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ISSUE & OtEI| I 2 (Atopic Dermatitis) (3)
TREND @_

B2r8.0] 7hgAdo] Homz W o] oy BHog A7|7ho] AA AFET 4 QUch
T Alekso] AED Qty. WA, Crisaborole(HE: §3 A 2% A1, Eucrisa®)2 Hxo 24

PDE-4 oAIA] 2% AMEA 24 o4 Ameld FELE ofEn wR'e] 19 28] EE ATAR 59

903, Fole ot AAEA] ¢Iokeh. EF Dupilumab(HE%: FHHE mad= Z Dupixent®)e Hx

o] FESHAAAR! IL-4Ra AAAZE 20179 39 w] FDA® 20189 3 =UollA ‘FABAR A3
ZAEZ] GAY ol At A HA e FFEONA FF ofENuEE A 2o A=, o] of2
=502 T FAFZEIAHZO|ES} HEoR oo &It}

A7 oEMHRGe] Mgt AR RET JYIA o|F £ S SHL ofEwmm

Amo] M= Aspge] 2 Aoz 7|dis) £

AlOk
—_"
m] Crisaborole(Z2ALRE, AZW: S3I A} 2% A3, Fucrisa®, Pfizer)

Crisaborole % z9] =tAPDE-4 AA| 2% A=A 2016W 129 1] FDAOJA 24 o]4F2] HofA

Sk ofEd mEgel 19 28] =2 duAz FAHUML, Hole oFd 2/H=A] ot

@3l 4 PDE(phosphodiesterase)©] Teqt B2 cAMPE FAAAIA HF4 AolEFRRIS] Aito]l F7t

ARtk o]5E2 IFN-y & oAt ThO MZE Th2 H=Z=2Z E3lsH stedl Toigch, @@ oA e

rr

cAMP-PDE®] &4Jo] F7t=o] B Aol ofet IgEe] /g3 Th2 AlxEof ogt IL-49] Aita F7HA7]
g TSt  SAME Th2  cytokine®l  IL-59] 95 &ASEM,  eotaxin¥t  MCP(monocyte

chemoattractant protein)ol] oJof THE=Z9] o]Fo] FLHT},

ol °fAl= PDE-4E <Alst] MZW cAMPE J7HAZIH. 7o JFAZAAE] cAMPE F7h=

NFAT(nuclear factor of activated T—celD)E ZFgste] IL-2, 4, 31 W TNF-a 59 H=2 AAA|7]1

NF y B(nuclear factor—y B)E A5} IL-1, 23, 26, TNF-a 9 [FN-y 59 &2 AA A ZI.

9 ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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Atopic dermatitis PDES inhibition
G-Protein Receptor G-Protein Receptor

<
112, i, A JALT, L8,
23, |L= 25
w31 TNRa M O PR IL-31. TNE-a

PDE4 Inhibiton in Atopic Dermatitis(Z*: www.sciencedirect.com)

[ Dupilumab(F2 235, AEY: FYJE gD F, Dupixent®, AHed]-2]Au|E)

SRdEL Hzo AESAAA [L-4Re AAAZ 20179 39 1] FDASH 20181 39 el q =i
AmAR AAs] 2AEA GAY o5 @A BF HA e FEEOA FE otemuied 4 §xol

AR, o] e PEOR EL FAnZE|nAdZoSol WEOR Koo HeIsdrt

o] oFAlE AelA A 2 600mg(300mgS THE FelRelz A% 23)Relsty, ol
300mge WshEARITE EG o ML BE Ei FaI2EIAHRSet HEoE Folgth FALA
SUANAE ST & glovt, AF, B, HY £9 L A7) 29 2 BAVL HE Rololst AEsES

gtk

[

o eFAl:

A7 FEE [gG4 FAHRA Type | £EA(IL-4Ra/y )5 Tl IL-4 AsALS 181
Type 11 84 (L-4Ra/IL-13Ra)E 55 IL-4 ¥ [L-13 ASHEE FAo] 5T 2Jdste] G527 #o]

E7}QI, chemokines, IgE 59 H&& At

_IF_,

HAE (dupilumab)= AAEZdez @oz2d YE2|FH(nemolizumab), 'EZZ7]%FH (tralokinumab)'

Hop b oPMEA se] EAE SR Qi

=i
T

94

oS,
o
e
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Dupilumab

||.-4\, IL-13
B )

. !
IL-3Ra IL-4Ra ) IL-13Ral

°T°°T°T°°°T°T°°T°T o
aLoooo:Loo-::ch:c:LJaoJ: M&'M

JAKY
re INE LT
Type | receptor Type  receplor
B oalls, T calls. monocyies, Epfhaisl cals,
aeasmophiis, fbrobiasis smodlh muscis calis robissts,

manocyies, actvaied B calls

Duplilumab(Z*; www.slideshare.net)

(w] EUCRISA

ofEmu R =7t 7hHst HEHAH (body surface area, BSA) 5%1A 95%5 731 241914 T9A] 7HA]

Z 1,522%(86.3%+= 2AI°1A4 174 712 3xhE& ez & AT (trial 1, 2)7F Y= .

714 (Baseline) oAl §4A<Q otEmmBA(ZY, A3/, A4E/7H]) T4 004 471729 F3F %
(severity) & F+2o19S ™, ISGA(Investigator’s Static Global Assessment) score 2(F%)el lFst= 2o

38.5%°19141, ISGA score 3(F5T)ol alEdt= A= 61.5%°] ATt

5 AT

L2519t Vehicle EEw7 UCRISA EXZ7} Hlwsle] 12 H7ixEE 2094 ©AE Az A3

rr

geale 212 249 Wdste] 717 UCRISA EE vehice(@uDE 19 23] 2897

o, ISGA YA Gucess in ISGA)L 7|&F4Ao=2 BE 280lA A ISGA F score 0 clear(7]Z3E),

score 12 almost clear(A 2] 7jZshH o= st

WA B, ATAH TSk otEuuEH Ao 1A 84 Bt 29€9A Trial 1o1A

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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FUCRISA T 32.8%1F Vehicle Et 25.4%, Trial 20fA] EUCRISA =X 31.4%3} VehicleTE X

18.0%2 A4A F84°] dSHAH.(Table 2)

Table 2: Primary Efficacy Outcomes in Subjects with Mild to Moderate Atopic
Dermatitis at Day 29

Trial 1 Trial 2
EUCRISA Vehicle EUCRISA Vehicle
(N=503) (N=256) (N=513) (N=250)
Success in ISGA™ 32.8% 25.4% 31.4% 18.0%
* Defined as an ISGA score of Clear (0) or Almost Clear (1) with a 2-grade or greater improvement from

baseline.

AooAA Tk oty ShxfofA 29UZ o AA EUCRISA ZZ3t VehicleeZwo] ISGA &
dEoltt.(Figure 1)

Figure 1: Success in ISGA™ Over Time in Subjects with Mild to Moderate Atopic

Dermatitis
Trial 1 Trial 2
1001 1 ——
®*  FUCRISA Ointment EUCRISA Ointment
g0{*4 Vehicloe Ointment o0 =~ Vehicle Ointment
3 5
g 80 “:'?, 30
8 7o 2 70
2
g 80 g 60
L - &
50
=z ° s
T £
* a0 ® a0
- -
B a0 | g
k) B
4—‘ =
& - @
2 30 S s
0 g
L -a
o=

? Success is defined as an ISGA score of Clear (0) or Almost Clear (1) with a 2-grade or greater improvement from
baseline.

(] DUPIXENT

s Efficacy(FE4)

Al DA (Trial 1, 2 & 3)= =LA o olsf AHdolA XHo| ¢tE= 184 o9 FEEolA 5
olENImEE 2} 21199-S didoz F29] oW, kiR, thr|dolA MY Ak ARk
Aol S35 E = IGA(Investigator’'s Global Assessment) score 0—-40f4] 30]4F(>3), EASI(Eczema Area and

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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Severity Index) score 0-72904] 160]%H(>16), 12|11 #4 BSA(body surface area) 10% ©J43l ¢z AA

ssaet.

1A A AL F 52%= IGA score 3(FTE)0lAL 48%+= score 4(FF)olA, 7|FH] Hit
EASI scorex 3309 ow Tt 7|4 o Hd i 7F35(baseline weekly averaged peak pruritus)

NRS(Numeric Rating Scale)= 0-10 & 7°0]%itt.

Al AT B0 DUPIXENT Eoje A-S(0F4) DUPIXENT 600mg, thH-E u 2534(Q2W)
300mgE motFAtelqlnt. o] & ©EaW(Trial 1, 2)2 1653F DUPIXENT =2 $JoFS Fofotqirt. B3
QX (Trial 3)oA= 5257F DUPIXENT &2 f]okE FAAEHZO|EA(TCS}E Zo] Tixsta BeA 4=,

=, RS, A7l 522 AR JAA(TCDE 23

1237 A3 A3} Trial 19]A4 IGAQ &2 1) DUPIXENT Eol 38% vs. 9k 10%, EASI-75=
DUPIXENT Eo# 51% vs. 9o+ 15%, EASI-90= DUPIXENT EFoJi 36% vs. $JeF#+ 8%o]gom
NRS(>4) 7§4-& DUPIXENT Foiit 41% vs. Yk 12%°] At

Trial 2014 IGA(0 &2 1) DUPIXENT FoJ 36% vs. 91t 9%, EASI-75+= DUPIXENT Fo+
44% vs. 919k 12%, EASI-90+= DUPIXENT Foft 30% vs. 9okt 7%l o™ NRS(=4) WA

DUPIXENT EoJi 36% vs. ek 10%°] 2 ch.

Trial 3ollA IGA(0 &2 1) DUPIXENT+TCS Foli 39% vs. §eF+TCSTEw 12%, EASI-75%
DUPIXENT T 69% vs. F+TCS FoIF 23%, EASI-90= DUPIXENT Foli 40% vs. 12F+TCS

Eoi 11%0]19.91 NRS(=4) /A4S DUPIXENT EoZ 59% vs. QIk+TCS FEold 20%°] 4t}

[5) ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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Table 2: Efficacy Results of DUPIXENT With or Without Concomjtant
TCS at Week 16 (FAS)

Trial 1 Trial 2 Trial 3
DUPIXENT | Placebo | DUPIXENT | Placebo | DUPIXENT | Placebo
300 mg 300 mg 300mg | +TCS
Q2w Q2w Q2W +
TCS

Number of
subjects
randomized 224 224 233 236 106 315
(FAS)®
IGA 0 or 1be 38% 10% 36% 9% 39% 12%
EASI-75¢ 51% 15% 44% 12% 69% 23%
EASI-90¢ 36% 8% 30% 7% 40% 11%
Number of
subjects with
baseline 213 212 225 221 102 299
Peak Pruritus
NRS score =4
Peak Pruritus
NRS (>4-point| 41% 12% 36% 10% 59% 20%
improvement)®

2 Full Analysis Set (FAS) includes all subjects randomized.

P Responder was defined as a subject with IGA 0 or 1 (“clear” or *“almost clear™)
with a reduction of =2 points on a 0-4 IGA scale.

¢ Subjects who received rescue treatment or with missing data were considered
as non-responders.

whebd, Al QAT BEAA giokE E] 4

fagoz BrEh £5] DUPIXENT+TCS £
wol DUPIXENT @5 FojuEet A7 oA SAHCR g whet zfol= Holx] okgit.

Trial 13 2014 1653t 24 NRS 45014 7Add 2] vlgof tigt Zdelth.(Figure 1) F A+l

__'Z_
A 79 ARE e @A AR

rb
rlr
Z
o{o
_H
ri
N
_o\_L
¥
o
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Figure 1: Proportion of Subjects with >4-poeint Improvement on the
Pruritus NRS in Trial 1? and Trial 2* Studies (FAS)®
Trial 1 Trial 2
100 . 100 p
) —m— DUPIXENT 200 mg Q2W [N=213) —a— DUPIXENT 300 mg QW (N=225)
FOF|_a- Placsbo (N=212) Or| @~ Placeba {N=221)
&£ Bof # 8o}
£ 70f £ 70}
o, L
f-_,ﬂ" 80 § 60 b
5 sof 5 S50F
§ an} sos% § ao} R
2 3ot 2 3of
o =4
B 20F = o}
nE ——m—m————m T . 12.3% ok e . 9.5%
B Pt T et M R SR S PR
(4] 2 4 & 8 10 12 14 16 2 4 & B 10 12 14 16
Weels Weeks
3 In the primary analyses of the efficacy endpoints, subjects who received rescue
treatment or with missing data were considered non-responders.
& Full Analysis Set (FAS) includes all subjects randomized.

Trial 32 DUPIXENT Tt & w2t 35390 tisf DUPIXENT+TCS Fofatt 9Ief+TCS Foft
o Rarg] wjgstel 5257 A%H PAFATolct

At Axt Trial 304 1659} 5254 BT HHe-S ®ol &2} DUPIXENT+TCS Fo7 22% vs.
AF+TCS FAT 7%, 16507 ¥he-S B9l #ap= DUPIXENT+TCS Foli 20% vs. HF+TCS Foi

1%, 5257 ¥Fg2 HQl 22k= DUPIXENT+TCS Foiwt 13% vs. 9I9F+TCS Foldt 6%, 1652t 5254

Ho
4
rL
olo
o
rO
T
o
ok
)
rlr

DUPIXENT+TCS Tt 44% vs. 9IeH+TCS Fo# 80%, &4 5254 v

HQl 3= DUPIXENT+TCS Fofit 36% vs. fIF+TCS Tl 13%°] %t whebA|, DUPIXENT+TCS
S0l 9oHTCS Fold Hr} 1659t 5274 kst A%H o2 g Hol: Aoz PaHL:
Table 3:  Efficacy Resulis (IGA O or 1) of DUPIXENT with Concomitant
TCS at Week 16 and 52
DUPIXENT Placebo + TCS
300 mg Q2W + TCS
Number of Subjects® 89 264
Responder®® at 22% 7%
Week 16 and 52
Responder at Week 16 20% 7%
but Non-responder at
Week 52
Non-responder at 13% 6%
Week 16 and
Responder at Week 52
Non-responder at 44% 80%
Week 16 and 52
Overall Responderbs 36% 13%
Rate at Week 52
2 In Trial 3, of the 421 randomized and treated subjects, 68 subjects
(16%) had not been on study for 52 weeks at the time of data analysis.
b Responder was defined as a subject with IGA 0 or 1 (“clear” or “almost
clear”) with a reduction of >2 points on a 0-4 |IGA scale.
¢ Subjects who received rescue treatment or with missing data were
considered as non-responders.

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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= QF A (Safety)

167t DUPIXENT Fo vs. Yok, DUPIXENT+TCS Fof vs. 9IeF+TCS Tl Hlwst] 1%

ol el Fafireg> F= FAFES FAE, 299, A= So] wEE I,

Table 1: Adverse Reactions Occurring in =1% of the DUPIXENT
Monotherapy Group or the DUPEXENT + TCS Group in the
Atopic Dermatitis Trials through Week 16

DUPIXENT Monotherapy® DUPIXENT + TCS®

Adverse DUPIXENT Placebo DUPIXENT | Placebo +
Reaction 300 mg 300 mg TCS

azwe Qz2we + TCS

N=529 N=517 N=110 N=315

n (%) n (%) n (%) n (%)
Injection site 51 (10) 28 (5) 11 (10) 18 (6)
reactions
Conjunctivitis® 51 (10) 12 (2) 10 (9) 15 (5)
Blepharitis 2 (<1) 1 (<1) 5 (B) 2 (1)
Oral herpes 20 (4) 8 (2 3 (3) 5 (2)
Keratitis® 1 (<1) 0 4 (4) 0
Eye pruritus 3 (1) 1 (<1) 2 (2) 2 (1)
Other herpes 10 (2) & (1) 1 (1) 1 (<1}
simplex virus
infection”®
Dry eye 1 (<1) [0} 2 (2) 1 (<1)

a pooled analysis of Trials 1, 2, and 4

b analysis of Trial 3 where subjects were on background TCS therapy

S DUPEXENT 600 mg at Week O, followed by 300 mg every two weeks

9 Conjunctivitis cluster includes conjunctivitis, allergic conjunctivitis, bacterial
conjunctivitis, viral conjunctivitis, giant papillary conjunctivitis, eye irritation, and
eye inflammation.

¢ Keratitis cluster includes keratitis, ulcerative keratitis, allergic keratitis, atopic
keratoconjunctivitis, and ophthalmic herpes simplex.

F Other herpes simplex virus infection cluster includes herpes simplex, genital

herpes, herpes simplex otitis externa, and herpes virus infection, but excludes
eczema herpeticum.

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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Aol ofyet wHiAgto g A ZHEE A|HE FAAHROIEAY SAZARHAAA o2 27
|25 Adstal /4ol TAE Fok A&H o2 {8 AT stojof girh. shA|Tt o]F F ofAE+
olEM Ry AmE o AtHol Hrt

o] FDA Aok = 832 AHEucrisa®, AEY: crisaborole, AR E) AT ZAPDE-4 AAAZ 24
o9 ArolA Tk ofEMuRge] 1Y 23] Ex'2 AL, SUole ofd ATNEHA gt o]
ofll= PDE-45 AAlsto] AlZYl cAMPE F7HA HE5FA AolE7IQ10) WEs JAXN7IY FHF54
Aol E7HQI0] WrES SV A U S RAANZIE 282 7R . mebA o] ofAlE AF9 of

Equigel S48 A B 7€ ARt ¥R Aol e Zlez ottt

SpARE o] opAle] YAATE Fushd Foir|Zh WA W mus BEe] tig dae] Aubez mx
St 71E SHAE(FALH RIS @ FAZANUIAA B)Te] HILAYE obd olRojAA] ghe A

_"7_
ot & o #7149 YAt BaF Aoz Held

Fzo| otExu o] PESFHAAQ FulAE (Dupixent®, AEW: dupilumab, FEFH)E [L-4Ra
AAA =z ‘HaAaAZ Ads] 2AHA AU ol AmATE A% HA = FFEONAM FF5 otEX
mRg A o 7. o] 2 THEe AT EEFAHZO|ES} HEOoR Fof'o] AT
SEAFE o] oAl AolgateA o] Abgo] AlftEE TS 7R St o] ofAle ofEn mEHyt P
717 AT FUEARE AAAE A2F(Th2 23 WY §hgo| et F 712 Fa Ko|EZ]] [L-4 4
|5+
(tralokinumab) 5 AEAALt BAX A JAK AA|A| baricitinib® A7]E 7ol Slct.

Fli‘

-
¢

ol
rr

IL-13¢] ABHLE

12
>

7134 7HA 2 St FHAE O Y& FH (nemolizumab), EE 27|+

dom Mz 7Has ARAZ e T2 & e FAzes H4 S|28R 84 224, PAR 2

N

AGA, opioid Z&A, IL-31 AA|, TRPV1 Z8A| o] dEZ ot} tH IFYAME 725 L2l
FEFM(leukotriene)& 2pdst= AlAl #zx9] 7HS5ABAI7E A4 Sl Ad ofEm IR oA AA
Xzl Z7|MEE o] g Ak F£H| Fof ot mwetA, otEmuRdyt rtEIS A BA ] A3t AT

2oz AYPEo] tofet 719 Aofse] AEEHE 7.

N
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2tz

2 Aok 3)7bAta

o] FDA 3170k}

20159 3123 opEmm R A7 stol=atel

Journal of Life Science 2017 Vol. 27. No. 5. 600~610

Kor. J. Aesthet. Cosmetol., Vol. 13 No. 6, 713-720, December 2015
Kor. J. Aesthet. Cosmetol., Vol. 13 No. 6, 713-720, December 2015
AAD clinical guideline, ] Am Acad Dermatol. 2014 Jul;71(1):116-32.
] Korean Med Assoc 2015 May; 58(5): 433-440

Allergy Asthma Respir Dis 2(1):8-15, March 2014

] Korean Med Assoc 2014 March; 57(3): 212-217

] Korean Med Assoc 2014 March; 57(3): 226-233

Allergy Asthma Respir Dis 1(1):20-28, March 2013

o sto] 2u}ste] x| 2013;51(4):243~248

Korean Journal of Investigative Dermatology 2007 ; Vol. 14, No. 3, pp. 67 - 72
25 Qe AR
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