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IOPROST-T

EYE DROPS

Latanoprost 0.05 mg/ml and Timolol 5 mg/ml, Eye Drops
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Listof Excipienis

Benritkoninm Chionde Ph. Eur, Sodum Dihydrogen Phosphate monohydrate BP, Mbasic sedmm phosphale
M. Eur, Sodium Chloside Ph. Eur, Sodium Hydroxide Ph. Eur., Hydrochboric Acid Phe Eur, Water for Injection Ph. Eur,

Produet Deseription: Clear, colowrless solution, practically free from visihle paiticles.
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Pharmacodynamics:

Fharmacotherapeutic group:

Ophthalmological-betablocking agents - timelol. combinations ATC code: S01ED3]

Mechanizimolaction

IOPROST-T Eye Drops consists of two components: latanoprost and timalol maleate, These two components decreise
elevoted miraocubor pressure (IO by different mechanesims of action and the combined effect results in additional 10P
reduction compared e either compound adniinistered alone,

Latanogrost, a prostaglandin F2e anologuee, is a selective prostancid FP receptor agonist that reduces the IOF by
increasing the outfow of aqueous bumour. The main mechinizm of sction iz increased wveoscheral outflow,
Additionally, some increase m outlow facility (dectease in trabeculsr outflow resistance} los been reponted moman.
L atangprost hiss oo significant elect op the production of squeous humour, the blood-aspeeos barmer or the mtraceulie
hlood circulation. Chronic treatment with lotanoprost in monkey eves, which had undergone extracapsular lens
exteaction did not affect the retinal blood vessels as detetmined by fleorescein angiography, Latanoprost has taf induced
Muerescen leakage mthe posterior sepment of psesdophakic human eyes. during short ferm trepiment.

Timolol i w betd-1 and beta-2 {nop-selective} adrenergic receptor blocking agent that bas oo significont inirinsis
sympathornimetic, direct myocardial depressant or membrang-sfabilising activity. Timolol lowers IOP by decreasing
i formption of sgueous i the ciliory epithelium,

Thiz precize mschamsem ofaction s notcleardy established, ot mbibition of the meneased eyelic AMP synithesis cansed
by endogenous beta-adrenerzic stimulaticn 15 probable. Timolol kas not been foond 1o significantty affect the
pertieability of the blood-aquemes barrier 1w plazma proteins. In sabbits, tmobol was withowt effect on the regiomal
ocular blood fow atter chromic treatment.,

Pharmacodynamic effects

Clinical elficacy and safily

In dose fwdimg studhes, I0PROST-T Eve Drogs produced sipmfcamtly greater decresses in mean diarnal HOP compared
to latanoprost and timobol administersd once daily as mesotherpy. Inotwo well controlbad, double masked six-tmonth
clinical siwdies the 1OP reduing effect of IOPROST-T Eve Drops was companad with Istanoprost and timolol
monotherapy in patients with on IOP of at least 25 mm He or greater. Following o 2-4 week mun-in with oimolol {mean
decrease in IOP from enrollment of 5 mim Hg), additional decreases in mean divrnal 1OPof 3,1, 20 and 006 mim Hg were
observed ofter & months of treatment for IOPROST-T Eye Drops, [atasoprost and tmolol (baice daily), respectively.
The IO0P lowering ¢fect of IOPROST-T Eve Dyops was maintaioed ind moath open Tabol extension ofthese studies,
Existing dita suggest that evening dosing may be more effective in 10P lowering than moming dosing. However, when
somsidering o recommnendation of either moming or evening desing, sufficient consideration should be given o the
lifestyle of the paticnt and their likely compliance.

It should be kept in mind that m case of msuificient efficecy of the fixed combination, resulis from studies imdicate that
e use ol unfixed adminiztration of Timolol bid and gemoprost cace o day might be still eMicient.

Oipset of action of IOPROST-T Eyve Drops is within ope howr and maximal effect ocewrs within six w eight Joues.
Adequate IOP reducing effect has been shown bo be preseniup to 24 hours post dosage aller muluiple ireatments

Pharmacokinetics:

Lutanoprost

Ahbzorpiion

Latanogrost is an isopropy] ester prodnig, which per se is inactive, but after hydrelysis by esterases in the comes 1 the
acid of latanoprost, becomes biclogically active, The prodmg is well abzorbed throngh the corneaand all doeg that eniers
the nqueows humor = hydrolysed during the passage through the comen.

Distribution

sinckics i man indicate that the maximum cocentration in the agueots humour, agproximately 13-30ng/ml., is reached
abrout 2 howss after topical adminisdraion of latanoprost alone,

Theackl of Tatanoprost has a plasmi clearance o0 0.40 Fvke and a small volume ol distabation, 016 Fkg, resuliing ina
rapid holf Tafie i plasma, 17 minotes. After wopical ocular administration, the systemne biogyailability of the scid of
latmoprost s 45% The sgeid of Btanoprost has o plasma peotein bisding of 7%,

Biotrunsformation pnd climination

There is practically no metabolism of the acid of Etanoprost in the eye. The main metabalizm oceurs in the liver,

Timal

Abszorption and distribution

The maxinmum concentration of fimolol in the sgueous humour 5 reached sbout 1 howr after topreal admmsstration of
eve drops. Part of the dose i2 absorbed svstemically and 3 masmom plasma cooeentration of | ng/mb s reached 10-20
minutes after iopical wdrministration of one cye drop do cach eve onee daiby { 300 micrograms/day .

Bistrunsionmation

The: Badflife of imodol in plasmis is about Ghours, Tinsobol s extensively metabolized o the liver

Elirmination
The metabalites ave excreted in the urine wgether with some undhanged tinaslol,
1T Eoos Firos

Mo Pharmaecolineliciphiormacedynanic relationship interactions between Istanoprost and imnolol were observed,
althewigh there waz an approsimiate 2-fold mereased coneentration of the aend of Latpnoprost im agueous humoir 1-4
hours after adminsteation of IDFROST-T Eyve Drops compared to monotherapy.

Therapeutic Indication:
Feduction of intraocular pressure {1OP) o pavedts with open angle glancomi and ocubr byperiension who are
insufficiently responsive to topical beta-blockers.

Posolagy and method of administration:

Bosology
Adwulis finclwding the elderly)

Fecommended therapy 15 one eyve drop m the nffected eveis) once dutly.

I o dose is missed, treatment should continee with the mext dose as planisd, The dose should ned exceed ome drop in
the nffected eyeds) dmly,

Poediatric papidaion

The safety and efficacy ol IOPROST-T Eve Dvops in children and adnlescents has not Been established.

Method ol adminisication

Contact Jenses should be removed before instillation of the eve drops and may be reinserted after 13 minutes.
I more than one topieal ephthalmic drug esbeing used, the drugs should be administered ot beast ive minutes apart.

When using nesolacrunnl ovclusion or clesing the evelids for 2 minufes, the svsiemic absorplion @5 reduced
Thismay result in 2 decrease in syatemic side effects and pn incréasc in bocal activity.

Route of Adminlstration: Ophthalmic

Contraindication;

IOPROST-T Eve Drops is contraindicated in patients with:

®  Repetive airway disdase iocheding broochal asthma or a history of broochial asthma, severe chironis obstripctive
pubmonary disease.

# Sines bradycardia, sick sinus syadrome, sing-atrial block, second or third degree pirioventricular block no
controlled with pace-maker, ovent cardiac Ealure, curdiogenic shock.

®  Hypersensitivity 1o the active substinees or oy of the excipients listed.

Interactions with Cther Medicaments:

Mo spevific drag interaction studies have been performed with IOPROST-T Eye Drops.

There hove been reports of pamdoxical clevations in imtreocular pressure folleaing the concomitant ophtholmie
administzation of two prosiaglandin analogees. Therefore, the wse of two of more prostaglanding, prostaglamdin
analogues, or prostaglandin derivatives s not recommended,

There 15 o potential For additrve effects resuliing 1 hvpotension and'or marked bradyeardia when ophihabmic beta-
blockers solution is administered concomitantly with oral caleium channcl blockers, beta-adrenersic hlocking agents,
antiarelythmes Gneluding soniodarune |, digifabis glveosides, porasympathomimetics, guanethiding,

Potentioted systemie beda blockade (e, decreased heott rone, depression) hos been reported durmig combined treatment
with CYP2D6 inhibitors (e.g., quinidine, fluocetine, parecetine ) and timolal.

The effieet on inttaocular pressuce o the knowm effedts of systemie beta-blockade muny be potentiated when IOPROSTT-T
Evie Dirops iz given to patients already receving an ol beta- sdrenergic blocking agent, amd the vie of fwo or more
topieal betn-ndrenenzic blocking agenis 1s nod recominended.

Muydnases resuliing from coneomitint use of ophthalmie betn-blockers amd sdrenaline (eginephrine) has been reported
oecasienally,

The hypertenzive reaction 1o sudden withdrawal ol clonidine can be potentiated when taking beta-blockers,

Beta-blockers may increase the hypoglyveaemic effect of anti-diabete agents, Beta-blockers can mask the signs and
symptoms of hypoglycacmia. See Warning and Precautions.

Warning and Precautions:

avslemic ellecrs

Like other topically applied ophthalmic agents, [OPROST-T Eye Drops is absorbed systemically. Due to the heto-
adrenergic companent Grmolol, the same tvpes of cardiovascular, pulimonary and other adverse reactiong a8 seen with
svitemic beta-pdrenergie blocking agents may occur. Incidence of systemie ADRs after topical ophthalmic
adminiswaiion is lower than for sysiemic administration, To redece the svstemic absorption, See Recommended dose
nod method of wdministration,

In patients with cardiovascular diseases (eg. coronary beart disense, Prinzmetal’s angimg and cardiae fulure) and
by potension therapy with beta-blockers should be eritically assessed and the therapy with other active substamees should
be considercd. Patients with cardiovascnlar diseascs should be watched for signs of deterioration of these diseases and of
fdverse reactions,

D (o its neganive efect on conduction time, beta-blockers should only be given with caution 1o pagients with first
degres heart block.

Cardiac reactions. and rarely. death in a=sociation with cardiae Failures have been reported Following administration of
Pinpeslol,

Sirsgylar di b

Patients with severe penipheral circulatory disturbance/disorders (i.c., severs forms of Ravnaod's disease or Raynaod's
sy droime) shaoubd be treated with caution,

Respiratory diserders

Respirntory reactions, moluding death due to bronchospasn m patients with asthima kave been reported fnllowang
administeation of some ophthalmic beta-klockers. [OPROST-T Eve Drops should be wsed with coution, in patients with
i ldrrderare chromic obstructve pulmonary disesse (COPD ) and omly ifthe potentel benefit outweighes the potential nsk,

Beta-blockers should be administered with coution in patients subject to spontancous ypaglyveaemia or to paticnts with
labile disbetes, s beta-blockers may mask the signsand symproms of acube bypoglveaemia

Beta-blockers moy alzo mssk the sigens of by perthyrondism:

Corneal diseascs

Ophialmic beta-blockers may induce dryness of eves. Patientz with corn eal dizeases shoald be treated weith caution
Oither beta-blocking agents

The cllect on intra-ocular pressure of the known effects of systenmie beta-blockade may be poteniiated when tnnolol is
piven b the patients already receiving a systemic beta-blocking agent, The response of these patients should be closely
observied. The use of fwo topical beta- adrenergic blocking agents 15 not recommended. See Interactions with other
miedicaments,

Anaphylactic reactions

While teking beta-blockers, patents with a histeny of atopy or-a hsstory of severe anaphylacie reaction to a variety of
allergens may be more reactive to repeated challenge with such allergens and unresponsive (0 the usieal doses of
acrenaline vsed W dreat anophylpctic resctons.

Choroidal detechment

Choroidal detachment has been reported with administration of agueous suppressunt therapy (eg, tmolol,
acetazolamde) alter filtration procedunes,

Surgrcal ansesthesin
Beta-blocking ophthalmological preparations may block systemic bela-agonist effccts e, of
Theanaesthesrobogist should be informed when the patient 15 receiving timelel,
i 1
Timolol may interact with other drugs, See Interactions with other medicaments.

adrenaline.

The concomitant wse of two or more prostaglinding, prosiaglandin analogues, or prostaglandin denivatives 15 not
recarmmandail

Latanoprost may eradually change eve colour by incressing the mmount of brown pigment in the ris. Similar
experivnce with litanoprost eyve drops, increased iris pigmentation was seen mi6-10% of all patients treated with
IOPROST-T Eve Drops for up to one year (based on photographs]. This effect has proedominantly becn seen in paticnis
with mixed coloured imdes, ¢, green-brown, vellow-brown or bluggrey-beown, and i3 due 10 increased melanin
content in the stromal melanocytes of the imis, Typically. the brown pigmentation around the pupl spreads concentrically
towards the periphery inaffected evez, butthe enting iris or partz of it may become maore brovwiish,

The change in itis colour occurs slowly and may ool be noticeable for several months 1o vears and it has not beegn
assocuted with any symptom or pathologicnl changes.

Mo further imcrease in brown s pigment has been observed after discontimution of freatment, but the resoliant colour
change may be permansit.

Meither naevi nor freckles of the ins have been affected by the treatment

Acenmulation of pigment m the trabeculor meshwork or elsewhere inthe antevior chamber has not been observed but
potients should be examived regularly and, depending on the clinical situation, treaiment may be stopped if increased
IT15 PN AN ensues,

Betore treatment is nmsttuted patients shoald Be mfonned of the pessibility of a change o eye eoloar. Unilatesal
treatrment can resultin permanent heterochromia,

Sl n=laaly o
Eyelid skin darkening. which may be reversible. hoas been reported in pssociation with the use
of latanoprost.

L.otanopsost may cradually change evelashes and vellus hair in the treated eye; these changes
inciucde mncrensed lemgth, thivkness, pigmencimion, and number of lashes or bairs, and
misdirected growth of eyelashes. Exelash changes are reversible upon discontimuatton of
Ireat et

Calineoana

Ihere 15 no dowcumented experionee with btanoprost m inflamemsbory, neo vaseuler, or chronse
angle closure glavcoma., in openangle slavcomi of peeudophekic patients and in pigmentary glavconn. Lotanoprost has
nior Btle effoct on U poga] but there is no docimmented expenence macube ks of closeld angle glavcoma. Therefore
il is recommended that IOPROST-T Eve Dirops shoukd be wsed with caution in these conditions until more experience 1s
abraimed.
Herpetic keratitis
L atancpross shosld be used with caution in paticnts with a history of berpetic keratitis, and shoald be avoided in cases of
astive herpes simplex keratitis and in patients with o history of recurrent herpetic keratitis specifically associated with
prostaglandinonalogues.
Macular ocdema
Macularoedema, incleding cvstoid macular oedeina, kag been reponed dunng rearmient with laanoprost. These reparis
have mainly coccurred in aphakic patients, i pscwdophakic paticnts witha tom posterion bens capsule, or in patients with
koo risk Factors for macylar bedema, IOPROST-T Eve Brops sloubd be psed with caution in these patients,
Preservativa
IOPROST-T Eve Drops contans benzalkonum chionde, which s comimonty wsed a5 a preservative inoophihalimie
proxiucts. Bensalkonium chloride has been reporied Lo cause punctente keratopathy and/or toxic oleerative keratopathy,
oy case ey riation. Close monitoring 1= reguired sath fregquent or prodonged wuse of IOPROST-T Eve Drops modry
eye paticnts, orin conditions where the cornea s compromised.
Comtact lenses
Contact lensex may absord bewealkonium chiloride which is known to dizecloar soft contact lenses, Contact Femses
should be remerved before ppphying FOPROST-T Eve Drops but miy be reinserted after 15 minutes.

Fertility, Pregonancy and Lactation:

Pregnandy

Lutanoprast

There dre no adequate data from the use of latanoprost in pregnant women. Studies i animals have shown reproductive
s reify, The petentiol risk for iumnms 8 unknewn

Timaolal

There are ne adequate data for the vse of omolol in pregnant women. Timolel should not be wsed duning pregnincy
unless clearly necessary. To reduce the systemic abzorption, See recommencded dose and methed ofadiminizsiration
Epidemiological studics hove not revealed malformative effects but show a nsk for infro uterine growth retardation
when beta-blockers are administered by the oral powte. In addition, signs amd symptoms of beta-blockade {e.g.,
bradveardia, hypotension, respiratory distress and hypoglvesennal have been obzerved in the neonate when
betablockers have been administerad wntil deliverw. ITIOPROST-T Eye Drops is sdministered until delivery, the neonate
shouldd be corefully monitor during the first doys of life,

Conseguently IOPROST-T Eve Drops should not be used during preanancy.

Breasi-feeding

Beta-blockers are excreled in breast omlk, However, at therapeutic doses of timelol inoeve drops it 15 oo likely tlsai
subficient pmounts would be present in breast milk to produce climcal symptoms of beta-bleckade m the infant, To
reduce the syatemic abserpiion, { 5o recommended dose and method of sdininistiation

Latanaprostand its metabolbies may pass into breast mik.

FOPROST-T Eve Drops should there lore nol be wsed inoworten whio are breast-leeding.

Fertility

Meither | atanoprost norlimolel have been found 1o have any effect on male or fernale fereelity in animal amdies.

Effects om Abilioy o Deive and L se Mochine:

IOPROST-T Eye Dropa has minos influenee an the ability o drive and wie machines, In common with other eve
preparations, instillution of eye drops moy cause ronsient blurmng of viston, Untl thiz has resolved, patients should no
drive dr wse machines.

Undesirable Effects:

For ltumoprost, the maponty of sdverse reactons relate o the ocolar systerme In dida From the extension phase of the
IOPROST-T Eye Drops pivotal trials, 16 - 20% of paticats developed increased inis pigmentation, which may be
permasent. Inanopen 3 vear lsanopeost safery siudy, 33% of patienis developed ins pigmentation, Other ooular adverse
reqctions are generally transient and occur on dose administration, For Lmalol, the most senous wdverse renctions arg
systemic in nature, inghsding bradveardio, arrhythmia, congestive heart failure, bronchospasm and allergic reactions,
Like other topically applied ophtholmic drugs, tmolol is absorbed into the svstemic circulation. This moy cause similar
undusirable effecis as seen with sysiemic betas blocking agents. [neidence oF systemic ADR: afier wpical ophthalmic
ackminisroton s lower than for systemic administraton. Listed adverse reactions include reactions seen within the class
of aphihalmic beta-hlockers,

Treatment related smiverse reschions seen m clmieal trials with IOPROST:=T Eve Divops are listed below,

Adverse neachons are cotegoriaed by freguency as follows: very eommoen (10080, common =106 <110,
uncornrmor (=10 (b g = L LO0Y, rane (2= 10 100000 o LOD D0 and very rare (<21 L0 000,

Table 1: Adverss reactions scen in IOPROST-T Eye Trrops inials

System Drean Closs Very comminn Common Lpcomimon
=11 217100 e < 1700 = LL0m0 po < 1710
Mervous system disorders Headoche
Eve disorders [ris Eye pain, Comeal disonders,
hvperpigmentation | eve irrtation conjunctivitis, hiephariis,
{inchuding stinginge,  Jove hyperoemi,
buming, iching, wiziody Blurred,
foreign body lacrmation wcnensed
sefiaatiion
skin and subcutapeonos Rash, pruriiug
tssue disgrders

Additional adverse reactions have been reponted specific 1o the use of the individual componenis of I0PROST-T Eye
Dirops in either clinical studies, spontaneous reports of in e available literature,

Fow |ilt.'°|||-::lJ!|| gl these ane:
Table 2: Adverse Reactions for Latansprost

System Organ Class Addverse Renctivns

Intections and miestotions | Herpetie keratins

BMervous system disorders | Dizsiness

Evie disonlers Exelash ond vellus hair changes of the evelid (increased length,
thickness, pigmentation, and number of eyelushes); punctate keratitis,
periothital oodemn; intis; uveitis; macelar oedema ineluding ovsioid
macubor cedema dry eve; keratilis; comenl oedema: corneal eroswon;
irbchiiasisl iris cyst photophobia; pericrhital and lid changes resulling

in deepening of the eyelid sulius: evelid ocdema; loealised skin neaction
on the evelids; peudopempligoid of the ocular conjunctiva | Jdarkening
of the palpebral skin

Angina; angina unstable; palpitations
Asthims; asthma aggravation; dyspooga

Cardiae disorders

Respiratory, thorme and
mediastimol disorders

Muscaloskeletal amd

Myalpia: arthralpia
connective tissue disorders

Cremern] disorders amd
admimstration s
comditiong

Chest pain

"My be potentially relavad 1o the preservatve benzalkonium chlorid:

For timolol. these arne:

Table 3: Adverse Reactions for Timolal Maleate (ocular adminisieation)

Svatem Organ Class Adverse Reactions

Systemie pllergic reactions meluding anophylache
resction, angivedema, urticarnia, localised amd
penernlised msh, prurrhes

Immune system disorders

Wietahalism and nuintion disorders Hypoeglycaemia

Paychiatric disorders Memary Loss, insommnia, depression, nightmares,

hallucimiiioms

Mervous system disorders Cerebrovaseular accident, cerebral ischasmii,
dizziness, increases m signs and symptoms of

myasthenia gravis, paraesthesia. headache, svneope

Ewve diserders Cheroidal detachment following filtration surgery
corneal erosion, keratitis, diplopia, decreased comeal
acnsitivity, signs and symptoms of ocular irmitation
(g, burning, stinging, itlching, teanng and reduess),
dry eyes, ptosis, blepharitis, Blumed vision

Eur and labyrinth disorders
Cardiac disorders

Timnitus

Cardine prrest, cardiac failuve, atmoventricular block,
congestive heart G, chest piom, aretmia,
bradyecardin, osdema, palpitations

Viscular disorders Cold hands and feet, hyvpotension, Baynaud's

plicamsmesion

Bronchospasan (predominately m panents with
pre-existingbronchospastic discase), cough, dyspnoca

Kespiratory, thariic and
roediastingl disonders

Abdominal pam, vemiting, diarrhoen, dry mouth,
dyspcusia, dyspepaia, nause

Skin rash. psoriasitorm rash, exacerbation of psoniasis,
alopecia

Orstromntestmal disorders

Skin ond subcuiancous Ussue disorders

Musculoskelgial and connective Lissue
desonders

Pefwalpin

Reproductive system and breast disorders Sexual dvafunction, decreased libide

Cieeri ] desorders and administration
stz condifions

Asthenni, fatigee

Cases of comenl caleillication have been reported very rarely in associatton with the use of phosphote containmg gye
drops in some patients with significantly damaged coress.

Overdose:

Mirdata nne available in humans sath regard to overdose with JOPROST-T Eye Drops.

SYIMpLOTS

Sympioms of systemic limolol overdose are: bradyeardia, hypofension, bronchospasm and cardiac arrest.

Apart froms ocular arntation amd componctival hypersemis oo other ocular or systemic side effects are known of
latanoprost is overdosed.

Treniment

I symplodnes of everdose oecur the treatment should be svmplomatic and supportive,

If accidentally ingested orally the following information may be wseful:

Studies hove shown that timolol does net dialyse readily, Gastoe lavage if nesded.

Latancprost is extensively inetabolised during the first pass through the liver.

Intravencus mfieaon of 3 microgroms®g m bealihy volunteers induced noo symptoms, but o dose of 3.5-10
micrograms’kg causad nausea; abdominal pain. dizziness, fatigue, hot Aushes and sweating. These events were mild fo
imiderate inseventy and resolved without rreatment, within 4 hours after leeminatmng the infusion,

Special Precautions lor Slorage

Betore lirst opening store between 270 and 8°C,

After first opening store belaw 2570 and use within four weekz, Keep the bottle in the outer carlin in onder to prodect
from light

Shelf Life:

Before first opening: 24 months.

Afer first openimg: Use within four weeks,

Presentsfion

2. imlin3 mi LDPE bottle with a sterile insert cap packed ina caron:

Date of revision: 200062024

MODE OF USE

Snap off the dust

o Dispense the
g i Bt 'l: Pull off the drops with gentle
clockwise to brea it it T essure. Place
the seal ihe eap -k the cap
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