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Abstract

conducted in the meta-analysis.

Background: The aim of this study was to compare the postoperative corneal biomechanical properties between
small incision lenticule extraction (SMILE) and other corneal refractive surgeries.

Methods: A systematic review and meta-analysis were conducted. Articles from January 2005, to April 2019, were
identified searching PubMed, EMBASE, Web of Science, and International Clinical Trials Registry Platform. Studies
that compared SMILE with other corneal refractive surgeries on adult myopia patients and evaluated corneal
biomechanics were included. Multiple effect sizes in each study were combined. Random-effects model was

Results: Twenty-two studies were included: 5 randomized controlled trials (RCTs), 9 prospective and 6
retrospective cohort studies, and 2 cross-sectional studies. Using the combined effect of corneal hysteresis (CH)
and corneal resistance factor (CRF), which were obtained from ocular response analyzer (ORA), the pooled
Hedges' g of SMILE versus femtosecond laser-assisted in situ keratomileusis (FS-LASIK) was 0.41 (95% Cl, 0.00 to
0.81; p=0.049; 12 =78%), versus LASIK was 1.31 (95% Cl, 0.54 to 2.08; p < 0.007; 12 =77%), versus femtosecond
lenticule extraction (FLEX) was —0.01 (95% Cl, —0.31 to 0.30; p=0.972, 12 =20%), and versus the group of

photorefractive keratectomy (PRK) and laser-assisted sub-epithelial keratectomy (LASEK) was —0.26 (95% Cl, — 0.67
to 0.16; p = 0.230; 12 = 54%). The summary score of Corvis ST (CST) after SMILE was comparable to FS-LASIK/LASIK
with the pooled Hedges' g =—0.05 (95% Cl, —0.24 to 0.14;, p=0.612, 1> = 55%).

Conclusions: In terms of preserving corneal biomechanical strength after surgeries, SMILE was superior to either
FS-LASIK or LASIK, while comparable to FLEX or PRK/LASEK group based on the results from ORA. More studies
are needed to apply CST on evaluating corneal biomechanics after refractive surgeries.
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Background
Myopia is the most common type of refractive error and
has a 15 to 49% prevalence worldwide [1]. Refractive
surgery is a way to correct refractive error and reduce
dependence on eyeglasses or contact lenses.
Photorefractive keratectomy (PRK) was the first re-
fractive surgery approved by the U.S. Food and Drug
Administration (FDA) in 1996 [2]. After epithelial
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removal, an excimer laser is used to remodel the cor-
nea [3]. The most frequent complication of PRK is
postoperative pain [4]. Soon after the development of
PRK, laser-assisted in situ keratomileusis (LASIK),
which was approved by FDA in 1998, [5] replaced PRK
and has been the predominant refractive surgery
worldwide since the 1990s [6-8]. In the LASIK
procedure, a lamellar corneal flap is created with a
mechanical microkeratome, then the flap is lifted up
and excimer laser is used to make an ablation on the
underlying stromal bed. After the ablation is done, the
corneal flap is repositioned on the surface of the
cornea [6]. After the femtosecond laser (FS) was
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Fig. 1 Flow Diagram of Literature Search And Study Selection

introduced to the market in 2002, the corneal flap can
be produced by FS laser instead of a microkeratome
(FS-LASIK) [9]. Laser-assisted sub-epithelial keratec-
tomy (LASEK) is another common type of refractive
surgery firstly published by Massimo Camelin in 1998
[10]. Initially, an epithelial flap is detached using a di-
luted alcohol solution (usually 18 to 20%) on the cor-
nea [8]. The latter surgical procedure is the same as
LASIK. In 2008, the efficacy and safety after femtosec-
ond lenticule extraction (FLEX) were reported by
Sekundo et al [11]. In the FLEX procedure, a corneal
flap and a lenticule from the corneal stroma under the
flap are created by the femtosecond laser. The lenti-
cule is removed with forceps [11]. In 2011, a new pro-
cedure developed from FLEX named small incision
lentiule extraction (SMILE) was reported by Shah et
al., and it was approved by FDA in 2016 [12, 13]. In
this technique, both the lenticule and side-cut incision
are made using femtosecond laser. Different from
FLEX, the lenticule is removed through a small inci-
sion rather than lifting the flap.

Corneal ectasia is one of the complications of
refractive surgery [14]. Although its prevalence has

been reported at between only 0.04 and 0.6%, corneal
ectasia is sight-threatening and may require corneal
transplantation in some severe cases [15, 16]. Corneal
biomechanical property changes can occur before the
diagnosis of corneal ectasia, which is characterized by
changes in corneal geometric features [17]. To evalu-
ate corneal biomechanics, the most widespread de-
vices at the time of writing are ocular response
analyzer (ORA) and Corvis ST system (CST) [18, 19].
Both of them are non-contact tonometry and share
some common principle: an air pulse is produced and
projects to the cornea, then a set of different variables
are generated related to the cornea deformation [20].
ORA uses a Scheimflug image to measure corneal de-
formation and produces two main biomechanical parame-
ters. One is corneal hysteresis (CH), which is defined as the
pressures (P1 and P2) difference and represents the ability
to absorb the energy from the external force [21]. This abil-
ity is primarily related to corneal viscoelastic properties
[22]. The other one is corneal resistance factor (CRF),
which may indicate the overall corneal resistant ability [23].
Corvis ST system applies air pulse on the cornea then ob-
serves and records the movements using a high-speed
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Scheimpflug video camera in real time [7]. The first air puff
(A1) causes the cornea to cave inward to the highest con-
cavity (HC) and the second application (A2) is produced be-
fore it returns outwards to the natural shape. Accordingly,
deformation amplitude (vertical deformation length of cor-
neal apex), time, and length (horizontal deformation length
of corneal apex) of Al, A2, and HC are calculated along
with the velocity of Al and A2. In some version of CST, de-
flection amplitude (deformation amplitude corrected by
whole eye movement) and deflection length (deflection
length of the cornea compared with the undeformed cor-
nea) are provided at A1, A2 and HC [24, 25].

With a growing volume of refractive surgeries world-
wide, the aim of this study was to compare SMILE with
other corneal refractive surgeries for myopia studying the
postoperative change in corneal biomechanical properties,
which are often a precursor of clinically significant ectasia.

Methods

Inclusion and exclusion criteria

We selected the studies which performed corneal
refractive surgery on adult myopia patients. The
intervention was small incision lenticule extraction
(SMILE). The comparator was other corneal refractive
surgeries. We focused on the corneal biomechanics mea-
sured by ORA or Corvis ST as the outcome. Regarding
study design, we included randomized controlled trials
(RCTs), cohort, case-control or cross-sectional studies.
Only studies in English were included.

Literature search and selection strategies

The following databases were used: PubMed, Embase,
and Web of Science. The search was limited to litera-
ture published from January 01, 2005 to April 17,
2019. Search term “((((((((ora) OR ocular response
analyzer) OR covis st) OR cst) OR biomechanics) OR
biomechanical)) AND ((lenticule[Title/Abstract]) OR
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lenticules[Title/Abstract])” was applied to all the
above databases. Studies that may not be published in
those databases were identified by searching
International Clinical Trials Registry Platform with
lenticule as the search term. All the identified publica-
tions were screened independently by two authors
(Hui Guo and Seyed M Hosseini-Moghaddam).
Disagreements were reviewed and solved by Hui Guo,
who was also responsible for data extraction. The flow
chart of study selection is shown in Fig. 1 based on
PRISMA guideline [26].

Data extraction

Data extracted from the identified studies included the
following information: name of the first author, year of
publication, study location, surgery method, parameters
of each surgery, sample size, length of follow-up, publi-
cation language, patient baseline characteristics [age,
spherical equivalent (SE), central corneal thickness
(CCT), and intraocular pressure (IOP) before surgery].
Regarding corneal biomechanical properties, we ex-
tracted the data including measure method, baseline
value, the last follow-up value, and the change value
from the baseline. If the study used ORA to measure
corneal biomechanical properties, only the CH and CRF
data were extracted. All the parameters achieved from
CST were collected. Mean, standard deviation or stand-
ard error, and sample size were extracted for the sum-
mary measures.

Quality assessment

We used Downs and Black checklist to assess literature
quality, which includes reporting bias, external validity, in-
formation bias, selection bias, and power [27]. There are 27
questions for the five sections of assessment and a 32 score
maximum. We modified the last question as to whether
power and sample size were calculated and scored it 1 for

Table 1 Example of how to combine effect size and variance of change score of CH and CRF within studies

Study Outcome  SMILE LASIK Effect Variance  Combined Correlation  Combined
(mmHg)  ean s fNOl(lg)\;i)uz;)t last  Mean SD fl\cl)lgz\y/ve_)ua; last ?lijeedges’ }(—)ifedges’ effect size (tgatvavssn variance
9) g CRF
Alper Agca  CH -194 152 30 -198 15 30 0.03 0.06 -0.07 0.71 0.06
[38] CRF =296 169 30 -269 144 30 -0.17 0.07
Di Wu [39] CH -194 082 37 -234 108 34 042 0.06 048 0.71 0.05
CRF -359 091 37 -429 16 34 0.54 0.06
Wenjing Wu  CH -186 113 75 -223 133 75 03 0.03 04 0.71 0.02
[40) CRF -3.14 106 75 -38 153 75 0.5 0.03
Bingjie Wang CH -255 144 50 - 138 56 -0.01 0.04 04 0.71 0.03
[41] 2.53
CRF -224 129 50 -333 134 56 0.82 0.04

Abbreviation: CH corneal hysteresis, CRF corneal resistance factor, LASIK laser-assisted in situ keratomileusis, SD standard deviation, SMILE small incision

lenticule extraction
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Table 2 Baseline characters of studies
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First author Publication  Study Study design Follow-up Group N (eye) at Age (year) SE (D) CCT (um) IOP (mmHg)
year location (months) baseline Mean + SD Mean + SD Mean + SD Mean + SD
Anders H. 2014/2019  Denmark  RCT 6 SMILE 34 35.00 +7.00 —765+ 111 55200+3000 16.10+3.00
Vestergaard
[45, 46]
FLEX 34 3500+ 7.00 —759£097 55300+£2800 15.80+2.80
Danyang 2014 China Prospective 3 SMILE (SE < 124 2485+434 —445+100 5535742550 1575+3.12
Wang [47] cohort —6.00D)
FS-LASIK (SE 49 2547 +3.71 —424 £ 140 54749+3500 14.79+287
<-6.00D)
SMILE (SE > 63 2470 +4.68 —738 £095 556.00+2691 1697 +£278
—6.00D)
FS-LASIK (SE > 30 2373+394 —760 £+ 104 53943+3423 1617+3.23
—6.00D)
Iben Bach 2014 Denmark  Cross-sectional 16 SMILE 29 4090+ 6.73 =710+ 156 N/A N/A
Pedersen [48]
28 FLEX 31 40.50£947 743111 N/A N/A
37 FS-LASIK 35 3840 +44.55 —740 £1.18 N/A N/A
Kazutaka 2014 Japan RCT 3 SMILE 24 31.80+6.00 —410+ 170 54310+£3240 1330+3.20
Kamiya [49]
FLEX 24 31.80+6.00 —410+ 170 54550+31.80 13.80+3.30
Di Wu [39] 2014 China Prospective 6 SMILE 40 25.75+540 =571+ 119 55415+2477 N/A
cohort
FS-LASIK 40 24.25+6.02 —580+ 1.14  556.70£30.60 N/A
Alper Agca [38] 2014 Turkey RCT 6 SMILE 30 2663 +4.57 —362+ 179 53900+£2800 N/A
FS-LASIK 30 2663 +457 —371+£183 54200£3700 N/A
Yang Shen [50] 2014 China Cross-sectional 3 SMILE 17 2706+6.77 —648 + 122 55765+2256 N/A
LASEK 18 2289+ 642 —6.09 £ 187 533.06+£2938 N/A
FS-LASIK 17 2953+742 —871+£202 56271+£2096 N/A
Rui Dou [51] 2015 China Retrospective 3 SMILE 36 24,00 + 807 —387 +£095 53800+2060 1564+204
cohort
LASEK 35 2300+ 3.36 —-351+£121 53200+3240 1599+3.50
Shervin Mir 2015 Germany  Prospective 3 SMILE 43 36.60+7.70 —381 095 553.10+£29.00 15.80+260
Mohi Sefat [25] cohort
FS-LASIK 26 36.20+6.70 —365+1.12 56140+£30.10 1590+ 1.90
Wenjing Wu [40] 2015 China Retrospective 3 SMILE 75 2425+538 —549 £ 135 54769+2706 1580+255
cohort
FS-LASIK 75 2428 +524 —556 £ 1.76 54597 +27.71 1579+278
Hua Li [30] 2016 China Retrospective 6 SMILE 97 25.00 + 6.00 =560+ 143 54675+£2606 1584+2.12
cohort
FS-LASIK 96 24.00 + 6,00 —595+ 178 54286+30.54 15.58+256
Ihab 2016 Egypt Retrospective 1 SMILE 25 2628+ 341 543+ 117 53284+1637 1489+3.15
Mohamed cohort
Osman [36]
LASIK 25 2688 +3.99 =516+ 142 52796+16.21 1559+323
Bingjie 2016 China Retrospective 12 SMILE 50 2526+ 6.64 —760 £ 112 54296+2334 1468+265
Wang [41] cohort
FS-LASIK 56 2475+ 6.24 —768 £1.19 54800+£2397 1494+236
Lei Xia [52] 2016 China Prospective 6 SMILE 69 25.15+442 =504 £232 54550+£2820 N/A
cohort
FS-LASIK 59 2365 +3.87 —513+ 136 53880+3150 N/A
Minjie Chen 2016 China Prospective 3 SMILE 75 26.30+4.20 —440 £1.00 553.00+£2650 N/A
[53] cohort
LASEK 76 26.70 +5.20 —370+1.10 54240+3430 N/A
Yusuf 2016 Turkey Retrospective 6 SMILE 42 29.00+5.90 —350+ 100 52810+2360 N/A
Yildirim cohort
[54]
PRK 42 27.60+5.20 —360 £ 060 517602460 N/A
Jun 2016 China Prospective 3 SMILE 80 N/A =512+ 162 55080+2577 N/A
Zhang [55] cohort
FS-LASIK 80 N/A —487 £180 54706+2953 N/A
Rohit 2017 India RCT 6 SMILE 31 2400+ 1.00 —-6.18 £ 041 51418 +450 13.00£045

Shetty [56]
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First author Publication  Study Study design Follow-up Group N (eye) at Age (year) SE (D) CCT (um) IOP (mmHg)
year location (months) baseline Mean + SD Mean + SD Mean + SD Mean + SD
FS-LASIK 31 24.00 + 1.00 —722+£132 51700+489 13.50 + 046
Mohamed 2018 Egypt Prospective 36 SMILE 35 2442 +591 —-805+206 57932+1065 N/A
Nagy cohort
Elmohamady [57]
LASIK 30 2384 +475 —749 £205 58284+£1225 N/A
FS-LASIK 38 2384 +475 —714+197 58796+1206 N/A
Manrong 2018 China Prospective 36 SMILE 32 2340+ 4.60 —410+080 551.10+£23.10 1740+460
Yu [58] cohort
LASEK 32 2570+5.70 —3.70£1.00 53830+3460 1660250
Esraa El- 2018 Spain Prospective 3 SMILE 30 2953 +537 —417 £186 N/A N/A
Mayah [59] cohort
FS-LASIK 30 2740 +495 -397 £202 N/A N/A

Abbreviations: CCT central corneal thickness, CH corneal hysteresis, CRF corneal resistance factor, FLEX femtosecond lenticule extraction, FS femtosecond Laser, /OP intraocular
pressure, LASEK laser-assisted subepithelial keratectomy, LASIK laser-Assisted in situ keratomileusis, N/A not available, PRK photorefractive keratectomy, RCT randomized
controlled trial, SD standard deviation, SE spherical equivalent, SMILE small incision lenticule extraction

“yes” answer and 0 for “no” answer [28]. Then our modified
Downs and Black score ranges are given four quality levels:
excellent (26-28); good (20-25); fair (15-19); and poor
(<14) [29].

Statistical analysis

Imputation of variance

In the study of Li et al., [30] the mean of postoperative
values of CH and CRF were reported with the absence
of standard deviation (SD), standard error (SE), corre-
lated p-value, or 95% confidence interval (CI). We im-
puted the SD using the average of SD from the other
four studies in the same subgroup.

Within study calculation

When standard error (SE) rather than standard deviation
(SD) was provided from the included studies, we com-
puted SD=SE x /N [31]. The effect sizes of the bio-
mechanical outcomes achieved from ORA and CST
were calculated with standardized mean difference
(Hedges’ g) [32]. Then, we pooled the effect sizes and
the variances of effect sizes within each study using the
formula.

7= (3)) o

and

2
() - () (Shve Sevvm) - @
Py

with Y referring to the effect size, m to the number of
outcomes, V to the variance of effect size, and r to the

correlation between outcomes [33].
The correlation between CH and CRF was calculated
using the weighted mean of Pearson correlation

results from three studies, and we obtained an r ~ 0.71
[24, 34, 35]. The correlation values among the out-
comes from CST were obtained from the study of
Bak-Nielsen et al [24]. Among each study reporting
CST data, only the parameters which were reported
with the correlated r were used in the meta-analysis.
The composites combined from the effect sizes of CH
and CRF were named CH/CREF, and those of parame-
ters achieved from CST were named CST outcome in
the following text.

Since CH and CRF have a positive correlation, we
combined the effect sizes of CH and CRF directly. By
contrast, the parameters from CST decreased or in-
creased after surgeries [25, 36] and included positive and
negative correlations [24]. We changed the sign of
Hedges’ g by multiplying - 1 if the outcomes were nega-
tively correlated with Al time [37]. We also identified
A1l time decreased after surgeries from previous studies
[25, 36]. Examples of the combination of effect size and
variance is shown in Table 1. If the study provides both
postoperative and change values (postoperative values
subtract preoperative values), the change values were
used in the meta-analyses.

Meta-analysis

Both the CH/CRF and CST outcomes were pooled
among studies using Hedges'g. Random-effects model
was selected because heterogeneity was expected due to
different  population and treatment regimens.
Heterogeneity among studies was evaluated by y > test
and quantified using the I* statistics [42, 43]. All re-
ported p-values are 2-sided. A p-value equal to or less
than 0.05 was considered statistically significant.
Comprehensive Meta-analysis Software version 3.3.070
was used for synthesizing the outcomes among studies.
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Table 3 Data from ocular response analyzer (ORA) measurement
First author Procedure N Preoperative Postoperative CH change  Preoperative Postoperative CRF change
(eye)  CH (mmHg) CH (mmHg) (mmHg) CRF (mmHg) CRF (mmHg) (mmHg)
?gl:ca)f:/» Mean = SD Mean + SD Mean£SD  Mean = SD Mean £SD Mean + SD
up
Anders H. Vestergaard ~ SMILE 34 11.00+1.70 780+ 1.30 -330+120 1090+1.90 6.40 £ 1.40 -460+1.20
[45, 46]
FLEX 34 1080+ 1.70 800+1.10 -270+130 1090+1.80 6.40 £ 1.40 -450+1.20
Danyang Wang [47] SMILE(SE < 124 1056+ 1.89 N/A N/A 1048 +1.89 N/A N/A
-6.00D)
FS-LASIK (SE 49 1045+ 133 N/A N/A 1007 £ 140 N/A N/A
< -6.00D)
SMILE (SE> 63 1049+ 157 N/A N/A 1086+ 1.59 N/A N/A
—6.00D)
FS-LASIK 30 10.15+ 148 N/A N/A 1015+ 1.70 N/A N/A
(SE>—6.00D)
Iben Bach Pedersen [48] SMILE 29 N/A 856+ 1.02 N/A N/A 712+1.24 N/A
FLEX 31 N/A 848+ 1.00 N/A N/A 700+ 122 N/A
FS-LASIK 35 N/A 858+0.89 N/A N/A 7.12+1.06 N/A
Kazutaka Kamiya [49] SMILE 24 1050+ 1.30 8.50+1.00 N/A 1000+ 1.70 710+1.30 N/A
FLEX 24 1040+ 1.60 830+ 1.10 N/A 9.80+1.70 6.70+ 140 N/A
Di Wu [39] SMILE 37° N/A 859+1.00 -1.94+£082 N/A 778103 -3.59+ 091
FS-LASIK 340 N/A 8.11+0.66 -234+£108 N/A 6.94 £ 0.66 —429+1.60
Alper Agca [38] SMILE 30 1089+ 1.79 895+ 147 -194+152 10731171 777 £137 —296+1.69
FS-LASIK 30 11.00+1.53 9.02+1.27 -198+150 10.76+1.45 8.07£1.26 —-269+ 144
Rui Dou [51] SMILE 36 10.00 £ 0.82 851+084 -148+0.80 10.10+0.68 761+083 —249+0.71
LASEK 35 9.99+ 131 847+1.29 -152+123 10211172 753+142 —268+1.03
Wenjing Wu [40] SMILE 75 10.16+£1.30 830+ 1.04 -186+1.13 1039+152 725131 -3.14+1.06
FS-LASIK 75 1009+ 1.38 7.86+1.03 -223+133 10571164 6.77£1.13 -380+£153
Hua Li [30] SMILE 44° 10.16 £ N/A 794 +1.07° N/A 1041 £ N/A 6.83+1.18° N/A
FS-LASIK 38° 1032 £ N/A 7.84+088° N/A 10.74 £ N/A 658+ 101° N/A
lhab Mohamed SMILE 25 1203 +£1.76 999+ 1.76 N/A 1142+1.68 943 +£1.55 N/A
Osman [36] LASIK 25 1159+186  846+176 N/A 11004189 745%239 N/A
Bingjie Wang [41] SMILE 50 1052+ 1.71 797 £2.05 -255+144 1007+149 7831164 -224+129
FS-LASIK 56 1085+ 1.19 831+1.62 —-253+138 1062181 729+1.76 -333+134
Lei Xia [52] SMILE 69 1099+ 1.65 858+ 140 N/A 1126+ 194 7.05£1.65 N/A
FS-LASIK 59 10.76 £ 1.67 797 £1.14 N/A 1060+ 1.99 631141 N/A
Minjie Chen [53] SMILE 67° 1040+ 1.70 830+1.20 —-220+140 11.00+1.70 700£1.20 —4.10+£ 140
LASEK 66° 1000+ 1.20 770+120 -220+120 1030+140 7.00+1.50 -330+1.00
Yusuf Yildirim [54] SMILE 42 1090+ 1.70 840+ 1.50 -250+£110 11.10+1.50 790+ 1.60 -330+1.10
PRK 42 1040+ 1.30 850+ 1.30 -190+120 1080+ 1.10 740+ 1.50 -270£1.10
Jun Zhang [55] SMILE 80 1064+ 1.09 791+092 N/A 1054+ 153 707 £1.27 N/A
FS-LASIK 80 1083+ 1.60 800+1.32 N/A 10.71+1.74 6.82 £1.40 N/A
Mohamed Nagy SMILE 35 10.58£0.39 851+051 N/A 1021 £0.09 838+059 N/A
Elmohamady [57]
LASIK 30 10.62+0.53 7.58+£0.71 N/A 10.19+0.12 717 £0.68 N/A
FS-LASIK 38 10.71 £ 047 760+ 061 N/A 1022 +0.10 7.25£0.69 N/A
Manrong Yu [58] SMILE 32 1050+ 2.10 870+ 140 N/A 11.10+1.70 740£1.10 N/A
LASEK 32 10.10+1.30 880+ 1.50 N/A 1020+ 1.60 720+£1.70 N/A
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Table 3 Data from ocular response analyzer (ORA) measurement (Continued)

First author Procedure N Preoperative Postoperative CH change  Preoperative Postoperative CRF change
(eye)  CH (mmHg) CH (mmHg) (mmHg) CRF (mmHg) CRF (mmHg) (mmHg)
?;l:ca;s» Mean = SD Mean + SD Mean£SD  Mean = SD Mean £SD Mean + SD
up

Esraa EI-Mayah [59] SMILE 30 8.85+1.80 737129 -144+165 853+226 6.03£1.63 -249+174

FS-LASIK 30 9.83+143 783+1.15 -191+0.77 976217 740+£135 -233+127

Abbreviations: CH corneal hysteresis, CRF corneal resistance factor, FLEX femtosecond lenticule extraction, FS femtosecond Laser, LASEK laser-assisted subepithelial
keratectomy, LASIK laser-Assisted in situ keratomileusis, N/A not available, PRK photorefractive keratectomy, SMILE small incision lenticule extraction. ? the value of
SD was imputed from the other four studies in the same subgroup. ® The number of patients at the last follow-up visit differed from the number at baseline

Subgroup analysis

The meta-analysis for FS-LASIK as the comparator
was divided with two subgroups based on whether
follow-up time was longer than 12 months. LASEK
and PRK was two separated subgroups in the com-
parison with SMILE. FS-LASIK and LASIK was ana-
lysed as two subgroups in the CST meta-analysis
comparing SMILE and FS-LASIK/LASIK. Subgroup
analyses for RCT or observational studies were con-
ducted if applicable.

Results

Study identification and study characteristics

Using our search strategy, 1488 articles were identified
with database searching and another 60 were identi-
fied in International Clinical Trials Registry Platform.
After duplications were removed, 900 articles were
reviewed for eligibility (Fig. 1). We included 22 studies
in this review. Notably, we excluded one study com-
paring micro incision lenticule extraction and SMILE,
because they are basically the same type of surgery
using different incision length [44].

Five studies were RCTs, 9 were prospective cohort
studies, 6 were retrospective cohort studies, and 2
were cross-sectional studies. FS-LASIK/LASIK was
conducted in 15 studies, FLEX was in 3 studies,
LASEK was in four studies, and PRK was included in
1 study. The length of follow-up was between 3 to 6
months in 17 studies. Four studies followed patients
equal to or longer than 12 months. One study ob-
served patients until 1 month postoperatively. Details
of characters of the studies are provided in Table 2.

Surgical parameters

SMILE

Seventeen studies reported a cap thickness between 100 to
120 4 m [25, 30, 39-41, 45, 47-53, 55, 56, 58, 59]. Only
one study reported a 90 # m thickness cap [36]. The cap
diameter was between 7.2 to 8 mm in 16 studies, [25, 30,
36, 38, 41, 45-51, 53, 58-60] and the diameter of the op-
tical zone was between 6 to 7 mm in 19 studies [25, 30, 36,
38-41, 45, 47-49, 51-56, 58, 59]. Twelve studies were

performed with an energy between 115 to 190 nJ [30, 36,
38, 40, 41, 45, 47, 49-51, 53, 54, 58].

LASIK

All the 14 studies [25, 30, 38-41, 47, 48, 50, 52, 55—
57, 59] performed FS-LASIK except for the study of
Osman et al. and Elmohamady et al., [36, 57] in which
microkeratome is used for the flap creation. The flap
thickness was between 90 to 110 ym among the 14
studies which performed LASIK [25, 30, 36, 39-41, 47,
48, 50, 52, 55-57, 59]. Eleven studies reported a flap
diameter of 7.3 to 9 mm, [25, 30, 36, 38-40, 47, 48, 50,
52, 56] and the optical zone was between 5.75 to 6.75
mm in another 11 studies [25, 36, 38—41, 47, 48, 52,
55, 56]. The energy was described in 6 studies with
110 to 175 nJ [30, 38, 41, 47, 50, 52].

FLEX

Four studies included FLEX as a comparison treatment
[45, 46, 48, 49]. In those four studies, the flap thickness
was between 100 to 120 ¢ m with 7.5 to 7.9 mm in
diameter and the diameter of lenticule was between 6 to
6.5 mm. Energy setting was reported in two studies with
125 to 170 nJ [45, 49].

LASEK

Two of the four studies which involved LASEK as the
comparator reported an 8.5 mm flap diameter in 2 stud-
ies [50, 53] and optical zone was 6.25 to 6.75 mm in 1
study [58] with and the energy for ablation of 150 nJ in
all 3 studies [50, 53, 58].

PRK

One study performed PRK as comparative surgery [54].
The optical zone was 6.5 mm. Following the PRK sur-
gery, 0.02% mitomycin C was applied on the eyes.

ORA and CST outcome
The data from ORA and CST measurement prepared
for meta-analysis are shown in Table 3 and Table 4.
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Gr. St name Outcome Statistics for eachstudy
Time pairt
Hedges's  Standard Lower  Upper
] error Variance limit limit ZVale pValue
<12Morth Alper Agea 2014 CH/CRF Change 0072 0.236 0.056 0534 0.3%0 0304 0.761 ——
<12Month Di Wu 2014 CH/CRF Change 0477 020 0.049 0.044 0.909 2162 0.031 sl
<12Month Esraa ElVayah 2018 CH/CRF Change 0129 0.237 006 0335 0592 0543 0.587 ——
<12Month HuaLi 2016 CH/CRFPost 0.163 0203 0.041 0236 0561 0.800 0424 —t—
<12Month Jun Zhang 2016 CH/CRFPost 0.054 0.146 0.021 0232 0.339 0.389 0712 ——
<12 Month Lei Xia 2016 CHI/CRFPost 0474 0.165 0.027 0.150 0798 2867 0.004 ——
<12Month WenjingWu 2015 CH/CRF Change 0.39 0.152 0.023 0.101 0.69%6 2625 0.009 ——
<12Month 0.237 0.152 0023  -0.060 0534 1.567 0.117 ‘
>=12 Month Bingjie Wang 2016 CHICRF Change 0404 0.182 0033 0046 0761 2215 0027 ——
>=12 Month Iben Bach Pedersen 2014 CH/CRFPost 0010 0229 0053 0460 0439 0045 0964 +
>=12 Month Mohamed Nagy Elmohamady 2018(1) CH/CRFPost 1.666 0.249 0.062 1177 2155 6678 0.000 —O—
>=12 Month 0658 029 0067 010 117  27% 0006 B
Overall 0407 0207 0.043 0.003 0812 1972 0.049 ‘
4.00 200 0.00 200 400
Favors A FavorsB
Meta Analysis
Fig. 2 Forest Plot of Corneal Hysteresis/Corneal Resistance Factor (CH/CRF) for Studies Comparing Small Incision Lenticule Extraction (SMILE) with
Femtosecond Laser-assisted in Situ Keratomileusis (FS-LASIK)

Meta-analyses for ORA outcomes

In the studies with FS-LASIK as the comparator, 10
studies which provided postoperative or change value
(postoperative value — preoperative value) of CH and
CRF were included in the meta-analysis (Fig. 2). In the
subgroup with follow-up less than 12 months, the dif-
ference of Hedges’ g between two groups was 0.24
(95% CI, - 0.06 to 0.53; p = 0.117; I* = 25%). The differ-
ence in over 12-month follow-up subgroup was 0.66
(95% CI, 0.19 to 0.13; p = 0.006; I* = 92%). The overall
difference was 0.41 (95% CI, 0.00 to 0.81; p =0.049;

Table 4 Postoperative outcomes of Corvis ST (CST)

1> =78%). Since there is only one RCT in this meta-
analysis, we conducted a subgroup analysis with obser-
vational studies only, the over-all effect size signifi-
cantly favored SMILE.(Additional file 1) Compared to
LASIK, SMILE also had a higher postoperative CH/
CRF value with Hedges’ g =1.31 (95% CI, 0.54 to 2.08,
p=0.001; I* = 77%) (Fig. 3).

Three studies reported the CH and CRF outcomes com-
paring SMILE and FLEX. The effect size was almost com-
parable to SMILE with Hedges’ g = — 0.01 (95% CI, - 0.31 to
0.30; p=0.972; I>=20%) (Fig. 4). In the subgroup analysis

First author lben Bach Pedersen [48] Yang Shen [50]

Sherivin Mir Mohi Sefat  |hab Mohamed Osman

[25] [36]
SMILE FLEX FS-LASIK SMILE LASEK FS-LASIK SMILE FS-LASIK SMILE LASIK
N (eye) at last 29 31 35 17 18 17 43 26 25 25
follow-up
Mean+SD Mean+SD Mean+SD Mean+SD Mean+SD Mean+SD Mean+SD Mean+SD Mean+SD Mean +SD
A1 time (ms) 6.75+0.16 676+017 682+0.12 727+020 735+023 7174017 679+024 683+0.18 823+037 789+044
A1 deflection 1914027 1834028 190+024 N/A N/A N/A 197+024 206+021 N/A N/A
length (mm)
A2 time (ms) 21.80 + 2170+ 2170+ 2308 + 2280+ 2292 + 2188+ 2205+ 2203+ 20.28 +
0.38 0.39 0.35 044 044 0.82 .11 027 1.11 1.87
HC deflection N/A N/A N/A N/A N/A N/A 089+007 092+008 N/A N/A
amplitude (mm)
HC deflection 5934022 591+022 588+0.18 N/A N/A N/A 576+022 582+026 N/A N/A
length (mm)
HC deformation 1.20+0.05 1.18+006 1.15+0.12 1.17+011 108+0.11 1194013 111+009 112+0.10 110+008 1.26+0.07
amplitude (mm)
HC time (ms) 1640 + 1630+ 16.10+ 1738+ 1757+ 1757+ 16.80 + 16.77 + 1632+ 14.40 +
0.05 0.56 047 0.81 0.72 0.83 0.36 0.37 1.10 127
HC Radius (mm) 6.25+059 6.11+061 606+053 574+091 630+183 630+141 660+070 660+067 691125 700+ 1.06

Abbreviations: A application, FS femtosecond laser, HC highest concavity, LASEK laser-assisted subepithelial keratectomy, LASIK laser-assisted in situ keratomileusis,
N/A not available, SD standard deviation, SMILE small incision lenticule extraction. Specifically, we chose the subgroup data created in the study of Seafat et al. as
this subgroup had a balance of spherical equivalent at baseline between the two intervention groups. Only one study provided the preoperative data of CST
measurement. Therefore, we presented only the postoperative outcomes in this table
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Study name Outcome Statistics for each study
Hedges's Standard Lower Upper
g eror  Variance limit limit 2Z-Value p-Value
Ihab Mohamed Osman 2016 CH/CRF Post 0.912 0.271 0.073 0381 1443 3.365
Mohamed Nagy Elmohamady 2018(2) CH/CRF Post 1.697 0.266 0.071 1176 2219 6.378
1.306 0.393 0.154 0536 2076 3.325

Hedges's g and 95% CI

0.001 .
0.000
0.001
-4.00 -2.00 0.00 2.00 4.00
Favours LASIK Favours SMILE

Meta Analysis

Laser-assisted in Situ Keratomileusis (LASIK)

Fig. 3 Forest Plot of Corneal Hysteresis/Corneal Resistance Factor (CH/CRF) for Studies Comparing Small Incision Lenticule Extraction (SMILE) with

which included only the RCT studies of Vetergaard et al.
and Kamiya et al, the difference of Hedges’ g was - 0.04
(95% CI, —-054 to 047; p=0882; I>=55%). In 2019,
Vestergaard et al. used the data from the same cohort to ob-
tain the new parameters of ORA [46]. No differences be-
tween SMILE and FLEX were found in the majority of 37
outcomes except that wll slightly favoured FLEX.

One study performed PRK, and 3 performed LASEK
with ORA as the postoperative measurement. Since both
PRK and LASEK remove corneal epithelium before appli-
cation laser on the corneal stromal bed, and the number
of the studies was too small, we pooled the effect size of
these two surgeries as to compare with SMILE. Although
the difference was not significant, the result showed
LASEK/PRK group had a less decrease of CH/CRF after
surgery than SMILE with Hedges’ g=-0.26 (95% CI, -
0.67 to 0.16; p = 0.230; I? = 54%). Both subgroup outcomes
and overall outcomes are also provided in Fig. 5.

Meta-analyses for CST outcomes

Five studies reported corneal biomechanical outcomes
with CST after FS-LASIK or LASIK. The studies and pa-
rameters that were used in the meta-analysis are shown in
Table 4. The difference between SMILE and FS-LASIK
was not significant with Hedges’ g = — 0.05 (95% CI, — 0.24
to 0.14; p=0612, I* = 55%) (Fig. 6). Shetty et al. found
both linear corneal stiffness and mean corneal stiffness ob-
tained from CST were comparable between SMILE and
FS-LASIK [56]. Since the parameters used in this study
differed from the other four studies, we did not include it
in the meta-analysis.

The study of Pedersen et al. [48] reported the CST
outcome longer than 12 months after SMILE or FLEX.
They found that eyes after both SMILE and FLEX had a
significantly lower Al deflection length compared with
healthy eyes. The difference between SMILE and FLEX
was not significant in HC deformation amplitude, HC

Study name Outcome Statistics for each study
Hedges's Standard Lower  Upper
g error Variance  limit limit
Anders H. Vetergaard 2014 CH/CRF -0.278 0.223 0.050 -0.716 0.159
Iben Bach Pedersen 2014 CH/CRF 0.087 0.236 0.056 -0.375 0.550
Kazutaka Kamiya 2014 CH/CRF 0.239 0.264 0.069 -0.277 0.756
-0.005 0.155 0.024 -0.309 0.298

Hedges's g and 95% ClI

Z-Value p-Value

-1.246 0213
0370  0.711
0.908  0.364
-0.035 0972
-4.00 -2.00 0.00 2.00 4.00
Favours FLEX Favours SMLE

Meta Analysis

Femtosecond Lenticule Extraction (FLEX)

Fig. 4 Forest Plot of Corneal Hysteresis/Corneal Resistance Factor (CH/CRF) for Studies Comparing Small Incision Lenticule Extraction (SMILE) with
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Groupby Study name Comparison Qutcome Statistics for each study Hedges's gand 95%Cl
Comparison
Hedges's Standard Lower Upper

g error Variance limit limit ~ Z-Value p-Value
LASEK Manrong Yu 2018 LASEK CHI/CRF Post 0035 0228 0052 -0413 0483 0.153 0878
LASEK Minjie Chen 2016 LASEK CHICRF Change -0.327 0.162 0026 -0643 -0010 -2.021 0.043
LASEK RuiDou 2015 LASEK CHICRF Change 0.126 0217 0047 -0301 0552 0578 0.564
LASEK -0.089 0.150 0022 -0383 0205 -0594 0552
PRK YusufYildirim2016 PRK CHICRF Change -0528 0.203 0041 -0927 -0130 -2597 0.009 -.—
PRK -0528 0263 0069 -1043 -0014 -2012 0.044
Overall -0.256 0213 0045 -0674 0.162 -1.200 0230

-4.00 -2.00 0.00 200 400
Favours LASEK/PRK Favours SMILE

Meta Analysis
Fig. 5 Forest Plot of Corneal Hysteresis/Corneal Resistance Factor (CH/CRF) for Studies Comparing Small Incision Lenticule Extraction (SMILE) with
Laser-assisted Subepithelial Keratectomy (LASEK) /Photorefractive Keratectomy (PRK) Group

radius, HC deflection length, HC time, A1l time, Al de-
flection length, and A2 time.

Shen et al. [50] included LASEK as the comparator. At
the 3-month postoperative follow-up, the difference be-
tween SMILE and LASEK was not significant in Al
time, HC time, A2 time, Al length, A2 length, peak dis-
tance, Al velocity, A2 velocity, radius, or deformation
amplitude.

Study quality assessment

In the 22 articles, the quality score ranged from 15 to
23. Eight were within good scale, and 14 were fair. Detail
of quality assessment results is illustrated in Table 5.

Sensitivity analysis

We removed two studies from the meta-analysis for com-
paring SMILE and FS-LASIK. One is the study of Li et al.
because the SD in this study was imputed [30]. Another
one is the study of Elmohamady et al. since the effect size
of the study was much higher than the rest of the studies.
In this meta-analysis, the outcome was significantly

favoured SMILE with Hedges’ g=0.25 (95% CI, 0.007 to
0.08; p = 0.003, I” = 28%) (Additional file 2).

Discussion

To our best knowledge, this is the first systematic review
and meta-analysis comparing SMILE with all the other
corneal refractive surgeries in corneal biomechanical
properties. We included 22 articles in this review with
19 articles in the meta-analyses.

According to the CH and CRF value measured with
ORA, corneal biomechanical strength was preserved
significantly better after SMILE than either FS-LASIK
or LASIK. After conducting a sensitivity analysis, the
result was robust after removing the possible biased
data. Similarly, Yan et al. performed a meta-analysis
with five studies, which are included in our meta-ana-
lysis, and reported a significant larger CH and CRF
value after SMILE than FS-LASIK [62]. Furthermore,
we found the difference was greater after postopera-
tive 12 months. This might indicate wound healing is
better after SMLE. By contrast, we did not find a sig-
nificant difference between SMILE and FS-LASIK in

Group by Study name Comparison  Outcome Statistics for each study Hedges's gand 95%CI
Comparison
Hedges's Standard Lower Upper

] error Variance limit limit  Z-Value p-Value
FS-LASK Iben Bach Pedersen 2014 FS-LASK CsT -0287 0.105 0011 -0493 -0081 -2727 0.006 -
FS-LASIK Yang Shen 2014 FS-LASIK CsT 0043 0128 0016 -0207 0293 0339 0735
FS-LASIK Sherivin Mir Mohi Sefat2015 ~ FS-LASIK CSsT 0037 0.106 0011 -0.171 0245 0350 0.726
FS-LASK -0074 0113 0013 -0295 0.147 -0656 0512
LASK Ihab Mohamed Osman 2016  LASIK CsT 0.026 0.122 0015 -0213 0265 0215 0.830
LASK 0.026 0201 0.040 -0367 0419 0.131 0.896
Overall -0.050 0.098 0010 -0242 0.143 -0508 0612

-4.00 2.00 0.00 200 4.00
Favours FS-LASIK/LASIK Favours SMILE

Meta Analysis

Fig. 6 Forest Plot of Postoperative Corvis ST System (CST) Outcome for Studies Comparing Small Incision Lenticule Extraction (SMILE) with
Femtosecond Laser-assisted in Situ Keratomileusis (FS-LASIK)/Laser-assisted in Situ Keratomileusis (LASIK) Group
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the postoperative outcomes from CST. The conclusion
based on CST agreed with the majority of the studies
in this review [25, 48, 50, 56]. The study of Osman et
al. found Al time, A2 time, A2 length, HC time HC
radius, HC peak distance, and deformation amplitude
were significantly different between SMILE and LASIK
group [36]. It is the only divergent study which used a
microkeratome to create a corneal flap rather than
femtosecond laser used in the other three studies. It
might be the reason for the discrepancy of the
conclusion.

In our meta-analysis, the corneal biomechanics was
not statistically different between SMILE and FLEX. This
conclusion agreed with the meta-analysis of Ma et al
[63]. They used postoperative CH and CRF value in dif-
ferent subgroup analysis and pooled the results of the
two subgroups. The difference between SMILE and
FLEX was 0.08 mmHg (95% CI, — 0.17 to 0.33; p = 0.54).
We found only one study comparing SMILE with FLEX
in CST outcomes [48]. The study did not find a signifi-
cant difference in the postoperative values between the
two surgeries.

The CH/CRF value was greater after PRK/LASEK
compared with SMILE although the difference did not
reach a significance. In the study of Yildirim et al, the
amount of stromal tissue removed by SMILE was signifi-
cantly greater than PRK [54]. This may bias the result
because of the greater lenticule thickness or ablation
depth the more decrease of CH and CRF value after re-
fractive surgeries [51, 54]. By contrast, Dou et al. did not
find a significant difference between SMILE and LASEK
in CH or CRF decrease [51]. However, the decrease of
CH or CRF per unit of removed tissue was significantly
smaller after SMILE than LASEK. We identified only
one study comparing SMILE with LASEK in CST. No
statistically significant difference between the two treat-
ments was found in this study [50].

Explanations for the outcome

It has been hypothesized by many authors that SMILE is
superior to LASIK in preserving the biomechanical
properties of corneas because of its flapless procedure
[39, 47, 48, 52]. The difference between flap versus flap-
less procedure was also found in the study of Kamiya et
al. finding that CH and CRF had a significantly greater
decrease after LASIK than after PRK [64].

A vitro experimental study found that the vertical side
cuts of corneal lamellae contributed more of the loss of
structural integrity than horizontal delamination inci-
sions [65]. This can explain why flap procedure is more
likely to lower corneal biomechanics.

However, we found that although SMILE was better
than LASIK in the outcome from ORA, SMILE was
comparable to FLEX, which also included a flap-creation
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procedure. This may be explained by: first, the number
of studies was too small to identify the difference be-
tween SMILE and FLEX; second, CH and CRF were cor-
related to the flap thickness.

It is possible that the thickness of the flap, which was
created in the anterior lamellae was responsible for the
significant decrease of CH and CRF value. In the in-
cluded studies, the flap thickness in the LASIK group
was between 90 to 110 um and it was between 100 to
120 ¢ m in FLEX group. A laboratory study found that
the anterior part of the corneal stroma (100 to 120 y m)
was rigid due to the tightly interwoven anterior lamellae
[66]. This physiological property of cornea was approved
in the vivo study from Wang et al [47]. They found that
the significantly lower CH and CRF value after LASIK
than SMILE was only identified in high myopia sub-
group while not in low myopia subgroup. They also
pointed out that the corneal flap was thinner in high
myopia patients than low myopia patients treated with
LASIK. It indicated that the more anterior part of stro-
mal lamellae was affected, the more biomechanical
strength was weakened.

Limitations

There were some limitations in our study. (1) The
number of studies was small, especially of the studies
performing FLEX, PRK, or LASEK as comparators. (2)
Only five studies in this review were RCT design.
Confounders were possible to be introduced in other
types of studies and bias the outcomes. (3) All the
meta-analysis included no more than 10 studies, which
made the test of publication bias problematic [67]. (4)
The way in which we used to synthesize effect size of
CH and CRF in the meta-analysis made it impossible
to compare the two parameters in the efficacy of de-
tecting the corneal biomechanical change. However,
ignoring the correlation between multiple outcomes
and treating the outcomes as a unit separately in the
meta-analysis will overestimate the precision of the
summary effects [33]. (5) High heterogeneity across
studies made the mean estimate less certain in this re-
view. It may be caused by the diverse characteristics of
patients and different study design across studies.
Meta-regression analysis may be the best way to ad-
dress this problem. However, this method might not
be applicable to such a small number of study [37].
Alternatively, we did subgroup analyses to reduce this
possible bias.

Perspective

To evaluate the impact of SMILE on corneal biomech-
anical properties compared with other corneal refractive
surgeries, studies could be done based on several consid-
erations. Initially, RCT would be the best study design
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for this scientific question, and blinding for measure-
ment is necessary. Second, it is better to do subgroup
analysis by dividing patients into low myopia and high
myopia groups. Furthermore, if available, both ORA and
CST measurements can be performed to evaluate the
corneal biomechanical change and compare the out-
comes. Longer follow-up time (more than 6 months) is
necessary for better evaluation of the efficacy and safety
of refractive surgery. Adverse events should be reported
when publishing the study.

Conclusions

Our results from ORA indicated that SMILE was superior
to FS-LASIK/LASIK in preserving corneal biomechanical
strength after surgery. SMILE versus FLEX, PRK, or LASEK
regarding corneal biomechanical properties were studied in
only a few trials. The biomechanical outcomes between
SMILE and FLEX were comparable. Although no signifi-
cant difference was found, PRK/LASEK group showed bet-
ter outcomes than SMILE. CST was not sensitive in
detecting the difference of postoperative corneal biomech-
anical properties between surgeries in our meta-analysis.
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