TADILAS FILM-COATED TABLETS P |
1. NAME OF THE MEDICINAL PRODUCT
Tadilas 5 mg film-coated tablets
Tadilas 20 mg film-coated tablets
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Tadilas 5 mg film-coated tablets
Each film-coated tablet contains 5 mg tadalafil.

Tadilas 20 mg film-coated tablets
Each film-coated tablet contains 20 mg tadalafil.

Excipient with known effect:

Tadilas 5 mg film-coated tablets
Each film-coated tablet contains 0.750 mg lactosaahydrate.

Tadilas 20 mg film-coated tablets
Each film-coated tablet contains 3.000 mg lactosaahydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet

5 mg film-coated tablets: Light yellow, biconvex;ab, film-coated tablets, scored on one side and
with sign 5 on the other side. Film-coated tabéetsapproximately 9 mm long and 6 mm wide. The
tablet can be divided into equal doses.

20 mg film-coated tablets: Brown yellow, biconvexal, film-coated tablets, scored on one side and
with sign 20 on the other side. Film-coated tabéeesapproximately 14 mm long and 9.5 mm wide.
The tablet can be divided into equal doses.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of erectile dysfunction (ED) in adult egalin order for tadalafil to be effective for the
treatment of erectile dysfunction, sexual stimolatis required.

Treatment of the signs and symptoms of benign aticdtyperplasia (BHP). If Tadilas is used with
finasteride to initiate BPH treatment, such uset®mmended for up to 26 weeks.

Treatment of erectile dysfunction and the signssymdptoms of benign prostatic hyperplasia
(ED/BPH).

Tadilas is not indicated for use by women.
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4.2 Posology and method of administration

Posology

Erectile dysfunction

Tadilas for Use as Needed

The recommended dose is 10 mg taken prior to patied sexual activity. In those patients in whom
tadalafil 10 mg does not produce an adequate effecmaximum dose is 20 mg and the maximum
dosing frequency is once per day. It may be takam 30 minutes to 36 hours prior to sexual activity
Tadalafil 10 mg and 20 mg is intended for use piwaanticipated sexual activity and it is not
recommended for continuous daily use.

Tadilas for Once Daily Use

In patients who anticipate a frequent use of Tadila. at least twice weekly) a once daily regimen
with the lowest doses of Tadilas might be considargtable, based on patient choice and the
physician’s judgement. In these patients the recentad starting dose is 2.5 mg once a day, taken at
approximately the same time every day, without g timing of sexual activity. The dose may be
increased to 5 mg once a day, based on individfiehey and tolerability. The appropriateness of
continued use of the daily regimen should be reasskperiodically.

Benign prostatic hyperplasia

The recommended dose is 5 mg, taken at approxiynéielsame time every day. When therapy for
BPH is initiated with Tadilas and finasteride, teeommended dose of Tadilas is 5 mg, taken at
approximately the same time every day for up toveéks.

Erectile Dysfunction and Benign Prostatic Hyperplasia
The recommended dose is 5 mg, taken at approxiyiéielsame time every day, without regard to
timing of sexual activity.

Elderly men
Dose adjustments are not required in elderly peien

Men with renal impairment

Tadilas for Use as Needed

e Mild (creatinine clearance 51 to 80 ml/min): No d@asljustment is required.

¢ Moderate (creatinine clearance 31 to 50 ml/min¥t@ting dose of 5 mg not more than once per
day is recommended and the maximum dose is 10 mgo@ than once in every 48 hours.

e Severe (creatinine clearance < 30 ml/min or on lwkahysis): The maximum dose is 5 mg not
more than once in every 72 hours (see sectiontlb62).

Tadilas for Once Daily Use

e Mild (creatinine clearance 51 to 80 ml/min): No d@sljustment is required.

¢ Moderate (creatinine clearance 31 to 50 ml/min):dése adjustment is required.

e Severe (creatinine clearance < 30 ml/min or on ltkatgsis): Tadilas for once daily use is not
recommended (see section 4.4 and 5.2).

Men with hepatic impairment

Tadilas for Use as Needed

The recommended dose is 10 mg taken prior to pateil sexual activity. There is limited clinical
data on the safety of Tadilas in patients with sevepatic impairment (Child-Pugh Class C); if
prescribed, a careful individual benefit/risk exatlan should be undertaken by the prescribing
physician. There are no available data about tharastration of doses higher than 10 mg of tadblafi
to patients with hepatic impairment.
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Tadilas for Once Daily Use

Once-a-day dosing has not been extensively evauateatients with hepatic impairment; therefore,
if prescribed, a careful individual benefit/riskadwation should be undertaken by the prescribing
physician (see section 4.4 and 5.2).

Men with diabetes
Dose adjustments are not required in diabetic pistie

Paediatric population
Tadilas should not be used in individuals belowy&8rs of age.

Patients taking CYP3A4 Inhibitors

Tadilas for Use as Needed

For patients taking concomitant potent inhibitor €y P3A4, such as ketoconazole or ritonavir, the
maximum recommended dose of Tadilas is 10 mg,mekteed once every 72 hours (see section 4.4
and 4.5)

Tadilas for Once Daily Use
For patients taking concomitant potent inhibitof €¥P3A4, such as ketoconazole or ritonavir, the
maximum recommended dose of Tadilas is 2.5 mg9seton 4.4 and 4.5)

Method of administration
For oral use. Tadilas can be taken with or witHoad.

4.3 Contraindications
Hypersensitivity to the active substance or to afiyne excipients listed in section 6.1.

In clinical studies, tadalafil was shown to augmethypotensive effects of nitrates. This is thdug
to result from the combined effects of nitrates tawhlafil on the nitric oxide/cyclic guanosine
monophosphate (cGMP) pathway. Therefore, admitistraf tadalafil to patients who are using any
form of organic nitrate is contraindicated (sedisact.5).

Tadalafil must not be used in men with cardiacalsefor whom sexual activity is inadvisable.
Physicians should consider the potential cardilcof sexual activity in patients with pre-existing
cardiovascular disease.

The following groups of patients with cardiovascud&sease were not included in clinical trials and

the use of tadalafil is therefore contraindicated:

- patients with myocardial infarction within the |&%) days,

- patients with unstable angina or angina occurrimgng sexual intercourse,

- patients with New York Heart Association Class Zj@ater heart failure in the last 6 months,

- patients with uncontrolled arrhythmias, hypotengo®0/50 mm Hg), or uncontrolled
hypertension,

- patients with a stroke within the last 6 months.

Tadalafil is contraindicated in patients who has&slof vision in one eye because of non-arteritic
anterior ischaemic optic neuropathy (NAION), redeesd of whether this episode was in connection or
not with previous phosphodiesterase type 5 (PDitipitor exposure (see section 4.4).

The co-administration of PDES5 inhibitors, includitaglalafil, with guanylate cyclase stimulators,tsuc
as riociguat, is contraindicated as it may potdéigtiaad to symptomatic hypotension (see secti&).4.

4.4  Special warnings and precautions for use

Before treatment with tadalafil
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A medical history and physical examination showddubdertaken to diagnose erectile dysfunction or
benign prostatic hyperplasia and determine poteumiderlying causes, before pharmacological
treatment is considered.

Prior to initiating any treatment for erectile dysttion, physicians should consider the cardioviascu
status of their patients, since there is a degfreardiac risk associated with sexual activity. dladil
has vasodilator properties, resulting in mild araesh$ient decreases in blood pressure (see seclipn 5
and as such potentiates the hypotensive effedtrates (see section 4.3).

Prior to initiating treatment with tadalafil for bign prostatic hyperplasia patients should be erachi
to rule out the presence of carcinoma of the ptestad carefully assessed for cardiovascular
conditions (see section 4.3).

The evaluation of erectile dysfunction should id&wa determination of potential underlying causes
and the identification of appropriate treatmentdieing an appropriate medical assessment. It is not
known if tadalafil is effective in patients who leaundergone pelvic surgery or radical non-
nervesparing prostatectomy.

Cardiovascular

Serious cardiovascular events, including myocaidfakction, sudden cardiac death, unstable angina
pectoris, ventricular arrhythmia, stroke, transisnhemic attacks, chest pain, palpitations and
tachycardia, have been reported either post markatid/or in clinical trials. Most of the patieiris
whom these events have been reported had prergxestrdiovascular risk factors. However, it is not
possible to definitively determine whether thesergs are related directly to these risk factors, to
tadalafil, to sexual activity, or to a combinatiafithese or other factors.

In patients receiving concomitant antihypertensnegalicinal products, tadalafil may induce a blood
pressure decrease. When initiating daily treatmatht tadalafil, appropriate clinical considerations
should be given to a possible dose adjustmentecétitinypertensive therapy.

In patients who are taking alphalockers, concomitant administration of tadalafdy lead to
symptomatic hypotension in some patients (seem®edtb). Therefore, the combination of tadalafil
and doxazosin is not recommended.

Vision

Visual defects and cases of NAION have been reganteonnection with the intake of tadalafil and
other PDES5 inhibitors. Analyses of observationdadaiggest an increased risk of acute NAION in
men with erectile dysfunction following exposuregadalafil or other PDES5 inhibitors. As this may be
relevant for all patients exposed to tadalafil, pagent should be advised that in case of suddealh
defect, he should stop taking tadalafil and corsylhysician immediately (see section 4.3).

Decrease or sudden hearing loss

Cases of sudden hearing loss have been reportedtadtuse of tadalafil. Although other risk fastor
were present in some cases (such as age, diabgbestension and previous hearing loss history)
patients should be advised to stop taking tadadafil seek prompt medical attention in the event of
sudden decrease or loss of hearing.

Renal and hepatic impairment

Due to increased tadalafil exposure (AUC), limitéidical experience and the lack of ability to
influence clearance by dialysis, once-a-day dosirtgdalafil is not recommended in patients with
severe renal impairment.

There is limited clinical data on the safety ofgi@dose administration of tadalafil in patientshwi
severe hepatic impairment (Child-Pugh Class C).ecmday administration has not been evaluated in
patients with hepatic impairment. If tadalafil iepcribed, a careful individual benefit/risk evdioa
should be undertaken by the prescribing physician.
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Priapism and anatomical deformation of the penis

Patients who experience erections lasting 4 haunsose should be instructed to seek immediate
medical assistance. If priapism is not treated iliately, penile tissue damage and permanent loss of
potency may result.

Tadalafil should be used with caution in patieniihwnatomical deformation of the penis (such as
angulation, cavernosal fibrosis or Peyronie's disgaor in patients who have conditions which may
predispose them to priapism (such as sickle caka, multiple myeloma or leukaemia).

Use with CYP3A4 inhibitors

Caution should be exercised when prescribing téildgatients using potent CYP3A4 inhibitors
(ritonavir, saquinavir, ketoconazole, itraconazaled erythromycin) as increased tadalafil exposure
(AUC) has been observed if the medicinal produtscambined (see section 4.2 and 4.5).

Tadalafil and other treatments for erectile dysfiamc

The safety and efficacy of combinations of tad&kaid other PDES inhibitors or other treatments for
erectile dysfunction have not been studied. Theepit should be informed not to take tadalafil in
such combinations.

Lactose
Tadilas contains lactose. Patients with rare h&agdproblems of galactose intolerance, total keta
deficiency or glucose-galactose malabsorption shnat take this medicinal product.

4.5 Interaction with other medicinal products and agher forms of interaction
Interaction studies were conducted with 10 mg an@ldlomg tadalafil, as indicated below. With regard
to those interaction studies where only the 10 aniglafil dose was used, clinically relevant

interactions at higher doses cannot be completidylrout.

Effects of other medicinal products on tadalafil

Cytochrome P450 inhibitors

Tadalafil is principally metabolised by CYP3A4. Alactive inhibitor of CYP3A4, ketoconazole

(200 mg daily), increased tadalafil (10 mg) expes#tUC) 2-fold and Gaxby 15 %, relative to the
AUC and Gax values for tadalafil alone. Ketoconazole (400 raiyl increased tadalafil (20 mg)
exposure (AUC) 4-fold andGx by 22 %.

Ritonavir 500 mg or 600 mg twice daily at steadtestan inhibitor of CYP3A4, CYP2C9, CYP2C19,
and CYP2D6, increased tadalafil 20 mg single-dap@sure (AUC) by 32% with a 30% reduction in
Cmax relative to the values for tadalafil 20 mg aloR&onavir 200 mg twice daily, increased tadalafil
20 mg single-dose exposure (AUC) by 124% with nangfe in Gy, relative to the values for tadalafil
20 mg alone. Although specific interactions havelbeen studied, other protease inhibitors, such as
saquinavir, and other CYP3A4 inhibitors, such ggheomycin, clarithromycin, itraconazole and
grapefruit juice should be co-administered withtzauas they would be expected to increase plasma
concentrations of tadalafil (see section 4.4).

Consequently the incidence of the adverse reaclistes in section 4.8 might be increased.

Transporters
The role of transporters (for example p-glycoprotén the disposition of tadalafil is not known.
Therefore there is the potential of drug interaitimediated by inhibition of transporters.

Cytochrome P450 inducers

A CYP3A4 inducer, rifampicin, reduced tadalafil AW$ 88 %, relative to the AUC values for
tadalafil alone (10 mg). This reduced exposurelmanticipated to decrease the efficacy of tadalafi
the magnitude of decreased efficacy is unknown.

Other inducers of CYP3A4 such as phenobarbitalnytein and carbamazepine, may also decrease
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plasma concentrations of tadalafil.

Effects of tadalafil on other medicinal products

Nitrates

In clinical studies, tadalafil (5, 10 and 20 mg)si&nown to augment the hypotensive effects of
nitrates. Therefore, administration of tadalafipttients who are using any form of organic nitiate
contraindicated (see section 4.3). Based on thdtses a clinical study in which 150 subjects
receiving daily doses of tadalafil 20 mg for 7 daysl 0.4 mg sublingual nitroglycerin at various
times, this interaction lasted for more than 24re@nd was no longer detectable when 48 hours had
elapsed after the last tadalafil dose. Thus, iateept prescribed any dose of tadalafil (2,5 mg —

20 mg), where nitrate administration is deemed o&lyi necessary in a life-threatening situation, at
least 48 hours should have elapsed after the ¢est df tadalafil before nitrate administration is
considered. In such circumstances, nitrates shtanlidbe administered under close medical
supervision with appropriate haemodynamic monitprin

Anti-hypertensives (including calcium channel blockers)

The co-administration of doxazosin (4 and 8 mgyaihd tadalafil (5 mg daily dose and 20 mg as a
single dose) increases the blood pressure-loweffiegt of this alpha-blocker in a significant manne
This effect lasts at least twelve hours and magyleptomatic, including syncope. Therefore this
combination is not recommended (see section 4.4).

In interaction studies performed in a limited numdkhealthy volunteers, these effects were not
reported with alfuzosin or tamsulosin. However,tmaushould be exercised when using tadalafil in
patients treated with any alpha-blockers, and rgtalthe elderly. Treatments should be initiaté¢d a
minimal dosage and progressively adjusted.

In clinical pharmacology studies, the potentialtetalafil to augment the hypotensive effects of
antihypertensive medicinal products was examinegiohMclasses of antihypertensive medicinal
products were studied, including calcium channetkérs (amlodipine), angiotensin converting
enzyme (ACE) inhibitors (enalapril), beta-adrenergiceptor blockers (metoprolol), thiazide diurgtic
(bendrofluazide), and angiotensin Il receptor b&ysk(various types and doses, alone or in
combination with thiazides, calcium channel bloskéeta-blockers, and/or alpha-blockers). Tadalafil
(10 mg except for studies with angiotensin Il reoeplockers and amlodipine in which a 20 mg dose
was applied) had no clinically significant inteiactwith any of these classes. In another clinical
pharmacology study tadalafil (20 mg) was studiedambination with up to 4 classes of
antihypertensives. In subjects taking multiple laypiertensives, the ambulatory-blood-pressure
changes appeared to relate to the degree of bles$yre control. In this regard, study subjectssgho
blood pressure was well controlled, the reductias winimal and similar to that seen in healthy
subjects. In study subjects whose blood pressusenataicontrolled, the reduction was greater
although this reduction was not associated withobsmsive symptoms in the majority of subjects. In
patients receiving concomitant antihypertensiveigiedl products, tadalafil 20 mg may induce a
blood pressure decrease, which (with the excepti@ipha blockers — see above) is, in general, mino
and not likely to be clinically relevant. Analysi§ phase 3 clinical trial data showed no differeimce
adverse events in patients taking tadalafil witkvithout antihypertensive medicinal products.
However, appropriate clinical advice should be gite patients regarding a possible decrease in
blood pressure when they are treated with antittgpsive medicinal products.

Riociguat

Preclinical studies showed an additive systemiodblaressure lowering effect when PDES inhibitors
were combined with riociguat. In clinical studiesciguat has been shown to augment the
hypotensive effects of PDES inhibitors. There wagwvidence of favourable clinical effect of the
combination in the population studied. Concomitss# of riociguat with PDES inhibitors, including
tadalafil, is contraindicated (see section 4.3).

5- alpha reductase inhibitors (5-ARIs)
In a clinical trial that compared tadalafil 5 mgadministered with finasteride 5 mg to placebo plus
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finasteride 5 mg in the relief of BPH symptomsnmewv adverse reactions were identified. However,
as a formal drug-drug interaction study evaluatirgeffects of tadalafil and 5-ARIs has not been
performed, caution should be exercised when tatieafoadministered with 5-ARIs.

CYP1A2 substrates (e.g. theophylline)

When tadalafil 10 mg was administered with theoliyl(a non-selective phosphodiesterase
inhibitor) in a clinical pharmacology study, thevas no pharmacokinetic interaction. The only
pharmacodynamic effect was a small (3.5 bpm) irsréa heart rate. Although this effect is minor
and was of no clinical significance in this studyshould be considered when co-administering these
medicinal products.

Ethinylestradiol and terbutaline

Tadalafil has been demonstrated to produce andseri the oral bioavailability of ethinylestradial
similar increase may be expected with oral adnriziisin of terbutaline, although the clinical
consequence of this is uncertain.

Alcohol

Alcohol concentrations (mean maximum blood conedian 0.08 %) were not affected by
coadministration with tadalafil (10 mg or 20 mg).dddition, no changes in tadalafil concentrations
were seen 3 hours after co-administration with ladt.cAlcohol was administered in a manner to
maximise the rate of alcohol absorption (overnfght with no food until 2 hours after alcohol).
Tadalafil (20 mg) did not augment the mean bloagspure decrease produced by alcohol (0.7 g/kg or
approximately 180 ml of 40 % alcohol [vodka] in &kg male) but in some subjects, postural
dizziness and orthostatic hypotension were obseken tadalafil was administered with lower
doses of alcohol (0.6 g/kg), hypotension was neeoled and dizziness occurred with similar
frequency to alcohol alone. The effect of alcohokognitive function was not augmented by tadalafil
(10 mg).

Cytochrome P450 metabolised medicinal products

Tadalafil is not expected to cause clinically sfigraint inhibition or induction of the clearance of
medicinal products metabolised by CYP450 isofor&tadies have confirmed that tadalafil does not
inhibit or induce CYP450 isoforms, including CYP3AZYP1A2, CYP2D6, CYP2E1, CYP2C9 and
CYP2C19.

CYP2C9 substrates (e.g. R-warfarin)

Tadalafil (10 mg and 20 mg) had no clinically sigizint effect on exposure (AUC) to S-warfarin or
R-warfarin (CYP2C9 substrate), nor did tadalafieef changes in prothrombin time induced by
warfarin.

Aspirin

Tadalafil (10 mg and 20 mg) did not potentiateiti@ease in bleeding time caused by aspirin.

Antidiabetic medicinal products
Specific interaction studies with antidiabetic no#oll products were not conducted.

Digoxin
Co-administration of tadalafil 40 mg once per dary1fO days did not have a significant effect on the
steady-state pharmacokinetics of digoxin 0.25 mgiddealthy subjects.

4.6 Pregnancy
Tadalafil is not indicated for use by women. Naidal data on exposed pregnancies are available.

Animal studies do not indicate direct or indireatinful effects with respect to pregnancy,
embryonal/foetal development, parturition or postahdevelopment (see section 5.3).
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4.7 Effects on ability to drive and use machines

No studies on the effect on the ability to drivause machines have been performéthough the
frequency of reports of dizziness in placebo addl&fil arms in clinical trials was similar, patten
should be aware of how they react to tadalafilpkeetiriving or using machines.

4.8 Undesirable effects

The most commonly reported adverse reactions iemtattaking tadalafil for the treatment of erextil
dysfunction or benign prostatic hyperplasia weradaehe, dyspepsia, back pain and myalgia, in
which the incidences increase with increasing @dsadalafil. The adverse reactions reported were
transient, and generally mild or moderate. The nitgjof headaches reported with tadalafil once-a-
day dosing are experienced within the first 10@aldys of starting treatment.

The table below lists the adverse reactions obddreen spontaneous reporting and in placebo
controlled clinical trials (comprising a total 032 patients on tadalafil and 4422 patients ongilaf
for on-demand and once-a-day treatment of eredy#éunction and the once-a-day treatment of
benign prostatic hyperplasia.

Frequency convention: very commeti(10), commonx1/100 to <1/10), uncommor1/1,000 to
<1/100), rarex1/10,000 to <1/1,000) and very rare (<1/10,000) motcknown (cannot be estimated
from the available data).

Very Common Uncommon Rare
common
I mmune system disorders
Hypersensitivity Angioedema
reaction

Nervous system disorders

Headache Dizziness Stroké (including haemorrhagic events),
Syncope, Transient ischaemic attdcks
Migraine?, Seizure?, Transient amnes

Eye disorders
Blurred vision, Visual field defect, Swelling of eyelids,
Sensations described |Conjunctival hyperaemia, Non-arteritic
eye pain anterior ischaemic optic neuropathy

(NAION)?, Retinal vascular occlusi?

Ear and labyrinth disorders

Tinnitus |Sudden hearir los¢*
Cardiac disorders'
Tachycardia, Myocardial infarction, Unstable angina
Palpitation pectori?, Ventricular arrhythmi?
Vascular disorders
Flushing Hypotensios,
Hypertensio

Respiratory, thoracic and mediastinal disorders
Nasal congstior |[Dyspnoea, Epistax
Gastrointestinal disorders

Dyspepsia Abdominal pain,
Vomiting, Nausea,
Gastr-oesophage:
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reflux |
Skin and subcutaneous tissue disorders

Rash Urticaria, Stevens-Johnson syndréme
Exfoliative dermatiti§ Hyperhidrosis
(sweating
Muscul oskel etal, connective tissue and bone disorders
Back pain,
Myalgia, Pain in
extremity
Renal and urinary disorders

Haematuri
Reproductive system and breast disorders

Prolonged erections |Priapism, Penile haemorrhage,
Haematosperm

General disorders and administration site conditions

Chest paih Peripheral|Facial oedenta Sudden cardiac death
oedem, Fatigu
1 Most of the patients had pre-existing cardiovasatisi factors (see section 4.4).

2 postmarketing surveillance reported adverse matiot observed in placebo-controlled clinical
trials.

3 More commonly reported when tadalafil is giverpatients who are already taking antihypertensive
medicinal products.

4 Sudden decrease or loss of hearing has beenedpora small number of post-marketing and
clinical trial cases with the use of all PDES5 intobs, including tadalafil.

Description of selected adverse reactions

A slightly higher incidence of ECG abnormalitiesinparily sinus bradycardia, has been reported in
patients treated with tadalafil once a day as coatpwith placebo. Most of these ECG abnormalities
were not associated with adverse reactions.

Other special populations

Data in patients over 65 years of age receivingl&dd in clinical trials, either for the treatmeat
erectile dysfunction or the treatment of benignspatic hyperplasia, are limited. In clinical trialgth
tadalafil taken on demand for the treatment of tdeedysfunction, diarrhoea was reported more
frequently in patients over 65 years of age. Inicél trials with tadalafil 5 mg taken once a day f
the treatment of benign prostatic hyperplasia,idess and diarrhoea were reported more frequamtly i
patients over 75 years of age.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after aattion of the medicinal product is important. It
allows continued monitoring of the benefit/risk &rate of the medicinal product.

4.9 Overdose

Single doses of up to 500 mg have been given tibhyesubjects, and multiple daily doses up to
100 mg have been given to patients. Adverse evests similar to those seen at lower doses.

In cases of overdose, standard supportive meashoesd be adopted as required. Haemodialysis
contributes negligibly to tadalafil elimination.

| SMPCPIL129981 | 13.06.202 | Page9 of 15




5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: urologicals, drugs usedectile dysfunction, ATC code: GO4BEOS.
Mechanism of action

Tadalafil is a selective, reversible inhibitor gicic guanosine monophosphate (cGMP)-specific
phosphodiesterase type 5 (PDES5).

When sexual stimulation causes the local releasérif oxide, inhibition of PDES5 by tadalafil
produces increased levels of cGMP in the corpusrcasum. This results in smooth muscle
relaxation and inflow of blood into the penile tiss, thereby producing an erection. Tadalafil leas n
effect in the treatment of ED in the absence otiakgtimulation.

The effect of PDES inhibition on cGMP concentratiorihe corpus cavernosum is also observed in
the smooth muscle of the prostate, the bladdettegidvascular supply. The resulting vascular
relaxation increases blood perfusion which mayheemiechanism by which symptoms of benign
prostatic hyperplasia are reduced. These vascifiiat®may be complemented by inhibition of
bladder afferent nerve activity and smooth muselaxation of the prostate and bladder.

Pharmacodynamic effects

Studies in vitro have shown that tadalafil is astVe inhibitor of PDE5. PDES5 is an enzyme found i
the smooth muscle of the corpus cavernosum, peoatat bladder as well as in vascular and visceral
smooth muscle, skeletal muscle, platelets, kidoesgbellum and pancreas. The effect of tadalafil is
more potent on PDES than on other phosphodiester@iadalafil is > 10,000-fold more potent for
PDES5 than for PDE1, PDE2, and PDE4 enzymes whiglicamd in the heart, brain, blood vessels,
liver, and other organs. Tadalafil is > 10,000-foidre potent for PDES5 than for PDE3, an enzyme
found in the heart and blood vessels. This seliegfior PDE5S over PDE3 is important because PDE3
is an enzyme involved in cardiac contractility. Aduhally, tadalafil is approximately 700-fold more
potent for PDES5 than for PDEG, an enzyme whicloisifl in the retina and is responsible for
phototransduction. Tadalafil is also > 10,000-faidre potent for PDES than for PDE7 through
PDE10.

Clinical efficacy and safety

Tadalafil administered to healthy subjects producedsignificant difference compared to placebo in
supine systolic and diastolic blood pressure (mmeaximal decrease of 1.6/0.8 mmHg, respectively),
in standing systolic and diastolic blood pressumegn maximal decrease of 0.2/4.6 mmHg,
respectively), and no significant change in hestet.r

In a study to assess the effects of tadalafil siomi, no impairment of colour discrimination
(blue/green) was detected using the Farnsworth-BlLB80-hue test. This finding is consistent with
the low affinity of tadalafil for PDE6 compared RDES. Across all clinical studies, reports of
changes in colour vision were rare (< 0.1%).

Three studies were conducted in men to asses®teetjal effect on spermatogenesis of tadalafil
10 mg (one 6-month study) and 20 mg (one 6-monthoare 9-month study) administered daily. In
two of these studies decreases were observedimsmeint and concentration related to tadalafil
treatment of unlikely clinical relevance. Theseeef were not associated with changes in other
parameters such as motility, morphology and FSH.

Erectile Dysfunction

For tadalafil on-demand, three clinical studieseveonducted in 1,054 patients in an at-home setting
to define the period of responsiveness. Tadalafihohstrated statistically significant improvemeant i
erectile function and the ability to have succdsséxual intercourse up to 36 hours following dgsin
as well as patients’ ability to attain and maintaiections for successful intercourse compared to
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placebo as early as 16 minutes following dosing.

In a 12-week study performed in 186 patients (Balafil, 44 placebo) with ED secondary to spinal
cord injury, tadalafil significantly improved theegtile function leading to a mean per-subject
proportion of successful attempts in patients g@atith tadalafil 10 mg or 20 mg (flexible-dose,
on-demand) of 48% as compared to 17% with placebo.

For once-a-day evaluation of tadalafil at dose®.5fimg, 5 mg and 10 mg, three clinical studies were
initially conducted involving 853 patients of vanmages (range 21-82 years) and ethnicities, with E
of various severities (mild, moderate, severe)etialogies. In the two primary efficacy studies of
general populations, the mean per-subject propodicuccessful intercourse attempts were 57 and
67% on tadalafil 5 mg, 50% on tadalafil 2.5 mg ampared to 31 and 37% with placebo. In the study
in patients with ED secondary to diabetes, the npesirsubject proportion of successful attempts were
41 and 46% on tadalafil 5 mg and 2.5 mg, respdgtias compared to 28% with placebo. Most
patients in these three studies were respond@retmous on-demand treatment with PDES5 inhibitors.
In a subsequent study, 217 patients who were tezdtmaive to PDES5 inhibitors were randomised to
tadalafil 5 mg one a day vs placebo. The mean ygjest proportion of successful sexual intercourse
attempts was 68% for tadalafil patients compareal8bd for patients on placebo.

Tadalafil at doses of 2 mg to 100 mg has been atedun 16 clinical studies involving 3,250 patg&nt
including patients with ED of various severitieslimmoderate, severe), etiologies, ages (rangé&21-
years), and ethnicities. Most patients reportedoEBX least 1 year in duration. In the primary @iy
studies of general populations, 81% of patientsntep that tadalafil improved their erections as
compared to 35 % with placebo. Also, patients \Eithin all severity categories reported improved
erections whilst taking tadalafil (86%, 83%, and&/fr mild, moderate, and severe, respectively, as
compared to 45%, 42%, and 19% with placebo). Irptiraary efficacy studies, 75% of intercourse
attempts were successful in tadalafil treated ptgias compared to 32% with placebo.

Benign Prostatic Hyperplasia
Tadalafil was studied in 5 clinical studies (LVHG/HJ, LVHR, LVID of 12 weeks duration and
LVIW of 26 weeks duration).

Study LVHG randomised 1,058 patients to receivieegitadalafil 2.5 mg, 5 mg, 10 mg or 20 mg for
once daily use or placebo. Study LVHJ randomiseg@&ients to receive either tadalafil 5 mg for
once daily use or placebo. Patients with multigleorbid condtition such as diabetes mellitus,
hypertension and other cardiovascular disease welteded.

In each of these trials (LVHG, LVHJ), tadalafil grfor once daily use resulted in statistically
significant improvement in the total Internatiofaibstate Symptom Score (IPSS) compared to
placebo. Mean total IPSS showed a decrease staitihg first scheduled observation (4 weeks) in
Study LVHJ and remained decreased through 12 wéekise long-term open-label extension phase
of the controlled study LVHG, in which patients eaed tadalafil 5 mg for up to 1 year after the
12-week double-blind treatment period, the improgehin total IPSS induced by tadalafil at week 12
of double-blind treatment was maintained over Tyea

In study LVHR, tadalafil for once daily use wasaathown to be effective in treating ED and the
symptoms of BPH in patients with both conditionsdzhon results from one of the
placebo-controlled, double-blind, parallel-arm edfty and safety studies which specifically assessed
the efficacy and safety of tadalafil for once daike in this population. In this ED and BPH study,
tadalafil 5 mg demonstrated statistical superiavitgr placebo for total IPSS and for the Intermetio
Index of Erectile Function Erectile Function (IIEHF) domain score (mean treatment difference, 4.7;
p< 0.001). The mean per-subject proportion of ss&fce sexual intercourse attempts in this study was
71.9% for tadalafil 5 mg patients compared to 48 E#ents on placebo.

Study LVID randomised 511 patients to receive eithdalafil 5 mg, tamsulosin 0.4 mg or placebo.
Tadalafil 5 mg resulted in statistically signifitamprovement in total IPSS. The efficacy of tadikla
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5 mg in treating BPH was observed as early as kwktherapy and was maintained through

12 weeks. Tadalafil 5 mg for once daily use alsprimed measures of ED after 12 weeks of
treatment compared with placebo in sexually actiigiects with ED in the Primary Analysis
Population, as demonstrated by statistically sigaift improvements in IIEF EF domain score (mean
difference of the change, 4.0; p< 0.001).

Data for Study LVHG, LVHJ, LVHR and LVID are shovirelow.

Study Treatment arm No. of | Total IPSS
patients | Baseline Value | Change from Difference (95%
(xSD) baseline Cl) vs placebo
LVHG | tadalafil Emg 20¢ 17.3 (#5.97 4.8 -2.68(-3.7,-1.5)
placebt 20¢ 17.1 (+6.36 -2.2
LVHJ tadalafil £ mg 16C 17.1 (+6.06 -5.€ -1.9 (-3.2, -0.6)
placebt 164 16.6 (£5.99 -3.€
LVHR | tadalafil £ mg 20€ 18.5 (¢5.78 -6.1 -2.3(-3.5,-1.2)
placebt 194 18.2 (5.33 -3.8
LVID tadalafil £ mg 171 17.2 (z4.91 -6.3 -2.1° (-3.3,-0.8
tamsulosin 0. mg | 16€ 16.8 (#5.31 -5.7 -1.5(-2.8,-0.2)
placebt 172 17.4 (£5.97 -4.2 -

2p< 0.001 vs placebo
® p=0.004 vs placebo
¢ p=0.001 vs placebo
4 p=0.023 vs placebo

In Study LVIW, tadalafil for once daily use initet together with finasteride was shown to be
effective in treating the signs and symptoms of BRkhen with an enlarged prostate (> 30cc) for up
to 26 weeks. This double-blinded, parallel-desigrly of 26 weeks duration randomised 696 men to
initiate either tadalafil 5 mg with finasteride Hyrar placebo with finasteride 5 mg. The study
population had a mean age of 64 years (range 4886gnts with multiple co-morbid conditions

such as ED, diabetes mellitus, hypertension aner aidirdiovasvular disease were included. Tadalafil
with finasteride demonstrated statistically sigrafit improvement in the signs and symptoms of BPH
compared to placebo with finasteride, as measwdhbdtotal IPSS at 12 weeks, the primary study
endpoint gee table below). Key secondary endpoints demonstiiaipdovement in total IPSS starting
at the first scheduled observation at Week 4 (&ifladl.0, placebo -2.3; p< 0.001) and the score
remained decreased through 26 weeks (tadalafil pfabebo -4.5; p= 0.022). However, the magnitude
of the treatment difference between placebo/fimatteand tadalafil/finasteride decreased from 1.7
points at Week 4 to 1.0 point at Week 26, as shiovthe table and figure below. The incremental
benefit of tadalafil beyond 26 weeks is unknown.

Mean Total IPSS Changes in BPH Patients in a TAdEiaOnce Daily Use Study Together with

Finasteride
n Placebo and n tadalafil 5 mg and| Treatment | p-value

finasteride 5 mg finasteride 5 mg | difference

(n=350" (n=345"
Total Symptom
Score (IPS¢
Baseliné 34€ | 17 344 | 17.1
Change from 340| -2.3 330 | 4.0 -1.7 < 0.001
Baseline t Week £
Change from 318 -3.8 317 | -5.2 -14 0.001
Baseline to Week
Change from 295| -4.5 308 | -5.5 -1.0 0.022
Baseline to Week 2
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aQverall Intention-To-Treat (ITT) population.
® Mixed model for repeated measurements.
¢ Unadjusted mean.

Figure: Mean Total IPSS Changes By Visit in BPHétas Taking Tadalafil for Once Daily Use
Together With Finasteride
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In the 404 patients who had both ED and BPH atlimesechanges in erectile function were assessed
as key secondary endpoints using the EF domaimediEF questionnaire. Tadalafil with finasteride
(n = 203) was compared to placebo with finastefide 201). A statistically significant improvement
from baseline (tadalafil/finasteride 13.7, placéibasteride 15.1) was observed at Week 4
(tadalafil/finasteride 3.7, placebo/finasteride; b4 0.001), Week 12 (tadalafil/finasteride 4.7,
placebo/finasteride 0.6; p< 0.001) and Week 26a{tdilifinasteride 4.7, placebo/finasteride 0.0;

p< 0.001).

5.2 Pharmacokinetic properties

Absorption
Tadalafil is readily absorbed after oral administraand the mean maximum observed plasma

concentration (Cmax) is achieved at a median tifrielmurs after dosing. Absolute bioavailability of
tadalafil following oral dosing has not been detiged.

The rate and extent of absorption of tadalafilrinfluenced by food, thus it may be taken with o
without food. The time of dosing (morning versug®ing) had no clinically relevant effects on the
rate and extent of absorption.

Distribution

The mean volume of distribution is approximatelyl GBdicating that tadalafil is distributed into
tissues. At therapeutic concentrations, 94 % ddl&dd in plasma is bound to proteins. Protein lgd
is not affected by impaired renal function.

Less than 0.0005 % of the administered dose apphé@athe semen of healthy subjects.

Biotransformation

Tadalafil is predominantly metabolised by the chitmme P450 (CYP) 3A4 isoform. The major
circulating metabolite is the methylcatechol glwmide. This metabolite is at least 13,000-fold less
potent than tadalafil for PDE5. Consequently, iias expected to be clinically active at observed
metabolite concentrations.
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Elimination

The mean oral clearance for tadalafil is 2.5 I/t #ve mean half-life is 17.5 hours in healthy sotgie
Tadalafil is excreted predominantly as inactiveabetites, mainly in the faeces (approximately 61 %
of the dose) and to a lesser extent in the urippréximately 36 % of the dose).

Linearity/non-linearity

Tadalafil pharmacokinetics in healthy subjectsliar@ar with respect to time and dose. Over a dose
range of 2.5 to 20 mg, exposure (AUC) increasep@itmnally with dose. Steady-state plasma
concentrations are attained within 5 days of oraly dosing.

Pharmacokinetics determined with a population aggion patients with erectile dysfunction are
similar to pharmacokinetics in subjects withoutctite dysfunction.

Special populations

Elderly

Healthy elderly subjects (65 years or over), hémeer oral clearance of tadalafil, resulting in@5
higher exposure (AUC) relative to healthy subjegsed 19 to 45 years. This effect of age is not
clinically significant and does not warrant a dasigustment.

Renal insufficiency

In clinical pharmacology studies using single-dizsialafil (5 to 20 mg), tadalafil exposure (AUC)
approximately doubled in subjects with mild (create clearance 51 to 80 ml/min) or moderate
(creatinine clearance 31 to 50 ml/min) renal impa&int and in subjects with end-stage renal disease
on dialysis. In haemodialysis patients, Cmax wa%oddigher than that observed in healthy subjects.
Haemodialysis contributes negligibly to tadalafitrenation.

Hepatic insufficiency

Tadalafil exposure (AUC) in subjects with mild amdderate hepatic impairment (Child-Pugh Class
A and B) is comparable to exposure in healthy subjehen a dose of 10 mg is administered.

There is limited clinical data on the safety ofatadil in patients with severe hepatic insufficignc
(ChildPugh Class C). If tadalafil is prescribed:aaeful individual benefit/risk evaluation should b
undertaken by the prescribing physician. Therenaravailable data about the administration of doses
higher than 10 mg of tadalafil to patients with &pimpairment.

Patients with diabetes
Tadalafil exposure (AUC) in patients with diabetess approximately 19 % lower than the AUC
value for healthy subjects. This difference in esyre does not warrant a dose adjustment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for husniaased on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxici#ycinogenic potential, and toxicity to
reproduction.

There was no evidence of teratogenicity, embryaityxor foetotoxicity in rats or mice that received
up to 1000 mg/kg/day tadalafil. In a rat prenatad postnatal development study, the no observed
effect dose was 30 mg/kg/day. In the pregnanteaUC for calculated free active substance at this
dose was approximately 18 times the human AUC2&t mg dose.

There was no impairment of fertility in male andhtde rats. In dogs given tadalafil daily for 6 @ 1
months at doses of 25 mg/kg/day (resulting in astle 3-fold greater exposure [range 3.7 — 184 th
seen in humans given a single 20 mg dose) and atiwre was regression of the seminiferous tubular
epithelium that resulted in a decrease in spernesegjs in some dogs. See also section 5.1.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Hypromellose phthalate
Mannitol
Croscarmellose sodium
Sodium laurilsulfate
Magnesium stearate (E470b)
Lactose monohydrate
Hypromellose

Talc (E553b)

Titanium dioxide (E171)
Iron oxide, yellow (E172)
Triacetin (E1518)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4  Special precautions for storage

Do not store above 30°C.
Store in the original package.

6.5 Nature and contents of container

Tadilas 5 mg film-coated tablets

Pack sizes (blister): 28 film-coated tablets iroa.b

Tadilas 20 mg film-coated tablets

Pack sizes (blister): 4 film-coated tablets in &.bo

6.6  Special precautions for disposal and other haiidg

No special requirements for disposal.

Any unused medicinal product or waste material khba disposed of in accordance with local

requirements.

MANUFACTURER

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501d\uesto, Slovenia

DATE OF REVISION OF THE TEXT

June 2022
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