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© and cardiac ) Neutrephils N generation
Tissue damage| : \
5 1 Na 1.7 upregulation

! P u
Kinases — o Decreased threshold for

e.g.PKA  Phosphorylation nociceptor activation
PKC, P3g _ Modulation o Increased responsiveness
MAPK \_\ to subthreshold stimuli

| Na,1.8 upregulation =

KA kB: THEFKX, Shaila et al. {Navl.7 and Nav1.8: Role in the pathophysiology of pain) , &F&iEH4F 50 FT 15
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> VX-548{ERtEl: OREZRMENaV1.810EF, SEENaVEFEEAEL,
EXINaV1 BEEEEEFNE (BIHERIELI300001F) FkFEME £
XN, ZESTREAR] AR AR SR ER, NATHEESIEER.

> VX-548 (SRIRMITERINE, [REEE) T20245F7RiBEZNDA, FHLHE

202551 308 RI7ehRE T,

> VX-548#82000 A KY3HAIGPRESSRERIGRIIN: IERREEAFBE R FAISE
THATLEFIREREIR, ERRETHATEAEN/XIHRaERZY.

B: VX-548F AR BT (EIREHFKfig g X0 FXK)

548-105 ABDOMINOPLASTY (N=1,118)
withdrawal

548-104 BUNIONECTOMY (N=1,073)

Surgery ‘ Placebo Safety follow-up  surgery 4 Placebo Safety follow-up
—s —
<4 hours <8 biours
HB/APAP (5/325mg q6h) HB/APAP (5/325mg q6h)
48 hours of treatment 14 days +/-2 days 48 hours of treatment 14 days +/-2 days

548-107 SINGLE ARM SAFETY & EFFECTIVENESS (SASE) STUDY (N=256)

Safety follow-up
o—a0— VX-548 (100 mg, 50 mg q12h) [ Y

Procedure or
acute pain event Up to 14 days of treatment 28 days +/-2 days

548-105 ABDOMINOPLASTY (N=1,118) 548-104 BUNIONECTOMY (N=1,073)

Primary endpoint:
Time-weighted sum of the pain intensity difference from 0 to 48 hours (SPID48)
compared to placebo, recorded on the numeric pain rating scale (NPRS)

Key Secondary endpoints:
SPID48 compared to HB/APAP
Time to 22 point reduction in NPRS from baseline compared to placebo

548-107 SINGLE ARM SAFETY & EFFECTIVENESS (SASE) STUDY (N=256)

Primary endpoint:
Safety and tolerability

Secondary endpoint:
Patient global assessment (PGA) of VX-548 effectiveness at the end of treatment

& ‘EHLIF

HUAFU SECURITIES CO.,LTD,

Origin of pain
Selectively inhibits
NaV1.8 channel in i

peripheral nerves

Inhibition of NaV1.8 reduces
action potential signaling,
preventing pain transmission

B : VX-548F AR 2R

548-105 ABDOMINOPLASTY 548-105 ABDOMINOPLASTY
Mean NPRS scores over the treatment period Reduction in pain scores at 48 hours of treatment

Reduction in Pain

<

PLACEBO HB/APAP VX-548
Sme /35 mgash  100mg s0mgaizh
N=223 N=448 N=447
Baseline NPRS, % =7 =3
" mean
g Change from
z baseline in NPRS, 93 <3 34
b mean
=O=Placebo (N=223) % reduction
~@-HB/APAP (N=448) X 9 9, 9
i Wiy i from baseline in 31% 43% 47%
mean NPRS

HOURS

548-104 BUNIONECTOMY 548-104 BUNIONECTOMY
Mean NPRS scores over the treatment period Reduction in pain scores at 48 hours of treatment

TR R FHIRITED, Vertex'® W, AR AT

PLACEBO HB/APAP VX-548
Smg/325meash  100mg SOmgaizh
N=216 N=431 N=426
Baseline NPRS, i - .
mean
Change from
baseline in NPRS, 26 36 3.4
mean
e aees % reduction
i bian from baseline in 38% 53% 51%
mean NPRS

HOURS
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> @WgﬂgﬁNwlﬁ%ﬂmmﬁwﬁﬁ,E%%%—ﬁNw1ﬁﬂﬂﬂﬁ%ﬁﬂig@%E%E%\@%ﬁ%ﬁﬂ,%—ﬁmﬂﬁﬁﬁﬁﬁﬁ
BHER .
> ZHNavEBmrREN: RORESIKEGHR, BahREINav 75EREEER, tivertex AB]FFENav1.8 (SCN10A) ERiATHA.
B: EANavl.8ie S AR B : VertexZ AR A #H A4 BHERL

VERTEX IS COMMITTED TO TRANSFORMING THE TREATMENT OF PAIN

g%zﬁ: "{l‘;ﬁ ie‘lﬁ\ #7 w‘{h\l‘k j‘iﬂ: z"i ﬁ;k/h\—']': E] %] SERIAL INNOVATION, BROAD/DEEP PIPELINE FOR LEADERSHIP IN MULTIPLE PAIN STATES GIVEN HIGH UNMET NEED
e & 1128 . F R B B AT % e FORMULATION ~ RESEARCH PHASE 1 PHASE 2 PHASE 3 APPROVED
JVKX000623 1 (BHFEF) Navi.8 R E I 2024-03-04 VX-548 Nay1.8 inhibitor* - Acute pain oral
HBW_OO4285£S>( - - - . VX-548 Na, 1.8 inhibitor - DPN Oral
% llg 1* I ﬁ}] NaV1 . 8 (g‘x’é}j@ g‘ —g‘g J—ZX% 2023_04_20 VX-548 Na, 1.8 inhibitor - LSR Oral
I]é; R II a 5 L. VX-993 Na, 1.8 inhibitor Oral
HRS4800 % p Nav1.8 e s &2 P EEAMAR | 2022-01-10 o
1) VX-973 Na, 1.8 inhibitor Oral
L. VX-993 Na, 1.8 inhibitor v
FZ008-145 |Ws/&k | #A| Nav1.8 |% K-F/fET IR 2024-01-18
Additional Na,1.8 inhibitors Oraland IV
Nay1.7 inhibitors Oral

. N @ [
E * NaVI'sk'ﬁ\m&}ﬁ *}- DPN: diabetic periphesal neuropathy; LSR: lumbosacral radiculap: T - Peripheral Neuropathic Pain (PNP)

2015H1 201812 2021H1 2023.08 2024.01
2 . 3 VX-548
e VX-150 VX-548 VX-548
Phase 2 ERRTFF Phase2 Phase3
FRaH » readouts . readouts readouts

A A A A
VERTEX VERTEX VERTEX VERTEX VERTEX

k | *

|
ERSHEAEFIE %“

iRdiE], 0:

2024-2-29
2 @ 15t VX-548
@ﬁ ‘& follower EFILFF

HRS4800  HBW4285  JMK0623

FAt kR kA, EHMES, ODE, & aids, vertex'® M, Wigik £5F 7 HT 17
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SSTRABEMMATFIFM R ¥ERBIER]: £1IDE (SST) B—MU 20 T AKX RGAIINARRRUHDHIERER, BIISSTRR (SSTR) iFTs
SHASREN (KR, REER. RE%. BWHFMERYSER) MARIEE. SSTREOMKE, HASSTR2ZFERYF, MRS W, MEE
A, MRRREESFIATRENBER, SSTRAEHFMERAFSERATN SIEBMARIER, EMAZNATIHTA LGMERE (Blman

. REMMRESERER) .

SSTR4-ff&HRE: #LKLY35560508/\FSSTRAZTNH,

SERTRERIRES, FNMENENE, MNtERENEBIRET, BRItk

A TImAR BB R BT afr&m. 2023F 11810, LR A% 7 LY35560507 /8 FRiwE B miE 4 A (DPNP) LS IR I (NCT04707157)

FEUSHFIRER (BUEER, LY35560508F 1% I4A5E8ANRSHBMFRLERIZTEN S HI/-2.75(-3.5 to -2.01)F1-1.19(-2.14 to -0.24)) ; [H
B, ARt ATEI—ILY3556050i8y DPNPRIFIEREMAIIHAIRARIRIG, EREWERFIFREEIEMRERELFZ002-0372EBEREL, 7
HEZ. EREMHAIGRRISSTRAZY), 2023538, FZ002-0377=mkHAleREFIEZ, BrigemkflnmRit.

B . ALELY35560500% &% it

Trial Summary Key Requirements Trial Locations Take the Next Step Resources

Trial Summary

Age Range 218 years

Conditions the trial is for @ Diabetic Peripheral Neuropathy

What the trial is testing? @ LY3556050

Could I receive a Placebo? @ Yes

Enrollment Goal @ 410

Trial Dates @ Oct 5,2023 - Jan 2025

How long will | be in the trial? The study will last about 24 weeks and may include

up to 15 visits.

Trial Phase @ I

FHEB: ILREFR, clinical trial, Nature, Wenli Zhao et al. {Structural insights into ligand recognition and selectivity of somatostatin receptors) , kM,

B: ARLY35560504t 4 s K & %

1. Change From Baseline in Average Pain Intensity as Measured by the Numeric Rating Scale (NRS)

Type: Primary | Time Frame: Baseline, Week 8

Description | The NRS was used to describe pain severity. Participants were asked to describe their average pain over the past 24
hours, on a scale of 0 to 10: 0=no pain, and 10=pain as bad as you can imagine.

Posterior mean change from baseline, 95 percent (%) credible interval was derived using Bayesian mixed model
repeated measures. Data presented are posterior mean with 95% credible interval.

Time Frame | Baseline, Week 8

Analysis Population | All enrolled participants who took at least 1 dose of study drug. Here, the overall number of participants analyzed
Description | includes the number of participants with non-missing value at Week 8.

Arm/Group Title 600 mg LY3556050 Placebo
Arm/Group | Participants received 600 mg LY3556050 BID every 12 Participants received placebo BID every 12 hours for up
Description | hours for up to 8 weeks. 10 8 weeks.
Qverall Number of 20 14
Participants Analyzed
Mean (95% -2.75 -1.19
Confidence Interval) | (-3.50t0-2.01) (-2.1410-0.24)

Unit of Measure: score
on a scale

BABIE R AT IHT
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> [ERESEREEEET 1A, B5FARNG. ARURMGERRLRRIASERX, BIHEREAFEESMRULRNER IERARRSRARIREE
e, MRS TRRDEH, NasEkRAELERE.

> ENEBERERS, ERAKRERESR: EMHEBERMNESIR20%L EMHAO, 4230 8EREEHEANINIERES, BRI
BE=AK, AGERZIHAERE. HEREtEE (RGHIERSIRARITHERSE) MhErBARE (BIAMEMRIE, BARGIIEMhER
, ERERTRETAMNERRNE) .

> DPNPEERS, iafrZikE, BEMWRAY: HSmENEERE (NP) ERIGEIRBRNEFRBRERFSENERE, 2IfK LIER. &%,
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B20%, (REARE 4005 BEESZRT, HEFESTAHANE. BUNPZY)H, DPNPEMEMREERIRA (FEAFIHIRRTIERK) |
IRRFEBIRBBENERL, BETEERRE.

B: NP—&R&TH% B =455 T8 T

o 20 70F K RHE 1993 kih? 2004 E2 2019% E5°
e MR AERES

HRENEBERTHASNR) D8 ” - .
oz MEET  EHEH BT AT FDREH Y et ROeS
PHN; ) e
FEERE aﬁﬁ;ﬁ;. PHN; FM HDHERE; CMP HHBRE HPEBEE R, %ME%@\E MEET B BEDH® _/0
WEELE, OEEFT  GABAMRLEIANFMEIEES 35T HGABANS -HIBE, F— &7
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T M %2, SUIAEES SiEMEH
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BERITERIINEMT2024F535RADPNP (PHNEERIRNDA) | %7~
REAESNESESN. FENESEEE. TERCENEREE
, WHPEEESHIGFREREMIEFREE, =RMNEHERIBRTGIE
EREREEEMEAE .

F—=HERMEBMT2019F1 BRI, 2024F68 hEFkHL
DPNP, izt B ANARERIK, fraUEatEEs2/E, 20235
EFHERA457{ZAT (FEE+16.8%) .

B: gAlheBikh £ Tk > sk

B LAl ek St

______ NH HEIBM

: ¥ ik R

' ' e \ —)
:)\:/\/(,()()H Py
""" ' M E R

bt 22 £tk F A e B Ak
EN ] H—=4 5 EA
P 8 £2019.1, % [62024. 6 2024.5
F A 5mg 20mg
. - W1/ : 5mg bid; %2/5: 10mg bid; %3J3: 15mg bid; .
kR BAR: GRS 20mg bid
NLAHK 8345 %44 7295 A6, EFEi Ll E KIS
- 138 /A, &3 ek, 40mg. 80mg. 120mg.
B e B .
£ 4 SADPSIEH 14}1]?“;?1‘_152';’;‘ f?"‘i; 39'1’@3 Al 160mg 4 1 :
SO Thsss mar A -1.23, -2.09. -2.24, -2.16, -2.03, -2.15
. 4 S REFIB )
KBS SN B SOmetl a5, S HI I, £ LFME AR RT. 31, AT 6, ALE
R B >=E0% 5 A F 30mg 7 & 48 >30%, 4 AL 421020%, 4/ 2 F A € AkA0mg .32%, S REFI18. 1%, A RFE
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THRR: BREFKRER, B4, F—=2% (FPE) HAARNE, KABIERH LN

HUNHIRE 1050 (nM)
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HUAFU SECURITIES CO.,LTD,

©

SeF B AR-FF ZIRER

B: AARCRAAEZHGEELEST)
TEIZYIF R EHEEIEE 025 THEESH 10650 12

160 1
120
92.12
80
1.67&
404 - —
3.96
0 —
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H \x gamvAs gRESNY || SRMERKK
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