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1. ZC®IZ :

EIESDOH N - Z R ORR O T DT, T CESICESWEEREAR RS b B,
BT, TEORHEEMOMAIT L 0 | HURE KRS OGN e R IESE 2 H T 5 R
BEABENBF T, ZhODEER L BEICKLE L 35 BEIGEIICEMT 5 = & SREOMEE
&80 TRY, HMEMBOEE L WEOEATE 2016 (L2846 A 2 AMERE) BT
b, EHNERRSSOMMOREIHELKE - &L ShTna,

BRI AT A ERRIT KEERASCERM T 0 7 7 A AREFOERS &SI
BRbzliidhb, Z0kd, BHHERUEZLMICET3HERA+SEHEN5 £ TOM, Y
HERBOBELMR R B L LA ENSBFITH LTHEAT 5 & & bl BUEAN %R
LB BRI A & 5 2 L RN AREA — E O B2 T EFRSE CEM T3 - L NEE
Th 5,

L7eo T, AHA 74 Tk, AREESL N E TIE LN TV B EREEY - #41
AMICESE | UTOERSOREAFEALHET 2880 b LEAREE, EX FRUOEES
AT, '

BB, BHAA BT A 03, WIATHIEAEERERBBROME, —EEEARAT L
X—FR —RHEFAIEA BRI ERYES BANRT LA R—%2 ARHEEEA B AR
FERO—HEEEA AABRNBES OB Db LR L,

HELRPERS T a2y NETE30mg V) v Y (—f4 : Fat i~ GBETHEER

z))

HE e IpE  REXWE EFHEICL > CTbMEERE = ho— A TEXAVWEREXIT
BIROBEICRD) .

HELRHMERORE BE. RARD 2 BUEO/NRBIZIZF 2 v~ EETERL) LT
MIENZ 600mg 2 F#HE L, £0%IT 118 300mg % 2 BEE TR TRET
%,
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2. ARIORE. EABF

Fab sy PETEOmg VY Y (—REA T ab <7 (BEFEEZ) | DT IR
#1 ) 1%, Regeneron Pharmaceuticals, Inc. 238/ L 72, Interleukin (IL) -4 ZAFEKL T IL-13 %
BEEHERLTWS IL4 SAET7VT 7 (IL4Ra) V7 a2=y MIFEEL, VH RTHD
IL4 KOVL-13 2/ Lie v 7P VinE R ET 2B FRABRR E b 5G4 T/ 7 m—F Lk
Thd, ;

IL-4 BROVIL-13 241 LIz o 7T MRERE T, 2 BIRERR 2 B~ =T (Th2) Ris%
&) RO Th MIBOEHAECHS L, KREXHERMLOBEET 27 b e—k/ /7 L
XF—MRBORRBICEELRREZ R LB 250 TW5 (Nat Rev Immunol 2015; 15: 57-65,
Am J Respir Crit Care Med 2009; 180: 388-95) , 7z, Th2 Ml AT ¥4 VA VIIRiE
L DR CIHRERIE LS A FE L KRB SR B CRREBERECEET 5 EXLNT
Wa, BLEX Y, AFNE. IL4 ROIL-13 OV VP URERKBEFETAZ LIZLED, KEX
BB L CIRRIBR AT L SIS,



3. BEEREE
R[E S BEFBRRIC L > THHEERE = > b v — L T&E QRWEE UTEER O &I
[R5) ORI EITo = EREERRBROBE L =T,

EHEL RSB MRS (EFC13579 3UR)

[ABrooigz]

AR EEAROWAAT v RE (UTF, (1CS) ) RUOZOMoOEHEEE LA L
Thbar ba—RRO 12 R LOKEWEEE 1,902 5] (AARA 114 flz25Te) X8R
I2.ICS RUVE DL ORHIEEID1~2 Bt T TORFOE DR VR EMERETT 2720,
7T R REIE A EE R TR LR B S i S Tz,

AL - A&, A2%1200mg (FIEIOA 400mg) . 300mg (FIEIDOH 600mg) Xit 77 &R
Z2HEFER T2 BME TRET 252 L LREIN, ICS RUEDOMORHEEIE 1~2 Fl% 2
7V —= U TRICHRESN AR THATAZ L EREShL,

AEMEOFEFME R X, ¥ 52 BHE F TOEERSHEIOERRHERR O E 12 8%
28T OREXILEFEBRLHID FEV, OX—R T A h b DE{LED co-primary endpoint & 5%

EXhi,
KR ERDBER. RBRULOKEXIMEBE T, UTOREELHEZTI L L ENTE,
(ERBINEKE)

> FTHEXEISHAED CORVEMEHEE 1~2 &2 R7 ) —=v 780 3 5 B L LR
BERANOAZ Y —= RO 1 WAL ERIM O —ERAE TR L THERALTW3

> R[ESILRERERTO FEV) 23 FRIED 80%LLT (17 BT ik 90%LLTF)

ACQ Aa 71580k

> HATEZE—/L200~400 pg F 5% O FEVIZ 12%EL Lotk FE S 200 mL LA LD AT
PEDFED BB,

> 1HELNICHEEIH L TREMRT o s FEORESR 1 EILL ST - i BBk
L ABGE LIRSS REZZ L

A4

[#&R]
ARAENRE SINAA300mg/2mL # (LATF, TAKEE ) &, ML TYEAR
BRI T2Z L ENETT7 2R 2mL B (UT., (77 2REE] ) OREOHRERT S,

(R %hHE)

AMED EERHEE R Th 285 52 B% E TOEEWBHEOEMERER RS 12 8
Bz DREIILRER LMD FEVI DR—RF A VL OELBRIR IR TK 20D LBY
THY ., 77 RE L AFB L OMILBIC BT, MEEFEEE CHICHFHREEER

U REFEEAM B AIBEE LT, [LABALY). v = b ) = ZAFERE (LT, TLTRAY . RERERELAD ) VF
BRI (LT, [LAMAL) . AFAFH L FUHE

2 KOOX QORGP LERGEOE /L EEWMBMEL ERE L  O2FAT oA FEO 3 BRU ELOERS, Oy
AT aA NEOEEPLEREIC X S ABEXIL ER 053

D INFHY TR BEAT A (UUF, TFP]) 500 pg/H B4k 2,000 ug/B EUTFABY, A53RA 5 OBRE TIE, 18 3%LL
13 FP 400 pg/ B 2L E 2,000 pg/ A LATHEM, 17 BREAT I FP 200 pg/H 8L E 2,000 pg/ A LATHY & iz, B, AHIC
BIT3 FP OARAERIE. RATEREKX0 A, /PMETEK200ug/HTH S,
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R b,

£1 HB#E5 BRI TOEEREMEBEOFRAERE IITEH)

A8 75 REE

. L enm eum
REIEHE (A-4F) 612.5 3132
mEIERR G (B) 343 342
EREEREE (E/A-F) 0.560 1.092

SEREEREFER Y (E/A-F) [95%EHEXM] 0.524 [0.450, 0.611] 0.970 [0.810, 1.160]
TR R L O Y [95%EEKXE] 0.540 [0.430, 0.680]
pfE® <0.0001

a) RERE, Fl, MR, <X T UREOMPHFEERERSY, N—X T A VO ICS AR, 1 FUNOEE
W BHMEORRES L ALK L L, BRHHOMBEREL S 7y PEKE LEROZHEREF )V

£2 BE5 L2BERIIRTAREIIWBEERERIO FEV, (L) O_—25 4 o bOELE (TT £H)

BRER ARHBE 77 A
N—2 G4 B 1.78+0.60 (633) 1.75£0.57 (321)
®5 12 B 2.09=0.70 (610) 1.93%0.68 (313)
R—Z 54 VINLDEE 0.31£0.43 (610) 0.18+0.39 (313)
7 /: = o %
7"7tﬂ¥<‘:€§ [95%(E#EIX 0.13 [0.08, 0.18]
b Y <0.0001

ERYE LB RERE (B v

a) TEM. Fhp. M BE, . ~—X 7 A VEOMPEFERERS, N—R T A U
D ICS A&, FHMmES, BEHLIMEEROREER, N—25 1 B, ~—2FA
& SRR RO RZEEH 2 BB & L 72 Mixed-effect model with repeated measures (MMRM)
. fEREREEIZIT unstructured ZRE Lz,

R—R 5 A WD ICS BRI O EFMATERILR 3 ROR 4, X—R T A VEEDEN
A A= —DEGBOMIEFBIHERIIR S KUK 6 DLRY ThoTe, REB. MPhf
BABREK. FeNOMREE, MIHHF~CY A RFARE, MK F# IgE IR M= 4% %303
BREZ, WThb 2BRE~—T—L EhTVD,

#3 RN—RTA D ICS BEHNOES 52 B COREEWRSEBEOERBHRE (ITT£ERM)

ARAEE 75 K
T ey . emw _ aem
REZHR (N -4F) 310.7 1627
EHE U BISERRBER (B) 210 193
ICS FEREERRE (E/AN-F) 0.676 1.186
FRIRERERR ;?]/ A ) [95%IEIK 0.639 [0.523, 0.780] 1038 [0.818, 1317]
7T REEE DY [95%EHEKH] 0.615 [0.456, 0.830]
] ASFIEE 75 REE
A S ™ gt | el 171D e ) P A 117 it
HREZUIE (A 4F) 2952 1474
TRE e RS E R AR (E) 131 147
Ics EREERBER (BE/A-4) 0.444 0.997
FREBRRERE ;?']/ A ), [95%(RRIK 0.414 [0.325, 0.527] 0.879 [0.667, 1.160]
TR E O P [95%(E5E X ] 0.471 [0.329, 0.674]

a) BWEEE, ElH, HIK, N— 2T A VRO FIRERIKK S, N—R 51 VO ICS AR, 1 EUAOEER
BREORRERZHIPEKE L. BE0NoMELREL S 7y N ERE LA TEERE T L



F4 N—254 O ICS AENORE 12 BRICBITAREXILEERER FEV, (L) OF{E (ITT£H)
BERE AFIEE 75 R EE
R— 25 A B 1.702£0.60 (323) 1.65:£0.50 (167)
EBHE #E 12 8% 2.00£0.68 (309) 1.850.64 (162)
'ICS N2 FA b OEE 0.32£0.43 (309) 0.20%0.40 (162)
7“7“zﬂ<§¥&0é§ D [95%IEEKX 0.12 [0.04, 0.19]
P58 AFIE R
R—R 51 B 1.87£0.59 (303) 1.86£0.62 (151)
FHE 5 12 % 2.16£0.72 (294) 2.02£0.73 (148)
ICS R—2 54 b OELE 0.29+0.43 (294) 0.16+0.39 (148)
7°7-!27J<E¥<‘:€§ D [95%(S#EIX 0.14 [0.06, 0.22] :

i EERE (BIE0
a) WEEE, FEh, MR, FR, HIK, =5 A UM PIBEREK S, R—ZX 51 LEEO ICS B
B, FEmEE S, BEH LFMFESOREER, R—X T 1 UE. A=A T A ELFMEEOREE
A& 325 % E Lz MMRM #. 1HEREIZI1 unstructured 2RE LT,

£S5 B AT A —OERFHIOEERGEBEOEMERE ITTEH )

oAk X5 ERBEERBRE (B/A-F F3)) 7T e REEL DL
(R—2F A BE) ARKIBE 75 ¥ Rk [95% IS X ]

150/uL K5 0.805 (181) 0.779 (83) 1.149 [0.747, 1.767]

sl 150/uL S _E 300/uL K5 0.475 (175) 0.845 (95) 0.55710.350, 0.888]
IR ER AL 300/uL LL_E 500/pL AR 0.496 (136) 1.393 (68) 0.366 [0.225, 0.596]
500/uL 2Lk 0.413 (141) 1.486 (74) 0.287 [0.184, 0.449]

25 ppb A 0.639 (317) 0.863 (144) 0.792 [0.572, 1.098]

FeNO 25 ppb LL_E 50 ppb K 0.489 (186) 1.183 (97) 0.442 [0.282, 0.693]
50 ppb LL 0.485 (124) 1.444 (75) - 0.305 [0.188, 0.494]

61 TU/mL ¥ 0.681 (149) 0.792 (83) 0.817 [0.511, 1.307}

2 1oE B 61 IU/mL Lk E 167 TU/mL i 0.535 (156) 1.344 (74) 0.420 [0.275, 0.641]
167 IU/mL LAk 449 TU/mL % 0.616 (164) 1.008 (84) 0.685 [0.424, 1.106]

449 TU/mL LA E 0.402 (157) 1291 (77) 0.375 [0.232, 0.606]

BE (RYVFRFVREREAFZ X3 OBIERER 31 4 3 ARACIRBRERNTH 5.)

53.9 ng/mL Kk 0.660 (155) 1.024 (78) 0.657 [0.420, 1.026]

~YFRF | 539 ng/mL L 69.4 ng/mL Kl 0.501 (145) 0.985 (71) 0.521 [0.333, 0.814]
HE 69.4 ng/mL LA _E 92.3 ng/mL i 0.656 (157) 1.133 (77) 0.605 [0.373, 0.982]

92.3 ng/mL BA k- 0426 (139) 1.327 (75) 0.307 [0.184, 0.512]

24.0 pg/mL i 0.657 (151) 1.101 (89) 0.603 [0.393, 0.925]

TAF ¥ [ 24.0 pgml L E 382 pg/mL Al 0.600 (160) 0.904 (73) 0.733 [0.459, 1.172]
3 E 38.2 pg/mL B4 _E 60.8 pg/mL i 0.525 (171) 0.895 (70) 0.599 [0.364, 0.987]
60.8 pg/mL Bi L 0.474 (143) 1.336 (36) 0.360 [0.226, 0.574]

a) MIGEMWMEL, RUARFUBE, =4 F XT3 BEIZ OV TSR

b) XY A AT EEORSBIOESERMBENTIL,
o) BERE, Fil, MK, N2 T4 UROMPHBREXS . N—2 7 A VRO ICS AR, | FLNOEEREEEOREE

18 i L DB & MBI £

BEHRAEEE L. BEYHONREREL A 7y MEKE LEAOZHEERET v




£ 6 FHAAAw—H—DRSH O20EE 12 BEIIRIT HREMEERR SR FEV, (L) OFE (ITTE£HY)

5 12:8%D 57 FEV, (L) O~—

AN P = % ; <)
il 2= (<A ) 27k al bk 7 st
ASHIEE 75 R
150/uL A 0.19+0.37 (176) 0.11+0.41 (83) 0.09 [—0.01,0.18]
me 150/uL PA _E 300/uL i 0.22+0.45 (168) 0.22+0.36 (90) —0.00 [—0.10,0.10]
SRRk 300/uL. LA E 500/uL il 0.36%+0.39 (131) 0.17%£0.39 (66) 0.18[0.07, 0:30]
500/uL LA E 0.50+0.45 (135) 0.220.41 (73) 0.30 [0.19, 0.42]
25 ppb R 0.20=0.37 (309) 0.17£0.36 (141) 0.03 [—0.04, 0.10]
FeNO .25 ppb LA 50 ppb ik _0.32£0.40 (182) 0.18£0.37 (94) 0.12 [0.03, 0.21]
50 ppb LA E 0.59+0.51 (113) 0.2010.48 (73) 0.39 [0.26, 0.52]
61 IU/mL i 0.2130.36 (143) 0.19%0.39 (78) 0.05 [—0.04, 0.14]
2 g 61 IU/mL LA_E 167 TU/mL A 0.28%0.38 (151) 0.2310.40 (73) 0.05 [—0.05, 0.15]
167 TU/mL LAk 449 TU/mL FKi5 0.34%0.47 (156) 0.08%+0.31 (83) 0.26[0.15, 0.36]
449 IU/mL LA 0.390.49 (154) 0.24£0.46 (76) 0.13 [0.01, 0.25]

2% (RVAAF U ROTAZ X103 ORELFER 31 £ 3 AL TREERNTHS.)

539 ng/mL K 0.23+0.45 (149) 0.19%£0.35 (74) 0.06 [—0.04, 0.16]

ALY A AT 53.9 ng/mL LA _E 694 ng/mL K- 0.260.42 (138) 0.14%0.39 (69) 0.10 [—0.01, 0.21]

RE 69.4 ng/mL LA _E 92.3 ng/mL FKiH 0.351+0.43 (157) 0.20£0.42 (77) 0.10 [—0.01, 0.22]
92 3 ng/ml LA E 0.35+0.41 (131) 0.17+0.38 (73) 0.22[0.11, 0.33]

24.0 pg/mL i 0.26£0.40 (147) 0.15+0.39 (85) 0.09 [—0.00, 0.19]

THZ %3 | 240 pgmL Bk 38 2pg/mL Rik 0.231+0.38 (157) 0.220.38 (70) 0.03 [—0.06, 0.13]
RE 38.2 pg/mL LA E 60.8 pg/mL FKH 0.300.41 (164) 0.18+0.36 (70) 0.12 [0.01, 0.23]
60.8 pg/mL LAk 0.45+0.52 (135) 0.17£0.44 (85) 0.27 [0.16, 0.39]

TR EERE ()
‘a) MIGEBE. NV ARFURE, o4& X3 BEIZOWTIRESAE

b) XY ARF REORGHIOMTEFAMTIZ, 18 R OB 2R RIZHEH v
o) BERE, i, MRl FR, HIR N—X T A CRHOMPFBEREKS, R—AT A O ICS HE, FHRR R, R L5
MR ROZEMER, N—RT A VE, N—RT A MELFMERAOZEMERAERALEK L Le MMRM ., 1EEM#&EICE

unstructured Z{KE L7z,

(Z2tk)

BEERIT. AHIEE 81.5% (515/632 fi), 7
HEIRTOLEBY Thol,

FETIE, AHIEE 4 6] (LS L
YESER/ 2 e M RE R R RS 1 61) 1
Ehitz,

BEELRAEFRIL. BB 8.7% (55/632 1) .
D5 LAKIEE 4 B (GFERERHENE,
FUBE/TE AL JE A BT RIS 1 ).
Bk L OERBRIEIGTESh b o7,

IZE8 0 LT A,

3

5 REE 84.1% (270/321 f5)

75 REE 8.4% (27/321 )
\BVEGERERIE . TF 7 4 T % L — Kb,
TR 1B (GFhEREAME)

IZERD b,

o DL /RER A, A ORTEE, 5 oMk ORALE
WP b TR OEEBIRIEE

W23 b,
HESHERAL
IZoWTiE, &

ik IZE o> HEBSIL. AR 7.0% (44/632 #1) . 75 B REE3.1% (107321 ) 1228

N,
BIVERIL. KB 22.6% (143/632 f1) .

7S5 REE 14.0% (45321 ) |

k—IIIL4 &) rohfs_g

£z



£7 WTNLOBTI%UERD W EEER (ZEMMEITESER)

ANFBE AN

b (632 1) (321 1)
A L AN ERGE R 111 (17.6) 64 (19.9)
SRR 98 (15.5) 22 (6.9)
FRGERS 77 (12.2) 49 (15.3)
REXK 71(11.2) 42 (13.1)
b 40 (6.3) 25(7.8)
S EALRIE 40(6.3) 5(1.6)
LTV 38 (6.0) 22 (6.9)
BREEERS 33(5.2) 16 (5.0)
RN E 5 FER 31(4.9) 3(0.9)
Bl s ' 26 (4.1) 29 (9.0)
BEK 25 (4.0) 15 (4.7)
HiHE 25 (4.0) 7(2.2)
LEEEDS 24 (3.8) 16 (5.0)
PRI 19 (3.0) 12(3.7)
AR 19 (3.0) 11(3.4)
T LA F—ERR 18 (2.8) 15 (4.7)
Bl 13 (2.1) 10 (3.1)
SHERIBER 10 (1.6) 15(4.7)
B (%)



4. MEERIZOWT

ARFIDWIG & 72 B BEOBIRK R GHGROHENIL, BYIATPND Z LB RDLND,
T, AROEBEEIC IV ERREWER BB UBRICHST 52 L BARNERZD, ITFO
O~BD TR TEMITHRIZBWTHEATLIRETH S,

® HRRIZONWT
s REXWBORE, R@L TR, BH. BR BE RETH - FEIAKTA X
IMRREXRRIRK - BETA KT A ) 2RAML, FANZ DWW TO+5 7258 %
AL, KEXMEOBHE ONBRICHEET SEM CLTOWTANIEY T 5 ERM)
RUEDEROARFNCET A BROBEEE L LTERESh TS Z L,
[RARE X EEECRET25E]
R FFEGE 2 FOPHFHE 2 T L2 U—Fo)ﬁ‘ﬂ%’if’é\?ﬁ 4 B DR

EHLTWAZ L,
o S4ELEORE W RIZET 2 MR EREI 2 O RRTHE
Xix

o 3FEHUEORE i"ﬁ% BT BT LK —BROBRTHE

[[NEKE X mEBEIIRET %56
ERT RIS 2 EOWHITHEEZ LT L2, LLTOWHER &1 4 FLLEORRRER
EFHELTVWAZE,
o 3EHUEO/NERZEOBERTME
DID

o 3FLUEOREIMBICET 5T LV X —BIROERRFHE

o AAOBERFTHROREN LA ETHET 20 DREREREREESIRELNT
WBZEND, HERAELEIIEETE SHRTHD I L,

@ BN DEREMBEREHOMEHNIZOVT

o BUAGTENLOFHE - BEMEOERENBFROTHEL, FEELNARELILEE
W exhis E MEEBSEERNITI 2 L EOEERERER IEHOEHINE - T
WwWarZe&,

Q@ AOHERVRIER~ORISIZDWT

o AT AMOT LAX—MERELETIRE AR ERETIHAIT. YT LAY
—%ﬁ%%ﬁ%?é@%kﬁ%b\%wﬁﬁﬁﬁmﬁbfﬁﬁﬁwiﬁéiiéwﬁ#
BoTWBZE (6.5 BHR),

}-‘7%747%/—#®ﬁmtw&euﬁﬁéntmwm_ﬁbf EBY T 3drein
E%%%@%W@%ﬁTéE%&E%L BIER OB L TRERUXE
220, BHICEURAEN TE BBH0RE-sTWBE I &,

' 9



5. BRExSLRIBE
[BEBRIIZOWT (B]A)]
BREOBEOHMIC BTz > Tk, LTSS TIRETH D Z L EHERT 5,

1. WETE - BEIA RIA U 22EI, [REXMEOBREZEH NS TN3,

2. THEXIEHE®D ICS &£ OMORIMEHIE (LABA (BLEAI%E &), LAMA, LTRA,
TAT 4 Y RBEA) AL Tbar he— A RR &V T pofgEATa (R
HOBRGERVERGEHEELEIC 1 B EEETHE, 7L, T2 ICS RPHE
DFAEITIT, ERNCL Y ICS 24ZHAEU LIZEET A2 Z L BIERSICLYRETSH
5 LB SN T B AR S,

1) BETY - BEYA RTA TR, UTOEEO Y5 3 ol YT 556, RITTENSS, BRESHR, Akt
FHEOBEBERAICIBUEDHS, 2 ha—AFRREEEIN TS,
o FRESER (FPRUERE) 581 U E
o REBEEOHEMAMNE1ELE
ESE ETIEBHIRNH 2
FERASRE (R RICRER 510 FEV, RO PEF) A FEME I E CRBED 80%FiH
PEF OB GH) WNZEBNN 20%LLE

[BERIRIZ->VWT (NR)]

BREDHEDDHWICH - TE, UTIKEETIBRTHD Z L EMERT5,

1 NRERE BRI EEI A FTA( LR B REXRBOREDARE SNTN 5,

2. TRABXTEMAEDICS L 2DthORMEEIK (LABA, LTRA, 747 1 U U #HHEH])
ERRALTLay bu— A FR 2 T hofHR T af FEOBREERLELEE
BEAEIZ 1B EE 2954,

(H2) NEREMGEIRE - BEIA FTA 0Tl UTOWTNUhOEANREYT2EE,. av he—ARB L ESS
hTna,
B ER 258 1 |mISLE
AL REME (B MBI 1EE
BEAFROHIBAS A 1 ELLE
B R SE O EAINBIC 1 Bk

[BEBIUCONT (RA - /NEIEE) ]

AR ERID 2 BRI I BT 5 /31 A~ —% — (L PEFEEER S, FeNO. LB IgE &)
DIEREVERIIAR OB MR K E VERIZ S 5 — 5 T ARWEA I AA OB MR +45
BB IRVEREMEDS R S W TV 5, BIEE T, AFISEIG & 72 5 BE 28IRT 3750
A T —J — O FEIEEIZEE LRV 2S, AFNC L B TRBBIEIC S 72 o T, M3 A A~—2
—& 1O EREL, EOMELEREEEZZER L. LT OBET 2105 8b LV B2 5 8H
CORBETH L (GBR),

(5 DMFEIC 72> T (RA - ANRIEE) ]

AR OBRRBRICI T 5 AN (R SMs% 2 8mM) 2R 2. REMME 1 E
B % B RICHREOMRE T BESRD bNRVEAIILBA L BE LT 2V E 5 0T
BT,
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6. BEITELTERITNEEIE

1.
224

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)
12)

AR ORI LBBUE DBEEED & 5 BE IOV TIIAF OB ENERTH 51D,
BELWZ &,

TH 7 45 F— (0.1%Ki) DHREINTW5D, RKEBEERHITITBE L 5712970,
MEET, MRS, EHREEL, DV, IER. B, £ 58K BilE0ORERA2L
NEBACIIELICEELZPIE L, HORLEEZITI Z L&,

FHEZEHROEY 7 F L OEREIE, REAUAHERINTOARVOTETSZ &,
AFNE IL-4 R OVIL-13 OFREERIC LV 2 BIGEIRNE 2WH4 5, 2 BlaEngilE4E
RS TR B AR MEARIT B 5 LTV B TR 3 B B, B B BRI LT,
AH BB 5T BN FE RO AT O T & BELIAKIE S floFe B %
Z L. MEAEREIC L ARBRDED BRI, FERBENBET 2 £ TRAORS
k3 &,

AROBEI L > TEPFT2MOT LAX —MREOERPEALT DFREMERH Y 5
7 VAR —MWEBICET B EIRERE B B E ERS MBI T A ERD
BB, AFBEEPIEBEORBERLED T, AFRET, L, AHTHT LAT—HE
BaY 5 R L EYICEET S 2L, BEITH LT, EFMOBETRRL, TRHDR
BT AIBENEEER L 2NWE S5 HBET 52 &,

AFNIBEITE & TV 5 RE ST B D FAERAEIR 2 AN EERT 5 A TR WD T,
AMOREIZG L TIER LW &,

AF OB G BASE I BAER S 2 v b — AR R ITBE L RE i3 BRI OBZRE

2B &5 BEIIEETS L,

EfIAF uA FREEZZT TV ABREICEO T, ARBERARICAT oA LA
HRIELARVWD &, AT BA FEOBEALERBLICIE, EMOFET THRAIITI
L

A OEEHRABRI I\ T | SFBEBRIE I J¢ B OMFRRBRYE 25 38 If 4 A M A SFREAE D36 BLASRR
HHNTND, AFBEFIZ, FREREOMS. L MERIERS, FEROEL,
DBATHER = 2 — o AF—S T EETH T L,

VRAH SO N 2 BB 3 SRS 5 RS T B S AR OB R OSEEME A O
DIZNERERE TOEM LTI OERT S L,

AR ORMPEBF L, REMRNEAELHBT 52 &,

B O S DEMIC Y 7o o Tid, EREO Y2 HEICRE L BF IO LTl 2 &E.
PR OEEE T B L,

(518 3]

AAT LLXF—%L [WEFE - E8AIA K742 2018
AANRT LvF—2L DNEREXWEIRE - BBAIA KA 2017]
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(BE) WERDOT 2 ~7 (BETFHEBRZ) MAORKEERBETA 8742 (7 FE—MHEER) !
I THIEE, WEROT 2 U~ GRETHERZ) HMAOREERMEET A KT 1> (7 FE—HEmER) icsws, |
[Favr<? (BieFlfz) RAOKREEAHET A FF 42 (KEXWE) 2oV T) (FR31E3A 26 BT |
| SRAZRER 0326 7 SEASBEER - £EHERERNEECHREEN) L IR ESFHFTH S, I

lIRAN

EEHMEET A RT 1
Tabt w7 (BETEBRZ)
(RF%4 T a7y MNETES00 ngs V)

~7 hE—MERE R~

Rk 3 044 A
JE A EE



SR/

R R O L

XU

AEIDORAL, VEREF
FAZ 5

MEERIZ DT
BEXH L e DBE
BEICB LU THEETN&EHH

P2
P3
P4
P10
P11
P12



1. I

EREROFMN - BEMORFEO DI, B CESICESWEBIERER SRS &
ND, SHIT, EEORFEHMOERIC LY | FiikE RS OREHN2 FHEARE 2 H
THEERPERENSIF T, ZADOEEHFEICKHEL T2 BHICHYNIRET 3 2
EREROBRBE L 2->TEY , BREMBGEE L & OEAS$F 2016 (FRL 28 4£6 A 2 AR
BRE) ICBWTH, EFNEESSOFERAORBLEERRS 2 L L Sh T3,

FREREF 2 AT IEER T, BEERRESE T 7 7 A ARBEEOERS LB 5
PICRRBZERDD, ZOkD, AIMEROERSHICET AERA SR SNEET
O, YHEELOBEY R 2T A2 LAHBFENEBEIT LTERT L L &b,
BIERRRIR U BRI LB RN S & 52 L ST —E OB 2+ E R cEm
TEHLENEETH S,

L7ei3oT, KA RTA T, BEREBEPLINE TRELRATWAEZEEZY « &
FHRMICESE UTOERLORKE 2 ER 2 HET 2850 b NEREE, X F Kk
CEEEEYTT,

B, AHA BT A 03, MSIITEIEAE RS ERSEROME. A%EFEA R AR
FERES . —BREMEARRT LAX—22R O H RKEREEREROHBAD S L ER L
i

NBERIERRK : T2 MNETH30mg IV vy (—i4% : Fabt i<
(EfE T )

MEERIMEXIHE  BEFERE THRAR 2R T b — R E R

Mg R BERVAR  BE. RART 2 ~7 GEEFHERLZ) & LTHEIZ 600mg
R THES L. Z0O%IT 1 300mg % 2 BREF TR TRET 5,




2 AKIORE, ERBT

Fatsey NETFRE00mg VU vy (—fB4 T2t~ (BETERL) ( UT
[A%11 ) 1%. Regeneron Pharmaceuticals, Inc. 23 AI# U7 | Interleukin (IL) 4 XZAKKR U IL-13
SREEE LTV IL4 ZHEET V77 (L4Ra) 7=y MIFEEL, YT FT
H5IL-4 RNIL-13 20 LIc v I VBERRET 28R FEB I F g4 T/ 7 v —T
NFETH D,

L4 KON IL-13 24 LTe s 7P GER I, 2 BRERS QB L/3—T (Th2] K&
2ETe) RO Th2 MROEMEAEICES L, 7 P e—HEERROMOBET 57 FE—
/7 VAR MR BOREBICEESAE R BT EEZ2 60 TWS Y, F. Th Mk
FEAETAIA P IA VIIEFRRESLBBREZEE L, REEKSLE 7 BB ZE
EFTAHZIEND, TR TIIRENY TRBEIIERI LY, ERESELY
FTHEEZLNTWS, YUEXY, AFIZ, IL4 ROIL-13 OV T FNEEEEET D 2L
LY., 7 he—RERCH L THREDRERTZ ENEIREIND,



PRAKAR
%Ji" FEAGBIFIZ R & 1T - 7o ERERARRBR OB % R 7,

() AT uA RAHEGH EREEFESMHREE  (R668-AD-1224 A5H)
[RBROEE]
Medium potency (AARDSGETIER ka7 7 5 ACHEYT35) LLEORT A FHHEK
(LU, ITCS)) TRA+5H727 b E—HEEREE (BEFIE 700 #i) %351z, TCS
PR T CORFNDOEDER CEEMEREFTT 5720, 77tTﬁ%ﬂ¢%w HERIEAT
BRERBRS A, KEED 14 VECEREINE,
ARERIT, RE5H (528) ROEBEES (12:8) Lo#Emkash, Bk - AR, &
mm%(mﬁw&mm@)ézﬁ%L<ilL%@Xif?ff%ﬂﬁﬁ&T&ﬁTé:
EREINT, N—RAT A VD 7 BUL RIS —EAEORENREL AT Z &
*Eéﬂ N—RFA VB LY TCS BB L, £ 0%, WENIUK L-BEzidd
BTz &l snd D, 28 B RIS X SRS IR L7581, ﬁ%%ﬁ”wﬁ%
EIni,
5 16 BROEMICE 2EKRFMA 2T (LLF, [IGA)) B 1UTHOR—XF A M
52 Lk U7 B 0FIA (BLF, NMGA=1 3/ %) X} Eczema area and severity index
(LR TEASL) A a7 HRR—RF A b 75%L LikE L -#5%E 0ES (UL T, TEASL75
BERER|) 78 co-primary endpoint & 7=,
AREGDEET, 18 BULOT FE—HEEREE T, 7Y —=U IR T O
AT L &hT,
(72 BIREYE)
> #E&ﬁﬂ %%ﬁﬁfsﬁutm:$
> MAx:73LLhEm$z:716uk\W%ﬁﬁmﬁw57hﬁ—ﬁ&%%%%
DEIE 10%LL L. ROZ 5 EEMEFHE A 7 —/v (LLT, INRS)) a7 ORKEMED
EHE 3 Pk
> 6 BALAIZ, TCS THRER+HTHLEDRENRH S « IRA+4 L 1%, Medium
potency ML LD TCS (MBI L TAHNY=a— ) VHESAE LIF, TCL) %
B 2472< b 28 BRXIIRMACECHR I RREYBOWFhrE N0
i, ERERS L THOEMRUTRBEHEIMEVIRE (IGA a7 0~2) E#FFT
ERWI L EERSINZ, BFE 6 PARNICT b E—MHEERIHT 2L MHIEED
RN D DBE DL TCS THREAR D ERLENT,

D R RER OEBMENEOERIZXH L T Medium potency @ TCS % 1 H 1 EAMA L, B L 7= #%12 Low potency (B
AROGETIET A~ ~ITF AT LT FARHEYTS) O TCS [TWvEEx 1 A 187 ARSMVESE, dikF32 L & &
Nl BRLEEIL. Medium potency @ TCS »HEHTHZ & & &z, Medium potency @ TCS THERHR L 722w
Bald, TeMEEEO L High potency (AERDSE TRV —X by /7 T ACHYET3) Lk TCS 2R
THIEEENTE,

2 B IEFRIL, High potency A LD TCS, AR 7 o FERUIERT a4 FEREMHZEAEMOKRR CHEMTEL &
Nz, BHEBRELTEART oA REEL IHAT 04 FEREIHIEORS IDRISRSTPN B, H
ﬁ%@&mﬂﬂﬂ:én YR FE ORI O OR 5 B E UL AR OER S 1 VA L)\J:ﬁnﬁ
L7 BIZIEREER S 2 BT A Z E BNFRE L Sz,



[#F]

ﬁw@®Mﬁﬁ%%@i 23 %%&5%(@m@ﬁ1%ﬁl1L%ﬁ&5ﬁ(mvﬁ)
319 BIR T 7w REE 315 BIOF 740 Bl TH o7, Eiz, REMEOMITHREMIT, Q2W
1104, QWE3ISHIROT T BRI HITH 72,

(F%hiE)

ﬁ%ﬁ@ammmym@mﬁf%éﬁﬁ&6ﬁ%@Kﬂ<l HERLER ]2 (Y EASI-75 R #EIT
R1DOLEBYTHY, 77 0REEEEAKR L OFEBIZEN T, WTROFEEE 28
WTHBREHEICAE B RENRD b, 7ﬁtf_ﬁTé$ﬁ3mmg@1ﬁ%%&5&U
2 BREFRR 5 OEBE S RFE S T,

#F1 ®E 16BEO IGAS1 ERFER TV EASE75 ERE (FAS. NRD

QW B QW ¥ 75w REE
IGAS | ERE 38.7 (41/106) 39.2-(125/319) 12,4 (39/315)
T L DE [95%ERXH] 26.3[16.3,36.3] 26.8[20.3, 33.3]
pfE 2P <0.0001 <0.0001
EASI-75 FERGE - 68.9 (73/106) 63.9 (204/319) 23.2 (73/315)
TR REEL D= [95%1n¢ﬁl:l"i] 45.7135.7,55.7] 40.8 [33.7,47.8]
pfE oY <0.0001 <0.0001

% (B

IR B R 3k #5165 B1E Non-responder & L7z, )

2) HIRR O — 25 A VIFOEEE (IGA A= 7 3 XiZ4) #B & L7z Cochran-Mantel-Haenszel B2 7E

b) 7T AREE L RAFBEO KBRS AERAEEZN TN 25%ERET S Z LT, REOCSEELFE

F7- . EREDMEEE OWBIZR 2 0BV THY, WTHOFMBEER IZBWTHA
FBR 7T AEL EEAEMARD bh, &5 16 BELURE, #5 52 BEE TRE 2KH
RO T RANR GBI LY BRI A b D EER LI,



&2 ERAPMFMEE OHF (FAS. NRD

FHAME GRS EA Q2W QW 7T REE

438 15.1 (16/106) 15.0 (48/319) 7.0 (22/315)

e 8 & 26.4 (28/106) 29.8 (95/319) 11.7 (37/315)

e 16 18 38.7 (41/106) 39.2 (125/319) 12.4 (39/315)
5238 34.9 (37/106) 37.3 (119/319) 12.4 (39/315)

438 37.7 (40/106) 37.0 (118/319) 17.1 (54/315)

s 8 il 53.8 (57/106) 57.7 (184/319) 24.1 (76/315)

SRR S5 16 18 68.9 (73/106) 63.6 (203/319) 23.5 (74/315)
52 i@ 62.3 (66/106) 63.9 (204/319) 21.9 (69/315)

438 11.3 (12/106) 13.2 (42/319) 5.1 (16/315)

e 8 25.5 (27/106) 32.0 (102/319) 10.2 (32/315)

ATED Lol 16 18 39.6 (42/106) 43.3 (138/319) 11.4 (36/315)
528 48.1 (51/106) 47.6 (152/319) 14.3 (45/315)

438 37.3 (38/102) 27.1 (80/295) 16.4 (49/299)

ZHFE NRS ZaT7HE 8 & 46.1 (47/102) 45.8 (135/295) 18.7 (56/299)
ERDIEREORE Y 16 8 58.8 (60/102) 50.5 (149/295) 19.7 (59/299)
5238 48.0 (49/102) 38.6 (114/295) 13.4 (40/299)

% (FlE)

o TR IE R BIL Non-responder & L7z,

a) EASI R 2 7 RAR—X T 1 b 90%LL Lk U= BE 054

b) € SHENRS 227 O BARBEOBEFIRR—R T A b 4 KLU EET LEEBREOHE

(Z4tE)

HEFSIT. Q2W £ 91.8% (101/110 ), QW & 88.3% (278/315 #), 7°5 & REE 88.3%

(2787315 f) \T@BH B, ERFRIIRIDEBY ThoTz,

FETIX, QW 1 ] (RBEEH) ICROLNLN, BRE: ORBERIISESN-, B

BRAEFFRIL. QQWH 3.6% (4/110 1)), QW B 3.8% (12315 ). 7°F &R 6.3%

(20315 B) ZBH O, FRFRITT FE—MHEREA (QQW B 1 #l, QW B 1 6, 75
ERELH) THhotz,

HFIRICE > AEFZIT, QW £ 2.7% (3/110 fl) . QW £ 2.9% (9315 fil) . 7T &R
BE 8.3% (26/315 f5) IZgB® BTz,

BIERIT, Q2W B 33.6% (37/110 i) . QW B¥ 35.2% (111/315 ) . 7°F = R B 30.2% (95/315
) RN,

3 WThLOBETS%ULICERSBDONEAETS (REMMITSE)

Q2w ## QW ¢ 77

(110 1) (315 i) (315 1)
7 hE—ER R 51 (46.4) 111 (35.2) 179 (56.8)
B IHEES 26 (23.6) 66 (21.0) 64 (20.3)
SRR 16 (14.5) 61 (19.4) 25(1.9)
7 UL X PR S 12 (10.9) 48 (15.2) 17 (5.4)
LR 11 (10.0) 49 (15.6) 35 (11.1)
ARBs R 7 (6.4) 12 (3.8) 3 (1.0)
M B 6 (5.5) 7 (2.2) 19 (6.0)
EEL) 5 (4.5) 26 (8.3) 19 (6.0)
AR~ R 4(3.6) 17 (5.4) 10 (3.2)
AL IATF 4 (3.6) 9(2.9) 16 (5.1)
Bl Bk 2(1.8) 19 (6.0) 9(2.9)

Bl (%)



(2) AFEMBE 5 EERIEFES MAEHER (R668-AD-1334 3ER)
Medium potency (BADSHTIEA ha 77 F XY T 5H) YLD TCS THRR+
itz et EOBEBR%N D TCS R SN T hE—MHEBRBE &R AR OFR
MR OREEERETT 2720, 77 A RBEERL " EERIEITHRF BB AA,
KEZO 10 VETEME ST,
AT, BEH (16 ) RUNEHATH (128 Xov#BRIh. Bk - AR A
300 mg (FIEI DL 600 mg) % 2B LI 1 BEBBEXIIT 7% 16 BEKR THRETSHZ
LIEREENT, R—RTFA VFEO 7 B LEI» D —EABOREARELZHHI D Z &
LEE SN, A EERR A B U B IR R DT REE ST,
25 16 %D IGAS1 FERE K Ut EASL-75 R %73 co-primary endpoint & Sz, X5
LR BBEFIL. 18 MULEDOT NE—MEERBE T, A7 Y —= U TR T OEELRT
=Tz kéxhiz,
(FpRIRELE) |
> KERERZEASH—DWEET 3 LU AT 2E
» IGAA=7 3LhE, BASI 227 16k, BRREMICLHD ST b E—HERERFED
4 10%LL E. BRUYNRS 2 2 7 O EEOFHE 3 2L

> 64 ALRNIZ, TCS THRA+oXIIREM LOMB%EN DL TCS BRIV ED
HENRH D  EA+4S L 1L, Medium potency LA_ED TCS (MEIZJE LT TCI %38
m 7L Eb 28 ARXRERAXE CHR SN EEHBOVTRMEN S OH)
M. ERAHS LT EMUTRBESHEIMEVRE (IGA 227 0~2) ZHERFTE
BWI L LERESNZ, BE 6 VAMICT bE—HRBERIIT 5 ET IR ORE
NHHBEFEL TCS THRERIHE AR ENT, B2 EOEA LT, BHRIZEDN
X7 4y b e kBB R7 (GREARAME. BEUERS, HERREER., 2F%0
) L EZRIN,

[#ER]
Bt ORI BER T, Q2W £ 224 1], QW ## 223 BB NS F & REE 224 HlDEF 671 6
Thot, LEAMORITHRERIT. QW BE 229 fi, QW B 218 IR U\ T £ REE 222 A
D 669 Bl TH-oT,

DRI, AREL VB L, 7 B EBEL TH ARG L2NWREI OS2 S MIERES 5T 5 BRIEN
W IGESHIE SN, EREEIMORE EOBEB L & Y BRERETRRIHFA TERVIBE. High potency (A
EOFETHAY =R ba 77 5 RTHEETR) U EO TCS RZEHMERREIC L 2 RFRFELTREL L, BF



WS LTRARAT oA FEXBEEMUERT o MEGENHENRE SNBSS, BREORENPESL, Y
PR BHEREE OB G b BB 0K 5 E L LRIA L RICRBRELXBRT 2 Z LA HREL &hiz,



(A%htE)

D co-primary endpoint T 5 -5 16 BH D IGA =1 FERFE K N EASI-75 EREITER
ADEBYTHY, 7T ERBELZAFB L OXHEIZIBNT, WFNOFMEER ISV TH
B FRICEBERERRD B, 77 BRI 245 300 mg @ 18 Ff@ix 5 X O* 2 #HE b
B 5 OB ERREE S N T,

£ 4 %5 16B%EO IGAS 1 FERER R EASETS ERE (FAS. NRY

Q2W & QW # 7T REE
IGAZ1 R R 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)
TR L DZE [95%IEEIXE] 27.7[202,35.2] 27.0[19.5, 34.4]
piE®? ‘ <0.0001 <0.0001
EASI-75 ZRLE 51.3 (115/224) 52.5 (117/223) 14.7 (33/224)
I REEE DZE [95%EEXHE] 36.6 [28.6, 44.6] 37.7[29.7,45.8]
p i 2" - <0.0001 <0.0001

% (B0

ep IR 5 3R A 1B 11X Non-responder & L7z,

a) IR OV — R 5 A VEEOEEE (IGA 227 3 XiL4) %J&& L7z Cochran-Mantel-Haenszel i E

b) 7T REE L BAKIBORBICE T 5 ABRKEEZZNENFER 25%ERETH LT RENDEERLHAE

o, EREDMEFMER OHBIZR 25 0L BV THY . WTNOFMBEEEIZENTH
ARBENR T T R BEL LR 2B bh iz,

%5 EARAMMETMER OHE (FAS. NRD

FHBIE H SR Q2W #f QW ¥ 75w

43 12.9 (29/224) 12.1 (27/223) 2.7 (6/224)

IGAS 1 ERR 8 & 24.1 (54/224) 23.3 (52/223) 3.1 (7/224)
16 18 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)

478 27.2 (61/224) 28.7 (64/223) 6.3 (14/224)
EASI-75 #ER R 8 45.1 (101/224) 48.0 (107/223) 10.7 (24/224)
16 @ 51.3 (115/224) 52.5 (117/223) 14.7 (33/224)

_ 4 -10.7 (24/224) 9.0 (20/223) 2.7 (6/224)

EASI-90 3R ¥ 8 & 20.5 (46/224) 27.8 (62/223) 4.0 (9/224)
16 18 35.7 (80/224) 33.2 (74/223) 7.6 (17/224)

, 4318 16.0 (34/213) 23.4 (47/201) 6.1 (13/212)
g;’i 75%%{%2;5\% 8 i 33.3 (71/213) 33.8 (68/201) 8.5 (18/212)
i =e 16 # 40.8 (87/213) 40.3 (81/201) 12.3 (26/212)

% - (B0

o k45 S RE TR T Non-responder & L7z,
a) EASI R X 73— R T A D 90%LL L3 L i5E oFlE
b) % HEENRS X 27 OB NEEEOBIERSR—RT 1 Vi d 4 mELEET L3518 E 0FIE

(R4ME)

BHEESIT, QW B 74.7% (171/229 ) . QW & 69.3% (151218 #5l) . 7°F & REE 66.7%
(148222 ) IZ@RHOHN, ERFRIR 6D LBV ThoTe,

IR b 2o T,
E%ﬁﬁi%%i(pwﬁ3wemmmm)Qwﬁoweumsm)7%tfﬁswa
(12222 ) ©C@BH B, ERBESRITT FE—EREL (Q2W B2 B, 7T & REE 3 i)
ThHolz,

k2 S - - FEERIT, QW B 1.7% (4/229 i) . QW #f 1.8% (4218 fil) ., 7" & &R
B 0.9% (2222 ) W@ BNTZ,



EIERIX. Q2W #£ 29.3% (67/229 i) . QW Bf 31.2% (68/218 f5l) . 7°F =z R EE 18.9% (42/222
) ITRD LN,

K6 WITNPORTSBULCERAPRD bW EEES (ZEEBITASER)

Q2w QW 77 AR

(229 i) (218 f51) (222 f3)
7 he—HERER 36 (15.7) 21 (9.6) 68 (30.6)
SLMHTEE 27 (11.8) 26 (11.9) 22 (9.9)
GV 21(9.2) 11 (5.0) 13 (5.9)
HEHFROL RS 19 (8.3) 41 (18.8) 13 (5.9)
7 UL PR S 12 (5.2) 833.7) 3(14)
L RE R 73.1) 12 (5.5) 7(32)

Bl (%)



4. HERRIZOWT .

AR RIS & 72 5 BE OB R EMFEOHWNIL, BEIITohD Z LA RDLND,
o, AFOBEICL Y EERBEWEAEZ BB LEBRICRIET 2 2 L SRERTD, BUTO
O~@DFT R TEWHTHBRICB N THEATHARETHS,

@ MERIZ2WT
7 FE—HERERORE, L TR, B, BR (8% 7 U ERERBRY
A RTAY) ZRIL, FERNOWTOFGhem@zE L, 7 e —tEEROBK
BRONAFRICHEBRT 2EM (TROWTNNIIHKET SEM) AUAZ2EBOARFICE
TRHRROBMEE L LTRESL TSI L,

- EMife iS4 2 EOMMAHE 26 T Licikic, 5 FEU EOREABROBRIHELTo T T L,
- ERGRAFRE% 2 EOWNHFELR T LERIC6 FUEOBEREREALTVBEZ L, 25, 3L
Lk, 7 PE—REEREETT VAR —BROBRIELToTVNH I L,

AF ORIEIRTE %R O ZEM & AIMEL M T 5 7 ORERFERRAEELPRELNT
WS ZENh, YERELEYNCER T 2R TH D L,

@ BREAOEFELEFEREROMEHIZOWNT

- BUERGPESNL ORI c KEMZEOERZNFEROFTES, AEFRBRBE LSS
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