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AFO|O{(Shire)Q| Z|0|=2}(Xiidra®, MEW: 2|I/g12tAE, lifitegrast) 5% ophthalmic solution (&9t

O

o) 2 lymphocyte function associated antigen-1 (LFA-1 = CD11a/CD18 E& alB2)el ZTAHZAM

2016E 7€ O] FDAO| HAZRZ R Z2AHZ2 SQIZ|/U2D ILHO= OF2l AJHE[A| LQUCH Z[0|E2t= HQl
SIZLSO|A LIEILEE QARSI O| A AE U SASS 2 =5H7| ol 1Y 23] Q7 220 AtEst= Aot
QF0|Ct,
W il
F
Xiidra® lifitegrast ophthalmic solution 5%

=20l ofF Y dYsHA =2 HALD e == sTAY 7|18 I 2AHLE e =20 U
0] & €4stH UHs ==0| o2 Q0| Qs EFcHX|H 7tEts| AFLHRS(HYQH, dry eye syndrome,

keratoconjunctivitis sicca)ol2t & %= QIC}.

©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



T oS U Y S o on a3 ® 2 <
A 5 o = S B X ., o s _
e} = 5 o] _._._._ Xm0 9 = =
- 3 u < 2 o o =)
S bl 7 = 0| o o oF
_”__.=._ = = = = — _II — —_— -
B3 X X N H =~ oﬁ_v X o W 0
o g U = Bk ¥ %meumw_. D
ol B o = 5 o0 < = 5
_ A._—_._ |__|_ . ﬁo - __i z_l _._W o Q_o o o_
ol x T w KO xd a0 2 =
ujo > 2 w IF ol &E o) = o < S o
TR 53 o W o w X 2 o
= ~ [ iy H__.E _ < X
S T o ¢ o ol _ 3l < o 3 o
o X ol 2 ap Ou an &l _ Ll ulo c &l o
g Jo o = JH of W = 9
© 0] = 00 = H = _ o H ol
s B S &l g T <0
ol I LT s O P
| S o KTl N W oo T o5 oul N <0 il
i S ] ~ ol = el ol O ] = - 8
o) = < =T o - <z go ) = &
X 2~ mm N > ~ 9 Y A = o3  omoup
: = > S i R o = M 2 3 = & oar
= |..A||_ ™~ =~ Hn.vl 7A o :.__ O_ :._._ _._._o __o_| 3 c
= T 2 " & = X No  Ofu M S ol aw
d Y s W = oF =0k o H o oF w2 o
ar e = = 0 g Xlo
UGS . oo =3 o Koo N 70 &3
! o il oo o VI S TR X 4w Mo RO &
m - N EN ) —_— <0 == .=.._._| ~O = ﬂ._l T
— = 2_0 n.:| (@) T 1o 0 T = ol 0 (e]
T R = 2 8D 20 ®ox = % — o
o e TR Ul ol 0O  m o oy ©°f . N T F =
= m oo o + 2T W& o 0 5 X Zh o] &5 o
m._._._ = i3] ol m_ = <l [ ol 5 Ju {[o] E “n__._AI._ m o3 %0 0l
il y oot 4 - e} o P oo og " K q & o0
S ol o - o= K wo oy o o X T F o mi _. A
oH oo o T T AP oA = oo o5z
AR N —
& Mo % o o| N|o a2 0w J J N = m =~ ° o
1 ol B X< o = A X = I o
< M %o 30 AL © N Mo o - I
o oo o i & ol of O U - o<+
ol & or o g B L o oW R <] © 7P =
N[0 1o _ = nl =y o MH = 1o Q - t
X op WO = ot T ol D V0o O X 5 @ - L
Y < ¢ 3 s BB S, X i .8 0
c o - X0 c ~n of == N ~ Eihg
- = £ 100 ST 2 S g © < _w_o ~ Njo & m__ N
°. S g = = < Mo -
o o 2 %_ G 3w am BT g G oju A ©oy
Rty @z N owsE e E HETE
o= T 9 Wow s ow o W T oy ar =N
25 ol g M_ = Mo T/_u M_ s o 3 - RU WO o mr_m o
) . o o < _ ol =
Dm = o M |_)_rl 9 N O I_||_ Enl oo R o i _|_M.| |__'|_ oy v o]
Zx B o3 ol & W oo o Bl our W 9 R I B H & 20
= QO

toH

o

A A (small soluble

el H71=E RA

Ao (membrane-bound mucin)1} £H| Z%(secretory
0l

=

at
A A(gel-forming mucin)

=k
4

-G
[=]

o

—

(mucin)

24 OH
(=}

(o]
—
©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000

=
=

A
o

.I

12 glycoprotein




AFAU2SOl M2 OF22|, A2 AAA| - X|0|=2f

O
rlo
1l

A & 7HA 7|22 Srdslct

—

HA, =22 &4FY S7Htear hyperosmolarity)oll 2 FZLHS2=Z Qs tFHH 4

Fojg Yozich F, £BMoIN 4 ROl =

A
4!
o
Q
b
@
:)».
wn
w
<
S
a [

o
Hr
o
N
oy
>
mn
=
|'|J|I

=
_o'ﬂ
rir
m

o
rome, Sicca syndrome)dt HztEl ZHRb M4l AQt A A= &

==%0| =2t d(tear film instability)22 QI3 A&EE2| o2 =22 SU(
dst=0 0ol (Mei n gland) 7|58 Sit ZAO| ULt AFHRZO

unstalile TF

rf— i _\ Blepharitis \I

Environment Telieiear S Lid flora
[ Aging T MK Speed \llnliila_\ry<ll. %
- s

lEpases estermses

detergenis

Loww Humidiny

Lavw andragens k- l_ — _
[ = ] N High l MGD Xerophthalmia
Syatemic dny, .
bt o \ Evaporation ?::;:;i:it:%v
CL wear?
Inﬂurnrn,zl,ur:, \\ j‘-_\:‘-‘-\\ @

Low Tear )
lacrimal damage . Hyperosmuolarity
SSDE; NSDE! Lm"mn! Lacrimal 2
Lacrimal Fow o B 8
: 0w
\J:h.-:lruclu-.\ul Gland :
Activale
—=  MeurdsechEliey epithelial
> block 1
\ NP i
nEnrogenic . : ek
|:|I]|m||.|u'|:|:|| ‘\! F CORE ]I'lblﬂhil]l}
/.» - 1 mechanisms
imitfal lacr ||l1-1| timulation
ncre:
/ ‘\_JU‘(‘?. dy IL-1+
b -\\ S —— e TiNFo +
— A
e -«1:" nerve e AR Gablet cell,
\,\__ injury )«*“"" Shl i e | glyeocalyx mucin loss |
2 —_— —l cpithelial damage |
Refractive Surgery ,—l |

= apoptosls

CL wear
Topical anesthesia

Mechanisms of Dry Eye (&%|: www.ophthalmologymanagement.com)
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CRITICISM

aris

HRUZRZE 3 aqueous-deficient (& )1t evaporative (& SY)HEC=Z L= o UCH 7+
2%t aqueous-deficientd2 DEWS |, I, lll E= V| HHAZ Q7R AT &4(F3) =0 o2t 217

evaporatived2 w2 =HIEO=E 229 =EY0 2 == Tt A|ZH(break-up time, BUT)O||

O AZRZS ZICHSH= G 0| 712 E3| AFREl= W2 Schirmer's test (4120 ZA}D, =29 ofa|A|Zt

(tear break up time, BUT) ZAl 50| CHEZ0|H non-invasive break-up time (NIBUT), topographical

10 S
0

=
k
analysis &=

420 HAHs £29| 2HYS 2HSHs WHOR Off LHE Hot Q10| FAIBRIS Aelstol AR
T} BUT ZAHE £20t0| QHEAS WIlsts WHOR AL  HE FMokZ ok7o] Fostol M2S 0|
Ho| MM WES Meist & EAfol £2 WO 510) HSOR 200 LR AlZS 2 T9IE &
M3t

(staining score)7} =& dtH

3

t2tM, aqueous-deficientd2 4|20{2}t BUT £2|7 25 ZAStD M A
evaporative®, £5| Short BUTHO|A= BUT x| ZASHX|TE 202t ML= MjHo=z ZHAH0|

Ct.

DEWS (International Dry Eye WorkShop) LevelO|2t

-|I:I
r2
N
)

OIRAZRZO| ZZ(dry eye severity level)= Level 1, 2, 3 = 42 B8 s
T =4, Level 2= AZO 29t HAMO| = AR, Level 35 Al SA402 Ziot Z2UBR| FAg|l= H

7. Level 4= 4ot {9 FA0| |11 O|2H0] A= FROIL.

o T —

AFAU2SOl M2 OF22|, A2 AAA| - X|0|=2f @
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OFRARZO)

| M2e ojE=2x|,

QUE| 22 AA|A|
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Table 1. Dry eye severity grading scheme?®

Dry Eye Severity Level

1

| 2

3

4

Discomfort, severity
& frequency

Mild and/or episcdic;
OCCUrs under
environmaental stress

Moderate episodic or

| chronic, stress or

no stress

Severe frequent or
constant without strass

Severe and/or disabling
and constant

Visual symptoms

None or episodic mikd
fatigue

| Annoying and/or
| activity-limiting episodic

Annoying, chronic and/or
constant, limiting activity

Constant and/or
possibly disabling

mucus clumping, M
tear debris

Conjunctival injection None to mild | Mone to mild wf- et

Conjunctival staining MNone to mild | Variable Moderate to marked Marked

Corneal staining None to mild Variable Marked central Severe punctate
|severity/location) erosions
Corneal/tear signs Nana ta mild Mild debiris, 57 meniscus | Filarmentary keratilis, Filamentary keratitis,

mucus clumping, A
tear debris, ulceration

MGD vanably present I

{mm/5 min)

Lid/meibomian MGD variably present Frequent Trichasis, keratmization,
symblepharon

TFBUT (sec) Variable =10 =5 Immediate

Schirmer score ariable | s10 s5 2

* Mual have signs and symetonms, TBUT. Budrescesn bear bréak-up time. MGD: meibomian gland disepse

Dry Eye Severity Grading Scheme (£%: www.ophthalmologymanagement.com)
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NEW DRUG

CRITICISM / 2TAZZOl M2 ofF22, lE|d2l o - zlo|=at

o oE 7|2Hoz AUD

— 11—

b AT

ol

TH2tA, Level Il OlOME QISE= 020 M2 HE 71dE 71 EFSA =28 FUAME 20| At

8sts A0 S o2 =29 ¥ AFHD AASS WUAIZ|=H 202t & 4 A

OFLED S5 (QIZEE)

ATEH BEAHE 7MY ESHA AEEIE AAZ A== (USFH)0I2tL =S ILHOIM 71 B0l AL
| -

5t QZ =22 hyaluronic acid HAH 2 methylcellulose base A|A S0| QUCt QZ=ES QHEHHO|
== BEd S E20 ofLe}, HMAE HEC=Z FHE0 JUY AHAARSON SEzl= IME 429 =55
HE S8 YR0 =1, 0|2 Qo SHHEH HSS LAA7|= ELUE 7ML & & Ut

® Methylcellulose base, povidone, polyvinyl alcohol (PVA) S AHE/GXA

AREGHE FHE22 St USEES2 A=A 57|18 ASSIL 2USY ZZYE ASAHTY
M2 seAd e A (AFIEA)LE 22 0l e FIE o= E2Het 4ol S

o

=

ol

= of2l pHE RAGH| flal 27| i S wsotl A

Methylcellulose baseZ carboxymethylcellulose (CMC)2F hydroxymethylcellulose (HMC)?F U1
povidone (polyvinylpyrrolidone, PVP), polyvinyl alcohol (PVA), propylene glycol (PG), polyethylene
glycol (PEG), polysorbate 80 S0| AFRE1 QIC}

® Retinol, Retinal, Retinoic acid S H|EI2I A

=)
HIEIRZI AE FHELZ ol QU3E=52 249 AU ZEl HAE 29 =2 Eo| Al 88 R¥st=
Aoz YAy ULt
@® Hyaluronic acid
Sodium hyaluronate= MZEL2| 7|20 ZA5t= glycosaminoglycan2Z, 0|2 FHEELZE o= LAHE2

HUSH &9 BES 42 714256510 BH= D-glucuronic acid?t N-acetyl glucosamineO| BEH2ZHo=Z
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NEW DRUG

CRITICISM QHPAZRZO| MZF OF=2z|, QHOE AAA - 2|0[=2t

ZYE0] Y OEA A 4222 HZI7t =0F HEHE0l 20, 0|2 Qs QHTHRHUOIM 22 A&

O] otl(sodium hyaluronate 0.1%, 0.18% % 0.3% HotoM)= 2tot HTMEE BF5t7| 2/st0 b7
2210 B0 ALEEIM, 2007'd DEWSOIM QtrrdzE =& 1T (Level 1)FE AES HEstl AUCH
%

o
T2t multi-doses  QHAIQ] £ AR U NZY

=

[P
ol

B215t7] 25l benzalkonium chloride,
chlorobutanol, parahydroxybenzoate 0| ZE&E|0f AHZE|D UCH CHEO| 02 HFOA Ol2{st A2
HERA7t 249t MTOMZO| S48 Yo7|0 MIOMIZES| M S X|ASICH= BVt QIebz 3 28 Al

-

9| &40| Stz FR0e E2AE ototA] @2 FEEAH dSE=S AESHO0F Bttt

@® Lanolin, mineral oil, paraffin, petrolatum, wax S A|&&

AYES FHPOT S ABEBS HAUAD(UY S2AM)ZM HEO| £OF ATEUM 22f X2
S Aol AU, APt BT BAAe SHsP| G20 £2 o 3 Ho| ARSHEE AT
=28y 22y

® Diquafosol tetrasodium
Diguafosol uridine nucleotide analogZA| P2Y2 +&
O] A= 29 HIOIMZO| U= P2Y2 £EX0 Z&stHAM & 245 &HlotA ot

A
=
I, goblet cel)OMe HUM 2H|E Qi O 2 =3M(lacrimal gland)dME =&

Hr

AYS Sttt P2Y &A= G-proteint 2850 23z G MEHO=Z 31 JHO ZHE SHAIZIL
P2y +Ex= 2%, 2% HIYME, 24, AULT, AL, A JTME, Y9 OMotuAMZo =
A{SHCE.

et O] oAl E2MS AT UMM Y HAMES £8A0| B0 £F U HY 2HE 2
A IREBI| B YUZ, £EE, AYE 3 YY ATES 1SS Y Hejol I HOR 24

=
o
o Ao FOIE J1AD U F39 £

Sha=72

c=l SC0d2 =29 JFY 4522 sty QHEHO| FIESO0| FEEL CHA| Ol2{st FEEHSO0I
=2 =8 oY =299 =d¥S OPVIste Arss 7MY Mo TS A=zs AFURS =9
oie 2% B2 RISt ULt
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NEW DRUG

CRITICISM of Mze

F22|, AE|22 AAHAH - 2|0|=2t

@_

Zl0|E2lE= AUA| ofYH| SULUE=IT?
AFO|O{(Shire)Q| ‘Z|0|=2}(Xiidra®, AM&%: 2|I|g12tAE, lifitegrast) 5% ZHOtHS Jymphocyte function

associated antigen-1 (LFA-1 £= CD11a/CD18 HE£&= alB2))9 A2 ZaAH(small molecule
antagonist)2A] ‘4l SAO|M LiEtL= QHEIAZRZO A 2E 2 S 2|=0f| 2016 F 7 0| FDAO| &

A=A ZUO= OF2 AIHE|R] BEUCEH

2|0|E2t= 1Y 23|(total dose of 5 mag/eye/day, 50 pL drop volume) Pt E2J0| ALRSH= ZQHaHO|
O, &S AEY holes SHEMZRE Aot &8 @2 T 158 20| CiA| & SHOF SHCt.

A|0|E2t= o™ ef2| 7|[dZ ZFA| Y=71?

LFA-1  (ymphocyte function-associated antigen-1)2 T 2IT3 RHOH0| 22510 SHAHA|ME
(antigen-presenting cell, APQOOIM YaE0] QA= MIZE 28 HEEA-1  (intercellular adhesion
molecule-1, ICAM-1)2t ZEZ|0| UCt ICAM-12 AAARS SR=9| 2t8r & ZorR20AM ot 2sd
(over-expressed)E|0] T 21T MESD ZAE cytokinessS Sl YSH2S U7 || =t =, LFA-11}
&= 2|¢t=(cognate ligand) ICAM-10] ME S E5IH HA AHAS LGS ZUAA T & &
‘datet B4 R2|E0| MREM)E R PHYAQl BSO0| LdlstA =Tt

Z|0|E2t=  integrin ZEAHZAM  integrin  (LFA-1)2F  ZAESIHA  LFA-12F  ICAM-11H9]  AS2tE2
(LFA-1/ICAM-1 interaction)E <A|5t0{, T X0 23 Oi7icl= ESH ME &4 0|52 =23 ¢

g'ﬂ
njo
_O'E
rr
re
1

g'y

W

{ Algrol HAES XS

J
J

LFA-1 (lymphocyte function-associated antigen-1) and ICAM-1 (intercellular adhesion molecule-1)
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NEW DRUG

CRITICISM IRAZRZO| M2 O{ERx|, Qe AHAH - 20|=2}

A|0|E2te] UMAIAZS OfYHA AL U712
Z|0|E2te| UMAIEZ phase 2 study?t 3702| phase 3 study (OPUS-1, OPUS-2, OPUS-3)7f Qo0 ot
TFAZRZO| =0 A0 sign (ARl S4)2 symptom (FEAQ S4, AF)22 FEoH0] UAFHAUCE

Symptom2 A|Zt QAL 2T (visual analog scale, VAS)O| &217F 21 7|25t Yl Eye Dryness
Score (EDS)Z QtAARZO| H BSH

£ =319 20, signe 5t2t9t ZERX|£(inferior corneal staining
score, ICSS)0l| |3l QtHARZO| W HotE St

& 118139 =S Y22 1257 ¢ UALAE 429 ti= YAES Sdf 25 &AM

o
= =
Jtote HAE ARG Ol AI”OIM 2[0[=2t7t HFARZL| symptoms F signsofl D21 &S 24 Al

=
ot 27, 657 L 1254 Ao EIISIATE

=

A7 Zah, A[0|E2t HetE2 65 L 12FM AHO|M et ARS A[4(EDS)7t 7HY 3 A=A OF=

e 49| AlARS ZH24 242 AlEoME Z|0|=2t HetFEOM 257t RS o

(==}

=2
H
re
-
r
I
OlN
X

Ot=e] 4 7h24l 372 AIFEOIA 12771 FAUYS W St SER[(CSS)7F 7ty I d4% A=
ZMEIACE DIHASO| 5~25%0M 71 =2 P2 LUt 22AES 2H YRS a5, DjZgof 2

AlH A5t SOIAL.

Phase 2 Phase 3: OPUS-1
1 1
Placebo LIF 5.0% Diﬁerence[ 1 Placebo LIF 5.0% Diﬂ‘erence[ ]
Visit (N=58) (N=58) (95% CI) Visit (N=294) (N=293) (95% Cl)
< Favors LIF 5.0% < Favors LIF 5.0%
Baseline  165(0513) 1.77(0.515) Baseline  1.81(0.599)  1.84(0.597) |
Day 14 024(0.709) 006(0.522) -0.14(-0.36, 0.08) ——i Day 14 0.08(0.771) 0.04(0.734) -0.03(-0.14, 0.08) +
Day 42 0.19(0.694) 008(0.591) -0.05(-0.28, 0.17) —— Day42  -0.02(0.893) -0.14(0.861) -0.10(-0.23, 0.02) —0—«
Day 84 038(0.785) 004(0.745) -025(-050-0.00) —e— Day 84 0.17(0.819) -0.07(0.868) -0.23(-0.36,-0.10) ——
05 00 03 05 00 03
Phase 3: OPUS-2 Phase 3: OPUS-3
1 11
Placebo LIF 5.0% D»ﬁerence[ ] Placebo LIF 5.0% Difference
Visit (N=360) (N=358) {95% CI) Visit (N=356) (N=355) (95% CI)
« Favors LIF 5.0% < Favors LIF 5.0%
Baseline  240(0.722) 2.39(0.763) Baseline 246(0.746) 2.46(0.681)
Day 14 048(0798) -048(0802) -000(0.11, 0.11) + Day14  044(0775 -049(0914) -005(0.17 007) ._..,_‘
Day 42 060(0899) -069(0918) -009(022 004) '—H Day42  066(0827) -069(0941) -003(0.16 0.10) :
Day 84 -071(0943) -073(0926) -0.03(-0.16, 0.10) + Day84  -063(0.911) -0.80(0.939) -0.17(-0.30,-0.03)
0.5 00 03 0.5 00 03

Mean Change (SD) in Clinical Symptom (as measured in EDS) from Baseline over Time
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NEW DRUG
CRITICISM

9 M22 oF=22|, Q&

oiFA| - 20|z}

Phase 2 Phase 3: OPUS-1
1 1
Placebo LIF 5.0% Diﬁerence[ ] Placebo LIF 5.0% Drﬁerencel !
Visit (N=58) (N=58) (95% CI) Visit (N=294) (N=293) (95% CI)
<Favors LIF 5.0% +Favors LIF 5.0%
Baseline  518(2355) 516(2469) Baseline 416(2969) 402(2864) ;
Day 14 -30(2546) -89(2172) 51(-131, 30) i Day 14 75(2901) -67(27.36) 01(-39, 41) *
Day 42 79(1960) -17.3(24.96) 94(170,19) —e— Day 42 -8.1(30.03) 126(30.71) -42(-85 00) —0—1
Day 84 7.2(2529) 14.4(25.36) 7.3(18.1, 14) —_— Day84  -11.2(28.78) -152(31.48) A7(-89 04) —0—~
-18 10 05 -18 10 0 5
Phase 3: OPUS-2 Phase 3: OPUS-3
1 1
Placebo LIF 5.0% Diﬁerence[ ] Placebo LIF 5.0% Diﬁerem:e[ L
Visit (N=360) (N=358) (95% Cl) Visit (N=356) (N=355) (95% Cl)
«Favors LIF 5.0% <Favors LIF 5.0%
Baseline  69.2(16.76)  69.7(16.95) H Baseline 69.0(17.08) 68.3(16.88) H
Day 14 -13.1(24.04) -197(2649) 64(-100, -28) —— Day14  149(2235 227(2541) 80(114, 45 ——
Day 42 -18.2(26.51) -28.3(2769) -10.0(-138, -6.1) — Day42  -237(2598) -330(27.46) -96(134 -598) =
Day 84 228(2860) -353(2840) -123(164, 83) —— Day84  -305(2803) -377(2891) -75(116, -35) ——
R — —) — T
-18 -10 05 -18 10 0 5

Mean Change (SD) in Clinical Sign (as measured in ICSS) from Baseline over Time
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