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Executive Summary

O Background and objectives

In addition to the social demand for proper follow-up care for dry eyes after
hyaluronic acid eye—drop treatment, a medical product covered by the national
health insurance in Korea, it has been suggested that hyaluronic acid eye—drops
should be reviewed due to the policy characteristics that categorize them as both
an over—the—counter medicine and a prescription medicine. Based on these needs,
as requested by the health and medicine policymakers, this study first evaluated
the relative effectiveness of hyaluronic acid eye—drops compared to other medical
treatments for patients with dry eyes, through a systematic literature review.
Secondly, this study discussed policies in other countries on the national health
insurance coverage of hyaluronic acid eye—drops, in order to identify a method to
improve the health insurance policies regarding this medical product in Korea.

O Method

Through a systematic literature review, existing evidence relating to the
following key question was examined: “Compared to other treatment medicine,
what is the clinical effectiveness of hyaluronic acid eye—drops in treating dry
eyes?” For the literature search, five Korean databases and three foreign databases
were used. Based on previously determined criteria of literature selection, two
researchers independently reviewed the literature and came to an agreement about
the final selection of studies. To account for the risk of bias in the final selection
of literature, the Cochrane Risk of Bias (RoB) tool was used. If quantitative
synthesis was possible, a meta—analysis was performed. If synthesis was not
possible, qualitative descriptions were given. Indicators included tear film break-up
time (TBUT), Schirmer’s test, symptoms, and ocular staining score.

To investigate the policies related to hyaluronic acid eye—drops in other
countries, data from Australia, the United Kingdom, Japan, Taiwan, Singapore,
Canada, and the United States were reviewed. For this, reviews of related

literature and online searches were mainly performed and surveys on INAHTA



(International Network of Agencies for Health Technology Assessment) and
HTAsiaLink (collaborative regional network consisting of HTA agencies in the Asia
region) international cooperation network association members were conducted as

supplements.

J Results

Finally, thirty—five studies that assessed the effect of hyaluronic acid eye—drops
on dry eyes (51 comparison combinations) were selected by the key question.
They were divided largely into 6 groups based on the control group.

First, five studies compared hyaluronic acid eye—-drops and placebo (saline and
sodium chloride). Some studies could not find improvements from hyaluronic acid
eye—drops compared to placebo, showing inconsistent results in the indicators
among the studies.

Secondly, eighteen studies compared hyaluronic acid eye—drops and other
viscous products of moisturizing supplements (CMC, Polyvinyl alcohol, Carbomer,
HPMC, HP Guar). No differences could be found between the two groups in the
major indicators, including TBUT, Schirmer’'s test, corneal staining score, and
conjunctival staining score.

Thirdly, in the four studies that compared the hyaluronic acid eye—drops to
supplements used to improve dry eyes (osmotic agent, antioxidant, etc.), there
was not sufficient study to compare the effectiveness between the groups.

Fourthly, in the four studies that compared the hyaluronic acid eye—drops to
active agents (diquafosol and cyclosporine), diquafosol showed significant
improvements in the TBUT, Schirmer's test, conjunctival staining score, and
symptoms compared to hyaluronic acid eye—drops. One study compared hyaluronic
acid eye—drops to cyclosporine and reported that cyclosporine showed significant
improvements on the Schirmer’s test compared to hyaluronic acid eye—drops.

This study also reviewed data from Australia, the United Kingdom, Japan,
Taiwan, Singapore, Canada, and the United States to investigate the coverage
related to hyaluronic acid eye—drops in foreign countries. In Canada and the United
States, hyaluronic acid eye—drops were not approved as artificial tears for treating



dry eyes. In the United Kingdom, Taiwan, and Singapore, hyaluronic acid
eye—drops were considered an uninsured over—the—counter medical product and all
of the costs were out-of-pocket; in other words, there was no allocation of public
resources. In Japan, hyaluronic acid eye-drops were categorized as a medical
product covered by health insurance without specific standards of coverage, a
manner similar to Korea. In Australia, hyaluronic acid eye—drops were categorized
as prescription medicine that could be purchased with a prescription from an
authorized optometrist, authorized nurse practitioner, or medical practitioner.
Australian policy only covers them for severe dry eye syndrome, and there is an

annual limit on the coverage.

O Conclusion and implication

After reviewing literature which assessed the treatment effect of hyaluronic acid
eye—drops on dry eyes, it was difficult to conclude that hyaluronic acid eye—drops
had any clinical or statistical difference versus other treatments. The effectiveness
of hyaluronic acid eye—drops over other treatments used in Korea, be it insured or
uninsured over—-the—counter medication, could not be found. Nonetheless, the
market share of hyaluronic acid eye—drops is much higher in clinical practice in
Korea. Clinical experts have attributed this to the coverage standards within the
Korean health insurance, and the characteristics of the Korean pharmaceutical
industry. Considering the financial burden to the health insurance, and the social
demands, it appears that the coverage standards of hyaluronic acid eye—drops
established by the Australian Pharmaceutical Benefits Scheme (PBS) would be an
appropriate starting point to discuss the direction of improvements. Furthermore,
rather than resolving the pending questions around hyaluronic acid eye—drops from
a purely policy-making perspective, efforts such as the development of
ophthalmology clinical practice guidelines are also needed to promote appropriate

use in clinical practice in Korea.

Keywords

Dry Eye Syndrom, Sodium Hyaluronate, Re-assessment
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: Z (fluorescein), 22" (rose Bengal), A I¥(lissamine
green)Z ol ARGt GA Ak g Yo weh &4 g B SF4
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7. Tear Film & Ocular Surface Society (TFOS) H19H

=A|Z v]g2] A9l Tear Film & Ocular Surface Society (TFOS)oA+= Aot
o] B ¢ A8E off H#e} Po] HNgTE A} 7 29 TEo] §RESHA] A
U o AeE A4 S0l e B o2 Y BV daEy e wet AR
Azl old A5l I AlPE 4= ok TS ZF S| Aol wEh A=A 9
of e 9 A=l £AEHAY AE 4 ok gEHHeE X& 8ie 1~371Y ol
of WA A7 AZHE(: cyclosporine A AlZto] & 4284 4 qlth

194 A8 Ag59 A A= 3700 2 Aolay(H7t 3 59 A4 A
F)otHA AAFALL HoHA| ARS-S oI5ty T FAES WASHAU FHsHA Hot
MFEEAE ARESHRA S FASH ot 2E_S oA Hoh

22A Agold= A9 A 9A A&7 FEA Kot HEAV e S84
HA 2d5(Demodex)o] ATHH HEZ Y AF9| ok FAMNFE AREsL
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HESHAA FHA] NS ANESHAL WHHoM AF ol wet IPL, LipiFlow &

A e, Hede E w2 oY 5 el TN e ¢ o

-

T 3. Tear Film & Ocular Surface Society (TFOS)Q| X|g & 22| 1ot

Step 1

0%
)
el
o
E
Hu
na
2
ol
e
rid
El
Ho

=
e

+ A0|Q¥ WIS DT T4 XYM BN 23
SR} e MA-ZAY 42 Hol 9 2T/H

* Ciyet 29| o SEAOOIEY 7St s 89 A2 &R 25/ 1)
AH
o

Step 2: ¢ SMS0| HHolA| Y= 22

HENZ Q5 RFHS SISl fIet HEME FIEX| 2 o ZEH|
PYE(Demodex)0| = Z2 0[0f Chst EIEZ| @Y X2

- B2 B2 2N, J715HE/I2(Moisture chamber spectacles/goggles)

Overnight XI2(A1 = 7ESEX|)

ARA WY OfolsM 2 2 ORAK|(LipiFlow?t 22 MA| BEE Q¥ 15

o D02 7ISH0i9 42 ARA W IPL 28 (intense pulsed light therapy)

o 790 TS At UM M(ML UM ABS SRR MEHO M2t UR4=(0f0F St 2 X
M9 &g 7IMR I/ TEY| 20| 5 M383 A0 et MU 27eES U2iaor &)
- Tdh OFA0| Rl ER =ME 7HEAI| HIZE =4 SMA L= SME/AHZO0IE X5

- 2 712t S2AY =4 corticosteroid

- =4 secretagogues

0

10

- cyclosporinedt 22 =4 non-glucocorticoid immunomodulatory drugs
- lifitegrast@t &2 =4 LFA-1 antagonist drugs
- oral macrolide &2 tetracycline antibiotics

Step 3: ?| SMS0| HEolX| ¥ EF

+ A7 secretagogues

autologous/allogeneic serum eye drops
+ X228 ZHEHX

- soft bandage #=X

- rigid scleral HX
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Step 4: 91 S450] M| 42 22

« RI7|12F 2A corticosteroid
o QO M|zzat 0|“(amn|ot|c membrane grafts)

o TETHA

* 7|t *"(01I QAIHSY, EfM 0]4)
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Lt. = Northamptonshire Prescribing Advisory Group (NPAG) 7}0|E2tQ110)

AtAZRT AgONA SIYFEAN A ARE Fshe IE IA WS ARt
2o, o]§ 7hs%t A0l oot STl A4 oSOl Hoh 71 2
AIZbE 9t Qe YERdTh HAY wko] itk dAdd A= §laL, 1 2R
NPAG o|YFE4AF HHAIZE Bagh 48 W2 H&9 AlES ARESI=E Hg.

Prescribing Guidelines for Lubricating Eye Drops

Does the patient have: Known
sensitivity to preservatives Wears
Soft contact lenses

Standard 1% Line Treatment (if at any time you suspect a reaction to
preservative refer to relevant step of Preservative Free Treatment See separate algorithm for Preservative Free
algorithm) Treatment
1% 1ine T

Hypromellose 0.3%

If this doesn’t provide sufficient relief consider either a carbomer or polyvinyl alcohol products  which are longer
acting.

Either Carbomers

e.g. Viscotears

or

Polyvinyl alcohel

eg Sno Tears

Hydroxypropyl Guar
e.g. Systane

Liquid Paraffin
e.g. OC Lacri-Lube or VitA-POS — should be applied at night

Carmellose 0.5% and 1%

3™ line Treaument
Sodium Hyaluronate
There is no evidence to suggest there are any differences in efficacy between the different strengths of

sodium hyaluronate
Advice is to select a product with a low acquisition cost.

Symptoms of mild to moderate dry eyes: Diyness, scratchy, gritty, foreign body sensation, burning, redness

Suspect severe dry eyes if: Constant redness, photophobia, impaired vision, history of dry mouth, history of
autoimmune diseasefvasculitides or Sjogren’s syndrome, Trouble keeping their
eyes open/blepharospasm, Filaments on the surface of the eye

J2 1. Northamptonshire Prescribing Advisory Group (NPAG) 7}0|E2}I

10) Review of Artificial Tears and Ocular Lubricants for the Treatment of Dry Eye.

http://www.neneccg.nhs.uk/resources/uploads/files/northants-ocular-lubricants-guidance(1). pdf



H2LE SARFOOIE M2E7) o/IREL FHUH SHe=

Ct. = Dry Eye Syndrome Guidance!?)

A5HAZ Brllr] Ao FART ARE 4-6F B AlEsfoF Fith
AXNE =2 A wet (55 eEcte AL diRlith o] ARYE UE AF
AA 7MY AES MRS RS Aot SRIT 4 . ERA S
H3lof] et HEES AFSHEE sfoF o, O]% Al "go] 2 AES BolsH
oto] 71-8AHUY] A2 ASelHA R SR AE FFAIE & A TTh

First-line treatment®

Hypromellose Carbomers Polyvinyl alcohol
Insert health board choice(s): Insert health board choice(s): Insert health board choice(s):

If failure to improve symptoms after 6 to 8 weeks, progress to second-line treatment options
Second-line treatment®

Hydroxypropyl guar Carmellose sodium Sodium hyaluronate
Insert health board choice(s): Insert health board choice(s): Insert health board choice(s):

If failure to improve symptoms after 6 to 8 weeks, refer for specialist input
Ophthalmologist-initiation only

Acetylcysteine 5% eye drops Ciclosporin 1 mg/ml eye drops

J&! 2. 8= Dry Eye Syndrome Guidance

AR ZO] Tt REL 13} kA2 #T 4 Ut Hypromellose: =EZH
et 52 N=mPHoln F5Y AzRSE Hole ity SAto|A Hdsi
Hypromellose %M== 271544°] 28E w714 A00% HH2&) FYdlof o,
Ut S0l 2AEH, SA FAB L 5170 4-63] ol HS ot E= F
MRS 1Esty AR F A= tigt HEZF "9as 4 Stk Carbomers £
polyvinyl alcohol& 3$Hol= SHLAZRS Az @ HIHS FoE ZQF s

hypromellose®tt Webgdo] w2 & Stk 1A XEAWoA  hypromellose2t
carbomers& BT ARESHIL 6-85 oY FAo| /EA ¥dF Aee A 24 A=
AR AdPsl= AL @astth Hyaluronate, Hydroxypropyl guare 12} AEAE Al
T3t o]: S5k o9 55 7Atel ARE & Qltt Hyaluronate o2 5%t

11) All Wales Medicines Strategy Group. Dry Eye Syndrome Guidance. December 2016.
http://www.awmsg.org/awmsgonline/docs/awmsg/medman/Dry%20Eye%20Syndrome%20Guidance
.pdf
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2.3. AN 2l
Ang 5(2017)12& AAAE FduES B9l RS AEHOE S|YFEANHY) <
T =G OE AFEEY] 53E Hlﬂfﬁﬂﬁ} E‘r ﬂu RCTE oz 4=+
@*}(Schlrmer s I(SH)Oll gt A (3% S35t A3t | GFZAE et
Ae o2 A=zHd B8] SH7F o |98 AdS EME}(SMD 0.238: 95% CI 0.107,
0.369). 9H9] RCTE WO g HEHEA(HFALER)fA s|IFEA HAME w
E9m I AZHTBUT)OIA F2lgt 7§14 HolA] tHSMD -0.566; 95% CI -1.099,
-0.0336). 1 o|9] F4, ZAYAM, A 5 T A1k Hsiae FYHeE AESH
Aot fofgt 27 1T 4 gtk i CE?LOHHL S|EFEA ALY T o
A €A (Lubricant preparations)d f%5< H|ust 18719 YAATE HESIIA
ol shyl OE AT 9ol A A FRIT S gt & AolAle
EAo] 23k 18H9] A7k o]dgT} Aijky AFAAE AR AT
Song 5(2017)132 AZFY 7|2 AEHOE off QIFTeE 5 7MY FEHEe
2 AR EHE 72 EAEAER Q A(Carboxymethylcellulose, CMC)%2} 3|EE24F 4
KIS Blwstyct 5H(251% 2D RCTOIA TBUT 7|& CMCS}F 3|LZ2AF Hot
Aol o5t Aolg FARIG & YIUTHSMD -0.452; 95% CI -0.911, 0.007;
p=0.053). tFAEF A=A CMC &5 HAET $53F F3Fds gld 4= AN
Agt webEA At BAZHCE [olokA] ottt XSS S5k ofd AN E
7} 9oy s dAfoM= TBUTZF 7H A@st £74ojn
FPetg oLt TBUT ©Eo] Qg avs 3] HhgdsiA] &8 4 Q=
AAstgict. B3t o AolAE GAl AR, S ZoloflAd 71
S Ao, AFEE AR HI(Ek, WA 9%, 718 +2 5)
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12) Ang BCH, Sng JJ, Wang PXH, Htoon HM, Tong LHT. Sodium Hyaluronate in the Treatment of

Dry Eye Syndrome: A Systematic Review and Meta-Analysis. Sci Rep. 2017;7(1):9013
13) Song JK, Lee K, Park HY, Hyon JY, Oh SW, Bae WK et al., Efficacy of Carboxymethycellulose

and Hyaluronate in Dry Eye Disease: A Systematic Review and Meta-Analysis. KJFM
2017:38:2-7.
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B R oma;
BE:ER
- 18T O T3, CiEUEO| GO OFF M X SATHAON 0f HYS 284S
205
1 Ang BCH - SH ZAt 7 RCT(HY: 3832k No-HY: 5962h): HY= non-HYAIEO Hisi & 2
s, 2017 A H(SMD 0.238; 95% CI 0.107, 0.369; p<0.001)

- TBUT ZIA} 9B RCT(HY: 4582t No-HY: 6519): HYQ| 7HMEat o =E(SMD
-0.566; 95% Cl -1.099, -0.0336; p=0.037)

0 2E ZOXENAM HY7} QoA 245 ZUE 20IRl= 98

[0 ZoZ7} 5™ RCT(251H SR A

- HZISIESO| HEREA ZIF CMC2F HAAD(0| {28t XI0IZ &01E 4 S(SMD

Song JK -0.452; 95% CI -0.911, 0.007; p=0.053)
2 | s - IHENDHO| HERRAM Zu, HA ChH| CMCOIA LIt 7idsE HR(SMD
2017 -0.334; 95% CI -0.588, -0.081; p=0.010)

0 eHAXS X20M CMC &52 HAECH 2452t HIEREN 2t SHMe=
RASH| UUS
O F2Z1t 6742 RCT(839Y 2tAp) LEHE
- O|USEL QlofS FOF QUFURS BAO| AFUEZH remission ratel|
HEZELE Q95 =X $S(0R 1.811; 95% CI 0.741, 4.429; p=0.193)1&=
Kong X &, =2 SAZW} robustdithis A2 EUS. 0| HERMMME STHHIER0|
2016 A=K IS (0)0.05)
O olY=EL MNP AFAXSS 2slols O AEE 4 UKL o 274
ES HO[L} XIZEECE o|uREMO| LEHE0| Of B2

OIS @S 4 A= TEF IS HOK 23

o ME H

re
-
[
|.
oM T
o
Pl
N
ml
i
i)
|'O
4

Kong 52010192 MRS ABA| S|AFEA AMA ] a3 7t A3
TE9 BISo] ELAS ole dFAERFTY F5k, AE, AwTY 5% &

ZFaIEY, Odds Ratio 1.811; 95% CI 0.741, 4.429; p=0.193). o|=jgt Azt of
o AA, thxo] 0.1 %Y Hydroxymethyl cellulose®lA Polyethylene glycol7}tA],

14) Kong X, Yan C, Ma W, Li Y, Xing B, Yang Y, Wang R. Sodium hyaluronate's effect on
xerophthalmia: a meta-analysis of randomized controlled trials. Curr Med Res Opin.

2016:32(3):477-84.
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Agaod S5 A7 BgFAen, o5 Foigd sk tEr] o AR
37} 37 oE < Slthke H(Polyethylene glycol> wi¢ ek A= 835 2= A
o7 A5H), A, o7 A7 AP SR AR #7F A%l o= §A
A golo] 7|ofstgitke &, A, HE A9 Ho] 6| ¥A= ¢l AT ZREZ
o] B3| AE|A] A9ttHVogel?] ATo|A withdrawalZt dropout AHl= A=

11, Condon® ¥+ cross-over design¥)= AL A|Z5F4T

TEESEE Ul/TE SHEIED 0L HIZ
Sodium hyaluronate Y/ NE =0(4627Y), HIZ0 1:0mg 414-5554
' 2.4mg 741¥
Carboxylmethylcellulose sodium Qot =04(2871), HIZ0] 15mg 1502
' 2.5mg 165¥
Povidone Ut =0(67H), HIZ0 10mL 1,080-1,4708
Polyvinyl alcohol st Hl=x
Carbomer st Hl=¢
Hypromellose st Hl=x
Polyethylene Glycol 400 Ut =%

A PR, RS H S #(2019.06.01.)

E 6. =l o[uR2L HUH 20 E=+

55 224 1518 g7y =8
0.1% 2057} 5074 1874 | SAZE(E H2)
0.15% 9874 4971 174 | M=2oofs
0.18% 797 3774 1470 | SAN2R(EL D)
0.3% 8071 3671 1271 | Q=
A 46290 17074

SA: P EY, FAFGES 9 FodEA#(2019.06.01.)

15) SYUE damte], tazxE AQduet AwE 7H2A8(2018.5.14.)
https://jhealthmedia.joins.com/article/article_view.asp?pno=19165
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ML SARRAYE M2EVL SIYREL HR 422
W AR e fREFEEY ATEE T SICTFEA HMA Hd FE57F b
T EH Y AzeE § SEFEAHEARETAGE) T CMC(LRe|oRR)e Fofofof
FolH WA AE2 vlgo] dRteofEoR ARHAL it
T FooRE SIEFEA 3 CMC HUAY Fod%S A 2 20189 T 3
¢ SIYFEA Al Fad oF 1,1559 €olH o= CMC AE A thH]
oF 778 FHEolH, FYVIEOR OF 40 oo AR AlolE Hole ARt of
% we/E2 AoNICD-10: AHO4) 8ol ARG sIeFEat A= oF 2779
o7 A RO oF 24% ATt RS TSl ARREE Aow epd &
deEee 429, W, U S b B o Age] telkt g0l AREH
A
H 7. 20184 5|¢REM & CMC Y52 AEAA
(e 4, 9)
=2759 Fop A
= = =g =
Sodium hyaluronate” 78,949,721 | 27,701,223 | 329,797,228 115,526,561
Carboxylmethylcellulose sodium? 2,092,370 377,651 8,226,456 1,483,766

EA: BAzEglo|g7/ A A= (http://opendata. hira.or.kr/op/opc/olapGnllnfo.do) AJEARE-A1%]
A7 BAANLECAA), A7 |1E(LHERA+- LA
1) AEI=: 530011CO0S, 530013COS, 530056COS, 530057COS, 530058COS, 530059COS,

530060COS, 530061COS, 530074COS
530067COS, 530068COS, 530069COS
530003COS, 530005COS, 530007COS
530073CO0S, 530076COS, 530009COS
530063COS, 530064COS, 530065COS

, 530079COS, 530084COS, 530012COS, 530048COS,
, 530070COS, 530071COS, 530001COS, 530002COS,
, 530008COS, 530052COS, 530053COS, 530072COS,
, 530017COS, 530018COS, 530055COS, 530062COS,
, 530066COS

2) /dEAE: 228651COS, 228632COS, 228633COS, 228636COS, 228637COS, 228638COS,

228639COS, 228640C0S, 228643COS
3) AHFE=: AHO4 EEAISY Aol

14

, 228645C0S, 228646COS, 228647COS, 228650C0OS
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1. MAN S0F

1.1, #me

oH
MTAETNA SIEFEAL HAAY ddA B ofmry

1.2, BIPHL|(PICO-TS)
AAA g12 2L B9 AR oF 2AS HAsaA Ao wgag
i3t A<l PICO W8-S oot Ztt.

E 8. PICO-TS
T= ML H|Z
OILAZZE(Dry Eye Syndromes)
X [&1] MeSH Entry Terms - o2 H5t 9

Population Dry Eye Syndromes - ZEEHX A}o st
(HTECHALRY) - Keratoconjunctivitis Sicca - Ol S HIMGH= OILAXS

- Sjogren's Syndrome SR} &t

- Xerophthalmia

- sk PE 1§

Intervention | S|AFE4 HOHH * 0.1%, 0.18%3F SA|ER0|oI=
(EXHE) X PRESHEESE) * 0.15%, 0.3% F2oUE

- BEH: 25 B3

OIQUIZ(TICH): HMISKSIR] 4=

- No treatment(placebo, saline)
Comparison | - +EHEH|(FAMSE)

([H_J‘E_t‘g) — EEII(A}'EOI'X«“ o}A|-§|.I-I| %)
- BUSH(ERHIETN )

- 7|EAHZO0|=HIH)

X U AR = QfZ el
WA A<
(odl, Phospholipid liposomes)
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H2LE SARFOOIE M2E7) o/IREL FHUH SHe=

e NELHE Ho
(Rad)
- Tear fllm’ break-up time (TBUT) _ xo(EE) Zopsiaol TRUT Ea
Outcomes - Schirmer’s test Schirmer ZIIE mafst oimiof
(ZnpH) - Symptom (0, Ocular Surface Disease e sTE s ETe
Index, OSDI) =
- Staining score
Time I - o= =
(EEBEDRY SUEEANE (BAMY 28 &) A 7Y Oy
N I T [
Study
Design S WA, HIRAHWAHT, HHANISE AT 5)
(&7AA)

71, L4
ot 22 5709 = A lol"Ho|AE ol&ste] I £AMS $sleith
KoreaMed https://koreamed.org/

5120J3H= 260 [EfH0] AKMBASE)

http://kmbase.medric.or.kr/

&Y EAHIARISS)

http://www.riss.kr/

shsta™E(KISS)

http://kiss.kstudy.com/

271 |S R EME(NDSL)

http://mwww.ndsl.kr/

Lt. =9

9] AA glo]EHo]A OVid-MEDLINE, Ovid-Embase, Cochrane LibraryE ©|

g3lo] 29 BAANS 4
goleo] o] 4] 3
8t st

o= MeSH term,

Yot Ovid-MEDLINEO|A] ARE-E HMojof| 7|%35to] 7t
=i, Aol 59 A5 H4d3]

Ovid-MEDLINE

http://ovidsp.tx.ovid.com

Ovid-Embase

http://ovidsp.tx.ovid.com

Cochrane Controlled Register of Trials (CENTRAL)

https://www.cochranelibrary.com/
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C}. £7|Z4M(Hand search)

A%t dolelol g A4 SAS BAS] Slstel, MG F WAL BA
o Hug

g Aoe Yol FASEAL EAL, ved, 927487 HuA )
de 4712 AEsist

14, 238Y U 23

29404 4L AuE BE £AS0] el % 9 049 ARAYt EdHoR 4
ST 13 AEpiAoAE AEs 228 Eiz B d7adsh Beidel gy we
He BHSS WS, 23 AU AL EHe 98 Amsie] R elie
A /A7) 2

o = i Iz S Id ELATE AZ S Al 3A

ot
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B 9. HEHiRZ =

T= LH%

. 6|°e*—Er§/.‘_ ot J(1|01| ':HOH c"?._* =26
RS o QUFE(EH) f HIW=O et 2
(Inclusion criteria) o ARNO| FOIRt HPZAUE SiLt O Huish 23
(TBUT Ex= Schlrmer ZnE 15 23
. Hlﬂcﬁ-_rl(—'?—&?—l HIRAR, ZSE &) A0 sifol= 23

. °JK17F Ofd HIUZAM, letter, comment S)
= FHOIAA[E

SISX|0| AR 2 25
R Lo gﬁéﬁggl NN |
(Exclusion criteria) . SE0IL Ci0j2 EmER| o0 23
s SEFH
o EHE EH =7t

% PICO-TS &1

1.5. X2

ARFES AP Gt Zh_‘:'ni"‘ AAE E&sto] F 1 ol AEATT =34
& 4UeHm, o7 YAV A% B9 A 399 ok elsks Sk 2
F8 Y82 A+4EA, &% ‘EE, AT B4 & A9 Guy 47 APdo] At
QA aybyd T AFLAT ghol et
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1
9] HEH A Wte F 4 oY HEA 5HAoE st JAFAS
olFqitt. HIFAHY AT E FALEAUTAT EF Cochrane?] Risk of
Bias (Higgins &, 2011)& AR&sto] /i £39] vlEE 93-S 7ot 10

o

ok EA(Quantitative analysis)?] 7Fs& 749 WEREAS 4
A4 HE(Qualitative review)s $HoFALt.
7124 239 {30 wEt Yol 512 Siith AHE
Hog 37t o]dAo] &2 A= HFaNEF(Random effect model)S ARE-5H]
a4 (Mean difference, °©]s} MD; Standardized mean difference, ©]s} SMD
S 4019t HEREAA] o] (heterogeneity)> 941 forest plotS Sot0] Az
207 3Qlstal, Cochrane Q statistic (P<0.10)Z I* statistic (050%)= 7|02 &
7t BAA olEAdE wHSIgH. ' BATE VISR odAdE WY BE
0-25%+ ©]&/do] YeR] &2 Z0R 25-50%= W2 =, 50-75%= 6k &
&, 75-100%= =2 ACE A5t

S0 HEYELS HeREAo] x3kE Fdo] 10W o]l A%, I#HIZE o]-&2t Funnel
plot?t S48 W Egger's testd §94(p(0.05) 7I€o& AR AT aRE
2olskarA} st3ict,

St B4 ofdfol] dgE AFHAAL FAN 9 AFEA
MElEdog 7hast Aol st

16) Higgins JP, Altman DG, Getzsche PC, Jiini P, Moher D, Oxman AD, Savovic J, Schulz
KF, Weeks L, Sterne JA: Cochrane Bias Methods Group: Cochrane Statistical Methods Group.
The Cochrane Collaboration's tool for assessing risk of bias in randomised trials.
BMJ. 2011;343:d5928.
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H10. ofelz2 =24 & TET 24
32 =8
ChARY o OTZEE BEE
F . El%*-?%ﬁt O jL'c%E: 0._1%, 0.15%, 0.18%, 0.3% &
o YEH TIORYS, CElg)

1.8. 2HE

B Lol 4985t AR E31E A= Grading of Recommendations Assessment,

Development and Evaluation (GRADE)}& o]-&3slo] ZAcTES W ksitt
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2. SHA= M SdgEA}

2.1. ZAA 27}
AEsP] 99 B Arolis 5% 9,
% L W SARE OJFE A

2.2. ZAHiH

=504 SIEFEA A T 9] Foldge mesh] Ao B £ F
BERAE 7I120E Fsion, durleqriel HHE HIYHAEY SAFAAY
INAHTA (International Network of Agencies for Health Technology Assessment)
9 olmsleusish Bl ohAoldY HofeleAEel FAWAY HTAsialinke] 3]
WIBE gor HBZAE HIHoR S,

S

E 11, o|YRE2L HOUH| SHAZOIYH AYTAIYY

27} BN A
5= ¢ INAHTA 2 HTAsiaLink MZ2XA}
B o AUZAF (http://www.pbs.gov.au/pbs/home)
e ¢ INAHTA % HTAsiaLink H2&A}
° o XA (https://www.nice.org.uk/), M2} XH=2
ol ¢ INAHTA % HTAsiaLink H2&A}
- o YUZA (https://www.mhiw.go.jp/index.html), T27} XH2
ot ¢ INAHTA 2 HTAsiaLink M2XA}
o XA (Wwww.nhi.gov.tw &)
appma ¢ INAHTA 2 HTAsialink MZ&A}
o AUZA} (https://www.moh.gov.sg/)
MLt ¢ INAHTA % HTAsiaLink H27&A}
o XA (https://www.cadth.ca/, https://health-products.canada.ca/)
e ¢ INAHTA % HTAsiaLink H2&A}
o YUZEA} (https://www.fda.gov/drugs/)
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1. ®MAX 20

1.1, Sy Z

209 dolgHlolag Ba & 13790UGE 4178, 29 9628)e] @M=,
FEBRL AAT T UL S31HS Yo BIMHAE At A2 9 2=
AES £ 1% AduA) 4 £ 12480] AEglon], ¥ £d) 98 4
£ 59 2% 3589 £alo] Ag=9

=2| DB (n=962)
(HAY 2019 3 19)

- Ovid-MEDLINE (n=239)

2L DB (n=417)
(HY 2019 3 19)

- KoreaMed (n=19) - KMbase (n=119)

- Ovid-Embase (n=538) - RISS (n=119) - KISS (n=87)
- Cochrane Library (n=185) - NDSL (n=73)
F8HAH = 42 29 (n=831) et
' By =z = o3 A (n= |
- 32| DB (n=650) ! HS/ =2 HE 3 WHE BY £ (1=707) |
- 21§ DB (n=171) STt TTmTmTTmmToomTommomommommommooes
l 2% AE 5 WHE 29 4 (=89 3
N - AREO ZoiT ORMA| CfgE A2k ofd 23 (n=3) 1
Y oY 28 n=124) - N0 Fo ZME| O A7 ofd 29 n=26) |
- Z¢| DB (n=104) - Al Fol HEWY ofE 823t ol B8 (n=s) |
- 2} DB (n=20) - ARG Zel BaHS BOSHE| @2 23 (n=18) |
- AEY Feolgt AREAY siEEE = EE (n=10) !
27| HM (n= - #X7} ot HF(EY, comment §) (n=3) !
+7184 (n=0) - 52 HYRAT (1=5) :
- SEEHAME SEX o A7 =R @2 29 (n=2) i
Xz M 29 (n=35) EETHERE @F (n=1) |
- =9| DB (n=33) 0L EHE SEER 2 28 n=11) 3
- 2} DB (n=2) ESEd (n=3) ;
______________________________________________________ !
2 (=P ==
J% 3. 28y S
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=YL SAZRAAT M2EL SIUREL HOH| SHo=

ZF AEEAL 35HH R 51702 F 4,058%2] AFtHgAE Zgotaitt.
AR FRHADGATFE 32H91.4%) 02 HFEES AA|FoH Qi A9
A4} WAFAT(crossover study)E 10H(28.6%) ETH=|3Act.
SWAEo] w2t 20119 o]0 &k F3o] 16H(45.7%), 2000~20109 14H(40.0%)
+=08 getow 20004 ol EuE AL 5%(14.3%) I3t

A7y 7PEE fEelEEol =, TYA, 5Y 5) 21H(60.0%), OFAoKTR
W=, 4R, 5 5) 9H(25.7%), —-1—0}‘]1]3]7}( 1=, 7HYth 5%(14.3%) =08 Wgton
ofAlo} B3l F Y A9 6H(16.7%)°] ESHE0] ULt

AT BT RS SAR3lon, §9] S5 k(moderate) o9 MHHERF
S o st A= 15H(42.9%)01th. BHFAFS 38~67A17HA] ‘jr JSHA
e

=(12H)9] A45L2 multi-arms studyZ $HHRACH, F 51709 v wZ3ojA
SAHR o|YFEAY Fo] wet 0.1%7F 1970(37.3%), 0.15%7F 971(17.6%), 0.18%7}
870(15.7%) 0.2%7F 27H(3.9%), 0.25%7F 47H(7.8%), 0.3%7} 47H(7.8%), 4%7} 27H
(B.9%)°1%oH, sE=E HisA] %= AFE 370(5.9%) EFEQU ELL tiRol wet
Placebo E= Saline°] 67H(11.8%), +EEZFA 2070(39.2%), Chondroitin sulfate,
Trehalose 52 RXE40| 570(9.8%), EA=Z (active agent) 67H(11.8%)7} ZE3H= A
th 2oz I AH|EA] %42 Phospholipid QJoFES ARESH dixy 17i& &4
oA AJAIFT

16H(45.7%)2] w32 W7 7199 A8 2 QJorE A ¥ dof 9H o= g

A= At

A

—Ll

3] 7|254 W SAHET tiEso] digh AlRE2 v 2oF A
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H 12, MHEHO| 7|=EHE
o S SITLCHAIRHP)
N | X3 SIR(D) Lo = FHBRIZE | U
I'IHX‘IN' g %\—‘gﬁ Cross EANNE) S5 Ethlg(l) EH}—‘:RQ(C) A=A 9 =]
A= | 251 |RCT| Guer Ho| o =2 cal%)a EUEINE) | Ko
Garcia hyposecretory platelet-rich
e 2019 | AQRI | O X dry eye 83| 39| 44 64 | 0.18% SH plasma (PRP) 15¢, 30 X
g QA mild-to—-moderate 53.8 °
Mihaltz 2018 E2pt 0 X dry eye disease 30 15| 15 /55.5 0.2% SH 2mg carbomer Y= X
GroB 2018 | ZzA | O X moderate DED 80| 41 39| 558 | 0.1% HA 0.5% CMC 35%, 84 (Ursa(p)harm)
_Essa (A) . 50 0.4% SH
Essa() | 2018 | @2 | 0| O | grmPomanc dy | 200/ 50| 50| 608 | 0.15% SH 0.25% CMC ES (o1 X|2))
Essa (0) 50 Phospholipid e
Park (A) st g 43 0.1% SH 0
Pk (B) | 2017 |55 | O] X (”r]yod‘ga‘?[eﬂygige‘}g) 176| 41| 45| 451 | 0.15% SH 0.05% cyclosporine | 6%, 12% (E’ﬂejoo)n
Park (C) 47 0.3% SH arm
moderatée to
severe dry eye o]
GroB 2017 | ZzA | O X with keratitis' o 85| 42| 43| 59.7 | 0.18% HA 0.2% HA 35%, 84 (Ursapharm)
keratoconjunctivitis
Sir)nmons mild-to—severe 101 /6558(6) g 1(()%5‘)'/—|ACI\/IC
,,,,,,,,,,,,,,,,,,,,,,,, 0 symptoms, . 5% 302 602, 0
Sromens | 200 | 2% | © | X | mid-to-moderate | % 10417502 | 0.15% HA 0.5% CMC 08 | (Allergan)
® signs of dry eye 100 /60.0 | & 0.5% CMC
==,
Gong 2015 | &7t 0 X | dry eye 497| 251 | 246 - 10.1% HA 3% Diquafosol 4= (Santen
= Pharmaceutical)
Hwang 63.3
_ 50 0.1% SH
w Chst dry eye /65.8 , he e,
I 2014 HE 0 X syndrome 150 . 50 616 | 0.1% SH 3% Diguafosol vhe X
®) /65.8 | + 3% Diquafosol
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UL SAIZRAAE MR LIL o|YR2M HOMH See=
o il HATHSXHP)
=2 | xg ER() B = EMUEPE | DIZieiT|
HMR | & =l cross EARRE == ST 1 =32{(0) = 5|
i RCT X0 N G| EH=EAE) | KA o
=} S . |52 ux=| ) = v
100% autologous
Cho (A) 85 serum
"""""""""""" . 1) Sisgren’s (22 50% autologous
Cho (B) | 2013 | CiEt O | x | severe dy eye H) néor?-rg%srén's) (39 M gg 50% autqi%gous serum with normal | 3%, 65, X
o= syndrome Il) Persistent 3 serum wi saline 9F, 12
"""""""""""" Epithelial Defect )5 0.3% SH 0 ‘
9) 50% autologous
Cho (C) serum with 0.5%
ceftazidime
Taka 2012 |22 | O| X | dryeye patients | 287| 143 | 144 | 567 | 0.1% SH 3% diquafosol JES (Santen
mura Pharmaceutical)
ascann ot e g 25 0.3% HPMC
e 2012 | 5 | O X | g 73] 24 434 | 0.15% SH 30%, 90¥ X
(B§ ann 24 emulsion (lipids)
osmoprotective
Baudouin | 2012 | Z=A | O X | dry eye disease 77\ 37| 40| 56.8 | 0.18% SH (OsPr)-carboxymet | 35%, 37H¥ (Alle? an)
hylcellulose (CMC)) 9
Baeyens .
@) # A . 101 Saline 980! 562
Boovers 2012 acj—:f 0 X | dry eye disease 304| 106 59.3 | 0.18% SH 84OE|’ = X
(B)eyens © 97 0.3% Carbomer =
Lee 2011 | H® | 0| x | midtomoderate | g5 35| 33| 390 0.1% SH 0.5% CMC JESES O
o= dry eye disease : e 27 $ T (Alcon)
chst BHLHE S B2 | 17 reservative free | preserved 1HE, 271, o
Roh 2011 | g5 | O X | &° 7T T Jgyon (142 (102 67.6 | BT e 6ol oig g
dry eye syndrome, (LANTIBIO/
Vogel | 2010 |0 | O | X | Keralooomunctitis | 4u4) 93¢ | 223 | 615 | 0.18% SH Vehicle 7%, 142 | RIVER PLATE
, Or dry eye BIOTECHNOL
due to Sjogren OGY)
Sanchez | 2010 | AHRlI | O X | dry eye syndrome 15 8 71 625 0.15% SH sodium carmellose | 174& (Al e(?gan)
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o |2 CILAHP)
gn | 5] SR e = ZXEAPL | ol
i SAIT e k”

Beneli (&) ot mild, dry, 20 B 0.5% CMC )
Beneli ® | 2210 | 210t | O | X | irritated eyes 60] 20 1, 025% SH 0.18% HP Guar | 02 (Abbot?)
Johnson | 2008 | @= | 0| X g”y%derate dry 65| 32| 33| 33 0.18% SH 0.3% Carbomer 174 (TRB Comecica

Kim (A it ‘ot 5 50 0.5% CMC 1Y, 2748, olo
m @ | 2008 |85 | X | x| aserem 150 60 |25 | 385 01% SH Ve A Pia o1Z gl
Brignole | 2005 | m2A | o | x | Mmoderate dry 2 11| 11| 633]018% SH 1% CMC e 288 o1z gt

eye 56
moderate-to
Matsuo 2004 | &= 0 0 —seéere dry eye 18| 10 8| 62.4 | hyaluronan 100mM trehalose 4z, 8% X
syndrome
+ O e — ‘
Miezzo | 2002 | 35 | x| o | perdefned dv | qgg) q5g| 1ss | - | gaOnCSH | Iypotonie S (28%) o g2
Mc severe dry eye 1.4% polyvinyl 144, 284, o]
—Donald 2002 | 3= 0 0 syndrome 32| 17| 15| 588 0.1% SH alcohol 42‘3, 56‘3 (Vitrolife)
2002 medium to 0.9% sodium 2891, 582
Aragona =l O | X | severe dry eye 86| 41| 45| 505 0.15% SH 70 5 = oz S
a syndrome chloride 924
Nagona | 2002 | Ol | o | | Jogrens 10 20| 20| aa7 | isotonic 04% | hypotonic 0.4% SH | 159, 302, «
d b 2{0f aovero dry | SH (150 mOsm/) 90
Papa | 2001 |S2 | O | O |dyeye 198) 84| 74| - | gponeHA | fypotonic HA (28%) ofF gig
Nepp (A) keratoconjunctivitis NA | NA 0.4% SH 0
"""""""""""" 2001 %Dr 0| o | sicca(dy eyesfor | 28 56 | 0.25% SH - 6% (Alkon, Croma
Nepp (B) E more than 1 year) NA | NA Chondroitin sulfate an Un Jgrhnrwl)ama
- 0.3% hydroxy-
keratoconjunctivitis
jester | 2000 | A2 | 0| X | sicca (moderate | 113| 58| 55| 54 | 0.4% HA propylmethy! 158 305 | oz gs
|OF to severe) cellulose plus 602, 90
0.1% Dextran 70
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o il HATHSXHP)
=2 | xg ER() B = EMUEPE | DIZieiT|
IIPS; g 22l Cross Ealiie Si54 SR LHEH(C) =R A S (=
= | 2 |RCT| Guer Ho| Py p—" p— al%)a FUEINE) | Ko
symptoms of
=, severe dry eye 0.9% (w/v)
Condon | 1999 gﬂf% 0 0 ?kyndrome 700 34| 36| 67.2|01% HA phlosphate buffered | 23Y, 564 g es
e eratoconjunctivitis saline
sicca or Sjogren)
Sand (A severe 18 0.1% SH ;
() 1989 | AQHl | X O | keratoconjunctivitis 18 18| 60.5 > E)Lifferbs?lutlon (14%) (Pharmacia
Sand (B) sicca 18 0.2% SH placeno, ook X|8)
moderately .
Nelson 1988 | 0= 0 X severe keratocon 3B 20 151 594 | 0.1% SH ;l.élg/ﬁo?olyvlnyl ;‘i— 4, X
—junctlvitls slcca T
keratoconjunctivitis .
Laflamme | 1988 | 74Ut | O | O | sicca (severe dry | 12| NA | NA| 58 | 0.1% SH 1.4% polyvinyl (0= o1z gl
d )ry alcohol
eye syndrome
Limberg 1% polyvinyl
» NA alcohol
Limberg " 1% chondroitin
®) 1987 | o= | 0| o | keratoconjunctivitis | oq) Na | NA T g5 | 019 HA sulfate VES X
rrrrrrrrrrrrrrrrrrrrrrrr sicca
g 0.38% chondroitin
Ln;nberg NA sulfate and 0.3%
hyaluronic

DED (dry eye disease), SH (sodium hyaluronate), HA (hyaluronic acid), HPMC (hydroxypropyl methylcellulose), CMC (carboxymethylcellulose)
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B 13, MEEHO| SAE 3 X £4
=n | 97 SR LH=E(C)
A GE | 53 e 2 SN ey | Y e 29
T [
Garcia- - (Vismed, TRB _ platelet-rich plasma (Blood processing
Conca 2019 | ARl | 0.18% hypotonic SH Chemedica, UK) bottles (302) (PRP) performed)
A 2A | 0.2% sodium Artelac Splash Edo unit dose | 42l/%, Artelac Lipids (Bausch &
Mihaltz | 2018 E2|0} | hyaluronate (Bausch SPLomb GmbH) X packaging 37H$é‘E 2mg carbomer Lomb Gmb}-P Berlin, aé:$many
(HYLO CONFORT: 10mL 33/ 0.5% CMC
GroB 2018 | ZY¥A | 0.1% HA (Img/mb) | jics oharm) X bottle (842) (0.5mg/mL) (OPTIVE, Allergan)
0.4% Sodium Clinitas Soothe
Essa (A) h i [
77777777777777777777777 yaluronate (Farmigea SpA., Pisa ltaly)
: Hyabak (Laboratories ~ TheraTears (Advanced
0.15% Sodium : 10ml 0.25% Sodium -
Essa (B) | 2018 | ¥= Théa, Clermont X 4 Vision Research Inc.,
77777777777777777777777 hyaluronate ~Fertand, France) bottle carboxymethylcellulose Massachusetts, USA)
Phospholipid :
Essa (C)) i phoTIpK Tears Again[=LH OJA[]
iposomesS
S alein ophthalmic
Park (A) ?SL?) hyaluronic acid ?/uuon 0.1%; Taejoon, - -
77777777777777777777777 Seoul Korea)
5 - (New Hyaluni ophthalmic = . .
Park (B) | 2017 EIL% g.cgg‘y(osm/aluronlc Solution' 0.15%: _ B %(zgl/%', ?C(%?% cyclosporine l(ECES'Ié%%rhisllergan,
77777777777777777777777 = Taejoon, Seoul, Korea) & -
S aluni ophthalmic
Park (C) ?SI%K) hyaluronic acid ?/uuon 0.3%; Taejoon, - -
Seoul Korea)
0.18% HA (Vismed® Multi, TRB 10mL 3§|/0| (Hy|o® Confort Plus:
I =
GroB 2017 | oA (1 8mg/mL) geurenr?:%ga AG, Haar, X bottle (842) 0.2% (2mg/mL) HA %2?%83%?‘3%3?6&2?@ Sas,
i St 0% HA | e RS U™ | 0| omL | e
sodium and 0. nc., Irvine, CA, l
,,,,,, Y1015 7Hg'—fﬂh ° : _ boé“es (23l/Y 0'%% Ca[g,\?ll(gse Refresh Tears [RT]
Simmons T | 0.5% carmellose Optive Fusion; Allergan, o | & Y1) soaium
(B) sodium and 0.15% HA | Inc., Irvine, CA, USA cartons
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— 21t ?“{;H N CHIEH(C)
alf = EOfHHH
A= | L5 y=9 yEY = sy | TYEY g=3 yEY
==, 5
Gong 2015 %7; 0.1% hyaluronic acid - - - Sé_l/%' 3% Diguafosol -
Hwang 0.1% sodium (Lacure, Samil, Seoul, 0 _ 43|/,
(A) tyst | hyaluronate Korea) 34
"""""""""""" 2014 D|§1 : 3% Diguafosol -
Hwang = 3% diquafosol and (Tearin free, DHP X _ 43|/,
(B) 0.1% sodium hyaluronate | Korea, Seoul, Korea) 34
Cho (A) ;ggjﬁ] autologous (peripheral blood)
"""""""""""" i o 50% autologous
Cho (B) CHat o0% autqlogouso (Hyalein®Mini 0.3, sterile 65)/¢, serum with normal -
2013 ojZ | serum with 0.3% Santen Osaka. ) ) X bottl i i
rrrrrrrrrrrrrrrrrrrrrrr = sodium hyaluronate anten, Usaxa, Japan ottle T saline
50% autologous
Cho (C) serum with 0.5% -
ceftazidime
[0) i S
Tk, 2012 | = | Q106 sodum - o | 1ml SV, 3% diquafosol -
McCann . 0.3% hydroxypropy! (Dacriosol unidose:
W o orsau | GbEHOISe s methsiuioas (O | Acon Toh)
McCann 2|0t | hyaluronate |Lf[ Iy) ’ , atania, unicose 90Y ) o
®) aly. emulsion (lipids) (Emustil unidose; SIFI)
0.18% standard (VISMED Muli; | 50y | DSPrCMC solution 1 (opmivE Multi-Dose:
g oatA - e multi 3-63|/9 | (osmoprotective o
Baudouin | 2012 | ZgA ?ﬁgl_an})hyaluronate h&ilITtIRllg,) Inc., Chapel X [Hosage (37}%)2 P orboamethy é%rgan, Inc.. Irvine.
' cellulose (CMCQ))
BAaeyens Saline -
"""""""""""" 2012 | "5 | Lise hypotonc | Vismed® X | oamL | 2R
Baeyens =) E 0.3% Carbormer (Lacryvisc®, Laboratoires
®) ’ Alcon, France)
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21t o SR CHEE(C)
S(PSIN E | = o ES EOkfH o
W ek | 55 oo yEY AR 520 sz
et | 0.1% Sodium (Kynex, Alcon - = 0.5% Carboxy (Refresh Plus; Allergan,
Lee 201 8= | Hyaluronate Laboratory, Seoul, Korea) X multivse | 62/ -methylcellulose Irvine, CA
chst preservative free Tearin free®, DHP _ 435)/Y, preserved 0.1% Hyalein® , Santen,
Roh 2011 gl= g{/;%rgr?g‘;gm Korea X 67H%‘E sodium hyaluronate Osaka, Japan
0.18% Sodium ) ) ~ mono 3-63)/Y Vehicle (identical to ~
Vogel 2010 | O Hyaluronate (Rejena, Vismed) dose unit | 142 = laacCtL\i/ggs;ggiyu%rutgyjﬁfsgte)
. Lubristil (Tedec-Meiji, . =1 /0] Viscofresh 0.5%
Sanchez | 2010 | AHQl g.;?:éor?g%um Alcala de Henares, X E'Sgée égl)/le, sodium carmellose (Allergan, Tres Cantos,
Y Madrid, Spain) = Madrid, Spain)
E}Ae)nelh (Blink Intensive T 0.5%|carb%>c<jymethyl (Cellufres)h. Allergan Inc.,
,,,,,,,,,,,,,,,,,,,,,,, 0| | 0.25% sodium Ink Imensive ears, B B 43/ | ~cellulose sodium (VO | Irvine, CA
Benell 2010 E|E|' hyaluronate ﬁ]téb?gamgdfg;!oggfs (3002% 0.18% HP Guar (Systane, Alcon Lab Inc.,
(B) 1670 u Ft. Worth, TX)
0.18% sodium (Vismed: TRB , mono 2-85)/2, (Lacryvisc: Alcon,
Johnson | 2008 | &= hyaluronate 82?%??;/% AG, Munich, X -doses 28i3°:' 0.3% Carbomer 934 Hunenberg, Switzerland)
REFRESH PLUS® (0.5%
Kim (A) Qéz(ﬁ)ulgasg)%?é?ue%hyl carboxymethylcellulose ’
,,,,,,,,,,,,,,,,,,,,,,, 2008 thigt | 0.1% sodium 2570I® (0.1% sodium 0 B ey sodium, Allergan, USA.)
2= | hyaluronate hyaluronate, A<, St=) Sy . :
= Y Y LU o Viva® (0.05% Retinyl
Kim (B) Vitamin A palmitate, 1% polysorbate 80,
Vision Pamaceuticals, USA)
. Vismed (TRB mono = .
g 0.18% sodium . 33)/Y, Celluvisc (Allergan AG
Brignole | 2005 | Z&A Chemedica AG, Haar/ X -dose o 1% CMC . '
hyaluronate Minchen, Germany) container 271 Lachen, Switzerland)
(Hyalein, containing 43/ (Hayashibara Biochemical
Matsuo | 2004 | €= | hyaluronan hyaluronan, Santen 0 5ml = = 100mM trehalose Laboratories, Okayama,

Pharmaceuticals, Osaka)

Japan)
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= 2 SHME()
o} 7 SNE CHZ=(C)
|1 &R g Xl R =
ZE 4z 4B = | =z (SR 423 B
; isotonic sodium : :
Milazzo | 2002 3% hyaluronate - _ ~ 282! Evplotonlct sodium
(305mOsm/) - (3 15mOsmi) )
Mc 0.1% sodium . 0.4ml, e 1.4% (w/v) soluti
“Donald | 2002 | 3= hyalaronatg Fermavisc, Vitrolife UK X single izégl/ S ] of p%ly(/vi(]\\//)l Z?CEHSE Refresh, Allergan
-use 6% povidone '
2002 0.15% sodium 0.3ml, 85 ~
Aragona =Y o Soc Hyaluronan (BTG, Israel X - 4-85|/%, | 0.9% sodium ,
a hyaluronate Y . lsrael) Etr?igl)es:e 3h chloride [placebo (saline)]
2002 | 0|2 | isotonic 0.4% sodi , 5 hypotonic 0.49
Aragona | ¢ 200t | hyaluronate sodum | propstar TG, Farmigea X - Sglf (Sgggﬂ?wmﬁygl/jrgnate lalurex, Fidia Oftal
150 mOsm/I)
Papa 2001 | =4 ﬁ\?gﬁj?lc?n:t%dlum - - _ 63/, mgﬁm'gt esodium
(e]] -
- (305 mosm/I) 282 (215 mosm/I)
p
) ] 0.4% sodium .
,,,,,,,,,,,,,,,,,,,,,,, QA | 0.25% sod Healon, Pharmacia
Nepo 2001 | €30t | hyaluronate Hyalodrop, Croma X - 6% hyaluronate
(B) Chondroitin sulfate Viscoat, Alcon
= . 65//Y, 0.3% hydroxypropyl
lester 2000 EIEf 0.4% hyaluronic acid - X - 60 EEE —metthcelIuI%%e pglus -
o0 0.1% Dextran 70
oz ,
Cond Siar’ | 0.1% sodium Fermentech Medical _a5i/01 | 0.9% (W/v)
ondon | 1999 | 0| 0 00 Fer X oaml | FaEVE phosphate buffered | (saline)
saline
Sand 0.1% sodium 3
() hyalﬁronate - X | 0.5ml 621,/% buffer solution in
,,,,,,,,,,,,,,,,,,,,,,, 1989 | Ao 142 which sodiu
sand 0.2% sodium 63/ | hyaluronate Was (Placebo)
(B) hyaluronate - X | 0.5ml 142~ | dissolved
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=y it N CHER(C)
[t AS
HIKRE | &E %C,'; o A=y Eé_urw gzt %";F%ﬂ/ Aoy A=W
0.1% sodium Pharmacia, Piscataway, . 83/, 1.4% polyvinyl Liquifilm, Allergan
Nelson | 1988 | OI= | [\ ol onate NJ X | unitdose | "= | gicohol Pharmaceuticals
X S
Laflam 0.1% sodium . unit dose, | 2T T 1.4% polyvinyl
me 1988 | FHLICt hyaluronate Hylorin X1 0.4ml %o%szgver, alcohol Refresh
Limberg 1% polyvinyl alcohol | Hypotears
)
L|mberg )% 5 1% chondroitin _
B 1987 | 012 | 0.1% hyaluronic acid - 0 h crossover Su.H?te £ 0.38%
. mixture of 0.38%
I(_érsnberg chondroitin sulfate -
and 0.3% hyaluronic

DED (dry eye disease), SH (sodium hyaluronate), HA (hyaluronic acid), HPMC (hydroxypropyl methylcellulose), CMC (carboxymethylcellulose)
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=Y SAZRAAT M2EL SIAREL HOH| SHo=

o

AA 35He £ 5, 3”5(8.6‘7)—4 ALE A HFEG2H, 91.4%)9 A+=
TR IR SPEGoY TR HEeA Y 2 HideA 2H'et @
HE W&ol doid= A= BEuxi QA ot s HIEH] dith AE2 £
(Unclear)o] 7F¢ &2 HFO2 UERITHE8.6%, 74.3%). 13H(37.1%)9] Alde
AR R SREAT YAIEHAY, Azt Ate] gt w7k o] A ¢
U AFEI o] AedRE, AFALel gt b o] HIEH 99 E=(High)
o= Ueoy, ‘Ao ziet AtAtol] gt w7k o] & 3= o] g BlEE A
o] YS(Low)Q! AF& 8H(22.9%) EFHE| et

fREY At A ZEREZo| A FUARE Ao dgH F8 7éﬂr
o tisff AFAuolA AFotal QoA AEd AxEIo] tigt HiEH {9
(Low)o] 30H(85.7%) 2.2 7F =A LreRsitt.

WAAH(cross-over) AAE 7M1 10H9] L A-AHAL EAO wet F7E80
2 W7 S VIE HEH 02 SRIsHth 7 phaseolA S A
A $7F e S, 7 phased] 92T AHE BIEA] 32 S HEE A0l
=2 Z0E 7s51len, 6H(60%)Y ATolA s HlEE Aol ==(High 2=
25780

o

Ulo A,

3
EYe
=

[=ud
=

0x

0d o
H
fno ox

=

S
=

0=
O
HoHr = X

i
[
0=
o
=2 =
E —
=

0% 25% 50% 76% 100%

. Low risk of hias |:| Unclear risk of hias . High risk of bias
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MEE7): olUREY HOUM SHe=

1.4. SH vs. 9I9f HluWZ1}

S|YZE2AHSH) HotAIQE QJoK(Placebo T Saline)g HWSH AF1:=

67)°19l o, Q9o+ Saline, Vehicle, Sodium chloride®] Z§t=]o] ATt

H 14, [SH vs. $I0}] HEi2H 22

HixE | gwes | TTiE e RO

Baeyens (A) 2012 | ZHA 92 | 0.18% SH Saline

Vogel 2010 | Of= 0.18% SH Vehicle

Aragona 2002a | =4 0.15% SH 0.9% sodium chloride
E=, 0.9% (w/v) phosphate

Condon 1999 = 0.1% HA buffered saline

Sand (A) A 0.1% SH )

| ol | ol
Sand (®) 1989 | AYH 0.2% SH buffer solution (placebo)

SH (sodium hyaluronate), HA (hyaluronic acid)

7L TBUT (Tear film break-up time)

399 oA EEYTIAZHTBUT)S Bt Aoy ¥ Avk= oo 19}
2t} Baeyens (2012)9 A+ A& F 56Y AlMo|A S|LFEAE HHAZE ok
TRt ==Y AIZHTBUT) 7M. 835 7H4 2= ZACE SRIEoH 28%, 849 Al
HolMs &= 1 75t AolE ERIF 4= /1™, Aragona (20022)9] AFoAE 3]
UF2A AAE fokdo] BAZHOE [ogt Aot ity Histrh. Sand
(1989)9] A+olA 0.1% SIEFEAF M= fIokt tiH] BAXCE Fogt AdS
Al okt vl ot

gelg & gIglont 0.2% SUTEA e AR
(TBUT) 7§41 a3& HIsFT).
H 15. [SH vs. $(2f] TBUT
=t Shi i
DS[INPSIN H|1
IR Mean | SD | Total| Mean| SD | Total bt
[28 &] mean change (SD)
150 | 384 | 99 | 073|206 ) 96 p=0.1182 (wilcoxon rank sum)
Baeyens [66 &] mean change (SD)
o) 2012 1.75 | 333 | 100 | 0.77 | 2.67 96 0=0.0390 (wilcoxon rank surm)
[84 &l mean change (SD)
148 | 249 | 100 | 1.16 | 316 | 9% p=0.2779 (wilcoxon rank sum)
Aragona 2002a T T ]OE XI0| gig no significant
Sand (A) 1989 4.82 - 18 | 4.24 - 18 | no significant
Sand (B) 5.67 - 18 | 3.28 - 18 0.005
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Lt. Schirmer's test
SHY FA(Muz
o 7id
o7} glttal Hilska

e o B9 4t Ee

AACH,

__rl__

F2HAASchirmer's test) 23] 9lo] |oJst Zpol7t
0.72; 95% CI -0.50, 1.94).

H 16. [SH vs. 912 Schirmer’s test

3t 670)ollA HZ=HAAKSchirmer's test) Z¥E Hilsti QIC
S|4F2AE Ak flektt
HeREA 23 AA] o|gF2AE HAATEY ot
gle= Z°2E YEHNTHMD

el 3

= S 8 e
HMAXK | 22 | oy > T
1T G | B Mean | SD | Total | Mean | SD | Total et
[28 & mean change (SD)
Baeyens . 226 | 558 | 89 | 131 1435 % p=0.0598 (wilcoxon rank sum)
NG 2012 | Schirmer | [84.2] mean change (SD)
266 | 578 | 100 | 232 | 510 | 96 0=0.2855 (wilooron rank sum)
Vogel 2010 | Schirmer T T7 ROt X10| gig no significant
Aragona | 2002a | Schirmer T ¢t gost X0| 8IF no significant
Condon | 1999 | Schirmer | 55 | 42 | 34 | 41 | 45 | 36 | 22H1st period)
Sand (A) | 544 - 18 | 4.39 - 18 o
“Sand (B) | 1989 | Schirmer-I 761 — 18 611 — 18| o significant
* HERRAA], FEFHTEAHBLY) ZBE ol8sls
SH Placebo, saline Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Baeyens (A 2012 (1) 266 578 100 232 a1 96 B4.1% 0.34[1.18,1.86] 2012
Caondon 1993 (2) 85 42 34 4.1 48 36 35.9% 1.40 -0.64, 3.44] 1999 N
Total (95% CI) 134 132 1000%  0.72 [-0.50,1.94] —~al—
Heterogeneity: Tau®= 0.00; Chi*= 067, df=1 (P=041); F=0% _52 i é j‘

Testfor overall effect £=1.16 (P = 0.25)

Footnotes
(1) Mean change (SD)
(2) 2 2H1st period)

% 6. [SH vs. 12 Schirmer’s test

Favours [Placebo, saline] Favours [SH]
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Ct. Staining score

* Corneal staining score

5H9] Eo(H| st 67h)olA ZardM-d4~(Corneal staining score)s HI5k AR
on JiH Ait= 3o xe} gt AFHOo R o] 7hsst 3HO] Aol st HEe}
4 A3l o|gF2A HUAlE Yokl Hls] 2 -ax(Corneal staining score)7}
BAFoR oot £2 Aoz YEPFTHSMD -0.21; 95% CI -0.36, -0.00).

F7HH08, AFAT F89 o] R X7 & AFgHfinal value)E EgH 1H
(SMD -0.90; 95% CI -1.71, -0.09)3 A& A% ¥skKmean change)s E13t 28H
7

(SMD -0.31; 95% CI -0.58, -0.03)9] A+5 o] 7449 Zis ERIFPS
T 59 A9E 2RIg & Tt

H 17. [SH vs. £12f] Corneal staining score

Sk Y e
Mean | SD | Total | Mean | SD | Total

1421145 99 |-097]1.27| 9%

Tt

=

M

H|T

[28 ] mean change (SD)
p=0.0074 (wilcoxon rank sum)

Corneal
Baeyens | 5919 ~158| 1.51| 100 | -1.22| 1.42 | 96 | [96 .8l mean change (SD)

H 1AL e

re

(A ﬁfg?g;%emth p=0.0360 (wilcoxon rank sum)
_ _ [84 ] mean change (SD)
1.7411.47 1100 |-1.57|1.57 | 96 0=0.2221 (wilcoxon rank sum)
Corneal
Vogel | 2010 | lissamine | 11| 2,01 221 | -0.7 | 1.79 | 223 | e dEnee (D)
green staining p=u.
Aragona | 20pa | Fuorescein £ 22 9ofst 70| gig no significant

Condon | 1999 | o8¢ e, | 35 | 1.1 | 34 | 44 | 22 | 36 | 2H(Ist period)

Sand (A) 1agg | Rose bengal 215 -1 18 |2261| - | 18 | no significant

staining (RB)

Sand (B) 20.06 -1 18 12222 -1 18 0.005
* e, HEEAVLAYBIY) ATE o8BS

g Placebo, saline Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Baeyens (4 2012 ¢y -174 147 100 -1.67 147 06 27.8% 011 [0.39,017] 2012 ——
Wogel 2010(2) -1 20 2 -0.7 179 223 B1E% -0.21 -0.40,-0.02] 2010 —-
Candon 19983 (3) a8 11 34 44 22 36 9.6% -0.61 [-0.98,-0.03] 1938 -
Total (95% CI) 355 355 100.0% -0.21 [-0.36, -0.06] L 2
Heterogeneity: Tau®= 0.00; Chi*=1.97, of= 2 (F = 0.37); F= 0% 5 4 p 7
Testfor overall effect 7= 2.80 (F = 0.005) Favours [SH] Favours [placebo, saling]

Footnotes

(1) Comneal staining with fluorescein, mean change (SD)
(2) Cornea lissamine green staining, mean change (SD)
(3) Rose bengal test (corneal), 2Ok 1st period)

% 7. [SH vs. 22 Corneal staining score
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2 B4 e
28] BHOIA TR HEE olgdte] F4 W4T ISy Jgion AY AU

29 #e} 7t $4F Rl%(Symptom frequency)E ©l8ote] HEREAE 4943t 2},
SIYFEAE HA SRt RS B4 Aol Jlof SARCE [oOfgt Aot gl
208 YERGTHSMD -0.14; 95% CI -0.35, 0.07).

H 18. [SH vs. 2] Z4 ®+

SA o
Mean| SD | Total | Mean | SD | Total

M1 KA Tryd B2

LM
Fre

_ _ [28 &] mean change (SD)
2511204 | 100 | -2.03| 268 | 96 =0.0376 (vvilcoxongrank sum)

Symptom | _ _ [66 Q] mean change (SD)
frequency 3.00] 2.36 | 100 24 | 28 96 p=0.0499 (vvilcoxon%ank sum)

- - [84 Y] mean change (SD)
8.07] 248 | 100 | 3077308 | % p=0.4587 (vvilcoxongrank sum)

_ _ [28 &] mean change (SD)
61.75/78.85| 99 |-55.03|83.35| 96 501738 (wilcoxon rank sur)

Baeyens Symptom  |_ B [66 &] mean change (SD)
e 2012 | RSy 78343/ 92.37| 100 |-72.02|5636| 96 | ;205006 (icoxon ank sum)

-81.9898.97| 100 |-93.93/9335| 96 | [84&l mean change (SD)

p=1.000 (wilcoxon rank sum)

- _ [28 ] mean change (SD)
Impact of 046) 081 | 9 0451 069 | 9% p=0.3814 (wilcoxon rank sum)

symptoms | _ _ [66 &] mean change (SD)
on dally Ife | 053|085 | 100 | -048 | 074 | 96 | Zh2h35 icoron rank sum)

activities [84 2] mean change (SD)
-0.62| 0.85 | 100 | -0.72 | 0.84 | 96 p=1.000 (wilcoxon rank sum)

Global
symptom

Vogel | 2010 | fiesvency | 1.7 | 278 | 221 | 1.1 | 262 | 223 mesn change (SD)
(subjective)

* HEREAA], Symptom frequency®] HFFHBEAIH(B4Y) BHE 183+

SH Placebo, saline Std. Mean Difference Std. Mean Difference
Study or Subaroup Mean SD Total Mean S0 Total Weight V. Random. 95% Cl Year IV, Rand 95% Cl
Baeyens (&) 2012 (1) -3.07 248 100 -3.07 3.08 96 38.5% 0.00[-0.28,0.28 2012 ——
Vogel 2010 ¢2) 7 27R 21 <11 2EZ 223 GB15% -0.22 F0.41,-0.04] 2010 i
Total (95% CI) 3N 319 100.0% -0.14 [-0.35, 0.07] &
Heterogeneity: Tau®= 0.01; Chi®=1.67, df=1 (P =0.20); F= 40% ! t

; : ?
Favours [SH] Favours [placebo, saling]

(=)

Testfor overall effect: 7= 126 (P=0.21)

Footnotes
(1) Symptom frequency, mean change (SD)
(2) Global symptom frequency score (subjective), mean change (SD)

T2 8. [SH vs. 29 4 He
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2L SARFOOE M2E7L o[LREL HUM SHC=

1.5. SH vs. +EESH(HYSE) HluZt

S|YFEANSH) ARt e FEEIARLED)NY vlud+ts 18HE A2
207f)01 e, FERZACl= CMC (107K), Polyvinyl alcohol (47)), Carbomer (37H),
HPMC (27§), HP Guar (17§)°] xE3t= o] q13ith.

H 19. [SH vs. £EESH|] MEiZS 22

Mimy | swew | 9178 ) CHER(C)

Essa (B) 2018 | ¥= 0.15% SH 0.25% CMC

GroB 2018 | DA 0.1% HA 0.5% CMC

Mihaltz 2018 | RAEZ|0f 0.2% SH 2mg carbomer

Simmons (A) Z 0.1% HA & 0.5% CMC

Smmos ® | 2010 | MM 2F o189 ha & 0% owe | 2% CMC

McCann (A) | 2012 | O|z|o} 0.15% SH 0.3% HPMC

Baudoun | 2012 | IDaia 0.18% SH SSmoprotecthe or (MO

Baeyens (B) 2012 | oA A= | 0.18% SH 0.3% Carbomer

Lee 2011 CHSel= 0.1% SH 0.5% CMC

Sanchez 2010 | AmQl 0.15% SH sodium carmellose

Benelli (& 0.5% CMC

Benelli (B) 2010 | 0=t 0.25% SH 0.18% HP Guar

Johnson 2008 | &= 0.18% SH 0.3% Carbomer

Kim (&) 2008 | Ohstel= 0.1% SH 0.5% CMC

Brignole 2005 | DA 0.18% SH 1% CMC

McDonald 2002 | &= 0.1% SH 1.4% polyvinyl alcohol
0.3% hydroxy-

lester 2000 | O|=fz[of 0.4% HA propylmethyl=cellulose plus
0.1% Dextran 70

Laflamme 1988 | FHLiCH 0.1% SH 1.4% polyvinyl alcohol

Nelson 1988 | O= 0.1% SH 1.4% polyvinyl alcohol

Limberg (A 1987 0= 0.1% HA 1% polyvinyl alcohol

SH (sodium hyaluronate), HA (hyaluronic acid), HPMC (hydroxypropyl methylcellulose), CMC
(carboxymethylcellulose)
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7t. TBUT (Tear film break-up time)

FEIIAZHTBUT) Hisky Qe Ave 3 11HEZEFE 1270)0]3e,
Benelli (2010) AF(H2zg 270)0l4 EaH —E%‘EMTJ/\W(TBUT) ol 277F 3=
Ao giElo] s A= AQAIF Benelli (2010) A= 2, 22 9 Aa3E
Al ARG (YA Table 4)oll AAE ==L AIZHTBUT) #hol YA o= 7hast gt
o] ofyglon| E5F & 7t FORt Aol7t Qe Alp-value)2 &2 &St o
A E F2H U ARKTBUDY B ¥ FEHEAE T o f9et Zol& HS
o} metA 2 doME dig =EYUTIAIZKTBUT) $A7F 4% Hid Aog wd
sto] wlEREAo)A A5tk

o2tA Benelli (2010) A7 AQet £ 10HE| RS 1070)9] A5 HeREAS
23}, S|FEA A} s RESAE lr:%‘z}ﬂ]rﬁ/\m(TBUT)oﬂ o] & 7t RoIgt
Zpol7} gl AoE YERTHMD -0.30; 95% CI -0.81, 0.21).

)

SH SEEEH Mean Difference Mean Difference
Study or Subaroup Mean SO Total Mean SO Total Weight IV. Random,95% Cl Year IV, Random, 95% CI
Essa (B) 2018 {1) 137 27 a0 138 24 50 12.8%  -010[1.10,090] 2018 T
Mihaltz 2018 84 28 26 713 20 B.5% 1.30[-0.43 3.03] 2018 T
Grofl 2018 8.28 2.52 41 885 242 39 11.8%  -036[1.44,072] 2018 ™
Baeyens (B) 2012 1.48 249 100 139 202 91 18.1% 0.09[-0.55 073 2012 -
Baudouin 2012 {2} 0.28 1.75 29 029 1.74 a7 149%  -0.01[-0.86 0.84] 2012 -
Lee 2011 6.3 1.73 3z 6.6 1.64 33 15.3% -0.30[-1.12,082] 2011 -
Sanchez 2010 349 1 ] 66 1.8 7 TO9% -270[4.20,-1.200 20M0 -
Erignaole 2005 4 2 10 4 2 " B.6% 0.00[F1.71,1.71] 2005 I
Laflamme 1988 04 17 12 45 389 12 3.8%  -1.46[3.87 095 1988 .
Melson 1988 49 23 20 63 6.3 14 21% -1.40[-4.74,1.94] 1988 - 1
Total (95% CI) 328 315 100.0%  -0.30 [-0.81,0.21] q
Heterogeneity: Tau®= 0.27; Chi*= 16.26, of = 8 (F = 0.06); F= 45% o + i 1 o
Testfor overall effect Z= 1.16 (P = 0.25) Favours [=25 ZH|] Favours [SH]
Footnotes
(1) MaFI TBUT

(2) Mean change (3D)

J% 9. [SH vs. 2ESH[ TBUT
FEUIIAIZHTBUT)Y &% HEHE ERIsk] 95t contour-enhanced funnel
plot} Bgger AAS 513ty YAHH O F contour-enhanced funnel plotZ &3
AZHo g gRIgH A}, thh AFOoE A9HA Q= AR Hou Oq:rL“O] SAH
o5 {Fogt JAPC10%°lA A=l ol funnel plot?] BH[hAAe] S% HIEH
ot AU 7hsAde Wokth E3 Egger A A¥ AqfR AT AdE 5—-}?_@ T
Hp=0.299).
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Oﬁ
@ Studies
p<1%
° 1% < p <5%
° B s%<p<to%
.5 L4 p>10%

Standard error
1

1.59

2 T T T

0
Effect estimate

3% 10. [SH vs. +22&H] TBUT: &M HIEE

Lt Schirmer’s test

22 AAKSchirmer's test) ATE Hysly Yt cHH|RRE 7709 d7=2 oEet
A A3, S|YREA Aot} SEESAES FIEHAAKSchirmer's test) 23]
o] oI5t zfol7}h Q= Ao E WERRTHMD 0.45; 95% CI -0.29, 1.18).

SH SHEZH Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random.95%Cl Year IV, Random, 95% CI
Mihaltz 2018 T8 44h 26 77 54 20 6.3% 010[2.83,3.03 2018
Baudouin 2012 {1) 16 BB3 28 04 2149 ar 8.5% 1.20[1.31,3.71] 2012 ]
Baeyens (B) 2012 266 578 100 244 508 91 227% 022 [1.32,1.76) 2012 -
Benelli (B) 2010 T4 17 10 6E 1.7 20 32.3% 0.80[-0.45,2.09) 2010 T
Eenelli (% 2010 T4 17 10 72 22 20 26.4% 0.20[1.23,1.63 2010 -
Melson 1988 64 77 20 GE 55 18 28%  -010[-4.47,4.27) 1988 S
Laflamme 1988 692 84 12 879 46 12 1.0%  -1.87 912 5.38) 1988
Total {95% CI) 207 215 100.0% 0.45[-0.29,1.18]

Heterogeneity: Tau®= 0.00; Chi*=1.34, df=6{P =097 F=0% F t 1

Testfor overall effect: Z=1.20{F = 0.23) _wFawurs_[i_% EEH] Favours [5,5_" 1

a4

Footnotes
(1) Mean change (SD)

J2 11. [SH vs. £22Z=H[] Schirmer's test

40



Ct. Staining score

* Corneal staining score

%P‘E}‘Q*ﬂxq—r(Corneal staining score)E E13H 8H(H| X3 871)2] A1E HEHE

ot 2 S|EREAL AMAEH FRESARE A9EMA(Corneal  staining
score)oﬂ o] Fefgt Afol7} gl Al HYERHTHSMD -0.07;: 95% CI -0.23, 0.09).

1Moz, A7An §99 Ao o] A= F ZA(final value)e BT 6H
(SMD -0.02; 95% CI -0.23, 0.20)3% A& ¥ Wsl8Hmean change)E 1% 29
(SMD -0.14; 95% CI -0.39, 0.10)9] A+E5 ol 479 dag RIS Fole
=algt Aul= solst 4 9J9ith

SH SEESH Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl _Year IV, Random, 95% CI
Essa (B) 2018 (1) .08 04 50 012 0.44 50 17.1% -0.09 F0.49, 030 2018 T
Mihaltz 2018 (2) 25 114 26 19 28 20 7T% 0.29 F0.30,088] 2018 ]
Graf 2018 () -2.58 1.45 39 -2489 2.27 38 13.2% 0.01 [0.44,0.45] 2018 D
Baudowin 2012 (4) -1.2 1.06 28 -1 085 34 10.45% -0.21 F0.71,0.29] 2012 - 1
Baeyens (E) 2012 (5) -1.74 147 100 -1.585 1.58 491 32.6% -012 F0.41,016] 2012 =T
Lee 2011 {6) 1 1 32 1.1 1.03 33 1Ma% -0.10 058, 0.39] 2011 I
Brignole 2005 (7) 19 1.7 10 22 24 " 3.6% -014 099,072 2005 - 1
McDonald 2002 (8) 482 24 17 48 149 10 4.3% 0.01 F0O.77,0.79] 2002 -
Total (95% Cl) 302 287 100.0% -0.07 [-0.23, 0.09]

Heterogeneity, Tau®= 0.00; Chi®= 2.08, df=7 (P = 0.96); F= 0% f t H !

-2 -1 1 2
Testfor overall effect 2= 0.86 (P = 0.39) Favours [SHI Favours (=25 2

I=n

Footnotes

(1) Corneal staining

(2) Ocular surface (conjunctival and corneal) staining

(3) Ocular staining score (fluorescein for cormeal staining and lissamine green for conjunctiva), mean change (SD)
(4) Corneal staining score, mean change (SD)

(5) Corneal staining with fluorescein, mean change (SD)

(6) Corneal Staining scores

(7) Total corneal fluorescein staining scores

(8) Rose bengal staining (conjunctiva and cornea)

J21 12, [SH vs. $25ZH] Corneal staining score

* Conjunctival staining score

AuG M G4~(Conjunctival staining score)s H1gH 7HMZE3 77H)9] ATE
EREASE 23} S| YFEA AT S RESAITE R4 Conjunctival staining
score)°l| Qlo] et Zol7t gl Ao UERFTHSMD -0.01: 95% CI -0.20, 0.19).

271402 Am & A3 (final value)g H1g 5H(SMD 0.06; 95% CI -0.18,
0.3007 Az A% WslHmean change)s B3t 2H(ESMD -0.13; 95% CI -0.47,
0.2009] AFE Wrol 2419 A7E ERIFS Aol 5Ye 2oE RIT 4 AN
ok
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2L SARFOOE M2E7L o[LREL HUM SHC=

SH SBEEMN Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Essa (B 2018 (1) 0.92 049 a0 1.02 1 50 24.6% -0.10[-0.49,0.29) 2018 —
Mihaltz 2018 {2) 25 1.14 26 19 28 20 11.0% 0.29 [-0.30,0.88] 2018 ]
Groflz 2018 (3) -2.58 145 39 -259 237 38 18.9% 0.01 [0.44, 0.45] 2018 I
Baudauin 2012 i4) -1 1.04 28 -0.7 0487 34 149% -0.31 [-0.82, 019 2012 I
Lee 2011 (5) 0.6 0.98 32 0.4 0.87 33 16.0% 0.1 [F0.38, 0.59] 2011 T
McDonald 2002 (6) 482 24 17 48 149 10 62% 0.01 FO.77, 0.79] 2002 -1
Melson 1988 (7) 28 18 20 23 28 18 8.4% 017 [F0.50,0.85] 1938 [
Total {95% CI) 212 200 100.0% -0.01 [-0.20,0.19] ?

Heterogeneity: Tau®=0.00; Chi*= 311, df= 6 (P=0.80); F=0% -_2 ‘1 6 1- 2‘

Test for overall effect Z=0.06 (F = 0.95) Favours [SH] Favours [=2 2 EH|]

Footnotes

(1) Conjunctival staining

(2) Ocular surface (conjunctival and corneal) staining

(3) Ocular staining score (fluorescein for comeal staining and lissamine green for conjunctiva), mean change (30)
(4) Nasal conjunctival staining score, mean change (3D)

(5) Conjunctival Staining scores

(6) Rose bengal staining (conjunctiva and cornea)

(7) Rose Bengal Staining (conjunctiva)

13. [SH vs. £2E=H] Conjunctival staining score

o
(R
E
|=J 0.
m&v
o
T =
1o
Mo
_?_,
=2
2
_ﬂ,
09
° g
)
H
it
0,
l=0
ol
2
£
)
=
AB
>‘ O_‘_,
o
s
it
b
k=l

513 9J9lo. 111, uﬂE}_,_HE Hoﬂ E’r‘r«] 01—“,L0ﬂ/~1 /\}4‘151 1719 &% Xé—ra
EZto & 0] 831t 1% 14, Footnotes Z+1l). HEREA AT} 3|UT2AF HokA|La}
BHIARS 34 Aol 3lo] §2Jst ZJol7t gie Aoz YERFTHSMD 0.10; 95% CI -

SH =REZH Std. Mean Difference Std. Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight IV.Random. 95% Cl Year IV, Rand 95% CI
Essa(B) 2018 236 188 a0 289 184 a0 12.3% -0.28 [-0.68, 0.11] 2018 T
hlihaltz 2018 (1) 121 T 26 78 a6 20 1% 0.98[0.36, 1.60] 2018
Simmaons (& 20145 (2) -147 163 101 -145 164 94 14.5% -0.01 [-0.34, 0.32] 2015 - T
Simmons (B) 2015 (3 128 176 100 -145 164 a4 14.4% 010[-0.23, 043 2015 -
Baeyens (B) 2012 -3.07 248 100 -336 272 91 16.2% 0.07 [-0.21,0.36] 2012 T
Baudouin 2012 (4) -15.65 1534 29 -1668 16.84 a7 9.7% 0.06[-042 055 2012 [
Lee 2011 (5} 128 636 32 118 488 33 9.7% 016 [-0.33, 0.69] 2011 N B
wicDaonald 2002 (6) 467 264 17 318 242 16 5.8% 058[-013,1.29] 2002 T
Laflamme 1938 {F) 4.25 3 10 6.15 3 10 3.9% -0.61 [-1.51, 0.29] 1988 - 1
Melson 1988 (3) v 29 20 313 225 18 B.3% 0.21[-0.46, 0.88] 1388 I
Total {(95% CI) 485 379 100.0% 0.10 [-0.09, 0.30] ’

| \ |

Heterogeneity: Tau®= 0.04; ChF=16.03, df=9(F =0.07), F= 44% '_2 =1 h 2
Testfor overall effect: Z=1.04 (P = 0.30) Favours [SH] Favours 22 =H)
Footnotes

(1) Ocular symptom score

(2) OS0I, mean change (SD)

(3) 0SDI, mean change (SD)

(4) OS0I, mean change (3D}

(5) Dry Eye Symptom Score

(6) Grittiness (VAS)

(7) Subjective: Burning and irritation (VAS)

(8) Pain/ Discomfort (VAS)

14. [SH vs. £EESH|] SA M4

F7Ho2 Ag ¥ ZAigHfinal value)e E3H 7H(SMD 0.03; 95% CI -0.17,
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0.23)3 A& H¥ W3l (mean change)Z E1gH 3W(SMD 0.25; 95% CI -0.12, 0.62)
o] AFE Wrol A9 ZE ERGe Aol sUT 4E ERIT & A3k

Z4F Aol &9 vEFES 3RISH| Y5t contour-enhanced funnel plot¥ Bgger
S $HoAY. YA O =E contour-enhanced funnel plot& 53l Al4Z&o= &
o 23}t REZOCE A9AHA Q= AR HYOoU Aso] SAHCE fogt
A(p<10%)°lA 2S5 o] 3o funnel plotd] HIFjAA0]l S5 vlE=H 9%t AL 7t
L 2okt E3E Egger AR A At AF AIE AT 5 YUtHp=0.463).

rQ oy

o of
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@ Studies
p<1%
1% <p<5%
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° p>10%
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e
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1.6. SH vs. CMC H|uZ}

S|YF2ZAKSH) HotAIe}
-cellulose, CMC)

A
T

HEe vze AT oBETEY 107)0] d) HE Axsr

HuZA(4424) % FHEAMYAEEACarboxymethyl

T 20. [SH vs. CMC] ME2H =22
= DT

Mimx | B2 | ®I3d ) )
Essa (B) 2018 | ¥= 0.15% SH 0.25% CMC
GroB 2018 | DA 0.1% HA 0.5% CMC
Snmors (A FHLiCY, 0.1% HA & 0.5% CMC 0
sos@® | 20 | 5% 0.15% HA & 05% CMC_| 2% CMC

- osmoprotective (OsPr)

Baudouin 2012 | ZZ~ 0.18% SH ~carboxymethylcellulose (CMC)
Lee 2011 | Ofefdl= 0.1% SH 0.5% CMC
Benelli (A) 2010 | O|=2|0t 0.25% SH 0.5% CMC
Sanchez 2010 | AHQl 0.15% SH sodium carmellose
Kim (A) 2008 | Hfstel= 0.1% SH 0.5% CMC
Brignole 2005 | DA 0.18% SH 1% CMC

SH (sodium hyaluronate), HA (hyaluronic acid), CMC (carboxymethylcellulose)

7t. TBUT (Tear film break-up time)
TELHIAZHTBUT)IS Eiskal Q= 6HEIREY 6719 A+ et 2t

|0

Ol

12

r
T

FEA AMAIT TR CMCE

R

o L¥Epg
“\L‘E—}

} sk AZKTBUT) 2zl glo] S-oft
Ao Z YePdthMD -0.47; 95% CI -1.11, 0.18).

Aot g

Mean Difference

IV, Random, 95% CI

SH Cmc Mean Difference

Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year
Essa (B) 2018 137 27 50 1328 24 a0 18.4% -0.10[1.10,090] 2018
Gral3 2018 8.29 252 41 065 242 39 171%  -0.36[1.44,072] 2018
Baudouin 2012 (1) 0.28 1.75 29 029 1.74 3T MA% -0.01 [-0.86,0.84] 2012
Lee 2011 6.3 1.73 32 6.6 1.64 33 ME%  -0.30[1.12,083 201
Sanchez 2010 3.9 1 g 66 1.8 7oo11.8%  -270[4.20,-1.200 2010
Brignaole 2005 4 2 10 4 2 11 9.9% 0.00[1.71,1.71] 2008
Total (95% CI) 170 177 100.0%  -0.47 [-1.11,0.18]

Heterageneity: Tau?=0.32; Chi*=10.41, di=5 (P = 0.06); F=52%
Test for overall effect Z=1.42(FP=019)

Footnotes

(1) Mean change (SD)
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Favours [CMC] Favours [SH]

10



Lt. Schirmer’s test

H2HAASchirmer's test) 272 H15}1 9 2HM|ZZRE 270)9] IE HEgt
A% Ay}, o|gFEA A CMCE2 #12MHAKSchirmer's test) 23] Sl
o Folt o7}k gle A& HERATHMD 0.39; 95% CI -0.71, 1.49).

SH cmc Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V. Random.95% Cl Year IV, Random. 95% CI
Baudouin 2012 (13 1.6 B.63 24 04 214 37 18.0% 120 [F1.31,3.71] 2012
Benelli () 2010 T4 17 20 7211 200 81.0% 0.20 -1.02,1.42] 2010
Total {95% CI) 49 57 100.0% 0.39 [-0.71, 1.49]
Heterogeneity: Tau®= 0.00; Chi*= 048, df= 1 (P = 0.48); F= 0% o + i p e
Test for overall effect Z=0.70 (F =049 Favours [CMC] Favours [SH]

Footnotes
(1) Mean change (SD)

& 17. [SH vs. CMC] Schirmer’s test

C}. Staining score

* Corneal staining score

Zatd M 4x(Corneal staining score) A3Fg H1g SHEREY 570)9 A+
EHEASE A3}, o|YFEAN T CMCH-2 ZE g5 4(Corneal staining score)
of glo] flgt o7t gl AoE YERETHSMD -0.10; 95% CI -0.31, 0.12).

271408, ALAT 889 zjo] Wi 7 & ATZHfinal value)S E1sH 3H
(SMD -0.10; 95% CI -0.39, 0.19)% A= H¥ #3}%H(mean change)= HIIgh 2
(SMD -0.09; 95% CI -0.42, 0.24)9] A5 Hwol 2449 2345 RIFe 4ol
YU ATE T & U

=21

e

Of

=)

H1

SH CmC Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random. 95% CI
Grof 2018 (1) -2.58 1.45 38 -259 227 38 23.8% 0.01 [-0.44, 045 2018 7
Essa () 2018 (2) 008 04 S0 012 044 50 30.9% -0.08 [-0.48, 0.30] 2018 —
Baudouin 2012 (3) -1.2 1.08 28 -1 085 34 18.89% -0.21 [-0.71,029) 2012 I
Lee 2011 (4) 1 1 3z 11 1.03 33 2000% -0010[-0.68, 0.39] 2011 T
Erignole 2005 (5) 18 1.7 10 22 24 1" 6.5% -0.14 [-0.99, 0.72] 2005 - 1
Total (95% CI) 159 166 100.0% 0.10[-0.31,012] q
Heterogeneity: Tau®= 0.00; ChiT= 0.40, df= 4 (P = 0.98); F= 0% 5_2 51 i 15 21
Testfor overall effect: Z= 0.86 (P = 0.39) Favours [SH] Favours [CMC]
Footnotes

(1) Ocular staining score (fluorescein for corneal staining and lissamine green for conjunctiva), mean change (SD)
(2) Corneal staining

(3) Corneal staining score, mean change (SD)

(4) Corneal Staining scores

(5) Total corneal fluorescein staining scores

72 18. [SH vs. CMC] Corneal staining score
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* Conjunctival staining score

AU (Conjunctival staining score) ZIFE H3 4HMH| WS 470)Y I+-E
HEREAGH A S|gFEA AMEY CMCE-2 29 4(Conjunctival staining
score)ol 3101 et o7}k gle Aoz UERGTHSMD -0.12: 95% CI -0.34, 0.11).

Z7MHog, Ng & AFgHfinal value)S HIgH 2#(SMD -0.10; 95% CI -0.40,
0.21)% A= AS HeEKmean change)2 E1$ 2H(SMD -0.13; 95% CI -0.47, 0.20)
o] A5 Wrol 479 2 SRIFS Bl FUS 9SSRI 4 Al

SH cmC Std. Mean Difference std. Mean Difference
Study or Subgroup __Mean _ SD Total Mean SD Total Weight IV, Random, 95% Cl_Year IV, Random, 95% Cl
GroR 2018 (1) -258 145 39 -269 237 38 255% 0.01 [0.44,0.45] 2018 —
Essa(B) 2018 (2) 082 0899 60 102 1 50 330% -0.10[-0.48,0.29] 2018 —
Baudouin 2012 (3) -1 104 28 D7 087 34 201% -0.31 [0.82,0.19] 2012 —
Lee 2011 (4) 11 32 11 103 33 215% -0.10[-0.58,0.39] 2011 —
Total (95% CI) 149 155 100.0% 0.12[-0.34,0.11] q
Heterogeneity: Tau®= 0.00; Chi*= 0.88, df= 3 (P = 0.83) F= 0% 5_2 51 i 15 21
Testfor overall effect Z= 1.00 (F = 0.32) Favours [SH] Favours [CHC)

Footnotes

(1) Ocular staining score (fluorescein for corneal staining and lissamine green for conjunctiva), mean change (SD)
(2) Conjunctival staining

(3) Masal conjunctival staining score, mean change (SD)

(4) Conjunctival Staining scores

2 19. [SH vs. CMC] Conijunctival staining score

) A 23E Hiell Qe 4"z s dE HERRAR 23, SY
FEA M CMCER2 374 Aol ol §2gt Aol7} glie Z0& UEFTHSMD
-0.00; 95% CI -0.18, 0.17).

7Moo X8 % ATN(final valuere HEwst 2H(SMD -0.08; 95% CI -0.40,
0.21)3 A& A% WHdlKmean change)S H73 3H(SMD -0.08; 95% CI -0.52, 0.35)
9] P75 Wro] 449 Zikg SRIFS Bl FUS AHE ERIT 5 A

SH cmMC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random. 95% Cl Year IV, Random, 95% Cl
Essa (B) 2018 236 188 50 288 184 50 19.4% -0.28 [-0.68,011] 2018 T
Simmons (&) 2015 (1) 147 163 101 145 164 G4 27.8% -0.01 [F0.34,032] 2015 -
Simmons (B 2015 (2) 128 176 100 145 164 G4 27.8% 0.10[0.23,043] 2018 -
Baudouin 2012 (3) -16.65 16.34 29 -1668 16.84 37 128% 0.06 [-0.42, 0.558] 2012 R
Lee 2011 (4 128 636 32 118 4a8d 33 127% 0.16 [-0.33, 0.658] 2011 A B
Total (95% CI) 312 228 100.0% 0.00 [-0.18, 0.17] L g
Heterogeneity. Tau?= 0.00; Chi*= 2.61, df= 4 (F = 0.58); F= 0% 5 4 7 ] 7
Testfor overall effect Z=0.03 (P =0.58) Favours [SH] Favours [CMC]

Footnotes

(1) 0SDI, mean change (SD)
(2) 0SDI, mean change (SD)
(3) OSDI, mean change (SD)
(4) Dry Eye Symptom Score

o
o

ER

2 20. [SH vs. CMC] &4t

0
0
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1.7. SH vs. HEXEZE HlwZ1}

S|YFEANSH) AAY H2E4E Bwgh A+ SHME|ZRYY 7)ol ExE
o= AYEFA, HAFESA, LA, BEHAE EZAAZCH, Emulsion(17]),
Chondroitin sulfate(37}l), Vitamin A(17]), Trehalose(170)7} Z&=] At

H 21. [SH vs. EXEX] MeiZS 22

A HAAY =EYTAIZHTBUT) 9%kl B2Ed Eo o dob HEEddAe]
W H F2 FFdE EHW2H, Nepp (B)(2001) AFollA= sIEFE4t HMA A=

== ARZKTBUT) gho] A& HEet 7= A,

=
Mimg | sEe | D3 EMe() ()
McCann (B) 2012 MEE; 0.15% SH Emulsion (lipids)
Kim (B) 2008 | OfsRl= 0.1% SH Vitamin A
Matsuo 2004 | Y= hyaluronan 100mM trehalose
Nepp (B) 2001 QAEZ|0 0.25% SH Chondroitin sulfate
Limberg (B) 1% chondroitin sulfate
. 1987 | OI= 0.1% HA 0.38% chondroitin sulfate and
Limberg (© 0.3% hvyaluronic

SH (sodium hyaluronate), HA (hyaluronic acid)

7t. TBUT (Tear film break-up time)

38| oA EEHHIARHTBUT)E Eastal . Matsuo (2004)= SIEF

g

- =

H 22. [SH vs. EX2&] TBUT

= S Ot
MR = | Mean| SD | Total| Mean| SD | Total il
Matsuo 2004 [0] |[0-25]] 8 |[2.75]| [0-5] | 10 | 1st period, [median, range]
Kim (B 2008 - - - 693 | 0.96 | 50
Nepp (B) | 2001  mproved from baseline =

Lt. Schirmer’s test

2#9] E3oA HEHHAKSchirmer's test) ATHE EIstal Yt Kim (2008)2
S|AFEA AUMAY] A= A, & H=HAAHSchirmer's test) Zxol] {23t o]zt 9
Ao, HEXEA(Vitamin AA= Fo3t AdaRE AT & AAHp0.05).
Nepp (B)(2001)Z ZE AEFNA F=mAAKSchirmer's test) 237} 7HAEE= A
o] SRIFMAI SAA Fo2 |IThL HAlst3iH.
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T 23. [SH vs. EX=2Z]] Schirmer’s test

=n St Lz

DS NIPSIN 47 | H|D
1 & Sk Mean | SD [ Total | Mean [ SD | Total H
Kim (B) 2008 | Schirmer | 2= 12.83 096 50

Nepp (B) | 2001 Schirmer |l 2= =

Ct. Staining score

* Corneal staining score
3H9] E9oA ZardM-(Corneal staining score)E H15kl Ao 7§
+ 9] #eF gt Matsuo (2004)= SIUFEAL ALAS] IS Sl HEE

4 v} o Fob BABUIAe] 2} o 22 AYHES BaTh

" 24. [SH vs. EXZZ] Corneal staining score

Ens [ B
=]
Mean | SD | Total | Mean | SD | Total

Fluorescein .
ini - - 1st period
staping score | L1 0=l 8 1 {1 018] 10 fedian, rangel
Matsuo 2004 Rose benga|
staining score _ ~
of the comea | 2791 [1-91] 8 [3] |[0.5-4]
and conjunctiva

I
[

=

1]

Bpare

M1 KRY

re

1st period
10 [median, range]

- Corneal stain

Kim (8 | 2008 Soore ez 50 | 1.18 | 0.68 | 50
Fluorescein ) .

Nepp (B) | 2001 | staining of the THE ZuX| 92

corneal surface

H 25. [SH vs. HXEX] A 4

=m} Shi ChA
H1MA | BE 7t |z
1A G GE Mean | SD | Total | Mean | SD | Total ht
Symptom _ _ 1st period
Matsuo 2004 SCOres [7.5] |[0-13]] 8 [7.5] |[1-13]] 10 [median, range]
zex | 2008 E%Letgrr‘{@o” Tz 50 RE xS 50
Nepp | 2001 | Symptom THE A ol
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1.8. SH vs. 48 (Actlve agent) H|wZa}

S|YZEAHSH) HotAIe EEA(Active agent)S H|Wet A= 4HM| 2R 67H)
o|ict. &= (Active agent)oﬂ Cyclosporine(1H), Diquafosol3H)7} Eg=Qlo
U, % oo Azs]Ho] Hojdlel HERA0R P A HE Huskr

T 26. [SH vs. Active agent] MEiZS 22
Mg | swew | Fngd ) H(C)

Park (A) 0.1% SH

Park (B) 2017 | tistel= 0.15% SH 0.05% cyclosporine
Park (C) 0.3% SH

Gong 2015 =, HHHE 0.1% HA 3% diguafosol
Hwang (A) 2014 | OisiRi= 0.1% SH 3% diquafosol
Takamura 2012 | 4= 0.1% SH 3% diguafosol

SH (sodium hyaluronate), HA (hyaluronic acid)

7t. TBUT (Tear film break-up time)
Park (2017)2 AZ o2 5%(0.1% 0.15%, 0.3%)2] 3|EF2A HdA 371t

Cyclosporine(B3H3ANS HlwstHeH, 125 AlHolM =22 ARHTBUT)ON #+2
3 2ot Gl AR H5HITHp)0.05).

H 27. [SH vs. Cyclosporine] TBUT

E | =R o
MMM | 32 | X8 [Mean | SD | Total | Mean | _SD [ Tow e
Park (A) 218 | 2.63 43 S
Park (B) | 2017 | 12% | 230 | 267 | 41 | 190 | 245 | 45 | L ;;‘8”(?; (SD)
Park (C) 224 | 230 | 47 e

Hwang (A)(2014) 917914 Diquafosol(F-ESEH|ERAA)2 5|F2A HAA Ht
1, 2, 3719 2E AH9 EEYuHAIZHTBUT)ONA EAZog $935t /j4S Bt

(p<0.05).
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O|UTEL HUK SHO=

H 28. [SH vs. Diquafosol] TBUT

znt | =x B Ot

A1 XA g Hll
MR &2 | AF Mean | SD | Total | Mean | SD | Total -
178 | 125 | 012 50 | 133 | 023 50 | ean change (SD)

Hwang (A) | 2014 | 2748 | 1.34 | 0.25 50 143 | 0.31 50 P(0.05
37 | 156 | 0.33 50 1.67 | 0.36 50 '

L}. Schirmer's test
Park (2017} 125 AJHoA  o|gFE4A HMA0.1%, 0.15%, 0.3%)<F
Cyclosporine(3gdZAN2 #12MAAKSchirmer's test) W3S EstAt. 0.15%

SR AMAE 2 oFEdt Hlwste] H=mAKSchirmer's test)ollAl BAHL

2 9% AL BITHp0.05).

H 29. [SH vs. Cyclosporine] Schirmer’s test

£t | =8 St B e
M1 RRY A= | A | Mean SD Total | Mean SD Total ht
Park (A) 1.31 6.04 43 mean change (SD),
Park (B) 2017 | 123 | 2.54* 6.46 41 1.07 6.57 45 * (H2 Y20t H[WA]
Park (C) 070 | 639 | 47 p{0.05

Hwang (A)(2014) AlA Diquafosol(FESEHEAA)2 S|LF2AE HoA| R}
1, 2, 3709 ZE AH9 #HEHHAHSchirmer's test)olAl BAHLE {3t 7HAS

EAHp<0.05).

H 30. [SH vs. Diguafosol] Schirmer’s test

=o | =X S o
i1 XA A= | A | Mean SD Total | Mean SD Total -

1R 112 | 011 | 50 | 153 | 019 | 50
Hwang (A) | 2014 | 271l | 235 | 088 | 50 | 278 | 086 | 50 g}%agghange (SD)
I | 273 | 042 | 50 | 327 | 067 | 50 '

Ct. Staining score

* Corneal staining score
Park (2017)2 3|LFEEA HoHA| 37] 5%(0.1%, 0.15%, 0.3%)2} Cyclosporine(3t

AEANS vt A+E, =7 ZFAEx(fluorescein corneal staining, FCS)Ol
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QOJ8t Jol7} = AR HIskYT.

H 31. [SH vs. Cyclosporine] Corneal staining score

= S =
MR | o Mean | SD [ Total | Mean [ SD [ Total i
Park (1) 377 | 197 | 43
Park (8) | 2017 | 422 | 273 | 41 | 36 | 304 | 45 | Dean.change (SD)
Park (C) -352 | 215 | 47 -

S|YF2AE HAAI9E Diquafosol(FESEH|EAA)S Bt 3H] JFE HEREH
St A3}, 5|¢FE24H} Diquafosol®] 2Pt 884 (Corneal staining score)e 423t
2ol7h Q= Aoz YeRFTHSMD 0.67; 95% CI -0.13, 1.47).

Std. Mean Difference Std. Mean Difference

SH Active agent
Study or Subqroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl Year IV, Random, 95% CI
Gong 2015 {1} -2013 237 -2 15 224 3468% 0.07 F0.11, 0.28] 2015 -
41 30.7% 2.09[1.56, 2.62) 2014 —
-

Hwang (8 2014 () -1.02 018 45 -1.43 0.21
Takamura 2012 (3)  -2.08 1.55 143 -212 168 144 346% 0.02(0.21,0.26) 2012
Total (95% Cl) 425 409 100.0% 0.67 [0.13, 1.47] e

Heterogenaity: Tau== 0.47; Chi= 52.71, df= 2 (P = 0.00001); = 95% 52 51 15 1
Testfor overall effect Z=1.65 (P = 0.10) Favours [SH] Favours Diquafosol

Footnotes
(1) Corneal fluorescein Staining Scores, mean change (SD)

(2) Corneal staining, mean change (SD)
(3) Fluorescein staining ofthe cornea, mean change (SE-+3D)

J& 21. [SH vs. Diquafosol] Corneal staining score

* Conjunctival staining score
Park (2017)2 A2 oE 5%(0.1% 0.15%, 0.3%)°] SILF2ZAF HotAl 371}

Cyclosporine(3gdZANS Hlwst dA+z, 57 AHFA-E(Lissamine green
conjunctival staining, LGCS)°ll F-2I3t Z}o|7} §le Ao Hilstr,

H 32. [SH vs. Cyclosporine] Conjunctival staining score

= EST] Cix=
H 1 KX gl M = H|T
AR5 Mean | SD | Total | Mean | SD Total it
Park (A) 272 | 325 | 43
Park B) | 2017 | =314 | 272 | 41 | -251 | 295 | 45 | mean change (SD),
Eed RSN S
Park (C) 267 | 295 | 47

=,
u)
r{;n
1z
rst

S|UFEAL HA Diquafosol(FESEE|EAA)S vlwet 38 A&
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A7}, Diquafosol® A=A AH4(Conjuctival staining score)’} 3|YFEAF HQHA|E
o EAF0Z2 FolotA £2 A0Z YEPGTHSMD 0.76; 95% CI 0.08, 1.44).

SH Active agent 5td. Mean Difference Std. Mean Difference
Study or Subgroup _ Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Takarmura 2012 (1) -2.38 21525 S306 228 144 34.4% 0.31[0.07,0.54] 2012 -
Hwang (& 2014 (23 -088 0.21 -1.32 025 60 306% 1.86[1.38,2.32] 2014 ——
Gong 2015 (3) -2 1.9 S25 20 214 350% 0.26 [0.07, 0.44] 2015 -
Total {95% CI) 418 100.0% 0.76 [0.08, 1.44] -
Heterogeneity Tau®= 0.33; Chi® = 38.37, df= 2 (P < 0.00001); F= 95% 2 1 p 1 2

Testfor overall effect: £2= 220 (P=0.03)

Eootnotes

(1) Rose bengal staining of the cornea and conjunctiva, mean change (SE-=SD)
(2) Rose Bengal staining scores (conjunctiva, cornea), mean change (SD)
(3) Conjunctival Rose Bengal staining scores, mean change (SD)

Favours [SH] Favours [Diquafosol]

2 22. [SH vs. Diguafosol] Conjunctival staining score

2 5y e

Park (2017)2 A2 ©& FZ(0.1%, 0.15%, 0.3%)9] s|LZ=2AF HokAl 3719}
Cyclosporine(34ZA)S vlwst A3E, F=E7t A4 H4(Ocular surface disease

index, OSDD9] 23t o7}

g Zog Bslgrkp)0.05).

H 33. [SH vs. Cyclosporine] &4 X4
H1mx | 22 | 28 St O HIT
I xR A= | A® | Mean SD Total | Mean SD | Total L
Park (A) -12.39 | 19.21 43
Park (B) | 2017 | 12 | 1186 | 1448 | 41 | -17.93 | 2058 | 45 Fr;;eg%g“a”ge (D
Park (C) -12.07 | 18.49 47 '

Hwang (A)2014) @714 Diquafosol(FESEHIERAA) 5
1 2, 319 RE A9 F4 A%OSDDIN FAHCR

(p<0.05).

H 34. [SH vs. Diquafosol] 54 M4
M1mx | 22| B8 St ChEr HlT
NARE | &E AR | Mean SD | Total | Mean | SD | Total =
1782 | 413 | 053 | 50 | -431 | 049 | 0
Hwang (W) 2014 (2718 | -432 | 078 | 50 | =675 | 092 | 60 | een.chance (SD)
348 | 569 | 078 | 50 | -848 | 097 | 50 '




et 71Ek

1.9. SH vs. 7|E} 2|¥F H|WZHut
OREE v de 23| xS 47H)0] 9l
thAA191 Platelet-rich plasma (PRP), Autologous serum©]

S|YFEAKSH) ALt 71EE 9

1<
ool BETY LB
IR ATt
H 35. [SH vs. 7|Ef] ME4ES =5
_ T
HixE | gmeE | FTid ) HE(C)
Garcia-Conca | 2019 | AmR! 0.18% SH platelet-rich plasma (PRP)
Cho (A) 100% autologous serum
Cho (B) 50% autologous 50% autologous serum with
50 ;
2013 Hherel= serum with 0.3% SH gg(r)/mal tsalllne -
b autologous serum wi
Cho (©) 0.5% ceftazidime
SH (sodium hyaluronate)

time)

7t. TBUT (Tear film break—up
Sl

Garcia-Conca (2019)= 3|€FE4 ALMAI9 PRPE Hwet A+&E, N7 § k&7t

202 Hi5t9tp=0.102). Cho (2013)

L A2 tE 34 ko] WE Autologous serum IS H|W] ¢t ALE A&
2O Uehgth

EESIIAZHTBUT)O 23t o7}

5 oFE7t EEHWIAIZHTBUT)O] 95t Zjol7l Q=
H 36. [SH vs. 7[E] TBUT
e S e

M1 R A= | Mean SD Total | Mean SD Total i
mean change (SD),

Garcia—Conca | 2019 0.3 1.4 39 0.5 1.3 44 LTIE,
p=0.102

Sles Ho B AR F A2eEn

Lt. Schirmer's test
Garcia-Conca (2019) g4 PRP=

(Schirmer’s test) A3t Qlo] FolotA o £2 7IA &IE YEFITHp=0.002).
Cho (2013)= A= & =7t 412 HAKSchirmer's test) Z¥o] 23k Zol7h ¢l

= Ao et

T
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=4 FOH| FMoz

B 37. [SH vs. 7|E{] Schirmer’s test
Zn} e A

M R EE Mean SD Total | Mean SD Total A
mean change (SD),

Garcia—Conca | 2019 0.3 1.2 39 1.9 1.5 44 LO7IE,
p=0.002

Ct. Staining score

Garcia-Conca (2019) @ollA PRP= o|¥¢FE4F AUA Hot A58 & ZFtaAy

5 2 I a3E ‘%E’r”*ﬂr(p< .001).

“(Corneal staining score)°l %1 +2sH4 H
Cho (2013)= A& T2 34 sxo| W2 Autologous serum &35 H W] 9

St 471 oK HlnATE, A= —.—(Corneal staining score)ol|
A%°™ 100% Autologous serum®] T2 FEHT} F-o5HA Zdtg Aol

ot Apol7t AL =

Hof 74 maHHQ Ao e

T BT Zuy

H 38. [SH vs. 7|El] Corneal staining score

MK = Shi oA e
M1 R A= | Mean SD | Total | Mean SD Total ht
mean change (SD),
Garda—Conca | 2019 | -0.3 0.5 39 -2.3 1.1 44 ROV |FE,
p<0.001
et 34 M=
= SRR HoH Hh A& & ZARES

Garcia-Conca (2019) gtolA] PRP=
ol FootA o £2 A 535 HERITHp=0.001).

H 39. [SH vs. 7[Ef] 3 H+

= ESTE e
H 1 KK = St = H|D
15X | % [ Mean | SD | Total | Mean | SD_| Total z
GarderCorca | 2019 | 656 | 567 | 39 | -2486 1571 | 44 | Jgn.change (D)

54



1.10. SH vs. SH H|WZAu}
S|UFEAKSH) HYARE Bzt o]Fofd A7 9B w=Eg 107H)011 e, A=

OhE st Bl A7t SE(Mngth 67l), AFURE Bl A+
A77F 19 EFH A

T 40. [SH vs. SH] MetZs 22

9, BEA oRd v

(N

MixK | gmas | Fn2d () HHEH(C)
SZ0| ME Hw
Essa (A) 2018 | &= 0.15% SH 0.4% SH
GroB 2017 | oA 0.18% HA 0.2% HA
Park (D) - 0.15% SH
“Pak ® | 2017 | ofet2l= | 0.1% SH 0.3% SH
Nepp (A) 2001 | RAEZPL | 0.25% SH 0.4% SH
Sand (C) 1989 | AQdl 0.1% SH 0.2% SH
HEQI0) TE HT
Milazzo 2002 | O[=2/0} isotonic SH (305 mOsm/I) hypotonic SH (215 mOsm/I)
Aragona 2002b | O|Ez2|of isotonic 0.4% SH hypotonic 0.4% SH (150 mOsm/)
Papa 2001 = isotonic HA (305 mosm/I) hypotonic HA (215 mosm/)

SZEX 050 T2 Hlw

Roh

[ 20m

| 5012 | preservative free 0.1% SH | preserved 0.1% SH

SH (sodium hyaluronate), HA (hyaluronic acid)
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2L SARFOOE M2E7L o[LREL HUM SHC=

7t. TBUT (Tear film break-up time)

SIYFEA 9] Fko] wE wEYUHAZKTBUT)S Estal Q= 4
HERRASH 27}, s=of et wEU I AZHTBUT) FolRt Aol7t Qe
FTHMD 0.64; 95% CI -0.34, 1.63).

SIFEA HoHAS] AFEY] FEYTIARZKTBUT)S E51L Q= Papa (2001)
AT SYFEA HMAY 53/(Isotonic) E A/(Hypotonic)ol = A]
ZHTBUT)Ol Fefet Zol7} gl ACE Ut

SIYFEA A9 BEA ofo] wt EEEARKTBUT)E Eilskal Q= Roh
(2011) AtollMe HEAE J7FEA G2 s|gFE4E A == AZHTBUT)O]
ZA7F A7FE EEE YA B £2 AR UEKITHp=0.010).

j0] o
og

r\f-l

X
¥

Ol

SH SH Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total WWeight IV. Random. 95% Cl Year IV, Random, 95% Cl
5.1.1 S0l [HE Hiw
Essa (&) 2018 (1) 13.7 27 50 135 27 50 356% 0.20[-0.86,1.26] 2018
Park{E) 2017 () 218 2.63 22 214 23 47 209% -0.08[1.34 1.22] 2017
Park (D) 2017 (3) 218 263 21 023 287 41 278% 1.956[0.58 3.32] 2017 =
Grofs 2017 (4) 5.4 R} a2 4.7 6.2 38 6.8% 0.70[2.87, 4.27] 2017
Subtotal (95% CI) 125 176 100.0% 0.64 [-0.34, 1.63]

Heterogeneity Tau== 042, Chi*= 5.2, df= 3 (P = 0.15); F= 43%
Testfor overall efiect Z=1.28 (F = 0.20)

5.1.2 25 2l [GHE Hlw

Fapa 2001 (&) B6 35369 139 7.2 471539 139 100.0% -0.60[-1.68 0.38] 2001 !
Subtotal (95% CI) 139 139 100.0%  -0.60[-1.58, 0.38]

Heterogeneity: Mot applicable

Test for overall effect Z=1.20(P =023

51.3 HZH 0120 [HE Hiw

Raoh 2011 (&) 7.87 1.8 14 5.6 267 10 100.0% 1.97 [0.04, 3.80] 2011 i
Subtotal (95% CI) 14 10 100.0% 1.97 [0.04, 3.90]

Heterogeneity: Mot applicable

Test for overall effect 2= 2.00 (P = 0.05)

\ \
-0 -5 5
Test for subgroup difersnces: Chif= B.55, df= 2 (P = 0.04), F= 69.4% Favours [SH] Favours [SH]
Footnotes

(1)0.15% SHwvs. 0.4% SH

(2) 0.1% SHvs. 0.3% SH, mean change (SD)

(3) 0.1% SHvs. 0.15% SH, mean change (SD)

(4) 0.18% SHws. 0.2% SH, mean change (SD)

(5} Isotonic SH (305mosmi) vs. hypotonic SH (215mosmil), mean change (SE-=5D)

(6) Preservative free 0.1% SHvs. preserved 0.1% SH — Favours [Preservative free 0.1% SH]

2 23. [SH vs. SH] TBUT
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Lt. Schirmer's test

S|UFEA HQA9] wo| T 2 AAKSchirmer's test) 2IE Hilstal Q=

1H(E %
Ztof
SIYFEAE ALt

£ Papa (2001) &

<]

9)= Roh (2011)

SH

= Z0&F YERGTHMD -0.27; 95% CI -2.52, 1.98).
ArEoto]| wel 412 HAKSchirmer's test) 235 H sl

23 DY E7E AN Fi, =0 0o H2egAKSchirmer's test)
FIZ Ao/} gl

o]
A

T S|YFEA HYAY S8/3(sotonic) R A (Hypotonic)
of w2t M=K chirmer's test) 23 F2Jt 2fo|7t Qe Aoz YT,
S|EFEA HAA ] BEA ofFol met H=HHAKSchirmer's test) B3-S Haloiil

o= UET

SH Mean Difference Mean Difference

ATolA= BHEA A7} ofFof mEt A2 HAKSchirmer's test) 2
Fof| folt Afol7t gl A

Study or Subgrou Mean SD Total Mean SD Total WWeight IV.Random. 95% Cl Year IV, Random, 95% Cl
5.2.1 &0 [}H2 Hlul
Fark (D) 2017 (1) 1.3 6.04 21 254 6.46 41 47.8%  -1.23[4.48 2021 2017
Park (E) 2017 (2} 1.3 6.04 22 o7 6.39 47 52.2% 0.61[2.81,3.73] 2017
Subtotal (95% CI) 43 88 100.0% -0.27 [-2.52,1.98]
Heterogeneity, Tau== 0.00; Chi*= 0.64, df= 1 (P= 0.42); F= 0%
Test for overall effect 2= 0.24 (P=0.81)
5.22 'S 20l [HE Hiw
Fapa 2001 (3) B.7 47183 139 6.8 471539 139 1000%  -010[1.21,1.01] 2001 t
Subtotal (95% CI) 139 100.0%  -0.10[-1.21,1.01]
Heterageneity: Mot applicable
Test for overall effect 2= 0.18 (P = 0.86)
5.2.3 HZH 0120 [H2 Hin
Roh 2011 (4) 11.29 T.36 14 1041 1.73 10 100.0% 1.19[F2.81,8.19] 2011 i
Subtotal (95% CI) 14 10 100.0% 1.19[-2.81,5.19]
Heterageneity: Mot applicable
Test for overall effect 2= 0.58 (P = 0.56)
f }

\
-0 -5 5
Favours [SH] Favours [SH]

Testfor subgroup diferences: Chif= 0.41, df= 2 (P = 0.81), F= 0%

Footnotes
(1o

1% SHvs. 0.15% SH, mean change (SD)

(2) 0.1% SHvs. 0.3% SH, mean change (SD)
(3} Isotonic SH (305mosmi) vs. hypotonic SH (215mosmil), mean change (SE-=5D)
(4) Preservative free 0.1% SH vs. preserved 0.1% SH

% 24. [SH vs. SH] Schirmer's test
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5

Y8 SARRYUE AT/ o[UREL FHUM Seo=2

o4 EE

SUFEA A S WE F4 F4S HusT 9 28(1LEY DY o
7 WEHAT A3 SEo uet 34 A4 ] §o% ot Yl Ao et

THMD -0.13; 95% CI -0.40, 0.14).

S|UFEAL AIAY] AFEYl wet S M-S EAskal Sl Aragona (2002b) o
T= SlgFEA AHAY 53 (Isotonic) R AA(Hypotonic)dll @t 44 &4

(Discomfort index) 2o §-2J3k zjo]7}

Qe Aoz ek

S|YFEAT HYAI BEA oo wet S M-S Halskal 9l Roh (2011) 9+

24 250

A= HEA A7} offol wzt S4

S8 o7t Qi A0® YRt

SH SH Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_Total Mean 5D Total Weight IV, Random. 95% Cl Year IV, Random. 95% CI
53.1 S0 [H2 Hiw
Essa (&) 2018 (1) 236 188 50 288 212 50 46.3% -0.26 [-0.65, 0.14] 2018 —
Fark (E) 2017 (2) -12.38 19241 22 -12.07 18.489 A7 27.9% -0.02 [-0.52, 0.49] 2017 I B
Fark (00 2017 (3) -12.38 19241 21 -11.86 14.48 41 25.9% -0.03[-0.56, 0.49] 2017 -
Subtotal (95% CI) 93 138 100.0% 0.13[-0.40, 0.14] -
Heterogeneity: Tau®= 0.00; Chi®= 0.73, df= 2 (P = 0.70) F= 0%
Testfor overall effect: 2= 0.97 (P = 0.33)
5.3.2 2 22| [H2 Hlul
Aragona 20020 (4) 21 1 20 1.6 1.2 20 100.0% 0.44[-0.18,1.07] 2002 7t
Subtotal (95% CI) 20 20 100.0% 0.44 [-0.18, 1.07] —-
Heterogeneity: Not applicable
Testfor overall effect: Z=1.38 (P =0.17)
53.3 HZH 0|50l [HE H
Roh 2011 (5 008 005 14 024 0326 10 100.0% -0.85[-1.70, 0.00] 2011 i
Subtotal (95% CI) 14 10 100.0% -0.85 [-1.70, 0.00]
Heterogeneity: Not applicable
Testfor overall effect: Z=1.95 (P = 0.05)
t + }
-2 -1 0 1
Testfor subgroup differences: Chif= 5.88, df= 2 (P = 0.05), F = 66.0% Favours [SHI Favours [SH]
Footnotes
(1) 05D 0.15% SHvs. 0.4% SH
(2) OSDI: 0.1% SH vs. 0.3% SH, mean change (SD)
(3) OSDI: 0.1% SHvs. 0.15% SH, mean change (SD)
(4) Discomfort index: isotonic 0.4% SH vs. hypotonic 0.4% SH (150mOsm/l)
(5) OSDI: preservative free 0.1% SH vs. preserved 0.1% SH
J% 25. [SH vs. SH] 34 XN
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1

923 354W F, -J%E(moderate) 01*0’*-4 AFAZRF S tdow +9E A+

LA TRIE 8 S0l F6% o] RS BRE qwi S5

B2 F 15HMEnRY 207, ik 4011 w2t Placebo/Saline(47l), TEESAHIE

4, 7)), BREAN), SIYFEA FLAQAM), 71Ek QFE(67h)e] i’%‘ﬂ Ak,
dz2e] fEEe 9= 248 FY6or st zlo] AmEA 9o, iz

7P ol AMSH FEEFSAEAED) A7 7HEIZXF 7S o E WfE &

fu

[y | | S | — 17
H TR | SR ST O SR CHIEH(C)

* moderate dry eye disease and

GroB 2018 uninfectious, nonviral 0.1% HA 0.5% CMC
keratoconjunctivitisorkeratitis
Johnson 2008 | * moderate dry eye 0.18% SH 0.3% Carbomer
Brignole 2005 | * moderate dry eye 0.18% SH 1% CMC
McDonald 2002 | » severe dry eye syndrome 0.1% SH ;l'gg;‘;o?dwmyl
0.3%

* keratoconjunctivitis sicca
lester 2000 (moderate to severe) 0.4% HA o cw?,ellulosem

* moderately severe 1.4% polyvinyl
Nelson 1988 keratoconjunctivitls slcca 0.1% SH alcohol

* keratoconjunctivitis sicca (severe 1.4% polyvinyl
Laflarre 1988 dry eye syndrome) 0.1% SH alcohol

SH (sodium hyaluronate), HA (hyaluronic acid), CMC (carboxymethylcellulose)

7L, TBUT (Tear film break-up time)

STk oY MRS FAE LR S|YFEAL HHARt FEESAE HlwEt
AT 78 F, w=UHIAIHTBUT)S EIst Sle Aie & 4HoIqH

e B4 4a S5 oY RS SN SIUREA AQHAet SEESAlE
=TI AZHTBUT)O hol F 2 23t Aol7} gle Ao=E UrE}‘xlf‘:HMD -0.47;
95% CI -1.30, 0.36).

)

p

OP
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SH SEEEZH Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random. 85% CI
Groflz 2018 828 2452 41 §.65 242 39 586%  -0.36[1.44, 072 2018 -
Erignole 2005 4 2 10 4 2 11 23.4% 0.00[F1.71,1.71] 2005 -
Laflamme 15988 304 1.7 12 45 38 12 11.9%  -1.46[3.87, 093] 1988 [
Melson 1988 49 23 20 6.3 6.3 15 G1%  -1.40[4.74,1.94] 1988 [ B
Total (95% CI) 83 77 100.0%  -0.47 [-1.30, 0.36] q’
Heterogeneity: Tau®=0.00; Chi*=1.28 df=3 (P=073), F=0% 1_10 55 ﬁ é 1D=
Test for overall effect Z=1.11 (F = 0.27) Favours [=25ZH|] Favours [SH]

a3 26. [2F= 24] TBUT

Lt. Schirmer's test

U 24 2, S5 oY SRS SAOlA S|dFEAN A FEESA
+ F12HHAKSchirmer's test) 23] o] F 2t F% Zo|7t gl ACE U
FTHMD -0.57: 95% CI —4.32, 3.17).

SH wHEHZH Mean Difference Mean Difference
Study or Subgrou Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Laflamme 1988 B892 B4 12 B73 98 12 26.7%  -1.87[9.12 5.38] '
Melson 1988 6.5 7.7 20 BE 9.5 15 T33% -0.10 [-4.47, 4.27]
Total (95% CI) 32 27 100.0%  -0.57 [4.32, 3.17]
Heterageneity Tau?= 0.00; Chi#= 017, df= 1 (P = 0.68); F= 0% f ; T f |
- ~ -0 -5 0 5 10
Test for overall effect: Z= 0.30 (P = 0.76) Favours [ & 28] Favours [SH]

O% 27. [PIZE 2M] Schirmer's test

Ct. Staining score

* Corneal staining score

= B4 A3} 5k o9 RS oA SILFEAL AR SEESA
+ A9 (Corneal staining score)o] o F &2+ Fofet Ao/t gle A=

UEPETHSMD -0.02; 95% CI -0.37, 0.34).

SH B L] Std. Mean Difference Std. Mean Difference
Study or Subgroup _ Mean  SD Total Mean SD Total Weight IV, Random, 95%Cl Year IV, Random. 95% CI
Grof 2018 (1) 268 145 39 369 227 38 BLE% 0.01 [0.44,0.45] 2018 ——
Brignale 2005 (2) 18 17 10 22 24 11 17.0%  -014 089,077 2005 —_—
McDonald 2002 (%) 482 24 17 48 1.9 10 205% 0.01 F0.F7,0.78] 2002 s
Total {95% CI) 66 59 100.0%  -0.02[-0.37,0.34] -
Heterogeneity: Tau®= 0.00; Chi*= 0.09, df= 2 (P = 0.96); F= 0% 1_2 ‘1 : 1| 21
Test for overall effect Z= 010 (P = 0.92) Favours [SH] Favours [ 52 = H)

Footnotes

(1) Ocular staining score (fluorescein for corneal staining and lissamine green for conjunctiva), mean change (SD)
(2) Total corneal fluorescein staining scores

(3) Rose bengal staining (conjunctiva and cornea)

12! 28, [T 2AM] Corneal staining score
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« Conjunctival staining score

e B4 2y 35

= Aukod 1A

s2TTuau

“*(Conjunctive staining score)°l 3lo] &

ool QFARS BRI SIUREY WAL} $EEEA
2 folat Holt g Ao

T

UFEREHSMD 0.10; 95% CI -0.40, 0.61).

SH SB2HEH S$td. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random. 95% Cl Year IV, Random, 95% Cl
hcDaonald 2002 (1) 482 24 17 48 1.9 10 42.5% 0.01 [0.77,0.79] 2002
Melson 1988 (2) 28 28 20 23 28 18 A67.5% 017 [-0.580,0.85] 1988
Total {95% CI) 37 25 100.0% 0.10 [-0.40, 0.61]

Heterogeneity: Tau== 0.00; Chi*= 0,10, df =

Testfor overall effect Z=0.40(F=069)

Footnotes
(1) Rose bengal staining (conjunctiva and
(2) Rose Bengal Staining (conjunctiva)

=]
=]

a

29. [

2

1(P=0.75); F= 0% I :1 !
Favours [SH] Favours [5:2 2 S ]

cornea)

QIZ= EAM] Conjunctival staining score

A A
= = = o -
U B4 2, S5= oY RS SAlOIA SIEFREAT AL EESAlE
A [oXe) i . _
T4 A5l Slol foldt Aol7t Yl ACE UEATHSMD 0.11: 95% CI -0.51, 0.74).
SH SBEEMN Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
MecDonald 2002 (1) 46.7 269 17 315 242 18 35.3% 0.58[0.13,1.29] 2002 I
Melson 1988 (2) F 24 200 3.3 225 18 371% 0.21 [0.46, 0.88] 1938 e —
Laflarmme 1988 (3) 425 3 10 B.15 3 10 27.6% -0.61 [-1.91,0.29] 1988 - 71
Total {95% CI) 47 40 100.0% 0.11 [-0.51, 0.74] ,—

Heterogeneity: Tau®= 0.16; Chi*=4.12, df
Test for overall effect Z=0.36 (F=0.72)

Footnotes

(1) Grittiness (VAS)

(2) Pain/ Discomfort (VAS)

(3) Subjective: Burning and irritation (VAS)

=2(F=013),F=52% r 3

-2 1

Favours [SH] Favours [$=2 2 ZH|]

2 30. [
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1.12. HAN Ss10E A Q9
B 42, HEfRA 20t QB
vw  [wmm|we| s [
1. SIYREM HOtH| vs. Placebo (5, H|WZE 671)
TBUT - - N g 27t
Schirmer’s test 2 266 MD 072 [-0.50, 1.94] 0%
Corneal staining score 3 710 SMD -0.21 [-0.36, -0.06] 0%
Symptom score 2 640 SMD -0.14 [-0.35, 0.07] 40%
2. S|YR2M HOtH| vs. £EEESH (18H, HwWX$} 2071)
TBUT 10 643 MD -0.30 [-0.81, 0.21] 45%
Schirmer’s test 7 422 MD 045 [-0.29, 1.18] 0%
Corneal staining score 8 589 SMD -0.07 [-0.23. 0.09] 0%
Conjunctival staining score 7 412 SMD -0.01 [-0.20, 0.19] 0%
Symptom score 10 864 SMD 0.10 [-0.09, 0.30] 44%
2.1. SIYR2A HOHH| vs. CMC (9™, H|W=E! 107H)
TBUT 6 347 MD -0.47 [-1.11, 0.18] 52%
Schirmer’s test 2 106 MD 0.39 [-0.71, 1.49] 0%
Corneal staining score 5 325 SMD -0.10 [-0.31, 0.12] 0%
Conjunctival staining score 4 304 SMD -0.12 [-0.34, 0.11] 0%
Symptom score 5 540 SMD -0.00 [-0.18, 0.17] 0%
22, [MIZT 2] SIUREM MO vs. EESH| (7H, HuEF 77Y), FST Ol AFHZS
TBUT 4 160 MD -0.47 [-1.30, 0.36] 0%
Schirmer’s test 2 59 MD -0.57 [-4.32, 3.17] 0%
Corneal staining score 3 125 SMD -0.02 [-0.37, 0.34] 0%
Conjunctival staining score 2 62 SMD 0.10 [-0.40, 0.61] 0%
Symptom score 3 87 SMD 0.11 [-0.51. 0.74] 52%
3. SIYRE2A MO vs. EXEE (4T, HWXF 57) A g 27t
4. S|UZ2=M FHOHH| vs. Active agent [Diquafosol] (4T, HIm=$t 67H)
Corneal staining score 3 834 SMD 067 [-0.13, 147 | %%
Conjunctival staining score 3 848 SMD 0.76 [ 0.08, 1.44] 95%
5. SIYR2A HOMH| vs. 7[Et (2H, H|WZE 67H) g 27t
6. SIUF2L HOMA| vs. SIUFEM FOIA| (9W, HIWEEF 107H)
6.1. s7t Hli: XSk vs. ISE
TBUT 301 MD 0.64 [-0.34, 1.63] 43%
Schirmer’s test 131 MD -0.27 [-2.52, 1.98] 0%
Symptom score 231 SMD -0.13 [-0.40. 0.14] 0%
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6.2. AIFRl0] M2 Hw: SH4(sotonic) vs. AE4(hypotonic)

TBUT 1 278 MD -0.60 [-1.58, 0.38]
Schirmer’s test 1 278 MD -0.10 [-1.21, 1.01]
Symptom score 1 40 SMD 044 [-0.18, 1.07]
6.3. EZA| 020 ME H|iw: QIS vs. US

TBUT 1 24 MD 1.97 [0.04, 3.90]
Schirmer’s test 1 24 MD 1.19 [-2.81, 5.19]
Symptom score 1 24 SMD -0.85 [-1.70, 0.00]

CI: confidence interval; CMC: carboxymethylcellulose; MD: mean difference; SMD:

standardized mean difference; TBUT: Tear flim break-up time



2L SARFOOE M2E7L o[LREL HUM SHC=

1.13. GRADE ZH=

7l. GRADE H7p|&

S|YFEAN A e FRESAFALSEZD)E Bl dxe] gkt GRADE
HES ol8st] IAFES BUloHth e 2R A AEVHY o9 wet
@© HAAQI(Critical), @ F3FAqF HAZo]x] 2(Important but not critical), @
9 39%Hof limited importance)? 370 #ol| wet F Q9% (Importance)ys ZX4o}
3, @O HAAQI(Critical), @ FQ3HA HHAolR] L2(Important but not
critical) ZIAEE tjAFoZ GRADE 2A442S Folstgtt

B 43. ZTX|EY 50 2y
ZFX|H(outcomes) ZIX|E9| S (importance)
TBUT critical
Schirmer’s test important but not critical
Corneal staining score critical
Conjunctival staining score critical
Symptom score important but not critical

GRADE A4 (Certainty of evidence) ZIA|HER FTAHQ TALES B7}
o= Ao=, 7K FES AEsl] O H3(High), @ 5 E(Moderate) @ F(Low), @
e F2(Very Low) 22 H7I8Itt. GRADE SASES g 237t e 7t
ALER Q3 v 7FsAdo] e, A (Certainty)©] B2 1_7i°]° olm|gitt.

H 44. GRADE 27{+=&2| O[aH

| GRADE.. w104
Certainty of evidence
=a(High) &5 M7 oy ZUKEn FHRNO| oSt MFEE HE T8 A9 ol
- &5 M= oy ZuEn FHR)0)| st ME=0| SQ38 FakElg 01E 4 Qlon
ESE(Moderate) = o
AuE HE = U
S2(Low) &% Ol= oy ZUKER FZRN0| ofst M=o E28 Fglg D1E 7ks40]
= =00, ZUE BIE 71540 &3
O R=(Very low) SE NG FHR)7L i S
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re
-
My
i)

Lt SIYREL HMOMH vs. FEHSHI(HMESE) HlwZEY

S|YFEA FAY} FRESAESEDE v A+ 18H 5, T A+
1790 22t 19702 EH%QE GRADE ®H &0l g ZAsES 715k

S|UFEAL At FRESAE He ZXAR oA F #7735 Aol7t gl
Ao Ueth ano *ﬂ?’ﬂol Ag7ad 99 7ISMD=0)2 Egst3 710 v
D (Imprecision)°] gt 55 247 & 55 R0l i vlekEA Axjo] gt A
T2 % F5E(Moderate)2 H7HE it

E 45. GRADE evidence profile

Certainty assessment Ne of Effect Certainty | Importance
patients
o o udy isk of Inconsis | Indire mpre er >2
Neof [ Study | Risk of | Inconsis | Indirect | | Oth i | 2| Avsolte
studies design bias tency ness cision conside == (95%Cl)
rations

TBUT (Tear film break-up time): =29} ItIA|Zt

10 studies | randomised not not not serious none 348 355 MD -0.30 Yo @) CRITICAL
compa1r(i)sons) trials serious | serious | serious (081 o 0.21) | MODERATE

Comeal staining score: 2}3} A X4

8 studies | randomised not not not serious none 302 287 SMD -0.07 YT O CRITICAL
Compa?isons) trials Serious Serious Serious (_0.23 to 0‘09) MODERATE
Conjunctival staining score: Z9} A F$

7 studies | randomised not not not serious none 212 | 200 SMD -0.01 a0 | CRITICAL

i i i a

compa-r,isons) trials serious | serious | serious (-0.20 to 0.19) | MODERATE

Schirmer's test: #|2MZAL

6 studies | randomised | Mot not not serious | none | 207 | 215 MD 045 | ®@®®O |IMPORTANT
compgisons) ials serious | serious | serious (029 to 1.18) | MODERATE

Symptom score: 54 F4

9 studies | randomised| Ot not not | serious | none | 485 | 379 | sup 010 | @@®@O |IMPORTANT
Comp(;r(i)sons) trials Serious Serious serious (_0.09 to 0‘30) MODERATE

Cl: Confidence interval; MD: Mean difference; SMD: Standardised mean differencee; SH: Sodium Hyaluronate

Explanations
a. §uto| AM277t0| X2&t g9l 7IE(0)

fjo

B

oo

St 0] 158 %

O

[GRADE: Certainty of evidence]
High: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate: Further research is likely to have an important impact on our confidence in the estimate of effect and
may change the estimate.
Low: Further research is very likely to have an important impact on our confidence in the estimate of effect and
is likely to change the estimate.
Very low: Any estimate of effect is very uncertain.
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2.1. 35

o9 Y $F T FANE dFCE SIEFEAF 0.1%2F 0.2% FHA 9
9FZ(Hylo-Fresh, Hylo-Forte)& &9J3}
St ok @A FolEe S|YFEA Mo 27 $52 BF 24 A= BE
Aol wigt ARIRESS Hols SAtoATE FojHh ARSI HHAH oA A
ARt Fof d2 (E 46)°t Ztt.

SFOIA SIEFEAL HUAE AHRRE ofyRt ZHSARE A TR A 4= gl
o} 33 BEAR9] Pharmaceutical Benefits Scheme (PBS)Ol W2 2010¢ 11€ 1
YR F = &5 HP0 w2t orEFolAl: AYAHPBS prescribers)2 SUAH
Y3 A= PBS Schedule®] ‘NP (Nurse Practitioner) 2t HAH SJekE&g AWd
g ITH7. AL E3F 20089 149 19FE F E= &5 WY et YoREgolA
T AAR 5908 ASMARE PBS Scheduleo] ‘OP (Optometrist Practitioner) 2kl
PAE QoFEES AWE £ Qth1® NP ¥ OP 99%FEE2 Pharmaceutical
Benefits Advisory Committee (PBAC)O 9ol &5 HAXF] dAirt "ot Autd &
U= YIRS F e S50 e 4 lon BE APAH Yo £ k= £ HE
< 5ot A THSA 2 AR F]lolt

33 PBS 9 A #91 thAQl Repatriation Pharmaceutical Benefits Scheme
(RPBS)S.Z 20189 3t sff & Fo] A&H S|YFEA HMA= oF 429 ¥ HE=
TRt THI 47).

17) http://www.pbs.gov.au/browse/nurse
18) http://www.pbs.gov.au/browse/optometrical
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unit doses

H 46. QRS #H 3F S0 g
_ 3) _
42 o 8y N85 | Myn g Ec M2 Max Y| a0t | (2010 06,) | EHEHIE?
0 MP&NP(11625W), |In a Wink Moisturising $1357 | $19.33
hypromellose 0.3% OP(11634H). : 1 5 (119
W/VV eye drOpS, 10mL MP(11643T)* GenteaI(EE._HEOH Ef% —7|<—7f Hl‘g' $434) $1791 $2367
hypromellose 0.3% 218 S222 | MPENPEB28TE), | In a Wink Moisturising $14.68 | $20.44
HYPROMELLOSE osist 25 OP(5518K), N 1 5 (11%)
. MP&NP(2956N),
gypromfgosf 0.5% eye OP(5517J), Methopt 1 5(11% | $1468 | $20.44
rops, tom MP(9214Y)*
carbomer-974P 0.3% ZZOIAHRS
CARBOMER 1 ¢ el, 30 x 500mg | ZEX[ TIYE MPENPEE14D). | oty Gl 3 5 $32.28 | $38.04
-974p ve g ¢ OP(5502N) Y
unit doses 2RO &t
carbormer-980 0.2% ﬁ_jﬂ s¥ws gppéglgéi?me), Optifresh eye gel, PAA : 5 (119 $14.15 | $19.91
el =5 s
CARBOMER 380 eye gel, 10 g oARS MP(G210R)* Viscotears(EH=0] [ME £7t H|E $3.85) $18.00 | $23.76
carbomer-980 0.2% SEUNFUXE, MP&NP(8578L)
eye drops, 30 x 0.6mL | 2ZH0| 2145t OP(55040) ’ Viscotears Gel PF 3 5 $37.14 | $40.30
unit doses SAXO{0F &t
, 27 S5 | MPRNP(2682E) PVA Tears $14.68 | $20.44
0 ,
PAOL%YC\)’F"%YLL ZO'QW(;?Z' :'Cfgr‘;'ﬂ-“) mEt 5 | OP(526W), Liquifim TearsGRE0] T2 27t 88| 1 | 501 [ ¢ T
e arops, OfIAxE MP(9220G)* $1.39) : :
0.4mL urit doses smolpnE OP(5506T) Cellufresh(EHE0] M2 7} HI2 $6.21) $35.13 | $40.89
CARMELLOSE ‘ HER|0] D2t Optifresh Plus $28.92 | $34.68
SODIUM carmellose sodium 1% SIRIOH0t 3t
eye drops. 30 x 0.4mL | & toof &t MP&NP(2324H), ] . ;
' ' OP(5505R) Cellufresh(EZHE0] M2 27t HIZ $6.21) $35.13 | $40.89
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DPMQ?

42 28y M25 | AYK Y IS EY Max Y| 206 | (201 06,) | ZHEHHIE?
carmellose sodium gg(%ggéﬁg)o Refresh Tears Plus
0.5% evye drops, 156mL |£&08 E27S I\/IP(9211T)*‘
nat =5 1| 50119 | $1428 | $20.04
carmellose sodium 1% |QHIHAXZ MPENP(8593G),
d 15mL =T OP(5508X), Refresh Liquigel
eye arops, 1om MP(9212W)*
sodium hyaluronate
0.1% (1mg/mL) eye - = MPENP(2181T), Hylo-Fresh
EZ0THES, | OPQ184Y)
SODIUM drops, 10mL - .
: HERO| Tzt 1 5 $33.80 | $39.56
HYALURONATE | sodium hyaluronate %1010} 3t MP&NP(2253N)
0.2% (2mg/mL) eye " | Hylo-Forte
OP(2171G)
drops, 10mL
1) Pharmaceutical Benefits Scheme (PBS)°llA] A2Ist X A==F

2) PBSolA gt o A Sla=

3) Dispensed price for maximum quantity (DPMQ). 7] ZAH|olw Z7} H|-go] Hajd 5 U

4) BRI FOjt BE 8, o= vE, 7HE ZEu]AdEdEe B9 PR Iyt SR AEske Y PBS AW HE

* 3BA= HIEA] GP Management Plan 82 Team Care Arrangements #&sto] HtjAlo] g€ vbAY &S 4= Qlojof &
MP: Medical Practitioner, NP: Nurse Practitioner, OP: Optometrist
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B 47. 3% s|ZR24 Hew" g0 72
(rS1: 22)
e
FARAMRE | | | amgen | AIRASAEY | sABQARY | o | Q4RO | 5
= T T Yelorz Ye otz = -
PBS? 1,662,283 738,294 879,507 126,492 505,601 80,808 36,565 4,377 | 4,033,925
RPBS? 70,080 21,641 68,900 5,790 25,126 2,459 2,617 422 197,035
Total 1,732,364 759,934 948,405 132,280 530,726 83,268 39,181 4,800 | 4,230,960

1) 2181T, 2184Y, 2171G, 2253N =3t
2) 717k 20184 19-20184 129, 1 AUD=820¥

3) Pharmaceutical Benefit Scheme (PBS)

4) Repatriation Pharmaceutical Benefits Scheme (RPBS, ie. items supplied to war veterans)

=4:

http://medicarestatistics. humanservices.gov.au/statistics/do.jsp?_PROGRAM=%2Fstatistics%2Fpbs_item_standard_report&itemlst=%2702181T%27%2
C%2702184Y%27%2C%2702171G%27%2C%2702253N%27 &I TEMCNT=4&LIST=2181T%2C2184Y%2C2171G%2C2253N&VAR=BENEFIT&RPT_FMT=1&st
art_dt=201801&end _dt=201812
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oA R T T R S|IFEA HMAE FO
Q Z

Mo o
19
19,

FEO= A AREAL Sl

0.1% 5mL 13 (137)

0.1% 0.4mL 1@ (171)

0,3% 0.4mL 1@ (57)

0.3% 5mL 13 (137H)

ZA: https://www.mhlw.go.jp/topics/2018/04/tp20180401-01.html

YEoA 20169 T of 5LH20164 4¥-20179 3%) S|YFEAL MM ARG
off Ee} fh SIUFEAL HMA Foldd AEFZ (€] 91,898,2037M=
9, Au Al Bl R g2 ol AREHAL QlH-19)

H 49, Y2 AZEHAY SIUZE L MO AFEH
opizac opszgy ae| PR | opy |FEE) o
oppEc T
620004816 | l0rQ1 ot 0.1 % 5mL 8 | 131972003078 | 3985 | 0 6,179,402
620004818 | (019! DL &1 0.3 % 04mL | 74 | 131972005038 | 207 | O 4,934,980
620006488 | SIOH=A ForH 0.1 % 5mlL 8 | 13197200804 | 2673 | 1 4,047 851
620004817 | SIOK2A ForH 0.1 % 5mlL 8 | 131972004031 | 145 | 0 3,903,549
620000022 | EJOt =¥ Fotd 0.1 % 5ml 8 | 131972008108 | 267.3 | 1 2,681,812
620006357 | Ot0] 70 FotH 0.1 % 5ml 8 | 131972008086 | 267.3 | 1 1,213,429
621999201 | 5[0rQ1 ot 0.3 % 5mL g | 13197202020 | 5709 | 0 715,243
QPHELH 24,076,265
620004817 | SI0RYIR! O FekH 0.1 % 0.4mL 8 | 131972004031 | 145 | 0 | 20998810
620004818 | SI0RYIR! O Fek 0.3 % 0.4mL 8 | 131972006038 | 207 | 0 | 20783256
620004816 | Sl0rQ1 ot 0.1 % 5mL 8 | 131972008078 | 3985 | 0 | 20233488
620000022 | EJOt =¥ Fot 0.1 % 5ml 8 | 131972008108 | 2673 | 1 | 17,199,504
620006488 | SIOF=2Ar ot 0.1 % 5mL 8 | 1319720080% | 2673 | 1 6,326,108
621999201 | 3[0rQ1 HQto 0.3 % 5mL 8 | 13197202020 | 5709 | 0O 3,097,530
622072901 | SREZMLIES PFERPRI01 % "SEEGTL | & | 131972003132 | 1680 | 1 1,823,039
620006357 | Of0| #H|O{ FoteH 0.1 % 5mlL 8 | 131972003086 | 267.3 | 1 1,431 467
QH(ER) 91,898.203
620004816 | [0rQ1 HQtoH 0.1 % 5mL 8 | 131972008078 | 3985 | 0 283786
620004318 | s[0RQ! OJL] ot 0.3 % 0.4mL | 74 | 131972005088 | 207 | O 183,361
620004317 | [0RQI OJL] Ot 0.1 % 0.4mL | 74 | 13197204081 | 145 | 0O 105,991
620000022 | EIOt #¥ Fotd 0.1 % 5ml 8 | 131972008108 | 267.3 | 1 70,195
622088501 | GIU=At Na FOIH 0.1 % SOfSmL | | 131972003140 | 1680 | 1 31,875
o 675,207
T 116,649,676

19) https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000177221_00002.html
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EF QR A9 20174 79 N FES LuelopE Ao i BAAE)
WY Se20 3 woFme] dhsh 201749 9% 1195 109 1097H4
Sukg wioton] 20174 119 159 S Q20 SUsh st

o

H 50, U2 SIUREM (K T OB b YD L) LHORLE Hgi=o)

OTC Helofs

= ZEE X US Mol Ol3Z (BH & 22

42), Lz, 7tA0], =2 = 8% =5 59 = s

O "UZx'= oMl Zizvt EQet Felo|7] mRof OTCY - 2it= AEEA
o4=C

O &s o w3

R0 TioiME 2 QofE - I 9ofF &1 7IE (13 =8)
= El

2 &5 - 800 "M2(glare)' "S&(hyperemia)'= AlAol "SEHEHXS
g0t JULHE "EHEAXE AFol US I EHYCE HAGHOFSIC
O dlofQl ot == Ast %Oil)d g1t 2520 420 M= 0.3 % HMA
QX2 OTC FgE 1ol 0.1 % Mo Fdotd OTCZ “OfoF ottt
O 23U F= ARBaiA 7iM0] 2 JS [X| o= 4R00= ot QA MES HiE RS
OTC MRS QAR HEHOFRHTE
ZAEAl =9Are | O Yt AHXF 250] ' ARZ 2O HEE 78 & 4 = U

oy
HM
%
=]
rok
o

: ““:'Iﬂoil °|°* OFA| I*OH% tc')
. ZEHEYXRQ| WSS O)F|= 4t

ZeiE = YEHS HiElels 239 SSETNN 'ADE ReEUX
EE GIC BHEUXES AN US Y 018 (B U, 22 - UK 2'S

ATH[SICE
A23](2017.7.26.) E#EH» & EHE - —H~OEAIC ¥ 2 FHMEitRG =%
(https://www.mhlw.go.jp/stf/shingi2/0000172610.html)

2.3. 3=, i, &71E=2
IFANAE YTEA WAV AL B4 B 9T LRR(OTOR R
W= glon] g jokE wlg2 dof atEelrgos ARHNE 51).

O

20) https://www.mhlw.go.jp/file/06-Seisakujouhou-11120000-Iyakushokuhinkyoku/0000193400. pdf
21) https://www.mhlw.go.jp/stf/shingi2/0000189703.html
22) NHS, NICE, MIMS, eMCeo| o], AE/g¥elerE: HH ¢glZ MA™EF2F, Al modeling

manager, ejikim1023@gmail.com. 2019.06.07.)
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NHS indicative

OFX|H size unit i
price

Artelac Rebalance 0.15% eye drops (Bausch & Lomb UK Ltd) 10 ml £4.00
Artelac Splash 0.2% eye drops 0.5ml unit dose (Bausch & 30 unit dose £7.00
Lomb UK Ltd) 60 unit dose £11.20
Blink Intensive Tears 0.2% eye drops (AMO UK Ltd) 10 ml £2.97
Blink Intensive Tears 0.2% eye drops 0.4ml unit dose (AMO 20 unit dose 97
UK Ltd) '
Clinitas 0.4% eye drops 0.5ml unit dose (Altacor Ltd) 30 unit dose £5.70
Clinitas Multi 0.4% eye drops preservative free (Altacor Ltd) 10 ml £6.99
Evolve HA 0.2% eye drops preservative free (Medicom
Healthcare Ltd) 10 ml £5.99
Hy-Opti 0.1% eye drops preservative free (Alissa Healthcare 10 ml €850
Research Ltd) '
Hy-Opti 0.2% eye drops preservative free (Alissa Healthcare
Research Ltd) 10 ml £9.50
Hyabak 0.15% eye drops preservative free (Thea 10 ml €799
Pharmaceuticals Ltd) '
Hycosan 0.1% eye drops (Scope Ophthalmics Ltd) 75 ml -
Hycosan Extra 0.2% eye drops (Scope Ophthalmics Ltd) 75 ml -
HydraMed 0.2% eye drops 0.5ml unit dose preservative free .
(Farmigea S.p.A) 30 unit dose £5.60
HydraMed 0.2% eye drops preservative free (Farmigea S.p.A.) 10 ml £5.60
Hylo-Forte 0.2% eye drops preservative free (Scope
Ophthalmics Ltd) 10 ml £9.50
Hylo—Fresh 0.03% eye drops preservative free (Scope
Ophthalmics Ltd) 10 ml £4.95
Hylo-Tear 0.1% eye drops preservative free (Scope
Ophthalmics Ltd) 10 ml £8.50
Lubristil 0.15% eye drops 0.3ml unit dose preservative free .
(Rayner Pharmaceuticals Ltd) 20 unit dose £4.99
Ocu-Lube HA 0.1% eye drops preservative free (Sai-Meds Ltd) 10 ml £8.00
Ocusan 0.2% eye drops 0.5ml unit dose (Agepha Pharma s.r.o.) 20 unit dose £5.41
Optive Fusion 0.1% eye drops (Allergan Ltd) 10 ml £7.49
Oxyal 0.15% eye drops (Bausch & Lomb UK Ltd) 10 ml £4.15
Vismed 0.18% eye drops 0.3ml unit dose preservative free .
(TRB Chemidica (UK) Ltd) 20| unit dose 14
Vismed Gel Multi 0.3% eye drops preservative free (TRB
Chemidica (UK) Ltd) 10 ml B0
Vismed Multi 0.18% eye drops preservative free (TRB
Chemidica (UK) Ltd) 10 ml 687
Xailin HA 0.2% eye drops (Visufarma UK Ltd) 10 ml £7.26
Lubristil 0.15% eye gel 0.4ml unit dose preservative free .
(Rayner Pharmaceuticals Ltd) 20 unit dose £6.49
Vismed Gel 0.3% eye gel 0.45ml unit dose preservative free 20 unit dose 6.03

(TRB_Chemidica (UK) Ltd)
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H 52, AUIEE S|UR=EL T =5
o Indication (E5&1)
Hialid 0.1% Aot HAE B &5
Opthalmic Solution | (Relief of symptoms associated with dry eyes)
Hialid 0.3% Ch2 MetsE Qloh Z4Z9) 4| Foj:

Opthalmic Solution

- AT 37, AER £ 3T, sicca SRHAGRN L Z2 LY Het

O
- A% Ol QAN FEHEHX SO 0I5t Q01N A3t

T

(Keratoconjunctival epithelial disorder resulting from the following diseases:

- Intrinsic diseases such as Sjogren's syndrome, Steven-Johnson's
syndrome and sicca syndrome (dry eye).

- Extrinsic diseases caused by surgery, drugs, trauma, contact lens
wearing, etc)

Hylo—-Comod
Tmg/ml Solution

4% 2 9 Otz CCERTERES

BUIS| SBYS BN 4F

EIRZESI

Hr re

(To improve lubrication of the eye surface in eyes that are dry, burning
or have foreign body sensations due to environmental conditions as well
as after ophthalmosurgical interventions)

Hylo—Dual 10ml

solution

Zafn Z%IS BEOM HEE =2 SU2 UNY. =22 eRIos
UR2IERH OILR 20 BF SHS YoUY. 9| TSEY XS
AR &

(Moisturizes cornea and conjunctiva and protects against excessive
evaporation of tears. This stabilisation of tears relieves the inflammatory
symptoms of irritated eyes as well as in case of allergies. The itching
and burning sensation of the eyes disappears.)

Vismed 0.18%
eye drops /
Vismed Gel 0.3%

Vismed: ZHEAX A A| AXY, SHE F= WFE AH 3
Vismedgel: 7127, &gz ¥ o N2 Al & B2 Xi&

(Vismed: relieve sensation of dryness, discomfort or distorted vision

tet

during contact lens wear/Vismedgel: Sustained lubrication of the eyes in
case of dryness, burning sensation and ocular fatigue)

Blink

T2 B5E SIYTEMN0| +252 USH =2 HIote HOGH RA|
(Moisturises your eyes, Sodium hyaluronate forms a moisture cushion so

eyes stay refreshed and comfortable)

Optrex

UZSPAL TZoPAL K52 =5 2&oi ok &

(Rehydrates and refreshes dry, tired or irritated eyes)
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2.4, LI}, 0]

Aeh2d), w5249 A9 S|YFEA UEF AA7} AFws JIFoE 5717} o]
Folx|] k2 Aeoltt. S|YFEA AJAE AR CMC(carboxymethylcellulose),
Hypromellose 59 $82HZA7} dutejekZzog wujzt =i 9tk 7yt HAR
(Health Canada) ¥ u]= A&9]eF=Food and Drug Administration, FDA)Q] 8|7}
£ B2 FRESA QewE 552 oif #ep At

E 53, JiLICH £28EK QT2 2=

OF|H ZEHR
Sodium hyaluronate NZEoP7t g2
Carboxylmethylcellulose sodium (CMC) OTC A
Polyvinyl alcohol OTC A
Carbomer 0.3% HIE5{7}
Hypromellose OTC A
Polyethylene Glycol 400 OTC 2H|
Dextran 70 OTC 2|
Propylene Glycol OTC A

B 54. 0= +2ESH 3=E 55

OFK|H ZEHE
Sodium hyaluronate HZs7t ¢
Cellulose derivatives:
1. Carboxymethylcellulose sodium, 0.2% to 2.5%
2. Hydroxyethyl cellulose, 0.2% to 2.5% OTC <Al
3. Hydroxypropyl methylcellulose, 0.2% to 2.5%
4. Methylcellulose, 0.2% to 2.5%
Dextran 70: 0.1% when used with another polymeric demulcent agent OTC 9|
Gelatin: 0.01% OTC Al
Liquid polyols
1. Glycerin, 0.2% to 1%
2. Polyethylene glycol 300, 0.2% to 1%

3. Polyethylene glycol 400, 0.2% to 1% OTC &H
4. Polysorbate 80, 0.2% to 1%

5. Propylene glycol, 0.2% to 1%

Polyvinyl alcohol: 0.1% to 4% OTC 2A|
Povidone: 0.1% to 2% OTC 9|

23) Government of Canada. Drug Product Database: Access the database
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/drug-pr

oduct-database.html
24) US Food & Drug. National Drug Code Directory

https://www.fda.gov/drugs/drug-approvals-and-databases/national-drug-code-directory
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[HFE O 2 S0R=

55 9TiE502 Mt (PBS)
24 B2(0.1%, 0.2%): BEH LA F0 0]

= PBS XMYZ 7|&(Ygt A7t 53)
% M2 MP, NP(27H), OP(27l) XMel7ts
2015 712 OP7} ®Efst 2K & CMC 4607Z4(AUD 88,308)
OTC(2017d OTC H2h), 20

YUz

3078 2=(0.1%, 0.3%)

ox 09
5 M
i)
rg

OTC, HE¢
F= 2770 E=(0.1%, 0.15%, 0.18%, 0.2%, 0.3%, 0.4%)
Atz 778 £5(0.1%, 0.13%, 0.3%)

HLC, 0=

ojo

OTC 2&S== g=0ll o|UF2L UHEE 8
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2L SARFOOE M2E7L o[LREL HUM SHC=

I
112
g
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Hu

-

1. #7QY

) A% FASAIORES ALTEA Al Ade Aspelo] et 424
279} ] HEUY SABFOOREolH AR E40R ols) JUTEA A
o oet AE Wao] A/|Hc). olaet WaNS WA BAdE FUBYRRY
B9 23] et & dAvolaE WA AAH EAnE e B a7drs 8%
o T okEXE ] SUREN AU YA mIS WAL, B4 o O
OFEY AEUFOIIY LS LS| 98 IFENY SLREA HAA]

1.1, ®HAN 203

ANARC] et 2 AHE 232 AR T oA SIL9FEA FMAY 83 ¥
7Fek 35H(H w Rt 517l iR wet ZA 6719 WEE o] AWESITh

AR, 3| LZEA HoAQ}F JF(Saline, Sodium chloride)S B3 7= 50|
om AR AFofde= Azl oyt AR A4 fjok ] S|EFEA A
Y] BIPRAS SR 4= glo] At AR RS A = EAAE gl
Al

=, s|EFEA A FEESAY e JAY=ES(CMC, Polyvinyl alcohol,
Carbomer, HPMC, HP Guar)¥} 3t ¢4l 18%HolloH, FQAVAE =4}
FAZHTBUT), #12HHAKSchirmer's test), ZrHHMAAPES(Corneal staining
score), AYHMAAES(Conjunctival staining score), 34 A4 BFOIA o 7t

Rolg BT 4 YAk

[‘

m&“
4> d

AR, A2S e fls AR Ee EEad@WTEA, S| 5)9F sl9FE4t
HIAE vt 469 AFode & 9 a3 vasp|o] d77F SAsHA E1
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A, Diquafosol(FE5EHEZA]), cyclosporine(@HeA)E Z2 SH4=Z
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7t. Ovid—-MEDLINE
Ovid MEDLINE(R) and In-Process & Other Non-Indexed Citations 1946 to March 15, 2019

Ml 20194 38 19

il Ao A 2}

1 exp Dry Eye Syndromes/ 17,809
2 (dry adj2 eye$).mp. 8,009
3 ("Keratoconjunctivitis Sicca" or Xerophthalm$ or sjogren$).mp. 19,216
4 or/1-3 25,583
5 exp Hyaluronic Acid/ 19,902
6 (hyaluron$ or "hyaluronic acid").mp. 44,934
7 or/5-6 44,934
8 4 and 7 268
9 Animals/ not (Animals/ and Humans/) 4,521,785
10 8 not 9 239

L}. Ovid-Embase

Embase 1974 to 2019 Week 11
ZAol 20194 38 19

Pl A0 ZM 2o

1 exp Dry Eye Syndromes/ 12,943
2 (dry adj2 eye$).mp. 15,536
3 ("Keratoconjunctivitis Sicca" or Xerophthalm$ or sjogren$).mp. 23,988
4 or/1-3 36,749
5 exp Hyaluronic Acid/ 37,074
6 (hyaluron$ or "hyaluronic acid").mp. 52,265
7 or/5-6 52,265
8 4 and 7 541
9 Animals/ not (Animals/ and Humans/) 937,072
10 8 not 9 538
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Ct. Cochrane Library

M 20194 38 19

Pl HM0 #M 2

1 MeSH descriptor: [Dry Eye Syndromes] explode all trees 1,071
2 (dry near/2 eye*) 2,014
3 ("Keratoconjunctivitis Sicca” or Xerophthalm* or sjogren®) 1,350
4 #1 or #2 or #3 2,835
5 (hyaluron* or "hyaluronic acid") 3,248
6 #4 and #5 185

1.2. I

7}. KoreaMed

ZMol: 20194 3% 192

S AM0 M A}
((((dry eye*) OR Keratoconjunctiv) OR Xerophthalm*) OR sjogren) 19
AND hyaluron*
Lt St=3Q|Sh=Z0|0[E{H[0] A(KMBASE): ILLE=F
ZMl 20194 38 19Y
A AM0| M 2t
: (((ALL=Ct7L =] OR [ALL=0H7AZ]) OR [ALL=2{Zuied]) OR 1
[ALL=Z1274%]) OR [ALL=AT12]) AND [ALL=3|Y=E])
) (((ALL=0t7L =] OR [ALL=0HZAZ]) OR [ALL=Z{Zuie]) OR 1
[ALL=212174%]) OR [ALL=AT121]) AND [ALL=3|ZSE])
3 (([ALL=2t =] OR [ALL=Rt77iZ]) OR [ALL=Z{Z2E]) OR 5
[ALL=Z12tAZ]) OR [ALL=4AT12]) AND [ALL=0tf])
4 (((ALL=2t =] OR [ALL=0t7iZ]) OR [ALL=Z{Z2E]) OR 3
[ALL=ZI274%]) OR [ALL=AT12]) AND [ALL=%2H])
5 (((ALL=0t7L =] OR [ALL=0H7AZ]) OR [ALL=Z{Zuied]) OR 0
[ALL=Z1274%]) OR [ALL=AT2]) AND [ALL==E))
6 ((TALL=dry eye] OR [ALL=Keratoconjunctiv]) OR [ALL=Xerophthalm]) 20
OR [ALL=sjogren]) AND [ALL=hyaluron])
A & A 119




SHTHEMH|A(RISS): FUSHEXI=2

4
i

Ml 2019 38 19Y
Qi A0 M A}
1 (A . ot 71 (OR) TA| : 29l ) AND ( HH : S|UZEM) 2
2 (( TIA| - oL X (OR) TIA| @ ZtZaid ) AND ( HF| : 5|UREM) 1
3 ((TIA| - o X (OR) M| @ ZtZaid ) AND (( HA) . o1ef) 2
4 (A - oL 7% (OR) TA| - Ztzared ) AND ( FA| : Hoh 20
5 (™A o 71X (OR) A : 29l ) AND ( BA - =8 34
6 (A - ZAE OR) TA| - 4721 ) AND ( HA : 5|UREM) 0
7 ( TA| - ZaAE (OR) FIA| - 4T3 ) AND ( HH . o|UREM) 0
8 ( HA| . 29z (OR) TA| - AT ) AND (( FA| : 2t 1
9 (( TA| - ZaE (OR) FA| - 4T3 ) AND ((®A| - Fob 4
10 ( MA - Z9AE (OR) HA - *Iﬁl AND ( HH| : =B 30
11 ( A : dry eye (OR) H| : Keratoconjunctiv ) AND ( FA| : hyaluron) 24
12 ( x| : Xerophthalm (OR) A : sjogren ) AND ( A : hyaluron) 1
S=E0H & A 119
2}, BIUSHLKISS): e
Al 2019 38 192
A 20 M Aut
1 (HA=Q 1= OR MA=CHAE OR MA=ZtZ22 OR M=z 1
OR HA=£T121) AND (BX=3|Y2=)
) (FA=2t 74X OR FMA=t4% OR MAH=ZZ2H OR HA=2aizAx 1
OR TH=4T1%) AND (HH=5|Y2E)
3 (MH=2t 741X OR MA=Qt771% OR HAH=2t2%H OR M=z 1
OR Zixl=41%) AND (FiA=0tof)
4 (BA=2 71Z OR MAM=QI7iE& OR TA=ZtZ22E OR MA=Z7ix 1
OR TAl=2713) AND (BAI=E20)
5 (HA=Q 1= OR MA=CHAE OR MA=ZtZ22 OR M=%z 18
OR ZmM=AT%) AND (RMN=£E
5 (MA=dry eye OR M=Keratoconjunctiv OR X{|=Xerophthalm OR 15
Tx|=sjogren) AND (Fi&|=hyaluron)
S50AH & A 87
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Or 77 IS YEME(NDSL): Fl=2

M 20194 38 19

Pl ZM0f #M 2

1 (TIH=0t7 ZAX* OR MAM=ZZLY OR MH=2271Zx* OR ZAM=ATH) 1
AND (HA|=0|UYZZ2¥)

’ (HA|=0F ZAX* OR MA=Zt2% OR MA=Z2U7Z* OR MAl=2T%H) 1
AND (HA=5|U<LE2¥)

3 (HA|=0F AX* OR MA=Zt2% OR MA=Z27iZ* OR MA=2T%H) 3
AND (ZiH=Qtor)

4 (TIH=0t7 ZAE* OR MAM=ZZLY OR MH=2271Zx* OR ZM=ATH) 17
AND (Tx{=&ien

5 (TIH=0t7 ZAX* OR MAM=ZZLY OR MH=2Z271x* OR ZM=AT3) 16
AND (BH=ES

6 (MA|=dry eye* OR HH|=Keratoconjunctiv® OR ZI&|=Xerophthalm* OR 5

TxM|=sjogren) AND (®X|=hyaluron*)

S2H7 5
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1 CadaConca 2019 Efficacy ahd safety of 'treatment of hyposecretory Acta .
dry eye with platelet-rich plasma Opthalmologica
an the optlmum artificial tear tregtmerjt for dry eye Contact Lens &
2  Essa 2018 disease be predicted from presenting signs and :
Anterior Eye
symptoms?
Comparative study of 0.1% hyaluronic acid versus Clinical
3  Gros 2018 0.5% carboxymethylcellulose in patients with dry eye Ophthalmolo
associated with moderate keratitis or keratoconjunctivitis P ay
Effects of Lipid— Versus Sodium Hyaluronate-Containing
4 Mihaltz 2018  Eye Drops on Optical Quality and Ocular Surface Parameters  Cornea
as a Function of the Meibomian Gland Dropout Rate
Comparison of 0.2% and 0.18% hyaluronate eye .
. : X Clinical
5  Gros 2017 drops in patients with moderate to severe dry eye Ophthalmolo
with keratitis or keratoconjunctivitis P 9y
A Randomized Multicenter Study Comparing 0.1%, Journal of Ocular
6  Park 2017  0.15%, and 0.3% Sodium Hyaluronate with 0.05% Pharmacology &
Cyclosporine in the Treatment of Dry Eye Therapeutics
A randomised, parallel-group comparison study of British Journal
7  Gong 2015 diquafosol ophthalmic solution in patients with dry of
eye in China and Singapore Ophthalmology
Efficacy and safety of two new formulations of Clinical
8  Simmons 2015 artificial tears in subjects with dry eye disease: a Ophthalmolo
3-month, multicenter, active-controlled, randomized trial P ay
Additive Effect of preservative-free sodium
9  Hwang 2014  hyaluronate 0.1% in treatment of dry eye syndrome  Cornea
with diguafosol 3% eye drops
10 Cho 2013 Cpmparlsorj of autologous serum eye drops with Current Eye
different diluents Research
Efficacy of 0.18% hypotonic sodium hyaluronate .
; o . Journal Francais d
11 Baeyens 2012 ophthalmic solution in the treatment of signs and .
. Opthalmologie
symptoms of dry eye disease
Randomized, phase Il study comparing European
12 Baudouin 2012 osmoprotective carboxymethylcellulose with sodium Journal of
hyaluronate in dry eye disease Ophthalmology
13 McCann 2012 Effectiveness of artificial tears in the management Cornea

of evaporative dry eye
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Kim

Brignole
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Nepp

2012

2011
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2010

2010

2010

2008

2008

2005

2004

2002

2002

2002

2002

2001
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A randomised, double-masked comparison study of
diguafosol versus sodium hyaluronate ophthalmic
solutions in dry eye patients

Efficacy of sodium hyaluronate and carboxymethylcellulose
in treating mild to moderate dry eye disease
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Tear osmolarity measurement using the TearLabTM
Osmolarity System in the assessment of dry eye
treatment effectiveness

Comparative analysis of carmellose 0.5% versus
hyaluronate 0.15% in dry eye: a flow cytometric study

Demonstration of efficacy in the treatment of dry
eye disease with 0.18% sodium hyaluronate
ophthalmic solution (vismed, rejena)

Carbomer and sodium hyaluronate eyedrops for
moderate dry eye treatment

TERUNN 20 USHZHAS OIZT HIEI A &R
oo X|EE0to| LIt

Efficacy and safety of 0.18% sodium hyaluronate in
patients with moderate dry eye syndrome and
superficial keratitis

Trehalose versus hyaluronan or cellulose in eyedrops
for the treatment of dry eye

Long term treatment with sodium
hyaluronate—containing artificial tears reduces ocular
surface damage in patients with dry eye

Sodium hyaluronate eye drops of different osmolarity for
the treatment of dry eye in Sjogren's syndrome patients

A randomised, crossover, multicentre study to compare
the performance of 0.1% (w/v) sodium hyaluronate
with 1.4% (w/v) polyvinyl alcohol in the alleviation of
symptoms associated with dry eye syndrome

Efficacy of sodium hyaluronate eye drops of
different osmolarities in the symptomatic treatment
of dry eye patients

The clinical use of viscoelastic artificial tears and
sodium chloride in dry-eye syndrome
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Sand
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2001

2000

1999

1989

1988

1988

1987
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Comparison of hypotonic and isotonic solutions
containing sodium hyaluronate on the symptomatic
treatment of dry eye patients

Improvement of the ocular surface using hypotonic
0.4% hyaluronic acid drops in keratoconjunctivitis sicca

Double blind, randomised, placebo controlled,
crossover, multicentre study to determine the
efficacy of a 0.1% (w/v) sodium hyaluronate solution
(Fermavisc) in the treatment of dry eye syndrome

Sodium hyaluronate in the treatment of
keratoconjunctivitis sicca. A double masked clinical trial

A comparative study of the two preservative—free tear
substitutes in the management of severe dry eye

Sodium hyaluronate and polyvinyl alcohol artificial
tear preparations. A comparison in patients with
keratoconjunctivitis sicca

Topical application of hyaluronic acid and chondroitin
sulfate in the treatment of dry eyes

NE!

Ophthalmologica

Eye

British Journal
of
Ophthalmology

Acta
Ophthalmologica

Canadian Journal
of Ophthalmology

Archives of
Ophthalmology

American
Journal of
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1. AFHoll Feofst oo aAtol] tHEk ei7t7t obd 28

2. AEol Meolst Aol i HAFIF ofd 28

3. APl Holsh v HlwE0] HATEX 242 28

4. Aol Heolst it st of & EOEX] k2 28

5. AHElofl Helst AP MA SHESHK] b2 28

6. AXIt opd ATBA, letter, comment S)

7. S2AIE = MOIAA|E

8. SEAAIE stEX(of AXMEX L2 23

9 ZEQH wEE Ay

10. 3H=0iLt ¥olz EEEX| ote 29

1. 5528

2. ¥F =2 ¢

s 1 KR Rl K= HHAIALS:
Effects of artificial tear treatment on corneal epithelial

1 Cakir 2018 thickness and corneal topography findings in dry eye 10
patients
Comparison of the effect of a hyaluronate-trehalose

2 Doan 2018  solution to hyaluronate alone on Ocular Surface Disease 4
Index in patients with moderate to severe dry eye disease
Effect of Hyaluronic Acid/Trehalose in Two Different

3 Fondi 2018  Formulations on Signs and Symptoms in Patients with 2
Moderate to Severe Dry Eye Disease

Garcia Efficacy and safety of treatment of hyposecretory dry eye
4 2018 . . M
—-Conca with platelet-rich plasma

Clinical efficacy of combined topical 0.05% cyclosporine A

5 Kim 2018 and 0.1% sodium hyaluronate in the dry eyes with 2
meibomian gland dysfunction
Efficacy and safety of dual-polymer hydroxypropyl guar-

6 Labetodle 2018 and hyaluronic acid—contaihing Iupricant eyedrops for the 9
management of dry-eye disease: a randomized
double-masked clinical study
Low concentration of sodium hyaluronate temporarily

7 L 2018 elevates the tear film lipid layer thickness in dry eye 4
patients with lipid deficiency
Real-life results of switching from preserved to

8  Nasser 2018 preservative-free artificial tears containing hyaluronate in 2
patients with dry eye disease
Efficacy of eyedrops containing cross-linked hyaluronic acid

9  Postorino 2018 and coenzyme Q10 in treating patients with mild to 2
moderate dry eye

10 Ren 2018 Short-term effect of a developed warming moist chamber 5
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2017

2017
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2017

2017

2017

2016

2016
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Effect of Single Instillation of Two Hyaluronic Acid-Based
Topical Lubricants on Tear Film Thickness in Patients with
Dry Eye Syndrome
Clinical study of 3g/L sodium hyaluronate eye drops with
bromhexine hydrochloride tablets for dry eye
Efficacy and safety of acupuncture at a single BL1
acupoint in the treatment of moderate to severe dry eye
disease
= d=Z3tE Yot Ol5EE HEe A5 Sk Hju
Tear Film Stability in Sjogren Syndrome Patients Treated
with Hyaluronic Acid Versus Crosslinked Hyaluronic
Acid-Based Eye Drops
A randomized, controlled study of the efficacy and safety
of a new eyedrop formulation for moderate to severe dry
gye syndrome
Osmoprotectants, carboxymethylcellulose and hyaluronic
acid multi-ingredient eye drop: a randomised controlled
trial in moderate to severe dry eye
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