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Summary ofProduct Characteristics(SMPC)  
 

1. NAME OFTHEMEDICINALPRODUCT 
Clotrimazole Vaginal Tablets 100 mg  

2. QUALITATIVE ANDQUANTITATIVECOMPOSITION 
Each uncoated tablet contains: 
Clotrimazole 100mg 
Excipients Q.S. 

For a full list of excipients,refer section 6.1 

3. PHARMACEUTICALFORM 

Uncoated Tablet 

4. CLINICALPARTICULARS 
 

4.1 Therapeuticindications 
 

Clotrimazole VaginalTabletsis indicatedfor lutealsupport aspartof anAssistedReproductive 
Technology(ART) treatment program forinfertile women. 

4.2 Posology and method ofadministration 
PosologyAdults:ThedoseofClotrimazoleVaginalTabletsis100mgadministeredvaginallythreeti
mesdailystartingatoocyteretrieval.TheadministrationofClotrimazoleVaginalTablets should be 
continued for30 days, if pregnancyhas been confirmed. 
Paediatricpopulation:Thereis no relevant use ofLutinus in the paediatricpopulation.Elderly: 
Noclinical datahave been collected in patients overage 65. 
Usein special populations 
ThereisnoexperiencewithuseofClotrimazoleVaginalTabletsinpatientswithimpairedliver 
orrenalfunction. 
MethodofAdministration:ClotrimazoleVaginalTabletsistobeplaceddirectlyintothevagina bythe 
applicatorprovided. 

 
4.3 Contraindications 

Clotrimazole VaginalTabletsshould not be usedin individuals with any of 
thefollowingconditions: 
• Hypersensitivityto theactive substanceor to anyof the excipients. 
• Undiagnosedvaginal bleeding 
• Known missed abortionor ectopic pregnancy 
• Severehepatic dysfunction or disease 
• Known or suspectedbreast orgenitaltract cancer 
• Activearterialorvenousthromboembolismorseverethrombophlebitis,orahistoryoftheseev
ents 
• Porphyria. 
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4.4 Specialwarningsandprecautions foruse 

ClotrimazoleVaginalTabletsshouldbediscontinuedifanyofthefollowingconditionsaresuspe
cted: 
Myocardialinfarction,cerebrovasculardisorders,arterialorvenousthromboembolism(venous
thromboembolism orpulmonaryembolism),thrombophlebitis, orretinalthrombosis. 
Cautious use in patients with mildto moderatehepatic dysfunction. 
Patientswithahistoryofdepressionneedtobecloselyobserved.Considerdiscontinuation if 
symptomsworsen. 
Becauseprogesteronemaycausesomedegreeoffluidretention,conditionsthatmightbeinfluenc
edbythisfactor(e.g.epilepsy,migraine,asthma,cardiacorrenaldysfunction)requirecarefulobse
rvation. 
Adecreaseininsulinsensitivityandtherebyinglucosetolerancehasbeenobservedinasmallnum
berofpatientsonoestrogen-
progestogencombinationdrugs.Themechanismofthisdecreaseisnotknown.Forthisreason,dia
beticpatientsshouldbecarefullyobserved whilereceivingprogesterone therapy. 
Sexsteroidusemayalsoincreasetheriskofretinalvascularlesions.Topreventtheselattercomplic
ations,cautionistobetakeninusers>35years,insmokers,andinthosewithriskfactorsforatherosc
lerosis.Useshouldbeterminatedincaseoftransientischemicevents,appearanceofsuddensevere
headaches,orvisionimpairmentsrelatedto papillaryedema or retinalhemorrhage. 
Abruptdiscontinuationofprogesteronedosingmaycauseincreasedanxiety,moodiness,andincr
eased sensibilityto seizures. 
BeforestartingtreatmentwithClotrimazoleVaginalTablets,thepatientandherpartnershould 
be assessedbyadoctor forcauses of infertility. 

4.5 Interaction with othermedicinalproducts andotherforms ofinteraction 

Drugsknowntoinducethehepaticcytochrome-P450-
3A4system(e.g.rifampicin,carbamazepineorSt.John'swort(Hypericumperforatum)-
containingherbalproducts)mayincreasetheeliminationrateandtherebydecreasethebioavailab
ilityofprogesterone. 
IncontrastketoconazoleandotherinhibitorsofcytochromeP450-
3A4maydecreaseeliminationrateand therebyincreasethe bioavailabilityof progesterone. 
TheeffectofconcomitantvaginalproductsontheexposureofprogesteronefromClotrimazoleV
aginalTabletshasnotbeenassessed.However,ClotrimazoleVaginalTabletsisnotrecommende
dforusewithothervaginalproducts(suchasantifungalproducts)as this mayalter progesterone 
releaseand absorptionfrom the vaginaltablet. 

4.6 Pregnancy and lactation 

Pregnancy:ClotrimazoleVaginalTabletsvaginaltabletsareonlyindicatedduringthefirsttrimes
ter of pregnancyforuseaspart ofan assisted reproduction(ART)regimen. 
Thereisyetlimitedandinconclusivedataontheriskofcongenitalanomalies,includinggenitalab
normalitiesinmaleorfemaleinfants,followingintrauterineexposureduringpregnancy. 
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Inthepivotaltrial,therateoffoetalanomaliesfollowing10-
weekexposuretoClotrimazoleVaginalTablets100mg 
TIDwas4.5%intheClotrimazoleVaginalTabletsTIDgroup,atotalof7casesoffoetalanomalies(
i.e.oesophagealfistula,underdevelopedrightearwithhypospadias,smallaorta/valvularregurgi
tation/deviatedseptum,handdeformity,cleftpalate/cleftlip,hydrocephalusandholoprosencep
haly/proboscis/polydactylia)wereseenin404patients.Therateoffoetalanomaliesobservedduri
ngtheclinicaltrialiscomparablewiththeeventratedescribedinthegeneralpopulation, although 
thetotal exposureis too lowto allow conclusions to be drawn. 
Duringtheconductofthepivotalclinicaltrial,thenumberofspontaneousabortionsandectopicpr
egnanciesassociatedwiththeuseofClotrimazoleVaginalTablets100mgTIDwere5.4% 
and1%,respectively. 
Breast-
feeding:Detectableamountsofprogesteronehavebeenidentifiedinthemilkofmothers.Therefor
eClotrimazole Vaginal Tablets should not be usedduringlactation. 

4.7 Effects on ability todrive and use machines 

ClotrimazoleVaginalTabletshasminorormoderateinfluenceontheabilitytodriveandusemach
ines.Progesteronemaycausedrowsinessand/ordizziness;thereforecautionisadvised in 
driversand users ofmachines. 

4.8 Undesirable effects 
ThemostfrequentlyreportedadversedrugreactionsduringtreatmentwithClotrimazoleVaginal
TabletsinIVFpatientsduringclinicaltrialsareheadache,vulvovaginaldisordersanduterinespas
m,reportedin1.5%,1.5%and1.4%subjects,respectively.Thetablebelowdisplaysthemainadve
rse drug 
reactionsinwomentreatedwithClotrimazoleVaginalTabletsintheclinicaltrialdistributedbysy
stemorganclasses(SOCs)andfrequency. 

 

SystemOrgan Class 
(SOC) 

Common 
(>1/100 and < 1/10) 

Uncommon 
(>1/1000 and < 1/100) 

Notknown***(ca
nnot 
beestimatedfromt
he availabledata) 

Nervoussystemdisorders Headache Dizziness,Insomnia Fatigue 
Gastrointestinaldisorders Abdominal 

distension,Abd
ominal 
painNausea 

Diarrhoea,Constipation Vomiting 

Skin and 
subcutaneoustissue 

 

 Urticaria,Rash Hypersensitivity
reactions 

Reproductive 
systemandbreast 
disorders 

Uterinespasm Vulvovaginaldisorders*,
Vaginalmycosis 
Breastdisorders**,
Pruritusgenital 
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Generaldisordersanda
dministration 
siteconditions 

 Oedemaperipheral  
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*Vulvovaginaldisorderssuchasvulvovaginaldiscomfort,vaginalburningsensation,vaginal
discharge,vulvovaginaldrynessandvaginalhaemorrhage,havebeenreportedfollowinguseof
ClotrimazoleVaginalTablets,withcumulativereportingfrequencyof1.5%. 
**Breastdisorders,suchasbreastpain,breastswellingandbreasttendernesshavebeenreported 
in theclinicaltrial as singlecases,with cumulative reportingfrequencyof0.4%. 
***Casesseen duringpost marketing experience. 

4.9 Overdose 
Highdosesofprogesterone maycausedrowsiness. 
TreatmentofoverdosageconsistsofdiscontinuationofClotrimazoleVaginalTabletstogetherw
ith institutionof appropriate symptomatic and supportive care. 

 
5. PHARMACOLOGICALPROPERTIES 

5.1 Pharmacodynamic properties 
Pharmacotherapeuticgroup:Sexhormonesandmodulatorsofthegenitalsystem;Progestogens
;Pregnen-(4) derivatives 
ATCcode:G03DA04. 
Mechanismofaction:Progesteroneisanaturallyoccurringsteroidthatissecretedbytheovary,pl
acenta,andadrenalgland.Inthepresenceofadequateestrogen,progesteronetransformsaprolif
erativeendometrium 
intoasecretoryendometrium.Progesteroneisnecessarytoincreaseendometrialreceptivityfori
mplantationofanembryo.Onceanembryois implanted,progesterone acts to maintain the 
pregnancy. 

5.2 Pharmacokineticproperties 
Absorption: 
ProgesteroneserumconcentrationsincreasedfollowingtheadministrationoftheClotrimazole
VaginalTabletsvaginaltabletsin12healthypremenopausalfemales.Onday1oftreatment,the
meanCmax19.8±2.9ng/mLwithaTmaxof17.3±3.0hoursafteradministration 
ofClotrimazole Vaginal Tablets three times daily8 hours apart. 
Onmultipledosing,steadystateconcentrationswereattainedwithinapproximately1dayafteri
nitiationoftreatmentwithClotrimazoleVaginalTablets.Troughvaluesof 
10.9 ± 2.7 ng/mLwereobserved with an AUC0-24 of 436 ± 43 ng*hr/mLon 
Day5.Distribution: 
Progesteroneisapproximately96%to99%boundtoserumproteins,primarilytoserumalbumi
n and corticosteroid binding globulin. 
Biotransformation 
Progesteroneismetabolizedprimarilybytheliverlargelytopregnanediolsandpregnanolones.
Pregnanediolsandpregnanolonesareconjugatedinthelivertoglucuronideandsulfatemetaboli
tes.Progesteronemetabolitesthatareexcretedinthebilemaybedeconjugatedandmaybefurthe
rmetabolizedinthegutviareduction,dehydroxylation, and epimerization. 
Elimination: 
Progesteroneundergoesrenal andbiliaryelimination. 
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Followinginjectionoflabelledprogesterone,50-
60%oftheexcretionofmetabolitesoccursviathekidney;approximately10%occursviathebile
andfaeces.Overallrecoveryofthelabelledmaterialaccountsfor70%ofanadministereddose.O
nlyasmall portion of unchangedprogesterone is excreted in the bile. 

5.3 Preclinical safety data 

Non-
clinicaldatarevealnospecialhazardforhumansbasedonstudiesofrepeateddosetoxicity,genotoxi
cityand carcinogenicity. 
Clotrimazolewasnotteratogenicinreproductivetoxicitystudiesinmice,ratsandrabbits.Inratshigh
oraldoseswere associatedwithmaternaltoxicity,embryotoxicity,reducedfetalweights and 
decreased pup survival. 
Inratsclotrimazoleand/oritsmetabolitesweresecretedintomilkatlevelshigherthaninplasma 
byafactorof10to20at4hrsafteradministration,followedbyadeclinetoafactorof 0.4by24 hrs. 

 
6. PHARMACEUTICALPARTICULARS 

6.1 List ofexcipients 
Microcrystalline CellulosephosphateLactose 
HydroxypropylmethylcellulosePoly
vinyl pyrrolidone(PVP K – 
30)Sodium 
StarchGlycolateMagnesiumStearate 
PurifiedTalcSodium 
Bicarbonate 
CitricAcidMonohydrate 

6.2 Incompatibilities 
Not applicable 

6.3 Shelflife 
24 months 

6.4 Specialprecautions forstorage 
Storein a dark,dryplace, not exceeding30ºC temp.Keep 
out of thereach and sight of children. 

6.5 Nature and contents of container 
6 TabletsPackedin Jar. 

 
6.6 Specialprecautions fordisposal and otherhandling 

 
No specialrequirements.Anyunused product orwaste material should bedisposed ofinaccordance 
with localrequirements. 



 

Page 7of6 

 

 

 

7. APPLICANT/MANUFACTURER 
 
MAKERTED BY: 

  Emzor Pharmaceutical Industries Limited 
  Km 1 Flowergate Mixed Development Scheme, 
  Sagamu/Benin Expressway,Makun,Sagamu,Ogun-State 
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