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Clinical Ophthalmology Dove

3 ORIGINAL RESEARCH
Long-term (60-month) results for the implantable
miniature telescope: efficacy and safety outcomes
stratified by age in patients with end-stage
age-related macular degeneration

This article was published in the following Dove Press journal:
Clinical Ophthalmology

17 June 2015
Number of times this article has been viewed

David Boye r! Background: The purpose of this study was to evaluate the long-term results of an implantable
K Bai |ey Freund? miniature telescope (IMT) in patients with bilateral, end-stage, age-related macular degenera-
Carl Regillo? tion (AMD).

Marc H L evy“ Methods: A prospective, open-label, multicenter clinical trial with fellow eye controls
Sumit Gar g5 enrolled 217 patients (mean age 76 years) with AMD and moderate-to-profound bilateral central visual

| acuity loss (20/80-20/800) resulting from untreatable geographic atrophy, disciform scars, or both.
Retina-Vit A iates Medical . . . . .

G :OLH:_ B;v;?yu;ills:.oé :: f:, ; tr:c’:::_ A subgroup analysis was performed with stratification for age (patient age 65 to <75 years [group 1;
Retina-Macula Consultants of n=70] and patient age =75 years [group 2; n=127]), with a comparative evaluation of change in best-
New York, New York, NY; *Wills corrected distance visual acuity (BCDV A), quality of life, ocular complications from surgery, adverse
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BOYER ET AL.

Table | Best-corrected distance visual acuity in implanted with the implantable miniature telescope, stratified by age group

12 months

Age 65 to <75 years (group 1)

n 65

Gain =3 lines 43 (66.2%)
Gain =2 lines 52 (80.0%)
Mean + SD line change 3.6+2.1 lines
Age =75 years (group 2)

n 109

Gain =3 lines 72 (66.1%)
Gain =2 lines 87 (79.8%)
Mean = SD line change 3.4+2.2 lines

Abbreviation: SD, standard deviation.

24 months

60

37 (61.7%)
45 (75.0%)
3.312.0 lines

95

55 (57.9%)
71 (74.7%)
3.1£2.2 lines

36 months

22

11 (50.0%)
15 (68.2%)
2.4+2.8 lines

42

24 (57.1%)
31 (73.8%)
3.0£1.8 lines

48 months

38

22 (57.9%)
26 (68.4%)
2.7£2.6 lines

46

19 (41.3%)
29 (63.0%)
2.2+2.6 lines

60 months

31

18 (58.1%)
21 (67.7%)
2.7£2.7 lines

32

12 (37.5%)
19 (59.4%)
2.1£2.9 lines




BEFORE:

Table 3 Results for quality of life questionnaire < RIGHT EVE )
NEI VFQ-25 Age 65 to <75 years Age =75 years O LEFT EYE
subscale® (group 1) (group 2) __ @ BLIND
SPOT
Change from Change from W 60°
preoperative mean preoperative mean
score (95% CI) score (95% CI)

n=65

General vision 20 (14, 26) 2 (5, 13)

MNear activities 14 (9, 20) 8 (5, 12)

Distance activities |2 (6, |7) 5(0,9)

Color vision 6 (0, 12) I (—4, &) /
Social functioning 17 (6, 21) 6(1,10)

Mental health 15 (10, 21) 5(1,9) Q RIGHT EYE
Role difficulties 16 (10, 22) 3(-1,8) Q LEFT EYE
Dependency 13 (6, 19) 712, 12) @ BLIND
Ocular pain 3(-1,8) —1 (-4, 3) 60° SPOT
Driving 0(-1,2) -1 (=3,0)

Peripheral vision —8(—16,0) —4 (—10, 2)

Overall composite 10 (6, |3) 3(1,8)

MNote: *Not all patients completed the questionnaire.
Abbreviations: NEI, National Eye Institute; Cl, confidence interval; VFQ-25, Visual
Function Questionnaire 25-item.






>= 65 years old
BCDVA 20/160 to 20/800

Vision impaired by bilateral central scotomas associated with
end-stage AMD

Jings of geographic atrophy or disciform scar with




Presence of corneal guttae

Cognitive impairment that would interfere with the ability to understand
informed consent and participate in visual fraining

Presence of active choroidal neovascular memlbranes or tfreatment of
ame within 6 months

pathology compromising peripheral vision in the fellow eye
any kind except cataract surgery
ataract surgery

oma (IOP >22



DRCR.NET

Purpose:

- The development of a collaborative network to facilitate multi- center
esearch on diabetic retinopathy, DME and other retinal diseases.

Jl Institute of Diabetes and
ative agreement


http://drcr.net

Currently completed DRCR.net protocols
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Untreated center-involved diabetic macular edema (CI-DME) leads to at least moderate
vision loss (15 letter or more loss) in 33% of patients within 3 years (ETDRS)

Mean Change in Visual Acuity Over 2 Years

Baseline Visual Acuity 20/50 or Worse
20
18
16
14

12
10 +118

~50% of Cohort

104-Week Treatment Group Comparison*:
« Aflibercept vs. Bevacizumab P = 0.02
» Aflibercept vs. Ranibizumab P=0.18
« Ranibizumab vs. Bevacizumab P =0.18
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malb: $67/dose

3 mg): $1189/dose




How does immediate
freatment using
aflibercept compare to
Immediate treatment
using bevacizumab with
deferred aftlibercept
freatment in eyes with

CI-DME and moderate
‘2




Randomized, multi-center frial
Minimum of 312 eyes

Assignment 1:1 to either 2.0 mg aflibercept or 1.25 mg
evacizumab + 2.0 mg aflibercept if all switch criteria are




Age >= 18 years
Type 1 or type 2 diabetes

Visual acuity 20/50 to 20/320

as defined by cenftral subfield thickness criteria
copic evidence of CI-DME

Nt for DME in the last 12
or DME in




Chronic renal failure requiring transplant or dialysis
Blood pressure over 180 systolic OR 110 diastolic

Women of child-bearing potential who are pregnant
or nursing or plan to become pregnant within 24
roliment

vhere a DRCR.net site is not



DRCR GENES: WHAT W

[]

DNA Structure

Nucleotide
base pairs:

:\,‘ Nucle.us 4



Participants in DRCR trials are asked to donate @
sample of blood for genetic analysis

- Recruitment goal is 5000 participants
3, samples have been collected from

[]

1l phenotypes 1o



Medications in the fibrate class, such as fenofibrate and pemafibrate,
activate the peroxisome proliferator-activated receptor alpha
(PPARa) leading to increased HDL, and decreased LDL,VLDL and

triglyceride concentrations
may decrease inflammation through NF-kappa B inhibition and




What is the effect of pemafibrate, a highly
selective activator of PPARa (2500x potency of
fenofibrate), on long term rates (4 years) of
worsening of diabetic retinopathy in patients
with type 2 diabetes at high risk for
cardiovascular eventse




This is an ancillary study to the PROMINENT trial
(Pemafibrate to Reduce Cardiovascular Outcomes by
Reducing Triglycertides in Patients with Diabetes)

ROMINENT trial is a phase 3 multinational,

domized, placebo-controlled masked

ent with pemafibrate will
lovascular events




Second most common cause of opfic neuropathy after
glaucoma

- Usually seen in patients over 55 years of age, usually

A1 ()

=

O alfitudinal visual field defect, often with
d peripapillary flame-shaped

disc at



(A) The disc shows a very small, crowded .
disc, with elevation (no edema) (B) The acutely swollen disc




Block target gene from making Caspase 2

QPI-1007 is a small interfering ribonucleic acid (siRNA) designed to
temporarily block cells from producing Caspase 2, which controls
cell apoptosis.

« High levels of caspase 2 are

found when cells are damaged
due to lack of oxygen.
 Hypothesis: In NAION, retinal

ganglion cells are damaged due
to a lack of oxygen/blood
elevating caspase 2. Local
temporary inhibition of caspase
could give the cells more time
repair/recover which may
prevent further loss of viston and
possibly improve vision.

28



This is a double masked, randomized, sham-conftrolled
efficacy and safety study that will enroll approximately 460
subjects with recent-onset NAION.

Subjec:’rs will be randomized into one of 5 groups in a

.1 rafio, and assigned to receive QPI-1007 and/or a
ubjects will have a one in five (20%)
cedure (no active




Males and females 50-80 years old

Positive diagnosis of first episode of NAION in the study
eye with symptom onset within 14 days prior o
olanned study drug administration/sham procedure

al acuity score in the study eye is
etter score (20/500),
ity protocol at




Present use or history of any treatment for the
current episode of NAION, including systemic
steroids, brimonidine, or traditional Chinese herbal

med|C|ne
or episode of NAION in the study eye only
a known to cause op’rlc nerve or




Unilateral, painless, acute vision loss (counting
fmgers to light perception in 94% of eyes)

iIcial opacification or whitening of the
osterior pole with a cherry red

|:| Y S

on of









Supratrochlear artery

Anterior ethmoidal
artery

Central retinal artery

Posterior ethmoidal
artery

Anterior clinoid process

Internal carotid artery

Supraorbital artery

Palpebral artery

Lacrimal gland

Short posterior
ciliary arteries

Posterior ciliary
trunk arteries

Ophthalmic artery



Under physiologic condifions, hemoglobin saturation
Is near 100% when breathing room air at ambient

under hyperbaric conditions
entration of oxygen



Early Hyperbaric Oxygen Treatment for Nonarteritic
Central Retinal Artery Obstruction

JOHANNES MENZEL-SEVERING, ULLRICH SIEKMANN, ANDREAS WEINBERGER, GERNOT ROESSLER,
PETER WALTER, AND BABAC MAZINANI

® PURPOSE: To compare hyperbaric oxygen treatment
combined with hemodilution with hemodilution only in
central retinal artery obstruction.

® DESIGN: Retrospective, nonrandomized case series.

® METHODS: We reviewed records of all our patients
diagnosed with central retinal artery obstruction between
1997 and 2010. In these patients, hyperbaric oxygen and
hemodilution therapy had been administered routinely
(oxygen group). Where hyperbaric oxygenation could
not be performed, patients were underwent hemodilution

only (control group). Patients with presenting visual
acuity (VA) of up to 20/200 within 12 hours of onset

prominent of which are light detection and stimulus
processing in the framework of the visual system,
the retinal tissue shows an extremely high level of oxygen
consumption.” The central retinal artery is responsible for
the blood supply to the inner two thirds of the retina.
Being a functional end artery, an occlusion or obstruction
of this vessel leads to a sudden, painless visual loss.
Commonly, this visual loss is permanent because of irre-
versible damage to the retinal tissue during the ischemic
period before recanalization occurs.’
Among the causes for retinal artery obstruction are

T O FULFILL ITS DISTINCT FUNCTIONS, THE MOST

/



Patients presenting to the Loma Linda ED WITHIN 24 hours
may be included

Immediate treatment with the highest possible oxygen
lon is instituted (non-rebreather, venturi mask or high

namber, 100% oxygen at 2



Immediate triage is CRUCIALI

Send patient to the Loma Linda Emergency
Department immediately (11234 Anderson St.

/\

Ing, Pulmonary
~ A~ A .|.



Long-term use of acyclovir for patients with HSV ocular
disease results in a 45% reduction in recurrent ocular disease
In year 1, and was most beneficial for patients with a history
of HSV stromal keratitis (HEDS-APT)

A recent retrospective study showed a 35% reduction in

ent disease in patients with Herpes Zoster
H/O) on low-dose suppressive antiviral

ar disease and HZO, 2 e

.

ce stromal %



Does suppressive anftiviral
treatment for 12 months with oral
valacyclovir 1 g daily reduce the
rate of new or worsening
dendriform epithelial keratitis,
stromal keratitis, endothelial
keratitis, iritis or postherpetic
neuralgia compared to placebo in
patients with herpes zoster
ophthalmicuse




This iIs a double-masked, placebo-
conftrolled, multi-center, randomized
18l trial




Ability to understand and comply with study procedures
Age >=18

Diagnosed with HZO in one eye based on history of
1aracteristic rash in the dermatomal distribution of V1

of dendriform epithelial keratitis, stromall
Is and/or iritis within the preceding

acute, chronic or
dication




Any cause of pathologic compromise to the immune
system including leukemia (unless in remission off
chemotherapy for at least 3 months), lymphoma,
HIV/AIDS, unspecified cellular immunodeficiency

ogenic Immunocompromise including steroids
20 mg/day prednlsone equivalent within

1 the last 3 months, anti-TNF
ithin 1 month




The objective of this full-scale randomized frial

comparing 2.50D overminus lens freatment vs. non-

overminus (spectacles without overminus or no

pectacles) is to determine the efficacy of overminus
12 months of freatment
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Inclusion:
Age 4 1o <13 years

- Amblyopia associated with strabismus,
netropia or both

eatment besides opftical




lfl;%%t%(?ﬂ%c]@" Physiology of hyperbaric hyperoxia. Respir Care Clin N Am.
Menzel—Séveriﬁg J, Siekmann U, Weinberger A, Roessler G, Walter P & Mazinani
B. Early Hyperbadric Oxygen Tretment for Nonarteritic Central Retinal Artery
Obstruction. Am J Ophrthalmol 2012; 153: 454-459.

Boyer D, Freund KB, Regillo C, Levy MH, Gorfg S. Long-term (réO—mon’rh) results
forthe implantable miniature telescope: efficacy and safety outcomes
stratified by age in patients with end—s’rog e age-related macular
degeneration. Clinical Ophthalmology. 5,9:1099-1107

The Diabetic Retinopathy Study Research Group. Preliminary report on effects
of photocoagulation therapy. Am J Ophthalmol. 1976;81(4):383-96.

ent Diabetic Retinopathy Study Research Group. Earl
on for diabetic retinopathy. ETDRS report number 9.
28(5 suppl):766-85.
Research Network. Randomized trial
Jl ranibizumalb or triamcinolone
J laser for dIGPeTIC macular
1. Retina.




Current research activifies with links fo complete .
Inclusion/exclusion criteria can be accessed af:

- https://lluh.org/services/eye-institute/about- \\wkaM QM

carch/ophthalmology-clinical-trials
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