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Abstract

e AIM: To investigate and compare the visual and refractive
outcomes of small incision lenticule extraction (SMILE),
laser assisted sub-epithelial keratomileusis (LASEK), and
LASEK combined with corneal collagen cross-linking (LASEK-
CXL) surgery in patients with less than 500 uym of central
corneal thickness (CCT).

e METHODS: The retrospective medical records review
was conducted on the patients with CCT less than 500 um
treated with SMILE, LASEK, and LASEK-CXL. There was
a total of 172 eyes, 76 eyes were in the SMILE group, 53
eyes in the LASEK group, and 43 eyes in the LASEK-CXL
group. Uncorrected distance visual acuity (UDVA), spherical
equivalent refraction (SE), and corneal haze were followed
up in the three groups for 12mo.

e RESULTS: At 12mo postoperatively, there were no
statistically significant differences in UDVA and in the
absolute value of SE between the three groups. The
predictability within £0.50 D in the SMILE group (85.5%)
was significantly higher than in both the LASEK group
(64.2%, P<0.01) and the LASEK-CXL group (69.8%, P=0.04).
The efficacy index and safety index were not significantly
different among the three groups. Corneal haze at 12mo
postoperatively was higher in the LASEK-CXL group (27.9%)
than in the SMILE group (2.6%, P<0.01) and in the LASEK
group (7.5%, P<0.01).

o CONCLUSION: In patients with CCT less than 500 um,
SMILE, LASEK, and LASEK-CXL appear to be effective for
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myopic correction. Among them, SMILE surgery shows the
highest predictability.
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INTRODUCTION

aser-assisted in situ keratomileusis (LASIK) is effective

for the correction of myopia and has excellent refractive
correction ability"’. However, there is a risk of ectasia in patients
with thin corneas because of insufficient residual cornea after
surgery'””!. Therefore, if the central corneal thickness (CCT)
is less than 490 to 460 pm, it is a relative contraindication of
LASIK"*,
Prior to performing corneal refractive surgery in thin corneas,
the main concern is not the corneal thickness itself, but rather
changes of postoperative corneal biomechanics. However,
little is known about which refractive surgery is more adequate
for insufficient corneal thickness. Laser-assisted sub-epithelial
keratectomy (LASEK) is a widely used treatment for patients
who are unable to undergo LASIK!. Femtosecond laser small-
incision lenticule extraction (SMILE) is another option for thin
corneas. It has less biochemical impact than surface ablation
or LASIK"™. LASEK with prophylactic collagen cross-
linking (LASEK-CXL) is another options for eyes with thin
residual stroma, which increases the biochemical stability of
the cornea'. It is difficult to determine what type of refractive
surgery to perform in patients with thin corneas. Therefore, we
aimed to investigate and compare the predictability, efficacy
and complications of SMILE, LASEK, and LASEK-CXL in
patients with less than 500 um of CCT.
SUBJECTS AND METHODS
Ethical Approval This study was approved by the
Institutional Review Board of Chungbuk National University
Hospital and followed the tenets of the Declaration of Helsinki.
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This retrospective medical record reviewing research involved
no more than minimal risk to the subjects. Therefore, the
IRB gave exemption of the requirement for obtaining informed
consent.

Study Population Retrospective review was conducted on
the patients who received LASEK, SMILE, or LASEK-CXL
at the Nuri Eye Ophthalmology Clinic, Daejeon, South Korea
between November 2012 and September 2016.

Inclusion criteria included: 1) 18 years of age or older; 2) no
other previous ocular surgery; 3) no present or past ocular
pathology; 4) CCT thinner than 500 pum; 5) minimum corneal
thickness of 460 um with minimum estimated residual stromal
bed (RSB; except cap) of 250 um after SMILE, or of 320 pm
after LASEK.

Exclusion criteria included: 1) the presence of residual, recurrent,
or active ocular disease such as uveitis, retinal disorder, severe
dry eye, or significant cataracts; 2) patients with topographic
evidence of forme fruste keratoconus; 3) patients with a history
of ocular surgery or systemic collagen vascular disease.

The ectasia risk factor score was also calculated based on
the system proposed by Randleman, which took topographic
pattern, age, CCT, RSB thickness, and spherical equivalent

refraction (SE) into consideration"”

. The additional option of
collagen cross-linking (CXL) was offered to patients with a
higher ectasia risk score.

Surgical Procedures The type of surgery was determined
according to the preference of the patient who satisfied the
inclusion criteria. Optic zone was changed based on clinical
parameters, including manifest refraction, pachymetry,
expected RSB and pupil size. All surgical procedures were
performed by a single experienced surgeon (Lee SJ). Before
the procedure, patients underwent topical anesthesia, standard
sterile draping, and speculum insertion.

SMILE was performed using a VisuMax” femtosecond laser
(Carl Zeiss Meditec AG, Jena, Germany) with a repetition rate
of 500 kHz and set to be from 110 to 140 nJ pulse energy and
more than 6.0 mm lenticule diameter. Following a previously
published surgical procedure!"”, 2.0 mm of single side cut was
made in the superior position. After the cutting procedure, the
lenticule was dissected and manually removed through a side cut.
LASEK was performed by excimer laser ablation with a Mel-
90 excimer laser (Carl Zeiss Meditec AG, Jena, Germany) using
the aspheric aberration-free profiles, 250 Hz FLEXIQUENCE
function and Triple-A Advanced Ablation Algorithm after the
central 9.0 mm epithelium was removed using a surgical brush
(Hyperopic Amoils Epithelial Scrubber, Innovative Excimer
Solutions, Inc.). LASEK was also performed in an optical
zone greater than 6.0 mm, and finished with mitomycin-C
(MMC) 0.02% application for 15s, after which the MMC was
copiously washed out of the eye.

LASEK-CXL was performed with the same protocol as
LASEK. No adjustment was made to the excimer laser
treatment nomogram to account for CXL, which was
performed immediately following stromal ablation. For the
CXL, the stromal bed was coated with Vibex Xtra (Avedro,
Inc., Waltham, MA, USA) consisting of 0.25% riboflavin
(saline, isotonic solution), soaked for 90s, and thoroughly
irrigated with a balanced salt solution. After stromal soaking,
a UVA fluence of 30 mW/cm® was applied for 90s (total
energy, 2.7 J/em®) using the KXL"” CXL system (Avedro, Inc.,
Waltham, MA, USA).

To compensate for possible torsional movements with the
patient supine on the surgical bed, all of the eyes in the three
groups were marked preoperatively along the horizontal
meridian at the limbus at 3 and 9 o’clock with the patient
seated at the slitlamp.

After small incision lenticule extraction, the postoperative
regimen included topical levofloxacin (Levocle”, Hanlim,
Seoul, South Korea), given 4 times daily for 1wk, and topical
loteprednol (Lotemax®, Bausch & Lomb, Tampa, FL, USA),
given 4 times a day for a week and the dosage was gradually
reduced over Imo.

After LASEK and LASEK-CXL, a bandage contact lens
(Acuve Oasys, Johnson & Johnson Vision Care, Inc., USA)
was applied to the cornea for 7d until epithelial healing was
complete and then topical levofloxacin applied 4 times daily
for 1wk, and topical loteprednol applied 4 times a day for 1wk
and then changed to fluormetholone 0.1%, it was applied 4
times a day for Imo and the dosage was gradually reduced
over 3mo.

Preoperative and Postoperative Assessments Before surgery
and at 1, 3, 6, and 12mo postoperatively, all patients had a
detailed ophthalmologic examination that included evaluation
of logMAR uncorrected distance visual acuity (UDVA) and
corrected distance visual acuity (CDVA), manifest refraction,
slit lamp examination (Takagi SM-90N), intraocular pressure
measurement (noncontact tonometer, NT-530, NCT Nidek Co.,
Ltd. Japan), pupil size (Colvard, Oasis Medical), Scheimpflug-
based corneal topography (Pentacam, Oculus, GmbH), and
indirect fundoscopy.

Corneal wavefront aberrations were measured using the
Keratron Scout (Optikon 2000 SpA). Optical errors centered
on the line-of-sight, representing the wavefront aberration,
were recorded as Zernike polynomials and as the coefficients
in the Optical Society of America standards"”. The errors
were analyzed for a 6.0 mm diameter. Changes in corneal
wavefront aberration were determined using the mean values
and preoperative to postoperative differences in the 16 higher-
order aberration (HOA) modes of the Zernike expansion to the
7" order.
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Table 1 The characteristics and preoperative data of patients

Characteristics SMILE (n=76) LASEK (n=53) LASEK-CXL (n=43) P

Age (y) 29.09+6.58 27.26+6.19 30.16+8.15 0.11
Male:female 26:44 14:28 11:30 0.43
SE -5.30+1.92 -5.06+1.30 -5.73£1.75 0.16
CDVA (logMAR) 0.01+0.04 0.01+0.02 0.01+0.03 0.81
Astigmatism (D) 1.10+0.69 1.35+1.08 1.4940.90 0.05
CCT (um) 491.51+7.07 488.32+11.10 473.21£15.70 <0.01
ECD (cells/mm’) 2852.07+314.38 2894.434+258.38 2855.28+345.89 0.72
Scotopic pupil diameter (mm) 7.19+0.89 7.23+0.69 7.34+0.74 0.62
Optic zone (mm) 6.44+0.29 6.52+0.27 6.20+0.41 <0.01
Total ablation zone (mm) 7.44+0.27 8.00+0.31 7.58+0.33 <0.01
Expected ablation depth (um) 100.26+19.55 84.00£17.57 81.70£17.70 <0.01
PTA (%) 30.57+3.95 27.43+3.44 27.80+3.38 <0.01

SMILE: Small incision lenticule extraction; LASEK: Laser assisted sub-epithelial keratomileusis; LASEK-CXL: LASEK combined with corneal

collagen crosslinking; SE: Spherical equivalent; CDVA: Corrected distance visual acuity; CCT: Central corneal thickness; ECD: Endothelial cell

density; PTA: Percentage of tissue altered.

Corneal haze grade was evaluated using slit-lamp bimicroscopy
based on Fantes grading”!. The CCT was measured with an
ultrasound pachymeter (Pocket-II, Quantel Medical, Paris,
France) by similarly experienced technicians. After five
consecutive measurements were taken, minimum value was
recorded. Corneal endothelial cell density (ECD) was analyzed
by specular microscopy (SP3000P, Topcon Corp, Tokyo, Japan).
The percentage of tissue altered (PTA), which is known as a
predictor of postoperative iatrogenc keatectasia, was calculated
by dividing the flap thickness (um) plus ablation depth (um)
by the CCT (um) in the LASIK"*. Since SMILE and LASEK
use flapless technique, we calculated the PTA by dividing the
expected ablation depth plus expected mean central epithelial
thickness (50 pm) by the CCT in the three groups'’. The
efficacy index was calculated by dividing postoperative 12mo
UDVA by preoperative CDVA. The safety index was calculated
by dividing postoperative 12mo CDVA by preoperative CDVA.
Predictability represents the proportion of postoperative SE
within 0.5 or 1.0 diopters (D). These indices were calculated
using data measured at 12mo postoperatively.

Statistical Analysis SPSS version 22.0 software (SPSS,
Inc., Chicago, IL, USA) was used to perform the statistical
analysis and P<0.05 was considered statistically significant.
Means for continuous variables were analyzed using one-way
ANOVA test and Bonferroni post-hoc test was utilized when
ANOVA results had a P<0.05. Differences in proportions
between groups were tested using Chi-square test adjusted by
Bonferroni correction. The statistical program G*Power 3.1.2
(Franz Faul, University Kiel, Germany) was used to ascertain
which sample size was sufficient over an ANOVA. A total
sample size of n=43 was found to be sufficient for the power
(1-B) 0f 0.95, effect size 0.51, actual power 0.95.
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RESULTS

A total of 172 eyes were included. Totally 76 eyes were in the
SMILE group, 53 eyes in the LASEK group, and 43 eyes in the
LASEK-CXL group. Patient demographics and preoperative
data are presented in Table 1. There were no significant
differences in age, sex, SE, astigmatism, ECD, scotopic pupil
diameter or CDVA among the 3 groups. The LASEK-CXL
group had a lower CCT than both the SMILE and LASEK
groups, but there were no significant differences between the
SMILE and LASEK groups. The optic zone was smaller in
the LASEK-CXL group than in the other two groups, and the
diameter of the total ablation zone was in the order of LASEK,
LASEK-CXL and SMILE groups. The expected ablation depth
in the SMILE group was thicker than the other two groups.
Also, the PTA in the SMILE group (30.57%) was higher than
the other two groups.

Postoperative Visual Outcomes Table 2 shows that the
SMILE group had a lower SE (0.39+£0.37 D) than the LASEK
group (0.58+0.47 D) at 12mo postoperatively (P=0.04,
Bonferroni post-hoc test), but there were no statistically
significant differences between the SMILE and LASEK-
CXL groups, or the LASEK and LASEK-CXL groups. Also,
the examinations for astigmatism showed that there were
no significant differences between the three groups at 12mo
postoperatively.

The UDVA and the best CDVA at 12mo postoperatively are
shown in Figure 1A and 1B. All three groups exhibited similar
visual acuity results. In the SMILE group, 89.5% of eyes had
a postoperative UDVA of 20/25 or better and 98.7% had a
postoperative CDVA of 20/40 or better. In the LASEK group,
90.6% had a postoperative UDVA of 20/25 or better and 100%
had a postoperative CDVA of 20/40 or better. In the LASEK-
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Figure 1 Postoperative distance visual acuity in the three (SMILE, LASEK, and LASEK-CXL) groups at 12mo postoperatively A:

Uncorrected visual acuity; B: Best corrected visual acuity; C: Postoperative SE in the three groups 12mo postoperatively; D: Difference between

preoperative and postoperative best corrected visual acuity.
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Figure 2 Postoperative spherical equivalent and endothelial cell density in the three (SMILE, LASEK, and LASEK-CXL) groups for

12mo postoperatively A: The correlation between the attempted correction and achieved correction measured at 12mo postoperatively in the

SMILE, LASEK and LASEK-CXL groups; B: Changes from 1mo of manifested SE for the three groups, expressed in diopters, up to 12mo

postoperatively; C: Postoperative ECD in the three groups 12mo postoperatively.

CXL group, 100% had a postoperative UDVA of 20/25 or better.

The predictability results at 12mo postoperatively were
presented in Figure 1C. The predictability within £0.50 D in
the SMILE group (85.5%) was significantly higher than in
the LASEK group (64.2%, P<0.01) and in the LASEK-CXL
group (69.8%, P=0.04). Also, the predictability within £1.00 D
in the SMILE group (93.4%) was significantly higher than
in the LASEK group (75.5%, P<0.01) and in the LASEK-
CXL group (79.1%, P=0.02). Figure 2A shows the correlation
between the attempted correction and achieved correction
measured at 12mo postoperatively using a scatter plot. The
scatter plot demonstrated that achieved SE at postoperatively
12mo were well correlated with attempted SE in the SMILE,
LASEK, and LASEK-CXL groups, respectively. Figure 2B
shows the change in SE after surgery. Changes in SEQ from
1 to 3mo were +0.03+0.40 D, +0.12+0.76 D, and -0.10+£0.52 D in
the SMILE, LASEK, and LASEK-CXL groups, respectively.

Table 2 Postoperative refractive outcomes (the averages of

absolute value of SE)
Foloway ST RS TR
1mo
SE 0.39+0.32 0.74+0.67 0.63+£0.41 <0.01
Cyl 0.384+0.29 0.75+0.79 0.64+0.42 <0.01
3mo
SE 0.28+0.33 0.41+0.43 0.58+0.37 <0.01
Cyl 0.31+0.33 0.37+0.48 0.52+0.33 0.02
6mo
SE 0.38+0.38 0.55+0.63 0.61+0.47 0.03
Cyl 0.39+0.36 0.42+0.53 0.40+0.35 0.86
12mo
SE 0.39+0.37 0.58+0.47 0.53£0.42 0.03
Cyl 0.44+0.35 0.38+0.51 0.37+0.30 0.55

SMILE: Small incision lenticule extraction; LASEK: Laser assisted
sub-epithelial keratomileusis; LASEK-CXL: LASEK combined with
corneal collagen crosslinking. SE: Spherical equivalent; Cyl: Cylinder.
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Table 3 Corneal HOA at preoperative and 12mo postoperatively

Preoperative 12mo postoperatively
Items SMILE LASEK LASEK-CXL P SMILE LASEK LASEK-CXL P
(n=57) (n=15) (n=17) (n=76) (n=53) (n=43)

HOA-RMS 0.43+0.14 0.52+0.24 0.48+0.12 0.14 0.63+0.20 0.80+0.30 0.83+0.23 <0.01"
Total 3" order 0.32+0.16 0.32+0.12 0.33+0.14 0.97 0.42+0.17 0.47+0.29 0.46+0.18 0.37
Coma 0.25+0.13 0.27+0.12 0.31£0.13 0.31 0.35+0.18 0.40+0.26 0.42+0.15 0.12
Trefoil 0.16+0.10 0.15+0.09 0.14+0.09 0.71 0.20+0.11 0.21+0.15 0.15+0.12 0.05
Total 4" order 0.26+0.08 0.31£0.11 0.29+0.07 0.12 0.37+0.15 0.53+0.23 0.58+0.22 <0.01"
Spherical aberration 0.23+0.09 0.29+0.11 0.26+0.09 0.11 0.33+0.16 0.48+0.20 0.53+0.19 <0.01"
Secondary astigmatism 0.07+0.05 0.08+0.04 0.08+0.05 0.63 0.13+0.07 0.16+0.14 0.15+0.09 0.34
Quadra foil 0.06+0.04 0.08+0.04 0.09+0.04 0.90 0.07+0.04 0.09+0.10 0.08+0.04 0.08

SMILE: Small incision lenticule extraction; LASEK: Laser assisted sub-epithelial keratomileusis; LASEK-CXL: LASEK combined with corneal

collagen crosslinking; HOA-RMS: Higher-order aberration root mean square.

Changes in SE from 1 to 6mo were -0.03+0.41 D, -0.13+0.73 D,
and -0.10+0.48 D in the SMILE, LASEK, and LASEK-CXL
groups, respectively. Changes in SE from 1 to 12mo were
-0.03+0.42 D, -0.1541.05 D, and +0.06+0.72 D in the SMILE,
LASEK, and LASEK-CXL groups, respectively. The LASEK
group had the highest SE change, but there were no significant
differences between three groups.

In the comparison of preoperative CDVA with CDVA at
12mo postoperatively, the proportions of CDVA loss were
9.2%, 7.5% and 4.7% in the SMILE, LASEK, and LASEK-
CXL groups, respectively (Figure 1D) and there were no
significant differences between the three groups (P=0.67). The
efficacy index was 0.95+0.15, 0.95+0.17, and 0.99+0.09 in the
SMILE, LASEK, and LASEK-CXL groups, respectively and
there were no significant differences among the three groups
(P=0.29). The safety index was 1.01+0.10, 1.00+0.06, and
1.01+0.08 in the SMILE, LASEK, and LASEK-CXL groups,
respectively and there were no significant differences among
the three groups (P=0.93).

Complications Figure 2C shows that postoperative ECD did
not decrease during the 12mo follow up period. The incidence
of corneal haze at 12mo postoperatively was higher in the
LASEK-CXL group (27.9%) than in the SMILE group (2.6%,
P<0.01) and the LASEK group (7.5%, P<0.01). Postoperative
ectasia did not occur in the SMILE and LASEK-CXL groups
in 12mo, but occurred in 1 case (1.9%) of the LASEK group.
This is a case of iatrogenic corneal ectasia in a 21-year-old
man following LASEK. The preoperative refractive error was
-3.00 Dsph/-3.50 Dcyl x180° in the right eye, the CDVA was
20/20 in the right eye. The preoperative corneal topography
was normal, with a minimum corneal thickness of 499 pm
in the right eye. The expected ablation depth in the right
eye was 94 um. The immediate postoperative course was
uneventful, with an UDVA of 20/20 in the right eye at the

1-month examination. This was maintained for 6mo.

974

Nine months after LASEK, the patient presented with early
signs of ectasia in the right eye on corneal topography, which
had worsened in at the 12-month examination. At 12mo after
LASEK, the manifest refraction was +0.25 Dsph/-2.75 Dcyl
x95° in the right eye, correcting to 20/25. The cornea was
clear on slit lamp examination. Scheimpflug-based corneal
topography was performed and difference maps (preoperative
and postoperative) were evaluated. There was an obvious
increase in the inferior steepening on the sagittal maps in right
eyes (maximum K, 50.1 D) associated with asymmetric bowtie
pattern with skewed axes.

The preoperative HOA results were not different in the three
groups. Also, HOA at postoperative 12mo showed similar
results in the three groups. However, higher-order aberration
root mean square (HOA-RMS), total 4™ order and spherical
aberration in the SMILE group were lower than in the LASEK-
CXL and LASEK groups, but there were no differences
between the LASEK and the LASEK-CXL groups (Table 3).
DISCUSSION

In this study, we investigated and compared the visual and
refractive outcomes of SMILE, LASEK, and LASEK-
CXL in patients with less than 500 pm of CCT. At 12mo
postoperatively, the predictability within #£0.50 D in the
SMILE group (85.5%) was significantly higher than in both
the LASEK group (64.2%, P<0.01) and the LASEK-CXL
group (69.8%, P=0.04). The efficacy index and safety index
were not significantly different among the three groups.

One previous study showed good safety and efficacy at 10y
of follow-up when photorefractive keratectomy (PRK) and
LASEK were performed in patients with CCT less than 500 pm,
and showed stable visual and refractive results'”. Another
previous study reported the results of LASEK in patients with
less than 500 pum of CCT™. In that study, at 3mo after LASEK,
95.8% had UDVA of 20/40 or better, and 77.1% had UDVA of
20/20 or better. These results were similar to those of the three
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groups in our study. Also, that study reported that 75% of the
eyes had manifested SE within +0.50 D, and 96% were within
+1.00 D. However, in our study, predictability within £1.00 D
in the LASEK group (75.5%) and LASEK-CXL group (79.1%)
were significantly lower than in the SMILE group (93.4%).
This suggests that SMILE may be relatively more predictive
than the other two procedures.

Myopic regression rate after LASIK is known to be 5% to
27%"7. Prophylactic CXL has been introduced as a way to
prevent myopic regression’ **'". In our study, the SE changes were
similar in the LASEK-CXL and SMILE groups, and largest in
the LASEK group between 1 and 12mo postoperatively, but
there was no statistical difference among the three groups. This
may be related to the relatively small number of participants in
the study.

Although the incidence of postoperative ectasia is an extremely
rare occurrence, corneal ectasia is one of the most serious
complications after refractive surgery. Corneal ectasia may
have very poor visual prognosis, is very difficult to manage,
and serious cases may require penetrating keratoplasty™. It
is known that flap creation and tissue removal during corneal
ablation reduce the biomechanical properties of the cornea™>*.
Recently, the PTA has been introduced to predict iatrogenic
corneal ectasia that may occur after LASIK, and the risk may
increase if it exceeds 40%''*"”. Because SMILE or LASEK
use the flapless technique, the PTA values were calculated as
the expected mean central epithelial thickness (50 pum) plus
expected ablation depth divided by the CCT. In this study, the
SMILE group had an average PTA of 31%, the LASEK group
27%, and the LASEK-CXL group 28%. Theoretically, SMILE
surgery is thought to have little effect on the biomechanical
properties of the cornea because it uses a flapless technique

31 Also, Kanellopoulos'® reported that

and tissue subtraction
43 cases of prophylactic CXL in high myopia patients did not
develop any corneal ectasia during the 3.5y follow-up period.
In our study, postoperative ectasia did not occur in the SMILE
and LASEK-CXL groups and occurred in 1 case (2.38%) of
the LASEK group.

Among the three procedures performed in this study, the
possibility of endothelial cell damage is relatively high in
CXL. It was known that endothelial cell damage may occur
due to exposure of free radicals during CXL process”®.
However, according to a multicenter clinical trial, there was
no change in endothelial count at 1y after CXL"". Also,
several studies have shown that when 0.02% MMC was used
in corneal surface excimer laser ablation, there was no corneal
endothelial cell loss during the 3mo to S5y follow up period”*.
In our study, postoperative ECD did not decrease during the
12mo follow up period in all 3 groups.

There has been no consensus as to which refractory surgery has

a lower risk of corneal haze. In our study, corneal haze at 12mo
postoperatively was higher in the LASEK-CXL group than
in the SMILE and LASEK groups. Haze after CXL is known
to be caused by back scattered and reflected light reducing
corneal transparency™”. In a previous study, more than 90% of
eyes had the clinical appearance of stromal haze on slit-lamp
examination after CXL"". The occurrence of haze peaks at
Imo and decreases gradually, and it is known to become clear
after 6mo. However, in most cases, treatment is not necessary,
and in some cases, low dosage steroid medication was used”".
HOAs are an important part of the quality of vision. There
is an increase in HOAs after refractive surgery, especially
spherical aberrations are known to have a significant effect on
night vision disturbance"™. Yu et al** reported that the SMILE
group had fewer HOAs, including spherical aberration, than
the LASEK group at 3mo postoperatively in a study of mild
to moderate myopia. In our study of cornea thickness less
than 500 pum, HOAs at postoperative 12mo showed similar
results in three groups. However, HOA-RMS, total 4" order
and spherical aberration in the SMILE group were lower than
in the LASEK and LASEK-CXL groups, but there were no
differences between the LASEK and LASEK-CXL groups.
The influence of wound healing on HOA had been nicely
shown in an experimental cat model™". The same authors also
showed that the loss of laser efficiency is a main culprit for
the induction of spherical aberrations after corneal excimer
laser surgery””. Postoperative wound healing responses and
inflammatory infiltrations may be milder in SMILE surgery,
and this may explain lower HOA inductions”**".

The strength of our study is that it is likely the first study of
the visual outcome and prognosis of SMILE surgery for thin
corneal thickness less than 500 um. However, our present
study also had some notable limitations that were inherent
to its retrospective nature and the LASEK-CXL group had a
lower CCT than the SMILE group and LASEK group. Also,
the relatively small sample size and relatively short follow-up
period of 12mo are limitations of this study. Therefore, a large-
scale prospective design and long term follow-up period study
will be needed.

In conclusion, SMILE, LASEK, and LASEK-CXL surgery
appear to be effective for myopic correction in patients with
thin corneas. However, SMILE provided significantly better
refractive predictability than LASEK and was marginally
better than LASEK-CXL which was marginally better than
LASEK. Also, the SMILE group had fewer postoperative
complications and less induction of some HOA compared with
the LASEK and LASEK-CXL groups.
ACKNOWLEDGEMENTS

Conflicts of Interest: Hwang HS, None; Lee HJ, None; Lee
SJ, None; Kim J, None.

975



SMILE, LASEK, LASEK-CXL in thin corneas

REFERENCES
Pérez-Santonja JJ, Bellot J, Claramonte P, Ismail MM, Ali6 JL. Laser

—_—

in situ keratomileusis to correct high myopia. J Cataract Refract Surg
1997;23(3):372-385.
2 Giri P, Azar DT. Risk profiles of ectasia after keratorefractive surgery.
Curr Opin Ophthalmol 2017;28(4):337-342.
Santhiago MR, Giacomin NT, Smadja D, Bechara SJ. Ectasia risk

w

factors in refractive surgery. Clin Ophthalmol 2016;10:713-720.

N

Condon PI, O’Keefe M, Binder PS. Long-term results of laser in situ
keratomileusis for high myopia: risk for ectasia. J Cataract Refract
Surg 2007;33(4):583-590.

5 Taneri S, Zieske JD, Azar DT. Evolution, techniques, clinical outcomes,
and pathophysiology of LASEK: review of the literature. Surv
Ophthalmol 2004;49(6):576-602.

Hashemi H, Fotouhi A, Sadeghi N, Payvar S, Foudazi H. Laser

(o)}

epithelial keratomileusis (LASEK) for myopia in patients with a thin
cornea. J Refract Surg 2004;20(1):90-91.
7 Recchioni A, Hartwig A, Dermott J, Vaswani S, Bhatt J, Morris R,
O’Donnell C. Early clinical outcomes after small incision lenticule
extraction surgery (SMILE). Cont Lens Anterior Eye 2018;41(1):132-135.
Shetty R, Francis M, Shroff R, Pahuja N, Khamar P, Girrish M, Nuijts

[o]

RMMA, Sinha Roy A. Corneal biomechanical changes and tissue
remodeling after SMILE and LASIK. Invest Ophthalmol Vis Sci
2017;58(13):5703-5712.

Kontadakis GA, Kankariya VP, Tsoulnaras K, Pallikaris Al, Plaka A,

N}

Kymionis GD. Long-term comparison of simultaneous topography-
guided photorefractive keratectomy followed by corneal cross-
linking versus corneal cross-linking alone. Ophthalmology 2016;
123(5):974-983.

10 Chan C, Saad A, Randleman JB, Harissi-Dagher M, Chua D, Qazi M,
Saragoussi JJ, Shetty R, Ancel JM, Ang R, Reinstein DZ, Gatinel D.
Analysis of cases and accuracy of 3 risk scoring systems in predicting
ectasia after laser in situ keratomileusis. J Cataract Refract Surg
2018;44(8):979-992.

11 Sekundo W, Kunert KS, Blum M. Small incision corneal refractive
surgery using the small incision lenticule extraction (SMILE)
procedure for the correction of myopia and myopic astigmatism: results
of'a 6 month prospective study. Br J Ophthalmol 2011;95(3):335-339.

12 Thibos LN, Applegate RA, Schwiegerling JT, Webb R; VSIA
Standards Taskforce Members. Vision science and its applications.
Standards for reporting the optical aberrations of eyes. J Refract Surg
2002;18(5):S652-S660.

13 Fantes FE, Hanna KD, Waring GO 3rd, Pouliquen Y, Thompson
KP, Savoldelli M. Wound healing after excimer laser keratomileusis
(photorefractive keratectomy) in monkeys. Arch Ophthalmol
1990;108(5):665-675.

14 Santhiago MR, Smajda D, Wilson SE, Randleman JB. Relative
contribution of flap thickness and ablation depth to the percentage of
tissue altered in ectasia after laser in situ keratomileusis. J Cataract

Refract Surg 2015;41(11):2493-2500.

976

15 Saad A, Binder PS, Gatinel D. Evaluation of the percentage tissue
altered as a risk factor for developing post-laser in situ keratomileusis
ectasia. J Cataract Refract Surg 2017;43(7):946-951.

16 de Benito-Llopis L, Alio JL, Ortiz D, Teus MA, Artola A. Ten-year
follow-up of excimer laser surface ablation for myopia in thin corneas.
Am J Ophthalmol 2009;147(5):768-773,773.e1-2.

17 Chen YI, Chien KL, Wang 1J, Yen AM, Chen LS, Lin PJ, Chen TH. An
interval-censored model for predicting myopic regression after laser in
situ keratomileusis. Invest Ophthalmol Vis Sci 2007;48(8):3516-3523.

18 Kanellopoulos AJ. Long-term safety and efficacy follow-up of
prophylactic higher fluence collagen cross-linking in high myopic
laser-assisted in situ keratomileusis. Clin Ophthalmol 2012;6:1125-1130.

19 Kanellopoulos AJ, Pamel GJ. Review of current indications for
combined very high fluence collagen cross-linking and laser in situ
keratomileusis surgery. Indian J Ophthalmol 2013;61(8):430-432.

20 Kanellopoulos AJ, Asimellis G, Karabatsas C. Comparison of
prophylactic higher fluence corneal cross-linking to control, in myopic
LASIK, one year results. Clin Ophthalmol 2014;8:2373-2381.

21 Kanellopoulos AJ, Asimellis G. Epithelial remodeling after
femtosecond laser-assisted high myopic LASIK: comparison of stand-
alone with LASIK combined with prophylactic high-fluence cross-
linking. Cornea 2014;33(5):463-469.

22 Schallhorn SC, Amesbury EC, Tanzer DJ. Avoidance, recognition,
and management of LASIK complications. 4m J Ophthalmol
2006;141(4):733-739.

23 Kamiya K, Shimizu K, Ohmoto F. Comparison of the changes in
corneal biomechanical properties after photorefractive keratectomy and
laser in situ keratomileusis. Cornea 2009;28(7):765-769.

24 Qazi MA, Sanderson JP, Mahmoud AM, Yoon EY, Roberts CJ,
Pepose JS. Postoperative changes in intraocular pressure and corneal
biomechanical metrics Laser in situ keratomileusis versus laser-assisted
subepithelial keratectomy. J Cataract Refract Surg 2009;35(10):
1774-1788.

25 Sachdev G, Sachdev MS, Sachdev R, Gupta H. Unilateral corneal
ectasia following small-incision lenticule extraction. J Cataract Refract
Surg 2015;41(9):2014-2018.

26 Kymionis GD, Portaliou DM, Diakonis VF, Kounis GA, Panagopoulou
SI, Grentzelos MA. Corneal collagen cross-linking with riboflavin and
ultraviolet-A irradiation in patients with thin corneas. Am J Ophthalmol
2012;153(1):24-28.

27 Hersh PS, Stulting RD, Muller D, Durrie DS, Rajpal RK, United
States Crosslinking Study Group. United states multicenter clinical
trial of corneal collagen crosslinking for keratoconus treatment.
Ophthalmology 2017;124(9):1259-1270.

28 Majmudar PA, Schallhorn SC, Cason JB, Donaldson KE, Kymionis
GD, Shtein RM, Verity SM, Farjo AA. Mitomycin-C in corneal surface
excimer laser ablation techniques: a report by the American Academy
of Ophthalmology. Ophthalmology 2015;122(6):1085-1095.

29 Connon CJ, Marshall J, Patmore AL, Brahma A, Meek KM. Persistent

haze and disorganization of anterior stromal collagen appear



Int J Ophthalmol, Vol. 13, No. 6, Jun.18, 2020
Tel: 8629-82245172  8629-82210956  Email: ijopress@163.com

www.ijo.cn

unrelated following phototherapeutic keratectomy. J Refract Surg
2003;19(3):323-332.

30 Greenstein SA, Fry KL, Bhatt J, Hersh PS. Natural history of corneal
haze after collagen crosslinking for keratoconus and corneal ectasia:
Scheimpflug and biomicroscopic analysis. J Cataract Refract Surg
2010;36(12):2105-2114.

31 Dhawan S, Rao K, Natrajan S. Complications of corneal collagen
cross-linking. J Ophthalmol 2011;2011:869015.

32 Oshika T, Tokunaga T, Samejima T, Miyata K, Kawana K, Kaji Y.
Influence of pupil diameter on the relation between ocular higher-order
aberration and contrast sensitivity after laser in situ keratomileusis.
Invest Ophthalmol Vis Sci 2006;47(4):1334-1338.

33 Yu MR, Chen MJ, Wang BJ, Zou LL, Zhu XY, Dai JH. Comparison of
visual quality after SMILE and LASEK for mild to moderate myopia.
J Refract Surg 2015;31(12):795-800.

34 Biihren J, Nagy L, Swanton JN, Kenner S, MacRae S, Phipps
RP, Huxlin KR. Optical effects of anti-TGFbeta treatment after
photorefractive keratectomy in a cat model. Invest Ophthalmol Vis Sci
2009;50(2):634-643.

35 Biihren J, Nagy L, Yoon G, et al. The effect of the asphericity
of myopic laser ablation profiles on the induction of wavefront
aberrations. Invest Ophthalmol Vis Sci 2010;51(5):2805-2812.

36 Riau AK, Angunawela RI, Chaurasia SS, Lee WS, Tan DT, Mehta
JS. Early corneal wound healing and inflammatory responses after
refractive lenticule extraction (ReLEX). Invest Ophthalmol Vis Sci
2011;52(9):6213-6221.

37 Liu YC, Teo EP, Lwin NC, Yam GH, Mehta JS. Early corneal wound
healing and inflammatory responses after SMILE: comparison of the
effects of different refractive corrections and surgical experiences. J

Refract Surg 2016;32(5):346-353.

971



