BTN : BRMpE
MRAREE - BRI
MiTHREE : AR

E5E 1 27372181-8136

it . BIETHREAT 252 5§

PERBE—B—+T_F—H—H &f 55 99 HA

RENE : @ EBERERE (porphyria) BEAK / THH 267
€ 57548 - Contrave BEMIZE S EIEHIGE / M7oes BLpT
4% {5714 57 78 3% (Atopic Dermatitis) #2254 / [/RIEE BT
t F

/

alk

EXEEIE (porphyria) REAE

[l

=]
FEERHNAEMALZER (heme) SRS P HY—Z VIR B S S AIHERR - &
EE SR A B (BUERER ~ EE R R A B RS B8 K E BRI AV IE
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0 NIERR T #r20R SRS - O R SCRI R B - TR AR AIE
(s OV > AR T IR LS ERYAHBE B AREE - R RS B N oy
T HEEZ IR SR SR R EER e A — PR -

MATREERK
REHEVIRAGREIFE EEN TR » B IRBORE R RGBS - 5L

REGR A MR RETCEER 5 - B8 ML RATAIEY) - MALEH— AR
AERMRILGY-8E > ERPOEA#EIET AR - REEMANHESH g4 S
R o AR i E A S L EAE S BT B - o0 HG T 80% Kz 20% -

MR E SRS (AE 1 For) TS REFEHEBNER - EF delta-
aminolevulinic acid synthase — housekeeping form (ALAS1) ~ delta-aminolevulinic acid
synthase — erythroid-specific form (ALAS2) ~ ALA dehydratase (ALAD) ~ porphobilinogen
deaminase (PBGD) -~ uroporphyrinogen III synthase (UROS) -~ wuroporphyrinogen
decarboxylase (UROD) - coproporphyrinogen oxidase (CPOX) -~ protoporphyrinogen
oxidase (PPOX) #I ferrochelatase (FECH) ©

ALAS HFEAR[ERYEZL > housekeeping form £y ALAS1 > 3 A(E & fE4H&RH - H
ALASI gene fiI}i* 3 544 tfG b > & ALASI gene 8RN RFE RN G 384 - ([EAETIERT
LEMERIR ALAST (VR EEI - 55—(EAI= erythroid-specific form £ ALAS2 -
SAEE B LIMER A T BE - TEIL[A ALAS2 gene R X HeE@fg (Xpll.21) £ >
ALAS1 gene ZEEERG @i pli S 84T SFER AT (sideroblastic anemia) B E 8B E » HiE My
THREREKITI & & Ry DIREtE Ay ZE5E -

IMALR L ERAEEIRPBR (AIE 1 FR) KfE glycine 1 succinyl-CoA FEHy ALAS fi

{EFERL delta-aminolevulinic acid (ALA) » i BEBR . Ryl &L 224 S RS MERY R E 20
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ALA synthase 2 X-chromoaon:lal dominant
protoporphyria
| ALA dehydrase
ALA dehydrase deficiency porphyria

Acute intermittent

PBG desaminase !
porphyria (AIP)

Congenital erythropoietic

Uroporphyrinogen Il — porphyria
cosynthase

; Porphyria cutanea
Uroporphyrinogen
decarboxylase tarda (PCT)
Coproporphyrinogen __| Hereditary .
oxidase corproporphyria
Protroporphyrinogen —| Variegate
oxidase porphyria

Erythropoietic

Ferrochelatase protoporphyria (EPP)

Mitochondrion

1~ MATERA SRR S AR R R 2R e R EE

REEERERER

TEMATZE G RES SR AVFTAEEZE (E 1 R BEsE (RSN IE E)
ME BN EENREIE - £/ VERENREE S R 7 B ER g - 1
—{E B SRy 6% 5% 1 B S 9 82 5 iE. (porphyria cutanea tarda, PCT) » Hojp PR R I
uroporphomethene (F uroporphyrinogen #37&(bZA0) ELERFREHHY UROD E¥ZTEME:
D 20% o PCT Ryl RAVERENE - 49F 20% 1R A e a8 EiE [ > ey
EE R & R EAER - HEFRIRIEH porphobilinogen (PBG) JRE RN G5 -

LEER T VERTT M s (E R B R Wi - — (R R BRI IR R Y (40
# 1R S REMEAEESMERERE (15 2 for) » KERRENE @ RS
()48 > JoH & uroporphyrin - penta-porphyrin + hexa-porphyrin + heptacarboxylated
porphyrins F{1 protoporphyrin IX %5 » &G BOEEURIERIIE N - R KB Y& BoaT



RIS B REERET (EE R 2R B 400-410 nm 2 [ AL H AT E » i
G S E HAMEEBEYEIE R - G SCAH A R A B 3 B 3% R AR R
interleukin (IL)-1 ~ IL-6 FIfEJHZE HE4 (collagenase) HYZEE -
b Rz AL SR i TS R BRI 5B E (acute intermittent porohyria » fE%S Fy AIP

S 4#if# Ky Swedish porphyria B¢ pyrroloporphyria) fys S EES th 2=t Fla i RAYE
f8 1 H B R S MERR R B A B A R (B TR - JREL ~ ARei ) - 418 ERE
FARHR) AIREAR © AIP SRR Ry AT 24 &R 2 PBGD GA[AZEE - PBGD XAHiAH &
hydroxymethylbilane synthase (HMBS) » HAHSIERLN Ry HMBS o €3 MRS ERE IR
P W R ERIEEY) ALA 1 (20) PBG 28 » A[REE6h= MATZREEL - bR T Hiltdy
AV S INRECR NIRRT # AT sR 48 S ER - BREERCERE R
YEF (porphyrinogenic) HYZE%) (barbiturates ~ sulfonamides ~ = ¥ i & i &% 1 i = 4%

%)~ HEE (A WEBEMEREZ) (VL - BT R ISR SRR - EE A

0

B IAl - (EELEAR T R B e 1A - NS AR IRt S th 2 L2 ET -
Cutaneous porphyrias Non-cutaneous porphyrias
— Porphyria cutanea tarda — Acute intermittent porphyria
— Hepatoerythropoietic porphyria — ALA dehydratase deficiency
— Variegate porphyria porphyria

Hereditary coproporphyria

Congenital erythropoietic porphyria
— Erythropoietic protoporphyria
X-chromosomal dominant protoporphyria

1~ DUZEIR R SR R B E (R 148

Acute porphyrias Non-acute porphyrias

— Acute intermittent porphyria — Porphyria cutanea tarda

— ALA dehydratase deficiency porphyria — Hepatoerythropoietic porphyria
— Variegate porphyria* — Congenital erythropoietic

— Hereditary coproporphyria* porphyria

— Erythropoetic protoporphyria
— X-chromosomal dominant
protoporphyria

%2~ DIt R B E



¥ L * ORI R/ E R EE (neurocutaneous porphyrias) 5 acute porphrias Y f# f acute

hepatic porphrias

SITIREEYTF

REMERTFE RN - GETEREHCERER RSN S - AREBFEFEFFET
T NEEEREETAMER S R SR EE (Erythropoietic Protoporphyria, EPP)
AIfES MEas AR - 1 LB E ZER g 3N - SEERRRERORLIHER
HorZ— B RGRA EREENY S B BURAE A RIS 5 A RIS T 221 - IRIE &8
RS B B R YA R i (E 2R aia TR - (EREERETE 111 5 11 H 30 H &S
CEE 11156 A 30 H > SEEEZESGE 129 ARFETHES A -

B RAEAR

A EFEARY SR B EH 23R AR REAR AN [E] - 10 5 1 52 ] LA S P BT 7 B E A A A
JAfE sy > R A 2B TEEAVER > AT RE FIRHFAE R EAVEIR - A VIR EE
ERCEVER I SRS RN B IEAR > Sf R MERT B S EE BEE 2R
AT o EERPR bt f B SRSV e i RO a2 - H et BTk AT B 5 B e 2
VISR R L R SORFEeE R I HVER PREIR B G RR (F Ryl B -

e VERT R S B ERY S8 SR IR R RE R > EL Rl ek e RO - AR e I (2l
FIR Y - SRR R - 5 & BN Z AMRFEECK - [FIRHt i e
(R ~ BE LML ~ BPHZERI R AL S H (paresthesia) IVAEAR > CoBRIIBRA: B s (i B
MEATER OO R — P 2 ETIE IR - BEPRR T ERE HEEEH PBG > L T g
AR EE AR EE S > EEHRERTPRIR VB C e R R > B T A T B
Ot SRS Ry LR - 40 > GURMEEAEIR - WREEA B E R
B RN T LA > R B = G VUROBESR (tetraparesis) AP {2 1B
(respiratory arrest) ° 5 LEE A AR E G A R ~ IMRECEERAIEN > EA L aEE



PERVEGE RN (hyponatremia) 2Tl REFERVZET IR — - [EAD BRI
SEG S ERENIATAIAESE (hepatocellular carcinoma) fY &z #E 1l -

e VERT B SR B E Z SN 55— RIH LE 2E B R FHBRIE IR B E > N Ry SR AR AE
B E BRI BUR ~ WEgs K A Z4R - SFEEERR B ERAEIRE A FAEE - K&
ARG PRAEIR IR [FISURI 23R40 3 Fror - BERFAIHYZ VP AT HCP 2 R R AL K
RS EARET PTG 5% 4 -

R EES THEEABEIR | REIEIR (=il i
AHPs AIP I - - n
VP ++ —/+ - iy
HCP ++ -/+ - —/+
ALADP I N i+ .
PCT and HEP - + —/+ I
KLIMBRAE R R EE | EPP - - —/+ —/+
XLP - ++ -+ -/+
CEP - ++ + _

% 3 BEEEERVEE RSN

it - UREERIEIRE T8y A — T Ry U AERYREAR ©

%5 = : AHPs, acute hepatic porphyrias; VP, variegate porphyria; HCP, hereditary
coproporphyria; ALADP, 5-aminolevulinic acid dehydratase—deficient porphyria; PCT,
porphyria cutaneatarda; HEP, hepatoerythropoietic porphyria; XLP, X-chromosomal

erythropoietic protoporphyria; CEP, congential erythropoietic porphyria
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(—) sEMifratSg (Qualitative screening tests)

1. A% (Plasma scan)

e — AR PR RS TTE > FEEE R (fluorescence
spectrophotometer) HY4EHFHAERE TR EH REFAE - FRE D ENE0Y3E
M (emission peak) {i2 B HIET Ky I S B RiTEEY) K H AP FERY SUEE T M0 (0%
4 Frm) - AR ERI M e RE REIRRE T - M sk e 1 58
HYBERE > 2AIMET SV R EEAM AN R - FEHE DR EE
BT BEIEREZET -

2. EOLALAINE (Fluorocytes)

LA BRI B TSR T 2 FALORYEY - B2 Ry LT AT - mTREsRE
IMBRHEERE (protoporphyrin) Frds tHAyEDE - FEIEH AR -H1R/D &E] -
e TR R A AR e - m ) w Pl Al EPP -
3. Hoesch Test
BEI7EFE B 224 HY Ehrlich U7 AT DABREEDHIFR K 2 B AR =0 PBG
BE - TS EES SRR RIS -
(2) E=MEREEES (Quantitative confirmatory tests)

& FHRAR JE AT ER IR BE € (liquid chromatography-tandem mass spectrometry, LC-
MS/MS) HIfE e R HJETZ (high performance liquid chromatography, HPLC) H DAtk
ALA ~ PBG - JRIRMIE(E P RE LR ALMIR P RE S E - BT S EE2E - Eit
JiiE A REZ IR B e TR (R 2 2

IEH PRIEHHY ALA F1 PBG #{H 777 5 6.3 Al 1.4 mmol/mol BUT » £ AIP ~ VP Al
HCP ji N &2 IEE EAVUELL B2 o M EZE AT ALADP & H ALA g2 HELLE
ZiE 0 7RI PBG B{EA —EE T

(=) EEZI7E (Enzymatic assays)

HHY SR E Rl R TR BB - At A iels - R MmALR AL SR
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BRAEHY
F R ={EEFZR ALAD f1 PBGD - & —F Sk an B HIHIR fE - HLURINAT R
YeEEE (UV-VIS spectrophotometer) #ET T
(P9) BELAHTE (Genetic testing)

PEE AT SRR - m] LIS DNA SEf73#T (DNA sequence analysis) ~ 2% B %
PESHERESE AT (Multiplex ligation-dependent probe amplification, MLPA) FIZtH (e EpE 2
F (Next-generation sequencing, NGS) #etaligze BN - NS AHBHZE B AL N Bl L
SR A E ST il LSRR B VB E

EEE R R EEER - 1EEEGE KSRGS o M A EIR S F &
7 0 (el 2 " T AR SRR BT A - A REARREEIR - A RO L
B EA/IVKH (vesicles) ~ 7K (blisters) ~ BEfH (erosions) ~ JEJE (scars) AIFEHZ (milla)
F o P EBPRIREE T R E L MAHRREHE - 5 S R e iREE
iE » HA R HEEEE PV EE BT P RS R EE (PCT) ~ £ A
REE (VP) MEEMEFESREE (HCP) - EIDEEISHY 7 B (burning) ~ FRAL
Bt (painful erythema) F17KfE (edema) - RIlE— bAglgal bk v Ay SR E UK AR F]
BRI SCERR Ry [ SR BTE (protoporphyria) o 3575 (A B A HEC S ARRBHER - SLhE
SOlURAIRIRHY PBG fl ALA BUHEGRE » S RIEFE PRSI SREE - #—2F
DI E PRV S E P & RN R VP B0 HCP © N ZEBERE HE— S hA

Ry MR EERY AIP ~ VP Bg HCP -



Skin changes in areas exposed to light: Skin changes in areas exposed to light: Acute neurovisceral attacks

Vesicles, blisters, erosions, scars, milia burning, painful erythema, edema (with or without cutaneous symptoms?)
J I " 2 b5 &
i) i ' oA
i (P I A
Investigate porphyrins in urine/feces, Investigate protoporphyrin in erythrocytes, Investigate total porphyrins in the urine
plasma scan plasma scan plasma scan, quantification of PBG and ALA

} oo b !

normal increased normal increased normal increased
If both values are Protoporphyria l “Acute porphyria as l
normal, porphyria can be a cause for the
can be excluded excluded Protoporphyria neurological Differentiate
' is proven. symptoms can be porphyrins in the
Differentiate excluded. Investigate | |feces to distinguish
porphyrins porphyrins in the between
in the feces to feces to exclude AIP, VP, and HCP
distinguish .VP or H(_::P“
between in remission
PCT, VP, and HCP
JiZ=Yoa 2ABCES H A
2~ REENZEE SRR E
=y v S
LEEES | ADP/AIP/HCP VP PCT/HEP/CEP | EPP/XLP
AR £ (nm) 618-622 6262-628 618-620 632-636

* 4~ AEREEMR TR ERBEY BN RO UHEEN R

b

=t

SR EER AR A E R E - #HEHHEEA IR ERRREINGG T S8V IR AR (4
5 FR) o — BAHEEARRIER S A0 - MALEAVERORE EE - MEFRGHIRG
TALE - FETTLE 48 /NEFNEEEER IR - M4 ZFCLNTEEY) Normosang
(Heme arginate 25mg/mL) £ SEWFETY ] RZE R AR HEE » FHAREE Ry sl g N 1
M - FEEREC DR E S BRI 2 ALAST HYRIAGIFIREN &R - RAEIE
Fy 3 mg/kg/day - FHE SRR R 250 mg > FrEGTIUR - SROSHRE LR ATE KA
HREGH SLEFAR 30 5348 LL 1 o Normosang ® g 100 mL 0.9% ZEHE &8I /K A RHTE -
HIR{EHBEEN - SR 2R Bt - WRSOEFIEE TR 0.45 FORLUTHY#ETE



2% BEIRFELL 100 mL 0.9% AEIEE AT IAFIR o F—(ERTIEMEZe P -
AT 245 TR RS G IR A T LA (IGA7 SR FR R T ALA 71 PBG Hy &

HEAELAI A (Alnylam) ZERERFEE Giviaari® (givosiran) £ 2019 4RI E 48 E
ot B R 2020 EESE B HAEE/ND T T EMKMZEE (small
interfering RNA, siRNA) » i%if§ RNA THE/EF A [ERT4IAE ALAS] messenger RNA
(mRNA) [#fi# > 6/ BA EC B IEATMAT Z Y ALA f1 PBG HIZRME > F(Ead
EEEHIE - SRR 189 mg/mL > B F—Z TR 2.5 me/kg » (RETEAE S
{E IR MRIMBIE R TTAEA RS ~ %5 ~ B0 SRS R s T Eis - B
QOGRETET 6 (8 F  HEE BT & DhAE -

EEETHYES — HIRE IR SR ENVISION » 6 94 (Bl A THE IR - o R SYHIR &
BT AIP > HAUE | finks HCP ~ 2 firky VP f1 2 (L5 M RHED R (& AHP (Y5
FH 20174 11 H 16 HE 2018 4.6 H 27 H » 48 it A4 T givosiran [fij 46 {7451
FERTH > Givosiran SHFIYBEER — 27 FEs 2.5 me/kg WHFEAMEA - Bik#H
Givosiran 4 FIAIEETA 22 RAAAT TS SR LB 8 (EELR T DU 90% > HATGHE S
ANME FEFHIR T ALA fI PBG B B A HTE T4 © E20% 7 s A A S50 iR K
RFECEME - (EOTE I ABEZ Y22 SRR - 45800 N LB HIRT B ThAs RN -

b T s e A R AR RIS > 5 B A A A U — 7 I B TR (i BT B S 1
(orthotopic liver transplantation, OCT) » FEHREE[Z(E ALA F1 PBG S{E 1 i — AR08 ¢
SMPERERERIE o AN 0 B RIYE — L BATA R T H RO THY
S—HAREPRER (NCT02082860) IKFAEF23H PBGD 1 e 4H i B A LURL IR G 132
R | (H4EEETHIEERE ALA 1 PBG AR » AR SR (EIZE e 1T -
SO o DURBEZSK SIS JJE PBGD mRNA » & TEFR LS AIP B |- > £
P B A A 75 P AR D FEBG PR AT ER SR Ry 2 B AR » RACH i —
SSHEFEI NS | o [T $HE AIP FUfARERTSE > HofERIGE EPP ~ XLP -+ CEP f1 PCT
IVE IEAEHET oA RSB R BRI SE b S B SR AT T ] -
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JETFE LI
EHMBE LR (kAKEEY - &8 | 1. FIREHRORS Tk EEY) (FE TR
=) AR 4R AR (B 8 Normosang ® %5 75)
2. JHERFERPEM P B E S - BEANBEHYEE
PERe=Fo=yiid Acetylsalicylic acid ~ morphine - gabapentin
SR LB R = I R Propranolol ~ metoprolol ~ valsartan
SEfRIEH ~ NERRE(EEE Chlorpromazine ~ lorazepam - ondansetron
sE R HZE Neostigmine

%5~ TR EES RN S EE NG e 4]

RREBEH

FESTHRE T S (BRI R B E R - B R AR EE - EEME
RELE ~ e RMEALMBR SRR EE ~ MERG IR S EEL S RS M RS R E
iE > PV ED TR ISR VIR - I R BRI e - e ST
B BRI - e TE - BRI TEEML - Ao« EEH - IRR LSS
o S o MBRE R R R B E A R AL MR & B R B 18 W A R B R B
FAOMRES - EEREEGEIIR G REE - HIRFIEOURIRDU G LR B EIR - R
REEREIRE
1. BEEREEHR

T B R AL S IRAY TP AP P UBC VIR I > IRFR R P IRT5E S B
Rl - BIETEE Lule > HEs B E (et B A & fraehk 8 e ry 77
PrieFLiR - & K CA IR G B0, - eI 5Ly B -
2. BRLIEELEGD
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FEF AR By - SEECHE LIRRE LR LB T EREE T > FEA
GRS - EREEGT - Z/ NG LRI R e 5 5 PR ZUIRY DL 4EY) - R A 7K
SRR E A SR -

A
g\n i

HENREIER 2T AT S - HHAIRBEENRELUSRIVRR > N @I FAEER
Rofsh - B BEHE R R BT RS Giviaar® FIAREER BAIRMERE - BH HAE
RIS EET AT 2 ILAETIFE T HH 2 - KA ERERERBEEREEZINHE -
RSB AR TR A AR B E S AR TS AIEMEN R R 2Em e ] PUREE
iR 2 E LM > RERTHR BRI AEE -

2R
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W oo 2 Contrave BRSNS @R

PRZEEH SERT

RBSET > BB BERSE 50.3%  MAgEBER LA E Rk RRINR
RN > HEREEET 2SR R A T - R EEZR > JEEF T2 RN AN BUZR E
W - (B2 RES(E AV EE AL BEIRAIA 2 > 1T ERZ BN IE G REEE A B EEE
H > Bian - FIFHEEYIRIE FZACEETRE HHY - 502 Metformin - Semaglutide > [/ KL
H17 Bupropion > &G & RRHYEI(E B BIRE - 75578 Y (8 g R JRER Y
i JfE I Y &2 it - 75 56 55 0% (Reductil) ~ 28 [X i (Xenical) ~ Jifi BE 45 (Belviq) ~ % % 22
(Saxenda) » {H/ZAE 2010 355545 (Reductil) N B G 20 LIMELRIR M > 4£ 2020 0
REZE (Belvig) th N B B N > ) T ZR G fif (Xenical) ~ 54572 (Saxenda) {3 (& 255
WAL AENE Ry R AV EE

\

f£ 2022 F 3 A > REEEIEA XA BT SEF 5 (Contrave) » [LEEE—(EEH
Naltrexone B Bupropion HY# /5 8E sy - FRFITE S% L [E(F FACZ RIRER YRR » BGETHRE
SRR ARy TR I N\ Y Do — {88 45

i Contrave Extended Release Tablet

Bl ESEREUEiie 7

g Naltrexone 8mg / Bupropion 90mg

AERBIEE | ANAeERES  EABR AR R A BV S E SfEEBMI) 5
« BMI = 30 kg/m2
%
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« BMI: 27~30 kg/m2 » HZ/H—TEFGE MR IHIE » Fl0sE A0
PRI ~ [IAE S S 2] 2 o i RR
ERTA :
E2i8 ‘ E3iF 2 4 Bt
ez | @ | @ | 00 0O
BMAE @ | > 09
LT

&% 5 43815 Bupropion B Naltrexone » Bupropion f&—f& 2 E f#(Dopamine)
B TE % _F R 22 (Norepinephrine) i PRI SHIIFIR > Naltrexone & —f# I FEE R MERVEIG H &2
RSP - BT LAEEE S BRI IS A A e 8] 3,

o (E B R PR % R 2% - RS (S5 R R D B B
e > RIS E R - DA R S MR - T (0B B R
S BRI -

Hypothalamus

—% Endogenous GLP-1 Vagud s
I.'- % I'r-_ g

NPYoC e

a-MSH # # ®AqgRP

MC3/4R Y receptor

' ¥

P w
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IHE 5% (PR 55— (1B B By 46 119 2 38 7 o 6 (Serotoniin satiety  system) »
Bupropion AEHIi POMC ¥405%. » ffij Naltrexone HIAE#HIE] POMC 10 €[]k {F

FA » c4eRs POMC HETEHIBRIE (LAIREE » SFE(ESHLARE -

EEPRAN

—&5E COR-II /& Contrave HY Phase 3 E&PREER » LLfX Contrave B Placebo 4H
G BACEAE BRI s R YR - Wk &y BMIZ30 B¢ BMI>27 HA A
S BRI A - Q3RS T 1496 {EHHE A > Keps ALL 2:1 AYELGIREIE Y BC E/i4H - I
HFFEIBHE 56 8 - MEWFFTLISE 28 M0 - BEESCEAYH o LRGSR D >5%H9 A
FEEBIE By primary endpoint FYJ3Hf7 « 1] secondary endpoint 5y : 55 56 7 - #SEELUEHY
By ELBLAG B DR D=5 %y NBIEEG - 8155 28 M - pIhESE IR/ D>10%0 A BLE
Bl ~ LB E g (Cardiometabolic risk)AYFE#E ~ COEQ 7y (LIRSS AHRAY 405 E

R -
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TABLE 2 Change in body weight at weeks 28 and 56 by study population

Week 28 Week 56
Measure? Placebo NB32 P-value Placebo NB32° P-value
Number of participants
mITT-LOCF 456 825 456 702°
[TT-MMRM 473 928 473 805°
Completers 319 619 267 434°
BOCF 495 1001 495 878°
mHT LOCF unwe\ghted“ 456 825
miTT-LOCF 9=+0 .5+ 0. <0.001% -1.2+03 —64 +03 <0.001"
[TT-MMRM 0=+0 6 + 0. <0.001 -09*04 -63 03 <0.001
Completers 4+ 0. 80 <0.001 -14 =05 8204 <0.001
BOCF 5 +0. 80 <0.001 -08*03 -44+02 <0.001
m\TT LOCF unwe\ghtedd -12+03 -63+02 <0.001
miTT- LOCF -20=*03 -63+02 <0.001 -1.3*03 -6.2 0.2 <0.001
[TT-MMRM -21 %03 -65+02 <0.001 -1.0x04 -62*03 <0.001
Completers -25+03 -76 =02 <0.001 -15*05 -79+03 <0.001
BOCF -16+03 —47 +02 <0.001 -08 *0.3 -43+02 <0.001
pighta -1.3 =03 -63 0.2 <0.001
Partlclpants with >5% weight loss
mITT-LOCF 17.5% | <0.001° 17.1% 50.5% <0.001"
Completers . . <0.001 21.7% 64.9% <0.001
<0.001 11.7% 35.1% <0.001
17.1% 51.0% <0.001
miTT-LOCF 7.0% 27.3% <0.001" 5.7% 28.3% <0.001
Completers 9.4% 35.7% <0.001 7.9% 39.4% <0.001
BOCF 5.9% 21.9% <0.001 4.2% 21.3% <0.001
mITT-LOCF, unweighted® 5.7% 28.2% <0.001
Participants with >15% weight loss®
miTT-LOCF 1.8% 10.2% <0.001 2.4% 13.5% <0.001
Completers 2.2% 13.4% <0.001 3.4% 18.9% <0.001
BOCF 1.4% 8.1% <0.001 2.0% 10.2% <0.001
mITT-LOCF, unweighted® 2.4% 13.5% <0.001

BOCF, baseline observation carried forward; [TT, intent-to-treat; LOCF, last observation carried forward; mITT, modified intent-to-treat; MMBM, repeated measures linear
mixed-effects model.

“Data are LS mean * SE or percentage of participants (%).

“Unless otherwise indicated, week 56 data for NB32 are weighted as described in the Statistical analyses section.

°For mITT-LOCF Week 56 analysis, 124 participants re-randomized to NB32 were double-weighted. For [TT-MMRM and BOCF week 56 analyses, 128 participants re-
randomized to NB32 were double-weighted. For Completers week 56 analysis, 107 participants re-randomized to NB32 were double-weighted.

%The unweighted sensitivity analysis pocled all NB participants together for change from baseline to week 56 endpoint analyses regardless of re-randomization status.
Co-primary endpoints.

"Endpoints that were significant according to the prespecified sequential closed testing procedure conducted to control for multiple comparisons

9Exploratory analysis.

T~ AESR 28 Al - BE BB E oy EER A E R D = 5%y N B EL B

PR RVAESREUR » (R85 28 80 » Raw ERe EHUCEAY B o L EBE E R D = 5%
A NBREED - &R R 2 RIHE 72 54(R—)  1E secondary endpoint 73t » Contrave
SHAAE ZEL OB ERR TR AR - BIRER B iR - Ra®EBE - lREAEMEEER
WA REE R -
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b5t COR-BMOD &R EHY RCT » EEE e S AL HA
FRINEPRRAVZET > N amA IR AL EHERR SR e - AEfEM T Contrave Z{% -
5 56 1 - B EICERY H o EEERG BRI D = 5%H NBEERT - £ secondary endpoint
AT EEE] HbALe<7%HYELRT ~ pIhAG B/ =10%H NEEERT ~ HbAlc BfEHYME
&~ HEE ~ ZEHEImRE - AR -

WH7esE BEE R » Contrave 4HRIfE primary endpoint AYEE5TER 2 RBEZ 1Y 2= FL(F
) > |fii secondary endpoint {53 ZEE] HbAlc<7%HILLA] ~ HbAlc BUEATEE
SR EEERREE - EE E R -

R REHOHEESR  BeE BT E oL

>

Body Weight Reduction (mITT)

-1.8%

*okok
kkk o KXE ook *okok

Weight change from baseline (%)

{0 Placebo
4 NB
'8 T T T T T T 1
0 8 16 24 32 40 48 56
Week

Weight Loss at Week 56 Placebo (% subjects) NB (% subjects)
>5% 18.9 44 5
>10% 5.7 18.5"**

— Figure 1—A: Body weight change from baseline in the mITT LOCF population. Data are LS mean + SE. ™
Placebo, n = 159; NB, n = 265. ***P < 0.001 vs. placebo; except for change from baseline to week 56 end
point for mITT LOCF population, P values are nominal (i.e., not adjusted for multiple comparisons) and
associated with exploratory analyses.
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eV T (R =) > Contrave ZH 51 LIRS B A BHVAEIR fy i EZHIEITE
> FERDEE G ~ TE ~ (ERVIRE R IS 28 (8 R (F RS2 A REHBA= FY Placebo & - 1fi
= MEARYEI{EH] - Contrave &0y 9.9% - t/Z2& Y Placebo H - ArAZalE T - N/HLE
OIMHEEENEEBI Ry 9.6% W FE A2 FAE 7 Y&l 1F FH 3% £ iR B AG (E A 48Ry Ay
o FNHER > HRBIERAARAE] 1% -

T= - FARIERAVELGIEENEIE A M E 428y EEF1

Table 3—Adverse events and adverse
events leading to discontinuation
Placebo NB
N 169 333
Patients reporting
any adverse event 85.2 90.4
Nausea 7.1 423
Constipation 7.1 17.7
Vomiting 3.6 18.3
Diarrhea 9.5 15.6
Headache 8.9 13.8
Dizziness 53 11.7
Insomnia 5.3 11.1
Nasopharyngitis 13.6 8.4
Hypertension 4.1 9.9
Upper-respiratory
tract infection 9.5 7.8
Hypoglycemia 7.1 7.5
Tremor 2.4 6.6
Dry mouth 3.0 6.3
Anxiety 1.2 5.4
Upper abdominal pain 1.8 5.1
Patients discontinued
due to adverse event 154 294
Gastrointestinal disorders
Nausea 0 9.6
Vomiting 0 3.0
Nervous system disorders
Headache 0 1.8
Psychiatric disorders
Depression 1.8 0.6
Metabolism and
nutrition disorders
Diabetes 1.2 0.3
Hyperglycemia 1.2 0
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SELLEE BE Ry AR Z IR S LR ~ AR LA A~ A e R

RS ~ AR EESE R AEAEA - EEFERNE2EA - C&EEHEF
Bupropion R {7 EEYHTE A WERBEHEH MAOIL BB A » E/VFER 12 K > A 6E4
{#i 4 Contrave °

P an PR LR
i Contrave Xenical Saxenda
FREESE R T Sz
[5'%an Naltrexone 8mg/ Orlistat 120mg Liraglutide 6mg/mL
Bupropion 90mg
ZEH 38 | wopioid receptor Lipase Inhibitor GLP-1 agonist
antagonist/
Catecholamine reuptake
inhibitor
BIERX | FEFEE 1~4 58K — 120mg 0.6~3mg
—RFIR —RER —ARTR
BIEHEE | A A - FFETIREAAEE FFETIREAAEE
1tab BID RHEER A FEFEHE -
FFIhRERGEE A EE
AREGEM
Ei% 4200 yT/H 3150 7t/H 6000~8000 JT/ H
BfEH G0~ MR~ BE A | IS A~ & B A~ TR ~ T
H: ~ (R
R AR B ~ R | PR BE ~ BEVT | M AN EaIEA R R R S
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ST
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MBS ot A R A 29) - BEZR Contrave 78 /DR A BSFERVIRE F > 8 H &
Saxenda iE/¥HYEHER - (H/ZR 5y Contrave 5 EERHY/E IR - BR T W DI4ERFEE R -
eSSV OB ERVERE &S - i HAEEHEEY) E - AHEGR Saxenda FFHEEH
/L5 > Contrave AILE I RFER] - SHIREENREME g b -

£ Contrave IYFERP TR > FE(EFAERFREIGH 12 381% > MEEITIRE Y
Al > AIFR BV HIRREIR T 252 » iERZ (= (R (E I EE - (N R E ST R R A2
R A R PR R AR EE R R ) -

+
e

Contrave FEZERIIRHIAY - REENANENME S - WAESRE B 24E > RIBNZ2ME
s B Hl 2 VR - 1 RS2 EAV S - ge A SRR AR RS - A
SREFTTE BLRCERF T2 AR o — (i F 8 38e 1 -
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W = 0044 1 % 3% (Atopic Dermatitis)B5aREE

W {RRE 226
AiE
Sfirie 7 3% (atopic dermatitis, AD) » BRI 36 Ve R » i RAHIR
TEPR AR - ACREERSE(scab) » ELAFSSHY BB DAF » ISR A G R B 1 3
M A E IR - A R RS S i G R R R - PR AR
i B 36 s P LB - R R 36 A S AR AR A R » R
O 7 A B DR RIS BT 948 » (oI IR B o DA A
(antihistamine) AEHIRAEAVER + H5BL S0 A TRATRERS TR ) 36 0 + A% R 7
T BUBEIR YIS - B - S  BEREERE - E B LR R
RASH KRR e RO S+ S P R S RIS 8 » B335 A IR
S EEARAIAN Sandimmun 388 (Cyclosporin) & B EAR 3% 6 F oAk T RIME
FA T8 — (R e S — PO AR - A DA A0 AR B
F LS A e 5 S AR I 5 3 R M SR B B B e
S Ve R 36 o ARSI MBS e 36 LA M D B o R R MR-
$262 Rinvoq BHEESE Dupixent » 43 Al 4B LY SEAEHER « AR ST
HIE -

A7 M R 3R BRI

FAMHVES N A T2 e 2 R YRR ARG R IE - A1 K2 SR B F e
R UIHBEE (IL-4 B2 TL-13)55 88475 — BRI 6a%5 [7 JfE (type 2 pathway or type 2 helper T
cell) o P e FRGNHY TL-4 B IL-13 BLEAZRGAE & - BUENAG NAYSE R EME - 2
5 [REA EIAHAEAYEE SR (N EK ~ AYE AR ~ BEERARES) - SRR 4TRE - FRREE
R AR TR LA RZ » MM BB 45 e 25215 -
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IL-13 .

IL-135208 == GH7E)5 3R

IL-45208 == RUENTIRRIE

5l RIS

r IL-4Rax
r IL-13Ral
rvc

S 7 KR HT 3
F& M R E RO E £ R IEERIER - R R o i e Rt s
FERGPR B Rl R =F

73 HA G itz

32 52 3 A ~2 5% IRV - RN - R MRS - BHR

( Infancy) H1% = 0= ffi(crust)

S 3~11 j% JEMI ~ B2 2 - B RSN

(Childhood) 88 lichenification) fs AR - HREZ (prurigo) FIE
(T R #2 iR

EEHASE A | >12 5% RS HFa5 AT ~ S - TURSRMIRIEE: R - &

(Adolescence) SN Rl - SR LZERE - B2 - JUR
(striation) ~ 45 fi(scab)

FNL M K7 18 3K B AR A
1F 28 i/ 5 Fl 88 2 @r (Taiwanese Dermatological Association)ZAFHY FL (7 14 K7 & 3% BE

Ry &¥FE5 [ (Taiwanese Dermatological Association Consensus for the Management of

Atopic Dermatitis) » i S P E7 8 R HVERRIREL L ST —4%
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®3 BEEMHBREESCAUBKRMERRERY

* ST

* B EAAERE (TCSs)
* JukBR A

* AR BER

* HERES AR EEERHIHIE (TCls)

* JEHAE IS EI B2 54 H EREERE
* KRB

* BEMESMENER

FE_RAE

* 5 REREE
E=RER * M
* BEY

TCls: Topical calcineurin inhibitors, TCSs: Topical corticostereids.
Excerpted from Chan TC, Wu NL, Weng LS, et al. J Formeos Med Assoc. 2020 (in press).

SN RZ RS KA RS — 2 & 5t IDi4H 8% ( antihistamines ) 51 /5 B AH EF7
(topical corticosteroids, TCS ) 225 (4[1:655 551575 Elomet))&ff - [EETRREINTIA
RGN - i NS 8aHE > (£ D RIHERR ( systemic corticosteroids ) ByEIIA
H(phototherapy) 55 " SUER SR ENT - Al 2 =400 & B M e e sl
(systemic immunomodulatory agents) - 7=/ 4 51 2 SR AT CIIRAY Sandimmun
HrHSEE(Cyclosporin) » ZEVIMIAHAHAIRY cyclophilin 455 » #Ifi] calcineurin HYREEEER L)

» (15 T MREEERZHG(T cell receptor)iB LI (S5 HIRNVRSE I ZIH » LB AHAEER
(cytokine) Interleukin-2 FYEEER LR 730 » HEMHIGIRS N RFESE < FHr— RV E MR
FERRETA $HE Rinvoq (Upadacitinib)#f£4# 3¢ Dupixent (Upadacitinib) - R Fyiei 5 —
PEAVEEEEEEY) > oy HIGE SR %8 SR YHRRRER 288 LAY Janus JHER(JAK) 1 IL-4Ro ZJUH
fir b > HIHIRS NS R S IE - AR R EERAMEEE X -
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ST 2 SCREEHE O HUE ik FSEIRR S5 & S S o RE2EE -

HAL e RAME R

& 3k VALY 2 — Tl 58 2 G R = B e a0 - SE5Ya s - v E

HISE EFESE RYIE 2 8e - fIHI e A & R R A I RE -

AT SR AR Y T

R - R B ME K758 3R 3% SAEAR » IR A s B BEAIRR S B IR 2B B Y ZHRE

RIS AR A B T B E A S 4 -

P | #7258 Rinvoq f## 3% Dupixent
[D'%ap Upadacitinib Hemihydrate 15mg Dupilumab 300mg
4 :
b et L ONLY MEDICINE
e oneeEnT TR
et =
F:‘;:si“é’ii';“z?““""”“‘““ " g ¥
e
AREE | Ok KRS
pa
B | IR A 4EEERA)) FEHIE(GEED
FDA [ —2019 [ —2017
A | 41 —2020 G 2018
fEpr | FEBEERGTUIERET) IR SO a R e At 24581 (&5
M) BRI > SN RR R EREZ
OB NHM ARG (251) B2
EINE M EE Z BT E R - FIR
FHERHF > LL6 Ml H By 1 E#FE > &6 (A
TR HIEREH] -
BFERE | ALV R - BEURIERIGIR ~ | SRAMERZE R ~ it
HZREMERARN R ~ EBEMEHER
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A | LEHREH K15 mg HEREAR | —HHEEHTE 600 Z5¢ > #2511 300 £ 5%
ME | eAUEA  AREEAEH K30 | REER X
mg F& -
2.65 pELAERYRA - AR
H—2K 15mg -
SREH] | LA 12 p(2) L EF D - 12-17 j35J ARV &
=2 2 EEE 40 AT ULEF/DFRY G asviayilh &RAEHE
RINVOQ EH#HREESH—XK 15 (Loading dose) | (maintenance
mg dose)
>60 kg 600mg 300mg
<60 kg 400mg 300mg
4EFRf% | Upadacitinib j2—7& Janus 5 Dupilumab &7 1gG4 \JAEMRPTAG - 7]
L ARG - 7] DAdEE S | E—MtsS & IL-4 f IL-13 ZASHEM
NF-(STAT)wRE (b RS b HIIL-4 J 1L-13 AR (R
EEE | LRinvoq SERIMERHI AR - AIER] | 1RSSR R A R AT EITE A
H RN (sl 2.Dupixent®E{R{T 2~8°C >

2.2 A ]

#ipT Rinvoq FEXH(F F Bl A% BH

SRR R BRI 1 2R e 3% R AR (B2 IL-4 ~ IL-13 ~ IL-22 ~ TSLP -
IL-31 Jz IFN-y) &€ JAK] pE{S{EHIEENSTE - Upadacitinib J&—# Janus FHEGIAK)IHIR] -
JAK AT S A R ek S LR (STAT)BEER (L K& - T STAT mIgHET RGN
I 19 FENHVEIREAEE © Upadacitinib SESFTIH] JAK HYEREHEEESTE - 1k STAT
SRR EBUG(E - BIRE RN R T -
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RINVOQ inhibits JAK™"

HREX Dupixent SE5(F F B %S5 0
Dupilumab 2 —7& 1gG4 NEHEMDIES - BREE 4SS L4 f IL-13 2881

L A IL-4Ra ZCEEAY o HET IL-4 J% IL-13 (YR E{#3E - Dupilumab 1] #5 FHELES 145

ZRaSE AT IL-4 SUSEHE » DU LSS T2 3845 &[SI IL-4 K IL-13

2 FREEIE - I IL-4Ro HYZTEATAR (B0 BERARRE - mEle s 1 Bk - EREAHAE ~
EEBK ~ FRZ4HRE - MOIRATAE) RIS S EL (BI04 AR ~ B — il ~ 0 =082 - 4R
W~ LR BB AR - DRI SA7 M R 5 3% 38 R EAR

Y Dupilumab #8835

BEETIL- 4R EERaRETT
FRETIL-4F0IL-13RE B2 /0 BERAE

IL-13
IL-4 IL-4
,)\\ I)\
IL-4Ra ye IL-4Ra IL-13Ral
JAK1 JAK3

JAK1 | TYK2

STAT6 STAT6 STAT6  STAT6

Front Med (Lausanne). 2017 Sep 19;4:139.
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#ipT Rinvoq EAf1-3#E 3% Dupixent FE76 SR M K78 3R HTERPREER

A

EE#Z upadacitinib A1 dupilumab FYEEY7J{E i B8 88 ST M R i SR BB IR A HIHRAS

FZz gk -

R T

i 692 4 T B FEERY FALME R SR B A A LA (randomized )

- 225 (double-

blinded ) VI REHISH » 77 A LA upadacitinib A1 dupilumab #E{T 24 5 FA7 M K75 %
YR Hig 319 75 A SEEEAR FH 24 A RY upadacitinib ; 75 316 {i79% A LL dupilumab 52

G 24 [ o B F upadacitinib B35 ABYE & Fy— K—2R Ak 30mg > DA dupilumab ;&

FRAI NP & Ry W — 2K EZ 7 300mg

(& PR Bam A 7 iClE )

Figure 1. Patient Disposition Through Week 24

924 Patients assessed for eligibility
via physical examination

> 232 Excluded
¢ 692 Patients randomized and treated )

N

344 Assigned to dupilumab
344 Treated with active treatment
70 Received rescue medication
before week 16

348 Assigned to upadacitinib
348 Treated with active treatment
61 Received rescue medication
before week 16

16 Discontinued treatment
2 Adverse event
7 Withdrew consent
4 Lost to follow-up
3 Other

12 Discontinued treatment
3 Adverse event
5 Withdrew consent
1 Lost to follow-up
1 COVID-19 logistics
2 Other

e

v

328 Completed study drug
through week 16
15 Received rescue medication
after week 16

336 Completed study drug
through week 16
27 Received rescue medication
after week 16

9 Discontinued treatment
2 Adverse event
1 Withdrew consent
1 Lost to follow-up
3 Lack of efficacy
2 Other

20 Discontinued treatment
7 Adverse event
3 Withdrew consent
3 Lost to follow-up
6 Lack of efficacy
1 Other

A4

319 Completed study drug through
week 24
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316 Completed study drug through
week 24



ERRER R4S R

ERREERGE R LURB EEN B ERZ 58 (Eczema Area and Severity Index,
EAST) FSfEfE - T0EEHYES 16 MEIZHR A\ ALV R RIVECEEE - /R T
T HEE EASI-75 (ESAL BUEIGE 75%)HVEN 7 TS S U R 2 A 2% - fE R H AR EASI-
90 (ESAT #£{H 3% 90%)#1 ESAI-100 (ESAI #{E%2 100%) 5 LR upadacitinib FJ5%
NEEBIS AP dupilumab JEHRERYIH AZH - (EIE 24 EAVEEPREEE S > upadacitinib {£ 65
AT ME R 7 38 A SE TP2R3R T EE dupilumab SR ERUR - HARIHEEREEY) R B

JEZE{/F(Adverse Drug Reaction, ADR)Z£4: »

Table 2. Primary and Ranked Secondary End Points

End point Time point Dupilumab, 300 mg (n = 344) Upadacitinib, 30 mg (n = 348) Difference P value
Primary end point
Achievement of Week 16 210 (61.1) [55.9t0 66.2] 247 (71.0) [66.2 to 75.8] 10 .006
EASI7S®
Secondary end points
in order of ranking
% Change from Week 16 =49.0 (2.0) [-52.9to -45.2] =66.9 (1.9) [-70.6 to -63.2] -17.84 <.001
baseline in worst
pruritus NRS®
No. 251 258
Achievement of ~ Week 16 26(7.6) [4.8t010.4] 97 (27.9) [23.2 10 32.6] 203 <.001
EASI100*
Achievement of  Week 16 133 (38.7) [33.6 t0 43.9] 211 (60.6) [55.4 to 65.7] 218 <.001
EASI90D®
% Change from Week 4 -31.7(2.2)[-36.1t0 -27.3] -59.5(2.2) [-63.8 to -55.2] -27.8 <.001
baseline in Worst
Pruritus NRS"
No. 310 333
Achievement of ~ Week 2 60 (17.5) [13.5t0 21.5] 152 (43.7) [38.4 to 48.8] 26.0 <.001
EASI75®
% Change from Week 1 -8.8(1.8)[-12.3 to -5.3] -31.4(1.7) [-34.9 to -28.0] =227 <.001
baseline in Worst
Pruritus NRS®
No. 327 337
Worst Pruritus NRS ~ Week 16 120 (35.7) [30.7 to 41.0] 188 (55.3) [49.9 to 60.5] 19.3 <.001
improvement =4
points™*
No. NA 336 340 NA NA

Abbreviations: EASI75, 75% improvement in the Eczema Area and Severity
Index; NA, not applicable; NRS, Numerical Rating Scale

2 No. (%) [85% ClI].

30

b Least-squares mean (SD) [95% Cl].
< Analyzed for patients with Worst Pruritus NRS of 4 paints or higher at

baseline.
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F 11 A 30 H > ZERIEF TSR Rinvoq FIIERF 12 p BB/ VERIRA P EH
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