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pressure, caution in using concomitant drugs such as beta-blockers (ophthalmic and systemic),
antihypertensives and/or cardiac glycosides is advised. | g

Tricyclic antidepressants have been reported to blunt the hypotensive effect of systemic clonidine. It is not e
known whether the concurrent use of these agents with ALPHAGAN® can lead to an interference in 10P | g
lowering effect. No data on the level of circulating catecholamines after ALPHAGAN® is instilled are available. —_—
Caution, however, is advised in patients taking tricyclic antidepressants which can affect the metabolism and YA 022635 BE

uptake of circulating amines. | | PR - WERTS % |
Carcinogenesis, mutagenesis, impairment of fertility: No compound-related carcinogenic effects were A5 1 ml &7 : brimonidine tartrate 2 mg (fHE& 7> 1.32 mg brimonidine
observed in 21 month and 2 year studies in mice and rats given oral doses of 2.5 mg/kg/day (as the free | | | 3 > ben . ide0.05-ma BX 7 & Mo 0y o SEEE R -
base) and 1.0 mg/kg/day, respectively (~77 and 118 times, respectively, the human plasma drug M
concentration following the recommended ophthalmic dose). | | |

ALPHAGAN® was not mutagenic or cytogenic in a series of in vitro and in vivo studies including the Ames

hlorid 5 fied

test, host-mediated assay, chromosomal aberration assay in Chinese Hamster Ovary (CHO) cells, cytogenic A S T | HL AR R =2 B gy d(a=-2-adfenergic agonist) > 455%

studies in mice and dominant lethal assay. | | 1% WA /NI PR 2 0 (PR R R R 5 > A Eh W) B A B A 1788 O S B i 48 Bk brimonidine |
Pregnancy: Reproduction studies performed in rats with oral doses of 0.66 mg base/kg revealed no evidence tartrate 5 H s/ DR Fo /K A & B 7 A IR E0R & o B e {F R pE o

of impaired fertility or harm to the fetus due to ALPHAGAN®. Dosing at this level produced 100 times the | | IR T 0.2%0HREE/K1% - 1 2 4 /iR S MATRIZIEE > R FE - 2514 E= |
plasma drug concentration level seen in humans following multiple ophthalmic doses. HAZ 3 /N -

There are no studies of ALPHAGAN® in pregnant women, however in animal studies, brimonidine crossed A ARE brimonidine 4 514 (REHER 5E 4 > T B G FTRR(CH o g2 R A &

the placenta and entered into the fetal circulation to a limited extent. ALPHAGAN® should be used during | | )7 FEERER AR RIRHEL » 4 87%4K ¥ %E BB AR &1 120 /NG &R » 1 |

pregnancy only if the potential benefit to the mother justifies the potential risk to the fetus. Hoh 74% IR RK -

Nursing Mothers: It is not known whether ALPHAGAN® is excreted in human milk, although in animal | | ARPYEE (Intraocular Pressure, IOP) Ff & fy i YER (R EFEEL 2 — K& A T > 1OP |
studies, brimonidine tartrate has been shown to be excreted in breast milk. A decision should be made | B R a8 2 48 B (R B EE A vl e Ml » A S ] R ES AR P JBR T 365 o I A2 B it Bk Th RE i/ D

whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to | | R . |

the mother. TE Ryl % — 48 timolol 0.5%fHELERATERPREER T - AHEH timolol £ 6 mm Hg 2
Pediatric Use: Safety and effectiveness in_pegdiatric patienfs have not been established. Symptoms of 10P [EEALE » A A FE{KLY 4-6 H P15 8% 2 B AR 7 97 FE H i IR A
bradycardia, hypotension, hyp‘iﬁﬁrr@ ?@t@ and a have been reported (rarely) in neonates | | R R 2 F A g Horp Mg&/gz% ([ H > 49 20% R EIE R i |
receiving brimonidine. 1A EEERSE -

ADVERSE REACTIONS L], - |
Adverse events occurring in approximately 10-30% of the subjects, in descending order of incidence, HESE © FIUAEEE YIRS EIREE -

included oral dryness, ocular hyperemia, burning and stinging, headache, blurring, foreign body sensation, S T A R OA PR IR B IR R A\ P RAR AR - AR A A
fatigue/drowsiness, conjunctival follicles, ocular allergic reactions and ocular pruritus. | | TOP [ (B A0 R B S N R 7 S 4 » BLFREE 4 U R A B ARSI IR A 2 » U E R e |

Events occurring in approximately 3-9% of the subjects, in descending order included corneal e
staining/erosion, photophobia, eyelid erythema, ocular ache/pain, ocular dryness, tearing, upper respiratory | | |
symptoms, eyelid edema, conjunctival edema, dizziness, blepharitis, ocular irritation, gastrointestinal BESE ¢

symptoms, asthenia, conjunctival blanching, abnormal vision and muscular pain. | | | A% brimonidine tartrate BYA S 2 (T —FREG S MEEBUR A o A A2 A |
The following adverse reactions were reported in less than 3% of the patients: lid crusting, conjunctival (%2 (monoamine oxidase * MAO)IITI &7 A
hemorrhage, abnormal taste, insomnia, conjunctival discharge, depression, hypertension, anxiety,

palpitations, nasal dryness and syncope. | | a‘:ff[;é : |

OVERDOSAGE — &I
No information is available on overdosage in humans. Treatment of an oral overdose includes supportive and | | B2 AL PR RBTE T B AL RS ) (BB A B O mE B A |
symptomatic therapy; a patent airway should be maintained. E%VE;#;TE* A B R T+ R

DOSAGE AND ADMINISTRATION AR S RIS BSOS AR S S A E(THS » ISR S A B - ,

The recommended dose is one drop of ALPHAGAN® in the affected eye(s) two times daily. For those patients | | h A% it JE /1N ;L“ FH i & ﬁg;ﬂ]”% X H %ﬁ it ;H? % EE‘I o ?"'? &m&;ﬂihﬁ (Raynalys |
whose |0P peaks in the afternoon or need additional I0P control, an additional drop of brimonidine in the | | be"zome‘;g};f%fﬁiﬁm;(ort ostatic hypotension )at ({4 S M4 3 (thromboangiitis |
afternoon can be added. obliterans)<¢jpg A\ ©

HOW SUPPLIED WTFEHART - AL ARTBCREEL - (A AR S — (B B2 5HY TOP FE{ERERA

ALPHAGAN® ophthalmic solution is supplied sterile in white opaque plastic dropper bottles as follows: |

| —ERESZ WL R ) TOP [FR(RARE ¢ BN g H IR AR S A S 22 10P 1R » WA |
5mL, 10 mL, 15 mL.

AR brimonidine > {5 IR Y EREEWIAIR A0 HECE MR FIEL TOP Ry%E

NOTE: Store at or below 25C (77F). On prescription only. Keep out of the reach of children. | | | 1t |
RAEE

AnHIRAFH] benzalkonium chloride FTEEHEHRABRIAR SEYT - FCRIR PRI AR 5%
= ALLERGAN ||| m Ao ekt - 20 R% 8 15 5801 SRS RS - |
e WE AL H T EEYIN - ARG TR A FELb s A B 16 R (BOEIE - T Eheis
Manufactured by: | | TEEE A B MR T AE - |
Allergan Pharmaceuticals Ireland, AT TR
S et b 72036UTI0X | | | | sesiohnm it s ey o PRI - (B RS L G R |

© marks owned by Allergan, Inc.
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P » e 5 06 2 B Pblockers R & ¢ beie) - usmmemek | | | | ALPHAGAN® =,ALLERCAN |
5L BCRE A (cardiac glycosides) % 40 fEFF I - RN Brimonidine tartrate ophthalmic solution 0.2%

S IR RIE 2 S clonidine 7 [N BERE: » (LA & HEE FHL %
A R AR T4 OP FRISRCR 5 B AT B A 5 (R L T 5 2 B DESCRIPTION

(catecholamines) [ Zri} » (1 B2 ( F = BRHUTERING ARERBL - 5PN Y T e | | | ERch i sontais: brimonidne tatrate 2 mg (equivalent 10 1.32 mo as brimonidine free base) it
B ER P (amines) P8 L HRET - Err]iﬁdov[\;::g chioride 0.05 mg, polyviny! alcohol 14 mg; sodium chloride; sodium citrate; ciric acid and |
B - BURENE - EELF) | o] P ' CLINICAL PHARMACOLOGY

FINBR B R 21 (8 H R 2 SRR AR - 43 B ARIE T 25 me/kg/ H (DURFBER: ALPHAGAN® is a relatively selective alpha-2 adrenergic agonist. It has a peak ocular hypotensive effect |
15 10 mg/kg/ H (53 il 2 5 FHEEE R R 1% B EE e > 77 (% 5 118 %) | occurring at two hours post-dosing. Fluorophotometric studies in animals and humans suggest that
W RS L EYIHR 2 BUEEH - | | brimonidine tartrate has a dual mechanism of action by reducing aqueous humor production and increasing |

RELT— ZF A E B FOERIE » B8 Ames 358 2 EHLS M8 E 53 17 (host- uveoscleral outflow.
mediated assay) - B & & U E(CHO) 4l Fifd 2 2% € 5% 15 5 53 47 (chromosomal aberration | | After ocular administration of a 0.2% solution, plasma concentrations peaked within 1 to 4 hours and
assay) » /INEAHEIE (22T 98 K BOE BARE 7317 (lethal assay) 1 » R B 2884 A EL declined with a systemic half-life of approximately 3 hours. |
HHAEEAELER - | | In humans, systemic metabolism of brimonidine is extensive. It is metabolized primarily by the liver. Urinary
FHIA 2 excretion is the major route of elimination of the drug and its metabolites. Approximately 87% of an |
R ELBEF IR 0.66 mg St /kg HEFTAETARITSR » i R 5T A 5 ) B AR HE R orally-administered radioactive dose was eliminated within 120 hours, with 74% found in the urine.
&E - ILHIRIE R ] L AR %’@UHEHﬂ?ﬂ%éﬂuﬁﬁé’%%%lﬁﬂ@ﬁ% - ) | | Elevated I0P presents a major risk factor in glaucomatous field loss. The higher the level of IOP, the greater |
SR fo] A F A 220 2 B9 > (EEPIH 92 brimonidine & 2248 A3 #E ARG 5210 the likelihood of optic nerve damage and visual field loss. ALPHAGAN® has the action of lowering intraocular
TEEE —EHERE > FRIEEEHHEE o] sE AR a2 B AR B A i B e A v F A &t - | | pressure with minimal effect on cardiovascular and pulmonary parameters.
FH AR #Lfer | In comparative clinical studies with timolol 0.5%, lasting up to one year, the 10P lowering effect of |

RENAR SR E 5 N > 2B+ brimonidine tartrate HHZR 5357 2L |

f brimo | ALPHAGAN® was approximately 4-6 mm Hg compared with approximately 6 mm Hg for timolol. Eight
o BURB RS RS R E M UE R (R L (L R g -

percent of subjects were discontinued from studies due to inadequately controlled intraocular pressure, |

FHIA/INEL © A/ NGRRL 2 224 G R HEST. o e~ O BEEE ~ (R ER ~ BEEFE which in 30% of these patient;&ccu red duri he first_month of therapy. Approximately 20% were
{6~ HL3E 73935 R 100 S » A F btonidine EF97 4 52, - | | | discontinied dueto avverse expds °é§ |
. . TIONS AND-USAGE
EIWEA : ALPHAGAN® is indicated for lowering intraocular pressure in patients with open-angle glaucoma or ocular
24 R4 10-30%0BIVEFH » DL RIRRIEF R » B 0 87 > RS - B | | hypertension. The IOP lowering efficacy of ALPHAGAN® ophthalmic solution diminishes over time in some |
VIR B #HIEL - BB - SR - BYRL - A NERE o (SRR o HE S R AU I R AR D patients. This loss of effect appears with a variable time of onset in each patient and should be closely
FEHE - | | monitored.
SiEmay SOUMEIRR - WRRIEFRT - G | AR/ - Bt AL ALPHAGAN® is contraindicated in patients%ﬁt’rl].rh?/ﬁ:e’rls[;lrgﬁ.ivig/"tg brimonidine tartrate or any component of |
E o HRRE 0 HREZ > OR o RIPUUEER i GEHBKHE > R R - HRELH - e ; > i ot k ;
f% s gﬂﬁ;ﬁ? s %% ")I; %g;sgz( ?gﬁggﬁﬁfggﬁé Bl RIS > UL | | this medication. It is also contraindicated in patients receiving monoamine oxidase (MAO) inhibitor therapy. |
THIRIE 3 R 3% © BRREH - S5REHT - TREESEE - JRHR > S50 | PRECAUTIONS

| General: Although ALPHAGAN® had minimal effect on blood pressure of patients in clinical studies, caution

Yy e SR BEANE  OE - BERE - | A ! ‘ ; X ) |
| should be exercised in treating patients with severe cardiovascular disease.

e | | ALPHAGAN® has not been studied in patients with hepatic or renal impairment; caution should be used in
AR B A S YRR - ORISR B 2 PR - BRI R RO IR MG - treating such patients. |
JEMERHR NI 28 5 - ALPHAGAN® should be used with caution in patients with depression, cerebral or coronary insufficiency,
FHET &+ 2S8R t BT 75 i | | Raynaud's phenomenon, orthostatic hypotension or thromboangiitis obliterans. |
HEREE A R B — S B ®© MRS K B - A F4REE] 0P 14 During the studies there was a loss of effect in some patients. The 10P-lowering efficacy observed with
{E%%ﬁgﬁ&b?jz%u TOP 5 A AT F AR i A:ﬁmé; ; ; | | ALPHAGAN® ophthalmic solution during the first month of therapy may not always reflect the long-term level
- R N B / of I0P reduction. For those patients whose 10P is not adequately controlled with twice-daily dosing, an |

s additional drop of brimonidine in the afternoon can be added. Patients prescribed 10P-lowering medication
]
Y HC HREE7K 0.2%(ALPHAGAN® ophthalmic solution){ [ 217 #7 HA i 15 ¥ 2% should be routinely monitored for IOP. |
W BSOS mle 10ml s 15 ml » Information for Patients: The preservative in ALPHAGAN®, benzalkonium chloride, may be absorbed by soft

5E o BEFERY 25 C(TTF)SLA RS - BREE R BN REARRE M2 - | | | contact lenses. Patients wearing soft contact lenses should be instructed to wait at least 15 minutes after |
instilling ALPHAGAN® to insert soft contact lenses.
ik e | | | As with other drugs in this class, ALPHAGAN® may cause fatigue and/or drowsiness in some patients.
Allergan Pharmaceuticals Ireland Patients who engage in hazardous activities should be cautioned of the potential for a decrease inﬂantal_l
Castlebar Road, Westport, County Mayo, Ireland. | | alertness. . » ) i )

G Drug Interactions: Although specific drug interaction studies have not been conducted | —

with ALPHAGAN®, the possibility of an additive or potentiating effect with CNS —_—

GHEEENIRERATEE AT | | depressants (alcohol, barbiturates, opiates, sedatives or anesthetics) should be | ——

EILTHEATIERS —FF 102 5% 9 1 considered. ALPHAGAN® did not have significant effects on pulse and blood pressure in e

BEEL 1 (02)2366-9888 | | clinical studies. However, since alpha-agonists, as a class, may reduce pulse and blood ]
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