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Abstract 

Effective drug therapy for vitreoretinal disease is a major challenge in the field of 

ophthalmology; various protective systems, including anatomical and physiological barriers, complicate 

drug delivery to precise targets. However, as the eye is a closed cavity, it is an ideal target for local 

administration. Various types of drug delivery systems have been investigated that take advantage of this 

aspect of the eye, enhancing ocular permeability and optimizing local drug concentrations. Many drugs, 

mainly anti-VEGF drugs, have been evaluated in clinical trials and have provided clinical benefit to 

many patients. In the near future, innovative drug delivery systems will be developed to avoid frequent 

intravitreal administration of drugs and maintain effective drug concentrations for a long period of time. 

Here, we review the published literature on various drugs and administration routes and current clinical 

applications. Recent advances in drug delivery systems are discussed along with future prospects. 

 

1. Introduction 

Drug delivery to the retina and other posterior segments of the eye is challenging, and there is 

unmet medical need for retinal disease therapeutics. Blood retinal barrier (BRB) dysfunction occurs in 

many retinal diseases. BRB contributes to the pathophysiology of several vascular ocular diseases, 

including age-related macular degeneration (AMD), diabetic retinopathy (DR), retinal vein occlusion 

(RVO), retinopathy of prematurity (ROP), and uveitis. This pathology results in vasogenic edema, 

causing vision loss [1]. Vascular endothelial growth factor (VEGF) plays a major role in the 

pathogenesis of retinal choroidal diseases, including neovascular AMD (nAMD), DR, and diabetic 

macular edema (DME); thus, several drugs targeting VEGF have been developed [2-4]. 

Anti-VEGF therapy can prevent vision loss and even restore or improve vision in many cases. 

Although anti-VEGF therapy has many therapeutic benefits for retinal diseases for which no effective 

treatments were previously available, intravitreal injections of these drugs are necessary for delivery to 

the retina. The eye exists as a single compartment; thus, local administration of drugs via intravitreal 

injection is highly efficient. However, anti-VEGF therapy must be injected monthly or bimonthly, often 

over a long period of time. Complications such as intraocular inflammation, increased intraocular 

pressure, traumatic cataract, vitreous hemorrhage, and retinal detachment have been observed [5]. 

Therefore, drugs with longer half-lives and longer dosing intervals are desired for treating 

retinal diseases via intravitreal injection. This article describes the drug delivery system (DDS) 



 

Hashida N et al 

  3  

formulations used in ophthalmology to date and introduces drugs under development that may become 

available in the future. 

 

2. The structure of the eye and its peculiarities regarding DDS 

The eye is a unique tissue with a structure that complicates the effective delivery of adequate 

drug concentrations to target tissues. Developing DDSs for posterior eye disease is challenging because 

of the anatomic location and biological protective mechanisms, such as the BRB [6, 7]. The eye has a 

defense mechanism that limits the uptake of substances from the systemic bloodstream to maintain 

homeostasis, with a blood-aqueous barrier (BAB) in the anterior segment and a BRB in the posterior 

segment (Fig. 1). This mechanism complicates the pharmacological treatment of retinal disease [8-11]. 

The anterior BAB is composed of tightly bound endothelial cells in the uvea, especially in the ciliary 

body, and limits the influx of plasma albumin from blood vessels into the aqueous humor and the 

migration of water-soluble drugs. The BRB should be considered when delivering drugs to the posterior 

ocular region. Drug transfer from the blood to the retina is severely restricted by the tightly coupled 

inner and outer BRB, which limits the transfer of drugs from the systemic blood to the retina [12]. 

Drugs administered into the vitreous have a half-life of several hours to several days [13, 14]. 

By modifying the administration method and drug properties, the half-life of these drugs has been 

extended to a few months to a few years [7, 15, 16]. Increasing the drug concentration in the local retinal 

area is important for enhancing drug delivery to the retina. However, prolonging the drug's half-life and, 

thus, the drug concentration increases the risk of toxicity to the retina and optic nerve. Various routes of 

administration and types of drugs are being explored [17, 18]. There are several options for topically 

delivering drugs to ocular tissues, the most common of which is eye drops. Other approaches for drug 

delivery into the eye include subconjunctival, subretinal, and intravitreal injections (Fig. 2). Delivery via 

the systemic circulation through the administration of oral or intravenous therapies is another option; 

however, delivery efficiency to the retina is extremely low [19]. The structure of the eye and the 

presence of biological protective mechanisms hinder the ability of the drug to enter the retinal tissue. 

 

3. History of DDSs in the fields of Ophthalmology 

The history of DDSs in the field of ophthalmology is reviewed in this section [20, 21]. The first 

DDS formulation applied in ophthalmology was Ocusert, which contains the glaucoma drug pilocarpine 

and releases the active ingredient in the conjunctiva for a week. Ocusert was approved by the Food and 

Drug Administration (FDA) in the United States in 1974 [22, 23]. Agents targeting retinal disease have 
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been developed since the introduction of Ocusert. For example, steroids are administered in eye drops or 

by periocular, intravitreal and systemic injections for treating ocular inflammatory diseases. The 

frequency of administration, dosage, and long-term use of steroids should be carefully monitored due to 

the risk for systemic and local ocular adverse effects [24]. Therefore, topical administration is a more 

promising therapeutic strategy than systemic administration, and steroid implants have been investigated 

for early-stage ocular inflammatory diseases. Subtenon or intravitreal administration of triamcinolone 

acetonide (TA) is used to treat ocular inflammatory diseases, providing a sustained-release anti-

inflammatory effect. Because the drug is administered unmodified, the local drug concentration is 

highest at the time of administration and decreases over time; thus, the local drug concentration is not 

maintained over a long period of time. Implants that maintain effective concentrations for extended 

periods are under development. 

Vitrasert🄬 (pSivida, now EyePoint Pharmaceuticals, Watertown, MA) and Retisert🄬 (Bausch 

& Lomb, Rochester, NY) were the first-developed indwelling intravitreal implants. Ozurdex🄬 (Allergan 

Inc, Irvine, CA) and Ilvien🄬 (Alimera Sciences, Alpharetta, GA), both indwelling vitreous implants, 

have been commercialized in the United States [25]. Vitrasert🄬 is a ganciclovir-containing drug used to 

treat cytomegalovirus retinitis and releases the drug for 5–8 months [26, 27]. Retisert® was approved in 

the United States in 2005 for treating noninfectious uveitis. Retisert® encapsulates 0.59 mg of 

fluocinolone acetonide that is stably released over 30 months [28]. Surgery is required for implant 

removal and replenishing the drug [24]. Steroid implants provide stable drug release and are highly 

effective for treating uveitis symptoms; however, many patients treated with steroids develop increased 

intraocular pressure and cataracts. Some patients also require filtration surgery [29]. Ozurdex🄬 is a 

biodegradable vitreous implant containing dexamethasone injected into the vitreous using a dedicated 

device [30, 31]. 

Macular edema associated with RVO, DR and noninfectious uveitis can be treated with 

indwelling vitreous implants. Ilvien🄬 is a biodegradable indwelling vitreous implant containing 

fluocinolone acetonide released over 3 years and is indicated for DME [32, 33]. Renexus🄬, an 

intraocular implant that utilizes encapsulated cell technology (ECT), was developed by Nanotech 

Pharmaceuticals, Inc (Hillsborough, NJ). Renexus🄬 contains retinal pigment epithelial (RPE) cells 

genetically modified to secrete ciliary neurotrophic factor (CNTF), a neuroprotective factor, inside a 

hollow cylinder with a translucent membrane. Renexus🄬 has been reported to have an inhibitory effect 

on visual acuity loss in patients with geographic atrophy (GA) associated with dry AMD [34], retinitis 

pigmentosa (RP), GA alone [35, 36], and macular telangiectasia (MacTel) type 2 [37]. The efficacy and 

safety of Renexus🄬 for chronic retinal disease have been verified. Renexus🄬 releases CNTF into the 
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vitreous through a semipermeable membrane that prevents immune cell targeting of the encapsulated 

cells and allows the uptake of nutrients necessary for the cells’ survival. NT-503 (NCT02228304) 

releases soluble VEGF receptors, and NT-506 releases a platelet-derived growth factor (PDGF) 

antagonist; these drugs are under development for exudative AMD. 

 

4. Method of administration 

4.1. Systemic administration 

The BRB is a physical barrier that hinders the transfer of drugs from the systemic circulation to 

the retina after intravenous or oral administration. The choroid, located directly beneath the retina, has a 

rich blood supply from which drugs can easily migrate into the choroidal extravascular space; however, 

the BRB restricts further drug migration into the retina [19, 38]. The dose of systemically administered 

drugs that reach the local ocular site is a few thousandths of the dose delivered despite the rich blood 

supply of the choroid [39]. Increasing the systemically delivered dose can increase the local ocular 

concentration. However, drug delivery efficiency to the retina from the bloodstream is extremely low, 

and specific targeting systems are needed. Efficient drug delivery systems that use liposomes and other 

carriers are being developed to allow a larger proportion of the drug to accumulate at the target site.  

Other drug formulations with modified properties providing a sustained release effect over long 

periods are under development. For example, DDSs using nanosized particles [19], liposomes, and 

biodegradable polymer nanoparticles composed of biocompatible molecules such as polylactic glycolic 

acid (PLGA) [40-42], chitosan, gelatin [43], and hyaluronic acid (HA) [44] can effectively deliver drugs 

to target sites and enhance the therapeutic effects; these options and their attributes are under intensive 

investigation [45]. 

 

4.2. DDSs using eye drops 

Ophthalmic eye drops are noninvasive topical treatments that are easy to administer; thus, eye 

drops are the ideal topical formulation for ocular drug administration (Fig 2). Efforts by pharmaceutical 

companies have led to the development of formulations using polyethylene glycol (PEG) and gelatin to 

improve tissue affinity and retention [43, 46]. Although eye drops show some efficacy in treating 

anterior segment lesions, they are less effective for uveitis and other eye diseases. The administered drug 

migrates into the eye via the cornea and conjunctiva. Therefore, eye drops are excellent for drug 

administration to the anterior segment of the eye, including the cornea, conjunctiva, and sclera. 

https://clinicaltrials.gov/ct2/show/NCT02228304
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However, regarding the posterior segment of the eye, the metabolic ability of the eye to rapidly expel 

foreign substances into the tear fluid of the nasolacrimal duct must be considered. The bioavailability of 

ophthalmic drugs is extremely low, and efficient drug delivery to the posterior ocular region cannot be 

achieved. In addition, drug properties such as molecular weight and solubility affect ocular translocation. 

Even if the drug permeates the cornea or conjunctival epithelium, it is rapidly expelled from the eye due 

to aqueous humor turnover and in the circulating blood of the uveal tissue. Dosage adjustments to 

achieve a therapeutic effect with eye drops are challenging because the volume of solution that can be 

administered to the eye is limited. There are many challenges to overcome in the design of eye drops for 

targeting the retina, including the necessity for sterility, the consideration of osmotic pressure and pH, 

and the importance of stabilizing the drug composition without compromising its activity. The 

bioavailability of eye drops after topical administration is low; <3% of the topically administered drug 

reaches the anterior chamber fluid [47]. The proportion of the drug that reaches the posterior segment is 

lower and is typically below a therapeutic concentration [48]. Recently, nanotechnology-based topical 

formulations and ophthalmic in situ gelling systems have been developed to increase intraocular of drugs 

migration. However, reaching the retina remains a challenge due to migration barriers, such as the outer 

BRB to the choroid [49] 

 

4.3. Transscleral DDS 

Since the sclera is composed of loosely connected collagen tissue and can be penetrated by 

macromolecules, such as antibodies, implants placed on the sclera may be capable of delivering a 

sustained-release drug to the retina (Fig. 2, 3). Steroids are lipophilic with low toxicity, even at saturated 

concentrations, making them ideal for DDS formulations. Periocular steroids can be administered by 

various routes, including subtenon, subconjunctival, orbital floor, trans-septal, and retrobulbar injections 

[50-52]. TA suspension does not require a base drug, and a 20 mg subtenon injection yields a sustained-

release period of approximately 3 months [53-55]. Indications for periocular injection of TA include 

DME [56, 57], macular edema associated with RVO [58], and uveitic macular edema [59, 60]. 

Clinically, periocular corticosteroids can control macular edema with improvement observed within 4 

weeks to several months. Recurrence of macular edema is common, and repeated injections are 

frequently required. Patients should be monitored for cataract progression and ocular hypertension, and 

upper eyelid ptosis may also occur [52, 61, 62]. Chronic progressive retinal disease requires long-term 

drug treatment. Capsule-type drug-releasing devices implanted on the sclera or a sheet-type device have 

been shown to be effective in addressing the insufficient drug delivery levels to the posterior segment 
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with eye drops and reducing the risks associated with invasive intraocular injections and the side effects 

of drug delivery to the vitreous body [63-65]. 

 

4.4. Intravitreal DDSs 

In general, only a small fraction of systemically administered drugs reach the retina. Regarding 

DDSs for retinal disease, increasing the total dose is the only way to increase the concentration of the 

drug in the eye. However, considering the eye is a pharmacological compartment and a closed space, 

delivering the drug locally is an attractive approach. Administering the drug directly into the vitreous 

body can reduce the complications of systemic delivery, and local concentrations can be increased (Fig. 

2). The retina is a nerve tissue that is difficult to approach directly, and the vitreous can be a good 

reservoir for drugs for treating posterior segment diseases. Furthermore, since the vitreous gel is 

composed of HA, in non-avitreal eyes, there is little convection in the vitreous, and high-molecular-

weight drugs remain in the eye for relatively long periods. Conversely, clearance is enhanced in avitreal 

eyes. Many drugs have been developed that take advantage of the vitreous body anatomy. Anti-VEGF 

therapy, in particular, has become the mainstay of exudative AMD treatment. The first report of an anti-

VEGF agent for nAMD was a 2006 retrospective study of 226 AMD eyes treated with a single 

intravitreal 1.25 mg dose of bevacizumab that improved mean visual acuity and central foveal retinal 

thickness 12 weeks after injection [66]. Although there have been many reports on the pharmacokinetics 

of intravitreal anti-VEGF drugs, few studies have rigorously analyzed how these drugs penetrate/diffuse 

through the internal limiting membrane and Bruch's membrane to reach the choroid [67, 68]. The 

permeability of anti-VEGF drugs was analyzed in highly polarized human RPE cells, and the effects of 

bevacizumab, ranibizumab, and aflibercept were compared. The results showed that ranibizumab, 

bevacizumab, and aflibercept had high penetration; however, ranibizumab and aflibercept demonstrated 

higher neutralization of VEGF than bevacizumab [69-71] . Considering these factors, the molecular 

weight of drugs and binding affinity to VEGF may have a significant impact on their anti-VEGF effect 

[72]. 

Many drugs have subsequently been developed and evaluated in clinical trials. Nondegradable 

and biodegradable implants to increase drug concentrations in the ocular region have been developed 
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and are currently being evaluated in clinical trials. A method to prolong the length of time the drug 

remains in the eye involving the addition of a gelling agent to the vitreous is also under development. 

This drug, IBI-20089 (Icon Bioscience, Inc., Watertown, MA) provides a sustained-release effect due to 

the mixture of TA with Verisome, a base drug that reacts with the vitreous humor to form a gel. The eye 

is a closed space; thus, administered drugs are unlikely to rapidly disappear from the eye and enter the 

systemic circulation. However, there is no clear evidence regarding the systemic safety of the intravitreal 

injection of anti-VEGF drugs, which is a topic of continuing debate. Thulliez M et al. conducted a 

systematic review and meta-analysis comparing the incidence of systemic adverse events in patients with 

nAMD, DME, or RVO treated with intravitreal injections of anti-VEGF agents versus control treatment 

(including no treatment). No increased risk for systemic adverse events (SAEs) associated with the 

treatment was found [73]. However, intraocular injections are invasive and can cause intraocular 

inflammation, bleeding, cataracts, and retinal detachment [74, 75]. 

 

4.5. Suprachoroidal DDS 

The suprachoroidal space (SCS), which is the potential space between the sclera and choroid, 

provides a useful space for drug delivery to the posterior segment of the eye. SCS can be visualized 

using optical coherence tomography (OCT) and other examination equipment, and drugs can be 

delivered safely and relatively easily if administered via a microneedle [76]. Intravitreal administration 

is excellent for targeted drug delivery; however, the surgical invasion is significant. Although intravitreal 

injection is an easy approach, complications such as cataracts, increased intraocular pressure, and uveitis 

must be considered [19]. A simple surgical technique is used to insert a catheter or cannula with easy 

access to the SCS [77, 78]. TA and anti-VEGF drugs are administered using a hollow microneedle or 

similar device for direct injection into the SCS [79-81]. Many clinical trials, including suprachoroidal 

TA for RVO: TANZANITE (NCT02303184), suprachoroidal space alterations following delivery of 

TA: post hoc analysis of the phase 1/2 HULK study of patients with DME: HULK (NCT02949024), 

suprachoroidal CLS-TA plus intravitreal aflibercept for DME: a randomized, double-masked, parallel-

design, controlled study: TYBEE (NCT03126786), efficacy and safety of suprachoroidal CLS-TA for 

macular edema secondary to noninfectious uveitis: Phase 3 randomized trial: PEACHTREE 

(NCT02595398), extension study of the safety and efficacy of CLS-TA for treatment of macular edema 

https://clinicaltrials.gov/ct2/show/NCT02303184
https://clinicaltrials.gov/ct2/show/NCT02949024
https://clinicaltrials.gov/ct2/show/NCT03126786
https://clinicaltrials.gov/ct2/show/NCT02595398
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associated with noninfectious uveitis: MAGNOLIA (NCT02952001), and suprachoroidal CLS-TA for 

noninfectious uveitis: an open-label safety trial: AZALEA (NCT03097315), are underway. It is 

important to be cautious about its effectiveness, safety, biodegradability, immunogenicity, and 

inflammation, and further analyses of more cases are needed to clarify these factors. 

 

4.6. Subretinal DDS 

Although surgery is required to deliver the drug directly under the retina using a surgical 

microscope, subretinal DDS can be effective because it allows the drug to reach the cells of the 

subretinal space and retinal layer directly. In many gene therapies, the administration route involves the 

subretinal administration of drugs, such as viral vectors. Although rejection is a concern in PRE cell 

transplantation [82], successful autologous transplantation has been reported [83, 84]. Embryonic stem 

(ES) and induced pluripotent stem (iPS) cells are used as biomaterials for cell therapy; suspension cell 

transplantation using ES cells differentiated into PRE cells and ES cell-derived RPE sheet 

transplantation have been reported [85, 86]. The transplant of cells, such as iPS cells, can also loosely 

be considered a DDS approach. Cell transplantation is an effective potential therapy for repairing retinal 

tissue, which is unable to self-renew, and in 2014, a subretinal transplantation of RPE cell sheets 

fabricated from iPS cells was performed on an AMD patient [87]. However, the transplant procedure is 

invasive and requires a vitrectomy. Therefore, it is desirable to establish a minimally invasive and 

effective method for transplanting cell sheets into the narrow space beneath the retina. Subsequently, cell 

transplantation approaches involving the subretinal injection of a suspension of iPS cell-derived RPE 

cells induced from iPS cells have been investigated [88]. 

 

4.7. Gene transfer using viral vectors 

4.7.1. Viral vectors for gene therapies 

The two predominant viral vector systems are adenovirus-based vectors with high transduction 

efficiency and retrovirus vectors that integrate into the genome and provide permanent protein 

https://clinicaltrials.gov/ct2/show/NCT02952001
https://clinicaltrials.gov/ct2/show/NCT03097315
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expression. Adeno-associated virus (AAV) is the most widely used viral vectors in gene therapy. They 

have the characteristics of long-term gene expression, high safety, and the ability to introduce genes into 

nondividing cells, such as neurons. Subretinal administration is often used in human clinical trials 

because sufficient gene expression cannot be obtained by intravitreal administration in large animals. To 

increase the efficiency of fast-acting gene transfer, several AAV vectors, including self-complementary 

AAV vectors [89], tyrosine-capsid mutant AAV8 vectors [90], and the AAV2.7m8b vector [91, 92], 

have been developed, which efficiently express genes in the retina after intravitreal administration. 

Genetically modified AAV vectors are considered highly safe because they have an extremely low 

likelihood of integration into chromosomes and exist independently within the nucleus, thus avoiding 

insertional mutations. However, there are disadvantages, such as weakened expression with cell division, 

limited gene transfer, and time-consuming gene expression. Moreover, the presence of neutralizing 

antibodies against AAV and undesired immune responses and toxicity following a high dose or repeated 

administration of AAV via both subretinal and intravitreal injections have been reported in primate 

studies and clinical trials [93, 94]. Although AAV vectors are being used for therapeutics, some aspects 

of AAV use remain under investigation, such as gene–vector compatibility and the selection of 

promoters for cell-specific gene expression (Fig. 4). 

 

4.7.2. Clinical trials using viral vectors  

Gene therapy is a promising approach for treating inherited retinal degenerative diseases such as 

RP. The main focus is gene transfer efficiency and target cell specificity, and new studies are being 

published daily. Efficient gene transfer to the mouse retina was first reported in 1994 [95]. The 

therapeutic efficacy of gene therapy in rd mice, a mouse model of RP [96], and various other animal 

models of disease has been reported [97, 98]. In the field of ophthalmology, clinical studies evaluating 

gene therapies for retinoblastoma [99], Leber congenital amaurosis (LCA) [100-102] and choroideremia 

[103] have been conducted; the clinical protocol of the first gene therapy approach for AMD was 

reported in 2001 [104]. The result of a phase I clinical trial was reported in 2006 [105]. Clinical trials are 

ongoing to evaluate incorporating soluble VEGF receptor-1 (soluble flt-1) into AAV vectors 

(NCT01494805, NCT01024998 ; completed), the subretinal administration of an AAV8 vector (RGX-

314) carrying a gene encoding a ranibizumab-like protein (NCT03066258; phase 1/2 study), and the 

https://clinicaltrials.gov/ct2/show/NCT01494805
https://clinicaltrials.gov/ct2/show/NCT01024998
https://clinicaltrials.gov/ct2/show/NCT03066258
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intravitreal administration of the AAV.7m8 vector (ADVM-22) expressing aflibercept (OPTIC study, 

NCT03748784; phase 1 study) (Table 1). ATMOSPHERE (NCT04704921) and AAVIATE 

(NCT04514653) are ongoing phase 2b/3 studies evaluating RGX-314 (Table 1).  

Studies have reported neurotrophic factors, such as human pigment epithelium-derived factor 

and CTNF, as gene therapy for retinal cell protection with a protective effect on neurons [106, 107]. 

Optogenetics is a technology that controls the activity of cells with light and enables the artificial 

depolarization of neurons by light stimulation through the expression of channelrhodopsin-2 (ChR2) in 

neurons [108]. Basic research on controlling neurons with light and the development of therapeutic 

approaches using this technology is becoming increasingly active [109, 110]. Retinal ganglion cells 

(RGCs) are often preserved in RP, even in an advanced state of photoreceptor cell loss. The introduction 

of the ChR2 gene into the remaining RGCs can generate new action potentials induced by phototropic 

stimulation [110, 111]. After preclinical studies in large experimental animals [112], the first clinical 

trial of gene therapy using optogenetic technology was initiated in 2016 (NCT02556736). The 

PIONEER study (NCT03326336) was conducted to evaluate the safety and efficacy of visual restoration 

techniques using optogenetics and light stimulation goggles in patients with advanced RP [113]. 

Currently ongoing/completed clinical trials using viral vector-based gene therapies are listed in Table 1, 

2. 

 

4.8. Controlled-release DDSs 

4.8.1. Passive targeting 

Controlled-release DDSs facilitate both active and passive targeting (Fig.3) [114]. Passive 

targeting DDSs can be used in cancer to take advantage of the enhanced vascular permeability of 

neovascular vessels in the tumor and surrounding tissue to deliver drugs to the target site. These 

targeting mechanisms are under development using anticancer drugs against various tumor cells. Similar 

to in tumor tissue, sites of inflammation and neovascularization in the retina are hyperpermeable and 

allow administered drugs to leak out of blood vessels; thus, passive targeting is a potential approach for 

treating retinal disorders [115-117]. Most systemically administered drugs are metabolized in the liver 

and kidneys, resulting in a rapid decrease in blood drug levels and failure to maintain effective blood 

https://clinicaltrials.gov/ct2/show/NCT03748784
https://clinicaltrials.gov/ct2/show/NCT04704921
https://clinicaltrials.gov/ct2/show/NCT04514653
https://clinicaltrials.gov/ct2/show/NCT02556736
https://clinicaltrials.gov/ct2/show/NCT03326336
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drug concentrations. Therefore, passive targeting drugs with enhanced blood retention capabilities have 

been developed. For example, liposomes, first reported in 1964 by Bangham et al., are an excellent DDS 

preparation. Liposomes encapsulating anticancer and antifungal drugs have been developed in Europe 

and the U.S. and are already in clinical use [118, 119]. Most of these approaches modify the liposome 

surface structure to enhance blood retention. Thus, the drug is less likely to be cleared from the blood, 

and an effective blood drug concentration is maintained for a longer period. Liposomal steroids and 

liposomal amphotericin B are typical liposome formulations [120, 121]. Research on these lipid-based 

microparticles has made great progress and has contributed to advanced medicine. Passive targeting by 

using the enhanced permeability and retention (EPR) effect [122], which allows macromolecules to 

accumulate in tumors for a long time, is the central concept in DDSs. The development of nanoparticle-

based DDS formulations such as liposomes and micelles, is underway in conjunction with advances in 

nanotechnology [123, 124]. 

In recent years, nanoparticle-based DDS (nano-DDS) has become a fundamental technology in 

the development of macromolecular drugs, such as nucleic acids and genes. Advances in lipid 

nanoparticle (LNP) and RNA technologies have led to the practical application of ONPATTRO® 

(Alnylam Pharmaceutical Inc., Cambridge, MA, US), the world's first siRNA drug approved in the 

United States in 2018 and mRNA vaccination against COVID-19 [125, 126]. In ophthalmology, the 

delivery of mRNA using LPNs to the posterior ocular regions, such as RPE, Müller glia, and 

photoreceptors, is also being validated [127]. In real-world clinical practice, the lipoformed steroid 

Limethasone® (Mitsubishi Tanabe Pharma Corporation, Osaka, Japan) is used to treat rheumatoid 

arthritis in Japan. Liposomes encapsulating the light-sensitive substance verteporfin have been used in 

ophthalmology for photodynamic therapy (PDT) and have shown excellent therapeutic effects in AMD 

with subfoveal choroidal neovascularization (CNV). 

 

4.8.2 Active targeting 

Active targeting involves DDSs that target specific molecules (e.g., cell surface antigens, sugar chains 

and receptors) with pinpoint accuracy. Research has been conducted on nanocarriers using exosomes, 
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which are extracellular vesicles (EVs) that carry and transfer various biomolecules. Exosomes are 

promising DDS carriers owing to their high biocompatibility, low toxicity, and high tissue penetration 

[128-130]. However, exosome-based active targeting has not been extensively studied in the field of 

ophthalmology. Pollaris et al. analyzed the uptake of ligand-modified exosomes as nanocarriers in a 

mouse model of laser-induced choroidal neovascularization. This study demonstrated that systemically 

administered drug can pass through the BRB and reach the retina, whereas intravitreally administered 

drug selectively accumulates in the CNV, suggesting the possibility of active targeting in the treatment 

of AMD [131]. For example, the interaction between vascular endothelial cells and leukocytes at the site 

of inflammation plays an important role in the pathogenesis of inflammation. Thus, E-selectin, 

specifically upregulated on cell surfaces at sites of inflammation, is a good molecular target for treating 

inflammatory diseases such as uveitis [132]. E-selectin and P-selectin are upregulated on vascular 

endothelial cells at inflammation sites. Inflammatory cells bind to vascular endothelium via sialyl Lewis 

X (SLX), a carbohydrate ligand on the molecule's surface, and accumulate at the site of inflammation 

due to chemokine signaling. Target-directed liposomes are representative carriers for active targeting 

and have been developed to target both E-selectin expressed on inflammatory vascular endothelial cells 

and SLX expressed on leukocytes. The molecular dynamics of SLX-conjugated liposomes have been 

evaluated in an experimental mouse model of autoimmune uveitis. Target-directed liposomes have been 

shown to accumulate in inflammatory areas with high E-selectin expression levels. In addition, attempts 

have been made to develop indocyanine green (ICG)-encapsulated liposomes for light-induced 

controlled release in ocular tissues [133, 134]. Using liposomes with enhanced target directivity may 

enable the development of inflammatory site-specific DDSs with reduced systemic side effects [114, 

135]. 

In the field of oncology, with the progress of antibody production technology, drugs using 

antibody-drug conjugates (ADC), which are bioconjugates of monoclonal antibodies and cytotoxic drugs 

(payload) that are attached using an appropriate linker, have been developed [136]. ADC was first 

proposed in the 1970s and was formerly called missile therapy. Previously, the antibodies produced were 

the immunogenic mouse antibodies, and the linker technology to bind anticancer drugs to the antibodies 

was under development. Therefore, ADC had not reached the clinical application phase. However, 

currently, ADC development is rapidly gaining momentum owing to innovations in antibody production 

technologies, such as the development of humanized antibodies, and the linker technology is also getting 
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advanced [137]. Nine ADCs were launched by August 2020, and approximately 70 more are currently in 

clinical trials. Most of these have been developed for the treatment of cancer. In addition to ADCs, other 

treatment options, such as radioimmunotherapy are available [138, 139]. In the future, breakthroughs in 

immunotherapy can be expected from advancements in the research and development of 

immunomodulation with the DDS formulations and next-generation antibody drugs. 

 

5. DDSs for targeting ophthalmic diseases 

5.1 Neovascular age-related macular degeneration (nAMD) 

AMD is the most common cause of irreversible central vision impairment in older populations 

despite the wide availability and use of anti-VEGF (Anti-vascular endothelial growth factor) therapy 

[140-142]. nAMD is a progressive form of AMD and is a potential cause of rapid and severe vision loss. 

It is caused by uncontrolled growth of abnormal neovascular vessels under the macula, leading to 

exudative leaks, retinal edema, inflammation, and fibrosis [143]. Approximately 20 million people 

worldwide are affected by nAMD, making it the leading cause of vision loss in people over the age of 

60, and the number of patients is expected to increase as the global population ages [144-146]. The anti-

VEGF drugs used in ophthalmology are bevacizumab (Avastin ® ; Genentech, South San Francisco, 

CA; off-label use), ranibizumab (Lucentis ® ; Novartis, East Hanover, NJ/Genentech, South San 

Francisco, CA) [3, 147], aflibercept (Eylea ®; Regeneron Pharmaceuticals, Tarrytown, NY) [4], and, 

most recently brolucizumab (Beovu ®, Novartis Pharmaceuticals Corporation) [148]. Pegaptanib 

(molecular weight 50,000) is a DDS formulation with 40 kDa PEG terminally attached to increase 

retention in the eye; this drug has an intravitreal half-life of approximately 10 days [149]. 

Ranibizumab was evaluated in the MARINA, ANCHOR, and PIER studies, and aflibercept was 

evaluated in the VIEW 1 and VIEW 2 studies. Brolucizumab was approved following the results of the 

HAWK and HARRIER clinical trials. Anti-VEGF drugs have revolutionized the treatment of AMD, 

successfully reducing AMD-associated blindness by ~50–72% [4, 150, 151]. Ranibizumab (molecular 

weight 48000) and aflibercept (molecular weight 115000) are high molecular weight drugs with a 

relatively long intravitreal half-life of approximately one week. Broadly, these intravitreal treatment 

approaches can be considered DDS products that inhibit rapid drug discharge. The effect of these drugs 

in AMD is sustained for 1 to 2 months when a dose 1000 times higher than that required for an 
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inhibitory effect is administered. Since intravitreal administration is an invasive treatment equivalent to 

surgery, longer-lasting pharmacological effects or a less invasive method of administration is desired. 

Brolucizumab is a humanized single-chain antibody fragment with a small molecular weight of 26,000, 

improving retinal penetration and providing increased dosing (6 mg/mL) for higher intraocular durability 

[152-154]. The results of the HAWK and HARRIER studies showed that brolucizumab provides better 

control of intraretinal, subretinal, and sub-RPE fluids than aflibercept. Although the occlusion rate in 

polypoidal choroidal vasculopathy (PCV) is high, there have been many reports of intraocular 

inflammatory complications, such as retinal vasculitis and retinal vascular occlusion [155-158]. The 

strong effect on the choroid may be related to the development of outer retinal or GA, which requires 

long-term attention and continuous monitoring after administration [159]. Recently, faricimab 

(Genentech, South San Francisco, CA), a bispecific antibody that binds VEGF-A and angiopoietin-2 

(Ang-2), has also become available (NCT01796964). The TENAYA (NCT03823287) and LUCERNE 

(NCT03823300) nAMD studies indicated that the Ang-2-inhibitory effect of faricimab may contribute to 

prolonged dosing intervals [160]. Ang-2 is involved in the pathogenesis of PDR and DME, and 

faricimab may have excellent disease control potential as it inhibits not only VEGF but also Ang-2 

[161]. Abicipar pegol is a PEGylated 14KDa fusion protein with an ankyrin repeat (DARPin), a 

molecular weight of 34,000 and an intravitreal half-life of approximately 13 days. In a Phase III study, 

extending the frequency of intravitreal Abicipar pegol injections to every 12 weeks resulted in fewer 

injections, visual improvement, and noninferiority compared to ranibizumab. However, this drug has not 

been approved by the FDA due to the significant risk of severe intraocular inflammation [162-164]. 

Currently clinical trials for therapeutic agents in posterior segment of the eye are listed in Table 1. 

A large volume is required for the sustained release of water-soluble low-molecular-weight and 

high-molecular-weight protein formulations; thus, developing an intraocular implantable formulation 

with sustained-release capabilities is challenging. Several solutions to this problem are under 

investigation, including using a port delivery system (PDS) involving a reinjectable device or 

extraocular reinjection devices (microelectromechanical system: MEMS), such as osmotic pumps, with 

an extraocular drug reserve. Another method is to modify the vitreous cavity environment using a 

vitreous substitute or a gelling agent to delay drug clearance from the eye. The FDA approved 

SusvimoTM (Genentech, South San Francisco, CA), the first port delivery system (PDS) for continuous 

delivery of ranibizumab, after the conclusion of the ARCHWAY study (NCT03677934) (Table 1). 

https://clinicaltrials.gov/ct2/show/NCT01796964
https://www.clinicaltrials.gov/ct2/show/NCT03823287
https://www.clinicaltrials.gov/ct2/show/NCT03823300
https://clinicaltrials.gov/ct2/show/NCT03677934
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SusvimoTM  is implanted through a 3.2 mm scleral incision site with a subconjunctival port for 

additional drug infusion. The large device used may be associated with intraocular inflammation, 

vitreous hemorrhage, and cataracts resulting from direct contact with the port [165, 166]. However, as 

the next generation of controlled release, SusvimoTM  provides sustained ranibizumab therapy for 

approximately one year. The PDS is surgically implanted and filled with ranibizumab, which is 

delivered into the vitreous cavity through the sclera. The PDS is also refillable [152, 165, 167-169]. Low 

molecular weight compounds have no intraocular retention and require a sustained release formulation. 

Sunitinib is a multitarget receptor tyrosine kinase inhibitor that inhibits VEGF-A and PDGF activity. 

Sunitinib demonstrates potent anti-VEGF activity, inhibiting the intracellular signaling capabilities of all 

VEGF receptors. The ALTISSIMO (NCT03953079) trial is currently evaluating the administration of a 

sustained-release formulation of sunitinib encapsulated in a biodegradable polymer (PLGA); in this 

approach, the drug is released into the vitreous of AMD patients (Table 1) [170]. OTX-TKI (Ocular 

Therapeutix Inc., Bedford, MA), an investigational bioresorbable hydrogel implant incorporating 

axitinib, is being evaluated in early-stage clinical trials for the treatment of exudative AMD (Table 1) 

and is likely to become available as a treatment option in the future.  

 

5.2. Dry AMD 

No effective treatment currently exists to slow disease progression in an estimated eight 

million patients with GA [171]. The development of dry AMD is associated with oxidative stress 

and abnormalities in the complement system. Oxidative stress activates the complement system, 

resulting in phagocytosis by macrophages and microglia, ultimately leading to RPE degeneration 

[172]. Genetic mutations in factors affecting complement C3 activation (CFH, CFI, and CFB) are 

strongly associated with an increased risk of AMD [173], and clinical trials are ongoing for the 

suppression of GA [174-176]. Clinical trials (NCT04435366) on avacincaptad pegol (ACP), a novel 

complement C5 protein inhibitor, are also underway to treat GA. Currently ongoing/completed clinical 

trials for dry AMD are listed in Table 3. 

 

5.3. Diabetic retinopathy (DR) and diabetic macular edema (DME) 

https://clinicaltrials.gov/ct2/show/NCT03953079
https://clinicaltrials.gov/ct2/show/NCT04435366
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DR and related DME are the leading cause of vision loss worldwide, and DR is the leading 

cause of preventable blindness among working-age adults in the U.S. [140, 177, 178]. DME affects 

approximately 21 million people worldwide, causing vision loss [179]. In DR, vascular injury and 

angiogenesis result in the leakage of blood and plasma components into the retina. This leakage partially 

disrupts the blood supply to the retina and causes edema. In DME, leakage from damaged blood vessels 

occurs in the macular region and causes edema. As the prevalence of diabetes is increasing, so is the 

number of DME patients [180]. Untreated DME can cause blindness and reduce patient quality of life; 

there is a significant unmet need for effective and durable therapies for DME [181]. DME is a 

multifactorial disease characterized by increased retinal vasculature permeability. Thus, identifying 

novel targets outside of the VEGF pathway may allow the promotion of vascular stability, prolonging 

the effect of therapy and improving patient outcomes. Anti-VEGF therapy is the current first-line 

standard of care for treating DME and nAMD; this therapeutic approach is also a valid treatment option 

for proliferative DR [140, 182, 183]. Regarding DME, ranibizumab was evaluated in the REVEAL and 

RESTORE trials, aflibercept by the VISTA and VIVID studies, and brolucizumab in the KESTREAL 

(NCT03481634) and KITE (NCT03481660) clinical trials[184-188]. The KITE (NCT03481660) and 

KESTREL (NCT03481634) studies demonstrated noninferiority in visual acuity improvement in DME 

patients treated with 6 mg of brolucizumab versus 2 mg of aflibercept. Phase III clinical trials, 

PAVILION (NCT04503551) and Pagoda (NCT04108156), are underway to expand the indication of 

ranibizumab PDS to include DR and DME (Table 1) [189]. In addition, Ang-2 upregulation has been 

implicated in the etiology of DME and other retinal vascular diseases. Accordingly, dual-pathway 

inhibition via Ang-2 and VEGF-A blockade is effective for treating DME. The efficacy of faricimab in 

patients with DME has been demonstrated in the YOSEMITE (NCT03622580) and RHINE 

(NCT03622593) phase III international clinical trial [190]. 

 

5.4. Retinal vein occlusion (RVO) 

RVO inhibits venous perfusion, resulting in retinal hypoxia and increased capillary pressure on 

the occluded, disrupting the BRB. At the end stage of the condition, the ischemic retina in the occluded 

area produces VEGF, increasing vascular permeability and prolonging and worsening the macular 

edema. Anti-VEGF therapy is necessary as subcentral foveal serous retinal detachment decreases visual 

function. Ozurdex🄬 (Allergan Inc, Irvine, CA) was originally developed to treat RVO-associated 

macular edema [25, 30]. Ranibizumab is the standard of care for intravitreal administration following the 

https://clinicaltrials.gov/ct2/show/NCT03481634
https://clinicaltrials.gov/ct2/show/NCT03481660
https://clinicaltrials.gov/ct2/show/NCT03481660
https://clinicaltrials.gov/ct2/show/NCT03481634
https://clinicaltrials.gov/ct2/show/NCT04503551
https://clinicaltrials.gov/ct2/show/NCT04108156
https://clinicaltrials.gov/ct2/show/NCT03622580
https://clinicaltrials.gov/ct2/show/NCT03622593
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BRAVO and CRUISE studies, and aflibercept is the standard of care following the VIBRANT 

(NCT01521559), COPERNICUS (NCT00943072), and GALILEO studies (NCT01012973) [191-197]. 

Phase III clinical trials evaluating faricimab in RVO ((COMINO (NCT04740931) and BALATON 

(NCT04740905)) are ongoing, including an extension study for nAMD and DME. KSI-301 (Kodiak 

Science, Palo Alto, CA) significantly prolongs the half-life of drugs in the vitreous body with a 

proprietary antigen biopolymer conjugate platform. KSI-301 is an anti-VEGF biopolymer complex with 

a molecular weight of 950 kDa, which is a high molecular weight. The BEACON (NCT04592419) trial 

evaluating the use of KSI-301 for RVO is currently underway (Table 1). Clinical trials evaluating 

TLC399 (NCT03093701) and AR-115-CF1 (NCT 03739593) for RVO-associated macular edema are 

also ongoing (Table 1). 

 

5.5. Hereditary retinal disease 

5.5.1. Leber’s congenital amaurosis (LCA) 

Leber's congenital amaurosis (LCA), first described by Leber in 1869, is a disease analogous to RP in 

which vision is severely impaired from early life [198]. Mutations in over 20 genes causing LCA have 

been identified, most of which are inherited in an autosomal recessive manner. CEP290 gene 

abnormality is the most frequent cause of LCA, accounting for approximately 15% of all cases. The 

second most frequent causes are GUCY2D and CRB1 gene abnormalities. LCA patients have a 

prognosis, and there are no effective clinical treatments. Acland et al. transferred the normal RPE65 

gene into RPE cells in the canine LCA2 model using an AAV vector and reported marked therapeutic 

effects [199]. Several human clinical trials involving gene therapy for LCA have been conducted since 

2007, most of which focused on RPE65 (LCA2) gene abnormalities [100-102]. The clinical efficacy of 

gene therapy has been confirmed in long-term studies [94, 200]. The therapeutic efficacy was 

demonstrated in a phase III clinical trial (NCT00999609) (Table 2) [201]. Based on the results of this 

trial, Voretigene neparvovec-rzyl (Luxturna™: Spark Therapeutics, Inc., Philadelphia, PA) was approved by the 

FDA, representing the first gene therapy approved in the field of ophthalmology. A clinical trial (NCT04516369) 

evaluating Luxturna™ is also ongoing, and long-term results have been reported [202, 203]. Trials evaluating 

other gene therapies (NCT03913143) using antisense oligonucleotides (QR-110) have been initiated for 

CEP290 (LCA10) genetic abnormalities (Table 2) [204]. Editas Medicine, Inc. (Cambridge, MA, USA) 

https://clinicaltrials.gov/ct2/show/NCT01521559
https://clinicaltrials.gov/ct2/show/NCT00943072
https://clinicaltrials.gov/ct2/show/NCT01012973
https://clinicaltrials.gov/ct2/show/NCT04740931
https://clinicaltrials.gov/ct2/show/NCT04740905
https://clinicaltrials.gov/ct2/show/NCT04592419
https://clinicaltrials.gov/ct2/show/NCT03093701
https://clinicaltrials.gov/ct2/show/NCT03739593
https://clinicaltrials.gov/ct2/show/NCT00999609
https://clinicaltrials.gov/ct2/show/NCT04516369
https://clinicaltrials.gov/ct2/show/NCT03913143
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conducted a clinical trial (BRILLIANCE: NCT03872479) in patients with LCA10 with a mutation in the 

CEP290 gene using EDIT-101, designed to repair the IVS26 CEP290 mutant allele by AAVCRISPR/ 

Cas9-mediated genome editing therapeutics. However, only 3 of 14 patients had improved vision at high 

doses. Among patients with the IVS26 CEP290 homozygous mutation, two of three patients showed a 

response. Nonetheless, as there are only approximately 300 patients with this mutation in the U.S., they 

have abandoned in-house development and are looking for a partner. 

 

5.5.2. Retinitis pigmentosa (RP) 

RP is an inherited degenerative retinal disease characterized by progressive night blindness, 

afferent visual field constriction, and visual acuity loss. This disease begins in young adulthood, 

progresses slowly, and leads to severe vision loss in middle-aged and older individuals. Since the 

rhodopsin gene specifically expressed in photoreceptor cells was first reported as the causative gene for 

autosomal dominant RP, over 80 causative genes have been reported [205, 206]. Gene therapy has been 

used to treat patients with RP GTPase regulator (RPGR) gene defects in an autosomal recessive form of 

RP to supplement the cells carrying the abnormal gene with a normally functioning gene. Gene therapy 

using a subretinally injected AAV vector carrying the normal RPGR gene has also been reported [207]. 

A Phase 2/Phase 3 trial evaluating this approach is underway (NCT03116113) (Table 2). A phase 

1/phase 2 study (NCT03328130) using an AAV vector to treat PDE6B gene abnormalities causative of 

an autosomal recessive form of RP is also ongoing (Table 2).  

Gene editing technology with the AAV-CRISPR/Cas9-mediated system is also being evaluated at the 

experimental animal level [208]. Genome editing by mutation replacement using genome-editing 

technology may become a curative treatment for many genetic diseases, as it is not influenced by 

the size or genetic form of the target gene. Therefore, this technology has the potential to treat a 

wide range of hereditary diseases. Genome-edited gene therapy in animal models of inherited 

retinal dystrophy has also been reported [209, 210]. However, there are problems, such as low 

efficiency of genome editing, the introduction of unexpected mutations in similar sequences in the 

genome by illegitimate translation (off-target effects), and translation reinitiation/leaky scanning, in 

https://clinicaltrials.gov/ct2/show/NCT03872479
https://clinicaltrials.gov/ct2/show/NCT03116113
https://clinicaltrials.gov/ct2/show/NCT03328130
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which translation is initiated from a position other than the original AUG. Further technological 

innovation is needed to address the issues of specificity and safety [211, 212]. In addition, clinical 

trials have been initiated for the surgical transplantation of iPS cell-derived RPE cell sheets under the 

retina in Japan. 

 

5.5.3 Choroideremia 

Choroideremia is an X-chromosome recessive disorder caused by a functionally null mutation in 

the choroideremia gene encoding Rab escort protein-1 (REP-1). The disease begins in childhood, and the 

associated chorioretinal atrophy progresses slowly. Patients develop night blindness from early 

childhood. Progressive visual field and vision impairment are present; however, visual acuity often 

remains normal until relatively late in life [213, 214]. A phase 1/2 (NCT01461213) study of AAV 

vectors carrying the REP-1 gene administered subretinally in the macula was initiated in 2012, and the 

results have been reported [103, 215]. Subsequently, several phase 1/2 and phase 2 clinical trials have 

been initiated and reported, including NCT02077361, THOR (NCT02671539), NCT02553135, GEMINI 

(NCT03507686), REGENERATE (NCT02407678), and NCT02341807 [216-218] (Table 2). A phase III 

study STAR (NCT03496012) is also ongoing [219] (Table 2). 

 

5.6. Retinopathy of prematurity (ROP) 

Retinopathy of prematurity is a vasoproliferative disease of the developing retinal vessels in 

preterm infants, which is a major cause of blindness in children, for which neonatal treatment is 

important. Although advances in perinatal management have reduced the frequency of blindness caused 

due to ROP in developed countries, the number of severe ROP cases has not decreased because more 

premature infants have been saved [220]. Cryotherapy has been the traditional treatment for ROP; 

however, retinal photocoagulation is now being used based on the treatment criteria mentioned in the 

Early Treatment of ROP (ETROP) study (NCT00027222) [221]. In 2011, a multicenter prospective 

randomized controlled trial (BEAT-ROP study: NCT00622726) was conducted in the United States to 

report the results of the use of anti-VEGF drugs for medical therapy [222]. The recurrence rate was 

significantly lower in the bevacizumab vitreous group than in the photocoagulation group in cases of 

Zone I stage 3 plus disease but was not significantly different in posterior Zone I plus disease. 

International randomized clinical trials followed, and the 2019 RAINBOW study (NCT02375971) 

compared ranibizumab vitreous injection with photocoagulation and reported that ranibizumab vitreous 

injection was as effective or more effective than photocoagulation [223]. An international clinical trial 

https://clinicaltrials.gov/ct2/show/NCT01461213
https://clinicaltrials.gov/ct2/show/NCT02077361
https://clinicaltrials.gov/ct2/show/NCT02671539
https://clinicaltrials.gov/ct2/show/NCT02553135
https://clinicaltrials.gov/ct2/show/NCT03507686
https://clinicaltrials.gov/ct2/show/NCT02407678
https://clinicaltrials.gov/ct2/show/NCT02341807
https://clinicaltrials.gov/ct2/show/NCT03496012
https://clinicaltrials.gov/ct2/show/NCT00027222
https://clinicaltrials.gov/ct2/show/NCT00622726
https://clinicaltrials.gov/ct2/show/NCT02375971
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(FIRELEYE study: NCT04004208) using aflibercept has been completed and the results have been 

reported [224]. 

 

5.7. Uveitis 

The history of DDS as a whole overlap with the history of DDS for uveitis. Development 

in DDS began with the use of steroids and progressed to the control of inflammation using 

immunosuppressive agents. To reduce the complications associated with long-term and high-dose 

steroid use, treatment has shifted to the use of immunosuppressive agents, such as antimetabolites 

(methotrexate, azathioprine, and mycophenolate mofetil), calcineurin inhibitors (cyclosporine and 

tacrolimus), and alkylating agents (cyclophosphamide and chlorambucil ) [225]. Uveitis has several 

types; however, molecular targeted therapy using biologics targeting various inflammation-related 

factors, which are key players in inflammation, has become the mainstream treatment. Tumor 

necrosis factor (TNF)-α is a central factor in various inflammatory responses in the pathogenesis of 

uveitis. Several TNF inhibitors, including etanercept, infliximab, certolizumab, pegol, adalimumab, 

and golimumab, have been developed, and their clinical uses have been reported. The effectiveness 

and safety of infliximab in treating Behçet’s disease with refractory uveoretinitis have been 

demonstrated in clinical trials [225]. The effectiveness of adalimumab, a humanized TNF-α 

monoclonal antibody, has been demonstrated in the treatment of noninfectious uveitis, providing a 

beneficial treatment option for uveitis other than steroid and immunosuppressive therapy [226, 

227].  

Uveitis often occurs in conjunction with collagen diseases, such as rheumatoid arthritis 

and inflammatory bowel disease, and biological agents used to treat these diseases are also used to 

treat uveitis. There are biological agents that target inflammatory cytokines other than TNF, such as 

tocilizumab and sarilumab targeting IL-6 and gevokizumab targeting IL-1β. Many other drugs are 

currently undergoing clinical trials, such as abatacept, which inhibits the CD80/86:CD28 co-

stimulatory pathway in activated T cells; sirolimus (mammalian target of rapamycin (mTOR): 

NCT03711929); rituximab (targeting B cells); and filgotinib (Janus kinase (JAK) inhibitor: 

https://clinicaltrials.gov/ct2/show/NCT04004208
https://clinicaltrials.gov/ct2/show/NCT03711929
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NCT03207815) [229]. The use of DDSs has provided effective treatment strategies for uveitis, 

which was previously treated solely with steroids [229]. 

 

6. Future directions 

Drug delivery to retinal tissue has advantages and disadvantages from a pharmacological 

perspective. The vasculature and nervous system of the retinal tissue limit delivery. Barrier mechanisms 

such as the BRB also hinder drug transfer to ocular tissues after systemic administration, complicating 

the delivery of effective drug concentrations. However, the eye is ideally suited for the local 

administration of drugs because it is a single-compartment organ, a feature that provides 

pharmacological advantages for drug administration. A single dose of a highly concentrated drug can 

maintain the effective drug concentration for a certain period. Thus, research has focused on local rather 

than systemic drug delivery.  

Initially, efforts were focused on the local delivery of steroids, which are easy to formulate. 

However, because VEGF is involved in the pathogenesis of many forms of vitreoretinal disease, a major 

paradigm shift is underway with the development of drugs centered on anti-VEGF agents. Since 

vitreoretinal diseases encompass a large population of patients (e.g., those with AMD, DR, DME and 

RVO), pharmaceutical companies have vigorously pursued drug development from a commercial 

standpoint. This effort has led to the clinical application of various anti-VEGF drugs based on numerous 

clinical trials. After the development of anti-VEGF drugs, the commercial market has expanded 

significantly. Although progress is being made in the development of drugs with stronger inhibitory 

effects and drugs with longer-lasting inhibitory effects, the adverse effects of frequent intravitreal 

injections and the associated cost burdens on patients are significant. The risk of infection and other 

complications associated with drug administration is also high. 

Superior technologies are being developed to overcome this problem, and many clinical trials 

are underway. The development of new molecularly targeted drugs and new delivery systems is 

expected to achieve more effective drug delivery in the future (Fig. 3). The application of gene therapy 

and other therapies has enabled the development of therapies for previously untreatable inherited retinal 

diseases. The advent of gene editing technology will allow for more precise gene modification and 

transfection approaches. 

https://clinicaltrials.gov/ct2/show/NCT03207815
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Considerable research into numerous DDS formulations remains ongoing. Although there will 

be various hurdles to clinical application, the development of carriers, various molecularly targeted 

drugs, synthetic chemicals and noninvasive delivery technologies will revolutionize ocular drug 

delivery. 

 

Figure legends 

Figure 1. Schematic illustration of the blood–aqueous barrier (BAB) and blood‒retinal barrier (BRB). 

The eye has defense mechanisms that maintain neural homeostasis, protecting visual function 

and controlling the uptake of substances from the systemic bloodstream. ILM, inner limiting membrane; 

NFL, nerve fiber layer; GCL, ganglion cell layer; IPL, inner plexiform layer; INL, inner nuclear layer; 

OPL, outer plexiform layer; ONL, outer nuclear layer; OLM, outer limiting membrane; PL, 

photoreceptor layer; RPE, retinal pigment epithelium.  

Figure 2. Currently available DDS formulations. 

Eye drops are the easiest DDS formulation; however, achieving an effective concentration is 

challenging. Intravitreal administration is associated with infection risk. Nondegradable sustained-

release formulations provide long-term stable, sustained release but require surgical removal of the DDS. 

Biodegradable polymeric sustained-release formulations do not require removal but have the 

disadvantage of a short release period. 

Figure 3. Future DDS formulations. 

Since it is difficult to keep sustained-release drugs in the eye for long periods of time, 

reinjection or extraocular implantable devices may be advantageous. Several drugs are being evaluated 

in clinical trials. In addition, targeted drug delivery via the systemic administration of targeted 

molecules, such as cellular encapsulation and active targeting, will be established as a future therapeutic 

strategy. 

Figure 4. Gene transfer using Adeno-associated viral vectors. 

Adeno-associated viral vectors carrying genes encoding anti-VEGF drug proteins are effective 

molecularly targeted drugs. After intravitreal administration or subretinal injection, the virus-infected 

cells continuously produce the protein, thereby enabling long-term VEGF inhibition. 



 

Hashida N et al 

  24  

Declaration of Conflicting Interest 

The authors declare that they have no known competing financial interests or personal relationships that 

could have appeared to influence the work reported in this paper.  

 

Acknowledgement 

None 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

Hashida N et al 

  25  

References 

[1] I. Klaassen, C.J.F. Van Noorden, R.O. Schlingemann, Molecular basis of the inner blood-retinal 

barrier and its breakdown in diabetic macular edema and other pathological conditions, Progress 

in Retinal and Eye Research. 34 (2013). https://doi.org/10.1016/j.preteyeres.2013.02.001. 

[2] E.S. Gragoudas, A.P. Adamis, E.T. Cunningham, M. Feinsod, D.R. Guyer, Pegaptanib for 

neovascular age-related macular degeneration, The New England Journal of Medicine. 351 

(2004) 2805–2816. https://doi.org/10.1056/NEJMOA042760. 

[3] P.J. Rosenfeld, D.M. Brown, J.S. Heier, D.S. Boyer, P.K. Kaiser, C.Y. Chung, R.Y. Kim, 

Ranibizumab for neovascular age-related macular degeneration, The New England Journal of 

Medicine. 355 (2006) 1419–1431. https://doi.org/10.1056/NEJMOA054481. 

[4] J.S. Heier, D.M. Brown, V. Chong, J.F. Korobelnik, P.K. Kaiser, Q.D. Nguyen, B. Kirchhof, A. 

Ho, Y. Ogura, G.D. Yancopoulos, N. Stahl, R. Vitti, A.J. Berliner, Y. Soo, M. Anderesi, G. 

Groetzbach, B. Sommerauer, R. Sandbrink, C. Simader, U. Schmidt-Erfurth, Intravitreal 

aflibercept (VEGF trap-eye) in wet age-related macular degeneration, Ophthalmology. 119 

(2012) 2537–2548. https://doi.org/10.1016/J.OPHTHA.2012.09.006. 

[5] D. Patel, S.N. Patel, V. Chaudhary, S.J. Garg, Complications of intravitreal injections: 2022, 

Current Opinion in Ophthalmology. 33 (2022) 137–146. 

https://doi.org/10.1097/ICU.0000000000000850. 

[6] B. Leclercq, D. Mejlachowicz, F. Behar-Cohen, Ocular Barriers and Their Influence on Gene 

Therapy Products Delivery, Pharmaceutics 2022, Vol. 14, Page 998. 14 (2022) 998. 

https://doi.org/10.3390/PHARMACEUTICS14050998. 

[7] E.M. del Amo, A.K. Rimpelä, E. Heikkinen, O.K. Kari, E. Ramsay, T. Lajunen, M. Schmitt, L. 

Pelkonen, M. Bhattacharya, D. Richardson, A. Subrizi, T. Turunen, M. Reinisalo, J. Itkonen, E. 

Toropainen, M. Casteleijn, H. Kidron, M. Antopolsky, K.S. Vellonen, M. Ruponen, A. Urtti, 

Pharmacokinetic aspects of retinal drug delivery, Progress in Retinal and Eye Research. 57 

(2017) 134–185. https://doi.org/10.1016/j.preteyeres.2016.12.001. 

[8] E.M. del Amo, A. Urtti, Current and future ophthalmic drug delivery systems. A shift to the 

posterior segment, Drug Discovery Today. 13 (2008) 135–143. 

https://doi.org/10.1016/J.DRUDIS.2007.11.002. 

[9] K.I. Hosoya, M. Tomi, Advances in the cell biology of transport via the inner blood-retinal 

barrier: establishment of cell lines and transport functions, Biological & Pharmaceutical Bulletin. 

28 (2005) 1–8. https://doi.org/10.1248/BPB.28.1. 



 

Hashida N et al 

  26  

[10] K.I. Hosoya, M. Tomi, M. Tachikawa, Strategies for therapy of retinal diseases using systemic 

drug delivery: relevance of transporters at the blood-retinal barrier, Expert Opinion on Drug 

Delivery. 8 (2011) 1571–1587. https://doi.org/10.1517/17425247.2011.628983. 

[11] V.P. Ranta, E. Mannermaa, K. Lummepuro, A. Subrizi, A. Laukkanen, M. Antopolsky, L. 

Murtomäki, M. Hornof, A. Urtti, Barrier analysis of periocular drug delivery to the posterior 

segment, Journal of Controlled Release : Official Journal of the Controlled Release Society. 148 

(2010) 42–48. https://doi.org/10.1016/J.JCONREL.2010.08.028. 

[12] H. Kaji, N. Nagai, M. Nishizawa, T. Abe, Drug delivery devices for retinal diseases, Advanced 

Drug Delivery Reviews. 128 (2018) 148–157. https://doi.org/10.1016/J.ADDR.2017.07.002. 

[13] H. Kidron, E.M. Del Amo, K.S. Vellonen, A. Urtti, Prediction of the vitreal half-life of small 

molecular drug-like compounds, Pharmaceutical Research. 29 (2012) 3302–3311. 

https://doi.org/10.1007/S11095-012-0822-5. 

[14] S.J. Bakri, M.R. Snyder, J.M. Reid, J.S. Pulido, M.K. Ezzat, R.J. Singh, Pharmacokinetics of 

Intravitreal Ranibizumab (Lucentis), Ophthalmology. 114 (2007) 2179–2182. 

https://doi.org/10.1016/J.OPHTHA.2007.09.012. 

[15] Y. Yang, C. Bailey, A. Loewenstein, P. Massin, INTRAVITREAL CORTICOSTEROIDS IN 

DIABETIC MACULAR EDEMA: PHARMACOKINETIC CONSIDERATIONS, Retina 

(Philadelphia, Pa.). 35 (2015) 2440–2449. https://doi.org/10.1097/IAE.0000000000000726. 

[16] C.H. Tsai, P.Y. Wang, I.C. Lin, H. Huang, G.S. Liu, C.L. Tseng, Ocular Drug Delivery: Role of 

Degradable Polymeric Nanocarriers for Ophthalmic Application, International Journal of 

Molecular Sciences 2018, Vol. 19, Page 2830. 19 (2018) 2830. 

https://doi.org/10.3390/IJMS19092830. 

[17] N. Üstündaǧ Okur, E.Ş. Çaǧlar, P.I. Siafaka, Novel Ocular Drug Delivery Systems: An Update 

on Microemulsions, Journal of Ocular Pharmacology and Therapeutics : The Official Journal of 

the Association for Ocular Pharmacology and Therapeutics. 36 (2020) 342–354. 

https://doi.org/10.1089/JOP.2019.0135. 

[18] R. Wang, Y. Gao, A. Liu, G. Zhai, A review of nanocarrier-mediated drug delivery systems for 

posterior segment eye disease: challenges analysis and recent advances, Journal of Drug 

Targeting. 29 (2021) 687–702. https://doi.org/10.1080/1061186X.2021.1878366. 

[19] H.M. Kim, S.J. Woo, Ocular Drug Delivery to the Retina: Current Innovations and Future 

Perspectives, Pharmaceutics. 13 (2021) 1–32. 

https://doi.org/10.3390/PHARMACEUTICS13010108. 



 

Hashida N et al 

  27  

[20] J. Barar, A. Aghanejad, M. Fathi, Y. Omidi, Advanced drug delivery and targeting technologies 

for the ocular diseases, BioImpacts : BI. 6 (2016) 49–67. https://doi.org/10.15171/BI.2016.07. 

[21] T. Yasukawa, Y. Ogura, Y. Tabata, H. Kimura, P. Wiedemann, Y. Honda, Drug delivery systems 

for vitreoretinal diseases, Progress in Retinal and Eye Research. 23 (2004) 253–281. 

https://doi.org/10.1016/j.preteyeres.2004.02.003. 

[22] I.P. Pollack, H.A. Quigley, T.S. Harbin, The Ocusert pilocarpine system: advantages and 

disadvantages, Southern Medical Journal. 69 (1976) 1296–1298. 

https://doi.org/10.1097/00007611-197610000-00013. 

[23] J.S. Hillman, A. Walker, E.M. Davies, Management of chronic glaucoma with pilocarpine 

Ocuserts, Transactions of the Ophthalmological Societies of the United Kingdom. 97 (1977) 

206–209. 

[24] J.B. Jonas, R.F. Degenring, I. Kreissig, I. Akkoyun, B.A. Kamppeter, Intraocular pressure 

elevation after intravitreal triamcinolone acetonide injection, Ophthalmology. 112 (2005) 593–

598. https://doi.org/10.1016/J.OPHTHA.2004.10.042. 

[25] K.G. Falavarjani, Implantable Posterior Segment Drug Delivery Devices; Novel Alternatives to 

Currently Available Treatments, Journal of Ophthalmic & Vision Research. 4 (2009) 191. 

/pmc/articles/PMC3498569/ (accessed August 29, 2022). 

[26] D.C. Musch, D.F. Martin, J.F. Gordon, M.D. Davis, B.D. Kuppermann, and the Ganciclovir 

Implant Study Group, Treatment of cytomegalovirus retinitis with a sustained-release ganciclovir 

implant., The New England Journal of Medicine. 337 (1997) 83–90. 

https://doi.org/10.1056/NEJM199707103370203. 

[27] G.E. Sanborn, R. Anand, R.E. Torti, S.D. Nightingale, S.X. Cal, B. Yates, P. Ashton, T. Smith, 

Sustained-release ganciclovir therapy for treatment of cytomegalovirus retinitis. Use of an 

intravitreal device, Archives of Ophthalmology (Chicago, Ill. : 1960). 110 (1992) 188–195. 

https://doi.org/10.1001/ARCHOPHT.1992.01080140044023. 

[28] G.J. Jaffe, J. Ben-nun, H. Guo, J.P. Dunn, P. Ashton, Fluocinolone acetonide sustained drug 

delivery device to treat severe uveitis, Ophthalmology. 107 (2000) 2024–2033. 

https://doi.org/10.1016/S0161-6420(00)00466-8. 

[29] G.J. Jaffe, D. Martin, D. Callanan, P.A. Pearson, B. Levy, T. Comstock, Fluocinolone acetonide 

implant (Retisert) for noninfectious posterior uveitis: thirty-four-week results of a multicenter 

randomized clinical study, Ophthalmology. 113 (2006) 1020–1027. 

https://doi.org/10.1016/J.OPHTHA.2006.02.021. 



 

Hashida N et al 

  28  

[30] G.J. Jaffe, P.A. Pearson, P. Ashton, Dexamethasone sustained drug delivery implant for the 

treatment of severe uveitis, Retina (Philadelphia, Pa.). 20 (2000) 402–403. 

https://doi.org/10.1097/00006982-200004000-00015. 

[31] K. Kishore, P. V. Bhat, P. Venkatesh, C.C. Canizela, Dexamethasone Intravitreal Implant for the 

Treatment of Macular Edema and Uveitis: A Comprehensive Narrative Review, Clinical 

Ophthalmology (Auckland, N.Z.). 16 (2022) 1019–1045. 

https://doi.org/10.2147/OPTH.S209395. 

[32] M. Sanford, Fluocinolone acetonide intravitreal implant (Iluvien®): in diabetic macular oedema, 

Drugs. 73 (2013) 187–193. https://doi.org/10.1007/S40265-013-0010-X. 

[33] Y.Y. Syed, Fluocinolone Acetonide Intravitreal Implant 0.19 mg (ILUVIEN ®): A Review in 

Diabetic Macular Edema, Drugs. 77 (2017) 575–583. https://doi.org/10.1007/S40265-017-0722-

4. 

[34] K. Zhang, J.J. Hopkins, J.S. Heier, D.G. Birch, L.S. Halperin, T.A. Albini, D.M. Brown, G.J. 

Jaffe, W. Taoj, G.A. Williams, Ciliary neurotrophic factor delivered by encapsulated cell 

intraocular implants for treatment of geographic atrophy in age-related macular degeneration, 

Proceedings of the National Academy of Sciences of the United States of America. 108 (2011) 

6241–6245. https://doi.org/10.1073/PNAS.1018987108. 

[35] D.G. Birch, R.G. Weleber, J.L. Duncan, G.J. Jaffe, W. Tao, Randomized Trial of Ciliary 

Neurotrophic Factor Delivered by Encapsulated Cell Intraocular Implants for Retinitis 

Pigmentosa, American Journal of Ophthalmology. 156 (2013) 283-292.e1. 

https://doi.org/10.1016/J.AJO.2013.03.021. 

[36] K. Kauper, C. McGovern, S. Sherman, P. Heatherton, R. Rapoza, P. Stabila, B. Dean, A. Lee, S. 

Borges, B. Bouchard, W. Tao, Two-year intraocular delivery of ciliary neurotrophic factor by 

encapsulated cell technology implants in patients with chronic retinal degenerative diseases, 

Investigative Ophthalmology & Visual Science. 53 (2012) 7484–7491. 

https://doi.org/10.1167/IOVS.12-9970. 

[37] E.Y. Chew, T.E. Clemons, G.J. Jaffe, C.A. Johnson, S. Farsiu, E.M. Lad, R. Guymer, P. 

Rosenfeld, J.P. Hubschman, I. Constable, H. Wiley, L.J. Singerman, M. Gillies, G. Comer, B. 

Blodi, D. Eliott, J. Yan, A. Bird, M. Friedlander, Effect of Ciliary Neurotrophic Factor on 

Retinal Neurodegeneration in Patients with Macular Telangiectasia Type 2: A Randomized 

Clinical Trial, Ophthalmology. 126 (2019) 540–549. 

https://doi.org/10.1016/J.OPHTHA.2018.09.041. 



 

Hashida N et al 

  29  

[38] K. Hironaka, Y. Inokuchi, Y. Tozuka, M. Shimazawa, H. Hara, H. Takeuchi, Design and 

evaluation of a liposomal delivery system targeting the posterior segment of the eye, Journal of 

Controlled Release : Official Journal of the Controlled Release Society. 136 (2009) 247–253. 

https://doi.org/10.1016/J.JCONREL.2009.02.020. 

[39] N. Hashida, N. Ohguro, Y. Arakawa, N. Kurokawa, Y. Tano, Intraocular concentration of 

intravenous prednisolone in experimental autoimmune uveoretinitis mice, Japanese Journal of 

Ophthalmology. 50 (2006) 561–562. https://doi.org/10.1007/S10384-006-0372-7. 

[40] D.H.N. Tran, T.H. Nguyen, T.N.N. Vo, L.P.T. Pham, D.M.H. Vo, C.K. Nguyen, L.G. Bach, 

D.H. Nguyen, Self-assembled poly(ethylene glycol) methyl ether-grafted gelatin nanogels for 

efficient delivery of curcumin in cancer treatment, Journal of Applied Polymer Science. 136 

(2019) 47544. https://doi.org/10.1002/APP.47544. 

[41] H.D.N. Tran, K.D. Park, Y.C. Ching, C. Huynh, D.H. Nguyen, A comprehensive review on 

polymeric hydrogel and its composite: Matrices of choice for bone and cartilage tissue 

engineering, Journal of Industrial and Engineering Chemistry. 89 (2020) 58–82. 

https://doi.org/10.1016/J.JIEC.2020.06.017. 

[42] K. Tahara, K. Karasawa, R. Onodera, H. Takeuchi, Feasibility of drug delivery to the eye’s 

posterior segment by topical instillation of PLGA nanoparticles, Asian Journal of Pharmaceutical 

Sciences. 12 (2017) 394–399. https://doi.org/10.1016/J.AJPS.2017.03.002. 

[43] H.Y. Huang, M.C. Wang, Z.Y. Chen, W.Y. Chiu, K.H. Chen, I.C. Lin, W.C.V. Yang, C.C. Wu, 

C.L. Tseng, Gelatin-epigallocatechin gallate nanoparticles with hyaluronic acid decoration as eye 

drops can treat rabbit dry-eye syndrome effectively via inflammatory relief, International Journal 

of Nanomedicine. 13 (2018) 7251–7273. https://doi.org/10.2147/IJN.S173198. 

[44] S. Pirmardvand Chegini, J. Varshosaz, A. Dehghani, M. Minaiyan, H. Mirmohammad Sadeghi, 

Ocular delivery of sunitinib-loaded nanoparticles doped in tragacanthic acid hydrogel in 

treatment of diabetic retinopathy in rats, Drug Development and Industrial Pharmacy. 48 (2022) 

1–17. https://doi.org/10.1080/03639045.2022.2092745. 

[45] T. Ishihara, N. Izumo, M. Higaki, E. Shimada, T. Hagi, L. Mine, Y. Ogawa, Y. Mizushima, Role 

of zinc in formulation of PLGA/PLA nanoparticles encapsulating betamethasone phosphate and 

its release profile, Journal of Controlled Release : Official Journal of the Controlled Release 

Society. 105 (2005) 68–76. https://doi.org/10.1016/J.JCONREL.2005.02.026. 

[46] G.N. Foulks, Clinical evaluation of the efficacy of PEG/PG lubricant eye drops with gelling 

agent (HP-Guar) for the relief of the signs and symptoms of dry eye disease: a review, Drugs of 



 

Hashida N et al 

  30  

Today (Barcelona, Spain : 1998). 43 (2007) 887–896. 

https://doi.org/10.1358/DOT.2007.43.12.1162080. 

[47] P.M. Hughes, O. Olejnik, J.E. Chang-Lin, C.G. Wilson, Topical and systemic drug delivery to 

the posterior segments, Advanced Drug Delivery Reviews. 57 (2005) 2010–2032. 

https://doi.org/10.1016/J.ADDR.2005.09.004. 

[48] S. Boddu, H. Gupta, S. Patel, Drug delivery to the back of the eye following topical 

administration: an update on research and patenting activity, Recent Patents on Drug Delivery & 

Formulation. 8 (2014) 27–36. https://doi.org/10.2174/1872211308666140130093301. 

[49] K. Kagkelaris, G. Panayiotakopoulos, C.D. Georgakopoulos, Nanotechnology-based 

formulations to amplify intraocular bioavailability, Therapeutic Advances in Ophthalmology. 14 

(2022) 25158414221112356. https://doi.org/10.1177/25158414221112356. 

[50] S. Koronis, P. Stavrakas, M. Balidis, N. Kozeis, P.G. Tranos, Update in treatment of uveitic 

macular edema, Drug Design, Development and Therapy. 13 (2019) 667–680. 

https://doi.org/10.2147/DDDT.S166092. 

[51] C.M. Jermak, J.T. Dellacroce, J. Heffez, G.A. Peyman, Triamcinolone acetonide in ocular 

therapeutics, Survey of Ophthalmology. 52 (2007) 503–522. 

https://doi.org/10.1016/J.SURVOPHTHAL.2007.06.004. 

[52] H.N. Sen, S. Vitale, S.S. Gangaputra, R.B. Nussenblatt, T.L. Liesegang, G.A. Levy-Clarke, J.T. 

Rosenbaum, E.B. Suhler, J.E. Thorne, C.S. Foster, D.A. Jabs, J.H. Kempen, Periocular 

corticosteroid injections in uveitis: effects and complications, Ophthalmology. 121 (2014) 2275–

2286. https://doi.org/10.1016/J.OPHTHA.2014.05.021. 

[53] P.M. Beer, S.J. Bakri, R.J. Singh, W. Liu, G.B. Peters, M. Miller, Intraocular concentration and 

pharmacokinetics of triamcinolone acetonide after a single intravitreal injection, Ophthalmology. 

110 (2003) 681–686. https://doi.org/10.1016/S0161-6420(02)01969-3. 

[54] M. Inoue, K. Takeda, K. Morita, M. Yamada, Y. Tanigawara, Y. Oguchi, Vitreous 

concentrations of triamcinolone acetonide in human eyes after intravitreal or subtenon injection, 

American Journal of Ophthalmology. 138 (2004) 1046–1048. 

https://doi.org/10.1016/J.AJO.2004.05.028. 

[55] E.R. Thomas, J. Wang, E. Ege, R. Madsen, D.P. Hainsworth, Intravitreal triamcinolone 

acetonide concentration after subtenon injection, American Journal of Ophthalmology. 142 

(2006) 860–861. https://doi.org/10.1016/J.AJO.2006.05.023. 



 

Hashida N et al 

  31  

[56] J.B. Jonas, A. Söfker, Intraocular injection of crystalline cortisone as adjunctive treatment of 

diabetic macular edema, American Journal of Ophthalmology. 132 (2001) 425–427. 

https://doi.org/10.1016/S0002-9394(01)01010-8. 

[57] A. Martidis, J.S. Duker, P.B. Greenberg, A.H. Rogers, C.A. Puliafito, E. Reichel, C. Baumal, 

Intravitreal triamcinolone for refractory diabetic macular edema, Ophthalmology. 109 (2002) 

920–927. https://doi.org/10.1016/S0161-6420(02)00975-2. 

[58] J.B. Jonas, I. Kreissig, R.E. Degenring, Intravitreal triamcinolone acetonide as treatment of 

macular edema in central retinal vein occlusion, Graefe’s Archive for Clinical and Experimental 

Ophthalmology = Albrecht von Graefes Archiv Fur Klinische Und Experimentelle 

Ophthalmologie. 240 (2002) 782–783. https://doi.org/10.1007/S00417-002-0529-0. 

[59] S. Young, G. Larkin, M. Branley, S. Lightman, Safety and efficacy of intravitreal triamcinolone 

for cystoid macular oedema in uveitis, Clinical & Experimental Ophthalmology. 29 (2001) 2–6. 

https://doi.org/10.1046/J.1442-9071.2001.00360.X. 

[60] R.J. Antcliff, D.J. Spalton, M.R. Stanford, E.M. Graham, T.J. Fytche, J. Marshall, Intravitreal 

triamcinolone for uveitic cystoid macular edema: an optical coherence tomography study, 

Ophthalmology. 108 (2001) 765–772. https://doi.org/10.1016/S0161-6420(00)00658-8. 

[61] H.A. Leder, D.A. Jabs, A. Galor, J.P. Dunn, J.E. Thorne, Periocular triamcinolone acetonide 

injections for cystoid macular edema complicating noninfectious uveitis, American Journal of 

Ophthalmology. 152 (2011) 441-448.e2. https://doi.org/10.1016/J.AJO.2011.02.009. 

[62] K. Iwao, M. Inatani, T. Kawaji, T. Koga, Y. Mawatari, H. Tanihara, Frequency and risk factors 

for intraocular pressure elevation after posterior sub-Tenon capsule triamcinolone acetonide 

injection, Journal of Glaucoma. 16 (2007) 251–256. 

https://doi.org/10.1097/IJG.0B013E31802D696F. 

[63] N. Nagai, H. Kaji, M. Nishizawa, T. Nakazawa, T. Abe, Transscleral Controlled Delivery of 

Geranylgeranylaceton Using a Polymeric Device Protects Rat Retina Against Light Injury, 

Advances in Experimental Medicine and Biology. 854 (2016) 471–477. 

https://doi.org/10.1007/978-3-319-17121-0_63. 

[64] Y. Sato, N. Nagai, T. Abe, H. Kaji, A multilayered sheet-type device capable of sustained drug 

release and deployment control, Biomedical Microdevices. 21 (2019). 

https://doi.org/10.1007/S10544-019-0411-Z. 

[65] N. Nagai, Z.K. Nezhad, R. Daigaku, S. Saijo, Y. Song, K. Terata, A. Hoshi, M. Nishizawa, T. 

Nakazawa, H. Kaji, T. Abe, Transscleral sustained ranibizumab delivery using an episcleral 

implantable device: Suppression of laser-induced choroidal neovascularization in rats, 



 

Hashida N et al 

  32  

International Journal of Pharmaceutics. 567 (2019). 

https://doi.org/10.1016/J.IJPHARM.2019.118458. 

[66] R.F. SPAIDE, K. LAUD, H.F. FINE, J.M. KLANCNIK, C.B. MEYERLE, L.A. YANNUZZI, J. 

SORENSON, J. SLAKTER, Y.L. FISHER, M.J. COONEY, Intravitreal bevacizumab treatment 

of choroidal neovascularization secondary to age-related macular degeneration, Retina 

(Philadelphia, Pa.). 26 (2006) 383–390. https://doi.org/10.1097/01.IAE.0000238561.99283.0E. 

[67] M.R. Moreno, T.S. Tabitha, J. Nirmal, K. Radhakrishnan, C.H. Yee, S. Lim, S. Venkatraman, R. 

Agrawal, Study of stability and biophysical characterization of ranibizumab and aflibercept, 

European Journal of Pharmaceutics and Biopharmaceutics : Official Journal of 

Arbeitsgemeinschaft Fur Pharmazeutische Verfahrenstechnik e.V. 108 (2016) 156–167. 

https://doi.org/10.1016/J.EJPB.2016.09.003. 

[68] S. Fogli, M. Del Re, E. Rofi, C. Posarelli, M. Figus, R. Danesi, Clinical pharmacology of 

intravitreal anti-VEGF drugs, Eye (London, England). 32 (2018) 1010–1020. 

https://doi.org/10.1038/S41433-018-0021-7. 

[69] S. Sonoda, C. Spee, E. Barron, S.J. Ryan, R. Kannan, D.R. Hinton, A protocol for the culture and 

differentiation of highly polarized human retinal pigment epithelial cells, Nature Protocols. 4 

(2009) 662–673. https://doi.org/10.1038/NPROT.2009.33. 

[70] N. Yoshihara, H. Terasaki, M. Shirasawa, H. Kawano, S. Sonoda, M. Yamaguchi, T. Hashiguchi, 

T. Hisatomi, T. Ishibashi, T. Sakamoto, PERMEABILITY AND ANTI-VASCULAR 

ENDOTHELIAL GROWTH FACTOR EFFECTS OF BEVACIZUMAB, RANIBIZUMAB, 

AND AFLIBERCEPT IN POLARIZED RETINAL PIGMENT EPITHELIAL LAYER IN 

VITRO, Retina (Philadelphia, Pa.). 37 (2017) 179–190. 

https://doi.org/10.1097/IAE.0000000000001117. 

[71] H. Terasaki, T. Sakamoto, M. Shirasawa, N. Yoshihara, H. Otsuka, S. Sonoda, T. Hisatomi, T. 

Ishibashi, Penetration of bevacizumab and ranibizumab through retinal pigment epithelial layer 

in vitro, Retina (Philadelphia, Pa.). 35 (2015) 1007–1015. 

https://doi.org/10.1097/IAE.0000000000000428. 

[72] N. Papadopoulos, J. Martin, Q. Ruan, A. Rafique, M.P. Rosconi, E. Shi, E.A. Pyles, G.D. 

Yancopoulos, N. Stahl, S.J. Wiegand, Binding and neutralization of vascular endothelial growth 

factor (VEGF) and related ligands by VEGF Trap, ranibizumab and bevacizumab, Angiogenesis. 

15 (2012) 171–185. https://doi.org/10.1007/S10456-011-9249-6. 

[73] M. Thulliez, D. Angoulvant, M.L. Le Lez, A.P. Jonville-Bera, P.J. Pisella, F. Gueyffier, T. 

Bejan-Angoulvant, Cardiovascular events and bleeding risk associated with intravitreal 



 

Hashida N et al 

  33  

antivascular endothelial growth factor monoclonal antibodies: systematic review and meta-

analysis, JAMA Ophthalmology. 132 (2014) 1317–1326. 

https://doi.org/10.1001/JAMAOPHTHALMOL.2014.2333. 

[74] T. Sato, K. Emi, T. Ikeda, H. Bando, S. Sato, S. ichi Morita, T. Oyagi, K. Sawada, Severe 

intraocular inflammation after intravitreal injection of bevacizumab, Ophthalmology. 117 (2010) 

512–516. https://doi.org/10.1016/J.OPHTHA.2009.07.041. 

[75] F. Wang, S. Yu, K. Liu, F.E. Chen, Z. Song, X. Zhang, X. Xu, X. Sun, Acute intraocular 

inflammation caused by endotoxin after intravitreal injection of counterfeit bevacizumab in 

Shanghai, China, Ophthalmology. 120 (2013) 355–361. 

https://doi.org/10.1016/J.OPHTHA.2012.07.083. 

[76] L. Naftali Ben Haim, E. Moisseiev, Drug Delivery via the Suprachoroidal Space for the 

Treatment of Retinal Diseases, Pharmaceutics. 13 (2021). 

https://doi.org/10.3390/PHARMACEUTICS13070967. 

[77] M.C. Peden, J. Min, C. Meyers, Z. Lukowski, Q. Li, S.L. Boye, M. Levine, W.W. Hauswirth, R. 

Ratnakaram, W. Dawson, W.C. Smith, M.B. Sherwood, Ab-Externo AAV-Mediated Gene 

Delivery to the Suprachoroidal Space Using a 250 Micron Flexible Microcatheter, PLOS ONE. 6 

(2011) e17140. https://doi.org/10.1371/JOURNAL.PONE.0017140. 

[78] T.W. Olsen, X. Feng, K. Wabner, S.R. Conston, D.H. Sierra, D. V. Folden, M.E. Smith, J.D. 

Cameron, Cannulation of the suprachoroidal space: a novel drug delivery methodology to the 

posterior segment, American Journal of Ophthalmology. 142 (2006). 

https://doi.org/10.1016/J.AJO.2006.05.045. 

[79] M. Chen, X. Li, J. Liu, Y. Han, L. Cheng, Safety and pharmacodynamics of suprachoroidal 

injection of triamcinolone acetonide as a controlled ocular drug release model, Journal of 

Controlled Release : Official Journal of the Controlled Release Society. 203 (2015) 109–117. 

https://doi.org/10.1016/J.JCONREL.2015.02.021. 

[80] P. Tyagi, M. Barros, J.W. Stansbury, U.B. Kompella, Light-activated, in situ forming gel for 

sustained suprachoroidal delivery of bevacizumab, Molecular Pharmaceutics. 10 (2013) 2858–

2867. https://doi.org/10.1021/MP300716T. 

[81] T. Waghule, G. Singhvi, S.K. Dubey, M.M. Pandey, G. Gupta, M. Singh, K. Dua, Microneedles: 

A smart approach and increasing potential for transdermal drug delivery system, Biomedicine & 

Pharmacotherapy = Biomedecine & Pharmacotherapie. 109 (2019) 1249–1258. 

https://doi.org/10.1016/J.BIOPHA.2018.10.078. 



 

Hashida N et al 

  34  

[82] P. V. Algvere, P. Gouras, E.D. Kopp, Long-term outcome of RPE allografts in non-

immunosuppressed patients with AMD, European Journal of Ophthalmology. 9 (1999) 217–230. 

https://doi.org/10.1177/112067219900900310. 

[83] S. Binder, I. Krebs, R.D. Hilgers, A. Abri, U. Stolba, A. Assadoulina, L. Kellner, B. V. Stanzel, 

C. Jahn, H. Feichtinger, Outcome of transplantation of autologous retinal pigment epithelium in 

age-related macular degeneration: a prospective trial, Investigative Ophthalmology & Visual 

Science. 45 (2004) 4151–4160. https://doi.org/10.1167/IOVS.04-0118. 

[84] E.J.T. Van Zeeburg, K.J.M. Maaijwee, T.O.A.R. Missotten, H. Heimann, J.C. Van Meurs, A free 

retinal pigment epithelium-choroid graft in patients with exudative age-related macular 

degeneration: results up to 7 years, American Journal of Ophthalmology. 153 (2012). 

https://doi.org/10.1016/J.AJO.2011.06.007. 

[85] S.D. Schwartz, J.P. Hubschman, G. Heilwell, V. Franco-Cardenas, C.K. Pan, R.M. Ostrick, E. 

Mickunas, R. Gay, I. Klimanskaya, R. Lanza, Embryonic stem cell trials for macular 

degeneration: a preliminary report, Lancet (London, England). 379 (2012) 713–720. 

https://doi.org/10.1016/S0140-6736(12)60028-2. 

[86] L. Da Cruz, K. Fynes, O. Georgiadis, J. Kerby, Y.H. Luo, A. Ahmado, A. Vernon, J.T. Daniels, 

B. Nommiste, S.M. Hasan, S.B. Gooljar, A.J.F. Carr, A. Vugler, C.M. Ramsden, M. Bictash, M. 

Fenster, J. Steer, T. Harbinson, A. Wilbrey, A. Tufail, G. Feng, M. Whitlock, A.G. Robson, G.E. 

Holder, M.S. Sagoo, P.T. Loudon, P. Whiting, P.J. Coffey, Phase 1 clinical study of an 

embryonic stem cell-derived retinal pigment epithelium patch in age-related macular 

degeneration, Nature Biotechnology. 36 (2018) 328–337. https://doi.org/10.1038/nbt.4114. 

[87] M. Mandai, A. Watanabe, Y. Kurimoto, Y. Hirami, C. Morinaga, T. Daimon, M. Fujihara, H. 

Akimaru, N. Sakai, Y. Shibata, M. Terada, Y. Nomiya, S. Tanishima, M. Nakamura, H. Kamao, 

S. Sugita, A. Onishi, T. Ito, K. Fujita, S. Kawamata, M.J. Go, C. Shinohara, K. Hata, M. Sawada, 

M. Yamamoto, S. Ohta, Y. Ohara, K. Yoshida, J. Kuwahara, Y. Kitano, N. Amano, M. 

Umekage, F. Kitaoka, A. Tanaka, C. Okada, N. Takasu, S. Ogawa, S. Yamanaka, M. Takahashi, 

Autologous Induced Stem-Cell–Derived Retinal Cells for Macular Degeneration, New England 

Journal of Medicine. 376 (2017) 1038–1046. 

https://doi.org/10.1056/NEJMOA1608368/SUPPL_FILE/NEJMOA1608368_DISCLOSURES.P

DF. 

[88] S. Sugita, M. Mandai, Y. Hirami, S. Takagi, T. Maeda, M. Fujihara, M. Matsuzaki, M. 

Yamamoto, K. Iseki, N. Hayashi, A. Hono, S. Fujino, N. Koide, N. Sakai, Y. Shibata, M. Terada, 

M. Nishida, H. Dohi, M. Nomura, N. Amano, H. Sakaguchi, C. Hara, K. Maruyama, T. Daimon, 



 

Hashida N et al 

  35  

M. Igeta, T. Oda, U. Shirono, M. Tozaki, K. Totani, S. Sugiyama, K. Nishida, Y. Kurimoto, M. 

Takahashi, HLA-Matched Allogeneic iPS Cells-Derived RPE Transplantation for Macular 

Degeneration, Journal of Clinical Medicine 2020, Vol. 9, Page 2217. 9 (2020) 2217. 

https://doi.org/10.3390/JCM9072217. 

[89] J. Pang, S.E. Boye, B. Lei, S.L. Boye, D. Everhart, R. Ryals, Y. Umino, B. Rohrer, J. Alexander, 

J. Li, X. Dai, Q. Li, B. Chang, R. Barlow, W.W. Hauswirth, Self-complementary AAV-mediated 

gene therapy restores cone function and prevents cone degeneration in two models of Rpe65 

deficiency, Gene Therapy. 17 (2010) 815–826. https://doi.org/10.1038/GT.2010.29. 

[90] F.M. Mowat, K.R. Gornik, A. Dinculescu, S.L. Boye, W.W. Hauswirth, S.M. Petersen-Jones, 

J.T. Bartoe, Tyrosine capsid-mutant AAV vectors for gene delivery to the canine retina from a 

subretinal or intravitreal approach, Gene Therapy. 21 (2014) 96–105. 

https://doi.org/10.1038/GT.2013.64. 

[91] H. Khabou, M. Desrosiers, C. Winckler, S. Fouquet, G. Auregan, A.P. Bemelmans, J.A. Sahel, 

D. Dalkara, Insight into the mechanisms of enhanced retinal transduction by the engineered 

AAV2 capsid variant -7m8, Biotechnology and Bioengineering. 113 (2016) 2712–2724. 

https://doi.org/10.1002/BIT.26031. 

[92] M.E. McClements, H. Steward, W. Atkin, E.A. Goode, C. Gándara, V. Chichagova, R.E. 

Maclaren, Tropism of AAV Vectors in Photoreceptor-Like Cells of Human iPSC-Derived 

Retinal Organoids, Translational Vision Science & Technology. 11 (2022). 

https://doi.org/10.1167/TVST.11.4.3. 

[93] A.M. Timmers, J.A. Newmark, H.T. Turunen, T. Farivar, J. Liu, C. Song, G.J. Ye, S. Pennock, 

C. Gaskin, D.R. Knop, M.S. Shearman, Ocular Inflammatory Response to Intravitreal Injection 

of Adeno-Associated Virus Vector: Relative Contribution of Genome and Capsid, Human Gene 

Therapy. 31 (2020) 80–89. https://doi.org/10.1089/HUM.2019.144. 

[94] J. Bennett, J. Wellman, K.A. Marshall, S. McCague, M. Ashtari, J. DiStefano-Pappas, O.U. Elci, 

D.C. Chung, J. Sun, J.F. Wright, D.R. Cross, P. Aravand, L.L. Cyckowski, J.L. Bennicelli, F. 

Mingozzi, A. Auricchio, E.A. Pierce, J. Ruggiero, B.P. Leroy, F. Simonelli, K.A. High, A.M. 

Maguire, Safety and durability of effect of contralateral-eye administration of AAV2 gene 

therapy in patients with childhood-onset blindness caused by RPE65 mutations: a follow-on 

phase 1 trial, Lancet. 388 (2016) 661–672. https://doi.org/10.1016/S0140-6736(16)30371-3. 

[95] J. Bennett, J. Wilson, D. Sun, B. Forbes, A. Maguire, Adenovirus vector-mediated in vivo gene 

transfer into adult murine retina., Investigative Ophthalmology & Visual Science. 35 (1994) 

2535–2542. 



 

Hashida N et al 

  36  

[96] J. Bennett, T. Tanabe, D. Sun, Y. Zeng, H. Kjeldbye, P. Gouras, A.M. Maguire, Photoreceptor 

cell rescue in retinal degeneration (rd) mice by in vivo gene therapy, Nature Medicine. 2 (1996) 

649–654. https://doi.org/10.1038/NM0696-649. 

[97] A.S. Lewin, K.A. Drenser, W.W. Hauswirth, S. Nishikawa, D. Yasumura, J.G. Flannery, M.M. 

Lavail, Ribozyme rescue of photoreceptor cells in a transgenic rat model of autosomal dominant 

retinitis pigmentosa, Nature Medicine. 4 (1998) 967–971. https://doi.org/10.1038/NM0898-967. 

[98] R.R. Ali, G.M. Sarra, C. Stephens, M. De Alwis, J.W.B. Bainbridge, P.M. Munro, S. Fauser, 

M.B. Reichell, C. Kinnon, D.M. Hunt, S.S. Bhattacharya, A.J. Thrasher, Restoration of 

photoreceptor ultrastructure and function in retinal degeneration slow mice by gene therapy, 

Nature Genetics. 25 (2000) 306–310. https://doi.org/10.1038/77068. 

[99] P. Chévez-Barrios, M. Chintagumpala, W. Mieler, E. Paysse, M. Boniuk, C. Kozinetz, M.Y. 

Hurwitz, R.L. Hurwitz, Response of retinoblastoma with vitreous tumor seeding to adenovirus-

mediated delivery of thymidine kinase followed by ganciclovir, Journal of Clinical Oncology : 

Official Journal of the American Society of Clinical Oncology. 23 (2005) 7927–7935. 

https://doi.org/10.1200/JCO.2004.00.1883. 

[100] J.W.B. Bainbridge, F.R.C. Ophth, A.J. Smith, S.S. Barker, S. Robbie, M.R.C. Ophth, R. 

Henderson, K. Balaggan, A. Viswanathan, G.E. Holder, A. Stockman, N. Tyler, S. Petersen-

Jones, S.S. Bhattacharya, A.J. Thrasher, F.W. Fitzke, B.J. Carter, G.S. Rubin, A.T. Moore, R.R. 

Ali, S.S. Barker, S.S. Bhattacharya, Effect of gene therapy on visual function in Leber’s 

congenital amaurosis, The New England Journal of Medicine. 358 (2008) 2231–2239. 

https://doi.org/10.1056/NEJMOA0802268. 

[101] A.M. Maguire, F. Simonelli, E.A. Pierce, E.N. Pugh, F. Mingozzi, J. Bennicelli, S. Banfi, K.A. 

Marshall, F. Testa, E.M. Surace, S. Rossi, A. Lyubarsky, V.R. Arruda, B. Konkle, E. Stone, J. 

Sun, J. Jacobs, L. Dell’Osso, R. Hertle, J. Ma, T.M. Redmond, X. Zhu, B. Hauck, O. Zelenaia, 

K.S. Shindler, M.G. Maguire, J.F. Wright, N.J. Volpe, J.W. McDonnell, A. Auricchio, K.A. 

High, J. Bennett, Safety and efficacy of gene transfer for Leber’s congenital amaurosis, The New 

England Journal of Medicine. 358 (2008) 2240–2248. 

https://doi.org/10.1056/NEJMOA0802315. 

[102] W.W. Hauswirth, T.S. Aleman, S. Kaushal, A. V. Cideciyan, S.B. Schwartz, L. Wang, T.J. 

Conlon, S.L. Boye, T.R. Flotte, B.J. Byrne, S.G. Jacobson, Treatment of leber congenital 

amaurosis due to RPE65 mutations by ocular subretinal injection of adeno-associated virus gene 

vector: short-term results of a phase I trial, Human Gene Therapy. 19 (2008) 979–990. 

https://doi.org/10.1089/HUM.2008.107. 



 

Hashida N et al 

  37  

[103] R.E. MacLaren, M. Groppe, A.R. Barnard, C.L. Cottriall, T. Tolmachova, L. Seymour, K. Reed 

Clark, M.J. During, F.P.M. Cremers, G.C.M. Black, A.J. Lotery, S.M. Downes, A.R. Webster, 

M.C. Seabra, Retinal gene therapy in patients with choroideremia: initial findings from a phase 

1/2 clinical trial, Lancet. 383 (2014) 1129–1137. https://doi.org/10.1016/S0140-6736(13)62117-

0. 

[104] J.U. Rasmussen, H., Chu, K. W., Campochiaro, P., Gehlbach, P. L., Haller, J. A., Handa, J. T., 

Nguyen, Q. D., & Sung, Clinical protocol. An open-label, phase I, single administration, dose-

escalation study of ADGVPEDF.11D (ADPEDF) in neovascular age-related macular 

degeneration (AMD), Hum Gene Ther. 12 (2001) 2029–2032. 

https://cir.nii.ac.jp/crid/1571417125334516224.bib?lang=ja (accessed August 23, 2022). 

[105] P.A. Campochiaro, Q.D. Nguyen, S.M. Shah, M.L. Klein, E. Holz, R.N. Frank, D.A. Saperstein, 

A. Gupta, J.T. Stout, J. Macko, R. DiBartolomeo, L.L. Wei, Adenoviral vector-delivered 

pigment epithelium-derived factor for neovascular age-related macular degeneration: results of a 

phase I clinical trial, Human Gene Therapy. 17 (2006) 167–176. 

https://doi.org/10.1089/HUM.2006.17.167. 

[106] M. Miyazaki, Y. Ikeda, Y. Yonemitsu, Y. Goto, T. Sakamoto, T. Tabata, Y. Ueda, M. Hasegawa, 

S. Tobimatsu, T. Ishibashi, K. Sueishi, Simian lentiviral vector-mediated retinal gene transfer of 

pigment epithelium-derived factor protects retinal degeneration and electrical defect in Royal 

College of Surgeons rats, Gene Therapy. 10 (2003) 1503–1511. 

https://doi.org/10.1038/SJ.GT.3302028. 

[107] D.M. Lipinski, A.R. Barnard, M.S. Singh, C. Martin, E.J. Lee, W.I.L. Davies, R.E. MacLaren, 

CNTF Gene Therapy Confers Lifelong Neuroprotection in a Mouse Model of Human Retinitis 

Pigmentosa, Molecular Therapy : The Journal of the American Society of Gene Therapy. 23 

(2015) 1308–1319. https://doi.org/10.1038/MT.2015.68. 

[108] G. Nagel, T. Szellas, W. Huhn, S. Kateriya, N. Adeishvili, P. Berthold, D. Ollig, P. Hegemann, 

E. Bamberg, Channelrhodopsin-2, a directly light-gated cation-selective membrane channel, 

Proceedings of the National Academy of Sciences of the United States of America. 100 (2003) 

13940–13945. https://doi.org/10.1073/PNAS.1936192100. 

[109] E.S. Boyden, F. Zhang, E. Bamberg, G. Nagel, K. Deisseroth, Millisecond-timescale, genetically 

targeted optical control of neural activity, Nature Neuroscience. 8 (2005) 1263–1268. 

https://doi.org/10.1038/NN1525. 

[110] K. Deisseroth, G. Feng, A.K. Majewska, G. Miesenböck, A. Ting, M.J. Schnitzer, Next-

generation optical technologies for illuminating genetically targeted brain circuits, The Journal of 



 

Hashida N et al 

  38  

Neuroscience : The Official Journal of the Society for Neuroscience. 26 (2006) 10380–10386. 

https://doi.org/10.1523/JNEUROSCI.3863-06.2006. 

[111] H. Tomita, E. Sugano, H. Isago, T. Hiroi, Z. Wang, E. Ohta, M. Tamai, Channelrhodopsin-2 

gene transduced into retinal ganglion cells restores functional vision in genetically blind rats, 

Experimental Eye Research. 90 (2010) 429–436. https://doi.org/10.1016/J.EXER.2009.12.006. 

[112] H. Watanabe, H. Sano, S. Chiken, K. Kobayashi, Y. Fukata, M. Fukata, H. Mushiake, A. Nambu, 

Forelimb movements evoked by optogenetic stimulation of the macaque motor cortex, Nature 

Communications. 11 (2020). https://doi.org/10.1038/S41467-020-16883-5. 

[113] J.A. Sahel, E. Boulanger-Scemama, C. Pagot, A. Arleo, F. Galluppi, J.N. Martel, S.D. Esposti, 

A. Delaux, J.B. de Saint Aubert, C. de Montleau, E. Gutman, I. Audo, J. Duebel, S. Picaud, D. 

Dalkara, L. Blouin, M. Taiel, B. Roska, Partial recovery of visual function in a blind patient after 

optogenetic therapy, Nature Medicine. 27 (2021) 1223–1229. https://doi.org/10.1038/S41591-

021-01351-4. 

[114]   M.F. Attia, N. Anton, J. Wallyn, Z. Omran, T.F. Vandamme, An overview of active and 

passive targeting strategies to improve the nanocarriers efficiency to tumour sites, The Journal of 

Pharmacy and Pharmacology. 71 (2019) 1185–1198. https://doi.org/10.1111/JPHP.13098. 

[115] T. Harigai, M. Kondo, M. Isozaki, H. Kasukawa, H. Hagiwara, H. Uchiyama, J. Kimura, 

Preferential binding of polyethylene glycol-coated liposomes containing a novel cationic lipid, 

TRX-20, to human subendthelial cells via chondroitin sulfate, Pharmaceutical Research. 18 

(2001) 1284–1290. https://doi.org/10.1023/A:1013033826974. 

[116] C.M. Lee, T. Tanaka, T. Murai, M. Kondo, J. Kimura, W. Su, T. Kitagawa, T. Ito, H. Matsuda, 

M. Miyasaka, Novel Chondroitin Sulfate-binding Cationic Liposomes Loaded with Cisplatin 

Efficiently Suppress the Local Growth and Liver Metastasis of Tumor Cells in Vivo1, Cancer 

Research. 62 (2002) 4282–4288. 

[117] S.P. Vyas, A. Singh, V. Sihorkar, Ligand-Receptor-Mediated Drug Delivery: An Emerging 

Paradigm in Cellular Drug Targeting, Critical Reviews&trade; in Therapeutic Drug Carrier 

Systems. 18 (2001) 1–76. 

https://doi.org/10.1615/CRITREVTHERDRUGCARRIERSYST.V18.I1.10. 

[118] A.D. Bangham, R.W. Horne, Negative staining of phospholipids and their structural modification 

by surface-active agents as observed in the electron microscope, Journal of Molecular Biology. 8 

(1964) 660-IN10. https://doi.org/10.1016/S0022-2836(64)80115-7. 



 

Hashida N et al 

  39  

[119] R. Zeisig, R. Stahn, K. Wenzel, D. Behrens, I. Fichtner, Effect of sialyl Lewis X-glycoliposomes 

on the inhibition of E-selectin-mediated tumour cell adhesion in vitro, Biochimica et Biophysica 

Acta - Biomembranes. 1660 (2004) 31–40. https://doi.org/10.1016/j.bbamem.2003.10.014. 

[120] K. Yokoyama, M. Watanabe, Limethason as a lipid microsphere preparation: An overview, 

Advanced Drug Delivery Reviews. 20 (1996) 195–201. https://doi.org/10.1016/0169-

409X(95)00122-N. 

[121] Y. Mizushima, T. Hamano, K. Yokoyama, Tissue distribution and anti-inflammatory activity of 

corticosteroids incorporated in lipid emulsion, Annals of the Rheumatic Diseases. 41 (1982) 

263–267. https://doi.org/10.1136/ARD.41.3.263. 

[122]   Y. Matsumura, H. Maeda, A new concept for macromolecular therapeutics in cancer 

chemotherapy: mechanism of tumoritropic accumulation of proteins and the antitumor agent 

smancs - PubMed, Cancer Research. 46 (1986) 6387–6392. 

https://pubmed.ncbi.nlm.nih.gov/2946403/ (accessed November 9, 2022). 

[123]   Y. Matsumura, The drug discovery by nanomedicine and its clinical experience, Japanese 

Journal of Clinical Oncology. 44 (2014) 515–525. https://doi.org/10.1093/JJCO/HYU046. 

[124]   N. Nishiyama, Y. Matsumura, K. Kataoka, Development of polymeric micelles for targeting 

intractable cancers, Cancer Science. 107 (2016) 867–874. https://doi.org/10.1111/CAS.12960. 

[125]   Y. Dong, D.J. Siegwart, D.G. Anderson, Strategies, design, and chemistry in siRNA delivery 

systems, Advanced Drug Delivery Reviews. 144 (2019) 133–147. 

https://doi.org/10.1016/J.ADDR.2019.05.004. 

[126]   C. Hald Albertsen, J.A. Kulkarni, D. Witzigmann, M. Lind, K. Petersson, J.B. Simonsen, The 

role of lipid components in lipid nanoparticles for vaccines and gene therapy, Advanced Drug 

Delivery Reviews. 188 (2022). https://doi.org/10.1016/J.ADDR.2022.114416. 

[127] S. Patel, R.C. Ryals, K.K. Weller, M.E. Pennesi, G. Sahay, Lipid nanoparticles for delivery of 

messenger RNA to the back of the eye, Journal of Controlled Release : Official Journal of the 

Controlled Release Society. 303 (2019) 91–100. 

https://doi.org/10.1016/J.JCONREL.2019.04.015. 

[128] B.J.C. Quah, H.C. O’Neill, The immunogenicity of dendritic cell-derived exosomes, Blood 

Cells, Molecules, and Diseases. 35 (2005) 94–110. 

https://doi.org/10.1016/J.BCMD.2005.05.002. 



 

Hashida N et al 

  40  

[129] L. Alvarez-Erviti, Y. Seow, H. Yin, C. Betts, S. Lakhal, M.J.A. Wood, Delivery of siRNA to the 

mouse brain by systemic injection of targeted exosomes, Nature Biotechnology. 29 (2011) 341–

345. https://doi.org/10.1038/NBT.1807. 

[130] M.S. Kim, M.J. Haney, Y. Zhao, D. Yuan, I. Deygen, N.L. Klyachko, A. V. Kabanov, E. V. 

Batrakova, Engineering macrophage-derived exosomes for targeted paclitaxel delivery to 

pulmonary metastases: in vitro and in vivo evaluations, Nanomedicine : Nanotechnology, 

Biology, and Medicine. 14 (2018) 195–204. https://doi.org/10.1016/J.NANO.2017.09.011. 

[131] D. Pollalis, D. Kim, G.K.G. Nair, C. Kang, A. V. Nanda, S.Y. Lee, Intraocular RGD-Engineered 

Exosomes and Active Targeting of Choroidal Neovascularization (CNV), Cells. 11 (2022). 

https://doi.org/10.3390/CELLS11162573. 

[132] S. Kessner, A. Krause, U. Rothe, G. Bendas, Investigation of the cellular uptake of E-Selectin-

targeted immunoliposomes by activated human endothelial cells, Biochimica et Biophysica Acta 

- Biomembranes. 1514 (2001) 177–190. https://doi.org/10.1016/S0005-2736(01)00368-6. 

[133]   T. Lajunen, L.S. Kontturi, L. Viitala, M. Manna, O. Cramariuc, T. Róg, A. Bunker, T. 

Laaksonen, T. Viitala, L. Murtomäki, A. Urtti, Indocyanine Green-Loaded Liposomes for Light-

Triggered Drug Release, Molecular Pharmaceutics. 13 (2016) 2095–2107. 

https://doi.org/10.1021/ACS.MOLPHARMACEUT.6B00207.  

[134]   T. Lajunen, R. Nurmi, L. Kontturi, L. Viitala, M. Yliperttula, L. Murtomäki, A. Urtti, Light 

activated liposomes: Functionality and prospects in ocular drug delivery, Journal of Controlled 

Release : Official Journal of the Controlled Release Society. 244 (2016) 157–166. 

https://doi.org/10.1016/J.JCONREL.2016.08.024. 

[135] N. Hashida, N. Ohguro, N. Yamazaki, Y. Arakawa, E. Oiki, H. Mashimo, N. Kurokawa, Y. 

Tano, High-efficacy site-directed drug delivery system using sialyl-Lewis X conjugated 

liposome, Experimental Eye Research. 86 (2008) 138–149. 

https://doi.org/10.1016/J.EXER.2007.10.004. 

[136]  L. Ducry, B. Stump, Antibody-drug conjugates: linking cytotoxic payloads to monoclonal 

antibodies, Bioconjugate Chemistry. 21 (2010) 5–13. https://doi.org/10.1021/BC9002019. 

[137]  R.V.J. Chari, M.L. Miller, W.C. Widdison, Antibody-drug conjugates: an emerging concept in 

cancer therapy, Angewandte Chemie (International Ed. in English). 53 (2014) 3796–3827. 

https://doi.org/10.1002/ANIE.201307628. 

[138]  A. Beck, L. Goetsch, C. Dumontet, N. Corvaïa, Strategies and challenges for the next generation 

of antibody-drug conjugates, Nature Reviews Drug Discovery. 16 (2017) 315–337. 

https://doi.org/10.1038/nrd.2016.268. 



 

Hashida N et al 

  41  

[139]  M. Yasunaga, S. Manabe, A. Tsuji, M. Furuta, K. Ogata, Y. Koga, T. Saga, Y. Matsumura, 

Development of Antibody-Drug Conjugates Using DDS and Molecular Imaging, Bioengineering 

(Basel, Switzerland). 4 (2017) 78. https://doi.org/10.3390/BIOENGINEERING4030078. 

[140] S.R. Flaxman, R.R.A. Bourne, S. Resnikoff, P. Ackland, T. Braithwaite, M. V. Cicinelli, A. Das, 

J.B. Jonas, J. Keeffe, J. Kempen, J. Leasher, H. Limburg, K. Naidoo, K. Pesudovs, A. Silvester, 

G.A. Stevens, N. Tahhan, T. Wong, H. Taylor, A. Arditi, Y. Barkana, B. Bozkurt, A. Bron, D. 

Budenz, F. Cai, R. Casson, U. Chakravarthy, J. Choi, N. Congdon, R. Dana, R. Dandona, L. 

Dandona, I. Dekaris, M. Del Monte, J. Deva, L. Dreer, L. Ellwein, M. Frazier, K. Frick, D. 

Friedman, J. Furtado, H. Gao, G. Gazzard, R. George, S. Gichuhi, V. Gonzalez, B. Hammond, 

M.E. Hartnett, M. He, J. Hejtmancik, F. Hirai, J. Huang, A. Ingram, J. Javitt, C. Joslin, M. 

Khairallah, R. Khanna, J. Kim, G. Lambrou, V.C. Lansingh, P. Lanzetta, J. Lim, K. Mansouri, A. 

Mathew, A. Morse, B. Munoz, D. Musch, V. Nangia, M. Palaiou, M.B. Parodi, F.Y. Pena, T. 

Peto, H. Quigley, M. Raju, P. Ramulu, D. Reza, A. Robin, L. Rossetti, J. Saaddine, M. Sandar, J. 

Serle, T. Shen, R. Shetty, P. Sieving, J.C. Silva, R.S. Sitorus, D. Stambolian, J. Tejedor, J. 

Tielsch, M. Tsilimbaris, J. van Meurs, R. Varma, G. Virgili, Y.X. Wang, N.L. Wang, S. West, P. 

Wiedemann, R. Wormald, Y. Zheng, Global causes of blindness and distance vision impairment 

1990-2020: a systematic review and meta-analysis, The Lancet Global Health. 5 (2017) e1221–

e1234. https://doi.org/10.1016/S2214-109X(17)30393-5. 

[141] C.C. Wykoff, W.L. Clark, J.S. Nielsen, J. V. Brill, L.S. Greene, C.L. Heggen, Optimizing Anti-

VEGF Treatment Outcomes for Patients with Neovascular Age-Related Macular Degeneration, 

Journal of Managed Care & Specialty Pharmacy. 24 (2018) S3–S15. 

https://doi.org/10.18553/JMCP.2018.24.2-A.S3. 

[142] C.J. Flaxel, R.A. Adelman, S.T. Bailey, A. Fawzi, J.I. Lim, G.A. Vemulakonda, G. shuang Ying, 

Age-Related Macular Degeneration Preferred Practice Pattern®, Ophthalmology. 127 (2020) 

P1–P65. https://doi.org/10.1016/J.OPHTHA.2019.09.024. 

[143]  K. Little, J.H. Ma, N. Yang, M. Chen, H. Xu, Myofibroblasts in macular fibrosis secondary to 

neovascular age-related macular degeneration - the potential sources and molecular cues for their 

recruitment and activation, EBioMedicine. 38 (2018) 283–291. 

https://doi.org/10.1016/J.EBIOM.2018.11.029.  

[144]  K.L. Pennington, M.M. DeAngelis, Epidemiology of age-related macular degeneration (AMD): 

associations with cardiovascular disease phenotypes and lipid factors, Eye and Vision. 3 (2016) 

34. https://doi.org/10.1186/s40662-016-0063-5. 



 

Hashida N et al 

  42  

[145]  E. Connolly, M. Rhatigan, A.M. O’Halloran, K.A. Muldrew, U. Chakravarthy, M. Cahill, R.A. 

Kenny, S.L. Doyle, Prevalence of age-related macular degeneration associated genetic risk 

factors and 4-year progression data in the Irish population, The British Journal of 

Ophthalmology. 102 (2018) 1691–1695. https://doi.org/10.1136/BJOPHTHALMOL-2017-

311673.  

[146] W.L. Wong, X. Su, X. Li, C.M.G. Cheung, R. Klein, C.Y. Cheng, T.Y. Wong, Global prevalence 

of age-related macular degeneration and disease burden projection for 2020 and 2040: a 

systematic review and meta-analysis, The Lancet. Global Health. 2 (2014). 

https://doi.org/10.1016/S2214-109X(13)70145-1. 

[147] D.F. Martin, M.G. Maguire, G. Ying, J.E. Grunwald, S.L. Fine, G.J. Jaffe, Ranibizumab and 

bevacizumab for neovascular age-related macular degeneration., The New England Journal of 

Medicine. 364 (2011) 1897–1908. https://doi.org/10.1056/NEJMoa1102673. 

[148]  P.U. Dugel, G.J. Jaffe, P. Sallstig, J. Warburton, A. Weichselberger, M. Wieland, L. Singerman, 

Brolucizumab Versus Aflibercept in Participants with Neovascular Age-Related Macular 

Degeneration: A Randomized Trial. Ophthalmology, 124(2017) 1296-1304. https://doi: 

10.1016/j.ophtha.2017.03.057.  

[149] S.A. Vinores, Pegaptanib in the treatment of wet, age-related macular degeneration, International 

Journal of Nanomedicine. 1 (2006) 263. /pmc/articles/PMC2426796/ (accessed August 24, 

2022). 

[150] U. Schmidt-Erfurth, P.K. Kaiser, J.F. Korobelnik, D.M. Brown, V. Chong, Q.D. Nguyen, A.C. 

Ho, Y. Ogura, C. Simader, G.J. Jaffe, J.S. Slakter, G.D. Yancopoulos, N. Stahl, R. Vitti, A.J. 

Berliner, Y. Soo, M. Anderesi, O. Sowade, O. Zeitz, C. Norenberg, R. Sandbrink, J.S. Heier, 

Intravitreal aflibercept injection for neovascular age-related macular degeneration: ninety-six-

week results of the VIEW studies, Ophthalmology. 121 (2014) 193–201. 

https://doi.org/10.1016/J.OPHTHA.2013.08.011. 

[151] S.B. Bloch, M. Larsen, I.C. Munch, Incidence of Legal Blindness From Age-Related Macular 

Degeneration in Denmark: Year 2000 to 2010, American Journal of Ophthalmology. 153 (2012) 

209-213.e2. https://doi.org/10.1016/J.AJO.2011.10.016. 

[152] C.C. Wykoff, S.M. Hariprasad, B. Zhou, Innovation in Neovascular Age-Related Macular 

Degeneration: Consideration of Brolucizumab, Abicipar, and the Port Delivery System, 

Ophthalmic Surgery, Lasers & Imaging Retina. 49 (2018) 913–917. 

https://doi.org/10.3928/23258160-20181203-01. 



 

Hashida N et al 

  43  

[153] Q.D. Nguyen, A. Das, D. V. Do, P.U. Dugel, A. Gomes, F.G. Holz, A. Koh, C.K. Pan, Y.J. 

Sepah, N. Patel, H. MacLeod, P. Maurer, Brolucizumab: Evolution through Preclinical and 

Clinical Studies and the Implications for the Management of Neovascular Age-Related Macular 

Degeneration, Ophthalmology. 127 (2020) 963–976. 

https://doi.org/10.1016/J.OPHTHA.2019.12.031. 

[154] P.U. Dugel, R.P. Singh, A. Koh, Y. Ogura, G. Weissgerber, K. Gedif, G.J. Jaffe, R. Tadayoni, U. 

Schmidt-Erfurth, F.G. Holz, HAWK and HARRIER: Ninety-Six-Week Outcomes from the 

Phase 3 Trials of Brolucizumab for Neovascular Age-Related Macular Degeneration, 

Ophthalmology. 128 (2021) 89–99. https://doi.org/10.1016/J.OPHTHA.2020.06.028. 

[155] J. Monés, S.K. Srivastava, G.J. Jaffe, R. Tadayoni, T.A. Albini, P.K. Kaiser, F.G. Holz, J.F. 

Korobelnik, I.K. Kim, C. Pruente, T.G. Murray, J.S. Heier, Risk of Inflammation, Retinal 

Vasculitis, and Retinal Occlusion-Related Events with Brolucizumab: Post Hoc Review of 

HAWK and HARRIER, Ophthalmology. 128 (2021) 1050–1059. 

https://doi.org/10.1016/J.OPHTHA.2020.11.011. 

[156] C.R. Baumal, R.F. Spaide, L. Vajzovic, K.B. Freund, S.D. Walter, V. John, R. Rich, N. 

Chaudhry, R.R. Lakhanpal, P.R. Oellers, T.K. Leveque, B.K. Rutledge, M. Chittum, T. Bacci, 

A.B. Enriquez, N.J. Sund, E.N.P. Subong, T.A. Albini, Retinal Vasculitis and Intraocular 

Inflammation after Intravitreal Injection of Brolucizumab, Ophthalmology. 127 (2020) 1345–

1359. https://doi.org/10.1016/J.OPHTHA.2020.04.017. 

[157] S.J. Haug, D.L. Hien, G. Uludag, T.T.T. Ngoc, S. Lajevardi, M.S. Halim, Y.J. Sepah, D. V. Do, 

A.M. Khanani, Retinal arterial occlusive vasculitis following intravitreal brolucizumab 

administration, American Journal of Ophthalmology Case Reports. 18 (2020). 

https://doi.org/10.1016/J.AJOC.2020.100680. 

[158] A.J. Witkin, P. Hahn, T.G. Murray, J.F. Arevalo, K.J. Blinder, N. Choudhry, G.G. Emerson, 

R.A. Goldberg, S.J. Kim, J. Pearlman, E.W. Schneider, H. Tabandeh, R.W. Wong, Occlusive 

Retinal Vasculitis Following Intravitreal Brolucizumab, Journal of Vitreoretinal Diseases. 4 

(2020) 269–279. https://doi.org/10.1177/2474126420930863. 

[159] T. Tamashiro, K. Tanaka, K. Itagaki, M. Nakayama, I. Maruko, S. Wakugawa, N. Terao, H. 

Onoe, Y. Wakatsuki, M. Ogasawara, Y. Sugano, A. Yamamoto, K. Kataoka, T. Izumi, M. 

Kawai, R. Mori, T. Sekiryu, A.A. Okada, T. Iida, H. Koizumi, Subfoveal choroidal thickness 

after brolucizumab therapy for neovascular age-related macular degeneration: a short-term 

multicenter study, Graefe’s Archive for Clinical and Experimental Ophthalmology = Albrecht 



 

Hashida N et al 

  44  

von Graefes Archiv Fur Klinische Und Experimentelle Ophthalmologie. 260 (2022) 1857–1865. 

https://doi.org/10.1007/S00417-021-05517-1. 

[160] J.S. Heier, A.M. Khanani, C. Quezada Ruiz, K. Basu, P.J. Ferrone, C. Brittain, M.S. Figueroa, H. 

Lin, F.G. Holz, V. Patel, T.Y.Y. Lai, D. Silverman, C. Regillo, B. Swaminathan, F. Viola, 

C.M.G. Cheung, T.Y. Wong, A. Abbey, E. Abdulaeva, P. Abraham, A. Adan Civera, H. 

Agostini, A. Alezzandrini, V. Alfaro, A. Almony, L. Altay, P. Amini, A. Antoszyk, E. Aradi, L. 

Arias, J. Arnold, R. Asaria, S. Astakhov, Y. Astakhov, C.C. Awh, C. Balaratnasingam, S. 

Banerjee, C. Baumal, M. Becker, R. Belfort, G. Bratko, W.Z. Bridges, J. Brown, D.M. Brown, 

M. Budzinskaya, S. Buffet, S. Burgess, I. Byon, C. Cagini, J. Calzada, S. Cameron, P. 

Campochiaro, J. Carlson, A. Carneiro, C. Chan, E. Chang, A. Chang, D. Chao, N. Chaudhry, C. 

Chee, A. Cheek, S.J. Chen, S.N. Chen, G. Cheung, S. Chexal, M. Chittum, D. Chow, A. Cole, B. 

Connolly, P.L. Cornut, S. Couvillion, C. Danzig, V. Daskalov, A. Dessouki, F. Devin, M. Dollin, 

R. Dolz, L. Downey, R. Dreyer, P. Dugel, D. Eichenbaum, B. Eldem, R. Engstrom, J.J. Escobar, 

N. Eter, D.W. Faber, N. Falk, L. Feiner, A. Fernandez Vega, P. Ferrone, M. Figueroa, H. Fine, 

M. Fineman, G.M. Fox, C. Francais, P. Franco, S. Fraser-Bell, N. Fung, F. Furno Sola, R. Gale, 

A. Garcia-Layana, J. Gasperini, M. Gawecki, F. Ghanchi, M. Gill, M. Giunta, D. Glaser, M. 

Goldstein, F. Gomez Ulla, F. Gomi, V. Gonzalez, J. Graff, S. Gupta, R. Guthoff, R. Guymer, A. 

Haas, R. Hampton, K. Hatz, K. Hayashi, J. Heier, E. Herba, V. Hershberger, P. Higgins, N. 

Holekamp, S. Honda, J. Howard, A. Hu, S. Huddleston, T. Iida, H. Imaizumi, Y. Ito, Y. Ito, S. 

Itty, G. Javey, C. Javid, T. Kaga, J. Kaluzny, S.W. Kang, K. Kapoor, L. Karabas, T. Kawasaki, 

P. Kelty, A. Kerenyi, A. Khanani, R. Khoramnia, R. Khurana, K. Kimura, K. Klein-Mascia, N. 

Kobayashi, L. Kodjikian, H. Koizumi, G. Kokame, A. Kulikov, H. Kwong, R. Kwun, T. Lai, 

C.C. Lai, L. Lalonde, P. Lanzetta, M. Larsen, A. Lavina, W.K. Lee,  ji E. Lee, S. Lee, J. Levy, 

L. Lindsell, M. Liu, N. London, A. Lotery, D. Lozano Rechy, A. Luckie, D. Maberley, T. 

Maeno, S. Mahmood, F. Makkouk, D. Marcus, A. Margherio, H. Masse, H. Matsubara, R. 

Maturi, S. Mehta, G. Menon, J. Mentes, M. Michels, Y. Mitamura, P. Mitchell, Q. Mohamed, J. 

Mones, R. Montemayor Lobo, J. Montero, J. Moore, R. Mori, H. Morori-Katz, R. Mukherjee, T. 

Murata, M. Muzyka-Wozniak, M. Nardi, N. Narendran, M. Nicolo, J. Nielsen, T. Nishimura, K. 

Noda, A. Nowinska, H. Oh, M. Ohr, A. Okada, P. Oleksy, S. Ono, S. Ozdek, B. Ozturk, L. 

Pablo, K.H. Park, D.W. Parke, M.C. Parravano, P. Patel, A. Patel, S. Patel, S. Patel, D. 

Pauleikhoff, I. Pearce, J. Pearlman, I. Petkova, D. Pieramici, N. Pozdeyeva, J. Qureshi, D. 

Raczynska, J. Ramirez Estudillo, R. Rathod, H. Razavi, G. Reilly, F. Ricci, R. Rich, B. 

Romanowska-Dixon, I. Rosenblatt, J.M. Ruiz Moreno, S. Sacu, H. Saedon, U. Saeed, M. 



 

Hashida N et al 

  45  

Sagong, T. Sakamoto, S. Sandhu, L. Sararols, M. Saravia, R. Schadlu, P. Schlottmann, T. 

Sekiryu, A. Seres, F. Sermet, S. Shah, R. Shah, A. Shah, T. Sheidow, V. Sheth, C. Shiragami, B. 

Sikorski, R. Silva, L. Singerman, R. Sisk, T.L. Sørensen, E. Souied, D.J. Spinak, G. Staurenghi, 

R. Steinmetz, G. Stoller, R. Stoltz, E. Suan, I. Suner, Y. Suzanne, R. Tadayoni, K. Takahashi, K. 

Takayama, A. Taleb, J. Talks, H. Terasaki, J. Thompson, E. Toth-Molnar, K. Tran, R. Tuli, E. 

Uchiyama, A. Vajas, J. Van Lith-Verhoeven, B. Varsanyi, G. Virgili, G. Vogt, M. Völker, D. 

Warrow, P. Weber, J.A. Wells, S. Wickremasinghe, M. Wieland, G. Williams, T. Williams, D. 

Wong, K. Wong, J. Wong, I. Wong, R. Wong, B. Wowra, C.C. Wykoff, A. Yamashita, K. 

Yasuda, G. Yilmaz, G. Yiu, A. Yoneda, Y.H. Yoon, B. Yoreh, H.G. Yu, S.Y. Yu, T. Yurieva, A. 

Zambrano, B. Zatorska, C. Zeolite, Efficacy, durability, and safety of intravitreal faricimab up to 

every 16 weeks for neovascular age-related macular degeneration (TENAYA and LUCERNE): 

two randomised, double-masked, phase 3, non-inferiority trials, The Lancet. 399 (2022) 729–

740. https://doi.org/10.1016/S0140-6736(22)00010-1. 

[161] D. Watanabe, K. Suzuma, I. Suzuma, H. Ohashi, T. Ojima, M. Kurimoto, T. Murakami, T. 

Kimura, H. Takagi, Vitreous levels of angiopoietin 2 and vascular endothelial growth factor in 

patients with proliferative diabetic retinopathy, American Journal of Ophthalmology. 139 (2005) 

476–481. https://doi.org/10.1016/J.AJO.2004.10.004. 

[162] G.A. Rodrigues, M. Mason, L.A. Christie, C. Hansen, L.M. Hernandez, J. Burke, K.A. Luhrs, 

T.C. Hohman, Functional Characterization of Abicipar-Pegol, an Anti-VEGF DARPin 

Therapeutic That Potently Inhibits Angiogenesis and Vascular Permeability, Investigative 

Ophthalmology & Visual Science. 59 (2018) 5836–5846. https://doi.org/10.1167/IOVS.18-

25307. 

[163] R.M. Hussain, B.A. Shaukat, L.M. Ciulla, A.M. Berrocal, J. Sridhar, Vascular Endothelial 

Growth Factor Antagonists: Promising Players in the Treatment of Neovascular Age-Related 

Macular Degeneration, Drug Design, Development and Therapy. 15 (2021) 2653–2665. 

https://doi.org/10.2147/DDDT.S295223. 

[164] A. Sharma, N. Kumar, B.D. Kuppermann, F. Bandello, Abicipar pegol: the non-monoclonal 

antibody anti-VEGF, Eye (London, England). 34 (2020) 797–801. 

https://doi.org/10.1038/S41433-019-0607-8. 

[165] N.M. Holekamp, P.A. Campochiaro, M.A. Chang, D. Miller, D. Pieramici, A.P. Adamis, C. 

Brittain, E. Evans, D. Kaufman, K.F. Maass, S. Patel, S. Ranade, N. Singh, G. Barteselli, C. 

Regillo, Archway Randomized Phase 3 Trial of the Port Delivery System with Ranibizumab for 



 

Hashida N et al 

  46  

Neovascular Age-Related Macular Degeneration, Ophthalmology. 129 (2022) 295–307. 

https://doi.org/10.1016/J.OPHTHA.2021.09.016. 

[166] C.C. Awh, G. Barteselli, S. Makadia, R.T. Chang, J.M. Stewart, M.R. Wieland, R. Brassard, N.F. 

Callaway, S. Gune, P. Heatherton, V. Malhotra, J.R. Willis, D.J. Pieramici, Management of Key 

Ocular Adverse Events in Patients Implanted with the Port Delivery System with Ranibizumab, 

Ophthalmology. Retina. (2022). https://doi.org/10.1016/J.ORET.2022.05.011. 

[167] P.A. Campochiaro, D.M. Marcus, C.C. Awh, C. Regillo, A.P. Adamis, V. Bantseev, Y. Chiang, 

J.S. Ehrlich, S. Erickson, W.D. Hanley, J. Horvath, K.F. Maass, N. Singh, F. Tang, G. Barteselli, 

The Port Delivery System with Ranibizumab for Neovascular Age-Related Macular 

Degeneration: Results from the Randomized Phase 2 Ladder Clinical Trial, Ophthalmology. 126 

(2019) 1141–1154. https://doi.org/10.1016/J.OPHTHA.2019.03.036. 

[168] A.M. Khanani, D. Callanan, R. Dreyer, S. Chen, J.G. Howard, J.J. Hopkins, C.Y. Lin, M. 

Lorenz-Candlin, S. Makadia, S. Patel, T. Tam, S. Gune, End-of-Study Results for the Ladder 

Phase 2 Trial of the Port Delivery System with Ranibizumab for Neovascular Age-Related 

Macular Degeneration, Ophthalmology. Retina. 5 (2021) 775–787. 

https://doi.org/10.1016/J.ORET.2020.11.004. 

[169] A.M. Khanani, J.M. Graff, D.M. Marcus, C.C. Wykoff, C.D. Jhaveri, G. Barteselli, V.K. 

Malhotra, A.R. Menezes, N.F. Callaway, Refill-Exchange Procedure of the Port Delivery System 

With Ranibizumab: Overview and Clinical Trial Experience, Ophthalmic Surgery, Lasers & 

Imaging Retina. 53 (2022) 257–265. https://doi.org/10.3928/23258160-20220412-01. 

[170] O. Nanegrungsunk, A. Au, D. Sarraf, S.R. Sadda, New frontiers of retinal therapeutic 

intervention: a critical analysis of novel approaches, Annals of Medicine. 54 (2022) 1067–1080. 

https://doi.org/10.1080/07853890.2022.2066169. 

[171] S. Schmitz-Valckenberg, J.A. Sahel, R. Danis, M. Fleckenstein, G.J. Jaffe, S. Wolf, C. Pruente, 

F.G. Holz, Natural History of Geographic Atrophy Progression Secondary to Age-Related 

Macular Degeneration (Geographic Atrophy Progression Study), Ophthalmology. 123 (2016) 

361–368. https://doi.org/10.1016/J.OPHTHA.2015.09.036. 

[172] A. Georgiannakis, T. Burgoyne, K. Lueck, C. Futter, J. Greenwood, S.E. Moss, Retinal Pigment 

Epithelial Cells Mitigate the Effects of Complement Attack by Endocytosis of C5b-9, Journal of 

Immunology (Baltimore, Md. : 1950). 195 (2015) 3382–3389. 

https://doi.org/10.4049/JIMMUNOL.1500937. 

[173] L.G. Fritsche, W. Igl, J.N.C. Bailey, F. Grassmann, S. Sengupta, J.L. Bragg-Gresham, K.P. 

Burdon, S.J. Hebbring, C. Wen, M. Gorski, I.K. Kim, D. Cho, D. Zack, E. Souied, H.P.N. Scholl, 



 

Hashida N et al 

  47  

E. Bala, K. ELee, D.J. Hunter, R.J. Sardell, P. Mitchell, J.E. Merriam, V. Cipriani, J.D. Hoffman, 

T. Schick, Y.T.E. Lechanteur, R.H. Guymer, M.P. Johnson, Y. Jiang, C.M. Stanton, G.H.S. 

Buitendijk, X. Zhan, A.M. Kwong, A. Boleda, M. Brooks, L. Gieser, R. Ratnapriya, K.E. 

Branham, J.R. Foerster, J.R. Heckenlively, M.I. Othman, B.J. Vote, H.H. Liang, E. Souzeau, I.L. 

McAllister, T. Isaacs, J. Hall, S. Lake, D.A. Mackey, I.J. Constable, J.E. Craig, T.E. Kitchner, Z. 

Yang, Z. Su, H. Luo, D. Chen, H. Ouyang, K. Flagg, D. Lin, G. Mao, H. Ferreyra, K. Stark, C.N. 

Von Strachwitz, A. Wolf, C. Brandl, G. Rudolph, M. Olden, M.A. Morrison, D.J. Morgan, M. 

Schu, J. Ahn, G. Silvestri, E.E. Tsironi, K.H. Park, L.A. Farrer, A. Orlin, A. Brucker, M. Li, C.A. 

Curcio, S. Mohand-Sa’d, J.A. Sahel, I. Audo, M. Benchaboune, A.J. Cree, C.A. Rennie, S. V. 

Goverdhan, M. Grunin, S. Hagbi-Levi, P. Campochiaro, N. Katsanis, F.G. Holz, F. Blond, H. 

Blanché, J.F. ois Deleuze, R.P. Igo, B. Truitt, N.S. Peachey, S.M. Meuer, C.E. Myers, E.L. 

Moore, R. Klein, M.A. Hauser, E.A. Postel, M.D. Courtenay, S.G. Schwartz, J.L. Kovach, W.K. 

Scott, G. Liew, A.G. Tan, B. Gopinath, J.C. Merriam, R.T. Smith, J.C. Khan, H. Shahid, A.T. 

Moore, J.A. McGrath, R. Laux, M.A. Brantley, A. Agarwal, L. Ersoy, A. Caramoy, T. 

Langmann, N.T.M. Saksens, E.K. Jong, C.B. Hoyng, M.S. Cain, A.J. Richardson, T.M. Martin, 

J. Blangero, D.E. Weeks, B. Dhillon, C.M. Van Duijn, K.F. Doheny, J. Romm, C.C.W. Klaver, 

C. Hayward, M.B. Gorin, M.L. Klein, P.N. Baird, A.I. Den Hollander, S. Fauser, J.R. WYates, 

R. Allikmets, J.J. Wang, D.A. Schaumberg, B.E.K. Klein, S.A. Hagstrom, I. Chowers, A.J. 

Lotery, T. Léveillard, K. Zhang, M.H. Brilliant, A.W. Hewitt, A. Swaroop, E.Y. Chew, M.A. 

Pericak-Vance, M. DeAngelis, D. Stambolian, J.L. Haines, S.K. Iyengar, B.H.F. Weber, G.R. 

Abecasis, I.M. Heid, A large genome-wide association study of age-related macular degeneration 

highlights contributions of rare and common variants, Nature Genetics. 48 (2016) 134–143. 

https://doi.org/10.1038/NG.3448. 

[174] D.S. Liao, F. V. Grossi, D. El Mehdi, M.R. Gerber, D.M. Brown, J.S. Heier, C.C. Wykoff, L.J. 

Singerman, P. Abraham, F. Grassmann, P. Nuernberg, B.H.F. Weber, P. Deschatelets, R.Y. Kim, 

C.Y. Chung, R.M. Ribeiro, M. Hamdani, P.J. Rosenfeld, D.S. Boyer, J.S. Slakter, C.G. Francois, 

Complement C3 Inhibitor Pegcetacoplan for Geographic Atrophy Secondary to Age-Related 

Macular Degeneration: A Randomized Phase 2 Trial, Ophthalmology. 127 (2020) 186–195. 

https://doi.org/10.1016/J.OPHTHA.2019.07.011. 

[175] C.C. Wykoff, P.J. Rosenfeld, N.K. Waheed, R.P. Singh, N. Ronca, J.S. Slakter, G. Staurenghi, J. 

Monés, C.R. Baumal, N. Saroj, R. Metlapally, R. Ribeiro, Characterizing New-Onset Exudation 

in the Randomized Phase 2 FILLY Trial of Complement Inhibitor Pegcetacoplan for Geographic 



 

Hashida N et al 

  48  

Atrophy, Ophthalmology. 128 (2021) 1325–1336. 

https://doi.org/10.1016/J.OPHTHA.2021.02.025. 

[176] M.G. Nittala, R. Metlapally, M. Ip, U. Chakravarthy, F.G. Holz, G. Staurenghi, N. Waheed, S.B. 

Velaga, S. Lindenberg, A. Karamat, J. Koester, R. Ribeiro, S. Sadda, Association of 

Pegcetacoplan With Progression of Incomplete Retinal Pigment Epithelium and Outer Retinal 

Atrophy in Age-Related Macular Degeneration: A Post Hoc Analysis of the FILLY Randomized 

Clinical Trial, JAMA Ophthalmology. 140 (2022) 243–249. 

https://doi.org/10.1001/JAMAOPHTHALMOL.2021.6067. 

[177] Q. Mohamed, M.C. Gillies, T.Y. Wong, Management of diabetic retinopathy: a systematic 

review, JAMA. 298 (2007) 902–916. https://doi.org/10.1001/JAMA.298.8.902. 

[178] N. Cheung, P. Mitchell, T.Y. Wong, Diabetic retinopathy, Lancet. 376 (2010) 124–136. 

https://doi.org/10.1016/S0140-6736(09)62124-3. 

[179] J.W.Y. Yau, S.L. Rogers, R. Kawasaki, E.L. Lamoureux, J.W. Kowalski, T. Bek, S.J. Chen, J.M. 

Dekker, A. Fletcher, J. Grauslund, S. Haffner, R.F. Hamman, M.K. Ikram, T. Kayama, B.E.K. 

Klein, R. Klein, S. Krishnaiah, K. Mayurasakorn, J.P. O’Hare, T.J. Orchard, M. Porta, M. Rema, 

M.S. Roy, T. Sharma, J. Shaw, H. Taylor, J.M. Tielsch, R. Varma, J.J. Wang, N. Wang, S. West, 

L. Zu, M. Yasuda, X. Zhang, P. Mitchell, T.Y. Wong, Global prevalence and major risk factors 

of diabetic retinopathy, Diabetes Care. 35 (2012) 556–564. https://doi.org/10.2337/DC11-1909. 

[180] E. Liu, J.E. Craig, K. Burdon, Diabetic macular oedema: clinical risk factors and emerging 

genetic influences, Clinical & Experimental Optometry. 100 (2017) 569–576. 

https://doi.org/10.1111/CXO.12552. 

[181] S.J. Park, S. Ahn, S.J. Woo, K.H. Park, Extent of Exacerbation of Chronic Health Conditions by 

Visual Impairment in Terms of Health-Related Quality of Life, JAMA Ophthalmology. 133 

(2015) 1267–1275. https://doi.org/10.1001/JAMAOPHTHALMOL.2015.3055. 

[182] C.J. Flaxel, R.A. Adelman, S.T. Bailey, A. Fawzi, J.I. Lim, G.A. Vemulakonda, G. shuang Ying, 

Retinal Vein Occlusions Preferred Practice Pattern®, Ophthalmology. 127 (2020) P288–P320. 

https://doi.org/10.1016/J.OPHTHA.2019.09.029. 

[183] A.R. Glassman, J.A. Wells, K. Josic, M.G. Maguire, A.N. Antoszyk, C. Baker, W.T. Beaulieu, 

M.J. Elman, L.M. Jampol, J.K. Sun, Five-Year Outcomes after Initial Aflibercept, Bevacizumab, 

or Ranibizumab Treatment for Diabetic Macular Edema (Protocol T Extension Study), 

Ophthalmology. 127 (2020) 1201–1210. https://doi.org/10.1016/J.OPHTHA.2020.03.021. 

[184] T. Ishibashi, X. Li, A. Koh, T.Y.Y. Lai, F.L. Lee, W.K. Lee, Z. Ma, M. Ohji, N. Tan, S.B. Cha, 

J. Shamsazar, C.L. Yau, The REVEAL Study: Ranibizumab Monotherapy or Combined with 



 

Hashida N et al 

  49  

Laser versus Laser Monotherapy in Asian Patients with Diabetic Macular Edema, 

Ophthalmology. 122 (2015) 1402–1415. https://doi.org/10.1016/J.OPHTHA.2015.02.006. 

[185] P. Mitchell, F. Bandello, U. Schmidt-Erfurth, G.E. Lang, P. Massin, R.O. Schlingemann, F. 

Sutter, C. Simader, G. Burian, O. Gerstner, A. Weichselberger, The RESTORE study: 

ranibizumab monotherapy or combined with laser versus laser monotherapy for diabetic macular 

edema, Ophthalmology. 118 (2011) 615–625. https://doi.org/10.1016/J.OPHTHA.2011.01.031. 

[186] J.S. Heier, J.F. Korobelnik, D.M. Brown, U. Schmidt-Erfurth, D. V. Do, E. Midena, D.S. Boyer, 

H. Terasaki, P.K. Kaiser, D.M. Marcus, Q.D. Nguyen, G.J. Jaffe, J.S. Slakter, C. Simader, Y. 

Soo, T. Schmelter, R. Vitti, A.J. Berliner, O. Zeitz, C. Metzig, F.G. Holz, Intravitreal Aflibercept 

for Diabetic Macular Edema: 148-Week Results from the VISTA and VIVID Studies, 

Ophthalmology. 123 (2016) 2376–2385. https://doi.org/10.1016/J.OPHTHA.2016.07.032. 

[187] J.F. Korobelnik, D. V. Do, U. Schmidt-Erfurth, D.S. Boyer, F.G. Holz, J.S. Heier, E. Midena, 

P.K. Kaiser, H. Terasaki, D.M. Marcus, Q.D. Nguyen, G.J. Jaffe, J.S. Slakter, C. Simader, Y. 

Soo, T. Schmelter, G.D. Yancopoulos, N. Stahl, R. Vitti, A.J. Berliner, O. Zeitz, C. Metzig, D.M. 

Brown, Intravitreal aflibercept for diabetic macular edema, Ophthalmology. 121 (2014) 2247–

2254. https://doi.org/10.1016/J.OPHTHA.2014.05.006. 

[188] D.M. Brown, A. Emanuelli, F. Bandello, J.J.E. Barranco, J. Figueira, E. Souied, S. Wolf, V. 

Gupta, N.F. Ngah, G. Liew, R. Tuli, R. Tadayoni, D. Dhoot, L. Wang, E. Bouillaud, Y. Wang, L. 

Kovacic, N. Guerard, J.G. Garweg, KESTREL and KITE: 52-Week Results From Two Phase III 

Pivotal Trials of Brolucizumab for Diabetic Macular Edema, American Journal of 

Ophthalmology. 238 (2022) 157–172. https://doi.org/10.1016/J.AJO.2022.01.004. 

[189] S. V. Ranade, M.R. Wieland, T. Tam, J.C. Rea, J. Horvath, A.R. Hieb, W. Jia, L. Grace, G. 

Barteselli, J.M. Stewart, The Port Delivery System with ranibizumab: a new paradigm for long-

acting retinal drug delivery, Drug Delivery. 29 (2022) 1326. 

https://doi.org/10.1080/10717544.2022.2069301. 

[190] C.C. Wykoff, F. Abreu, A.P. Adamis, K. Basu, D.A. Eichenbaum, Z. Haskova, H. Lin, A. 

Loewenstein, S. Mohan, I.A. Pearce, T. Sakamoto, P.G. Schlottmann, D. Silverman, J.K. Sun, 

J.A. Wells, J.R. Willis, R. Tadayoni, T. Aaberg, A. Abbey, E. Abdulaeva, S. Abengoechea, P. 

Abraham, T. Ach, S. Adams, A. Adan Civera, S. Adrean, H. Agostini, S. Alam, A. Alezzandrini, 

V. Alfaro, D. Aliseda, A. Almony, P. Amat, P. Amini, A. Antoszyk, L. Arias, R. Asaria, M. 

Avila, C.C. Awh, J. Bafalluy, C. Baker, F. Bandello, M. Barakat, K. Barraza, G. Bator, C. 

Baumal, R. Belfort, C. Bergstrom, G. Bertolucci, T. Bochow, M. Bolz, E. Borcz, A. Bordon, D. 

Boyer, G. Bratko, M. Brent, J. Brown, D.M. Brown, M. Budzinskaya, S. Buffet, S. Burgess, B. 



 

Hashida N et al 

  50  

Burton, M. Busquets, F. Cabrera, C. Cagini, J. Calzada, P. Campochiaro, J. Carlson, A. 

Castellarin, C. Cava, V. Chaikitmongkol, C. Chan, E. Chang, J. Chang, A. Chang, S. Charles, N. 

Chaudhry, C. Chee, J. Chen, F. Chen, S.J. Chen, R. Cheong-Leen, A. Chiang, M. Chittum, D. 

Chow, B. Connolly, P.L. Cornut, K. Csaky, C. Danzig, A. Das, V. Daskalov, C. Desco, A. 

Dessouki, J. Dickinson, B. Do, M. Dollin, P. Dugel, J. Dusova, D. Eichenbaum, B. Eldem, R. 

Engstrom, J. Ernest, J.J. Escobar, S. Esposti, N. Eter, N. Falk, A. Farkas, L. Feiner, N. Feltgen, 

C. Fernandez, A. Fernandez Vega, P. Ferrone, J. Figueira, M. Figueroa, O. Findl, H. Fine, J. 

Fortun, G.M. Fox, S. Foxman, C. Framme, S. Fraser-Bell, A. Fu, A. Fukutomi, N. Fung, F. 

Furno Sola, R. Gallego-Pinazo, R. Garcia, A. Garcia-Layana, M. Gawecki, S. George, F. 

Ghanchi, G. Ghorayeb, R. Goldberg, M. Goldstein, N. Gomes, F. Gomez Ulla, V. Gonzalez, C. 

Greven, S. Gupta, M. Guzman, M. Harris, K. Hatz, V. Hau, V. Hau, K. Hayashi, J. Heier, E. 

Herba, V. Hershberger, P. Higgins, A. Hirakata, A. Ho, N. Holekamp, S. Honda, J. Hsu, A. Hu, 

M. Hurcikova, Y. Ikeda, R. Isernhagen, Y. Ito, T. Jackson, R. Jacoby, A. Jafree, G. Javey, C. 

Javid, C. Jhaveri, M. Johnson, M. Kacerík, J. Kaluzny, D. Kampik, S.W. Kang, K. Kapoor, L. 

Karabas, T. Kawasaki, A. Kerenyi, A. Khanani, R. Khurana, B. Kim, K. Kimura, G. Kishino, S. 

Kitano, K. Klein-Mascia, G. Kokame, J.F. Korobelnik, A. Kulikov, A. Kuriyan, H. Kwong, R. 

Kwun, T. Lai, C.C. Lai, P. Laird, L. Lalonde, P. Lanzetta, M. Larsen, C. Laugesen, D. Lavinsky, 

O. Lebreton, S. Lee, J. Levy, B. Lipkova, M. Liu, J. Liu, C.P. Lohmann, N. London, K. Lorenz, 

A. Lotery, D. Lozano Rechy, S. Lujan, P. Ma, T. Maeno, S. Mahmood, F. Makkouk, K. Malik, 

D. Marcus, A. Margherio, L. Mastropasqua, R. Maturi, F. McCabe, M. McKibbin, H. Mehta, G. 

Menon, J. Mentes, K. Michalska-Malecka, A. Misheva, Y. Mitamura, P. Mitchell, Y. Modi, Q. 

Mohamed, J. Montero, J. Moore, V. Morales Canton, H. Morori-Katz, T. Morugova, T. 

Murakami, M. Muzyka-Wozniak, M. Nardi, J. Nemcansky, K. Nester-Ostrowska, J. Neto, C. 

Newell, M. Nicolo, J. Nielsen, K. Noda, A. Obana, N. Ogata, H. Oh, K. Oh, M. Ohr, P. Oleksy, 

S. Oliver, S. Olivier, J. Osher, S. Ozcalişkan, B. Ozturk, A. Papp, K.H. Park, D.W. Parke, M.C. 

Parravano, S. Patel, S. Patel, I. Pearce, J. Pearlman, F. Penha, I. Perente, S. Perkins, G. Pertile, I. 

Petkova, T. Peto, D. Pieramici, A. Pollreisz, P. Pongsachareonnont, N. Pozdeyeva, S. Priglinger, 

J. Qureshi, D. Raczynska, R. Rajagopalan, J. Ramirez Estudillo, P. Raskauskas, R. Rathod, H. 

Razavi, C. Regillo, F. Ricci, S. Rofagha, D. Romanczak, B. Romanowska-Dixon, D. Rosberger, 

I. Rosenblatt, B. Rosenblatt, A. Ross, P. Ruamviboonsuk, J.M. Ruiz Moreno, G. Salomão, S. 

Sandhu, D. Sandner, L. Sararols, O. Sawada, R. Schadlu, P. Schlottmann, C. Schuart, B. Seitz, 

A. Seres, F. Sermet, S. Shah, A. Shah, R. Shah, S. Sharma, T. Sheidow, V. Sheth, A. Shimouchi, 

M. Shimura, B. Sikorski, R. Silva, M. Singer, L. Singerman, R. Singh, E. Souied, D.J. Spinak, G. 



 

Hashida N et al 

  51  

Spital, N. Steinle, J. Stern, G. Stoller, R. Stoltz, C. Stone, A. Stone, E. Suan, M. Sugimoto, I. 

Sugita, J. Sun, X. Sun, I. Suner, L. Szalczer, T. Szecsko, A. Tabassian, H. Takagi, K. Takayama, 

A. Taleb, J. Talks, G. Tan, T. Tanabe, S. Taylor, A. Thach, J. Thompson, P. Tlucek, R. Torti, D. 

Tosheva Guneva, E. Toth-Molnar, E. Uchiyama, A. Vajas, D. Varma, B. Varsanyi, P. Vassileva, 

S. Vaz-Pereira, M. Veith, J.I. Vela, F. Viola, G. Virgili, G. Vogt, H. Vorum, P. Weber, T. 

Wecke, R. Wee, M. Weger, P. Weishaar, S. Wickremasinghe, T.R. Williams, T. Williams, G. 

Williams, A. Wolf, J. Wolfe, J. Wong, D. Wong, I. Wong, R. Wong, B. Wowra, E. Wylęgała, 

C.H. Yang, T. Yasukawa, P. Yates, G. Yilmaz, G. Yiu, Y.H. Yoon, B. Yoreh, S. Yoshida, H.G. 

Yu, S.Y. Yu, T. Yurieva, L. Zacharias, K. Zaczek Zakrzewska, A. Zambrano, B. Zatorska, C. 

Zeolite, J. Zheutlin, Efficacy, durability, and safety of intravitreal faricimab with extended 

dosing up to every 16 weeks in patients with diabetic macular oedema (YOSEMITE and 

RHINE): two randomised, double-masked, phase 3 trials, Lancet. 399 (2022) 741–755. 

https://doi.org/10.1016/S0140-6736(22)00018-6. 

[191] P.A. Campochiaro, J.S. Heier, L. Feiner, S. Gray, N. Saroj, A.C. Rundle, W.Y. Murahashi, R.G. 

Rubio, Ranibizumab for macular edema following branch retinal vein occlusion: six-month 

primary end point results of a phase III study, Ophthalmology. 117 (2010) 1102-1112.e1. 

https://doi.org/10.1016/J.OPHTHA.2010.02.021. 

[192] P.A. Campochiaro, D.M. Brown, C.C. Awh, S.Y. Lee, S. Gray, N. Saroj, W.Y. Murahashi, R.G. 

Rubio, Sustained benefits from ranibizumab for macular edema following central retinal vein 

occlusion: twelve-month outcomes of a phase III study, Ophthalmology. 118 (2011) 2041–2049. 

https://doi.org/10.1016/J.OPHTHA.2011.02.038. 

[193] D.M. Brown, P.A. Campochiaro, R.P. Singh, Z. Li, S. Gray, N. Saroj, A.C. Rundle, R.G. Rubio, 

W.Y. Murahashi, Ranibizumab for macular edema following central retinal vein occlusion: six-

month primary end point results of a phase III study, Ophthalmology. 117 (2010) 1124-1133.e1. 

https://doi.org/10.1016/J.OPHTHA.2010.02.022. 

[194] P.A. Campochiaro, W.L. Clark, D.S. Boyer, J.S. Heier, D.M. Brown, R. Vitti, H. Kazmi, A.J. 

Berliner, K. Erickson, K.W. Chu, Y. Soo, Y. Cheng, J.A. Haller, Intravitreal aflibercept for 

macular edema following branch retinal vein occlusion: the 24-week results of the VIBRANT 

study, Ophthalmology. 122 (2015) 538–544. https://doi.org/10.1016/J.OPHTHA.2014.08.031. 

[195] D. Boyer, J. Heier, D.M. Brown, W.L. Clark, R. Vitti, A.J. Berliner, G. Groetzbach, O. Zeitz, R. 

Sandbrink, X. Zhu, K. Beckmann, J.A. Haller, Vascular endothelial growth factor Trap-Eye for 

macular edema secondary to central retinal vein occlusion: six-month results of the phase 3 



 

Hashida N et al 

  52  

COPERNICUS study, Ophthalmology. 119 (2012) 1024–1032. 

https://doi.org/10.1016/J.OPHTHA.2012.01.042. 

[196] F.G. Holz, J. Roider, Y. Ogura, J.F. Korobelnik, C. Simader, G. Groetzbach, R. Vitti, A.J. 

Berliner, F. Hiemeyer, K. Beckmann, O. Zeitz, R. Sandbrink, VEGF Trap-Eye for macular 

oedema secondary to central retinal vein occlusion: 6-month results of the phase III GALILEO 

study, The British Journal of Ophthalmology. 97 (2013) 278–284. 

https://doi.org/10.1136/BJOPHTHALMOL-2012-301504. 

[197] J.S. Heier, W.L. Clark, D.S. Boyer, D.M. Brown, R. Vitti, A.J. Berliner, H. Kazmi, Y. Ma, B. 

Stemper, O. Zeitz, R. Sandbrink, J.A. Haller, Intravitreal aflibercept injection for macular edema 

due to central retinal vein occlusion: two-year results from the COPERNICUS study, 

Ophthalmology. 121 (2014) 1414-1420.e1. https://doi.org/10.1016/J.OPHTHA.2014.01.027. 

[198] T. Leber, Ueber Retinitis pigmentosa und angeborene Amaurose, Archiv Für Ophthalmologie 

1869 15:3. 15 (1869) 1–25. https://doi.org/10.1007/BF02721213. 

[199] G.M. Acland, G.D. Aguirre, J. Ray, Q. Zhang, T.S. Aleman, A. V. Cideciyan, S.E. Pearce-

Kelling, V. Anand, Y. Zeng, A.M. Maguire, S.G. Jacobson, W.W. Hauswirth, J. Bennett, Gene 

therapy restores vision in a canine model of childhood blindness, Nature Genetics. 28 (2001) 92–

95. https://doi.org/10.1038/NG0501-92. 

[200] J.W.B. Bainbridge, M.S. Mehat, V. Sundaram, S.J. Robbie, S.E. Barker, C. Ripamonti, A. 

Georgiadis, F.M. Mowat, S.G. Beattie, P.J. Gardner, K.L. Feathers, V.A. Luong, S. Yzer, K. 

Balaggan, A. Viswanathan, T.J.L. de Ravel, I. Casteels, G.E. Holder, N. Tyler, F.W. Fitzke, R.G. 

Weleber, M. Nardini, A.T. Moore, D.A. Thompson, S.M. Petersen-Jones, M. Michaelides, L.I. 

van den Born, A. Stockman, A.J. Smith, G. Rubin, R.R. Ali, Long-term effect of gene therapy on 

Leber’s congenital amaurosis, The New England Journal of Medicine. 372 (2015) 1887–1897. 

https://doi.org/10.1056/NEJMOA1414221. 

[201] S. Russell, J. Bennett, J.A. Wellman, D.C. Chung, Z.F. Yu, A. Tillman, J. Wittes, J. Pappas, O. 

Elci, S. McCague, D. Cross, K.A. Marshall, J. Walshire, T.L. Kehoe, H. Reichert, M. Davis, L. 

Raffini, L.A. George, F.P. Hudson, L. Dingfield, X. Zhu, J.A. Haller, E.H. Sohn, V.B. Mahajan, 

W. Pfeifer, M. Weckmann, C. Johnson, D. Gewaily, A. Drack, E. Stone, K. Wachtel, F. 

Simonelli, B.P. Leroy, J.F. Wright, K.A. High, A.M. Maguire, Efficacy and safety of voretigene 

neparvovec (AAV2-hRPE65v2) in patients with RPE65-mediated inherited retinal dystrophy: a 

randomised, controlled, open-label, phase 3 trial, Lancet. 390 (2017) 849–860. 

https://doi.org/10.1016/S0140-6736(17)31868-8. 



 

Hashida N et al 

  53  

[202] A.M. Maguire, S. Russell, J.A. Wellman, D.C. Chung, Z.F. Yu, A. Tillman, J. Wittes, J. Pappas, 

O. Elci, K.A. Marshall, S. McCague, H. Reichert, M. Davis, F. Simonelli, B.P. Leroy, J.F. 

Wright, K.A. High, J. Bennett, Efficacy, Safety, and Durability of Voretigene Neparvovec-rzyl 

in RPE65 Mutation-Associated Inherited Retinal Dystrophy: Results of Phase 1 and 3 Trials, 

Ophthalmology. 126 (2019) 1273–1285. https://doi.org/10.1016/J.OPHTHA.2019.06.017. 

[203] A.M. Maguire, S. Russell, D.C. Chung, Z.F. Yu, A. Tillman, A. V. Drack, F. Simonelli, B.P. 

Leroy, K.Z. Reape, K.A. High, J. Bennett, Durability of Voretigene Neparvovec for Biallelic 

RPE65-Mediated Inherited Retinal Disease: Phase 3 Results at 3 and 4 Years, Ophthalmology. 

128 (2021) 1460–1468. https://doi.org/10.1016/J.OPHTHA.2021.03.031. 

[204] K. Dulla, M. Aguila, A. Lane, K. Jovanovic, D.A. Parfitt, I. Schulkens, H.L. Chan, I. Schmidt, 

W. Beumer, L. Vorthoren, R.W.J. Collin, A. Garanto, L. Duijkers, A. Brugulat-Panes, M. Semo, 

A.A. Vugler, P. Biasutto, P. Adamson, M.E. Cheetham, Splice-Modulating Oligonucleotide QR-

110 Restores CEP290 mRNA and Function in Human c.2991+1655A>G LCA10 Models, 

Molecular Therapy. Nucleic Acids. 12 (2018) 730–740. 

https://doi.org/10.1016/J.OMTN.2018.07.010. 

[205] T.P. Dryja, Human genetics. Deficiencies in sight with the candidate gene approach, Nature. 347 

(1990) 614. https://doi.org/10.1038/347614A0. 

[206] T.P. Dryja, T.L. McGee, L.B. Hahn, G.S. Cowley, J.E. Olsson, E. Reichel, M.A. Sandberg, E.L. 

Berson, Mutations within the rhodopsin gene in patients with autosomal dominant retinitis 

pigmentosa, The New England Journal of Medicine. 323 (1990) 1302–1307. 

https://doi.org/10.1056/NEJM199011083231903. 

[207] J. Cehajic-Kapetanovic, K. Xue, C. Martinez-Fernandez de la Camara, A. Nanda, A. Davies, L.J. 

Wood, A.P. Salvetti, M.D. Fischer, J.W. Aylward, A.R. Barnard, J.K. Jolly, E. Luo, B.J. Lujan, 

T. Ong, A. Girach, G.C.M. Black, N.Z. Gregori, J.L. Davis, P.R. Rosa, A.J. Lotery, B.L. Lam, 

P.E. Stanga, R.E. MacLaren, Initial results from a first-in-human gene therapy trial on X-linked 

retinitis pigmentosa caused by mutations in RPGR, Nature Medicine. 26 (2020) 354–359. 

https://doi.org/10.1038/S41591-020-0763-1. 

[208] S. Hu, J. Du, N. Chen, R. Jia, J. Zhang, X. Liu, L. Yang, In Vivo CRISPR/Cas9-Mediated 

Genome Editing Mitigates Photoreceptor Degeneration in a Mouse Model of X-Linked Retinitis 

Pigmentosa, Investigative Ophthalmology & Visual Science. 61 (2020) 31–31. 

https://doi.org/10.1167/IOVS.61.4.31. 

[209] K. Suzuki, Y. Tsunekawa, R. Hernandez-Benitez, J. Wu, J. Zhu, E.J. Kim, F. Hatanaka, M. 

Yamamoto, T. Araoka, Z. Li, M. Kurita, T. Hishida, M. Li, E. Aizawa, S. Guo, S. Chen, A. 



 

Hashida N et al 

  54  

Goebl, R.D. Soligalla, J. Qu, T. Jiang, X. Fu, M. Jafari, C.R. Esteban, W.T. Berggren, J. Lajara, 

E. Nuñez-Delicado, P. Guillen, J.M. Campistol, F. Matsuzaki, G.H. Liu, P. Magistretti, K. 

Zhang, E.M. Callaway, K. Zhang, J.C.I. Belmonte, In vivo genome editing via CRISPR/Cas9 

mediated homology-independent targeted integration, Nature. 540 (2016) 144–149. 

https://doi.org/10.1038/NATURE20565. 

[210] S.G. Giannelli, M. Luoni, V. Castoldi, L. Massimino, T. Cabassi, D. Angeloni, G.C. Demontis, 

L. Leocani, M. Andreazzoli, V. Broccoli, Cas9/sgRNA selective targeting of the P23H 

Rhodopsin mutant allele for treating retinitis pigmentosa by intravitreal AAV9.PHP.B-based 

delivery, Human Molecular Genetics. 27 (2018) 761–779. 

https://doi.org/10.1093/HMG/DDX438. 

[211] S. Makino, R. Fukumura, Y. Gondo, Illegitimate translation causes unexpected gene expression 

from on-target out-of-frame alleles created by CRISPR-Cas9, Scientific Reports. 6 (2016). 

https://doi.org/10.1038/SREP39608. 

[212] K.M. Nishiguchi, K. Fujita, F. Miya, S. Katayama, T. Nakazawa, Single AAV-mediated 

mutation replacement genome editing in limited number of photoreceptors restores vision in 

mice, Nature Communications. 11 (2020). https://doi.org/10.1038/S41467-019-14181-3. 

[213] M.C. Seabra, M.S. Brown, J.L. Goldstein, Retinal degeneration in choroideremia: deficiency of 

rab geranylgeranyl transferase, Science (New York, N.Y.). 259 (1993) 377–381. 

https://doi.org/10.1126/SCIENCE.8380507. 

[214] D.A. Andres, M.C. Seabra, M.S. Brown, S.A. Armstrong, T.E. Smeland, F.P.M. Cremers, J.L. 

Goldstein, cDNA cloning of component A of Rab geranylgeranyl transferase and demonstration 

of its role as a Rab escort protein, Cell. 73 (1993) 1091–1099. https://doi.org/10.1016/0092-

8674(93)90639-8. 

[215] T.L. Edwards, J.K. Jolly, M. Groppe, A.R. Barnard, C.L. Cottriall, T. Tolmachova, G.C. Black, 

A.R. Webster, A.J. Lotery, G.E. Holder, K. Xue, S.M. Downes, M.P. Simunovic, M.C. Seabra, 

R.E. MacLaren, Visual Acuity after Retinal Gene Therapy for Choroideremia, The New England 

Journal of Medicine. 374 (2016) 1996–1998. https://doi.org/10.1056/NEJMC1509501. 

[216] B.L. Lam, J.L. Davis, N.Z. Gregori, R.E. MacLaren, A. Girach, J.D. Verriotto, B. Rodriguez, 

P.R. Rosa, X. Zhang, W.J. Feuer, Choroideremia Gene Therapy Phase 2 Clinical Trial: 24-Month 

Results, American Journal of Ophthalmology. 197 (2019) 65–73. 

https://doi.org/10.1016/J.AJO.2018.09.012. 

[217] M.D. Fischer, G.A. Ochakovski, B. Beier, I.P. Seitz, Y. Vaheb, C. Kortuem, F.F.L. Reichel, L. 

Kuehlewein, N.A. Kahle, T. Peters, A. Girach, E. Zrenner, M. Ueffing, R.E. MacLaren, K.U. 



 

Hashida N et al 

  55  

Bartz-Schmidt, B. Wilhelm, Efficacy and Safety of Retinal Gene Therapy Using Adeno-

Associated Virus Vector for Patients With Choroideremia: A Randomized Clinical Trial, JAMA 

Ophthalmology. 137 (2019) 1247–1254. 

https://doi.org/10.1001/JAMAOPHTHALMOL.2019.3278. 

[218] A. Abbouda, F. Avogaro, M. Moosajee, E.M. Vingolo, Update on Gene Therapy Clinical Trials 

for Choroideremia and Potential Experimental Therapies, Medicina. 57 (2021) 1–14. 

https://doi.org/10.3390/MEDICINA57010064. 

[219] Y. Nuzbrokh, S.D. Ragi, S.H. Tsang, Gene therapy for inherited retinal diseases, Annals of 

Translational Medicine. 9 (2021) 1278–1278. https://doi.org/10.21037/ATM-20-4726. 

[220]  C. Gilbert, Changing challenges in the control of blindness in children, Eye. 21 (2007) 1338–

1343. https://doi.org/10.1038/sj.eye.6702841. 

[221]  W. V. Good, R.J. Hardy, V. Dobson, E.A. Palmer, D.L. Phelps, M. Quintos, B. Tung, Revised 

Indications for the Treatment of Retinopathy of Prematurity: Results of the Early Treatment for 

Retinopathy of Prematurity Randomized Trial, Archives of Ophthalmology. 121 (2003) 1684–

1694. https://doi.org/10.1001/ARCHOPHT.121.12.1684. 

[222]  H.A. Mintz-Hittner, K.A. Kennedy, A.Z. Chuang, Efficacy of intravitreal bevacizumab for stage 

3+ retinopathy of prematurity, The New England Journal of Medicine. 364 (2011) 603–615. 

https://doi.org/10.1056/NEJMOA1007374. 

[223]  A. Stahl, D. Lepore, A. Fielder, B. Fleck, J.D. Reynolds, M.F. Chiang, J. Li, M. Liew, R. Maier, 

Q. Zhu, N. Marlow, Ranibizumab versus laser therapy for the treatment of very low birthweight 

infants with retinopathy of prematurity (RAINBOW): an open-label randomised controlled trial, 

The Lancet. 394 (2019) 1551–1559. https://doi.org/10.1016/S0140-6736(19)31344-3. 

[224]  A. Stahl, E.A. Sukgen, W.C. Wu, D. Lepore, H. Nakanishi, J. Mazela, D.M. Moshfeghi, R. Vitti, 

A. Athanikar, K. Chu, P. Iveli, F. Zhao, T. Schmelter, S. Leal, E. Koefuencue, N. Azuma, Effect 

of Intravitreal Aflibercept vs Laser Photocoagulation on Treatment Success of Retinopathy of 

Prematurity: The FIREFLEYE Randomized Clinical Trial, JAMA. 328 (2022) 348–359. 

https://doi.org/10.1001/JAMA.2022.10564. 

[225] S. Ohno, S. Nakamura, S. Hori, M. Shimakawa, H. Kawashima, M. Mochizuki, S. Sugita, S. 

Ueno, K. Yoshizaki, G. Inaba, Efficacy, safety, and pharmacokinetics of multiple administration 

of infliximab in Behçet’s disease with refractory uveoretinitis., The Journal of Rheumatology. 31 

(2004). 

[226] G.J. Jaffe, A.D. Dick, A.P. Brézin, Q.D. Nguyen, J.E. Thorne, P. Kestelyn, T. Barisani-

Asenbauer, P. Franco, A. Heiligenhaus, D. Scales, D.S. Chu, A. Camez, N. V. Kwatra, A.P. 



 

Hashida N et al 

  56  

Song, M. Kron, S. Tari, E.B. Suhler, Adalimumab in Patients with Active Noninfectious Uveitis, 

The New England Journal of Medicine. 375 (2016) 932–943. 

https://doi.org/10.1056/NEJMOA1509852. 

[227] Q.D. Nguyen, P.T. Merrill, G.J. Jaffe, A.D. Dick, S.K. Kurup, J. Sheppard, A. Schlaen, C. 

Pavesio, L. Cimino, J. Van Calster, A.A. Camez, N. V. Kwatra, A.P. Song, M. Kron, S. Tari, 

A.P. Brézin, Adalimumab for prevention of uveitic flare in patients with inactive non-infectious 

uveitis controlled by corticosteroids (VISUAL II): a multicentre, double-masked, randomised, 

placebo-controlled phase 3 trial, Lancet (London, England). 388 (2016) 1183–1192. 

https://doi.org/10.1016/S0140-6736(16)31339-3. 

[228] M.S. Ormaechea, M. Hassan, N. Onghanseng, J.H. Park, S. Mahajan, K.Y. Al-Kirwi, G. Uludag, 

M.S. Halim, A. Schlaen, Y.J. Sepah, D. V. Do, Q.D. Nguyen, Safety of systemic therapy for 

noninfectious uveitis, Expert Opinion on Drug Safety. 18 (2019) 1219–1235. 

https://doi.org/10.1080/14740338.2019.1692810. 

[229] C.W. Wong, J.M. Metselaar, G. Storm, T.T. Wong, A review of the clinical applications of drug 

delivery systems for the treatment of ocular anterior segment inflammation, The British Journal 

of Ophthalmology. 105 (2021) 1617–1622. https://doi.org/10.1136/BJOPHTHALMOL-2020-

315911. 


