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Macugen
(pegaptanib sedium injection) CONTENTS:
Single-use glass syringe prefilled with 0.3 mg of Macugen®.

SYRINGE ASSEMBLY, PLEASE Sterile packaged BD® single use 30 gauge x 1/2" Precision Glide® Luer Lok® needle.

READ INSTHUCTIONS BEFORE Note: Prior to injection and to roper d lunger st r mu roperl
: nsur ose, plu

PROCEEDING aligned so that the t dge of the 3rd rib on the plunger stopper is aligned with the
rinted black dosing line. See Fig. 2 below for details.

ASSEMBLY:

The injection procedure should be carried out under controlled aseptic conditions, which includes the use of sterile gloves, a sterile drape, and
a sterile eyelid speculum (or equivalent).

When ready to assemble syringe and administer injection, carefully peel open pouches, remove contents, and place on sterile field. If upon
opening the pouch, the plastic clip is missing or not attached to the syringe, do not use the syringe.

To avoid compromising the sterility of the product, do not pull back on the plunger rod.

1. Remove the syringe from the plastic clip.

2. Twist off cap.

3. Attach the sterile administration needle (included) to the syringe by screwing it into the syringe tip.

--Another sterile administration needle may be used in lieu of the one included. Remove the plastic needle shield from the needle.

4. Holding the syringe with the needle pointing up, check the syringe for bubbles. If there are bubbles, gently tap the syringe with your
finger until the bubbles rise to the top of the syringe. SLOWLY depress the plunger rod to eliminate all the bubbles and to expel the excess
drug so that the top edge of the 3rd rib on the plunger aligns with the pre-printed black dosing line (see Figure 2, below right).

5. Inject the entire contents of the syringe.

PRIOR to Injection READY for Injection
Fig 1. Ee_fp_r_e expellmg air bubble and excess drug Fsg 2. After expelling air bubble and excess drug

— Dosing Line

o d
\—— Zrd Rib (lop edge) Dosing Line and top edge of 3rd rib aligne

(Actual air bubble formation may vary)

Syringe is single-use only. Do not reuse or refill.
After use, dispose all syringe parts according to standard biohazard disposal procedures,

BD and Precision Glide Luer Lok® are registered trademarks of Becton Dickinson & Co, Franklin Lakes, New Jersey 07417

@PBtech Inc.

Cedar Knolls, NJ 07927
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MACUGEN®

(pegaptanib sodium injection)

456

T:F I
DESCRIFTION

MACUGEN® {punaplanrh sodium injection) is a sterile, aqueous solulion s sodium for injection,
Mawnen is suppl ad in asingle-dose, pre-filled syrings and is formulated as a 3.47 mp/mL solution, measured as the froe acid form
0 aetive Ing I5 0.3 myg of tha free add lorm of the oligonucieotids without polyethiylene glyeol, in a
numlml volume of 90 pL. This dose is equivalent to 1 smnul sodium cligonuciectide) or 0.32 mg when
d as the sodi It form of the oli molaty, The is & sterife, clear, praservative-frea solution containing
sodium chloride, monobasic sodium phosphate monohydrate, dibasic sodium i acid, andfor
sodium hydroxide to adjust the pH and water for injection.
sodium s f an by-aight In langth that terminates in a pentylaming
Ilnlcer, 1o which two 20-kilodalton monomathaxy polyethylene W{H’:Gj units ara covalently attached via the two aming groups on
a lysine residue.
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and n Is approximately 450,

The chemical name for pegaptanib sodium is as follows: RNA, ((2'-0e00y-2'-fiuoro) -G Ger-A-A-(2'-deoxy-2'-fluoro)U-{2"-deoxy-
2'~l!unm]G-ﬁm-Gm-{2‘-dww-?-lluom}U—G...—A,.-\A,.-(z'-denry‘-z'-Hunru}U-Gm-(2"neuxy-z‘-ﬂuumJG-tZ‘-Ww-Z'-ﬂuumm-{z'—
daoy-2'- ﬂunm}l.l-l.-[z‘-dwr finora)U-Ag-(2"-deoxy-2"-fluoro)i-Ag-{2'-deoxy-2'-uora) U-(2°-deoxy-2"-fluoro)C-(2'-deoxy-2'
fluoro)C-Gin-(3'—: )—dn *-gster with o -[4 12-ﬂnno-ﬁ-[£-{mwhmm:y]pmmjmnn rbonyl]-3,13-dioea-5,11-diaza-1,15-

jum sall
The molecular formula for neuaplanlb sndu.lm 15 CoayHasaFaaMiahaniOtesPaalCoHeD], (where 1 is approximately 900) and the
molecular weight is approximately 50 kilodaltons,
of ZEMW and & pH of 67,

Macugen is 1o have an
CLINICAL PHARMACOLOGY

Machanism of Action

Psuaphnlll is a selective vascular endothelial growth factor (VEGF) antagonist. VEGF is a secraled protein that selectively binds and
vales ils receptors located primarily on the surface of vascular endothelial cells. VEGF induces anpiogenesis, and Increases

mwlar parmeability and inflammation, all of which are thought to contribute to the progression of the neovascular (wet) form of

age-related macular degeneration (AMD} a Ieading cause of blindness. VEGF has been Implicated in blood retinal barrier bregkdown

and pathological ocular

Pegaptanib is an aptamer, a peqgylated mndllleﬂ ollgonucleotide, which adopts a three-dimensional conformation that enables It to

bind o mcelluaf VEGE, Under n vitro testing conditions, pegaptanib Binds to the major pathological VEGF lsolorm,

DistribitionMetabolism/Excrelion
Twenty-four Nours after
malnly distributed In vitreous flud, retina, and nquanus fluid, Afer
pegaptanib to rabbits, the highest the eya for the intravitrsous doss) were obtained |n the
kidnay. In rabbits, the nt nuclegti 2' s bs found \n plasma and urine after single radiolabeled pegaptanib
intravenous and Infravitreous ﬂnses In rabbils, pegaptanib ts eliminated 25 parent drug and metabaltes primarlly Ia the urine.
Basad on preciinical data, b is by endo- and
In humms after 2 3 mg monogular dose (10 times the recommended dose), tm averags (= standard deviation) apparent plasma
half-fife of pegaptanit is 10 {+4) days.

L Hlon:
Pinsma concentrations o not appear o be affected by age or gender, but have not been studied In patients under the age of 50.
Henal Ingutficlency
Dosa adjustment for patients with renal impaimment i not needad when administering the 0.3 my dose,
Following a single 3 mg dose (10 times tha recommended doga), In patients with severe (N=7), moderata (N=18), and mild (N=10)
renal impairment, the mean (CV%) pegaptanib AUC values were 37.8 (17%), 26.7 (31%), and 23.6 {21%) pg.he/mL, respectively. The
corresponding Cmax values were 96.8 (23%), 1.6 (292%] aml 66.5 (47%) n/mL. respectively.
In patients with renal impai following admisi b doses evary 6 weaks, the last detectable pagaptanib
concentrations in plasma afier tha fourih dose were highly vaﬂahle ;mlng from & ngiml to 66 ng/mL) and the varizbifity was mare
pronounced in patignts with severe rensl Impairment.

dose of pegaptanib to bath ayes of rabbits, raanacnm:y was
and

Hemodialvsis
Macugen has not baen studied in patiants requiring hemodialysis.

Hepatic Impairmant

Macugen has not basn studiad in patients with hapatic impalrment,

Cilnical Studles

Macugen was studied in two controlled, doub ked, and designed mndomized studies in patients with necvascular
AMD, Patlents wera to recaive control (sham or 0.3 mg, 1 mg or 3 mg Macugen administered as intravitreous

Injections every 6 weeks for 48 wesks. A total of approximately 1200 patieats ware enrolled with 892 patients recelving Macugen and
298 recelving a sham Injection. The median age of the pationis was 77 years, Patlonis received 2 mean 8.5 treatments out of a
possible 9 total treatments across all trealment arms.  Patients ware re-randomized between Ireatment and no treatment during the
second year, Patients who continued freatment in year 2 recaived a mean of 16 treatments out of a possible total 17 overall,

The two trials enrofied patients with neovascular AMD characteristics Including classic, ocoult, and mixed lesions of up 1o 12 disc
areas and baseling visual acuity in the study eye batween 20/40 and 20/320. The primary efficacy endpoint was the proportion of
patients loging less than 15 etiars of visual acuity, from baseling up lo 54 week tharapy (POT)
15306 Was p atthe d of the | In patlents with pradominantly chassic Tosions.

The groups trestsd with Macugen 0.3 mg exfiibited & statistically significant result in Wﬂ trials for the primary efficacy endpoint at
1 year: Study EOP1003, Macugen 73% vs. Sham B0%; Study EOPT004, Macugen GT' Sham 53%, Concomitant use of POT
overall was low. More sham treated patients {75/296) recelved PDT than Macugen &3 my lmleli patients (58/204)

On avarage, Macugen 0.3 mg treated patients and sham treated pationts continued to experianca vision loss. However, the rate of
vision decline in the Macugen treated group was slowsr than the raia in the patisnts who received sham treatmant. See Figure 1,
Figura 1
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At the end of Hn: ilrst vear (waok 54), appminﬁlery 1050 of the original 1200 patients were re-randomized to either continue the

same through weak 102, Ses Fgure 2.

Macugen was lnss uﬂecﬂ\m during the second year than during the first year. The percentage of patients losing less than 15 latters

fsrhom hﬁ%h;mg?ek 102 was: Study EOP1003, Macugen 38767 (57%); Sham 30/54 (56%); Study EOP1004, Macugen A0V66 (61%);
am

Figura 2
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Doss lavels above 0.3 my did not demonstrats any additional bensfit,
The safaty or efficacy of Macugen beyond 2 years has not been demonstratad.

INDICATIONS AND USAGE
Miacugen is indicated for the treatment of neavascutar (wat) age-related macular degeneration.

CONTRAINDICATIONS
Macugen is contraindicatad in patienis wilh ocutar or periocular infections,
Macugen is contraindicated in pationts with known hypersensitivity to pegaptanib sodium or any other exciplent in this product.
WARNINGS

Intravitreous injections including those with Macugen frave been associated with endephihalmitis. Proper aseptic injection technique
should atways b utilized when administering Macugen. In addition, patienits should ba monitored during the week following the
injection to permit early treatment, should an infection occur (see DOSAGE AND ADMINISTRATION).
Increasas in intraocular pressure have been seen within 30 mlnuas of injection with Macugen. Therelore, intraocular pressure as
well as the perfusion of the optic narve head should be and managed

FRECAUTIONS

Gonaral
FOR OPHTHALMIC INTRAVITREAL INJECTION ONLY.

Rare cases of anaphylaisfanaphylactold reagtions, including angioedema, have been reported In the post-marketing experience
following the Macugen intravitreal administration procedure (see ADVERSE EVENTS and DOSAGE AND ADMINISTRATION).

Information for Patients
In the days following Macugen dministrafion, patients are al risk for the development of mdnnmhalmllla lI the ey bmmes Ted,
sensitive to light, painful or develops 4 change in vision, the patient should seek the

Drug Inteatlions
Drug sturies hava not been conducted with Macugen. F Is by

WEGFygs, thereby inhibiting VEGFygs binding to its VEGF receptors. The inhibition of VEGFies, the rodent counterpart of human
VEGFigs, was eflective at suppressing pathological neovascularization,

Eharmacokinetics

In animals, pegaptanih the sysh from 1y Tha rata of ab
1mm1hamislmruallmrmm!nmed[sposﬂimnlpemnmlnaiﬂmsandlsllﬂylnlnmmﬂnﬂﬁnnmlnhm

In humans, a mean maximum plasma concentration of about 80 npymLoccurs within 1 to 4 days after a § mo monocular dose (10 times
the recommended dose). The mean area under the plasma concentration-time curve (AUC) i about 25 pge=he/mL at this dose,

and is generally not

aﬁacm by the cylochrome P450 system,
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Two early cinical studies condusted in patiants who
ditferance in the plasma pharmacokinetics of pegaptanib,
Garcinogenesis. Mufapemosis. Impairmnt of Ferility
Carcinogenicity studies with have ot been conducted.

Pegaptanib and fts monomer component nucleotides (2'-MA, 2-MG, 2-FU, 2'-FG) wera evaluated for penotoxicity in a battery of
In vitro and in wwms}mms Psuaplamh "-{Lmamy\adannslns{zmp and 2" -O-meﬂaffwumnsina (2'-M5) were nagalive in
all assay systerms evaluated. (2*-FU) and 2" (2'-FC) were and were negative in all
8 nphmunum tester straing, hm produced a non-dose related increase in revertant frequency in a single £ cofl testar strain,
Pagaptanib, 2'-FU, and 2'-FC tested negative in cell transformation assays.

No data are avallable to evaluate male or femala mating or fertility indices.

d Macupen alons and In combination with POT revealed no apparent

Ereqnanty

Teratogenic Effects: Pregancy Category B,

Pagaptanib produced m matemal toxicity and no evidence of teratogenicily or fatal mortality in mice at intravenous doses of up to
40 mg/kg/day (about 7,000 times the r human dose of 0.3 mo/eya). Pegaptanib crossas the
placanta in mice.,

There are no studies in pregnant women. The potantial risk to humans Is unknown. Maaugen should ba used during pregnancy
only If tha potential benefil to the mother justifies the potential risk fo the fetus.

Mursé

00 Mothars
It I not known whether pegaptanid is excreted in human milk. Becausa many drugs are excreted in human milk, caution should be
exercised when Macugen ks administerad to a nursing woman.

Pediatric Usa
Safety and effectivensss of Macugen in pediatric patients have not been studied,

Geriatric Uss
Approximately 94%'5(’3341592} of the patlents treated with Macugen ware = 65 years of age and approximately B2% (553/892) wera

=75 years of age. difierence in treatment effect or systemic axposure was seen with increasing age.
ADVERSE EVENTS
Sarious adverse evenls related fo the injection p ing in < 1% of intravi inj Included endop (sen

WARNINGS), retinal and ic cataract.

Tha most frequently reporied adverse events in pationts treated with Macugen 0.3 myg for up to two years were anterior chamber
Inflammation, blurred vision, cataract, conjunctival hemorrhage, comeal edema, eye discharge, eye irritation, eye pain, hyperiension,
increased intraocular pressure {IOP), ocular discomfort, punctate keratitis, reduced visual acully, visual disturbance, vitreous
floaters, and vitreous opacities. Thase events accurred in approximately 10-40% of patients.

The following avents were reported in 8-10% of patients receiving Matugen 0.3 mg therapy:

Ocular: blepharitis, conjunctivitis, photopsia, vitreous disorder.

Nen-Ocutar: diarrhea, dizzi headache, nausea, urinary ract infection.

The following events were reported In 1-5% of patients receiving Macugon 0.3 myg therapy:

Ocular: allergic conjunctivills, conjunctival edema, r;umua] abmﬁlun. comeal deposits, corneal epithelium mwrﬁer. endophthalmitis,
eye inflammation, eye sweling, evelid fmitation, mydriasis, mal edema, vitreous
hamorrhags.

Non-Ocular: arthritis, bone spur, carotid arlery occlusion, cerebrovascular accident, chest pain, conlact dermatitis, contusion,
diabetes mellitus, dyspepsia, hearing loss, pleural effusion, transiant ischemic attack, urinary ratention, verligo, vomiting.
Post-Marksting Experiance: Anaphylaxisfanaphylactoid reactions, Including angioedema, hava boen identified during posta

use of Macugan. Becawss Ihese reactions ara roported voluntarily from a population of uncerain skze, It is nol always possible to
f&ﬁq’ﬁﬁ?ﬂ%ﬂ” frequency or establish a causal relationship to drep exposure (sec PRECAUTIONS and DOSAGE AND

OVERDOSAGE
Doses of Macugen up to 10 limes Ihe recommended dosage of 0.3 mg havy bean studied. No additional adverse events have been
noted but thers is decreased efficacy with doses above 1 mg.
DOSAGE AND ADMINISTRATION
Macugen 0.3 mg should ba administerad once every sic wesks by intravitroous injection into the eye (o be treated.
Macugen should be inspected visually for particulate matter and discoloration prior to administration.
Mdministration of the gyinge conlents involves assembly of the syringe wilh the administration needle. The injection procedure
should be carried outwdumlmlled aseptic conditions, whlz:n includes the use of sterile gloves, a sterila drape, and a sterile eyelid
spoculum {or aqul Whan ready to syringe and Injection, carefully peal open , remove contents,
m;lnhp.lamw? sterile fleld, 1f upon opening the pouch, the plastic clip is missing or not attached to the syringe, the syringe should
n
To avoid compromising (be sterility of the product, do not pull back on the plunger.
1. Remaowe the syringe from the plastic clip.
2, Twist off cap.
3, Attach the sterile BI® 306 1/2" Precision Glide® administration needle (included) to the syrings by screwing it inlo the syring tip,
«Another sterile administration needle may be used in lleu of the one included. Remaove the plastic neadie shigld from the naedle.
4, Holding the syringa wil th needla pointing up, check the syringe for bubblzs, If there are bubbles, gently 1ap the syrings with your
finger until the bubibles risz 10 the top of the syringe, SLOWLY depress tha plunger to eliminate all the bubties and to expel the excess
drug 50 that the top edge of the 3rd rib on the plunger stopper aligns wilh the pre-printed black dosing line (See Fig 2, below).

5, Inject the entira contents of the syringe.

PRIOR lo faaction
Fig 1, Betora expelling air bubble and excess drug

= Dosing Line

t—— 3rd Rib (lop edge)

(Actual alr bubble formation may vary)

/

= Dosing Line and top edge of 3rd rib aligned

K

Thae patient's medical history for hvparsensitivity reactions should ba au-aluamd pdnr to Performing the intravitreal procedure {sea
PRECAUTIONS and ADVERSE EVENTS), Adaquate h nd 2 broad should be given prior to the
injection.

Followlng the injection, patients should be d for slavation in vd for endophth | may
consist of 2 check for parfusion of the eptic perve head immediately after the m[acunn tnnamrlry within 30 minutes foliowing the
injection, and biomicroscopy between twg and seven days following the injection. Patients should ba Instructed 1o report any
symptoms suggestive of endophthaimitls without delay.

Mo special dosage modification is required for any of the populations that have been studied (.e. gander, alderty).

The safaty and efficacy of Macugen tharapy administarad to both eyes have not been studied.

HOW SUPPLIED

Macugen (pegaptanib sodium injection) is supplied in a sterile foil pouch as a singla-use ghss syringe pre-filled with 0.3 mg of
Macugen® in a nominal $0 pL deliverabla voluma pack. A sterlle packaged BO® single bse 308 x 1/2” Precision Giide® Luer Lok®
nzedie is suppiled in a saparate pouch. The foll pouch and needis are packaged togsther in a carton.

Stomge
Store in the refrigerator at 2° to 8°C (36° to 46°F). Do not freeze or shake vigorously.
Rx only.

BDand Precision Glide Luer Lok® ara registered trademarks of Becton Dickinzon & CO, Frankiin Lakes, Naw Jersey 07417
NDC 68762-001-02

Manufactured by:

Gilead Sciences, Inc

650 Cliffside Driva
San Dimas, GA 91773

@tech Inc.

140 East Hanover Avenue
Gedar Knolls, NJ 07927
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