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I-,lLO sanely aata 
The im e mutagenIcily and carcinogenicky Uala indicate Ihat Alphag& will no1 exerl neither 
muta or carcinogenic activities under iha.oondiiions of cllnical use. 

PHARhlACEUTlCAl. PARTICULARS 

Usi al emlofents 
Benzsfkoni~m Ch!oflde (Pre+servatlve) O.OO!B (O-05 mpknl) 
Polyvinyl slcohd 1.4% (14 mglrni) 
Sorhmi chloride 
S&urn citrate, dihydrare 
Gifrlc acid, monohydrate 
F-titled wate! 
Hydmchloric acid /or 
Sodium hydroxide to adjusl pH 

lncompatibilltles 
Physical and chemical incompaf!bilities have not been obsetvsd- 

Shelf Bie 
Alphager? has a shell Me of 36 months in he unopened 5mi container. Use withm 28 days efter 
iltst opnirlg. 

Special precautions for storage 
Alphagan’ should be siored al or below 25% (7rF). 

Nature and contents of container 
White tow dsnslly polyelhyiene dropper bottfes with a 35 micro&s tip. The cap is either a 
comrenliinal screw cap or a Compllanee Cap (C-&p). 

Alphagarf is available as 5mi packs- 

Instructions for uselhsndlfng 
Mona. 
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(brlmonid[ne tartrate ophlhalmlc solution) 0.2% 

Summary of Product Characteristics 
NAME OF THE MEDlCiNAl. PRODUCT 
Alphag@ 

OUALtTATtVE AND OUANTlTATlVE COMPOSITION 
Brlmonidine tafirate 02% 420 @ml) 
(equivalent to bfimonidine base 0.13%. 1.3 q/ml) 
1 drop of AiphaganC = approximatsty 35 pl = 70 pg brimnidine tartrafe 

PHARMACEUTICAL FDRM 
Eye drops, solu$ian 

CLINICAL PARllCUlARS 

‘Therapeutic Indications 
Alphager? may bs used as monotherapy for the Imvering of Intraocular pressure ({OF) in patlenfs 
MI open angla gfauccwna or ocular hypertension. who ale known, of thought lilcely 10 be Intolerant 
af topical betablocker therapy and/or in whcm topical belablocker lherapy is contra’tiicated. 0 
Alphagan” may ba used a5 adjutvAive therapy Men IOP is not adequateb controlled by a topical 
bsla-blccking agent. 

Posdogy and method of adminltlrarion 
The rsoommended dose is one drop of Alphagsti In lhe alfeded eye(s) Mice daily, approximately 
12 hours apa& No dosage adjusfment is required for use In elderly patlenls. 

If more than OIM lopical ophthalmic dtug is to be used, Ihe diffamnt drugs should be instilled 
S-15 minutes apeft. 

AlphagarY has not been studled in patients with hspalic or renal impairment - se8 Special 
wamlnga and special precaulions far use. 

The seiety and effecliveness of Alphagan* in children have not been estsblished. 

Contra-lndlcatfone 
Alphagad is conlraindicafed in patients with hypsrssnsi&ily to briionidii t&rate or any 
component of this medic&m. Alphagan’ 1 also contralnidlcated in peIlenls receiving monoamine 
ox&se (MAO) inhibitor therapy and patients on antidepressants which affect noradrenefgic 
lransmlssicn (e.g. lrfcyolic antidepm5sants and mM5erin). 

Special wernlngs and special precautions for use 
Caution should be axerclaed in tr%aliig patients wflh severe or unstable end unconlrolled 
cardiovascular diise. 

Some (12.7%) pafienis in dir&al tdais experienced an ocular allergio type reaction with Atphagan* 
(see Undeslrabfe effecls for delails). I allergic reacttons are obaenrsd, treatment with Aiphagan* 
should be dfsccmtiied. 

Alphagan. should be used with caution in paiients rvith depression, cerebral or coronary 
insulfjclency, Aaynaud’s Menomenon, orthoslatc hypolension or lhromboangiitis obiiterans. 

Aiph.qan* has not been studied In pslienls with hepatlc or renal impairment; caution should be 
used in Weeating such patients. 

The preservalive in Aiphsgti, benzalkoniurn chloride, may be absorbed by sofl contact lenses. 
Patienfs wesriig solt (hydrophilic) cc+~taot lenses should be Instruoted to weil at lees1 15 m;nutes 
beiore inserting solI confect lenses after fnslilling Alphagan’. 

interaction with other medicamenb end other forms al lnleraction 
Although specific drug interact& &dies have not beeo conducted with Alphaga#, the posslbZity ol 
8.n addillve 61 potentiating effect with CNS depressanls (atcohoi, barbkureles, opiates. sedatives, or 
anaesthetics) should be considared. 



No dala on the revel of circulating cslecholamlnes al(er Alphager? adminlstafion are available. 
Caution. hovmver, is advised in patienls Isking medications w&h can aifecl Ihe melabolism and 
uplake of cicculsting amines e.g chlorpromazine. melhylphanidate, reser$ne. 

Afier Ihe epplialion of AlphegarP, ctinicslly inslgniifcsnt &creases in bfood pressure were nolsd in 
some patients. Caution is advised when using drugs such as antihypertensives an&f cerdlac 
giycosides concomilanlly with Alphagan? 

Caution is advised when initialing (a: chznglng the dose ot) a ccmcomilent systemic ageol 
(irrespectivs of pharmaceulical form) whbh may interact wilh a-adrenergic agonlsls or interfere wlIh 
{hair activity Le. agonists or anlagonlsls of the adrensrgfc recepror e.g. (isoprenalina, prazosin). 

Pwgnancy and lactatfbn 
The safalv of use durino human oreanancv has not been established. In animel studies. brimonidine 
&ir$ &I not cause aiy terato&& &e&s. In rabbits, brimonidine tartrate. at plasma~levels 
higher than are achfeved during therapy In humans, has been shovel la cause Increased 
p&implantafion loss and poatn& grokth reduction. AlphagarP should be used during pregnancy 
only if lhe potenliaf benefit to the mother outweighs the potential risk to the loetus. 

Use during tactstlon 
It Is not fmwn if brimonidine Is excreted in human milk. 

The compound is excrded in the milk of the lactating rat. Alphaganeshould not be used by women 
nursing infants. 

Effects on ability lo drlve and use machines 
Afphagan’ may cause fatigue andror rfrwsioess, vihich may impair Ihe ablllly to drive or aperate 
machinery. 

Undesifa ble M&s 
ocld‘9J df8crs 
The most frequently rewrled ocular adverse events (in descending order of incidence) were ocular 
hyperaemla, ocular burningstinging. blurring, farelgn body sensalion, conjunctival folticles, ocular 
allergic reactions and ocular pruritus. Some patients experienced sevsrat of these symptoms andlor 
slans which c&divelv WIB considered lo b an ocular allergic reaclon. This occured in 12.7% of 
sibjects (causing withbrawal in 11.5% of subjecls in clinical trials) and lhe onsel was betwsen 3 
and 9 RXhlths in Ihe majorlly of paifents. Where dala are available in subjects who withdrew barn 
the studies due to ocular allergic reactions, elf the symptoms resolued without long term sequslee 
upon dlsconlinuallon of therapy. 

Ocular events occurring ocoaslonally in&dad: comeal eroslonlsMUng. photophobia. eyelld 
hyperaemla. Dcular ache/pain, ocular dryness, tearing, eyelid osdema, aanjuncllval oedema, 
blepharitis, con/unctival blanch@ ocular irritation. ehnormal vision, conjunctival discharge and 
conjunotiil~is. 

‘I he mosl frequently reported syslemlc effects wBre oral dvness, headache and Ulgutidiowslness. 

Occasjonel reports Included upper respirelory symploms, dizziness, gastrolntestinaf symptoms, 
asthenla and abnormal taste. 

Rarely reported systemic even& bcluded depresslon. systemic allergic reaotion, naraf dryness and 
pslpi!ati*ns. Y 

Overdose 
Ophthalmic overdose: 
There is no experience with Ihe unlikely case of an overdosage via ihe ophthalmic route. 

Ll 
Systemic overdose resulting irom accidental ingestion: 

? 

No inc+!lences of human ingesticn of Alphagan” are known. Oral overdoses of other alpha-z- 
agonists have been reported IO cause symptoms such as hypotension, asthenia. wmiiing, lelhargy, 
sedation. bradycardia, arrhythmias, miosis, respiratory depression and selzur 
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No clinical signs were obsetvd at the 2mg baseJkg dose level using 0.2% brimonidina tartrate 
ordly In mice and rats. This dose is equivalent to a Mel of 15ml of Alphagati consumecl by a ., 
10 kg&M. 

PIiARMACOLOGICAL PROPERTIES 

Pharmecodynamic properlies 
Brimonidine is an alpha-z adferWpic receptor agtlnist thal B lOOtt-fold more selective for ihe alpha-r 
adrenoceptor than the alpha-l adrenoreceptor. 

This selectivl!y results in no mydtiasis and We absenca of vasnamstriction In microvessels 
associaled with human retinal xenogmfts. 

Taplcal admlnisValion a1 brimonldlne &irate decreases Intraocular pressure (1OP) in humans with 
minlmel effecl on cardiovascular or pulmonary parameters. Llmited data are avallable for patienls 
with bmnchisl a&ma showing no adverse effects. 

Alphagan’ has a rapid onset of action. with peak ocular hypolensive effect seen al hvo hours post- 
dosing. In two 1 year studies. Alphagap lowered IOP by mean values oi approximately 4-6 mmtlg. 

Fluorophotometric studies in anhnals and humans suggest that brimonldfne tartrate has a dual 
mechanism of action. II b lhought that Alphagar? may laer IOP by reducing aqueous humour 0 
formalion and enhandng wsoscleral outflovr. 

Pharmaco!clnrllc praperllea 
General chamcferlstics 
After ocular admirktmifon of a 0.2% solutlon twice daily for 10 days, p!esma concenlrailons were 
low (mean Cmax wes 0.06 @ml). There was a sllghl accwmulatfon in the blood after multiple 
(2 limes daily for 10 days) lnstfllatlons. The area under the plasma cwoenttation-6me curve over 
12 hours aI sleady slate (AUCO-12h) was 0.31 ng-hdmr. as compared lo 0.23 n@hr/ml after the 
first dose. The mean apparent half-Me in lhe systemic clrculalion was appmxhnalely 3 hours In 
humans afler topical dosing. 

The plasma protein binding of brimonidine after tcpical dosing In humans is approximalafy 29%. 

Rrlmonidine binds reversibly 10 melanin in ocular tissues. in vitm and In vivo. Following 2 weeks of 
aalar ins~illalfon. the concentraifons of brimonidine in iris, cifiiry body and chofoid-retina were 3- 10 
174cdd higher than those alter a slngje dose. AccumulaQon does not mur in the absence of 
melanin. 

The significance of melanin binding In humans is uncleac. However, no signliioant ocular adverse 
reaction was found during blomlcrowxrplc examlnatkm of eyes in patients beated with Alphagar? lor 
up to one year, nor was significant oculaf toxicity found during a ona year ocular salety study in 
monkeys given ~proximaiely four times the recommended dw of brimonidjne tartraie. 

Folknving ors! adminfstration to man. brimonidine is well absobed and rapidly siimitraled. The m 
parl of the dose (around 75% of the dose) was excreted as metabolitas in urfne wiihin fiie days; 
unchanged drug was detected in urtne. In v&o stud& using animal and human liver, indicats lhsl 
lhe metabDllsm is mediated largely by aldehyda oxfdase and cytochrome P450. Hence, the 
syslemic efimfnation seems to be primarily hepelic melabolisrn. 

Kinelics prolile: 
No great deviation from dose propcrtionallty for plssma Cmsx and AtiC was otxerved !o!fowing a 
singh ropW dose of O.tX.IX. 0.2% and 0.5%. 

Characfefisks in p8rienf.s 
Characteristics in elderly patienls: 
The Cmax. AUC. and apparenl half-life of brimonaine are similar in ihe elderlv (sublects 55 veals 
or older) after a single t&e compared with young adoI&, indicating that ils sfilkmic absorplibn and 
elimination are not a4fscleU by age. 

Based an d&a from a 3 monih clinical sludy. which Included eldeq pat&&. systemic exposure to 
brimonidime was very ILIN. 


