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PROTOCOL AMENDMENT, VERSION 3:
RATIONALE

Protocol GX29455 has been amended as follows:

To expand enroliment sites from 23 sites to 25-30 sites in the United States

To expand the screening window from 21 days to 28 days and also allow the
screening period to be extended up to 5 days for exceptional circumstances (if
approved by the Medical Monitor)

The patient age restriction for inclusion in the study was revised from
“Age 60-89 years” to “Age >60 years”

To allow re-screening of patients who have failed screening for reasons other than
complement factor | biomarker

To allow provision to administer the first study treatment within 1 working day after
the Day 1 visit in the event of unexpected issues that prevent drug administration on
Day 1

To revise the pregnancy and contraceptive requirements to align with a global
update to the protocol template and international recommendations

To allow a single intraoperative administration of a corticosteroid during cataract
surgery within 3 months prior to screening in order to permit limited use of
corticosteroids in this specific application which will not impact study results and
may facilitate patient eligibility for the study

To allow inclusion of patients with appropriately treated and resolved retinal tears (if
approved by the Medical Monitor)

To clarify the definition of diabetic retinopathy and potentially allow patients with mild
non-proliferative diabetic retinopathy for inclusion in the study (if approved by the
Medical Monitor)

To clarify that the Medical Monitor must approve participation of patients who have
participated in other studies with investigational drugs

To clarify inclusion criteria for patients with a history of a previous malignancy

To include restrictions for patients with hypersensitivity to a biologic agent,
lampalizumab, or any component of the lampalizumab injection

To allow use of intra—articular or intra—muscular corticosteroids if used in a limited
fashion and if approved by the Medical Monitor

To clarify active local or systemic infections in the dose interruption, treatment, and
study discontinuation criteria

To modify the adverse event causal attribution guidance

To add treatment measures for patients who develop a reaction to povidone-iodine

Additional minor changes have been made to improve clarity and consistency.
Substantive new information appears in italics. This amendment represents cumulative
changes to the original protocol.
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PROTOCOL AMENDMENT, VERSION 3:
SUMMARY OF CHANGES

PROTOCOL SYNOPSIS

The protocol synopsis has been updated to reflect the changes to the protocol, where
applicable.

SECTION 1.3.4: Rationale for Study GX29455

... On the basis of the preclinical Study 09-1554 and CFD4870g Phase Il results, the
proposed—Study GX29455 will further investigate the exposure-response and safety of
lampalizumab in the CFI profile biomarker-positive patient population over multiple
intravitreal injections and dose exposures.

SECTION 3: STUDY DESIGN

... A Q2W safety run-in assessment will precede the randomized study. Approximately
90 patients will be enrolled at an estimated 23 25-30 study sites in the United States.

SECTION 3.1.2: Four-Arm, Randomized Study

An estimated 23 25-30 study sites in the United States will participate in the randomized
study. Approximately 84 CFI profile biomarker-positive patients with GA secondary to
AMD will be enrolled. Biomarker status will be determined using the investigational
cobas® CFI Profile CTA that will be run at a designated study laboratory testing site. The
study will consist of a screening period of up to 2428 days (Days —2428to —1) and a
treatment period of 24 weeks.

Patients who failed screening for reasons other than CFI biomarker status (e.g., GA lesion size,
BCVA, or prohibited concomitant medication) may be eligible for rescreening up to two
additional times during the enrollment period of the study. At rescreening, all screening visit
assessments will be performed except CFI biomarker sample provided that a valid CFI result is
available.

The first study treatment will be administered on the same day as randomization (Day 1 visit). If
a site has an unexpected issue (e.g., the IXRS is not able to assign the study kit), with the Medical
Monitor’s permission, the patient’s first study treatment may be administered within 1 working
day after the Day 1 visit. The following assessments will be repeated on the day of the study
treatment: BCVA, slit-lamp examination, indirect ophthalmoscopy, and pre- and post-treatment
IOP measurement (recorded on Day 1 electronic Case Report Form (eCRF) and dated
accordingly). After the Day 1 visit, if a patient misses a study visit when ocular images are
scheduled (see Appendix 1), the images must be obtained at the next scheduled visit.

SECTION 4.1: PATIENTS

Patient Selection and Sex Distribution

Written informed consent will be obtained prior to initiation of any study procedures.
The screening evaluation will be performed within 2428 days preceding the Day 1 visit
(the day of the first study treatment).
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NOTE: Some patients may require an extended screening period as a result of repeat
acquisition or evaluation of images or other issues. After consultation with and
approval by the Medical Monitor, the screening period may be extended for up to 5 days
for exceptional circumstances.

SECTION 4.1.1.1: General Inclusion Criteria
e Age =60 years

e Forwomen whe-a\te-net-pestmenepausat-ema—menths-of ron-therapy-induced

) } i jes—8 childbearing
potential: agreement to remain abstinent e(refrain from heterosexual intercourse)
or use-sirgle-ercombined contraceptive methods that result in a failure rate of <1%
per year during the treatment period and for at least 30 days after the last dose of
study drug - - - -

A woman is considered to be of childbearing potential if she is postmenarchial, has
not reached postmenopausal state (212 months of amenorrhea with no identified
cause other than menopause), and has not undergone surgical sterilization (absence
of ovaries and/or uterus).

Examples of contraceptive methods with a failure rate of <1% per year include
bilateral tubal ligation, male sterilization, established, proper use of hormonal
contraceptives that inhibit ovulation, hormone-releasing intrauterine devices, and
copper intrauterine devices.

The reliability of sexual abstinence should be evaluated in relation to the duration
of the clinical trial and the preferred and usual lifestyle of the patient. Periodic
abstinence (e.g., calendar, ovulation, symptothermal, or postovulation methods)
and withdrawal are not acceptable methods of contraception.

e For men: agreement to remain abstinent or use a-eerdemcontraceptive measiires
and agreement to refrain from donating sperm as defined below:

With female partners of childbearing potential, men must remain abstinent or
use a condom plus an additional contraceptive method that together result in a
failure rate of <1% per year during the treatment period and for at least 30 days
plus 90 days (a bpeﬂuntogeuebtb cycle) after the Iast dose of Study drug. -and
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SECTION 4.1.2.2: Ocular Exclusion Criteria: Study Eye

e Previous intravitreal drug delivery (e.g., intravitreal corticosteroid injection,
anti-angiogenic drugs, anti-complement agents, biodegradable/non-biodegradable
implants or formulations, device implant, or encapsulated cell technology). NOTE:
A single intraoperative administration of a corticosteroid during cataract surgery
for cystoid macular edema prophylaxis at least 3 months prior to screening is
permitted.

e History of retinal tear. NOTE: a retinal tear adequately treated with laser

photocoagulation and determined to be stable by investigator may be permitted
after consultation with and approval by the Medical Monitor.

SECTION 4.1.2.3: Ocular Exclusion Criteria: Either Eye

e Proliferative diabetic retinopathy. NOTE: mild non-proliferative diabetic
retinopathy (occasional hemorrhage or microaneurysm) in either eye may be
permitted after consultation with and approval by the Medical Monitor; moreover,
a patient with onset of mild non-proliferative diabetic retinopathy in either eye
during study participation may be permitted to continue study treatment after
consultation with the Medical Monitor.

e Previous participation in other studies of investigational drugs (excluding vitamin
and mineral supplements; topical ocular agents > 3 months preceding Day 1) may
be permitted after consultation with and approval by the Medical Monitor

SECTION 4.1.2.4: Systemic Exclusion Criteria: Concurrent Conditions
e Treatment for an active localized or systemic infection

Ongoing prophylactic use of antimicrobial therapy should be discussed with and
approved by the Medical Monitor.

e Active malignancy erhister~otmaligransy-within the previous &-years<12 months
except sempletelyfor appropriately treated carcinoma in situ of the cervix, resolved
sutaneous-basalcell-carcinemaynon-melanoma skin carcinoma, and prostate cancer

with a Gleason score of <6 and a stable prostate-specific antigen (PSA)
for 212 months.

e  History of a severe allergic reaction or anaphylactic reaction to a biologic agent or
known hypersensitivity to any component of the lampalizumab injection

* Requirement for continuous use of any medications/treatments indicated in the
‘Exeluded-ConcemitantProhibited Therapy” section of the protocol (see
Section 4.4.2)

o Woman wheo-ars-hot post-mencpausal{=12-months-of nrontherapy-induced
armenerrhear-ersurgicallysterilachildbearing potential must have a negative serum
pregnancy test result within 2428 days prior to initiation of study treatment

SECTION 4.4.1: Permitted Therapy

Patients who use other maintenance therapies should continue their use.
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All concomitant medications should be reported to the investigator and recorded on the
appropriate eCRF. Patients who use oral contraceptives, hormone-replacement therapy,
or other maintenance therapy should continue their use.

nmema-neur—ysm}mtm muscu!ar (OT’hCObferordb may be per-mrtted—te—eenh—n&e—en
study-treatmentised in a limited fashion after consultation with and approval by the

Medical Monitor.

SECTION 4.4.2: Prohibited Therapy

At the discretion of the investigator, patients may continue to receive all medications and
standard treatments administered for other conditions. FHaeHowever, the following
medications and treatments will exclude patients from study eligibility and are

prohlblted from use durlng the patlent S part|0|pat|on in the study—and—patrems—Fequ#ed—te

* Intravitreal, subtenon, or chronic topical (ocular) corticosteroids in either eye;
short-term use of topical corticosteroids is permitted after cataract surgery

e Oral corticosteroids (prednisone or equivalent) at doses>10 mg/day (prohibited at
screening for eligibility; for occurrence during study enrollment, see Table 2,
Dose—Interruption Criteria)

e Intravenous corticosteroids (prohibited at screening for eligibility; for occurrence
during study enrollment, see Table 2, Dose-Interruption Criteria)

SECTION 4.5.6.3: Genotyping: CFl Profile Biomarker
Whole-blood samples ferCFlprofile-biomarkerstatus-detemmination-will be collected

and forwarded directly from the sites to the Sponsor-selected laboratory for analysis to
determine CFI profile biomarker status (see the Central Laboratory Manual for details).

Table 2: Dose Interruption, Treatment, and Study Discontinuation Criteria

Table 2 was modified to clarify active local or systemic infections in the dose interruption,
treatment, and study discontinuation criteria.

Table 4: Causal Attribution Guidance
The causal attribution guidance was modified.

SECTION 5.3.5.10: Hospitalization or Prolonged Hospitalization

Any adverse event that results in hospitalization (i.e., in-patient admission to a hospital)
or prolonged hospitalization should be documented and reported as a serious adverse
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event (per the definition of serious adverse event in Section 5.2.2), except as outlined
below.

e Hospitalization for a preexisting condition, provided that the following criteria are met:
The hospitalization was planned prior to the study or was scheduled during the study
when elective surgery became necessary because of the expected normal progression of
the disease.

The patient has not experienced an adverse event.

Appendix 1: Study Flowchart Safety Run-In Assessment: Screening, Day 1
through Hiatus and Early Termination

The study flowchart for safety run-in assessments has been revised to reflect the

changes to the protocol.

Appendix 2: Study Flowchart for Randomized Study: Q2W Arms:
Screening, Day 1, Week 2 through Week 24, and Early
Termination

The study flowchart for the randomized study Q2W assessments has been revised to

reflect the changes to the protocol.

Appendix 3: Study Flowchart for Randomized Study: Q4W Arms:
Screening, Day 1, Week 4 through Week 24, and Early
Termination

The study flowchart for the randomized study Q4W assessments has been revised to

reflect the changes to the protocol.

Appendix 6: Pre Injection Procedures for All Patients

* Disinfect the periocular skin and eyelid of the study eye in preparation for injection.
Scrub the eyelid, lashes, and periorbital skin with 10% povidone iodine swabs,
starting with the eyelid and lashes and continuing with the surrounding periocular
skin. Ensure that the eyelid margins and lashes are swabbed, and proceed in a
systematic fashion, from medial to temporal aspects.

NOTE: For patients who develop adverse reaction to povidone-iodine, the following approaches
are permitted: irrigate the eye with sterile saline after the study treatment (lampalizumab or
sham) with the aim to rinse away any remaining povidone-iodine or use a limited amount of
povidone-iodine by placing a swab directly on the treatment site after the lid speculum has been
placed.
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SAMPLE INFORMED CONSENT FORMS

The sample Informed Consent Form has been revised to reflect the changes to the
protocol.
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PROTOCOL SYNOPSIS

TITLE: A PHASE II, MULTICENTER, RANDOMIZED, SINGLE-MASKED,
SHAM INJECTION-CONTROLLED EXPOSURE-RESPONSE
STUDY OF LAMPALIZUMAB INTRAVITREAL INJECTIONS
ADMINISTERED EVERY TWO WEEKS OR EVERY FOUR WEEKS
TO PATIENTS WITH GEOGRAPHIC ATROPHY

PROTOCOL NUMBER: GX29455
VERSION NUMBER: 3

EUDRACT NUMBER: Not applicable

IND NUMBER: 104996

TEST PRODUCT: Lampalizumab

PHASE: Il

INDICATION: Geographic atrophy secondary to age-related macular degeneration
SPONSOR: Genentech, Inc.

Objectives

Primary Objective

The primary objective for this study is as follows:

¢ To investigate exposure-response of lampalizumab administered intravitreally every
2 weeks (Q2W) or 4 weeks (Q4W) compared with sham control in complement factor | (CFI)
profile biomarker-positive geographic atrophy (GA) patients; treatment response will be
measured as change in GA area by FAF (fundus autofluorescence)

Secondary Objectives

The secondary objectives for this study are as follows:

¢ To characterize the serum pharmacokinetics of lampalizumab following multiple Q2W and
Q4W intravitreal doses

¢ To characterize systemic immunogenicity of lampalizumab following multiple Q2W and
Q4W intravitreal doses

¢ To evaluate the ocular and systemic safety of lampalizumab Q2W and Q4W intravitreal
doses compared with sham control

Exploratory Objectives

The exploratory objectives for this study are as follows:

¢ To evaluate the pharmacokinetic-pharmacodynamic (PK—PD) relationship of lampalizumab
in aqueous humor samples

¢ To evaluate the potential association of genetic variants in CFl, complement-pathway genes,
and age related macular degeneration (AMD) associated genes with disease characteristics
and response to administration of lampalizumab

Study Design
Description of Study

The GX29455 Phase Il is a multicenter, randomized, single-masked, sham injection- controlled
study of the exposure-response and safety of lampalizumab administered intravitreally Q2W or
Q4W for 24 weeks to CFI profile biomarker-positive patients with GA secondary to AMD. Profile
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biomarker-positive patients will be determined by the investigational cobas® CFI Profile Clinical

Trial Assay (CTA). All outcome measures will be evaluated at 24 weeks. A Q2W safety run-in

assessment will precede the randomized study. Approximately 90 patients will be enrolled at an

estimated 25-30 study sites in the United States.

Number of Patients

Approximately 90 patients will be enrolled.

Target Population

Inclusion Criteria

Patients must meet the following criteria for study entry:

General Inclusion Criteria

o Willingness to provide signed Informed Consent and Health Insurance Portability and
Accountability Act authorization

e Age 260 years

o CFl profile biomarker—positive result

e Forwomen of childbearing potential: agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive methods that result in a failure rate of <1%

per year during the treatment period and for at least 30 days after the last dose of study
drug.

A woman 1s considered to be of childbearing potential if she 1s postmenarchial, has not
reached postmenopausal state (>12 months of amenorriiea with no identified cause other
than menopause), and has not undergone surgical sterilization (absence of ovaries and/or
uterus).

Examples of contraceptive methods with a failure rate of <1% per year include bilateral
tubal ligation, male sterilization, established, proper use of hormonal contraceptives that
inhibit ovulation, hormone- Teleasmg intrauterine devices, and copper intrauterine devices.

The relhability of sexual abstinence should be evaluated in relation to the duration of the
clinical trial and the preferred and usual lifestyle of the patient. Periodic abstinence
(e.g., calendar, ovulation, symptothermal, or postovulation methods) and withdrawal are
not acu,ptable methods of contraception.

e For men: agreement to remain abstinent or use contraceptive measures and agreement to
refrain from donating sperm as defined below:
With female partners of childbearing potential, men must remain abstinent or use a
condom plus an additional contraceptive method that together result in a failure rate of
<1% per year during the treatment period and for at least 30 days plus 90 days (a
spermatogenesis cycle) after the last dose of study drug.

¢ Ability and willingness to undertake all scheduled visits and assessments
Ocular Inclusion Criteria: Study Eye

o Best Corrected Visual Acuity (BCVA) Early Treatment of Diabetic Retinopathy Study
(ETDRS)

For the safety run-in assessment: BCVA of 20/80 to 20/400 inclusive (Snellen equivalent)
using ETDRS charts

For the randomized study: BCVA of 20/50 to 20/400 inclusive (Snellen equivalent) using
ETDRS charts

o Well demarcated area of GA secondary to AMD
o GA must be = 1 disc area (DA) (2.54 mmz) in the absence of CNV
o [f GA is multifocal, at least one focal lesion must be =0.5 DA (1.27 mmz)

e The total lesion size must be<to 7 DA (17.78 mmz) and must reside completely within the
FAF imaging field

¢ Presence of hyperautofluorescence adjacent to the area of GA (banded or diffuse
perilesional FAF patterns)
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Sufficiently clear ocular media, adequate pupillary dilation, and fixation to permit quality
fundus imaging

Ocular Inclusion Criteria: Fellow (Non-Study) Eye

GA secondary to AMD in the absence of prior or active CNV

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry
Ocular Exclusion Criteria: _Geographic Atrophy Characteristics

GA in the study eye that extends beyond FAF imaging field or fails to meet single or
multifocal lesion criteria

Absence or minimal hyperfluorescence adjacent to GA in the study eye (e.g., focal or no
perilesional FAF pattern)

GA in either eye due to causes other than AMD (e.g., Stargardt disease, cone-rod
dystrophy, chloroquine/hydroxychloroquine toxicity)

Ocular Exclusion Criteria: Study Eye

History of vitrectomy surgery, submacular surgery, or other surgical intervention for AMD
Previous subfoveal focal laser photocoagulation
Laser photocoagulation (juxtafoveal or extrafoveal)

Prior treatment with Visudyne®, external-beam radiation therapy, or transpupillary
thermotherapy

Previous intravitreal drug delivery (e.g., intravitreal corticosteroid injection, anti-angiogenic
drugs, anti-complement agents, biodegradable/non-biodegradable implants or formulations,
device implant, or encapsulated cell technology). NOTE: A single intraoperative
administration of a corticosteroid during cataract surgery for cystoid macular edema
prophylaxis at least 3 months prior to screening is permitted.

Previous cell-based (e.g., regenerative or trophic) intraocular treatment

RPE tear involving the macula

History of retinal tear. NOTE: a retinal tear adequately treated with laser
photocoagulation and determined to be stable by investigator may be permitted after
consultation with and approval by the Medical Monitor.

Any concurrent ocular or intraocular condition (e.g., cataract or epiretinal membrane) that,
in the opinion of the investigator, could do either of the following:

Require medical or surgical intervention during the study period to prevent or treat vision
loss that might result from that condition; or

If allowed to progress untreated, could likely contribute to loss of at least 2 Snellen
equivalent lines of BCVA during the study period

Active vitreous hemorrhage
History of retinal detachment or macular hole (Stage 3 or 4)
Aphakia or absence of the posterior capsule

Previous violation of the posterior capsule is also excluded unless it occurred as a result of
yttrium aluminum garnet (YAG) laser posterior capsulotomy in association with prior
posterior chamber intraocular lens implantation

Spherical equivalent of the refractive error demonstrating more than 8 diopters of myopia

For patients who have undergone prior refractive or cataract surgery, the preoperative
refractive error in the study eye should not have exceeded 8 diopters of myopia

Intraocular surgery (including cataract surgery) within 3 months preceding Day 1

Glaucoma that is uncontrolled (defined as IOP > 30 mmHg despite treatment with
anti-glaucoma medication)

History of glaucoma-filtering surgery
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History of corneal transplant

Qcular Exclusion Criteria: Either Eye

Proliferative diabetic re'clncnpa'chyr NOTE: mild non-proliferative diabetic retinopathy
(occasional hemorrhage or microaneurysm) in either eye may be permitted after
consultation with and approval by the Medical Monitor; moreover, a patient with onset of
mild non-proliferative diabetic retinopathy in either eye during study participation may
be permitted to continue study treatment after consultation with the Medical Monitor.

Active or history of neovascular (wet) AMD
History of idiopathic or autoimmune-associated uveitis

Active uveitis and/or vitritis (see definitions and grading scales for iritis/anterior uveitis and
vitritis in the full protocol)

History of ocular or intraocular conditions that contraindicate the use of an investigational
drug or may affect interpretation of study results or my render the patient at high risk for
treatment complications

Previous participation in other studies of investigational drugs (excluding vitamin and
mineral supplements; topical ocular agents > 3 months preceding Day 1 may be permitted
after consultation with and approval by the Medical Monitor)

Previous systemic treatment with a complement inhibitor

Previous treatment with inhibitors/modulators of the visual cycle (e.g., fenretinide)
Previous expression vector mediated intraocular treatments

Active infectious conjunctivitis, keratitis, scleritis, or endophthalmitis

History of infectious or inflammatory ocular disease

Systemic Exclusion Criteria: Concurrent Conditions

Uncontrolled blood pressure (defined as systolic > 180 mmHg and/or diastolic > 110 mmHg
while patient is sitting)

If a patient’s initial measurement exceeds these values, a second reading may be taken

30 or more minutes later. If the patient’s blood pressure must be controlled by
antihypertensive medication, the patient can become eligible if medication is taken
continuously for at least 30 days prior to Day 1.

Atrial fibrillation not managed by medication/cardioversion and the patient is under the care
of a primary care physician or cardiologist

Medical conditions that may be associated with a clinically significant risk for bleeding

Active or history of other disease, metabolic dysfunction, physical examination finding, or
clinical laboratory finding giving reasonable suspicion of a disease or condition that
contraindicates the use an investigational drug or that might affect interpretation of the
results of the study or that renders the patient at high risk for treatment complications

Treatment for an active localized or systemic infection

Ongoing prophylactic use of antimicrobial therapy should be discussed with and approved
by the Medical Monitor.

Predisposition or history of increased risk for infection

Active malignancy within the previous 12 months except for appr opr ately treated
carcinoma in situ of the cervix, resolved non-melanoma skin carcinoma, and prostate
cancer with a Gleason score of <6 and a stable prostate-specific antigen (PSA)

for =212 months.

History of allergy to fluorescein, not amenable to treatment

History of a severe allergic reaction or anaphylactic reaction to a biologic agent or known
hypersensitivity to any component of the lampalizumab injection

Inability to obtain FAF or near infrared images, fundus photographs, or fluorescein
angiograms of sufficient quality to be analyzed and graded by the central reading center
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* |nability to comply with study or follow-up procedures

» Requirement for continuous use of any medications/treatments indicated in the “Prohibited
Therapy” section of the protocol

* Women who are pregnant or lactating or intending to become pregnant during the study

o Woman of childbearing potential must have a negative serum pregnancy test result within
28 days prior to initiation of study treatment

Length of Study
The approximate length of study is 24 weeks, not including the screening period.

End of Study
The end of the study is defined as the date when the last patient, last visit (LPLV) occurs.

The LPLV is expected approximately 24 weeks after the last patient is randomized to the study.
Outcome Measures

Primary Efficacy Outcome Measures

The primary efficacy outcome measure for this study is as follows:

» Mean change in GA area from baseline to Week 24 as measured by FAF

Safety Outcome Measures

The safety outcome measures for this study are as follows:

e The incidence of DLTs for Q2W multidose safety run-in assessment

* Incidence and severity of ocular and non-ocular (systemic) adverse events

* Mean change in BCVA from baseline to Week 24 using the Early Treatment of Diabetic
Retinopathy Study (ETDRS) visual acuity chart

» The incidence of changes and abnormalities in clinical ocular examinations
» The incidence of changes and abnormalities in clinical laboratory assessments
o The incidence of positive serum antibodies to lampalizumab

Pharmacokinetic Outcome Measures

The PK profile from the serum concentration—time data following administration of
lampalizumab will be determined. Derived PK parameters may include the following:

o Maximum observed serum concentration (Cax)

¢ Time of maximum observed serum concentration (tmax)
¢ Observed steady-state trough concentration

e Accumulation ratio based on trough concentration

Optional anterior chamber (aqueous humor) paracentesis samples will be collected to assess
PK and PD relationships. Additional PK analyses may be conducted as appropriate.
Exploratory Outcome Measures

The exploratory outcome measures for this study include the following:

o PK-PD relationship of lampalizumab in aqueous humor samples

» Evaluation of potential associations of genetic variants in CFl, complement-pathway genes,

and AMD-associated genes with disease characteristics and response to administration of
lampalizumab

Investigational Medicinal Products

Lampalizumab

Lampalizumab Drug Product is provided as a sterile, white to off-white, lyophilized powder in a
6-cc USP/European Pharmacopoeia Type 1 glass vial and is intended for intravitreal
administration. Each glass vial contains a nominal 40 mg of lampalizumab. After reconstitution
with Sterile Water for Injection, the Drug Product is formulated as 100 mg/mL lampalizumab in
40 mM L-histidine hydrochloride, 28 mM sodium chloride, 160 mM sucrose, 0.04% (w/v)
polysorbate 20, pH 5.3.
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Lampalizumab Intravitreal Injections

A 10-mg dose of lampalizumab will be used in this study and will be administered to patients
randomized to lampalizumab treatment arms intravitreally Q2W or Q4W during the 24-week
treatment period.

Comparator
Sham vials will be identical to vials of lampalizumab, but the sham vials will be empty.

A sham injection is a procedure that mimics an intravitreal injection of lampalizumab, except
that the blunt end of an empty syringe is pressed against an anesthetized eye instead of a
needle attached to a lampalizumab-filled syringe. Patients randomized to the control arms will
receive sham injections Q2W or Q4W during the 24-week treatment period and will undergo the
same assessments as the lampalizumab treatment arms.

Non-Investigational Medicinal Products
None.

Statistical Methods

Primary Analysis

Primary efficacy analyses will include all randomized patients with at least one post-baseline GA
area measurement by FAF. Patients will be grouped according to the treatment assigned at
randomization. Safety analyses will include all randomized patients who receive at least one
dose of study treatment, with patients grouped according to the treatment actually received.
Patients in the sham Q2W and sham Q4W groups will be pooled in the analyses.

The analysis of data for the 24-week treatment period will be performed when all randomized
patients have either completed the 24-week treatment period or have discontinued from the
study prior to Week 24, and all data from this period are in the database and have been cleaned
and verified.

Determination of Sample Size

The GX29455 study is designed to evaluate the efficacy of lampalizumab administered
intravitreally Q2W and Q4W to CFI profile biomarker-positive GA patients. The focus of the
efficacy outcome analyses will be on estimation of the magnitude of the treatment effect.

The primary efficacy endpoint is the mean change in GA area from baseline to Week 24.

The sample size was selected to provide adequate precision for the estimation of the treatment
effect with respect to the primary endpoint. A total of approximately 90 patients will be enrolled
in the study including the run-in and randomized components.

Approximately 84 patients will be randomized in a 3:1:2:1 ratio to one of four treatment groups:
lampalizumab Q2W, sham Q2W, lampalizumab Q4W, or sham Q4W With the assumption of a
15% drop-out rate by Week 24 and a standard deviation of 0.85 mm? for the change in GA area
from baseline to Week 24 (estimated from the CFD4870g Phase Il study with lampalizumab in
GA), the 80% CI for the estimated difference in treatment effect for select hypothetical
scenarios are presented in the full protocol. Assuming a GA area measurement error

of + 0.043 mm’ (from CFD4870g image center technical report), the proposed sample size is
considered sufficient for differentiating the treatment effect between lampalizumab Q2W and
lampalizumab Q4W groups if the observed difference is 0.290 mm? (20% relative to sham) or
larger.

These calculations are based on the following assumptions:

The standard deviation of the change in GA area from baseline to Week 24 is 0.85 mm?>.
The drop-out rate is 15% by Week 24 (estimated from the CFD4870g Phase Il study with
lampalizumab in GA).
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation Definition
ACP alternative complement pathway
AE adverse event
ALT alanine transaminase
AMD age-related macular degeneration
AST aspartate transaminase
ATA anti-therapeutic antibody
BCVA best corrected visual acuity
C3 complement component
Cmax maximum observed serum concentration
CFB complement factor B
CFD complement factor D
CFH complement factor H
CFI complement factor |
CFP color fundus photograph
CNV choroidal neovascularization
CRO contract research organization
CTA Clinical Trial Assay
DA disc area
DLT dose-limiting toxicity
ETDRS Early Treatment of Diabetic Retinopathy Study
EC Ethics Committee
eCRF electronic Case Report Form
ECG electrocardiogram
FAM Fundus Autofluorescence in Age-Related Macular
Degeneration
EDC electronic data capture
FA fluorescein angiography
FAF fundus autofluorescence
FDA U.S. Food and Drug Administration
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS (cont.)

Abbreviation Definition
GA geographic atrophy
HIPAA Health Insurance Portability and Accountability Act
ICH International Conference on Harmonisation
IMP investigational medicinal product
IND Investigational New Drug
IOP intraocular pressure
IRB Institutional Review Board
IXRS interactive voice and Web response system
LPLV last patient, last visit
MTD maximum tolerated dose
NI near-infrared
PCR polymerase chain reaction
PD pharmacodynamic
PK pharmacokinetic
Q2w every 2 weeks
Q4w every 4 weeks
RCR Roche Clinical Repository
RPE retinal pigment epithelium
SAE serious adverse event
SNP single—nucleotide polymorphisms
Trax time to maximum concentration
ULN upper limit of normal
USP United States Pharmacopeia
VA visual acuity
VEGF vascular endothelial growth factor
YAG yttrium aluminum garnet
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1. BACKGROUND
11 BACKGROUND ON GEOGRAPHIC ATROPHY

Age-related macular degeneration (AMD) is the leading cause of irreversible blindness in
industrial countries (Lim et al. 2012). Advanced AMD has been classified into two
clinical forms: geographic atrophy (GA) characterized by loss of the choriocapillaris,
retinal pigment epithelium (RPE) and photoreceptors, and exudative AMD characterized
by choroidal neovascularization (CNV) (Holz et al. 2014a). The majority of severe vision
loss in advanced disease has been associated with neovascular AMD; however, with
available treatments for this form of AMD, visual impairment related to GA is increasing
relative to neovascular AMD. GA represents a significant unmet medical need; there are
no approved or efficacious treatments to prevent the onset or progression of this form of
advanced AMD and associated visual loss.

1.2 BACKGROUND ON LAMPALIZUMAB

The pathogenesis of AMD is complex and remains to be established; however, genetics,
hyperactivity of the alternative complement pathway (ACP), and environmental factors
have been implicated in AMD pathophysiology (de Jong 2006; Loyet et al. 2012;

Holz et al. 2014b). Increased activation of the ACP has been found in drusen, a
hallmark clinical observation associated with AMD. Moreover, a role for ACP in AMD
has been supported by human genetics (Yates et al. 2007; Scholl et al. 2008). At
present, the largest study evaluating AMD genetics is a meta-analysis with 17,000 AMD
cases and >60,000 controls that identified multiple genetic risk loci, including four genes
(complement factor H [CFH], complement factor B [CFB], complement factor | [CFI], and
complement component [C3]) in the ACP (Fritsche et al. 2013).

Complement factor D (CFD) is a highly specific chymotrypsin-like serine protease that
plays a pivotal and rate-limiting role in the activation and amplification of the ACP

(see Figure 1). The substrate for CFD is another alternative pathway serine protease,
factor B. Following cleavage by CFD, CFB converts into the proteolytically active factor
Bb and initiates the ACP.
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Figure 1 Complement System Pathways and Site of Inhibition by
Lampalizumab in the Alternative Complement Pathway

Classical pathway Alternative pathway

c3

C3a <~ '._
Inflammation o waun?® C3p
C3b .
Lampalizumab
; cs
- A 4
-
C5a Amplification ”'
a®
Inflammation > TRE gamuuuun® .
C3b [
e b | CFH CFD
cs W
C3b

CFD= complement factor D; MAC=membrane attack complex; MBL=mannose-binding lectin.

Lampalizumab is an antigen-binding fragment of a humanized monoclonal antibody
directed against CFD. Lampalizumab inhibits CFD-mediated cleavage of CFB,
preventing activation of the ACP. Lampalizumab is specific for the ACP and shows no
inhibitory effect on classic complement pathway activation. By inhibiting ACP activity,
lampalizumab may impede the progression of GA and vision loss. Evidence for CFD in
the pathogenesis of AMD includes protection against oxidative stress-mediated
photoreceptor degeneration in a murine model with genetic deficiency of factor D
(Rohrer et al. 2007) and detection of increased systemic activation of complement
components, including CFD, in the serum of patients with AMD versus controls, which
suggests that AMD may be a systemic disease with local manifestations in the aging
macula (Scholl et al. 2008).
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See the Lampalizumab Investigator's Brochure for additional details on nonclinical and
clinical studies.

13 STUDY RATIONALE AND BENEFIT-RISK ASSESSMENT

The Phase la (Study CFD4711g) and Phase Ib/Il (Study CFD4870g) studies provided
preliminary evidence of a positive benefit-risk profile for the use of lampalizumab in
patients with GA secondary to AMD and support further evaluation of lampalizumab in
this study.

1.3.1 Study CFD4711q: Phase la

Study CFD4711g was a Phase la, first-in-human study of lampalizumab; it was an
open-label, multicenter, single-dose, dose-escalation study designed to investigate the
safety, tolerability, pharmacokinetics, and immunogenicity of six dose levels (0.1, 0.5, 1,
2, 5, and 10 mg) of lampalizumab administered as a single intravitreal injection to
patients with GA (Do et al. 2014). Determination of the maximum tolerated dose (MTD)
of lampalizumab was also an objective of this study. Study CFD4711g enrolled

18 patients in the United States. Lampalizumab was found to have an acceptable safety
and tolerability profile at all six doses tested following a single intravitreal administration.
The MTD for the study was considered to be 10 mg, the highest dose tested. All
enrolled patients completed the study.

1.3.2 Study CFD4870q: Phase Ib/ll

1.3.21 Phase Ib

The Phase Ib portion of Study CFD4870g served as the initial assessment of the safety
and tolerability of multiple, monthly, intravitreal administrations with the 10-mg dose of
lampalizumab. This safety run-in portion of Study CFD4870 was designed to obtain

10 evaluable GA patients exposed to a minimum of 3 monthly doses of lampalizumab at
10 mg to evaluate the safety and tolerability of lampalizumab administered by intravitreal
injection prior to initiating the Phase Il randomized component of this study. At the
safety hiatus assessment for the run-in portion of the Phase |b component of

Study CFD4870g, the 10-mg dose was found to be well tolerated following multiple,
monthly, intravitreal injections, and these results enabled enroliment into the Phase Il
component of Study CFD4870g.

1.3.2.2 Phase Il

The Phase Il component of Study CFD4870g was a multicenter, randomized,
single-masked, sham injection—controlled study of the safety, tolerability, and efficacy

of lampalizumab (10-mg dose) intravitreal injections administered monthly or every other
month to patients with GA. This study enrolled 129 patients at 26 sites in the

United States and 6 sites in Germany.

Preliminary clinical evidence of lampalizumab’s efficacy was demonstrated in the
Phase Il component of Study CFD4870g. The Phase |l met its primary endpoint of
mean change from baseline in GA area at 18 months as measured by fundus
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autofluorescence (FAF) and met its secondary endpoint of mean change from baseline
in GA area at 18 months as assessed by color fundus photographs (CFPs) in the
lampalizumab monthly group. A positive treatment effect in slowing the progression of
GA area growth was observed in the monthly group beginning at 6 months and
extending through the study duration of 18 months. The mean difference in GA area
between the monthly lampalizumab group compared with the pooled sham group at
Month 18 was 0.595 mm? (80% Cl: 0.109, 1.081; p=0.1170, less than the prespecified
type | error rate of 0.2). This difference corresponds to a reduction in GA area of 20.4%
(80% CI: 4%, 37%) with monthly lampalizumab treatment; the reduction in GA area was
calculated as 100% x[(mean GA area change in pooled sham — mean GA area change
in lampalizumab)/mean GA area change in pooled sham].

The Phase Il results demonstrated a clinically meaningful and statistically significant
effect of lampalizumab administered monthly on reducing GA area growth over the
18-month study treatment period. There was no apparent treatment benefit observed in
the lampalizumab every-other-month all-comer treatment group.

Results from Study CFD4870g demonstrated an acceptable safety and tolerability profile
with lampalizumab administered as 10-mg intravitreal injections monthly or every other
month over 18 months.

Exploratory Genetic Analysis Using Four Single- Nucleotide
Polymorphisms in the Alternative Complement Pathway

Although AMD risk may involve multiple factors, it is well accepted that there is a strong
genetic contribution. The largest study evaluating AMD genetics to date, a
meta-analysis, identified AMD-associated single-nucleotide polymorphisms (SNPs) at
multiple genetic loci, including five genes (CFH, CFB, CFI, C2, and C3) in the
complement pathway (Fritsche et al. 2013). With the exception of C2, all of these
proteins are associated with the ACP. The strong correlation of genetic variants in the
ACP with the risk of AMD led to the hypothesis that patients with GA and with
risk-associated variants at the ACP loci may have higher basal ACP complement
activation and may derive greater potential treatment benefit from inhibition of the ACP
with lampalizumab.

Four SNPs representing CFH, C2/CFB, C3, and CF| were selected and individually
tested for an association with the observed efficacy of lampalizumab and for an
association with the rate of GA progression in patients in the sham treatment group.

The most statistically significant AMD risk SNPs in these ACP genes were chosen on
the basis of a previously reported genomewide meta-analysis (Fritsche et al. 2013). C2
and CFB are tightly linked genetically and are represented by a single risk SNP.
Patients who were heterozygous or homozygous for the risk alleles were grouped
together for this analysis and were referred to as risk allele carriers. In patients who had
genetic testing performed in the Phase Il component of Study CFD4870g, approximately
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96%, 98%, 47%, and 57% were carriers of CFH, C2/CFB, C3, and CFI risk alleles,
respectively.

Phase Il Exploratory Analyses with CFH, C2/CFB, C3, and CFI
Single—Nucleotide Polymorphisms

Because very few patients in Study CFD4870g were non-carriers of the risk alleles for
CFH and C2/CFB, these two SNPs could not be evaluated for an association with
treatment response or for the rate of GA progression in patients receiving sham
treatment.

Exploratory analysis of the C3 SNP did not show a significant association with treatment
response or with the GA area progression in patients receiving sham treatment.

Exploratory analysis of the CFI SNPs indicated that there was greater efficacy in the
subgroup of patients who were carriers of the CFl risk allele compared with patients who
were non-carriers of the CFl risk allele. In CFl risk allele carriers, the mean difference in
GA growth between the monthly group and the sham group at Month 18 was 1.839 mm?,
corresponding to a reduction in GA area of 44% (approximately 80% CI: 25%, 63%;
p=0.0037). In CFl risk allele carriers, the mean difference in GA growth between the
every-other-month group and the sham group at Month 18 was 0.734 mm?,
corresponding to a reduction in GA area of 18% (approximately 80% CI: — 1%, 36%;
p=0.2266). In non-carriers of the CFI risk allele, there was no apparent lampalizumab
treatment response in either the monthly or every-other-month group.

The prognostic effects of the CFl risk allele were also examined. In patients in the
sham group, the change in GA area at Month 18 was 4.169 mm? (80% CI: 3.582, 4.756)
in CFI risk allele carriers and 2.792 mm? (80% Cl: 2.293, 3.292) in non-carriers of the
CFl risk allele; the difference in the GA progression between CFl risk allele carriers and
non-carriers at Month 18 was approximately 49%.

The results from the exploratory analysis suggest that the CFl risk allele may be both
prognostic for more rapid progression of GA and predictive for treatment response to
lampalizumab.

Definition of Complement Factor | Profile Biomarker

CFI profile biomarker-positive is defined as risk allele carriers of CFl that are also risk
allele carriers at CFH and/or C2/CFB, and CFI profile biomarker-negative is defined as
non-carriers of the CFI risk allele or carriers of the CFI risk allele who are non-carriers of
the risk alleles at both CFH and C2/CFB (see Table 1). The CFI profile biomarker was
defined using these three risk alleles on the basis of the association of the CFI risk allele
with lampalizumab response, the high frequency of risk alleles at CFH and C2/CFB in
Study CFD4870g, and the fact that the CFH and C2/CFB SNPs are highly significant in
genomewide studies of AMD genetic risk (p=1x10"** and p=4 x 10*’, respectively
[Fritsche et al. 2013]). The inclusion of CFH and C2/CFB genotypes in the definition of
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CFI profile biomarker-positive is intended to increase the likelihood of identifying patients
with complement-driven GA disease. Of note, all CFl risk allele carriers in
Study CFD4870g were also risk allele carriers at CFH and/or C2/CFB.

Table 1 Definition of Biomarker Status Using the CFI Profile Test

CFI CFH C2/CFB

giz:npar:kfg(re—positive * * *

+ + -

+ - +
CFI profile
biomarker-negative * B B

- + +

_ " _

- - +

Note: “+” indicates that the patient is a risk allele carrier (i.e., heterozygous or
homozygous for the risk allele) and “-” indicates that the patient is a non-carrier of
the risk allele.

133 Study GX28198: Open-Label Extension

Study GX28198 is an ongoing, multicenter, open-label extension study of the safety and
tolerability of lampalizumab administered by intravitreal injection to eligible patients with
GA who have completed the 18-month treatment in Study CFD4870g.

For additional details on nonclinical and clinical studies, see the current Lampalizumab
Investigator's Brochure.

1.34 Rationale for Study GX29455

Study CFD4870g Phase Il results provided evidence that ACP inhibition with
lampalizumab may reduce the progression of GA; moreover, lampalizumab administered
as 10-mg intravitreal injections monthly over 18 months demonstrated an acceptable
safety and tolerability profile in patients with GA secondary to AMD.

Exploratory genetic analyses from the Phase |l Study CFD4870g suggest that in a
biomarker-defined population (CFI profile biomarker-positive), GA lesions may progress
more rapidly and potentially derive greater treatment benefit from lampalizumab than in
patients negative for the biomarker (CFI profile biomarker-negative). On the basis of the
preclinical Study 09-1554 and CFD4870g Phase Il results, Study GX29455 will further
investigate the exposure-response and safety of lampalizumab in the CFI profile
biomarker-positive patient population over multiple intravitreal injections and dose
exposures.
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2. OBJECTIVES
21 PRIMARY OBJECTIVE

The primary efficacy objective for this study is as follows:

e Toinvestigate exposure-response of lampalizumab administered intravitreally every
2 weeks (Q2W) or 4 weeks (Q4W) compared with sham control in CFl profile
biomarker-positive GA patients; treatment response will be measured as change in
GA area by FAF

2.2 SECONDARY OBJECTIVES

The secondary objectives for this study are as follows:

e To characterize the serum pharmacokinetics of lampalizumab following multiple
Q2W and Q4W intravitreal doses

e To characterize systemic immunogenicity of lampalizumab following multiple Q2W
and Q4W intravitreal doses

e To evaluate the ocular and systemic safety of lampalizumab Q2W and Q4W
intravitreal doses compared with sham control

2.3 EXPLORATORY OBJECTIVES

e To evaluate the pharmacokinetic-pharmacodynamic (PK-PD) relationship of
lampalizumab in aqueous humor samples

e To evaluate the potential association of genetic variants in CFl,
complement-pathway genes, and AMD-associated genes with disease
characteristics and response to administration of lampalizumab

3. STUDY DESIGN

The GX29455 Phase |l is a multicenter, randomized, single-masked, sham
injection-controlled study of the exposure-response and safety of lampalizumab
administered intravitreally Q2W or Q4W for 24 weeks to CFI profile biomarker-positive
patients with GA secondary to AMD. Profile biomarker-positive patients will be
determined by the investigational cobas® CFI Profile Clinical Trial Assay (CTA).

All outcome measures will be evaluated at 24 weeks. A Q2W safety run-in assessment
will precede the randomized study. Approximately 90 patients will be enrolled at an
estimated 25-30 study sites in the United States.

3.1 DESCRIPTION OF STUDY
3.1.1 Safety Run-In Assessment

A safety run-in assessment with multiple 10-mg intravitreal administrations of
lampalizumab at the Q2W frequency will be conducted at approximately 10 sites prior to
initiating enrolliment in the randomized study. This assessment is being performed to
obtain an initial evaluation of the safety and tolerability of Q2W dosing. All patients in
the safety run-in assessment will receive lampalizumab Q2W to obtain safety data from
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3 evaluable patients (defined as a patient who has received >3 study drug injections).
The safety run-in screening period is up to 21 days (Days-21 to—1), and the screening
assessments may be completed over several separate days provided these days fall
within the specified screening interval. Patient eligibility and enroliment for the safety
run-in assessment will follow the same process and criteria described in Section 3.1.2
for the randomized study, with the exception of best corrected visual acuity (BCVA)
inclusion criteria, the option of manual enroliment without interactive voice and Web
response system (IxRS), and the option of receiving patient biomarker qualifying status
directly from the laboratory versus contacting IXRS.

The safety run-in assessment will be open label; all patients will receive study drug.
Each patient will receive study drug injection on Day 1 and will be contacted by study
site personnel on Day 2 and Day 8 (+2 days) after each injection to elicit reports of any
decrease in vision, eye pain, unusual redness, or any other new ocular signs or
symptoms in the study eye (see Appendix 1). If warranted, patients will be asked to
return to the clinic for an unscheduled safety assessment visit (see Appendix 4).

All safety run-in patients will also return for safety assessment visits every 2 weeks
(+2 days). After the third evaluable patient completes the Week 6 (+2 days) visit
following the previous third study drug administration, a hiatus in treatment of
approximately 3 days will ensue. During the hiatus, the Genentech Safety Review
Committee (which consists of the Medical Monitor, Drug Safety Scientist, and
Biostatistician) will review the safety results for the run-in assessment. If the results
show acceptable safety in accordance with the dose-limiting toxicity (DLT) criteria (see
Section 3.1.1.1), subsequently, the randomized study will be initiated.

Following the hiatus assessment and an initial acceptable safety profile for the Q2W
dosing frequency, patients who participate in the safety run-in assessment will continue
on the Q2W open-label study drug administration for the remainder of the 24-week
treatment course, and study visit frequency and assessments will follow the same
regimen as that of the Q2W arm of the randomized study (see Appendix 2). These
patients will receive a maximum of 12 study drug treatments during the study.

Missed doses will not be replaced.

A schedule of assessments is provided in Appendix 1and Appendix 2.

3.1.11 Dose-Limiting Toxicities Criteria for the Safety Run-In
Assessment
If>2 patients experience the same DLT during the safety run-in assessment, all patients
in that cohort will be discontinued from the study and follow the early termination process,
and the study will be terminated. If a single DLT occurs during the safety run-in, the
cohort will be expanded to obtain 3 additional patients. If > 1 of the patients in the
expanded cohort experiences a DLT, all patients will be discontinued from the study and
follow the early termination process, and the study will be terminated. Successful
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completion of the safety run-in will be required to subsequently initiate the randomized
study.

3.1.1.2 Dose-Limiting Toxicities for the Safety Run-In Assessment
DLTs are any of the following adverse events that occur during the safety run-in
assessment period and are believed by the investigator or the Sponsor to be study drug
related:

e Intraocular inflammation (e.g., iritis, uveitis, or vitritis) defined as a change of two
units on standard grading scales (see Appendix 5) after the study drug injection.
In accordance with this definition, study exclusion criteria establish a baseline grade
of 0, and an increase to 2 + or greater would constitute a DLT. Intraocular
inflammation of Grade 4 + would be considered a major toxicity requiring interruption
of enroliment and further evaluation by the internal Safety Review Committee to
determine whether further enroliment/treatment is appropriate.

 Endophthalmitis secondary to an encapsulated bacteria (i.e., Streptococcus
pneumonia, Haemophilus influenza,or Neisseria meningitidis)

e Sustained elevation of intraocular pressure (IOP), defined as a measurement of
>30 mmHg on three consecutive study treatment visits

e Sustained loss of BCVA =15 letters after the study drug injection that is not
attributable to the injection procedure, progression of GA, or change in the ocular
media (i.e., cornea, aqueous humor, lens, vitreous humor) as measured on the
three consecutive study treatment visits

3.1.1.3 Dose-Limiting Toxicity Assessments Window for the Safety
Run-In

The safety run-in patients will be assessed for DLTs every 2 weeks (+ 2 days) after each
study drug injection or during unscheduled visits, if prompted by the Day 2 or Day 8
follow-up calls. This regimen will continue for all safety run-in patients until the third
evaluable patient receives the third study drug injection and completes the Week 6

(+ 2 days) visit.

3.1.2 Four-Arm, Randomized Study

An estimated 25-30 study sites in the United States will participate in the randomized
study. Approximately 84 CFI profile biomarker-positive patients with GA secondary to
AMD will be enrolled. Biomarker status will be determined using the investigational
cobas® CFI Profile CTA that will be run at a designated study laboratory testing site. The
study will consist of a screening period of up to 28 days (Days —28 to —1) and a
treatment period of 24 weeks.

A patient must satisfy all eligibility criteria at both the screening and the Day 1 visits,
including receipt of all screening visit images by the central reading center. Study sites
will have to verify biomarker eligibility of a patient prior to the Day 1 visit by contacting
IXRS.
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Patients who failed screening for reasons other than CFI biomarker status (e.g., GA lesion size,
BCVA, or prohibited concomitant medication) may be eligible for rescreening up to two
additional times during the enrollment period of the study. At rescreening, all screening visit
assessments will be performed except CFI biomarker sample provided that a valid CFI result is
available.

Eligible patients will be enrolled on Day 1, the same day treatment is to be initiated, and
randomized through an IXRS in a ratio of 3:1:2:1 so that approximately:

e 36 patients will receive study drug injections Q2W and 12 patients will receive sham
injections Q2W for 24 weeks of treatment (12 total treatments)

e 24 patients will receive study drug injections Q4W and 12 patients will receive sham
injections Q4W for 24 weeks (6 total treatments)

For additional details on dosing schema for Q2W and Q4QW treatment arms, see
Figure 2a and Figure 2b, respectively.

Randomized patients will be stratified on the basis of baseline GA lesion size (<10 mm?
versus >10 mm?) and baseline BCVA (better than/equal to 20/100 versus worse than
20/100). Sham arms will be pooled for analyses. To obtain a similar distribution of
patients in the randomized study with baseline BCVA better than/equal to 20/100 and
worse than 20/100, a maximum of approximately 45 patients will be allotted to either of
the baseline BCVA groups (i.e., better than/equal to 20/100 group or worse than

20/100 group). If the study enrolls the maximum allotted number of patients to either
baseline BCVA group, additional screened patients who would have been enrolled in the
baseline BCVA group that has been maximized will be screen-failed.

Figure 2a Dosing Schema for Q2W Treatment Arms

Day Visit Week Visit
Treatment Arms 1 2(4|6|8|10]|12|14 |16 |18 |20 22247 | n
Lampalizumab b X X{x[x|x] x| x| x| x| x| x] x — | 48
Sham © X X|X|Xx|x| x| x| x| x| x|x] x - 12

Q2W=every 2 weeks.

2 Study treatment is not administered at Week 24 visit (final visit).
® Q2W intravitreal injections of 10 mg lampalizumab.

¢ Q2W sham injections.
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Figure 2b Dosing Schema for Q4W Treatment Arms

Day Visit Week Visit
Treatment Arms 1 4 8 [12 |16 | 20 | 24° n
Lampalizumab b X X X X X X — 24
Sham © X x| x X X X - 12

Q4W=every 4 weeks.

2 Study treatment is not administered at Week 24 visit (final visit).
® Q4W intravitreal injections of 10 mg lampalizumab.

© Q4W sham injections.

Only one eye will be chosen as the study eye. If both eyes are eligible, the eye with the
worse visual function (as determined by the investigator and the patient) will be the study
eye; if both eyes have the same visual function, the eye with the larger GA area will be
selected as the study eye. Investigators and other site staff members will not be masked
to patient treatment assignment (drug vs. sham). The BCVA examiner will be masked to
the study eye and treatment assigned (drug vs. sham) and will perform only the BCVA
assessment. The BCVA examiner is not allowed to perform any other tasks involving
direct patient care. Patients will be masked to their treatment assignment (study drug vs.
sham). Randomized patients will receive the first study drug or sham treatment
administered by the investigator on Day 1. All patients will have scheduled safety and
ocular assessment at the Q2W or Q4W treatment visits during the 24-week study

(see Figure 2a and Figure 2b). Safety assessments will be evaluated by the investigator
prior to study drug or sham administration. Missed doses will not be replaced. Patients
who are discontinued from study treatment prematurely will be discontinued from the
study as well. Patients withdrawn from the study prior to completion will be asked to
return for an early termination visit 30 (+7) days following their last study treatment.

The first study treatment will be administered on the same day as randomization (Day 1 visit). If
a site has an unexpected issue (e.g., the IXRS is not able to assign the study kit), with the Medical
Monitor’s permission, the patient’s first study treatment may be administered within 1 working
day after the Day 1 visit. The following assessments will be repeated on the day of the study
treatment: BCVA, slit-lamp examination, indirect ophthalmoscopy, and pre- and post-treatment
IOP measurement (recorded on Day 1 electronic Case Report Form (eCRF) and dated
accordingly). After the Day 1 visit, if a patient misses a study visit when ocular images are
scheduled (see Appendix 1 ), the images must be obtained at the next scheduled visit.

3.2 END OF STUDY

The end of the study is defined as the date when the last patient, last visit (LPLV) occurs.
The LPLV is expected approximately 24 weeks after the last patient is randomized to the
study.
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3.3 RATIONALE FOR STUDY DESIGN

3.3.1 Rationale for Lampalizumab Dose and Schedule

To provide a more extensive characterization of lampalizumab in patients with GA
secondary to AMD, Study GX29455 will further investigate the exposure-response
relationship with a 10-mg dose of study drug administered intravitreally at Q2W and
Q4W intervals. The 10-mg monthly dosing regimen was found to be the most
efficacious in the Phase Il component of Study CFD4870g; moreover, the 10-mg dose
was observed to have an acceptable safety profile in Study CFD4870g. Data to support
the Q2W dosing frequency are provided by the preclinical cynomolgus monkey

Study 09-1554. For additional details on nonclinical and clinical studies, see the current
Lampalizumab Investigator’s Brochure.

3.3.2 Rationale for Patient Population and Analysis Groups
3.3.21 Rationale for Evaluating Lampalizumab in Patients with

Geographic Atrophy
Currently, there are no approved treatments to prevent the progression of GA secondary
to AMD and the associated decrease in visual function. Consequently, a significant
unmet medical need exists for treatment of this serious vision-impairing disease.
Study GX29455 will enroll patients with the diagnosis of GA secondary to AMD. On the
basis of the results from Study CFD4870g, patients in Study GX29455 will be stratified
by baseline GA lesion size and baseline BCVA. Moreover, consistent with Study
CFDA4870g results, select clinical and genetic eligibility criteria have been chosen to
enrich the Study GX29455 study population for patients at increased risk for rapid
expansion of GA area to maximize the opportunity of detecting disease progression and
treatment response over the planned 24-week study duration. The select clinical
eligibility criteria and rationale for these criteria are presented below.

Presence of Hyperautofluorescence (i.e., Banded or Diffuse Junctional
Fundus Autofluorescence Patterns) Adjacent to the Geographic Atrophy
Lesion in the Study Eye

Holz et al. (2007) previously described four major perilesional FAF patterns (none, focal,
banded, and diffuse) that were correlated with the rate of GA lesion growth in the
longitudinal natural history investigation of patients with GA secondary to AMD in the
multicenter Fundus Autofluorescence in Age-Related Macular Degeneration
(FAM)-study. This study reported that GA lesions with banded or diffuse junctional
patterns showed a significantly increased rate of GA lesion progression versus lesions
with focal or no hyperautofluorescence patterns. Moreover, approximately 70% of the
FAM study patients exhibited banded or diffuse junctional perilesional FAF patterns.

Geographic Atrophy in Both Study Eye and Non-Study (Fellow) Eye

In patients with GA, bilateral disease represents the majority of the population
(approximately 60%-67%) with this form of advanced AMD as reported in two
natural history studies (Holz et al. 2007; Sunness et al. 2007); moreover, bilateral
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GA has been associated with an increased rate of lesion progression compared
with unilateral GA lesions (Sunness et al. 2007).

Complement Factor | Profile Biomarker-Positive Selection

Exploratory analyses of the Phase || CFD4870g study suggest that the CFI profile
biomarker-positive population may progress more rapidly and have a significantly
greater treatment benefit with lampalizumab than the CFI profile biomarker-negative
population; therefore, the objectives of Study GX29455 will be investigated in CFI profile
biomarker-positive patients. Furthermore, based on the exploratory lampalizumab
treatment results at 6 months in Study CFD4870g with the CFI biomarker-positive
patient population, the objectives of Study GX29455 are expected to be completed in the
proposed 24-week study.

The cobas® CFI Profile Clinical Trial Assay

A valid CFI biomarker result will be determined at a designated study laboratory testing
site using the cobas CFI Profile CTA, which is a real-time polymerase chain reaction
(PCR) test developed by Roche Molecular Systems to identify genotypes of three SNPs
associated with CFH, CFI, and C2/CFB in DNA extracted from whole-blood samples
from patients with GA secondary to AMD. The cobas CFI Profile CTA is intended to be
used as an Investigational Use Only assay to characterize the complement factor profile
of study participants. The cobas CFI Profile CTA biomarker status results will then be
used to determine eligibility for enroliment.

The cobas CFI Profile CTA consists of two kits and will use the cobas 4800 platform.
The cobas DNA Sample Preparation Kit (DNA isolation kit) provides the necessary
components to manually extract genomic DNA from whole blood samples. The cobas
CFI Profile CTA contains the necessary PCR master mix, oligonucleotides, cofactor, and
controls to detect three SNPs associated with CFl, CFH, and C2/CFB.

3.3.3 Rationale for Control Group

A sham control group will be used as a comparator for the exposure-response and
safety of lampalizumab administered Q2W or Q4W. Patients randomized to the sham
control group will undergo the same assessments as patients randomized to the
lampalizumab intravitreal injection groups.

Sham injections, rather than placebo intravitreal injections, were selected to minimize
the known risk of intravitreal injection-related adverse events (e.g., endophthalmitis), and
no potential patient value would be derived from an intravitreal injection of placebo.

3.34 Rationale for Biomarker Assessments

On the basis of the results of the Phase |l Study CFD4870g, lampalizumab is
hypothesized to be most effective in CFI Profile biomarker-positive patients. To further
assess the exposure-response of lampalizumab, Study GX29455 will enroll only CFlI
Profile—positive patients. The response to lampalizumab treatment will be evaluated in a
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prespecified population defined by the genetic biomarker test (cobas® CFl Profile CTA)
on the basis of the common genetic variants of CFI, CFH, and C2/CFB. The whole
blood sample CFI profile results will be determined by utilizing an investigational cobas
CFI Profile CTA (see Appendix 16). Although the CFI profile test is based on the
common genetic variants of CFl, CFH, and C2/CFB test, recent studies have identified
rare variants in CFI that have been associated with increased AMD risk (van de Ven

et al. 2013). Given the potential for rare variants in CFl and other complement pathway
genes to affect disease characteristics including progression and the response to
lampalizumab treatment, additional exploratory genetic analysis may be conducted using
the biomarker clinical genotyping sample including sequencing of CFI, other
complement-pathway genes, and AMD associated genes.

3.4 OUTCOME MEASURES
3.41 Primary Efficacy Outcome Measures
The primary efficacy outcome measure for this study is as follows:

e Mean change in GA area from baseline to Week 24 as measured by FAF

3.4.2 Safety Outcome Measures
The safety outcome measures for this study are as follows:

e The incidence of DLTs for Q2W multidose safety run-in assessment
* Incidence and severity of ocular and non-ocular (systemic) adverse events

e Mean change in BCVA from baseline to Week 24 using the Early Treatment of
Diabetic Retinopathy Study (ETDRS) visual acuity chart

 The incidence of changes and abnormalities in clinical ocular examinations
e The incidence of changes and abnormalities in clinical laboratory assessments
e The incidence of positive serum antibodies to lampalizumab

343 Pharmacokinetic Outcome Measures

The PK profile from the serum concentration—time data following administration of
lampalizumab will be determined. Derived PK parameters may include the following:

e Maximum observed serum concentration (Cpmax)

e Time of maximum observed serum concentration ()

* Observed steady-state trough concentration

e Accumulation ratio based on trough concentration

Optional anterior chamber (aqueous humor) paracentesis samples will be collected to

assess PK and PD relationships. Additional PK analyses may be conducted as
appropriate.
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344 Exploratory Outcome Measures
Exploratory outcome measures for this study include the following:

e PK-PD relationship of lampalizumab in aqueous humor samples

« Evaluation of potential associations of genetic variants in CFl, complement-pathway
genes, and AMD-associated genes with disease characteristics and response to
administration of lampalizumab

4. MATERIALS AND METHODS

41 PATIENTS

Patient Selection and Sex Distribution

Written informed consent will be obtained prior to initiation of any study procedures.
The screening evaluation will be performed within 28 days preceding the Day 1 visit

(the day of the first study treatment).

NOTE: Some patients may require an extended screening period as a result of
repeat acquisition or evaluation of images or other issues. After consultation with
and approval by the Medical Monitor, the screening period may be extended for up
to 5 days for exceptional circumstances.

Only one eye will be chosen as the study eye. If both eyes are eligible, the eye with the
worse visual function (as determined by the investigator and patient) will be the study
eye. If both eyes have the same visual function, the eye with the larger area of GA will
be selected as the study eye.

The protocol allows enroliment of both men and women, provided the entry criteria are
met. However, women who are pregnant or breastfeeding will be excluded from the
study. The remaining inclusion/exclusion criteria apply to both male and female patients
and pertain to issues of patient health performance and safety.

411 Inclusion Criteria

Patients must meet the following criteria for study entry.

4111 General Inclusion Criteria
* Willingness to provide signed Informed Consent and Health Insurance Portability
and Accountability Act authorization

e Age =60 years
e CFI profile biomarker—positive result

e For women of childbearing potential: agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive methods that result in a failure rate
of <1% per year during the treatment period and for at least 30 days after the last
dose of study drug.

A woman is considered to be of childbearing potential if she is postmenarchial, has

not reached postmenopausal state (212 months of amenorrhea with no identified
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cause other than menopause), and has not undergone surgical sterilization (absence
of ovaries and/or uterus).

Examples of contraceptive methods with a failure rate of <1% per year include
bilateral tubal ligation, male sterilization, established, proper use of hormonal
contraceptives that inhibit ovulation, hormone-releasing intrauterine devices, and
copper intrauterine devices.

The reliability of sexual abstinence should be evaluated in relation to the duration
of the clinical trial and the preferred and usual lifestyle of the patient. Periodic
abstinence (e.g., calendar, ovulation, symptothermal, or postovulation methods)
and withdrawal are not acceptable methods of contraception.

e For men: agreement to remain abstinent or use contraceptive measures and
agreement to refrain from donating sperm as defined below:
With female partners of childbearing potential, men must remain abstinent or use a
condom plus an additional contraceptive method that together result in a failure
rate of <1% per year during the treatment period and for at least 30 days plus 90
days (a spermatogenesis cycle) after the last dose of study drug.
* Ability and willingness to undertake all scheduled visits and assessments
411.2 Ocular Inclusion Criteria: Study Eye
e BCVAETDRS
For the safety run-in assessment: BCVA of 20/80 to 20/400 inclusive (Snellen
equivalent) using ETDRS charts
For the randomized study: BCVA of 20/50 to 20/400 inclusive (Snellen
equivalent) using ETDRS charts
e Well-demarcated area of GA secondary to AMD
e GA must be > 1 disc area (DA) (2.54 mm?) in the absence of CNV
e If GA is multifocal, at least one focal lesion must be >0.5 DA (1.27 mm?)
e The total lesion size must be < to 7 DA (17.78 mm?) and must reside completely
within the FAF imaging field
* Presence of hyperautofluorescence adjacent to the area of GA (banded or diffuse
perilesional FAF patterns)
o Sufficiently clear ocular media, adequate pupillary dilation, and fixation to permit
quality fundus imaging
4113 Ocular Inclusion Criteria: Fellow (Non-Study) Eye
e GA secondary to AMD in the absence of prior or active CNV
4.1.2 Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry.
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41.21 Ocular Exclusion Criteria: Geographic Atrophy Characteristics

GA in the study eye that extends beyond FAF imaging field or fails to meet single or
multifocal lesion criteria

Absence or minimal hyperfluorescence adjacent to GA in the study eye (e.g., focal
or no perilesional FAF pattern)

GA in either eye due to causes other than AMD (e.g., Stargardt disease, cone-rod
dystrophy, chloroquine/hydroxychloroquine toxicity)

41.2.2 Ocular Exclusion Criteria: Study Eye

History of vitrectomy surgery, submacular surgery, or other surgical intervention for
AMD

Previous subfoveal focal laser photocoagulation
Laser photocoagulation (juxtafoveal or extrafoveal)

Prior treatment with Visudyne®, external-beam radiation therapy, or transpupillary
thermotherapy

Previous intravitreal drug delivery (e.g., intravitreal corticosteroid injection,

anti-angiogenic drugs, anti-complement agents, biodegradable/non-biodegradable
implants or formulations, device implant, or encapsulated cell technology). NOTE:
A single intraoperative administration of a corticosteroid during cataract surgery

for cystoid macular edema prophylaxis at least 3 months prior to screening is

permitted.
Previous cell-based (e.g., regenerative or trophic) intraocular treatment
RPE tear involving the macula

History of retinal tear. NOTE: a retinal tear adequately treated with laser
photocoagulation and determined to be stable by investigator may be permitted
after consultation with and approval by the Medical Monitor.

Any concurrent ocular or intraocular condition (e.g., cataract or epiretinal membrane)
that, in the opinion of the investigator, could do either of the following:

Require medical or surgical intervention during the study period to prevent or
treat vision loss that might result from that condition; or

If allowed to progress untreated, could likely contribute to loss of at least
2 Snellen equivalent lines of BCVA during the study period

Active vitreous hemorrhage
History of retinal detachment or macular hole (Stage 3 or 4)
Aphakia or absence of the posterior capsule

Previous violation of the posterior capsule is also excluded unless it occurred as a
result of yttrium aluminum garnet (YAG) laser posterior capsulotomy in association
with prior posterior chamber intraocular lens implantation

Spherical equivalent of the refractive error demonstrating more than 8 diopters of
myopia
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e For patients who have undergone prior refractive or cataract surgery, the
preoperative refractive error in the study eye should not have exceeded 8 diopters
of myopia

e Intraocular surgery (including cataract surgery) within 3 months preceding Day 1

e Glaucoma that is uncontrolled (defined as IOP > 30 mmHg despite treatment with
anti-glaucoma medication)

e History of glaucoma-filtering surgery
e History of corneal transplant

41.23 Ocular Exclusion Criteria: Either Eye

e Proliferative diabetic retinopathy. NOTE: mild non-proliferative diabetic
retinopathy (occasional hemorrhage or microaneurysm) in either eye may be
permitted after consultation with and approval by the Medical Monitor; moreover,
a patient with onset of mild non-proliferative diabetic retinopathy in either eye
during study participation may be permitted to continue study treatment after
consultation with the Medical Monitor.

e Active or history of neovascular (wet) AMD
e History of idiopathic or autoimmune-associated uveitis

e Active uveitis and/or vitritis (see definitions and grading scales for iritis/anterior
uveitis and vitritis in Appendix 5)

e History of ocular or intraocular conditions that contraindicate the use of an
investigational drug or may affect interpretation of study results or my render the
patient at high risk for treatment complications

* Previous participation in other studies of investigational drugs (excluding vitamin
and mineral supplements; topical ocular agents > 3 months preceding Day 1) may
be permitted after consultation with and approval by the Medical Monitor

e Previous systemic treatment with a complement inhibitor

* Previous treatment with inhibitors/modulators of the visual cycle (e.g., fenretinide)
e Previous expression vector mediated intraocular treatments

e Active infectious conjunctivitis, keratitis, scleritis, or endophthalmitis

e History of infectious or inflammatory ocular disease

41.2.4 Systemic Exclusion Criteria: Concurrent Conditions

e Uncontrolled blood pressure (defined as systolic>180 mmHg and/or diastolic
>110 mmHg while patient is sitting)

If a patient’s initial measurement exceeds these values, a second reading may be
taken 30 or more minutes later. If the patient’s blood pressure must be controlled by
antihypertensive medication, the patient can become eligible if medication is taken
continuously for at least 30 days prior to Day 1.

« Atrial fibrillation not managed by medication/cardioversion and the patient is under
the care of a primary care physician or cardiologist
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* Medical conditions that may be associated with a clinically significant risk for
bleeding

e Active or history of other disease, metabolic dysfunction, physical examination
finding, or clinical laboratory finding giving reasonable suspicion of a disease
or condition that contraindicates the use an investigational drug or that might affect
interpretation of the results of the study or that renders the patient at high risk for
treatment complications

e Treatment for an active localized or systemic infection

Ongoing prophylactic use of antimicrobial therapy should be discussed with and
approved by the Medical Monitor.

e Predisposition or history of increased risk for infection

e Active malignancy within the previous 12 months except for appropriately treated
carcinoma in situ of the cervix, resolved non-melanoma skin carcinoma, and
prostate cancer with a Gleason score of <6 and a stable prostate-specific antigen
(PSA) for 212 months.

o History of allergy to fluorescein, not amenable to treatment
e  History of a severe allergic reaction or anaphylactic reaction to a biologic agent or
known hypersensitivity to any component of the lampalizumab injection

* Inability to obtain FAF or near infrared images, fundus photographs, or fluorescein
angiograms of sufficient quality to be analyzed and graded by the central reading
center

e Inability to comply with study or follow-up procedures

* Requirement for continuous use of any medications/treatments indicated in the
“Prohibited Therapy” section of the protocol (see Section 4.4.2)

* Women who are pregnant or lactating or intending to become pregnant during the
study

e  Woman of childbearing potential must have a negative serum pregnancy test
result within 28 days prior to initiation of study treatment

4.2 METHOD OF TREATMENT ASSIGNMENT AND MASKING
421 Safety Run-In Assessment Treatment Assignment and Masking

The safety run-in assessment is open label; all patients will receive study drug. After
written informed consent has been obtained, all patients will receive a screening number
assigned through the IXRS. A patient must satisfy all eligibility criteria (see

Sections 4.1.1 and 4.1.2) at both the screening and the Day 1 visit (first study treatment)
prior to enroliment. As part of the screening process, the central reading center will
evaluate FAF images, CFP, and fluorescein angiography (FA) to provide an objective,
assessment of patient eligibility. After all patient eligibility requirements are confirmed,
site personnel will contact the IXRS on the Day 1 visit for assignment of a patient
identification number (a separate number from the screening number). The study
treatment kit will be also assigned by IXRS at that time. All patients enrolled in the safety
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run-in assessment will receive a 10-mg dose of lampalizumab Q2W for the duration of
their study participation.

The site study staff, vendors, and Sponsor study personnel will not be masked to the
patients’ treatment arm assignment (study drug vs. sham). The BCVA examiner will be
masked to the study eye and treatment assigned (study drug vs. sham) and will perform
only the refraction and BCVA assessment. The BCVA examiner will be also masked to
the BCVA scores of a patient’s previous visits and may only know patient’s refraction
data from previous visits. The BCVA examiner is not allowed to perform any other tasks
involving direct patient care. Patients will be masked to their treatment assignment.

422 Randomized Study Treatment Assignment and Masking

The randomized study is single masked. After written informed consent has been
obtained, all patients will receive a screening number assigned through the IXRS.

A patient must satisfy all eligibility criteria (see Sections 4.1.1 and 4.1.2) at both the
screening and the Day 1 visit (first study treatment) prior to randomization. As part of
the screening process, the central reading center (masked to patient treatment
assignment) will evaluate FAF images, CFP, and FA to provide an objective, masked
assessment of patient eligibility. Patient biomarker eligibility criteria will be verified by
contacting IXRS prior to the Day 1 visit. After all patient eligibility requirements are
confirmed and Day 1 visit assessments performed, site personnel will contact the IXRS
on the Day 1 visit for assignment of a patient identification number (a separate number
from the screening number). The study treatment kit number will be also assigned by
IXRS at that time. Patients will be randomized in a 3:1:2:1 ratio to one of four treatment
groups: lampalizumab Q2W, sham Q2W, lampalizumab Q4W, or sham Q4W. Patients
will be randomized on the same day the study treatment is to be initiated (Day 1 visit).

The site study staff, vendors, and Sponsor study personnel will not be masked to the
patients’ treatment arm assignment (study drug vs sham). The BCVA examiner will be
masked to the study eye and treatment assigned (study drug versus sham) and will only
perform the refraction and BCVA assessment. The BCVA examiner will be also masked
to the BCVA scores of a patient’s previous visits and may only know patient’s refraction
data from previous visits. The BCVA examiner is not allowed to perform any other tasks
involving direct patient care. Patients will be masked to their treatment assignment.

4.3 STUDY TREATMENT
431 Formulation, Packaging, and Handling
4311 Lampalizumab

Lampalizumab vials will be supplied by the Sponsor.

Formulation

Lampalizumab Drug Product is provided as a sterile, white to off-white, lyophilized
powder in a 6-cc USP/European Pharmacopoeia Type 1 glass vial and is intended for
intravitreal administration. Each glass vial contains a nominal 40 mg of lampalizumab.
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After reconstitution with Sterile Water for Injection, the drug product is formulated as
100 mg/mL lampalizumab in 40 mM L-histidine hydrochloride, 28 mM sodium chloride,
160 mM sucrose, 0.04% (w/v) polysorbate 20, pH 5.3.

431.2 Sham
Sham vials will be supplied by the Sponsor.

Sham vials will be identical to vials of lampalizumab, but the sham vials will be empty.

Storage

Upon receipt of lampalizumab and sham, vials should be refrigerated at 2°C-8°C
(36°F—46°F) until use. Lampalizumab vials should not be used beyond the expiration
date provided by the manufacturer. No preservative is used in lampalizumab drug
product; therefore, the vial is intended for single use only. Vial contents should not be
frozen or shaken and should be protected from direct sunlight. Within 2 hours following
dose preparation (reconstitution), lampalizumab should be administered; the prepared
dose may be maintained at room temperature prior to administration.

For further details, see the Lampalizumab Investigator's Brochure and/or Pharmacy
Binder.

4.3.2 Dosage, Administration, and Compliance
43.21 Lampalizumab and Sham
Dosage

Guidelines for treatment interruption or discontinuation are provided in Section 5.1.1.1.
Adverse events associated with an overdose or incorrect administration of study drug
should be recorded on the Adverse Event eCRF.

Safety Run-In Assessment: A safety run-in assessment with multiple 10-mg
intravitreal administrations of lampalizumab at the Q2W frequency will be conducted
prior to initiating enroliment in the randomized study. A schedule of assessments is
provided in Appendix 1. Patients in the safety run-in assessment will receive
lampalizumab injections Q2W to obtain safety data from 3 evaluable patients (defined as
a patient who has received > 3 study drug injections). Each patient will receive study
drug on Day 1 and will be contacted by study site personnel on Day 2 and Day 8

(+ 2 days) after each injection to elicit reports of any decrease in vision, eye pain,
unusual redness, or any other new ocular signs or symptoms in the study eye; if
warranted, patients will be asked to return to the clinic for an unscheduled safety
assessment visit (see Appendix 4). All safety run-in patients will also return for safety
assessment visits every 2 weeks (+ 2 days). After the third evaluable patient completes
the Week 6 (+ 2 days) visit following the third study drug administration, a hiatus in
treatment of approximately 3 days will ensue. During the hiatus, the Genentech Safety
Review Committee consisting of the Medical Monitor, Drug Safety Scientist, and
Biostatistician will review the safety results for the run-in assessment. If the results show
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acceptable safety in accordance with the DLT criteria (see Section 3.1.1.1),
subsequently, the randomized study will be initiated.

Following the hiatus assessment and an initial acceptable safety profile for the Q2W
dosing frequency, patients who participate in the safety run-in assessment will continue
on the Q2W study drug administration for the remainder of the 24-week treatment
course. The study treatment visit frequency and assessments (see Appendix 2) will
follow the same regimen as the Q2W arm of the randomized study. These patients will
receive a maximum of 12 study drug treatments during the study.

Missed doses will not be made up.

Randomized Study

Lampalizumab Intravitreal Injections: A 10-mg dose of lampalizumab will be used in
this study and will be administered intravitreally during the 24-week treatment period
starting at the Day 1 visit for a total of 12 injections to patients randomized to the Q2W
treatment arm and a total of 6 injections to patients randomized to the Q4W treatment
arm.

Missed doses will not be made up.
A schedule of assessments is provided in Appendix 2 and Appendix 3.

Sham Injections: Patients randomized to the control arms will receive sham injections.
A total of 12 sham injections will be administered in the Q2W arm, and 6 sham injections
will be administered in the Q4W arm during the 24-week treatment period. Sham arms
will undergo the same assessments as the lampalizumab treatment arms

(see Appendix 2 and Appendix 3).

A sham injection is a procedure that mimics an intravitreal injection of lampalizumab,
except that the blunt end of an empty syringe is pressed against an anesthetized eye
instead of a needle attached to a lampalizumab-filled syringe.

Missed doses will not be made up.

A schedule of assessments is provided in Appendix 2 and Appendix 3.

4322 Administration

See Appendix 6 for the pre-injection procedures of lampalizumab and sham treatments
for all patients, Appendix 7 for the injection procedures of the study drug, Appendix 8 for
the injection procedures of the sham treatment, and Appendix 9 for the post-injection
procedures for all treated patients.
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43.2.3 Compliance

This study will be conducted in accordance with the U.S. Food and Drug Administration
(FDA) regulations; the International Conference on Harmonisation (ICH) E6 Guideline for
Good Clinical Practice; and applicable local, state, and federal laws, as well as other
applicable country laws.

433 Investigational Medicinal Product Accountability

All investigational medicinal products (IMPs) required for completion of this study
(lampalizumab and sham) will be provided by the Sponsor. The study site will
acknowledge receipt of IMPs and confirm the shipment condition and content. Any
damaged shipments will be replaced.

IMPs will either be disposed of at the study site according to the study site’s institutional
standard operating procedure or returned to the Sponsor with the appropriate
documentation. The site's method of IMP destruction must be agreed to by the Sponsor.
The site must obtain written authorization from the Sponsor before any IMP is destroyed,
and IMP destruction must be documented on the appropriate form.

Accurate records of all IMPs received at, dispensed from, returned to, and disposed of
by the study site should be recorded on the Drug Inventory Log.

434 Post-Trial Access to Lampalizumab

The Sponsor (Genentech) is a member of the Roche group and is subject to Roche’s
global policies. The Sponsor will offer post-trial access to the study drug (lampalizumab)
free of charge to eligible patients in accordance with the Roche Global Policy on
Continued Access to Investigational Medicinal Product, as outlined below.

A patient will be eligible to receive study drug after the end of the study if all of the
following conditions are met:

e The patient has a sight-threatening or severe medical condition and requires
continued study drug treatment for his or her well-being.

e There are no appropriate alternative treatments available to the patient.

e The patient and his or her doctor comply with and satisfy any legal or regulatory
requirements that apply to them.

A patient will not be eligible to receive study drug after the end of the study if any of the
following conditions are met:

e The study drug is commercially marketed in the patient's country and is reasonably
accessible to the patient (e.g., is covered by the patient's insurance or wouldn't
otherwise create a financial hardship for the patient).

e The Sponsor has discontinued development of the study drug or data suggest that
the study drug is not effective for GA.
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e The Sponsor has reasonable safety concerns regarding the study drug as treatment
for GA.

e Provision of study drug is not permitted under the laws and regulations of the
patient's country.

The Roche Global Policy on Continued Access to Investigational Medicinal Product is
available at the following Web site:

http://www.roche.com/policy_continued_access_to_investigational_medicines.pdf

44 CONCOMITANT THERAPY

Concomitant medications are any prescription drugs or over-the-counter preparations
other than protocol-specified procedural medications (e.g., dilating drops; fluorescein
dyes; etc.) and pre- and post-injection medications (e.g., proparacaine, etc.) used by a
patient within 7 days preceding Day 1 and through the conclusion of the patient’s study
participation or early termination visit.

441 Permitted Therapy
Patients who use other maintenance therapies should continue their use.

All concomitant medications should be reported to the investigator and recorded on the
appropriate eCRF. Patients who use oral contraceptives, hormone-replacement therapy,
or other maintenance therapy should continue their use.

Intra-articular or intra-muscular corticosteroids may be used in a limited fashion after
consultation with and approval by the Medical Monitor. The onset of glaucoma in the
study eye during a patient’s study participation should be treated as clinically indicated

442 Prohibited Therapy

At the discretion of the investigator, patients may continue to receive all medications and
standard treatments administered for other conditions. However, the following
medications and treatments will exclude patients from study eligibility and are
prohibited from use during the patient’s participation in the study:

+ Systemic anti-vascular endothelial growth factor (VEGF) agents
* Intravitreal anti-VEGF agents in either eye

e Intravitreal, subtenon, or chronic topical (ocular) corticosteroids in either eye;
short-term use of topical corticosteroids is permitted after cataract surgery

e Oral corticosteroids (prednisone or equivalent) at doses >10 mg/day (prohibited at
screening for eligibility; for occurrence during study enrollment, see Table 2,
Dose—Interruption Criteria)

e Intravenous corticosteroids (prohibited at screening for eligibility; for occurrence
during study enrollment, see Table 2, Dose-Interruption Criteria)
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e Systemic or intravenous immunomodulatory therapy (e.g., azathioprine,
methotrexate, mycophenolate mofetil, cyclosporine, cyclophosphamide, tocilizumab,
eculizumab, or an anti-tumor necrosis factor agent)

e Treatment with Visudyne in either eye
e  Other experimental therapies (except vitamins and minerals)

4.5 STUDY ASSESSMENTS
451 Informed Consent Forms and Screening Log

Written informed consent for participation in the study must be obtained before
performing any study-specific screening tests or evaluations. Informed Consent Forms
for enrolled patients and for patients who are not subsequently enrolled will be
maintained at the study site.

All screening and Day 1 visits evaluations must be completed and reviewed to confirm
that patients meet all eligibility criteria before enroliment (safety run-in patients and
randomized patients). The investigator will maintain a screening log to record details of
all patients screened and to confirm eligibility or record reasons for screening failure, as
applicable.

45.2 Medical History and Demographic Data

Medical history includes clinically significant diseases, including chronic and ongoing
conditions (e.g., trauma, cancer, cardiovascular, and ophthalmic history); tobacco use;
surgeries; cancer history; reproductive status; and all medications (e.g., prescription
drugs, over-the-counter drugs, herbal or homeopathic remedies, nutritional supplements)
used by the patient within 7 days prior to Day 1 visit.

Demographic data will include age, sex, and self-reported race/ethnicity.

4.5.3 Physical Examinations

A targeted physical examination should include an evaluation of the head, eyes, ears,
nose, throat, and cranial nerves. Height and weight will be collected. If any
abnormalities are noted during the study, the patient may be referred to another
physician with specialty expertise. The investigator should use his or her clinical
judgment for appropriate treatment and/or medical referral. Should any clinically
significant abnormalities be found at screening or Day 1 prior to study treatment, the
condition should be noted in the patient’s medical history, and the investigator must
perform (or refer the patient for) a directed physical examination prior to patient
enrolilment. Changes from baseline abnormalities should be recorded in patient notes.
New or worsened clinically significant abnormalities should be recorded as adverse
events on the Adverse Event eCRF.
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454 Vital Signs

Vital signs will include measurements of systolic and diastolic blood pressure, pulse,
respiration rate, and temperature while the patient is in a seated position after resting for
at least 5 minutes. Vital signs should be taken before the study treatment as indicated
(see Appendix 1, Appendix 2, and Appendix 3).

45.5 Other Disease-Specific Assessments

Ocular Assessments

e BCVA at a starting distance of 4 meters (perform prior to dilating eyes; see
Appendix 10)

e |OP measurement (perform prior to dilating eyes; the method used for a patient
must remain consistent throughout the study)

+ Slit-lamp examination (for grading scales for cells, see Appendix 5)
e Dilated binocular indirect high-magnification ophthalmoscopy

e Finger counting test, or hand motion or light perception tests (when necessary)
performed within 15 minutes post-treatment for the study eye only by physician

e |OP measurement 60 (+10) minutes post-treatment for the study eye only; the
method used for a patient must remain consistent throughout the study

Ocular Imaging
e FAF and NI images of both eyes (see Appendix 13 and Appendix 14)

o Stereoscopic, digital CFPs of both eyes (see Appendix 11)
* FAs of both eyes (perform after laboratory samples are obtained) (see Appendix 12)

Except as noted, all ocular assessments should be performed for both eyes.

456 Laboratory Assessments, Other Biological Assessments. and
Genotyping for the CFIl Profile Biomarker
45.6.1 Laboratory Assessments

Specimens in this section will be forwarded to the central laboratory where the following
tests will be performed:

* Hematology: hemoglobin, hematocrit, quantitative platelet count, RBCs, WBCs, and
differentials including neutrophils, bands, lymphocytes, basophils, eosinophils, and
monocytes (absolute and percent)

e Serum chemistry: sodium, potassium, chloride, bicarbonate, glucose, blood urea
nitrogen (BUN), creatinine, calcium, phosphorus, total and direct bilirubin, total
protein, albumin, SGOT (AST), SGPT (ALT), lactic dehydrogenase (LDH), alkaline
phosphatase, and uric acid

e Urinalysis: Specific gravity, pH, blood, protein, ketones, glucose, bilirubin,
urobilinogen, microscopic examination (if any of the preceding urinalysis tests, other
that glucose and ketones, are abnormal)
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e Coagulation: aPTT and PT

e Screening visit serum pregnancy test (B-human chorionic gonadotropin): for women
of childbearing potential, including those who have had tubal ligation. If positive,
study drug will not be administered.

Instructions for obtaining, processing, storing, and shipping all specimens for central
laboratory evaluations are provided in the Laboratory Manual.

4.5.6.2 Other Biological Assessments
Samples in this section will be forwarded from the central laboratory to designated
laboratories for analysis.

e Serum samples will be obtained to measure lampalizumab concentration; drug
concentration will be determined in serum using an ELISA method.

e Serum samples will be obtained for measurement of anti-lampalizumab antibodies;
anti-therapeutic antibodies will be detected in serum using a bridging ELISA.

e Optional anterior chamber (aqueous humor) paracentesis samples will be obtained
to assess lampalizumab and CFD levels, and PK-PD relationships.

o Systemic alternative complement pathway activity assay (AH50)

* Whole blood sample to evaluate the potential association of genetic variants in CFl,
complement-pathway genes, and AMD-associated genes with disease
characteristics and response to administration of lampalizumab

4.5.6.3 Genotyping: CFI Profile Biomarker

Whole-blood samples will be collected and forwarded directly from the sites to the
Sponsor-selected laboratory for analysis to determine CFI profile biomarker status (see
the Central Laboratory Manual for details).

The cobas® CFI Profile Clinical Trial Assay

A valid CFI biomarker result will be determined at a designated study laboratory testing
site using the cobas CFI Profile CTA, which is a real-time PCR test developed by Roche
Molecular Systems to identify genotypes of three SNPs associated with CFH, CFl, and
C2/CFB in DNA extracted from whole blood samples from patients with GA secondary to
AMD. The cobas CFI Profile CTA is intended to be used as an Investigational Use Only
assay to characterize the complement factor profile of study participants. The cobas CFI
Profile CTA biomarker status results will be used in Study GX29455 to determine the
eligibility of patients for enroliment.

The cobas CFI Profile CTA consists of two kits and will use the cobas 4800 platform.
The cobas DNA Sample Preparation Kit (DNA isolation kit) provides the necessary
components to manually extract genomic DNA from whole blood samples. The cobas
CFI Profile CTA contains the necessary PCR master mix, oligonucleotides, cofactor, and
controls to detect three SNPs associated with CFl, CFH, and C2/CFB.
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4564 Storage

The samples (except for hematology, serum chemistry, urinalysis, coagulation, and
serum and urine pregnancy tests that will be destroyed after their analysis during the
study) will be stored for up to 5 years after the date of final closure of the associated
clinical database.

In addition, residuals of serum pharmacokinetics, serum anti-therapeutic antibodies
(ATAs), biomarker whole blood clinical genotyping samples, and aqueous humor
samples will be stored for up to 15 years after the date of the final closure of the
associated clinical database provided the patient has given specific Roche Clinical
Repository (RCR) consent for residual samples to be stored for the optional research.

See Appendix 16 and the Central Lab Manual for detailed instructions.

45.7 Samples for Roche Clinical Repository

Genentech is a member of the Roche group and participates in the collection and/or
submission of biological samples to the RCR. Collection and submission of biological
samples to the RCR is contingent upon the review and approval of the RCR portion of
the Informed Consent Form by each site's Institutional Review Board or Ethics
Committee (IRB/EC) and, if applicable, an appropriate regulatory body. If a site is not
granted the necessary approval for RCR sampling, this section of the protocol will not be
applicable at that site.

45.71 Overview of the Roche Clinical Repository

The RCR is a centrally administered group of facilities used for the long-term storage of
human biologic specimens, including body fluids, solid tissues, and derivatives thereof
(e.g., DNA, RNA, proteins, peptides). The collection and analysis of RCR specimens will
facilitate the rational design of new pharmaceutical agents and the development of
diagnostic tests, which may allow for individualized drug therapy for patients in the future.

Specimens for the RCR will be collected from patients who give specific consent to
participate in this optional research. RCR specimens will be used to achieve the
following objectives:

e To study the association of biomarkers with efficacy, adverse events, or disease
progression

 Toincrease knowledge and understanding of disease biology

e To study drug response, including drug effects and the processes of drug absorption
and disposition

e To develop biomarker or diagnostic assays and establish the performance
characteristics of these assays

Lampalizumab—Genentech, Inc.
52/Protocol GX29455, Version 3



4.5.7.2 Sample Collection

The following samples will be collected for research purposes, including but not limited
to research on dynamic (non-inherited) biomarkers related AMD and related diseases,
lampalizumab, and signaling pathways related to AMD and the complement pathway:

Residual aqueous humor sample

Residual serum PK sample

Residual serum ATA sample

Residual biomarker whole blood clinical genotyping sample

For all samples, dates of consent should be recorded on the associated RCR page of
the eCRF. For sampling procedures, storage conditions, and shipment instructions, see
the laboratory manual.

RCR specimens will be destroyed no later than 15 years after the date of final closure of
the associated clinical database. The RCR storage period will be in accordance with the
IRB/EC-approved Informed Consent Form and applicable laws (e.g., health authority
requirements).

The dynamic biomarker specimens will be subject to the confidentiality standards
described in Section 8.4. The genetic biomarker specimens will undergo additional
processes to ensure confidentiality, as described below.

4573 Confidentiality

Given the sensitive nature of genetic data, Roche has implemented additional processes
to ensure patient confidentiality for RCR specimens and associated data. Upon receipt
by the RCR, each specimen is "double-coded" by replacing the patient identification
number with a new independent number. Data generated from the use of these
specimens and all clinical data transferred from the clinical database and considered
relevant are also labeled with this same independent number. A "linking key" between
the patient identification number and this new independent number is stored in a secure
database system. Access to the linking key is restricted to authorized individuals and is
monitored by audit trail. Legitimate operational reasons for accessing the linking key are
documented in a standard operating procedure. Access to the linking key for any other
reason requires written approval from the Pharma Repository Governance Committee
and Roche's Legal Department, as applicable.

Data generated from RCR specimens must be available for inspection upon request by
representatives of national and local health authorities, and Roche monitors,
representatives, and collaborators, as appropriate.

Patient medical information associated with RCR specimens is confidential and may be
disclosed to third parties only as permitted by the Informed Consent Form (or separate
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authorization for use and disclosure of personal health information) signed by the patient,
unless permitted or required by law.

Data derived from RCR specimen analysis on individual patients will generally not be
provided to study investigators unless a request for research use is granted. The
aggregate results of any research conducted using RCR specimens will be available in
accordance with the effective Roche policy on study data publication.

Any inventions and resulting patents, improvements, and/or know-how originating from
the use of the RCR data will become and remain the exclusive and unburdened property
of Roche, except where agreed otherwise.

4.5.74 Consent to Participate in the Roche Clinical Repository

The Informed Consent Form will contain a separate section that addresses participation
in the RCR. The investigator or authorized designee will explain to each patient the
objectives, methods, and potential hazards of participation in the RCR. Patients will be
told that they are free to refuse to participate and may withdraw their specimens at any
time and for any reason during the storage period. A separate, specific signature will be
required to document a patient's agreement to provide optional RCR specimens.
Patients who decline to participate will not provide a separate signature.

The investigator should document whether or not the patient has given consent to
participate by completing the RCR Research Sample Informed Consent eCRF.

In the event of an RCR participant's death or loss of competence, the participant's
specimens and data will continue to be used as part of the RCR research.

4.5.7.5 Withdrawal from the Roche Clinical Repository

Patients who give consent to provide RCR specimens have the right to withdraw their
specimens from the RCR at any time for any reason. If a patient wishes to withdraw
consent to the testing of his or her specimens, the investigator must inform the Medical
Monitor in writing of the patient's wishes through use of the RCR Subject Withdrawal
Form and, if the trial is ongoing, must enter the date of withdrawal on the RCR Research
Sample Withdrawal of Informed Consent eCRF. The patient will be provided with
instructions on how to withdraw consent after the trial is closed. A patient's withdrawal
from Study GX29455 does not, by itself, constitute withdrawal of specimens from the
RCR. Likewise, a patient's withdrawal from the RCR does not constitute withdrawal from
Study GX29455.

4.5.7.6 Monitoring and Oversight

RCR specimens will be tracked in a manner consistent with Good Clinical Practice by a
quality-controlled, auditable, and appropriately validated laboratory information
management system, to ensure compliance with data confidentiality as well as
adherence to authorized use of specimens as specified in this protocol and in the
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Informed Consent Form. Roche monitors and auditors will have direct access to
appropriate parts of records relating to patient participation in the RCR for the purposes
of verifying the data provided to Roche. The site will permit monitoring, audits, IRB/EC
review, and health authority inspections by providing direct access to source data and
documents related to the RCR samples.

4.6 PATIENT, TREATMENT, STUDY, AND SITE DISCONTINUATION

Patients withdrawn from the study prior to completion will be asked to return for an early
termination evaluation 30 (+7) days following their last study treatment for monitoring of
adverse events and assessments listed for the early termination visit (see Appendix 1,
Appendix 2, and Appendix 3). The reason for the study discontinuation should be
recorded on the appropriate eCRF. Discontinued patients will not be replaced or
allowed to re-enter the study.

461 Patient Discontinuation

Patients have the right to voluntarily withdraw from the study at any time for any reason.
In addition, the investigator has the right to withdraw a patient from the study at any time.
Reasons for withdrawal from the study may include, but are not limited to, the following:

+ Patient withdrawal of consent at any time

* Any medical condition that the investigator or Sponsor determines may jeopardize
the patient’s safety if he or she continues in the study

e Investigator or Sponsor determines it is in the best interest of the patient

Every effort should be made to obtain information on patients who are discontinued from
the study. The primary reason for withdrawal from the study should be documented on
the appropriate eCRF. However, patients will not be followed for any reason after
consent has been withdrawn. Patients who withdraw from the study will not be replaced.

46.2 Study Treatment Discontinuation

The investigator has the right to discontinue a patient from the study treatment for any
medical condition that the investigator determines may jeopardize the patient’s safety if
he or she continues in the study treatment, for reasons of non-compliance (e.g., missed
doses, visits), if the patient becomes pregnant, or if the investigator determines it is in
the best interest of the patient. The primary reason for study treatment discontinuation
should be documented on the appropriate eCRF. Patients who discontinue study
treatment prematurely will not be replaced or allowed to re-start the study treatment.

46.3 Study and Site Discontinuation

The Sponsor has the right to terminate this study at any time. Reasons for terminating
the study may include, but are not limited to, the following:

* The incidence or severity of adverse events in this or other studies indicates a
potential health hazard to patients.
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o Patient enroliment is unsatisfactory.
o Data recording is inaccurate or incomplete

The Sponsor will notify the investigator if the Sponsor decides to discontinue the study.

The Sponsor has the right to close a site at any time. Reasons for closing a site may
include, but are not limited to, the following:

e Excessively slow recruitment

e Poor protocol adherence

e Inaccurate or incomplete data recording

* Non-compliance with the ICH guideline for Good Clinical Practice

* No study activity (i.e., all patients have completed and all obligations have been
fulfilled)

S. ASSESSMENT OF SAFETY
5.1 SAFETY PLAN

At present, lampalizumab is in clinical development and is not an approved drug.
Consequently, an extensive safety profile for lampalizumab remains to be established.
The safety plan for this study is designed to help minimize patient risk and will include
specific eligibility criteria and monitoring assessments as detailed below.

Safety considerations associated with the intravitreal route of administration or
pharmacology of lampalizumab include endophthalmitis, traumatic complications
(i.e., conjunctival hemorrhage, conjunctival edema, eye irritation, eye pain or ocular
foreign body sensation), and post-injection transient increase in I0P.

There is a potential risk for retinal edema/inflammation or sterile inflammatory reactions,
traumatic cataracts or retinal detachments related to the administration of lampalizumab.
As lampalizumab is a biologic agent, there is also a risk of developing ATAs; however,
there have been no reported adverse events associated with the development of ATAs
in patients receiving lampalizumab in the completed Studies CFD4711g and CFD4870g.

Multiple lampalizumab administrations in Study CFD4870g showed no apparent adverse
systemic effects associated with inhibition of the alternative complement pathway;
nevertheless, monitoring for potential systemic adverse events, such as lowered
infection threshold to encapsulated bacteria (i.e., Streptococcus pneumonia,
Haemophilus influenza or Neisseria meningitides), will be performed (AH50 assay).

The incidence and characteristics of adverse events, serious adverse events,

and laboratory abnormalities will be assessed. Ongoing review of safety will be
performed by an internal Genentech Safety Review Committee consisting of the Medical
Monitor, Drug Safety Scientist, and Biostatistician. External experts may be consulted.
All adverse events will be recorded on eCRFs for the duration of the study.
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For the patients in the safety run-in assessment, safety monitoring and review of safety
data after each study drug treatment will be performed to determine whether the DLT
criteria are met. All DLTs occurring within the pre-specified window of study drug
administration should be reported to Genentech within 24 hours of becoming aware of
the event. DLTs will be reviewed expeditiously by the Genentech Safety Review
Committee.

After each study drug injection, all safety run-in patients will be contacted by study site
personnel on post-injection Day 2 and Day 8 (+2 days) to elicit reports of any decrease
in vision, eye pain, unusual redness, or any other new ocular sign or symptom in the
study eye; if warranted, patients will be asked to return to the clinic for an unscheduled
safety assessment visit (see Appendix 4). All safety run-in patients will also return for
safety assessment visits every 2 weeks (+ 2 days) (see Appendix 1). Subsequently,
safety run-in patients will follow the same visits schedule as the Q2W arms of the
randomized study (see Appendix 2) until study completion at the Week 24 visit.

The randomized study patients will have safety assessments performed at each
scheduled study visit according to their treatment arm assignment (Q2W or Q4W)

(see Appendix 2 and Appendix 3). The study patients will be contacted by study site
personnel 3 (+ 1) days after each study treatment to elicit reports of any decrease in
vision, eye pain, unusual redness, or any other new ocular signs or symptoms in the
study eye. If warranted, patients will be asked to return to the clinic for an unscheduled
safety assessment visit (Appendix 4) and will receive instructions to contact the
investigator at any time should they have any health-related concerns.

Following the study treatment, patients will remain in 