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Abstract

Purpose: Neurotrophic keratopathy (NK) results from trigeminal nerve impairment, leading to loss of corneal
sensation (CS), epithelial breakdown, and in advanced stages, stromal ulceration or perforation. Cenegermin, a
recombinant human nerve growth factor, is the first and only FDA-approved therapy for NK, although existing
studies are limited by small sample sizes. This systematic literature review evaluated cenegermin’s effects on CS
and corneal innervation (CI) in patients with NK.
Methods: English-language studies published between August 2018 and June 2024 measuring CS or CI after
cenegermin treatment for NK were identified through PubMed and Embase. For studies reporting quantitative
data, sample size-based weighting was applied to each study’s reported or derived mean change. Weighted
means were calculated by NK stage or overall, where applicable.
Results:A total of 25 studies met the inclusion criteria. The pooled mean age was 61.8 years (range: 2–93 years).
Most included patients with stage II (moderate; 19 studies) and stage III (severe; 17 studies) NK. Across 8
studies reporting quantitative CS outcomes and 3 studies reporting quantitative CI outcomes, the weighted mean
improvement from baseline to 8 weeks post-treatment was 116.5% for CS (range: 78.3%–259.3%) and 64.5%
for CI (range: 39.1%–188.9%).
Conclusion: An 8-week course of cenegermin led to improvements in CS and CI in patients with NK, with
greater relative gains observed among those patients with more severe disease. While study design heterogeneity
and small sample sizes may limit the generalizability of these findings, the data support cenegermin’s role in
promoting corneal nerve regeneration.
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Introduction

N eurotrophic keratopathy (NK) is a rare, degenerative cor-
neal disease. It has been classified as an orphan disease

(ORPHA137596), affecting 5 or fewer persons per 10,000.1

Incidence is highest among older adults, particularly those
older than 60 years.2 Common causes of NK include viral
infections (herpes simplex and herpes zoster viruses), diabetes
mellitus, and ocular surgeries.2–4

NK is characterized by an alteration in corneal innervation
(CI) that leads to impairment of corneal sensation (CS) and
trophic function, and therefore degeneration of the corneal
epithelium.1 CI is essential for maintaining the health of the

epithelium, supporting cell growth, and promoting wound
healing.5 Loss of sensory nerve function also weakens the pro-
tective lacrimation and blink reflexes, further compromising
the ocular surface.6

The Mackie classification system is the most widely used
system to stage NK based on the severity of corneal impair-
ment.7 In stage I, patients show early signs of disease, includ-
ing punctate epithelial defects, surface irregularity, and
superficial neovascularization, which are often detected with
vital dye staining. Stage II is marked by persistent corneal epi-
thelial defects (PCEDs) of the cornea that do not extend into
the stroma. PCEDs usually have a smooth, oval appearance
with rolled edges due to failed corneal healing as a result of
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loss of trophic support. Stage III is the most severe form of
NK and is defined by corneal ulceration, stromal thinning or
melting, and in extreme cases, perforation—all of which pose
a serious threat to vision.8–10

Cenegermin is a topical recombinant form of human nerve
growth factor that promotes epithelial regeneration, supports
sensory nerve survival, and stimulates regeneration of the tri-
geminal nerve.7,9,11 It is the first treatment targeting the under-
lying disease mechanism rather than only managing signs and
symptoms.12 Cenegermin was approved by the European
Medicines Agency (EMA) in 2017 and the US Food and Drug
Administration (FDA) in 2018.13,14 Two phase 2 randomized
clinical trials (NGF0212 [REPARO] and NGF0214) demon-
strated that patients treated with cenegermin over an 8-week
period had statistically significant reductions in lesion size and
disease progression compared with vehicle.15–17 A subsequent
phase 4 (DEFENDO; NCT04485546) prospective, open-
label, uncontrolled clinical trial in patients with stage I NK
found that 84.8% (28/33) of patients experienced corneal epi-
thelial healing at 8 weeks, with 95.2% of patients maintaining
results at 24 weeks post-treatment.18

Cenegermin’s pivotal trials (NGF0212 [REPARO] and
NGF0214) demonstrated its efficacy and safety16; however,
CS and CI results are mixed in the literature, with some
studies showing improvements and others not reaching sta-
tistical significance. These conflicting data highlight the
need for a systematic literature review to comprehensively
assess cenegermin’s impact on both CI and CS in patients
with NK.

Methods

Search strategy

We conducted a systematic literature search to identify
studies evaluating CI and CS in patients with NK treated with
topical cenegermin. We followed literature review best prac-
tices as per the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses guidelines,19 with study aims
framed as per the Population, Intervention, Comparison, Out-
comes (PICO) framework.We defined the population of inter-
est as humans (any age) diagnosed with NK (any stage) in any
country. The intervention of interest was treatment with cene-
germin, and a comparison group was not required. Outcomes
of interest included changes in CI assessed by nerve morphol-
ogy and density using in vivo confocal microscopy, and
changes in CS measured using a Cochet–Bonnet esthesiome-
ter (CBE) or qualitative testing (e.g., cotton wisp, dental floss).

We limited inclusion to studies written in English, published
in medical journals after cenegermin’s US approval on August
22, 2018, and excluded review articles. Search terms were
developed in collaboration with a medical librarian (see
Table 1). MEDLINE (via PubMed) and EMBASE were
searched on June 17, 2024, to identify eligible articles pub-
lished between August 22, 2018, and June 17, 2024. Together,
these databases capture the majority of published ophthalmol-
ogy research on NK. The study protocol, entitled “Systematic
Literature Review (SLR) on the Effect of Nerve Growth Factor
(NGF) on Corneal Innervation in Neurotrophic Keratitis: Ana-
lytic Plan,” was registered at the Center for Open Science’s
OSF literature review registry: https://osf.io/sez23/overview.20

Study selection

Two reviewers independently screened publications in two
phases (title/abstract and full-text) using the systematic review
software Nested Knowledge (version 1.3). The initial search
retrieved publications from PubMed and EMBASE, which
were imported into Nested Knowledge for screening. Only
one reason for exclusion was required at each screening stage.
We included articles reporting data on either CI or CS in
patients of any age with NK treated with cenegermin. Patients
were not excluded for using concomitant medications or
required to use cenegermin as first-line therapy. In multigroup
studies, a comparison or control group was not required. Out-
comes of interest included changes in CI and CS using quanti-
tative or qualitative methods. Case reports involving a single
patient, literature reviews, and non-English-language studies
were excluded. Full-text screening was performed on 53
articles, ultimately yielding 25 included studies. Duplicates
were automatically identified and flagged for removal by the
Nested Knowledge platform, and we subsequently verified
that all duplicates had been removed. We cross-checked insti-
tutions and study periods to minimize overlap of patient data.

Data abstraction

All included studies were abstracted by one reviewer and
verified by a second to ensure accuracy. We abstracted key
information, including study identification and metadata (e.g.,
title, first author, publication year), study design characteris-
tics (e.g., study research design type, study limitations, num-
ber of patients), population details (e.g., NK severity stage,
patient age, race/ethnicity, gender), intervention details (e.g.,
cenegermin dose and regimen), and CS and CI measures (e.g.,
method used, units, time points). For CS, we abstracted
change from baseline, percent change, quadrant-level change,

TABLE 1. SEARCH TERMS USED

Publication databasea Search Terms Used b

PubMed (Oxervate OR “cenegermin” [Supplementary Concept] OR cenegermin OR “Recombinant
Proteins/therapeutic use”[MeS.H] OR “Nerve Growth Factor/therapeutic use”[MeSH])
AND (keratitis[Mesh] OR “Neurotrophic keratitis” OR “Neurotrophic keratopathy” OR
“refractory corneal ulcer*” OR “neurotrophic ulcer*” OR “impaired corneal
innervation” OR “chronic keratitis” OR “ulcerative keratitis”)

EMBASE (Oxervate OR ‘cenegermin’/exp OR cenegermin OR ‘recombinant protein’/exp/dm_th OR
‘nerve growth factor’/exp/dm_th) AND (‘keratitis’/exp OR ‘Neurotrophic keratitis’ OR
‘Neurotrophic keratopathy’ OR ‘refractory corneal ulcer*’ OR ‘neurotrophic ulcer*’ OR
‘impaired corneal innervation’ OR ‘chronic keratitis’ OR ‘ulcerative keratitis’)

aSearch date: June 17, 2024.
bAll searches were limited to a 5-year period (August 22, 2018–June 17, 2024).
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and statistical significance; for CI, we abstracted change from
baseline in nerve density or length, percent change, and quali-
tative descriptors where applicable. We further conducted a
risk of bias (ROB) assessment using the National Heart, Lung,
and Blood Institute (NHLBI) tools for Quality Assessment for
Observational Cohort and Cross-Sectional Studies, and Con-
trolled Intervention Studies.

Data analysis

In addition to a descriptive synthesis, we conducted a quantita-
tive analysis to characterize changes in CS and CI across studies.
Because the review was descriptive and did not pool effect esti-
mates, statistical heterogeneity metrics were not applicable. Of
the included articles, 8 reporting CS outcomes and 3 reporting
CI outcomes met the criteria for quantitative analysis, as they
provided quantifiable data in the text or tables rather than infigures
alone. For cases where data were reported in figures and values
were not provided, we reached out to the corresponding authors to
obtainmissing data or confirm unclear data; none responded.

We abstracted and standardized reported values, converted
medians to means using the Meta Convertor calculator as
needed,21 and applied sample size-based weights to estimate
overall and stage-specific weighted mean changes from base-
line to 8 weeks post-treatment initiation. Eight weeks was
selected because it was the most consistently reported early
post-treatment time point across studies and corresponds to
a full course of cenegermin treatment. We accounted for differ-
ences in measurement techniques and reporting formats to ena-
ble consistent cross-study comparison, usingMicrosoft Excel.

Results

Search and screening overview

A total of 165 records were identified through searches of
PubMed and EMBASE. After removing 48 duplicates, 117

unique records remained and underwent abstract-only screen-
ing. Of these, 62 were excluded for reasons such as being liter-
ature reviews, lacking outcomes of interest, or other factors,
as described in Figure 1. The remaining 55 studies proceeded
to a full-text review, during which 30 were excluded as they
did not meet the full inclusion criteria. Ultimately, 25 studies
met all the inclusion criteria and were included in the final
review (see Fig. 1).

Summary of included articles

Included studies comprised 18 case series, 3 cohort studies,
2 randomized controlled trials, 1 case–control study, and 1
uncontrolled phase 4 trial. Most studies included data on CS
(n = 21), while few studies assessed CI (n = 8).

Studies were conducted in several countries, with the
United States and Italy accounting for the largest number of
studies (n = 10 each). Other countries included Germany,
Spain, China, France, Poland, Belgium, Hungary, Portugal,
and the United Kingdom. Sample sizes ranged from small
case series (2–5 patients) to larger clinical trials enrolling up
to 156 patients (see Table 2).

Across 24 studies that reported gender distribution, 319
females (62.5%) and 191 males were included. The pooled
mean age among the 19 studies that reported both mean age
and sample size was 61.8 years. Among studies that reported
NK etiology, the most common etiologies were herpetic eye
disease (n = 137 patients), surgical procedures (n = 99
patients), including post-neuroma surgery and ocular sur-
geries, and diabetes mellitus (n = 52 patients). Among patients
with other eye disorders, dry eye was the most commonly
reported condition (n = 62 patients). Other frequently reported
ocular conditions or procedures included intraocular lens
implantation (n = 19 patients), Sjögren’s disease (n = 10
patients), and complications related to Graves’ disease, limbal
stem cell deficiency, ocular surface injury or inflammation,

FIG. 1. Flow diagram depicting the
literature review process and studies
identified.
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and corneal dystrophy (all n < 10 patients). Concomitant
ocular therapies reported in the included studies were
extracted where available and are summarized in Supple-
mentary Table S1. The majority of studies (21/25) evaluated
topical cenegermin applied six times daily for 8 weeks,
although a few studies reported that some patients received a
shorter treatment course (3/25 studies) or did not report the
length of treatment (1/25 studies). Treatment duration and
frequency were generally consistent, but follow-up duration
varied significantly, from no follow-up after the 8-week
treatment period to 2 studies that followed patients for 4 years
after treatment.25,31 Ten studies followed patients for the
8-week treatment course and 9 studies followed patients for
more than a year (Supplementary Table S2). Because most
studies reported outcomes at the 8-week treatment endpoint,
pooled analyses of CS and CI primarily reflect short-term
changes, and interpretation of longer term improvements
should be made cautiously.

Corneal sensation

Of the 21 studies that reported data on CS, 19 provided
results both pre- and post-cenegermin treatment. The majority
of these studies (18/19) reported improvements in CS post-
cenegermin. The remaining study, which was a case series of
pediatric patients, reported that no patients experienced a
documented improvement in CS, although the authors noted
that assessment of CS was inconsistently documented among
the patients.41 To assess CS, 13 studies used CBE, 3 used a
cotton-wisp test, 1 used nonminted dental tape, 3 used mixed
methods (CBE in combination with non-CBE techniques),
and 1 study did not report the CS assessment method. In the 9
studies reporting patient-level data, CS improved in 83.9%
(146/174) of patients, with variability reflecting differences in
baseline function and assessment methods (see Table 3).

Pooled analysis of CBE-reported CS

Of the 19 studies that provided CS results both pre- and
post-cenegermin treatment, 8 were included in further analy-
ses because they provided quantitative CBE data in the text or
in tables. Improvements in CS following 8 weeks of treatment
with cenegermin were consistently observed across these
studies, with varying magnitude depending on baseline dis-
ease severity. Mean change in CSwas greatest among patients
with moderate-to-severe NK (stage II or III). A pooled analy-
sis across all 8 studies showed a weighted mean CS increase
from 1.76 cm at baseline to 3.81 cm post-cenegermin treat-
ment, representing an improvement of 2.05 cm or 116.5%
(see Table 4).

Corneal innervation

Of the 8 studies that reported data on CI, 6 provided results
both pre- and post-cenegermin treatment. All 8 studies utilized
in vivo confocal microscopy to assess parameters such as
nerve fiber density, length, branching, or fractal dimension,
although not every study reported on all variables. Regenera-
tion rates ranged from 0.8 – 0.5 mm/mm2 to 1.87 mm/mm2

per month in the 2 studies that reported corneal nerve regener-
ation rates. Improvement was seen across all studies, although
the degree of improvement varied by study. Increases were
reported in total, main, and branch nerve densities, with sev-
eral studies reporting statistically significant gains as early as
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8 weeks post-cenegermin treatment. In addition to density,
structural parameters of nerve regeneration also improved.
One study reported significant increases in corneal nerve fiber
density (CNFD), particularly in peripheral corneal sectors,
with progressive centripetal regrowth (see Table 5).26

Pooled analysis of CI improvements

Of the 6 studies that reported CI results both pre- and post-
cenegermin treatment, only 3 provided nerve density data in
the text or in tables in a way that could be used for quantitative
synthesis. CNFD improved following 8 weeks of cenegermin
treatment in all 3 studies, with the magnitude of change vary-
ing depending on baseline disease severity. When pooled
across the 3 studies that met inclusion criteria—defined as
reporting CNFD at 8 weeks using quantitative methods—the
weighted mean CNFD increased from 3.1 mm/mm2 at base-
line to 5.1 mm/mm2 at week 8. This corresponds to an abso-
lute mean increase of 2.0 mm/mm2, representing a 64.5%
improvement from baseline. Cenegermin was shown to pro-
mote corneal nerve regeneration across varying disease sever-
ity (see Table 6).

ROB assessments

We evaluated ROB for each included study using the previ-
ously described NHLBI tools. Of the 25 studies, 8 were rated
good, 12 fair, and 5 poor. Randomized controlled trials gener-
ally had lower ROB, while case–control studies showed
higher risk compared with pre–post studies. Case series had
mixed ratings, with most falling into the fair quality category.

Given the substantial heterogeneity in study design, out-
come reporting, and sample sizes, as well as the limited num-
ber of studies contributing data to quantitative syntheses, it
was not feasible to conduct formal weighting by ROB or sen-
sitivity analyses to exclude lower quality studies. Instead,

ROB assessments informed narrative interpretation and
strength of conclusions, with greater caution applied to studies
rated as fair or poor quality. The ROB assessments are pre-
sented in Supplementary Tables S3–S6.

Discussion

This systematic literature review and weighted analysis
offer a comprehensive examination of cenegermin’s effects on
CS and CI in patients with NK. Across 25 published studies
that met all the inclusion criteria, 21 studies reported on CS
and 8 studies reported on CI. Both CS andCI showed improve-
ment at 8 weeks post-treatment, which was the only time point
that was reported quantitatively across all studies. A pooled
analysis of CS found a mean improvement across 134
patients drawn from 8 studies of 2.05 cm (116.5%); studies
that included more moderate and severe stage II and III
patients demonstrated the greatest improvement in CS. A
pooled analysis of CI data demonstrated a mean improve-
ment of 2.0 mm/mm2 (64.5%) in CNFD from baseline to
8 weeks post-treatment.

Although cenegermin’s pivotal trials (NGF0212 [REP-
ARO], NGF0214) were able to demonstrate its efficacy and
safety, they were not able to determine statistically significant
improvements in CS due to limitations on sample size and
length of follow-up.15,16 Subsequent independent studies
have since demonstrated significant improvements in CS
after treatment with cenegermin.18,24,30–32,36–38,42 How-
ever, these studies were limited by small sample sizes, retro-
spective designs, and heterogenous populations, which
limited their ability to extrapolate findings to a broader
patient population. To address this evidence gap, we con-
ducted a systematic literature review to analyze and synthe-
size the peer-reviewed literature on the impact of cenegermin
on CS and CI. By focusing specifically on nerve-related

TABLE 4. WEIGHTED MEAN ANALYSIS OF CORNEAL SENSATION CHANGES WITH CENEGERMIN

Article Sample size CS, baseline CS, week 8 Mean changea Percent change

Mild (stage I)
Hamrah et al.18 37 patients 2.28 cm 4.12 cm 1.84 cm 80.7%

Mild/Moderate (stages I, II)
Arboleda et al.38 5 patients 1.47 cm 2.67 cm 1.2 cm 81.6%
Bruscolini et al.25 18 patients 1.2 cm 2.95 cm 1.75 cm 145.8%

Moderate/Severe (stages II, III)
Roszkowska et al.29 21 patients 1.81 cmb 4.43 cmb 2.62 cm 144.8%
Meduri et al.33 11 patients 1.6 cm 4.25 cm 2.65 cm 165.6%
Pflugfelder et al.16 24 patientsc 0.81 cm 2.91 cm 2.1 cm 259.3%
Mastropasqua et al.43 18 patientsd 1.85 cm 3.85 cm 2.0 cm 108.1%

Mild/Moderate/Severe (stages I, II, III)
Balbuena-Pareja et al.24 25 patientsd 2.3 cme,f 4.1 cme,f 1.8 cm 78.3%

Weighted mean for all included studies 1.76 cm 3.81 cm 2.05 cm 116.5%

aWeighted mean calculations and reported changes reflect study-level patient averages; eye-level data were not consistently reported and
thus not able to be incorporated.

bIn Roszkowska et al., separate values were provided for patients with moderate and severe disease; we calculated a single weighted
mean using the reported sample sizes to maintain consistency with other studies.

cThere were 24 patients at baseline and 18 patients at 8 weeks.
dAn assumption about the number of patients was made based on the available data in the study.
eMean change from baseline to week 8 was calculated using the Meta Converter calculator in studies that only reported the median and

interquartile range (IQR).
fCS was reported as mean values for the superotemporal, superonasal, inferotemporal, and inferonasal quadrants, as well as the lesion.

For consistency, a single mean was calculated by averaging these values together.
CI, corneal innervation; CS, corneal sensation.

CENEGERMIN AND CORNEAL NERVE HEALTH 11



T
A
B
L
E
5.

S
T
U
D
IE
S
R
E
P
O
R
T
IN

G
C
O
R
N
E
A
L
IN

N
E
R
V
A
T
IO

N
D
A
T
A

A
rt
ic
le

Sa
m
pl
e
si
ze

N
K
st
ag

e(
s)

C
N
F
D
an

d
le
ng

th
a

C
N
br
an

ch
de
ns
it
y

C
N
re
ge
ne
ra
ti
on

B
al
bu

en
a-
Pa
re
ja

et
al
.,
20

23
2
4

25
pa
tie
nt
s

I,
II
,I
II

Po
st
-t
re
at
m
en
t,
m
ed
ia
n
to
ta
l,
m
ai
n,

an
d

br
an
ch

ne
rv
e
de
ns
iti
es

in
N
K
gr
ou
p

w
er
e
si
gn

ifi
ca
nt
ly

lo
w
er

th
an

co
nt
ro
ls

(a
ll
P
<
0.
00

01
).
C
om

pa
re
d
w
ith

pr
et
re
at
m
en
tv

al
ue
s
in

N
K
,m

ed
ia
n

po
st
-t
re
at
m
en
tt
ot
al
ne
rv
e
nu
m
be
r
in

n/
m
m

2
in
cr
ea
se
d
[2
0.
6
(r
an
ge
:0

.0
–

10
5.
0)
,P

=
0.
01
18
]
an
d
m
ai
n
ne
rv
e

nu
m
be
r
in
cr
ea
se
d
[8
.1
(r
an
ge
:0

.0
–

38
.8
),
P
=
0.
01
62
].

Po
st
-t
re
at
m
en
t,
br
an
ch

ne
rv
e
de
ns
iti
es

in
N
K
gr
ou
p
w
er
e
si
gn
ifi
ca
nt
ly

lo
w
er

th
an

co
nt
ro
ls
(a
ll
P
<
0.
00
01
).

C
om

pa
re
d
w
ith

pr
et
re
at
m
en
tv

al
ue
s
in

N
K
,b
ra
nc
h
ne
rv
e
nu
m
be
r
in
cr
ea
se
d

[1
3.
8
(r
an
ge
:0

.0
–
82
.5
),
0.
02
56
].

R
at
e
of

ne
rv
e
re
ge
ne
ra
tio

n:
0.
8
–
0.
5
m
m
/m

m
2
pe
r

m
on

th
.

Pe
dr
ot
ti
et
al
.,
20
22

2
6

18
pa
tie
nt
s

II
,I
II

Q
ua
nt
ita
tiv

e
an
al
ys
is
of

th
e
su
b-
ba
sa
l

ne
rv
es

im
ag
ed

w
ith

A
C
C
m
et
ri
cs

sh
ow

ed
a
si
gn
ifi
ca
nt

in
cr
ea
se

in
C
N
FD

in
al
lc
or
ne
al
se
ct
or
s
be
tw
ee
n

ea
ch

co
nt
ig
uo
us

tim
e
in
te
rv
al
un
til

th
e

4-
m
on
th

fo
llo

w
-u
p
(P

<
0.
05
).

A
t8

-m
on
th

fo
llo

w
-u
p,
th
e
C
N
FD

pr
og
re
ss
iv
el
y
in
cr
ea
se
d
in

al
lc
or
ne
al

se
ct
or
s,
ex
ce
pt

in
th
e
ce
nt
ra
lo

ne
,w

hi
ch

de
cr
ea
se
d
du
e
to

th
e
tw
o
re
la
ps
ed

pa
tie
nt
s.
Pr
og
re
ss
iv
e
ne
rv
e
re
gr
ow

th
w
as

ac
co
m
pa
ni
ed

by
a
gr
ad
ua
li
nc
re
as
e

in
br
an
ch
in
g
ov
er

tim
e.

A
si
gn
ifi
ca
nt

in
cr
ea
se

in
C
N
B
D
w
as

ob
se
rv
ed

in
th
e
su
pe
ri
or

(P
=
0.
05
)

an
d
te
m
po

ra
l(
P
=
0.
01
)
se
ct
or
s

fr
om

8
w
ee
ks
,i
n
th
e
na
sa
ls
ec
to
r

(P
=
0.
01
)
fr
om

th
e
2-
m
on

th
fo
llo

w
-u
p
an
d
in

th
e
in
fe
ri
or

on
e

(P
=
0.
04
)
fr
om

th
e
fo
ur
th

m
on
th
.

A
lth

ou
gh

no
si
gn
ifi
ca
nt

br
an
ch
in
g

w
as

de
te
ct
ab
le
in

th
e
ce
nt
ra
l

co
rn
ea
ls
ec
to
r
un

til
th
e
la
st
fo
llo

w
-

up
,t
he

gr
ow

in
g
tr
en
d
of

th
e
IQ

R
in
di
ca
te
d
in
iti
al
br
an
ch
in
g
al
so

in
th
e
ce
nt
ra
lc
or
ne
a
in

so
m
e
pa
tie
nt
s.

T
he
re

w
as

ce
nt
ri
pe
ta
l

pr
og

re
ss
io
n
of

su
b-
ba
sa
l

co
rn
ea
ln

er
ve

re
gr
ow

th
,

es
pe
ci
al
ly

in
th
e

pe
ri
ph

er
al
co
rn
ea
.

Sa
ri
ca
y
et
al
.,
20

22
27

5
pa
tie
nt
s

I
A
t8

w
ee
ks
,m

ea
n
to
ta
ln

er
ve

de
ns
ity

an
d
m
ai
n
tr
un
k
ne
rv
e
de
ns
ity

in
cr
ea
se
d
(P

=
0.
00

6,
P
=
0.
01

3,
re
sp
ec
tiv

el
y;

co
m
pa
re
d
w
ith

ba
se
lin

e)
.

T
ot
al
ne
rv
e
de
ns
ity

(m
ea
n
–
SD

)
B
as
el
in
e:
3,
35
6.
52

–
1,
44
4.
75

Po
st
-t
re
at
m
en
t:
7,
75
18
.6
9
–
1,
74
4.
4b

M
ai
n
T
ru
nk

N
er
ve

D
en
si
ty

B
as
el
in
e:

1,
89

7.
85

–
87

5.
03

Po
st
-t
re
at
m
en
t:

4,
04

5
–
98

1.
79

A
t8

w
ee
ks
,t
he

br
an
ch

ne
rv
e
de
ns
ity

in
cr
ea
se
d
(P

=
0.
00

4,
re
sp
ec
tiv

el
y,

co
m
pa
re
d
w
ith

ba
se
lin

e.
B
ra
nc
h
ne
rv
e
de
ns
ity

B
as
el
in
e:

1,
45

4.
51

–
75
9.
35

Po
st
-t
re
at
m
en
t:
2,
19
5.
34

–
85
6.
64

T
he

av
er
ag
e
sp
ee
d
of

ne
rv
e
re
ge
ne
ra
tio

n
w
as

ca
lc
ul
at
ed

as
1.
87

m
m
/

m
m
2
pe
r
m
on
th
.

In
fe
rr
er
a
et
al
.,

20
22

3
5

3
pa
tie
nt
s
at
ba
se
lin

e,
5
pa
tie
nt
s
co
m
pl
et
ed

fo
llo

w
-u
p

II
I

B
as
el
in
e:
T
ot
al
ab
se
nc
e
of

ne
rv
es

(3
/3

ey
es
).

8
w
ee
ks
:I
n
4/
5
ey
es
,s
po

ra
di
c
fi
be
rs

w
er
e
de
te
ct
ed
.

N
R

N
R

(c
on

tin
ue
d)

12



T
A
B
L
E
5.

(C
O
N
T
IN

U
E
D
)

A
rt
ic
le

Sa
m
pl
e
si
ze

N
K
st
ag

e(
s)

C
N
F
D
an

d
le
ng

th
a

C
N
br
an

ch
de
ns
it
y

C
N
re
ge
ne
ra
ti
on

Pi
er
ag
os
tin

o
et
al
.,

20
22

3
9

15
pa
tie
nt
s
at
ba
se
lin

e,
8
co
m
pl
et
ed

fo
llo
w
-u
p

II
,I
II

T
he

le
ng
th
,d
en
si
ty
,a
nd

nu
m
be
r
of

ra
m
ifi
ca
tio

ns
of

ne
rv
e
fi
be
rs
in
cr
ea
se

af
te
r
4
w
ee
ks

of
tr
ea
tm

en
t(
P
-v
al
ue

<0
.0
5)

an
d
af
te
r
8
w
ee
ks

of
tr
ea
tm

en
t

(P
-v
al
ue

<0
.0
1)
.T

he
in
cr
ea
se
d
nu
m
be
r

of
ne
rv
e
fi
be
rs
w
ith

re
sp
ec
tt
o
na
ïv
e

on
es

is
in

ac
co
rd
an
ce

w
ith

th
e
hi
gh

nu
m
be
r
of

ne
ur
on
al
C
D
17
1
+
E
V
s.

N
er
ve

fi
be
r
di
am

et
er

in
cr
ea
se
d
af
te
r
8

w
ee
ks

(P
<
0.
01
).

N
R

N
R

M
as
tr
op
as
qu
a
et
al
.,

20
20

4
3

N
R
,a
ss
um

e
18

pa
tie
nt
s

II
,I
II

N
K
gr
ou

p:
th
e
su
b-
ba
sa
ln

er
ve

fi
be
r

de
ns
ity

in
cr
ea
se
d
si
gn

ifi
ca
nt
ly

at
w
ee
k

4
an
d
w
ee
k
8.

T
he

m
ea
n
de
ns
ity

of
ne
rv
e
fi
be
rs
w
as

si
gn
ifi
ca
nt
ly

hi
gh
er

at
w
ee
k
4
an
d

w
ee
k
8
in

co
m
pa
ri
so
n
to

ba
se
lin

e.

T
he

nu
m
be
r
of

ne
rv
e
br
an
ch
es

an
d

th
e
di
am

et
er

of
ne
rv
e
fi
be
rs

in
cr
ea
se
d
si
gn

ifi
ca
nt
ly

af
te
r
4

w
ee
ks

of
tr
ea
tm

en
t.

A
ne
rv
e
re
ge
ne
ra
tio

n
ra
te

of
1,
07

9.
12
9
–
83
5
l
m
/

m
m

2
at
4
w
ee
ks

an
d

66
1.
89
8
–
83
5
l
m
/m

m
2

at
8
w
ee
ks

w
as

re
po
rt
ed
.

*A
ll
st
ud
ie
s
us
ed

IV
C
M
.

a C
N
FD

an
d
re
la
te
d
m
ea
su
re
s
w
er
e
ab
st
ra
ct
ed

at
th
e
pa
tie
nt

or
st
ud
y
le
ve
l,
as

in
di
vi
du

al
ey
e-
le
ve
ll
in
ka
ge

w
as

no
tc
on
si
st
en
tly

re
po
rt
ed
;
ta
bl
e
va
lu
es

m
ay

re
pr
es
en
ta
ve
ra
ge
s
ac
ro
ss

ey
es

w
ith

in
a

pa
tie
nt

w
he
n
po
ss
ib
le
.

b
Po

ss
ib
le
da
ta
er
ro
r,
as

re
po
rt
ed

in
th
e
ar
tic
le
.

A
S-
O
C
T
,a
nt
er
io
r
se
gm

en
to

pt
ic
al
co
he
re
nc
e
to
m
og
ra
ph
y;

C
I,
co
rn
ea
li
nn
er
va
tio

n;
C
N
FD

,c
or
ne
al
ne
rv
e
fi
be
r
de
ns
ity

;C
N
Fr
aD

,c
or
ne
al
ne
rv
e
fi
be
r
fr
ac
ta
ld

im
en
si
on
;C

N
B
D
,c
or
ne
al
ne
rv
e
fi
be
r

br
an
ch

de
ns
ity

;D
C
,d

en
dr
iti
c
ce
ll;

E
V
,e
xt
ra
ce
llu

la
r
ve
si
cl
es
;H

R
T
,H

ei
de
lb
er
g
re
tin

a
to
m
og
ra
ph
;I
V
C
M
,i
n
vi
vo

co
nf
oc
al
m
ic
ro
sc
op
y;

N
K
,n
eu
ro
tr
op
hi
c
ke
ra
to
pa
th
y.

13



outcomes and standardizing measures of CS and CI, this
review provides additional support that cenegermin is associ-
ated with meaningful improvements in CS during the initial
8 weeks post-treatment, while also enabling comparison
between real-world studies.

Across the 21 articles reporting on CS that included quanti-
tative data, the majority reported that cenegermin consistently
improved CS from baseline to 8 weeks post-treatment, with an
overall weighted mean percent change of 116.5% (range:
78.3%-259.3%) across all NK stages. Improvements were
consistently observed across all stages of disease severity, and
patients with more advanced NK at baseline trended toward
greater CS improvements. This finding may reflect a larger
capacity for improvement when starting with severe disease,
compared with mild disease, where a measurement ceilingmay
limit detectable changes. However, the CBE is both examiner-
and subject-dependent, introducing variability and potentially
obscuring subtle improvements in milder cases. More refined
and reproducible methods of CSmeasurement may better cap-
ture the true extent of treatment-related improvements in the
future.

CI outcomes were less commonly reported, with only 6
studies providing post-treatment nerve fiber density data. Of
these 6 studies, only 3 reported quantitative post-treatment
CNFD values suitable for weighted analysis. Across these 3
studies, cenegermin was associated with corneal nerve regen-
eration, showing an average 2.0 mm/mm2 increase in CNFD
and a weighted mean percent change of 64.5% from baseline
to 8 weeks post-treatment. Although comparison across studies
was challenging due to diverse methodology, 6 studies reported
improvement in nerve fiber density, nerve fiber length, or diam-
eter following treatment with cenegermin.24,26,27,35,39,43

The observed CI improvements lend additional support to
cenegermin’s proposed mechanisms of action, which include
promoting nerve regeneration, enhancing corneal epithelial
healing, and restoring trophic support to damaged corneal tis-
sue. The reported increases in CNFD align with preclinical
data showing that cenegermin stimulates corneal nerve regen-
eration.24,26,43 Although the average increase of 2.0 mm/mm2

CNFD observed in our included studies seems low, it is possi-
ble that additional benefit could have been seen beyond
8 weeks post-treatment, a time point chosen as it was the only
comparable follow-up length reported consistently across
articles with quantitative data. For comparison, a small retro-
spective case series of 4 patients with severe NK treated with
autologous serum tear drops demonstrated that corneal nerve
density continued to increase over longer follow-up periods
(from 0 to 10.09 – 2.54 mm/mm2 over 4–22 months), sug-
gesting that nerve regeneration may extend well beyond the
8-week time point reported here.44 One study observed

recovery of sub-basal corneal nerves in patients treated with
cenegermin, beginning at 8 weeks and continuing through
8 months post-treatment.26 Significant regrowth was noted in
corneal nerve fiber length from 8 weeks onward and in
CNFD starting at 2 months, with both measures showing
continued improvement throughout follow-up.26 Our CS and
CI findings reinforce the idea that cenegermin acts as a
disease-modifying therapy for NK, not only promoting epi-
thelial healing but also contributing to restoration of CS
across all NK stages. Improvements in CI are particularly
significant because of the central role corneal nerves play in
maintaining ocular surface health, tear production, and epi-
thelial turnover. It is encouraging that substantial CS gains
were seen even in patients with severe disease, a group that
is at significant risk of corneal perforation and vision loss.45

As a key measure of corneal health, the increase in CS
observed in this review provides additional evidence that
cenegermin improves corneal nerve function. Importantly,
however, CI and CS are not always well correlated, and the
magnitude of improvement in one does not necessarily pre-
dict the other. Future studies would benefit from evaluating
whether there are critical thresholds of CI and CS recovery
that correspond to clinically meaningful improvement, which
could better define treatment success with cenegermin.

This study had several limitations. The included articles
were heterogenous in design, patient populations, and out-
comes measures, with findings influenced by uncontrolled
case series, thereby limiting the strength of causal inference.
Both pediatric and adult patients were included, despite known
differences in baseline corneal physiology and nerve regenera-
tion capacity, because cenegermin is approved in the United
States for patients older than 2 years and available real-world
evidence frequently reports outcomes across broad age ranges
without stratification.

The use of concomitant topical or systemic ocular therapies
alongside cenegermin was inconsistently documented and
could not be systematically adjusted for, raising the possibility
of confounding by other treatments (e.g., autologous serum,
antibiotics). Importantly, in many studies, cenegermin was
initiated in patients who were refractory or had an inadequate
response to these same therapies prior to cenegermin treat-
ment. Therefore, while residual confounding from concurrent
treatments cannot be entirely excluded, the observed clinical
improvements following cenegermin initiation are unlikely to
be primarily attributable to these concomitant interventions.
Ocular comorbidities that could impact corneal nerve health or
healing (e.g., dry eye disease, prior corneal grafts, or previous
ocular surgeries) were inconsistently reported across studies
and could not be incorporated into our analysis. Underlying
etiology (e.g., herpetic, postsurgical, diabetic) may also

TABLE 6. WEIGHTED MEAN ANALYSIS OF CORNEAL NERVE FIBER DENSITY CHANGES WITH CENEGERMIN

Article Sample size CNFD, baseline CNFD, week 8 Mean changea Percent change

Saricay et al.27 5 patients 3.4 mm/mm2a 7.8 mm/mm2b 4.4 mm/mm2 129.4%
Mastropasqua et al.43 18 patients 0.9 mm/mm2b,c 2.6 mm/mm2b,c 1.7 mm/mm2 188.9%
Balbuena-Pareja et al.24 25 patients 4.6 mm/mm2 6.4 mm/mm2 1.8 mm/mm2 39.1%
Weighted mean for all included studies 3.1 mm/mm2 5.1 mm/mm2 2.0 mm/mm2 64.5%

aWeighted mean CNFD values reflect aggregated study-level patient averages; individual eye-level data were not consistently available.
blm/mm2 (micrometers per square millimeter) was converted to mm/mm2 (millimeters per square millimeter).
cMean was calculated from median, IQR, and sample size using the Meta Converter calculator.
CNFD, corneal nerve fiber density; IQR, interquartile range.
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influence the regenerative potential, but we did not conduct
subgroup analyses because most of the studies did not provide
patient- or eye-level linkage between specific outcomes and
etiologies. Because patient- and eye-level linkage was not con-
sistently reported, analyses were conducted at the study level,
and weighted means reflect aggregated study-level data rather
than individual eyes. Consequently, wewere unable to account
for within-patient correlations in these analyses.

Although all studies followed patients through the 8-week
treatment course, follow-up beyond 8 weeks varied consider-
ably, limiting comparisons of longer term outcomes.Weighted
means could only be calculated for studies reporting quantita-
tive CS or CI data; studies reporting aggregated or incomplete
results restricted our ability to conduct subgroup analyses by
disease stage or measurement methodology. Furthermore,
studies reported CS outcomes as pooled across heterogeneous
assessment techniques without standardization, which could
introduce measurement bias.

Finally, the literature search was restricted to English-
language publications following cenegermin’s US FDA
approval in August 2018, excluding studies published after
its EMA approval in July 2017. Data extraction was per-
formed by a single reviewer and verified by a second.
Lastly, while efforts were made to minimize overlapping
patient populations, duplication cannot be entirely excluded
in studies with few patients, given the rarity of NK and
patient confidentiality.

Conclusions

Cenegermin treatment is associated with both structural
and functional improvements in CI and CS across the spec-
trum of NK severity, highlighting the regenerative potential of
cenegermin in patients with NK. Future research with larger
and more diverse patient populations conducted with standar-
dized quantitative methods to measure CS and CI would help
establish the long-term efficacy of corneal neuronal recovery
induced by cenegermin.
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