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Abstract: This study investigates the dry eye effect after femtosecond laser-assisted cataract surgery
(FLACS) and also compares the risk of postoperative dry eye between FLACS and manual cataract
surgery (MCS). We searched various databases between 1 January 2000 and 15 October 2022 and
included peer-reviewed clinical studies in our review. Dry eye parameters were extracted at baseline
and postoperative day one, week one, one month, and three months. Parameters included were
the ocular surface discomfort index (OSDI), tear secretion (tear meniscus height, Schirmer’s test),
microscopic ocular surface damage (fluorescein staining), and tear stability (first and average tear
breakup time). Additionally, the differences of each parameter at each time point were compared
between FLACS and MCS. In total, six studies of 611 eyes were included. On postoperative day
one, increased, pooled standardised mean differences (SMDs) were noted in the OSD], tear secretion,
tear film instability, and microscopic damage. During postoperative week one, dry eye worsened.
Fortunately, dry eye achieved resolution afterwards and nearly returned to the baseline level at
postoperative three months. When the parameters were compared between FLACS and MCS, those
of FLACS had higher severities, but most were not statistically significant. Dry eye impact was
approximately the same in FLACS and MCS at postoperative three months.

Keywords: dry eye; femtosecond laser-assisted cataract surgery (FLACS); phacoemulsification; cornea

1. Introduction

Dry eye is a common postoperative complaint from patients who underwent manual
cataract surgery (MCS) with conventional phacoemulsification [1,2]. Symptoms include
foreign body sensation, pain, blurred vision, ocular discomfort, burning, and dryness. These
symptoms negatively affect patients’ satisfaction with surgery, quality of life, and burden
public health [3]. After cataract surgery, signs of dry eye include a decreased tear breakup time,
decreased corneal sensitivity, and increased ocular surface staining [2,4,5]. The pathogenic
factors consist of inflammation, microscopic damage, neurosensory destruction on the ocular
surface, tear film instability, and hyperosmolarity [6-8].

Since 2010, the femtosecond laser has been used in cataract surgery. Femtosecond
laser-assisted cataract surgery (FLACS) provides precise anterior capsulotomy, safe lens
fragmentation, and accurate corneal incision. Thus, it uses less ultrasound energy and
phacoemulsification time [9], possibly leading to less postoperative inflammation and less
dry eye. However, direct contact of the ocular surface with the vacuum and sustained
pressure of the suction ring during FLACS may cause hyperaemia and microscopic damage

J. Clin. Med. 2022, 11, 6228. https://doi.org/10.3390/jcm11216228

https:/ /www.mdpi.com/journal /jem


https://doi.org/10.3390/jcm11216228
https://doi.org/10.3390/jcm11216228
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/jcm
https://www.mdpi.com
https://orcid.org/0000-0003-0891-3819
https://doi.org/10.3390/jcm11216228
https://www.mdpi.com/journal/jcm
https://www.mdpi.com/article/10.3390/jcm11216228?type=check_update&version=2

J. Clin. Med. 2022, 11, 6228

20f17

to the ocular surface. In addition, laser procedures in FLACS may potentially affect the tear
film [10]. All these reasons may result in dry eye.

Previous studies comparing FLACS and MCS were primarily concerned with the
refractory outcome (e.g., visual acuity and spherical equivalent) and complication rate (e.g.,
anterior capsule tear or posterior capsule rupture) [9,11-16]. However, very few studies
have investigated post-FLACS dry eye or compared the risk of dry eye between the two
surgery groups. Therefore, we conducted this meta-analysis to investigate the impact of
FLACS on dry eye and then compared postoperative dry eye after FLACS and MCS.

2. Materials and Methods
2.1. Search Strategy

This study was conducted according to the preferred reporting items for systematic
reviews and meta-analyses (PRISMA) guidelines. We searched the PubMed, EMBASE,
and Cochrane databases for studies published from 1 January 2000 to 15 October 2022,
using the keywords ‘femtosecond laser-assisted cataract surgery” and ‘dry eye’. Studies
were screened first by examining the titles and abstracts and then scrutinising full texts.
Bibliographies were also manually searched for the relevant literature.

2.2. Inclusion and Exclusion Criteria

Only peer-reviewed journal articles were included. They should be original, prospec-
tive, or randomised control clinical studies investigating dry eye presentation after FLACS.
Reviews, meta-analyses, or conference abstracts were excluded because of repeated data.
Two researchers (W.-C. Chen and Y.-Y. Chen) independently assessed the articles. A third
researcher (M.-C. Hung) intervened if consensus was not reached.

Evaluation of the quality of included articles was performed independently by two
researchers (W.-C. Chen and Y.-Y. Chen) using ROBINS-I risk of bias assessment tool. A
third researcher (M.-C. Hung) reassessed and made the final decision if discrepancies
occurred. ROBINS-I assesses the risk of bias in 7 domains, including confounding, selection
of participants, classification of interventions, deviations from intended interventions,
missing data, measurement of outcomes, and selection of the reported result. Each domain
contains a set of questions (criteria). The risk of bias judgement of each domain was
categorised into ‘Low risk’, ‘"Moderate risk’, ‘Serious risk’, and ‘Critical risk” of bias. Then,
the overall risk of bias was judged according to the assessment of each domain.

2.3. Data Extraction

The following data were tracked from each included article: the first author, year
of publication, and number/age/gender of participants. We also recorded the baseline
(preoperative) and postoperative parameters regarding dry eye with: the ocular surface
disease index (OSDI), tear meniscus height, Schirmer’s test, fluorescein staining, first tear
breakup time, and average tear breakup time.

2.4. Definitions of Parameters

The OSDI was adopted to evaluate dry eye symptoms. The questionnaire included
12 questions about eye discomfort, visual function, and environmental triggers. A higher
OSDI implies more severe dry eye [17]. Tear meniscus height was assessed via corneal
topography in order to measure the height of the inferior tear meniscus [18]. A lower tear
meniscus height implies a sign of dry eye. Schirmer’s test, also an index of tear secretion,
was performed with sterile strips inserted at the lateral third of the lower eyelid margin [19].
The strips were removed five minutes later and the amount of wetting of the paper strips
was measured. A lower Schirmer score suggests the diagnosis of dry eye. Fluorescein
staining was applied to assess ocular surface damage [20]. Topical fluorescein readily enters
and stains the corneal stroma where the epithelium is absent or when the epithelial cells
have lost intercellular junctions. A higher score of fluorescein staining is a sign of dry eye.
Tear film breakup time is a clinical evaluation of evaporative dry eye disease. Further, it
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is performed by instilling topical fluorescein into the eyes [21]. The number of seconds
that elapsed between the last blink and the appearance of the first dry spot in the tear film
was recorded as the first tear breakup time. Similarly, the average tear breakup time was
recorded. A higher tear breakup time indicates tear film instability.

2.5. Statistical Analysis

Meta-analysis was performed using the Comprehensive Meta-Analysis software,
version 3 (Biostat, Englewood, NJ, USA). First, we calculated the standardised mean
differences (SMDs) of each index between the post-FLACS time points and baseline. The
SMD from each study was computed by dividing the mean difference between each time
point and baseline by the standard deviation in order to ensure that the difference was on
the same scale. Then, the SMDs were pooled to derive the overall differences between post-
FLACS and baseline according to each time point. Second, we compared the differences
between the FLACS and MCS groups. The SMDs from each study were pooled to derive
the overall values using a similar algorithm. Thus, we could then know which surgery was
favoured. The heterogeneity among the studies was determined using the I? statistic, and
an I? statistic of >50% would represent high heterogeneity. Funnel plots and Egger’s test
were used to assess publication bias.

3. Results
3.1. Search Results

The PRISMA flow diagram is shown in Figure 1. A total of 67 studies were identified
initially. After eliminating duplicated articles (1 = 8), we removed non-relevant studies by
screening titles and abstracts (1 = 52). Then, a full-text review was performed. Conference
abstracts were excluded (n = 1). Finally, six studies were enrolled in our meta-analysis [22-27].

Records identified through
database searching
(n=67)

Duplicated records excluded (n=8)

Records after duplicates
removed (n= 59)

Excluded non-relevant studies (n=52)

Full-text articles assessed
for eligibility (n=7)

£
2
2
i

Studies included in

qualitative synthesis (n= 6) Aficios soxoed

1: Conference abstract

Studies included in
meta-analysis (n= 6)

Figure 1. Preferred reporting items for systemic reviews and meta-analyses (PRISM) flow diagram
for searching and identifying included studies.

3.2. Evaluation of the Quality of Included Studies

Risk of bias for each study assessed by the ROBINS-I tool is presented in Table 1. The
overall results showed that one study (Schargus) had low risk of bias, four studies (Yu,
Shao, Zhou, and Xu) had moderate risk of bias, and one study (Ju) had severe risk of bias.
None of them had critical risk of bias.
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Table 1. Risk of bias assessment for the individual studies included in the meta-analysis.
D1 D2 D3 D4 D5 D6 D7 Overall
Yu [22] Moderate Low Low Low Low Moderate Low Moderate
Shao [23] Low Low Low Low Low Moderate Moderate Moderate
Schargus [24] Low Low Low Low Low Low Low Low
Ju [25] Moderate Low Low Low Severe Moderate Moderate Severe
Zhou [26] Moderate Low Low Low Low Moderate Moderate Moderate
Xu [27] Moderate Low Low Low Low Moderate Moderate Moderate
D1 = Bias due to confounding; D2 = bias in selection of participants into the study; D3 = bias in classification
of interventions; D4 = bias due to deviations from intended interventions; D5 = bias due to missing data;
D6 = bias in measurement of outcomes; D7 = bias in selection of the reported result; Low = low risk of bias;
Moderate = moderate risk of bias; and Severe = severe risk of bias.
3.3. Characteristics of Included Studies
The characteristics of the studies included in the meta-analysis are presented in Table 2.
A total of 678 eyes from 611 patients were enrolled in six studies, with 359 eyes receiving
FLACS and 319 eyes receiving MCS. Of the included studies, two were randomised con-
trolled trials and four were prospective cohort studies. Five studies were conducted in
China, whereas one study was performed in Germany. The mean age of the participants
was 60 to 70 years in most studies.
Table 2. Characteristics of the studies included in meta-analysis.
Study Num of Num of Age, Year Male (n, . Phaco
Author Year Type  Country Population Patients Eyes (Mean + SD) %) Cataract Grading Time (s)
. NS 1+ (24.7%), NS 2+ (53.4%),
Yu [22] 2015 PCS  China FLACS 73 73 69.0 +10.6 34(466) N3y (17.8%), NG 4s (a1%) 355+ 184
NS 1+ (23.4%), NS 2+ (54.7%),
MCS 64 64 71.8 + 10.1 27(822) N5, (188%), NS ds (3.1%) 467 £267
Shao [23] 2018 RCT  China FLACS 123 150 65.7 +11.8 67 (44.7) NR NR
MCS 110 150 69.1 +12.6 62 (41.3) NR NR
Schargus [24] 2020 RCT  Germany FLACS 17 17 674497 7 (41.2) NR NR
& MCS 17 17 66.0 +7.5 9 (52.9) NR NR
Ju [25] 2019 PCS China FLACS 38 38 72.6 +8.7 16 (42.1) NR NR
) NS 1+ (0%), NS 2+ (38.5%),
Zhou [26] 2018 PCS China FLACS 26 26 6324 8.6 11 (42.3) NS 3+ (61.5%), NS 4+ (0%) NR
NS 1+ (0%), NS 2+ (40.7%),
MCS 27 27 60.6 + 6.4 10 (37.0) NS 3+ (59.3%) NS 4+ (0%) NR
. NS 1+ (20.0%), NS 2+ (36.4%),
Xu [27] 2019 PCS China FLACS 55 55 645+ 7.6 25(55)  N\d3y (30.9%) NS 4+ (127%) 377 £ 105
MCS 61 61 632486  27(a43)  N81+(23.0%) NS2+(34d%), 40 450

NS 3+ (31.1%), NS 4+ (11.5%)

Num= number; PCS= prospective cohort study; RCT= randomised controlled trial randomised control trial;
FLACS= femto-second laser cataract surgery; MCS = manual cataract surgery; NS = nuclear sclerotic cataract; NR
= not reported; and Phaco = phacoemulsification.

3.4. Outcome Assessment of FLACS Group

Table 3 presents the three parameters (OSDI, tear meniscus height, and Schirmer’s
test) at baseline and postoperative time points. Table 4 shows the values of the other three
parameters (fluorescein staining, first tear breakup time, and average tear breakup time).
The postoperative time points include day one, week one, one month, and three months.
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Table 3. Post-operative changes in OSDI, tear meniscus height, and Schirmer’s test.

Stud G Num of OSDI Tear Meniscus Height Schirmer’s Test
udy roup
Eyes Baseline 1 Day 1 Week 1 Month 3 Months Baseline 1 Day 1 Week 1 Month 3 Month Baseline 1Day 1 Week 1Month 3 Months
Yu [22] FLACS 73 229 +£42 NR 11.0£55 9.1%6.0 NR 025+£012 032+£019 027+£013 028+£0.16 NR 92470 103+£85 72+64 76£72 NR
v MCS 64 23.7+58 NR 8.8+49 8.0£49 NR 024+015 030+£017 025+015 0.26 £0.14 NR 944+74 11.0+£86 73+63 8.6 £ 6.9 NR
Shao [23] FLACS 150 05+02 53+05 50+05 22+07 0.6+03 037+0.09 0414013 022+0.07 0324005 036+0.07 109+41 11.3+49 76+37 88+26 11.2+£50
a0 L MCs 150 05+04 40+03 35+0.6 1.8+07 05+04 035+008 044+011 020+006 030+006 037+006 94+40 107+37 72+£33 80+£27 101+£54
Schargus ~ FLACS 17 NR NR NR NR NR NR NR NR NR NR 13.5+£79 NR NR 123+£79 120+83
[24] MCs 17 NR NR NR NR NR NR NR NR NR NR 12.7 £ 8.2 NR NR 1494+82 172+87
Ju [25] FLACS 38 84+21 17.5+55 160+67 135+£36 11.7+30 032+011 041+013 031+0.07 030+£0.09 0294007 129+32 134+26 106+23 114£30 11.6+26
Zhou [26] FLACS 26 NR NR NR NR NR NR NR NR NR NR 128 £1.9 NR 121£15 122422  122+17
ou MCs 27 NR NR NR NR NR NR NR NR NR NR 135+25 NR 11.9+15 113+14 13.0+21
Xu [27] FLACS 55 245 £ 6.5 NR 104 +42 78 £44 NR NR NR NR NR NR 94448 NR 94+40 89+37 NR
v MCs 61 248 £75 NR 11.6 £ 5.6 82+£49 NR NR NR NR NR NR 87+44 NR 8.7+35 8.7+33 NR

All data are displayed as mean + SD. Num = number; OSDI = ocular surface disease index; FLACS = femtosecond laser-assisted cataract surgery; MCS = manual cataract surgery; and
NR = not reported.

Table 4. Post-operative changes in fluorescein staining, and tear breakup time.

Stud G Num of Fluorescein Staining First Tear Breakup Time Average Tear Breakup Time
udy roup
Eyes Baseline 1 Day 1 Week 1 Month 3 Months Baseline 1 Day 1 Week 1 Month 3 Month Baseline 1 Day 1 Week 1Month 3 Months
Yu [22] FLACS 73 040+052 146+073 084+053 0594055 NR 55+35 49+34 44+28 56 +39 NR 74+43 72+42 65+33 77+45 NR
MCs 64 036+049 1.13+070 0.67£0.65 0.39+055 NR 50+28 47+£35 46 +£4.0 48+34 NR 6.8 +43 71+42 63+46 71+46 NR
Shao [23] FLACS 150 046+020 234+031 188£029 097+020 051+069 11.8+08 85+14 80+14 11.7£21 11.8+£28 127+11 100£08 90+£09 126£17 129+16
ol MCs 150 038+022 122+028 1.02+£021 048+014 046+£035 11.0+£12 82+0.0 81411 109+16 110+£21 132+£13 101£08 93+£09 132+18 134£14
Schargus ~ FLACS 17 5.14+£0.39 NR NR NR NR NR NR NR NR NR NR NR NR NR NR
[24] MCs 17 557 £0.17 NR NR NR NR NR NR NR NR NR NR NR NR NR NR
Ju [25] FLACS 38 089+073 413+117 321+£091 1.34+071 110+£077 107+12 81+£12 70+17 104+15 111#+21 11.6+£1.0 94%10 85+09 11.3+£08 11.3+09
Zhou [26] FLACS 26 NR NR NR NR NR 143 +2.0 NR 1024+25 107+£20 142+19 NR NR NR NR NR
ou MCs 27 NR NR NR NR NR 144422 NR 8.8+2.0 93+19 143+15 NR NR NR NR NR
Xu [27] FLACS 55 0.55+0.72 NR 1384097  0.93+1.02 NR 62+20 NR 3.6+16 48421 NR NR NR NR NR NR
v MCs 61 0.51 +0.52 NR 1.01+£0.86  0.66 +0.89 NR 60+16 NR 45+20 48+19 NR NR NR NR NR NR

All data are displayed as mean 4 SD. Num = number; FLACS = femtosecond laser-assisted cataract surgery; MCS = manual cataract surgery; and NR = not reported.



J. Clin. Med. 2022, 11, 6228 6of 17

The FLACS group pooled analyses comparing the postoperative and baseline values
of the six parameters are presented in Figures 2 and 3. The overall SMDs showed increased
values at postoperative day one in four of the six parameters (OSDI, tear meniscus height,
Schirmer’s test, and fluorescein staining). The increase was statistically significant in tear
meniscus height (SMD: 0.456, 95% confidence interval (CI): 0.257 to 0.655), Schirmer’s test
(SMD: 0.132, 95% CI: 0.037 to 0.226) and fluorescein staining (SMD: 3.550, 95% CI: 0.354 to
6.747), but was not statistically significant in OSDI (SMD: 5.610, 95% CI: —2.191 to 13.411).
Subsequently, tear meniscus height and Schirmer’s test scores decreased to a level lower
than baseline, while OSDI and fluorescein staining scores remained higher than baseline.
The SMDs of each parameter had a tendency toward zero over time.

(a) Group by. Study name Statistics for each study Std diff in means and 95% CI
Post-op time = .
Std diff Lower Upper Relative
in means limit limit weight
a. 1 day Shao 2018 9.600 8.749 10.451 0 49.88
a. 1 day Ju 2019 1.639 1.262 2.016 = 50.12
a. 1 day 5610 -2.191 13.411 e —— R ——
b. 1 week Yu 2015 -1.418 -1.670 -1.166 L] 2513
b. 1 week Shao 2018 9.000 8.201 9.799 —-— 24.71
b. 1 week Ju 2019 1.082 0.772 1.392 - 25.10
b. 1 week Xu 2019 -2.346 -2.743 -1.950 - 25.06
b. 1 week 1.552 -1.395 4.498 e ——
c¢. 1 month Yu 2015 -1.572 -1.838 -1.306 L 25.05
c. 1 month Shao 2018 2279 2.043 2514 o 25.07
c. 1 month Ju 2019 1.516 1.155 1.878 - 24.98
c. 1 month Xu 2019 -2.785 -3.237 -2.333 - 24.90
c. 1 month -0.137 -2.480 2.205 —ramii—
d. 3 months Shao 2018 0.361 0.233 0.489 | ] 51.64
d. 3 months Ju 2019 1.193 0.871 1.516 ] 48.36
d. 3 months 0.763 -0.051 1.578 -
(b) Group by Study name Statistics for each study Std diff in means and 95% CI
Post-op time
Std diff Lower Upper Relative
in means limit limit weight
a. 1 day Yu 2015 0.398 0.213 0.582 —.— 34.35
a. 1day Shao 2018 0.334 0.206 0.461 - 40.66
a. 1day Ju 2019 0.736 0.458 1.013 e 25.00
a. 1 day 0.456 0.257 0.655 -
b. 1 week Yu 2015 0.159 -0.020 0.338 —a— 33.42
b. 1 week Shao 2018 -1.797 -1.998 -1.597 =—=— 33.36
b. 1 week Ju 2019 -0.098 -0.345 0.149 i 33.22
b. 1 week -0.579 -1.836 0678 e ———
c. 1 month Yu 2015 0.203 0.023 0.382 —— 33.53
c. 1 month Shao 2018 -0.591 -0.725 -0.456 - 34.13
c. 1 month Ju 2019 -0.195 -0.443 0.054 —— 32.34
c. 1 month -0.196 -0.715 0.322 ——e———
d. 3 months Shao 2018 -0.120 -0.244 0.005 - 70.36
d. 3 months Ju 2019 -0.295 -0.546 -0.043 —a 29.64
d. 3 months -0.172 -0.328 -0.015 -

Figure 2. Cont.
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(C) Group by_ Study name Statistics for each study
Post-op time

Std diff Lower Upper

in means limit limit
a. 1 day Yu 2015 0.207 0.027 0.386
a. 1 day Shao 2018 0.087 -0.037 0.211
a. 1 day Ju 2019 0.167 -0.081 0.415
a. 1 day 0.132 0.037 0.226
b. 1 week Yu 2015 -0.350 -0.533 -0.167
b. 1 week Shao 2018 -0.840 -0.984 -0.696
b. 1 week Ju 2019 -0.779 -1.061 -0.498
b. 1 week Zhou 2018 -0.397 -0.706 -0.087
b. 1 week Xu 2019 0.000 -0.205 0.205
b. 1 week -0.473 -0.808 -0.139
c. 1 month Yu 2015 -0.288 -0.470 -0.107
c. 1 month Shao 2018 -0.553 -0.686 -0.420
c. 1 month Schargus 2020 -0.152 -0.522 0.218
c. 1 month Ju 2019 -0.482 -0.743 -0.222
c. 1 month Zhou 2018 -0.288 -0.592 0.016
¢. 1 month Xu 2019 -0.112 -0.318 0.093
c. 1 month -0.329 -0.493 -0.165
d. 3 months Shao 2018 0.064 -0.060 0.188
d. 3 months Schargus 2020 -0.185 -0.556 0.186
d. 3 months Ju 2019 -0.435 -0.693 -0.178
d. 3 months Zhou 2018 -0.330 -0.636 -0.025
d. 3 months -0.207 -0.487 0.074

Std diff in means and 95% CI

o ¥y

0M+0+|*\*+0+|*++

Relative
weight

27.66
57.83
14.50

20.71
21.21
19.10
18.58
20.40

19.50
21.90
1112
15.58
13.64
18.27

30.48
20.67
25.45
23.40

Figure 2. Overall effect of femtosecond laser-assisted cataract surgery (FLACS) on (a) ocular surface
disease index (OSDI), (b) tear meniscus height, and (c) Schirmer’s test. The square represents the
standardised mean difference of each study. The size of square stands for the relative weight of each

study. The lozenge represents the overall standardised mean difference.

(a) Group by. Study name Statistics for each study
RS Std diff Lower Upper
in means limit limit
a. 1day Yu 2015 1.130 0.902 1.357
a. 1 day Shao 2018 6.559 5.970 7.147
a. 1day Ju 2019 2.987 2.411 3.562
a. 1day 3.550 0.354 6.747
b. 1 week Yu 2015 0.550 0.359 0.740
b. 1 week Shao 2018 5.310 4.829 5.792
b. 1 week Ju 2019 2.737 2.201 3.274
b. 1 week Xu 2019 0.926 0.682 1.171
b. 1 week 2.367 0.671 4.064
c. 1 month Yu 2015 0.237 0.057 0.418
c. 1 month Shao 2018 2550 2.294 2.806
c. 1 month Ju 2019 0.625 0.355 0.894
c. 1 month Xu 2019 0.404 0.191 0.617
c. 1 month 0.952 -0.038 1.942
d. 3 months Shao 2018 0.068 -0.056 0.192
d. 3 months Ju 2019 0.292 0.040 0.543
d. 3 months 0.152 -0.060 0.364

Figure 3. Cont.

Std diff in means and 95% CI

Relative

weight
33.54
33.22
33.24

25.26
24.83
2471
25.20

25.14
2493
24.88
25.05

62.48
37.52
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(b)

()

Group by Study name Statistics for each study Std diff in means and 95% CI
B Std diff Lower Upper Relative
in means limit limit weight
a. 1day Yu 2015 -0.122 -0.301 0.056 - 33.58
a. 1day Shao 2018 -2.516 -2.769 -2.263 - 33.46
a. 1day Ju 2019 -2.167 -2.617 -1.716 —-— 32.96
a. 1 day -1.597 -3.353 0.159 ——— e ———
b. 1 week Yu 2015 -0.251 -0.431 -0.070 - 20.31
b. 1 week Shao 2018 -2.897 -3.180 -2.615 —— 20.16
b. 1 week Ju 2019 -2.361 -2.840 -1.881 — 19.68
b. 1 week Zhou 2018 -1.762 -2.237 -1.286 —_— 19.69
b. 1 week Xu 2019 -1.396 -1.684 -1.109 —-— 20.15
b. 1 week -1.728 -2.848 -0.608 —=enaii———
c. 1 month Yu 2015 0.019 -0.158 0.197 - 21.07
¢. 1 month Shao 2018 -0.047 -0.171 0.077 - 21.53
c. 1 month Ju 2019 -0.215 -0.464 0.034 - 20.25
c. 1 month Zhou 2018 -1.800 -2.282 -1.318 —— 16.63
c. 1 month Xu 2019 -0.682 -0.909 -0.455 - 20.52
c. 1 month -0.489 -0.887 -0.091 —~a—
d. 3 months Shao 2018 0.000 -0.124 0.124 L 4 62.91
d. 3 months Ju 2019 0.203 -0.045 0.452 - 21.50
d. 3 months Zhou 2018 -0.051 -0.349 0.247 — 15.58
d. 3 months 0.036 -0.088 0.159 *
Group by Study name Statistics for each study Std diff in means and 95% CI
Post-op time . )
Std diff Lower Upper Relative
in means limit limit weight
a. 1 day Yu 2015 -0.032 -0.209 0.146 - 33.55
a. 1day Shao 2018 -2.660 -2.924 -2.396 - 3343
a. 1 day Ju 2019 -2.200 -2.655 -1.745 - 33.02
a. 1 day -1.626 -3.544 0.291 e
b. 1 week Yu 2015 -0.148 -0.327 0.030 - 33.57
b. 1 week Shao 2018 -3.599 -3.938 -3.260 -= 33.43
b. 1 week Ju 2019 -3.238 -3.853 -2623 —a— 33.01
b. 1 week -2.322 -4.940 0297 ————————
c. 1 month Yu 2015 0.032 -0.146 0.209 - 3371
c. 1 month Shao 2018 -0.064 -0.188 0.060 a8 4224
c. 1 month Ju 2019 -0.322 -0.575 -0.070 - 2405
c. 1 month -0.094 -0.258 0.071 *
d. 3 months Shao 2018 0.136 0.011 0.260 ] 53.11
d. 3 months Ju 2019 -0.313 -0.566 -0.061 - 46.89
d. 3 months -0.075 -0.514 0.364 <=

Figure 3. Overall effect of femtosecond laser-assisted cataract surgery (FLACS) on (a) fluorescein
staining, (b) first tear breakup time (fBUT), and (c) average tear breakup time (avBUT). The square
represents the standardised mean difference of each study. The size of square stands for the relative
weight of each study. The lozenge represents the overall standardised mean difference.

Regarding the first and average tear breakup times, both had lower values than
baseline from postoperative day one to the first month. The decreased values were only
significant in the first tear breakup time at postoperative week one and the first month. The
SMDs of the first and average tear breakup times trended towards zero with time. Finally,
at postoperative three months, the six parameters were nearly similar to their baseline
values except for tear meniscus height, which was significantly lower than at baseline
(SMD: —0.172, 95% CI: —0.328 to —0.015).



J. Clin. Med. 2022, 11, 6228 90f17

3.5. Outcome Assessment Comparing FLACS and MCS Group

Figures 4 and 5 compare the postoperative change in six parameters between FLACS
and MCS at various postoperative time points. The FLACS group had a higher reduction
in tear meniscus height, Schirmer’s test, fBUT, and avBUT. In addition, it had a higher
increase in OSDI and fluorescent staining than the MCS group at every postoperative time
point. In addition, the FLACS group showed less tear secretion postoperatively. However,
most differences between FLACS and MCS were becoming less from postoperative day
one to three months. Further, the differences were only significant at the following three
time points: Schirmer’s test at postoperative day one (SMD: —0.208, 95% CI: —0.397 to
—0.020), one month (SMD: —0.309, 95% CI: —0.534 to —0.085), and first tear breakup time
at postoperative week one (SMD: —0.685, 95% CI: —1.058 to —0.311).

(a) Group by Study name Statistics for each study Std diff in means and 95% CI
Post-op time . .
Std diff Lower Upper Relative
in means limit limit weight
b. 1 week Yu 2015 0.475 0.135 0.815 - 33.36
b. 1 week Shao 2018 3.671 3.300 4.041 = 33.31
b. 1 week Xu 2018 0.178 -0.187 0.544 - 33.32
b. 1 week 1.441 -0.707 3.589 e —————
c. 1 month Yu 2015 0.289 -0.048 0.627 — 32.46
¢. 1 month Shao 2018 0.735 0.501 0.969 . o 36.11
c. 1 month Xu 2018 0.020 -0.345 0.384 - 3143
c. 1 month 0.366 -0.070 0.801 -
Favours FLACS Favours MCS
(b) Group by Study name Statistics for each study Std diff in means and 95% CI
Post-op time : .
Std diff Lower Upper Relative
in means limit limit weight
a. 1day Yu 2015 -0.076 -0.412 0.260 —— 46.97
a. 1day Shao 2018 -0.581 -0.812 -0.350 —_—— 53.03
a. 1day -0.344 -0.838 0.150 e —————
b. 1 week Yu 2015 -0.094 -0.430 0.242 —_— 31.23
b. 1 week Shao 2018 -0.000 -0.226 0.226 —— 68.77
b. 1 week -0.029 -0.217 0.158 i
c¢. 1 month Yu 2015 -0.088 -0.424 0.248 —_— 31.24
c¢. 1 month Shao 2018 0.000 -0.226 0.226 —a— 68.76
c. 1 month -0.027 -0.215 0.160 ——
Favours FLACS Favours MCS

Figure 4. Cont.
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(C) Group by Study name Statistics for each study Std diff in means and 95% CI
Post-op thne Std diff Lower Upper Relative
in means limit limit weight
a. 1 day Yu 2015 -0.066 -0.402 0.269 —— 31.49
a. 1 day Shao 2018 -0.273 -0.501 -0.046 - 68.51
a. 1day -0.208 -0.397 -0.020 -
b. 1 week Yu 2015 -0.044 -0.379 0.292 —_— 26.02
b. 1 week Shao 2018 -0.370 -0.598 -0.142 —— 36.46
b. 1 week Zhou 2018 -0.561 -1.110 -0.012 ——— 13.76
b. 1 week Xu 2019 0.000 -0.364 0.364 —_— 23.76
b. 1 week -0.223 -0.458 0.011 —l—
¢. 1 month Yu 2015 -0.148 -0.484 0.188 —— 23.82
c. 1 month Shao 2018 -0.241 -0.469 -0.014 —— 33.52
c. 1 month Schargus 2020 -0.545 -1.230 0.139 —_— 8.90
c. 1 month Zhou 2018 -0.930 -1.497 -0.363 — — 12.02
c. 1 month Xu 2019 -0.152 -0.517 0.213 —_— 21.75
¢. 1 month -0.309 -0.534 -0.085 -
d. 3 months Shao 2018 -0.107 -0.333 0.120 —a— 48.44
d. 3 months Schargus 2020 -0.934 -1.642 -0.226 —_— 22.00
d. 3 months Zhou 2018 -0.061 -0.600 0.477 —_— 29.57
d. 3 months -0.275 -0.701 0.150 e

(a)

Favours FLACS Favours MCS

Figure 4. Comparison of (a) ocular surface disease index (OSDI), (b) tear meniscus height, and

(c) Schirmer’s test between the femtosecond laser-assisted cataract surgery (FLACS) group and

manual cataract surgery (MCS) group. I? represents heterogeneity. The square represents the

standardised mean difference of each study. The size of square stands for the relative weight of each

study. The lozenge represents the overall standardised mean difference.

Group by Study name Statistics for each study
Post-op time )

Std diff Lower Upper

in means limit limit
a. 1 day Yu 2015 0.461 0.121 0.801
a. 1day Shao 2018 4.906 4.453 5.360
a. 1day 2681 -1.676 7.038
b. 1 week Yu 2015 0.289 -0.049 0.626
b. 1 week Shao 2018 4.148 3.746 4.550
b. 1 week Xu 2019 0.503 0.133 0.873
b. 1 week 1.645 -0.707 3.996
c. 1 month Yu 2015 0.364 0.025 0.702
c. 1 month Shao 2018 2623 2314 2.931
c. 1 month Xu 2019 0.336 -0.031 0.703
c. 1 month 1.109 -0.437 2656

Figure 5. Cont.

Std diff in means and 95% ClI

Relative

weight
- 50.06
- 4994

—— R ———
= 33.38
—-— 33.29
- 33.33
| e ——
= 33.33
- 33.42
- 3324
e ——
Favours FLACS Favours MCS
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(b) Group by Study name Statistics for each study Std diff in means and 95% CI
Post-op time X
Std diff Lower Upper Relative
in means limit limit weight
a. 1day Yu 2015 -0.076 -0.412 0.260 — 4457
a. 1day Shao 2018 -0.456 -0.685 -0.227 —-— 55.43
a. 1day -0.287 -0.657 0.083 o
b. 1 week Yu 20156 -0.190 -0.526 0.147 —_— 26.40
b. 1 week Shao 2018 -0.940 -1.178 -0.701 —a— 29.54
b. 1 week Zhou 2018 -0.872 -1.435 -0.308 ———— 19.04
b. 1 week Xu 2019 -0.763 -1.140 -0.385 —— 25.01
b. 1 week -0.685 -1.058 -0.311 —enii——
¢. 1 month Yu 2015 -0.075 -0.411 0.261 —_— 26.43
c. 1 month Shao 2018 -0.000 -0.226 0.226 —— 31.86
c. 1 month Zhou 2018 -0.949 -1.517 -0.381 — 16.70
c. 1 month Xu 2019 -0.135 -0.500 0.230 —— 25.01
c. 1 month -0.212 -0.521 0.097 i
d. 3 months Shao 2018 0.000 -0.226 0.226 —— 84.99
d. 3 months Zhou 2018 -0.000 -0.539 0.539 —— 15.01
d. 3 months -0.000 -0.209 0.209 -
Favours FLACS Favours MCS
(C) Group by Study name Statistics for each study Std diff in and 95% ClI
Post-op time i .
Std diff Lower Upper Relative
in means limit limit weight
a. 1 day Yu 2015 -0.080 -0.416 0.256 —_—lG 4466
a. 1day Shao 2018 -0.463 -0.692 -0.234 —— 55.34
a. 1day -0.292 -0.665 0.081 el
b. 1 week Yu 2015 -0.086 -0.422 0.250 —_—— 31.38
b. 1 week Shao 2018 -0.231 -0.458 -0.004 —— 68.62
b. 1 week -0.186 -0.374 0.002 —eii——
c. 1 month Yu 2015 0.000 -0.336 0.336 —_— 31.27
c. 1 month Shao 2018 -0.080 -0.306 0.147 —a— 68.73
c. 1 month -0.055 -0.243 0.133 s o
Favours FLACS Favours MCS

Figure 5. Comparison of (a) fluorescein staining, (b) first tear breakup time (fBUT), and (c) average
tear breakup time (avBUT) between the femtosecond laser-assisted cataract surgery (FLACS) group
and manual cataract surgery (MCS) group. I? represents heterogeneity. The square represents the
standardised mean difference of each study. The size of square stands for the relative weight of each
study. The lozenge represents the overall standardised mean difference.

3.6. Heterogeneity and Publication Bias

Most analyses showed high between-study heterogeneity when evaluating the SMDs
of six parameters (I*> > 75%). Concerning publication bias, Figure 6 demonstrates the
funnel plots of studies regarding the post-FLACS effects. Regarding OSDI, tear meniscus
height and Schirmer’s test, the p-values of the Egger’s test were 0.31, 0.94, and 0.65,
respectively—revealing no significant publication biases. Significant publication biases
were noted regarding post-FLACS effects corresponding to fluorescent staining, first tear
breakup time, and average breakup time (all Egger’s tests p < 0.01).
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Figure 6. Funnel plots evaluating the publication biases regarding post-FLACS impacts on the six
dry eye parameters (a) OSDI, (b) tear meniscus height, (c¢) Schirmer’s test, (d) fluorescein staining,
(e) fBUT, and (f) avBUT. The lozenge stands for overall standardised mean difference.

Funnel plots of the studies comparing postoperative effects between FLACS and
MCS are presented in Figure 7. They exhibited no significant publication biases in all six
parameters of dry eye symptoms/signs (all Egger’s tests p > 0.1).

Since the publication bias is statistically significant regarding post-FLACS impacts on
fluorescein staining, fBUT, and avBUT, we applied the trim-and-fill method to deal with
the publication biases. After trimming the studies that caused a funnel plot’s asymmetry
and filling imputed missing studies in the funnel plot based on the bias-corrected overall
estimate, the funnel plots were adjusted and are presented in Figure 8. The direction and
significance of SMD did not change after adjusting the publication biases. Therefore, our
previous statistical analyses regarding SMD were convincible.
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Figure 7. Funnel plots evaluating the publication biases regarding the comparison between FLACS and
MCS on the six dry eye parameters (a) OSDI, (b) tear meniscus height, (c) Schirmer’s test, (d) fluorescein

staining, (e) fBUT, and (f) avBUT. The lozenge stands for overall standardised mean difference.
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Figure 8. Funnel plots after using trim-and-fill method to adjust the publication biases regarding
post-FLACS impacts on the dry eye parameters (a) fluorescein staining, (b) fBUT, and (c) avBUT. The
lozenge stands for overall standardised mean difference. The data points for imputed studies are

highlighted in black.
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4. Discussion

This meta-analysis included six studies focusing on dry eye after FLACS. Six pa-
rameters (OSDI, tear meniscus height, Schirmer’s test, fluorescein staining, first breakup
time, and average breakup time) were used to evaluate dry eye symptoms/signs, which
were also compared between FLACS and MCS groups. On postoperative day one, eyes
receiving FLACS had transiently increased dry eye symptoms (OSDI) and tear secretion
(tear meniscus height and Schirmer’s test) but then decreased. Microscopic ocular surface
damage (fluorescein staining) was significantly increased on postoperative day one and
week one but improved after one month. Tear film instability (first breakup time and
average breakup time) lasted for one month after surgery and then returned to the baseline
level. Three months after surgery, only tear meniscus height was significantly decreased,
while all the other parameters were similar to baseline. Compared with MCS, FLACS had
a greater tendency towards dry eye in the early postoperative stage. However, the dry
eye symptoms/signs between FLACS and MCS showed no significant differences three
months after surgery.

This study is the first meta-analysis to compare the impact on postoperative dry
eye between FLACS and MCS, to the best of our knowledge. In our study, a transient
increase in tear secretion on postoperative day one may be related to surgical-induced
pain. One possible explanation for the tear film instability presenting itself immediately
after surgery is inflammation. Wound epithelial cells secrete inflammatory factors that
accumulate in tears. The bandage of the eye decreases the tear removal rate and aggravates
the inflammatory reaction, hyperosmolarity in tears, and subjective discomfort.

Regarding microscopic ocular surface damage, multiple reasons are responsible, includ-
ing preoperative instillation of povidone-iodine and local anaesthesia [28,29], intraoperative
irrigation, and light exposure [30]. Dry eye symptoms improved, but signs were worse at
postoperative week one, implying more cytokines were released from the wound in order to
induce inflammation. In addition, our study found that FLACS had a more severe effect on
dry eye than MCS. This effect may be due to the suction ring in FLACS, injuring the limbal
stem cells, conjunctival epithelium, and goblet cells. It is similar to the dry eye mechanism
after laser-assisted in situ keratomileusis [31]. In addition, the extra laser procedure in FLACS
leads to prolonged light exposure, thereby deteriorating tear film stability.

Fortunately, in our study, the symptoms/signs of dry eye immediately following
FLACS almost returned to baseline within three months postoperatively. This result might
be explained by the anti-inflammatory effects of postoperative eye drops. Previous studies
have revealed that neuroregeneration occurs 25 days postoperatively [32], supporting our
finding that postoperative dry eye tends to improve. Furthermore, the differences in dry
eye parameters between FLACS and MCS mainly have no significant difference and have a
decreasing trend. However, Yu et al. have found that FLACS causes more ocular surface
damage than MCS in patients with pre-existing dry eye [22]. Therefore, preoperative
screening and postoperative treatment for dry eye should be performed meticulously for
those receiving FLACS with a pre-existing unhealthy ocular surface.

The main limitation of our meta-analysis is the heterogeneity among the included
studies. The between-study variations may arise from differences in surgical machines,
study protocols, inclusion criteria, and perioperative use of topical medication. Five of
the six enrolled studies used the LenSx femtosecond laser system (Alcon Laboratories,
Fort Worth, TX, USA). Only Schargus et al. used the CATALYS laser system (Johnson and
Johnson, New Brunswick, NJ, USA). Different docking devices used in the laser platforms
may cause different effects on the ocular surface [24,33]. Another limitation is that most
included studies have a non-randomised design, increasing bias.

Moreover, the parameters used in our meta-analysis (OSDI, tear meniscus height,
Schirmer’s test, fluorescein staining, and tear breakup time) are not objective enough and
are prone to observers’ errors. Previous studies have suggested that tear film osmolarity
and matrix metalloproteinase levels are more reliable dry eye tests and correlate well with
dry eye severity [20,34,35]. In addition, meibomian gland dysfunction, lipid layer thickness,
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inflammatory levels, and goblet cell densities also play an important role in dry eye [36,37].
These parameters should be assessed in further studies. Still another limitation is that we
cannot perform subgroup analyses according to cataract grading or phacoemulsification
time, which are relevant with post-operative dry eye. We have extracted data of cataract
grading from three studies (Yu, Zhou, and Xu) and phacoemulsification time from two
studies (Yu and Xu). However, the information was presented as overall proportion or
mean, without mentioning the individual dry eye symptoms/signs corresponding to each
category of cataract grading or phacoemulsification time. The lack of details and the too
few study numbers makes subgroup analyses infeasible.

The strength of our study is that our results provide an evaluation of dry eye symp-
toms/signs following FLACS and include comparisons with those following MCS. There-
fore, we could have a better understanding of postoperative dry eye risk. More com-
prehensive studies will need to be conducted, thereby supplying evidence for further
meta-analyses.

5. Conclusions

In conclusion, both FLACS and MCS can induce dry eye. The adverse effects of FLACS
on the ocular surface are more severe in FLACS than in MCS. Fortunately, these effects are
transient and are resolved within three months after surgery. Cataract surgeons should
select FLACS candidates carefully and adopt preoperative evaluation and postoperative
therapy for dry eye. Further studies are warranted to verify and understand the post-
FLACS dry eye mechanism.
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