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SUMMARY OF PRODUCT CHARACTERISTICS
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NAME OF T'HE MEDICINAL PRODUCT

Lucentis 10 mg/ml solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One ml contains 10 mg ranibizumab*. Each vial contains 2.3 mg of ranibizumab in 0.23 ml solution.
This provides a usable amount to deliver a single dose of 0.05 ml containing 0.5 mg ranibizumab to
adult patients and a single dose of 0.02 ml containing 0.2 mg ranibizumab to preterm infants.

*Ranibizumab is a humanised monoclonal antibody fragment produced in Escherichia coli cells by
recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection.

Clear, colourless to pale yellow aqueous solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Lucentis is indicated in adults for:

o The treatment of neovascular (wet) age-related macular degeneration (AMD)

o The treatment of visual impairment due to diabetic macular oedema (DME)

o The treatment of proliferative diabetic retinopathy (PDR)

o The treatment of visual impairment due to macular oedema secondary to retinal vein occlusion
(branch RVO or central RVO)

o The treatment of visual impairment due to choroidal neovascularisation (CNV)

Lucentis is indicated in preterm infants for:
) The treatment of retinopathy of prematurity (ROP) with zone I (stage 1+, 2+, 3 or 3+), zone |l
(stage 3+) or AP-ROP (aggressive posterior ROP) disease.

4.2  Posology and method of administration

Lucentis must be administered by a qualified ophthalmologist experienced in intravitreal injections.

Posology

Adults

The recommended dose for Lucentis in adults is 0.5 mg given as a single intravitreal injection. This
corresponds to an injection volume of 0.05 ml. The interval between two doses injected into the same
eye should be at least four weeks.

Treatment in adults is initiated with one injection per month until maximum visual acuity is achieved
and/or there are no signs of disease activity i.e. no change in visual acuity and in other signs and
symptoms of the disease under continued treatment. In patients with wet AMD, DME, PDR and RVO,
initially, three or more consecutive, monthly injections may be needed.
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I'nerearter, monitoring ana treatment intervals snould be determined by the pnysician and should be
based on disease activity, as assessed by visual acuity and/or anatomical parameters.

If, in the physician’s opinion, visual and anatomic parameters indicate that the patient is not benefiting
from continued treatment, Lucentis should be discontinued.

Monitoring for disease activity may include clinical examination, functional testing or imaging
techniques (e.g. optical coherence tomography or fluorescein angiography).

If patients are being treated according to a treat-and-extend regimen, once maximum visual acuity is
achieved and/or there are no signs of disease activity, the treatment intervals can be extended stepwise
until signs of disease activity or visual impairment recur. The treatment interval should be extended by
no more than two weeks at a time for wet AMD and may be extended by up to one month at a time for
DME. For PDR and RVO, treatment intervals may also be gradually extended, however there are
insufficient data to conclude on the length of these intervals. If disease activity recurs, the treatment
interval should be shortened accordingly.

The treatment of visual impairment due to CNV should be determined individually per patient based
on disease activity. Some patients may only need one injection during the first 12 months; others may
need more frequent treatment, including a monthly injection. For CNV secondary to pathologic
myopia (PM), many patients may only need one or two injections during the first year (see

section 5.1).

Lucentis and laser photocoagulation in DME and in macular oedema secondary to BRVO

There is some experience of Lucentis administered concomitantly with laser photocoagulation (see
section 5.1). When given on the same day, Lucentis should be administered at least 30 minutes after
laser photocoagulation. Lucentis can be administered in patients who have received previous laser
photocoagulation.

Lucentis and verteporfin photodynamic therapy in CNV secondary to PM
There is no experience of concomitant administration of Lucentis and verteporfin.

Preterm infants

The recommended dose for Lucentis in preterm infants is 0.2 mg given as an intravitreal injection.
This corresponds to an injection volume of 0.02 ml. In preterm infants treatment of ROP is initiated
with a single injection per eye and may be given bilaterally on the same day. In total, up to three
injections per eye may be administered within six months of treatment initiation if there are signs of
disease activity. Most patients (78%) in the clinical study received one injection per eye. The
administration of more than three injections per eye has not been studied. The interval between two
doses injected into the same eye should be at least four weeks.

Special populations

Hepatic impairment

Lucentis has not been studied in patients with hepatic impairment. However, no special considerations
are needed in this population.

Renal impairment
Dose adjustment is not needed in patients with renal impairment (see section 5.2).

Elderly

No dose adjustment is required in the elderly. There is limited experience in patients older than
75 years with DME.
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Paedilatric population

The safety and efficacy of Lucentis in children and adolescents below 18 years of age for indications
other than retinopathy of prematurity have not been established. Available data in adolescent patients
aged 12 to 17 years with visual impairment due to CNV are described in section 5.1 but no
recommendation on a posology can be made.

Method of administration

Single-use vial for intravitreal use only.

Since the volume contained in the vial (0.23 ml) is greater than the recommended dose (0.05 ml for
adults and 0.02 ml for preterm infants), a portion of the volume contained in the vial must be discarded
prior to administration.

Lucentis should be inspected visually for particulate matter and discoloration prior to administration.
For information on preparation of Lucentis, see section 6.6.

The injection procedure should be carried out under aseptic conditions, which includes the use of
surgical hand disinfection, sterile gloves, a sterile drape and a sterile eyelid speculum (or equivalent)
and the availability of sterile paracentesis (if required). The patient’s medical history for
hypersensitivity reactions should be carefully evaluated prior to performing the intravitreal procedure
(see section 4.4). Adequate anaesthesia and a broad-spectrum topical microbicide to disinfect the
periocular skin, eyelid and ocular surface should be administered prior to the injection, in accordance
with local practice.

Adults

In adults the injection needle should be inserted 3.5-4.0 mm posterior to the limbus into the vitreous
cavity, avoiding the horizontal meridian and aiming towards the centre of the globe. The injection
volume of 0.05 ml is then delivered; a different scleral site should be used for subsequent injections.

Paediatric population
For treatment of preterm infants the low volume high accuracy syringe provided together with an
injection needle (30G x '4") in the VISISURE kit should be used (see also section 6.6).

In preterm infants, the injection needle should be inserted into the eye 1.0 to 2.0 mm posterior to the
limbus, with the needle pointing towards the optic nerve. The injection volume of 0.02 ml is then
delivered.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Patients with active or suspected ocular or periocular infections.

Patients with active severe intraocular inflammation.

4.4  Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.
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Intravitreal Injection-related reactions

Intravitreous injections, including those with Lucentis, have been associated with endophthalmitis,
intraocular inflammation, rhegmatogenous retinal detachment, retinal tear and iatrogenic traumatic
cataract (see section 4.8). Proper aseptic injection techniques must always be used when administering
Lucentis. In addition, patients should be monitored during the week following the injection to permit
early treatment if an infection occurs. Patients should be instructed to report any symptoms suggestive
of endophthalmitis or any of the above mentioned events without delay.

Intraocular pressure increases

In adults transient increases in intraocular pressure (IOP) have been seen within 60 minutes of
injection of Lucentis. Sustained IOP increases have also been identified (see section 4.8). Both
intraocular pressure and the perfusion of the optic nerve head must be monitored and managed
appropriately.

Patients should be informed of the symptoms of these potential adverse reactions and instructed to
inform their physician if they develop signs such as eye pain or increased discomfort, worsening eye
redness, blurred or decreased vision, an increased number of small particles in their vision, or
increased sensitivity to light (see section 4.8).

Bilateral treatment

Limited data on bilateral use of Lucentis (including same-day administration) do not suggest an
increased risk of systemic adverse events compared with unilateral treatment.

Immunogenicity

There is a potential for immunogenicity with Lucentis. Since there is a potential for an increased
systemic exposure in subjects with DME, an increased risk for developing hypersensitivity in this
patient population cannot be excluded. Patients should also be instructed to report if an intraocular
inflammation increases in severity, which may be a clinical sign attributable to intraocular antibody
formation.

Concomitant use of other anti-VEGF (vascular endothelial growth factor)

Lucentis should not be administered concurrently with other anti-VEGF medicinal products (systemic
or ocular).

Withholding Lucentis in adults

The dose should be withheld and treatment should not be resumed earlier than the next scheduled

treatment in the event of:

o a decrease in best-corrected visual acuity (BCVA) of >30 letters compared with the last
assessment of visual acuity;

o an intraocular pressure of >30 mmHg;

o a retinal break;

o a subretinal haemorrhage involving the centre of the fovea, or, if the size of the haemorrhage is
>50%, of the total lesion area;

o performed or planned intraocular surgery within the previous or next 28 days.

Retinal pigment epithelial tear

Risk factors associated with the development of a retinal pigment epithelial tear after anti-VEGF
therapy for wet AMD and potentially also other forms of CNV, include a large and/or high pigment
epithelial retinal detachment. When initiating ranibizumab therapy, caution should be used in patients
with these risk factors for retinal pigment epithelial tears.

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




