinal ulceration, bleeding or perloration (see section 4.5 Undesirable
cffeets). The nisk of GI bleeding, ulecration or perforation is higher with inercasing
NSAID doses meludimng diclelenac, and in paticnts wilh a lustory ol uleer, particularly
it complicated with hacmorrhage or perforation.

The elderly have increased [requency ol adverse reactions Lo NSAIDs especially
vastroimesiing blecding and perloration which may be Catal (see scelion 4.2 Posology
and method of administration).

To reduce the risk of Gl loxieily in patients with a hisiory o uleer, particularly il
complicated with hacinorthage or perloration, and 1 the clderly, the reatment should
be mabaied and maimained al the lowest ellecclive dose,

Combmation therapy with prolective agenis (e msoprosiol or prolon pump

inhibilors) should be considered [or Lhese palients, and also for patients requiring

concomilant use of medicmal produets containing low dose acclylsalievlic acid

(ASAfaspirin or medicinal products likely to inercasce pastrointestinal risk. (Sce

section 4.9 Interactions with other medicaments and other forms of mteraction).
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Patients with a history ol GI wxicily, particularly when elderly, should report any
unusual abdommal svimploms (cspecially GI bleedng).

Caution ig rceommended in pationts reeeiving concommitant medications which conld
increase the risk of wlceration or bleeding, such as syslemic corticosleroids,
anticoagulants such as warlarin, scleclive scrolonm-reuplake mhibilors (SSEIs) or
anli-platelel agents such as acetvlsalicvhic acid (see seclion 4.5 Inleraclion with olher
medicaments and other forms of intoraction?),

Close madical surveillance and caution should be exercised in palients wilh ulcerative
colilis, or with Crohn's disease ag these condilions may be exacerbaled (see seclion
4.8 Undesirable cffocts),

NSAIDs, including  diclofenac, may be associated with increased risk ol
gasiro-intestinal  anastomoedic leak. Close medical surveillance and cavlion arc
recommended when wsing diclolenac aller gasiro-mtestmal surgery,

Hepatic etfects:

Close medical survenllance iz required when preseribing Diclofenac  Hodium
Supposilories 1o pallenils with impairment o hepatic Tunclion as therr condition may
be cxacarbated.

As with other NSAIDs, including diclofenac, values of one or more liver enzymes
may incrcase. During prolonged treatment with Diclofenae, regular monitoring of
hepatic [unction 15 indicaled as a precaulionary measure.

II' abnormal liver function tests persist or worsen, clucal signs or svmploms
consiztent with liver discase develop or if other mamifestations ocour (cozinophilia,
rash), Thelolenac Sodium Supposilories should be discontinued.

ITepatilis may oceur with diclofenac withool prodromal syvinplons.

Caution 12 called for when using diclofenac in patients with hepatie porphyvria, ginee it
may trigeer an ailack.

Renal effects:

As fluid retention and ocdema have been reported in association with NSAlDs
therapy. including diclolznac, particular caution s called Tor m patients with impaired
cardiac or renal [unclion. history of hyperlension, the elderly. palients receiving
concomilant trealmenl with diurctics or medicmal products that can sigmlicantly
impact renal function, and those patients with substantial extracellular volume
depletion froon any cavse. e.g. betore or atter major surgoery (sce section 4.3
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Contraindications). Monitoring of renal Tunction 15 recommended as a precautionary
measure when using diclolenac in such cases. Discontinuation therapy 1s usually
Tollowed by recovery 1o the pre-treatment stale,

Skin effecis:

Serious skin reactions, some ol them [aal, including exloliative dermatitis,
Silcvens-Johnson syndrome and loxie epidermal necrolvsis, have been reporied very
rarely 1 assoctalion wih the wse of NSAIDs, wmcluding Diclolenac Sodium
Suppositorics (see section 4.8 Undesirable effeets). Patients appear to be at the hiphest
risk of Lhese reactions early in the course ol therapy: the onsel of the reaction
pcewrring in the majority of cases wilthin the first month of realment. Diclolenac
Sodium Suppositories should be discontinued at the lirsl appearance ol skin rash,
mucosal legions or any other signg of hypersenzitivity,

SLE and mixed connective tissue discase:

In paticnts wilh syslemie lupus crvihematosus (SLE)Y and mixed conncelive lissuc
disorders there mayv be an mereased nsk ol aseplic menmgilis (see section 4.8
Undesirable cticets).

Cardiovascular and corehbrovascular effects:

Palienis wilh congestive heart [ailure (NYHA-IY or palienls wilh signilicant nsk
tactors for cardiovascular cvemnts (c.g. hypertension. hyvperlipidacmia,  diabetcs
mellitug, smoking) should only be treated with diclofenac after caretul congideration.

Az the cardiovazcular risks of diclofonac mav inercase with dose and duration of
gxposure, the shorlesl duration possible and the lowest elTective daily dose should be
uscd, The patient's need for svmptomatie relict and responsc to therapy should be
re-cvaluated perniodically.

Approprnale monilornng and advice are required lor patients with a history ol
hypertension and congestive heart Mailure (NYHA-1] as Nuid retention and cedema
have been reporlod m association wilh NSATD therapy, including diclofemac.

Clinical trial and cpideminlogical data eemsistently point towards inercased rigk of
arterial thrombolic evenls (For example myocardial infarchion or siroke) associated
willy the use of diclolenae, particularly al lagh dose (150me daly) and m long leno
lrealment.

Pabients should remain alerl Tor the signs and symploms ol serious artenothrombolic
gvenls (e.g chesl pain, shoriness of breath, weakness, slurring of speach), which can
oeeur withoul warmings, Paticnts should be mstrucled 1o sce a physician immedialely
in eaze of such an event.
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Hacmatological cffects:
During prolonged treatment with diclolenac, as with other X8A112s, monitoring ol the
blood count 15 recommended.

Ihclofenac Sodinm Suppositorics may reversibly inhibit platelet aperepation (3ce
anticoagulants in section 4.3 Inleraction with other medicaments and other (orms ol
mleraciions).  Patients  with  deleets o  hacmosiasis,  blecding  diathesis  or
haematological abnormalities should be carelully monilored.

Pre-existingr asthma:

In patients with asthma, seasonal allergic rhinitis, swelling ol the nasal mucosa (le.
nasal polyvps), chronie obsiruciive pulmonary disenses or chronie mmlections of the
respiratory tract (cspeaially if linked to allergic rhinitis-like svmptoms), reactions on
NSAIDs like asthma cxacerbations (3o called mtolerance to analgesies ¢ analpesics
asthma), Quincke's oedema or urlicaria are more (requenl than in other patients.
Therclore, speetal precaution 15 recommended 1 such patiends (rcadmcess [or
emergency ). This 15 applicable as well lor palients who are allergic 1o other
substances, ¢.p. with skin reactions, prowcitnd or weticaria.

like other drugs that inhibit prostaglandin synthetase activity, diclofenac sodium and
olher NSATIDs can precipitalz bronchospasm il admmistered 1o patients sullzring Irom.,
or with a previous hastory of bronchial asthma.

Femalc Fertility:

The uze of Diclofenac Sodium Suppositorics may impair fomale fertility and i3 not
recommended i women allempiing 1o conceive. In women who may have dilliculles
conceiving or who are undergoing investigation of infertility, withdrawal of
Diclelenae Sodium Supposiones should be considercd (sce seciion 4.6 Pregnancy
and Lactation).

Excipientis) with known elTecl
This medicine contains less than Tinamel sodivn (23mng) per supposilory, that s W say
casentially sodium frec'.

.5 Interaction with other medicinal products and other forms of interaction

The [ollowimng wleractions welude these observed wilh diclofenae gastro-resistanl
lublels and/or other pharmaceutical forms of diclolcnac.

Lithium:

Il used concomilantly, Ihclofenac Sodium  Supposilories may ncrease plasma
concentrations ol lithium Moniloring of the serum lithium lavel is recommended.
Digoxin;

If uscd concomitantly, Diclofenac Sodinm  Suppositorics  may  raise  plasina
concentrations of digoxin, Momtoring of the serum digexin level 15 reconunended.
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Diurctics and antihypertensive agents:

Like other NSAIDs, concomitanl use ol Diclofenac Sodium Suppositories with
divretics and anlihvpertiensive agents (c.g beta-blockers, anglolensin converling
cnzyme (ACLY) inhibitors may cause a deercase in their antihypertensive effect via
inhihition of vasodilatery prostaplandin synthesiz.

Therelore, the combination should be administered with caution and patients,
capectally the clderly, should have their blood pressure periodically monitored.
Palienls should be adequately hydraled and consideralion should be given 1o
momtoring of renal function after imitiation of concomitant therapy periodically
therealier, particularly lor diuretics and ACFE inhibitors due o the increased risk of
nephrotoxicily.

Drugs kinown to causce hyperkalemin:

Concomitant treatment with potassiume-spaning diurctics, ciclosporin, tacrolimus or
truncthoprom mav be asgoeiated with inercased serun potassium levels, which should
therefure be monilored [requently (see szction 4.4 Special wamings and precaulions
Tor usc).

Anticoapulants and anti-platelet agents:

Caution is reconunended sinee concomitant administration could incrcase the risk ot
bleeding (see section 4.4 Special warnings and precautions [or use). Althouzh clinical
investizgations do not appear to indicate that diclofenac has an influence on the effect
ol anticoagulanls, thers are reporls ol an increased risle of hasmorthage in palients
receiving  diclotenac and anticoapulant concomitantly (sce scction 4.4 Special
wartung: and precantions for wvse). Therefore, to be certain that ne change in
anticoagulant dosage 15 required. close monitoring of such patients is required. As
with other nonstercidal anti-inflammatory agents, diclofenac i a high dose can
reversibly inhibil platelel aggregalion.

Other NSAID: including cyclooxygenase-2  selective imhibitors and
corticosteroids:

Co-admimiztration of diclofenae with other aystemie NSAID: or corticosteroids may
mncrease lhe risk ol gastroiniestmal bleeding or ulceration. Avond concomitand use ol
two ormore MNSAIDs (see section 4.4 Special warnings and precaulions [or use).
Seleclive servionin rewplake inhibitors (SSRIx):

Concomitant admimistration of S5RI's mayv inercase the risk of gastrointcstinal
blceding (sco 2ection 4.4 Special warnings and precautions for use).

Antidiabetics:

Clunecal studies have shown thal Diclolinae Sodwan Supposilonics can be grven
lopcither wilth oral anudiabetie agents withoul mlluencing lher clinieal ellcel.
lHowever there have been isolated reports of hypoglveacmic and hyperghveacmic
elTecls necessilating changes in the dosage ol the anhidiabelic agents dunng treatment
with diclofenac. For this reason, monitoring of the bloed slucose level is
recommended as a precaulionary measure during concomilant therapy.,

Methotrexate:

Diclotenac can mtubit the tubular renal clearance of methotrexate herchy inercasing
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metholrexale levels. Caution 15 recommended when NSATDs, mcluding diclolenac,
are admimistered less than 24 hours belore treatment with methotrexate, since Mood
concentraiions of metholrexale may rnse and ihe toxeily ol this subslance be mercase.
Cases of scrious toxieity have heen reported when methotrexate and NSAlDs
inchuding diclofenac are piven within 24 heurs of cach other. 'This interaction 13
mediated through accumulation of metholrexate resulting rom impainment of renal
exeretion m the presenee of the NSAID.

Ciclosporin:

Melofenac, like other NSATDE, mav inerease the nephrotaxicity of eiclogporn due to
the elTzcl on renal prostaglandins. Therelore, i1 should be given al doses lower than
those that would be used in palienls nol receiving ciclosporin,

Tacrolimus:

Possible incrcased risk of nephrotoxicity when NS8AIDs are given with tacrolimus.
This maght be mediated through renal antiprostagladm cifcets of both NSALD and
calcineurin inhibilor.

Quinolone antibacterials:

Convulsions may oceur due Lo an nleracton belween qumolones and NSATDs, Thus
mayv occur in paticnts with or withowut a previows hastory of epilepsy or convulsions.
Therelore, caution should be exercised when considering the use o a quinolone in
patients who are already receiving an NSAI

Phenytoin:

When using phenyvioin concomitantly with diclofenac. monitering of phenvtom
plazma concentration® iz recomunended duc to an expected mercase in cxposure 1o
phenytoin.

Colestipol and cholestyramine:

These agenls can induce a delay or decrease in absorplion ol diclolenac. Therelore,
itis recomunended to administer diclofenae at least one hour before or 4 to 6 hows
aller admimisiralion ol colestipol'cholestyrammne.

Cardiac glyvcosides:

Concomitanl use ol cardiac glyeosides and NSATIDs in palienls may exacerbale
cardiac [ailure, reduce GER and increase plasma glveoside levels.

Milep risione:

MNSAIDs should not be used for 8-12 davs after mufepristone administration as
NSAIDs can reduce the effeet of mifepristone.

Potent CY P20 inhibitors:

Canlion 13 recomunended when co-presentang diclolenae with potent CYP2C9
inhibitors (such as voriconazole), which could result in a significanl mercase m peak
plasma concentrations and cxposure to diclofenac due to inhibition of diclofenac
metabolism.

4.6 Pregnancy and lactation

Pregnancy

Inhibation of prostaglandin synthesis mav adversely attect the prepnancy and/or the
Jangx Xier Kangtal Pharmaceulical Co., 11d.
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embryo/loetal developmenl. Tiala [rom epidemiological studies suggest an increased
risk of miscarrage and or cardiac mallormation and zastroschisis aller use of a
prostaglandin - synthesis  mwhibitor i carly  pregnancy. The absoluwe nsk lor
cardiovascular malformation was inercaged from lesz than 1% up to approximatcly
1.5%,
The rmisk is believed w increase with dose and duration of therapy. In animals,
admmisiration of a prostaglandm synithesis nhibitor has shown lo result in inercased
pre-and post-implantation loss and embryvo-Toeial lethality,
In additiom, inereased incidenees of varons malformations, mcliding eardiovasenlar,
have been reporled in animals given a proslaglandin synihesis inhibitor during
organogenelic period. From the 20th week of pregnancy onward, Diclofenac Sodium
Supposiiories use may cause cligohydramnics resuliing [rom [eelal renal dyvslunclion.
‘Thizs mav occur shortly after treatment indtiation and 18 usually reversible upon
dizcontinuation. In addition. there have been reports of ductus arterious constriction
following treatment in the second trimesler, mosl of which resolved aller lreatment
cessalion, Therelore, duning the [irst and sceond tnmester of pregnancy, Dhiclolenac
Sodium Supposilories should nol be given unless clearly necessary, I Diclolenac
Soditun Sappositorics 18 used by a woman atteipting to conceive, or during the fst
or secomd rimester of pregnancy, Lhe dose should be kepl as low and duration ol
treatment as shott as possible. Antenatal momtoring for oligohvdramnios and ductus
arleriosus constriction should be considered alier exposure Lo diclolenae Tor several
davs from gestational week 20 onward. Diclofcnac Sodnum Suppositories should be
dizcontinued it olipohvdramnios or ductus arteriosus constriction is found.
During the third trimester of pregnancy, all prostaglandin synthesis inhibitors mav
exposc the foctus to:
- cardiopulmonary toxicily (premalure consinclion/closure ol the duclus arleriosus
and pulmonary hvpertension);
- renal dyslunclion (sec above);
‘The mother and the neonate, at the end of the prognancy, to:
- passible prolongalion ol bleeding tme. an anli-aggregaling ellect which may occur
even al very low doses;
= inhibation of vlenne contraciions resuliing in delayved or proloneed labour.
Consequently, Diclofenac Sodium Suppositorics is contra-indicated during the third
trimnester of pregnancy,
Lactation
Like other NSAIDs, diclolenae passes mio breast mulk m o sinall amoonls, Therelure,
Diclolenac should not be adminisiered during breast fceding m order lo avowd
undesirable offeets in the infant (gec section 5.2 Pharmacokinetic propertics).
Female Fertility
As with other N8AIDs, the use of diclofenac may impair female [erlilily and iz nol
recommended 1 women allempling 10 conceive. In women who may have dilliculiies
conceiving or who are undergoing investigpation of infertility, withdrawal of
diclofcnac should be considercd. Sec also scction 4.4 Special warnings and
Jangx Xier Kangtal Pharmaceulical Co., 11d.
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precautions for use, regarding lfemale [eriility.

4.7 Effects on ability to drive and use machines

Paticnts who expericnes visual disturbances, dizziness, vertigo, sonmolence, contral
nervonss svstemn distirhances, drowsiness ar fatipie while taking NSATDs ghould
relrain from driving or operaling machinery.

4.8 Undesirable cffects

Adverae reactions are ranked under the heading of frequency, the most frequent first,
using the following convention: very common: (217107 commaon (= 1100, <1100
uncommen (== 1 1L000, <1100, rare (== 110,000, < 110000; very rare (<17 10,000);

nol known: cannot be estimated [rom avalable dala.
‘The following undesirable effeets include those reported with other short-tenn or

long-tenn vse,

Blood and lyvmphatic system disorders

Very rare: Thrombocylopenia, leucopema,  anemua  (nelwdmg  hemolylic
anemia and aplastic anacinia), agranmlocviosis.

Immune gvstem disorders

Rare: Hypersansitivily,  anaphylaclic  and  anaphylacioid  reactions
{including hypolension and shock).

Very rare: Angioncurotic ocdema {meluding face ocdema).
Pavchiatrie disorders

Very rare: Disorientation, depression,  msomilia, nightmarcs,  irritability,
psycholic disorder

Nervous svstem disorders

Comunon: ITzadache, dizzincss.
Rarc: Somnolence, tircdncss.
Very rare: Paracsthesia, momory impairment, convulsions, anxicty, treimor,

asepticmeningitis, taste disturbances, cerebrovascular accident.
Unknown Conlusion, halluemations, dislurbances ol scosalion, malaisc.
Lye disorders
Very rare: Wisual disturbunee, vision blurmed, diplopia.
Jangx Xier Kangtal Pharmaceulical Co., 11d.
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L nknown Optic neuritis.

Lar and labyrnth disorders

Connno; Wertigo.

Very rare: Tinnitus, hearing impaired.

Cardiac disorders

Unecommon®: | Myocardial infarction, cardiac lailure, palpitalions, chesl pain
ot known Eounis svndrome,

Vascular disorders

Very rare: Hypertension, hypolension, vasculilis.
Respiratory, thoracic and mediastinal disorders

[tare: Asthma (including dyspnoea).

Very rare: Prcumonitis,

Gastrointestinal disorders

Common: MNausea, vomiling, diarthoea, dvspepsia abdominal pain, Matulence,
ANOTEXI.
Rare: Crastritis, gaslrointestinal haemaorrthage, hagmalemesis,

diarrhocahacmorrhagie, melacna, gastrointestinal uleer wilth or
without bleeding orperforation (somctimes fatal particularty in the

elderly).

Very rare: Colibis  (including  haemorthagie  colilis and  exacerbation
ulecrative  ecolitisor Crohn's  discasc), constipation, stomatitis
{mcluding  vlecraliveslomalilis), glossitis, ocsophagcal  disorder,

diaphragm-like intestinalstrictures, pancrcatitiz.
LUnknown Ischacmic colitis.

Hepalobihary disorders

Common: Transaminases mereased
Rare: I Icpatitis, jaundice, liver dizorder.
Vory rare: FFulminant hepatitis, hepatic neerosis, hepatie farhure.

Jangx Xier Kangtal Pharmaceulical Co., 11d.
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Slin and subcutaneous tissue disorders

Common: Rashes,
Rarc: Lriicaria
Very rare: Bullous  eruptions.  ecrema, ervthema, erythema nwltiforme,

Steveng-lohnaon syndrome, toxic opidermal neerolysis (Iyell's
svyndrome) dermatitis exfoliative, loss ol hair,  pholosensilivily
reaction, purpura, allerpic purpura, pruritus,

Ecnal and vrinary disordcrs

Very rarc: Acute  renal  fadure,  hacmatoria,  proteiuria,  nephrotic
syndrome, interstitial nephritis, renal papillary necrosis.

Reproductive system and breast disorders

Very rare: Impotenee.

General disorders and administration site conditions
[tare: Application sile irritation, oedema

* The frequency reflects data from long-term treatment with a high dose (150
mp/dav),

Clinical trial and epidemiological data conszistent]ly point towards an incrcased risk of
artenal thrombotic cvents (for cxample myvocardial infarction or stroke) associated
with the use of diclofenac, particularly at high doses (150mg dailv)and in long tern
trcatment (sco scotions .3 and 4141 for Contraindications and Speeial wamings and
special precautions [or use)

Reportmg ol suspected adverse reaclions
Reporting suspeeted adverse reactions after authorization of the medieinal product 12

imporiant. It allows continned monitoring of the beneli/risk balance of the medicinal
product. Any suspecied adverse events should be reported.

4.9 Overdose
Symptoms
There 1 no Lypical climcal picture resulting [rom diclolenac over dosage. Over
dosage can cause symptoms such as headache, nausca, vomniting, cpigastric pain,
gasiroinlesiingl  blecdmyg, diarrhoca, dizziness, disorncniation, excualion, coma,
drowsiness, tinnitus, fainting or convulsions. In the caze of significant poisoning acute
renal [ailure and lhiver damage are possible.
Therapeutic measures
Falicnis should be trealed symplomatically as required. Witlun one hour ol mgestion
Jangx Xier Kangtal Pharmaceulical Co., 11d.
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ol a polteniially toxic amount, activaled charcoal should be considered. Allematively,
in adults gastric lavage should be considersd within one hour of ingestion of
polentially toxie amounts, Irequend or prolonged convulsions should be treated with
intravenous diazepam. (dher measurcs mav be indicated by the patients clinical
condition.

3. Pharmacological properties

5.1 Pharmacodynamic properties

In 13 chinical studies ivolving the use ol reclal diclolenac in the treatmenl of
postoperative pain in children with an overall mean age of § years, Lthe use of rescue
analgesia (parlicularly oplales) was reduced. (12.3mg and 25mgsuppositories only)

Fharmacotherapeutic group
Nonsleroidal anti-infTammatory drugs (NSATDs).

Mechamsm of action

Diclofenac Sodimm Suppositorics 18 a nonsteroidal agent with marked analpesic/anti-
inflammaltory  properties. It is  an  inhibitor ol prostaglandin - synthelase,
(evelo-oxygenase).

Diclolenac sodium i vilro does not suppress proleoglvean biosynihesis in cartilage at
concentrations equivalent to the concentrations reached m human bemgs.
12.5mp/253mp Suppositorics only

‘Thers is a limited clinical trial experience of the use of diclofenac in JRAMA

pacdiatrie patients. In a randomized, double-blind, 2-weck, parallel greup study in
children aged 3-15 years with JRAIA, the ellicacy and salely ol daily 2-3 mg'ke
BW diclotenac was comparced with acetvlsalicvlic acid {ASS, 50-100 mpke BW/d)
and placcbo 15 palients wm cach group. In the global evaluation, 11 ol 135 diclolcnac
paticntz, 6 of 12 aspirin and 4 of 13 placcbo patients showed improvement with the
dilTerence bemng stalishically sigmlicant (p <0.05). The number of tender jomnis
decreased with diclolfenac and ASS bul increased with placebo. In a second
randomiscd, double-blmd, 6 week, parallel proup siudy o children aged 4-13 vears
with JRAMIA, the cfficacy of diclefenac (daily dose 2-3 mg'kg BW, n-22) was
comparable with that of indomethaein (daily dose 2.3 mg'ka 3W, (n-23).

3.2 Pharmacokinelic properiics

There 15 limited kinctie data lrom 6 children aged 6-16 vears wilth juvenile chronie
arthritis who reecived a once daily dose of diclofenac for 2 wecks. When corrected for
a body weighl ol 73kg, kinelic paramelers were similar 1o lthose i adulls, (12 3mg
and 25mg supposilories only)

Abgorption
Abzorption 12 rapnd; although the rate of absorption s slower than trom cnterie-coated
Jangx Xier Kangtal Pharmaceulical Co., 11d.
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lablels admimslered orally. Alier the admimistration ol 30mg supposilories, peak
plasma concenlrations are allained on average within 1 hour, bul maximum
concenlraiions per dose wml arc aboul two thirds ol those reached aller adminisiration
of enteric-coated tablets (1,95 — 0.8 p g/ml (1.9 10 gml — 5.9 1 mol/1)).
Hraaverlabiity

As wilh oral preparadions the AUC is approxumately a hall’ of the value oblamed Trom
a parenleral dose.

Pharmacokinctic  hehavionr  does  not  chanse  on repeated  administration.
Accumulalion does nol occur. provided (he recommended dosage intervals are
observed.

The plasma concentralions allained 1n chaldren given equivalent doses (mg'kg, bow)
arc similar to those obtained in adults. (12.5mg and 25mg suppositorics only)

Distribution

The aclive substance 1s 99.7% prolem bound, mamly lo albumin (99.4%).

Diclolenac enters the syvnovial [ud, where maximum conceniralions are measured
2-4 hours after the peak plasma values have been attained. The apparcent halt-life tor
glimination from the synovial [luid 15 3-6 hours. "wo hours afler reaching the peak
plasma values, concentrations of the active substance are already higher in the
synovial [luid than they are in the plasma and remain higher lor up o 12 hours.
Diclotenac was detected in a low concentration (100 ng/mL) in breast mulk in onc
nursing mother. The estimated amount mgested by an infant conguming breast milk 1s
squivalent to a 0.03 mg'kg/day dose (see section 4.6 I'regnancy and lactation).

Metabolism

Giotransformation of diclofenac takes place partly by glucuronidation of the intact
moleeule, bul mamly by single and mulliple hvdroxylation and methoxylation,
resulting in scveral phennlie metabolites, mest of which are converted to glucuromde
conjugales. Two phenolic melabolites are hiologically active, bul 1o a much lesser
gxlent than diclolenac.

filimination

‘The total systemie clearanee of diclofenac in plasma 12 263 — 36 ml‘min (mean value
I 812) The terminal hall-hle in plasma s 1-2 hours. Four ol lthe melaboliles,
mecluding the two aclive ones, also have short plasimna hall-lives of 1-3houns.

About 60% ol the administered dose 13 cxercled in the urine m the form ol the
glucuronide conjugate of the intact moleculz and as metabolites, most of which are
also converied to glucuromide conjugales. .ess than 14915 excreled as

unchanged subslance. The rest of the dose is eliminated as metaboliles through the
bile in the [acecs.

Characteristics in patients
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No relevant age-dependent dilTerences i the drugs absomplion, metabolism, or
gxcrelion have been observed, other than the inding that in [ive elderly patients, a 15
mnule 1v mlusion resulted m 50% lugher plasma concentralions than cxpected with
voung healthy subjects.

Fatients with venal impairment:

In patients sullering [rom renal impairment, no accumulation ol the unchanged aclive
substance can be inferred rom the single-dose kinclics when applving the usual
dosage schedule. Al o crealmine clearance ol less than 10 mL/mun. the caleulaied
steady-state plasma levels of the hvdroxy metabolites are about 4 times higher than n
nonmal subjects. However, the melaboliles are ullimately cleared through the bile.
Paiienis with hepaiic disease:

In patienis with chromie hepaiills or non-decompensated curhosis, the kineitics and
mctabalisin of diclofenae are the same as i patients without liver discasc.

5.3 Preclinical safety data
None staled.

6. Pharmaceutical particulars

6.1 List of cxcipicnts

Diclofenac Sadium Suppaositories 2, dmy
llard tat (No.36)

ITard fat (No.38)

Polvethylene ghveol 400 (I'1GA00)

Diclofenac Sodium Suppositories 30mg
ITard fat (No.36)

Iard [at (No.38)

Polvethylene ghveol A00 (PLGAOD)

Dhelofénac Sodrum Suppaositories Tiimg
ITard [at (Nu.36)

Hard fat (No.38)

Polvethylene gheol 400 (PLGAOC)

6.2 Incompalibilities
None known.

0.3 Shelf lifc
Three years.

6.4 Special precantions for storage
Store below 30°C,
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0.5 Nature and contents of container

The supposilories are O-while 1o lygzhl vellow, torpedo-shaped, with smooth or
slightly rough surfaces and a slightly fatty odour, and are sealed in a composite foil
made of polyvinvlehloride (PVC) laminated with low-density polvethylenz (11IPE).
Box ol 10 supposilories.

6.6 Speciul precautions for disposal amd other handling

For rectal use only.

Any unused medicinal producl or wasle material should be disposed of in accordance
with local requirements.

7. Marketing authorisation holder
haltobie Pharmaccutical Company Migeria Limited
15, Orlu Street, Fegge Onilsha, Anambra stale, Nigeria
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