P2X3 Antagonists and Beyond
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ATP-P2X3

« AF-219 600mg(gefapixant): double-blind, placebo-controlled, two-period, crossover study, 24 pts, Phase 2

Participants (n=24)

Sex
Women 18 (75%)
Men 6 (25%)
Age (years) 54-5 (24-70)
Body-mass index (kg/m?) 25.9 (20-35)
White, non-Hispanic individuals 24 (100%)
Duration of cough (years) 9 (3-25)
Type of cough
Dry 18 (75%)
Productive 6 (25%)
Lung function
FEV, (L) 2.7 (1.8-3-8)
FVC (L) 33(2:2-4-8)
Ratio (%)* 795% (67-6-88.0)

Data are n (%), median (IQR), or mean (SD), unless otherwise indicated.
FEV,=forced expiratory volume in 1 5. FVC=forced vital capacity. “FEV, to FVC.

24 h cough frequency

ITT population
Patients in analysis
Coughs

PP population
Patients in analysis
Couahs

Urge to cough VAS

population

Patients in analysis
Scoret

PP population
Patients in analysis

Scoref

CQLQ total score

Table 1: Baseline demographic and clinical characteristics

Abdulgawi R, Lancet 2015,385(9974):1198-1205

ITT population
Patients in analysis
Score§

PP population
Patients in analysis

Score§

AF-219 Placebo Difference at 2 weeks
Baseline Week 2 Baseline Week 2 Placebo-adjusted effect of  pvalue
AF-219 (95% CI)*
18 18 20 20 -
2663 (22:63) 7.74(6-02) 44.70 (105-16) 28-85(31.17) ~74% (-87 to -46) 0-001
12 12 12 12 -
33-24 (2413) 696 (5-63) 28-42 (22-46) 30-44 (22:29) -89% (97 to -67) 0-001
24 24 20 20 -
63-1(23-10) 359 (35-49) 62-5(19-99) 56-0 (24-86) -213(-41-0to-1.5) 0-035
14 14 14 14 .
64-4 (23-50) 19.9 (28-91) 62-3 (21-67) 55-0 (28-43) -34-6 (-57-9 to-11-4) 0-005
19 19 17 17 -
56-3 (10-40) 454 (12-82) 56-2 (10-28) 54-9 (8:79) -9-2 (-16-8t0-17) 0-018
12 12 12 12
57:7(9-99) 44-8 (14-15) 58:3(9-76) 55-8 (8-44) -10:70 (-20-83t0-0-57)  0:040




ATP'P2X3 7I ﬁ - ul 7—|I- S/E Abdulgawi R, Lancet 2015,385(9974):1198-1205

« AF-219(gefapixant): double-blind, placebo-controlled, two-period, crossover study, 24 pts

1000 O Placebo - _ =
] . o Aot Placebo (n=22) AF-219 (n=24)
Tl —— Intention-to-treat .
500 Tl — Intention-to-treat Dysgeusia 0 21(88%)
250 O L 2 and per-protocol Hypogeusia* 0 13 (54%)
B Nausea 1(5%) 9 (38%)
= Oropharyngeal pain 1(5%) 5(21%)
& Headache 1(5%) 3(13%)
<) (@ S —
3 1097 @ Salivary hypersecretion 1(5%) 3 (13%)
2 O ' Cough 1(5%) 3 (13%)
;_T Q.. g Anosmia 0 2 (8%)
Jg’ Constipation 0 2 (8%)
£ O O Gastro-oesophageal reflux disease 0 2 (8%)
=
Z 50 Qoo § Glossodynia 0 2 (8%)
q e Depressed mood 0 2 (8%)
T Vision blurred 0 2 (8%)
g Adverse events were classified according to MedDRA Version 14.0 and displayed
@: - by preferred term.*Reports of hypogeusia or ageusia were categorised as
Placebogroup | Placebo group ' AF-219group | AF-219group hypogeusia. Every patient reported at least one type of taste adverse event during
(baseline) (treated) (baseline) (treated) AF-219 treatment.

Figure 2: Changes in objective daytime cough frequency from baseline to end of the treatment period
Intention-to-treat analysis included the blue and red data points, whereas the per-protocol included data in
red only.

Table 4: Treatment-emergent adverse events reported by more than
one AF-219-treated patient



COUGH-1/2 ; two double-blind,
randomised, parallel-group, placebo-controlled, phase 3 trials

McGarvey LP, Lancet 2022;399:909-923

Placebo Gefapixant15mg Gefapixant45mg Total

twice per day twice per day SOUGHET
Mumber of participants I 435 440 439 1314 1
COUGH-1
Sex
Number of participants b2 244 243 mo_| Female 326(749%) 329 (748%) 329(749%)  984(749%)
Sex Male 109 (25-1%) 111 (25-2%) 110 (25-1%) 330(25-1%)
Female 181 (74-5%) 181 (74-2%) 180 (74-1%) 542 (74-2%) Age (years)
Male 62 (25.5%) 63 (25-3%) 63 (25-9%) 188 (25-8%) Mean 580 (12:6) 586 (114) 57-8 (12-4) 581(12:1)
Age (years) Range 19-84 22-88 19-87 19-88
Mean 579(131) 596 (117) 594(131) 590 (12:6) face I ; fe .
American Indian or Alaska 20(4-6%) 28 (6.4%) 24 (5-5%) 73(5:6%)
Range 21-81 22-89 19-85 19-89 e
Race Asian 15(34%)  14(32%) 15 (3-4%) 44(33%)
American Indian or Alaska 7(2-9%) 6 (2.5%) 8(33%) 21(2:9%) Black or African American 5(1-1%) 9(2.0%) 14(32%) 28(2:1%)
native Native Hawaiian or other 4(0:9%) 2 (0-5%) 3(0-7%) 9(0:7%)
Asian 35 (14-4%) 35 (14-3%) 34 (14-0%) 104 (14-2%) Pacific lslander
Black or African American 4({1-6%) 3(1-2%) 4(1-6%) 11(1:5%) Multiple 36 (8-3%) 31 (7-0%) 37 18-2%) 12447-9%)
Multiple 8(33%) 5 (2:0%) 11(4-5%) 24(33%) White 355(81:6%) 356 (80-9%) 346 (78-8%) 10567 (80 4%)
White 189 (77-8%) 195 (79-9%) 186 (76:5%) 570 (78-1%) Duration of chronic cough (years)
Du-ationof ckronic cough (years) Mean 107 (8-8) 119 (107) 10-9(9-9) 112(9:8)
Mezn 117(9.9) 118(91) 112(94) 116 (95) Range ks Lt 265 SN
Region
Ra_ngt 59 245 256 2-59 Asia-Pacific 26 (6:0%) 27 (6:13%) 28 (6.4%) B1(6:2%)
Region__ Europe 238(547%) 238 (541%) 239 (544%) 715 (54-4%)
hsdz-Pecific 35(14-4%)  34(139%) 34 (14.0%) 103 (14-1%) North America 07(223%) 99 (22:5%) 98 (22.3%) 294 (22.4%)
Europe 121 (49-8%) 123 (50-4%) 121(49-8%) 365 (50-0%) Others 74(17.0%)  76(17-3%) 74 (16-9%) 224 (17-0%)
North America 56 (23.0%)  55(225%) 56 (23-0%) 167 (22.9%) Primary diagnosis
Others 31(12-B%) 32 (131%) 32(13-2%) 95 (13-0%) Refractory chranic cough 277(63-7%) 273 (62:0%) 279 (63-6%) 829 (63.2%)
Primary aragnosis Unexplained chronic cough 158 (36:3%) 167 (38.0%) 160 (36-4%) 485 (36-9%)
Refractory chronic cough 148 (60-9%) 141 (57-8%) 139 (57-2%) 428 (58-6%) Mean HARQ at baseline 401(132)  393(137) 39-6 (135) 397(135)
Unexplained chronic cough 95(391%) 103 (42.2%) 104 (42-8%) 302 (41-4%) Baseline values for efficacy endpoints
) 24-h cough frequency
Mean HARQ at baseline 402(13.6)  39.4(133) 39.3(13.0) 396 (13:3) )
_ . Geometric mean coughs 19.4 18.9 18.5 189
Baseline values for efficacy endpoints perh
24-h cough frequency Leicester Cough Questionnaire total score
Geometric mean coughs 220 19.7 177 197 Mean baseline total score 10:3(3-0) 10-4 (3-0) 10-4(3-0) 104 (3:0)
perh Cough severity visual analogue scale (mm)
Leicester Cough Questionnaire total score Weekly mean 68.5(14-3) 67-4(14.8) 67-7(139) 67-8(143)
Mean baseline total score 10-0(31) 105 (2.9) 105 (2-7) 10:3(2:9) Cough Severity Diary score
Cough severity visual analogue scale (mm) Weekly mean 6:0(1-6) 59(1-8) 6-0(1-6) 59 (17)
Weekly mean 691(13.9) 682 (15:0) 67.9(12-8) 68-4(13-9) Data are n, n (%), mean (5D}, or range. HARQ=Hull Airway Reflux Questionnaire.
Cough Severity Diary score Table 1: Baseline patient characteristics
Weekly mean 6-2 (1-5) 61(17) 6.1 (1.5) 6-1(1-6)



COUGH-1/2 ; two double-blind,
randomised, parallel-group, placebo-controlled, phase 3 trials

McGarvey LP, Lancet 2022,399:909-923

Primary endpoint Primary endpoint

24-h cough frequency 24-h cough frequency
Number of patients with data 222 227 217 - Number of patients with data 419 415 409
Baseline (geometric mean coughs per h) 22:8 19.9 182 - Baseline (geometric mean cough per h) 19.5 194 186
Week 12 (geometric mean coughs per h) 103 97 71 - Week 24 cough frequency (geometric mean coughs per h) 83 81 68 -
Percentage of estimated relative reduction (95% Cl) vs - -1.56 (-22-99 t0 16-13) 18-45 (0-86 t032-92) p=0-041 Percentage of estimated relative reduction (95% Cl) vs - 114 (-14-02 to 14-27) 14-64 (1-43 10 26-07) p=0-031
placebo placebo
A
1-0 4
—&— Placebo
Gefapixant 15 mqg twice per day
—— Gefapixant 45 mg twice per day
Q ]
= 084 =
e &
c
5 =
2 £
= o
b —
E 0-6 - 2
o 5
e &)
()
0-4
I
My
S

Main study period



COUGH-1/2 ; two double-blind,

McGarvey LF, Lancet 2022,399:909-923

randomised, parallel-group, placebo-controlled, phase 3 trials

e P2X3 homotrimer(Z|&-0|F A1) vs P2X2/3 heterotrimer(D| 221 4) & S

Data are n or n (%). Difference in percentaae versus placebo for taste-related adverse events were tested for

« 0|2} O] HME 45mg 0| A E|CH 59-68% (F12f 4-8%)
Placebo Gefapixant15mg  Gefapixant 45 mg Sel
twice per day twice per day Number of participants 432 442 440

COUGH-1 Any adverse event 349 (80-8%) 373 (84-4%) 399 (90-7%)
Number of participants 243 244 243 Serious adverse events 25 (5:8%) 24 (5-4%) 25 (5:7%)
Any adverse event 184 (75:7%) 186 (76-2%) 208 (85-6%) Adverse events related to treatment* 91(21-1%) 145 (32-8%) 312 (70-9%)
Serious adverse events 14 (5-8%) 17 (7:-0%) 13 (5:3%) Adverse events of special interest
Adverse events related to treatment* 47 (19-3%) 49 (20-1%) 158 (65-0%) Taste-related adverse events 36 (8:3%) 89 (201%)f 303 (68-9%)1
Adverse events of special interest Most common adverse events (>8% in a single treatment group)

Taste-related adverse events 11 (4-5%) 31 (12-7%)t 144 (59-3%) T | Ageusia 6 (1:4%) 13 (2:9%) 67 (15:2%)* |
Most common adverse events (>8% in a single treatment group) Rezguusla 22(62%) SHEPHIAE: 102 (43.0%)]

Ageusia 0 3 (12%) 33 (13-6%)1 Headache 67 (15-5%) 74 (16-7%) 70 (15-9%)
Lﬁack Bamn 50 0% A% - I:‘pogwsia 3(0:7%) 17 (3-8%)f 60 (13-6%)T
| oysgevsia 8 (3:3%) 22 (9-0%)% 88 362%)1 | nflvenza 351%) 30(5-8%) 24 (5:5%)

TR EIPEIA YNRESTA STYGRESTA Nasopharyngitis 70 (16-2%) 93 (21-0%) 70 (15-9%)

Hypogeusia 1(0-4%) 5 (2:0%) 13 (5-3%)t Nausea 32 (7-4%) 26 (5-9%) A7 (10-7%)

Nasopharyngitis 51 (21-0%) 47 (19-3%) 50 (20-6%) Taste disorder 1(0-2%) 8(1-8%)t 37 (8-4%)T

Taste disorder 2 (0-8%) 2 (0-8%) 24(9-9%) Upper respiratory tract infection 27 (6-3%) 38(8-6%) 30 (6-8%)



Gefapixant Dose response meta-analysis

Kum E JAMA 2023,330(14):1359-1369

Figure 1. Literature Search Flow Diagram: Study of Gefapixant
for Chronic Cough

1015 Records identified
417 MEDLINE
248 Embase
228 Cochrane Central Register
of Controlled Trials
122 Web of Science
0 FDA/EMA sites

—»‘ 302 Duplicate records excluded

‘ 713 Records screened ‘

—>‘ 613 Records excluded (not relevant) ‘

‘ 100 Reports sought for retrieval ‘
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2 Wrong intervention
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unpublished studies included in review)

Gefapixant dosage, mg twice daily

EMA indicates European Medicines Agency; FDA, US Food and Drug
Administration.
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Other strategies

e P2X2/3 — P2X3 homotrimer selective inh. ; Camlipixant/eliapixant/sivopixant/filapixant

Camlipixant

Mo. of trials: 2

No. of participants treated: 426

Eliapixant

Ma. of trials: 2
. of participants treated: 369

Filapixant

e

Nao. of trals: 1
Mo. of participants treated: 92

Reduction rate of 24-h cough freequency (%)

300

200

400

MNo. of trials: 7
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=40
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Sivopixant

Mo. of trials: 2
Mo. of participants treated: 314

o 250 500 T80 1,000 1,250

100 200 300
Dosage (mg/d)

0 10 200 300 400 500

No. of participants recaived
placebo (EOk 1,195
Between-study SO for relative
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«== 85% Crl
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Prevalence of taste disturbance (%)
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e
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Camli P ixant (RE LIE F) Smith JA, AIRCCM 2025:211(6):1072-1075

« RELIEF: phase 2a W AtA|R, ITT 679, 2t d 683

C =20 coughs/hour,

Camlipixant dose escalation (BID) Matching placebo (BID) basein
j 10-14-day 14-day D Pval 95% ClI
25 mg —20.3% 0.001
Matching placebo (BID) Camlipixant dose escalation (BID)
10-14-day § _ 14-day 50 mg -17.7% 0.019 —_— |
-19.4% : —_—— | -
Day 0 4 8 12 16 0 4 8 12 16 100 mg 19.4% 0.032
4 Cough recording conducted 200 mg —57.0% 0.003 * .
-50% —-30% -10% 10% 30% 50%

o/ — —_—
o D 232.4 coughs/hour, baseline Camlipixant better Placebo better

50 mg —6.1% 0.460 —le e 25 mg —28.1% <0.001
—28.4% . —_—
100 mg —7.8% 0.418 - 50 mg 28.4% <0.001 N
100 mg —29.5% 0.001 ——.——— .

200 mg -16.7% 0.086 O

y i i ! X ! 2 —32.4% 0.001 P

-50%  -30%  —10%  10% 30% 50% 00mg 32.4% <
— — T T T T T 1
Camlipixant better Placebo better -50% -30% -10% 10% 30% 50%
— _—

Camlipixant better Placebo better

dysgeusia, hypogeusia, or ageusia were reported in 6 patients receiving camlipixant (9.8%) and 3 patients receiving placebo (4.9%)



Camli P ixant (SOOT HE) Smith JA, AIRCCM 2025:211(6):1038-1048

« SOOTHE: phase 2b | 14| 3109, &4 1Yl TTh 249

Table 1. Patient Characteristics and Disposition at Baseline](Main Population: Awake Cough Frequency =25 Coughs/h)

Camlipixant (Twice Daily)

Placebo 12.5 mg 50 mg 200 mg

Number of patients, n 63 62 62 62
Sex, n (%)

Male 14 (22.2) 14 (22.6) 10 (16.1) 7 (11.3)

Female 49 (77.8) 48 (77.4) 52 (83.9) 55 (88.7)
Age, yr, mean (SD) 61.4 (11.3) 60.7 (10.1) 61.6 (9.6) 59.7 (11.4)
BMI, kg/mz, mean (SD) 27.9 (5.6) 28.1 (5.3) 28.6 (7.3) 27.9 (5.7)
Ethnic origin, n (%)

Hispanic or Latinx 3 (4.8) 3 (4.8) 5(8.1) 3 (4.8)

Not Hispanic or Latinx 60 (95.2) 59 (95.2) 57 (91.9) 59 (95.2)
Race, n (%)

White 62 (98.4) 58 (93.5) 60 (96.8) 60 (96.8)

Asian 1(1.6) 34.8) 0 (0.0) 0 (0.0)

Black 0 (0.0) 0 (0.0) 1 (1.6) 2 (3.2)

American Indian/Alaska Native 0 (0.0) 1(1.6) 1(1.6) 0 (0.0)
Region, n (%)

United States 25 (39.7) 29 (46.8) 34 (54.8) 34 (54.8)

Canada 7 (11.1) 4 (8.5) 7 (11.3) 2 (3.2)

Europe 31 (49.2) 29 (46.7) 21 (33.8) 26 (41.9)
Cigarette pack-years, mean (SD) 2.2 (4.6) 1.6 (3.9) 1.8 (4.3) 1.6 (4.6)
FEV,/FVC ratio, mean (SD)* 0.77 (0.073) 0.77 (0.071) 0.76 (0.068) 0.77 (0.082)
Cough duration, yr, mean (SD) 11.1 (9.70) 11.9 (9.12) 13.5 (11.53) 10.3 (9.11)
Baseline 24-h cough frequency, coughs/h

Geometric mean (log scale SD) 39.6 (0.60) 41.3 (0.57) 39.9 (0.47) 35.2 (0.48)
Baseline awake cough frequency (coughs/h)

Geometric mean (log scale SD) 56.9 (0.60) 58.3 (0.57) 55.8 (0.48) 49.7 (0.46)
CS-VAS, mm

Mean (SD) 73.9 (14.9) 71.7 (14.5) 74.0 (14.4) 72.0 (15.6)
LCQ total score

Mean (SD) 10.4 (3.1) 10.7 (3.0) 10.0 (3.1) 11.4 (3.0)

Definitions of abbreviations. BMI = body mass index; CS-VAS = cough severity visual analog scale; FEV, = forced expiratory volume in 1
second; FVC = forced vital capacity; LCQ = Leicester Cough Questionnaire; SD = standard deviation.
*Measured at screening or within the 2 years before screening and after the onset of cough.



Camli pixa nt (SOOT H E) Smith JA, AIRCCM 2025:211(6):1038-1048

« 43 24h 7| HIE AR ZhA: 50 mg BID 34.4%, 200 mg BID 34.2%

A Baseline Day 15 Day 29
Cc 0.0
70 - Day 15 Day 28
60 -5.0
. 50 E 100+
= o
2 407 > -15.0
-(.% 30 g
o & 200
20 -EE
10 Il é 250 -
0 T T 1 T T
230% 250% 270% 230% 250% 270% —3001
Percentage of cough reduction 50
Placebo [l 125 mg M50 mg | 200 mg
B
40 7
D
35
12.5mg I 19 ! 3.2 ! 3.0 |
i 4 +— —— —— 30
camlipixant | : | o
| P =0.0865 | P=0.0147 | P=0.0716 g 25 4
£
50 mg ' 28 ! 4.8 ! 4.2 . |
Omg | g2t — — = 2 20
camlipixant : : : 8
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230% 250% >70% 00

Baseline Day 15 Day 29
Odds ratio (95% CIl) of reduction from baseline in 24-hour cough frequency

Placebo [l 125 mg [l 50 mg 200 mg

Incidence of taste disturbance TEAE,i n (%)

Dysgeusia (taste alteration) 0 (0.0) 3 (4.8) 4 (6.5) 3 (4.8)
Hypogeusia (partial taste loss) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Ageusia (complete taste loss) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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DESIGN OF THE LANDMARK CALM-1 AND CALM-2 PHASE 3 CLINICAL TRIALS OF
CAMLIPIXANT IN REFRACTORY CHRONIC COUGH

JACKY SMITH STEVEN G SMITH VIVEK IYER IMRAN SATIA NATHALIE CHAURET LAURENT HARVEY
RONGHUA YANG MARGARET GARIN AND CATHERINE BONUCCELLI

PURPOSE: Refractory Chronic Cough (RCC) is a disease manifesting as a cough that persists for =8 weeks despite adequate
treatment of other cough-associated diseases or for which no cause can be identified (i.e. unexplained [UCC]). In RCC, neuronal
hypersensitivity may contribute to an exaggerated cough response that is disproportionate to stimulus intensity. There are
currently no commercially available treatments indicated for RCC in the USA and new solutions are needed to alleviate the
significant burden ot the disease. Camlipixant, a selective P2X3 antagonist, reduced cough frequency in patients with RCC in
Phase 2 trials with limited taste disturbance adverse events (TDAEs). Here, we present the design of two Phase 3 trials to evaluate
efficacy, safety, and tolerability of camlipixant in RCC (including UCC).

METHODS: F‘.AIM-I (NCT05599191) and CALM-2 [NCT05600777) are randomized, double-blind, placebo-controlled,

parallel-arm Phase 3 trials. Puring screening, both trials will enroll patients with RCC and a persistent cough for =1 year. After a

run-in period, patients will be randomized| 1:1:1 to 25 mg camlipixant, 50 mg camlipixant, or placebo BID|for 52 weeks in CALM-
1 and 24 weeks in CALM-2. Patients will be enrolled in the overall ethcacy population in a 3:1 ratio based on a 24-hour cough
frequency of =16 coughs/h at screening and =20 coughs/h at baseline, or between =8 and <40 coughs/h at screening, and
between =8 and <20 coughs/h at baseline. After the randomized, double-blind treatment period, there will be a 24 and 28 week
open-label extension (50 mg camlipixant BID) for CALM-1 and CALM-2, respectively.

RESULTS: Each trial will recruit appru:}xjmatelﬂ 825 patients.| The primary efficacy endpoint is 24-hour cough frequency in the
overall efficacy population at 12 and 24 weeks for CALM-1 and CALM-2, respectively. Secondary efficacy analyses will evaluate
other measures of cough frequency and patient-reported outcomes in the overall efficacy population. The effect of camlipixant on
TDAEs and other safety measures will be monitored.

CONCLUSIONS: The CALM-1 and CALM-2 trials will evaluate efficacy, safety, and tolerability of camlipixant in a broad
population of patients with RCC (including UCC) utilizing a run-in period and novel stratification by cough frequency.




CALM-1/2 — (2026.7.17)

« 25/50mg BID
o CALM-1(52wks, NCT05599191, 825 pts) / CALM-2(24wks, NCT05600777, 975 pts)

GSK plc (LSE/NYSE: GSK) today provides an update on the CALM-1 and CALM-2 phase lll clinical trials, which assessed the
efficacy and safety of two doses of camlipixant (a P2X3 receptor antagonist) in adults with refractory chronic cough (RCC).'?
RCC is a complex and under-recognised disease with limited treatment options.3

CALM-1 met its primary endpoint with camlipixant 50mg twice daily showing statistically significant reductions in 24-hour

cough freguency versus placebo at week 12JCALM-Z did not reach statistical significance in the same primary endpoint with |
| SOm; twice d(]”; at week 24 ipi ' ' I .

secondary endpoints, including qChronic Cough Diary (CCD) measure, did not meet target thresholds in either study.JAcross
both trials, the overall incidence and severity of treatment-related adverse events were similar in patients receiving either
camlipixant or placebo.

Based on the aggregate data, the limited efficacy demonstrated is unlikely to transform patient carp. GSK has decided not to

| _progress further development of camlipixant in RCJ Results from the CALM phase Il programme will be submitted for future
presentation/publication to contribute to the scientific understanding of RCC.

GSK press release 2026-07-17 - Fierce Biotech 2026
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Characteristics Eliapixant Eliapixant Eliapixant Placebo
25 mg 75 mg 150 mg twice daily
twice daily twice daily twice daily (n=74) A)
(n="67) (n=69) (n=73)
Age, years 61.2 (9.9) 59.1(12.1) 59.3(11.9) 56.6 (12.4)
> 65 years, 1 (%) 24 (36) 25 (36) 29 (40) 26 (35)
Female, n (%) 49 (73) 56 (81) 56(77) 59 (80) =
Race, n (%) E Lc),
White 56 (84) 60 (87 66 (90) 64 (86) 8 E;
Asian 10 (15) 9(13) 5(7) 10 (14) g o
Other/not reported 1(1) 0 2(3) 0 g’ g
Geographic region, n (%) 8 8
Eurape 35 (52) 37 (54) 42 (58) 40 (54) C £
Japan 6 (9) 6(9) 5(7) 6(8) 8 o
Rest of the world 26 (39) 26 (38) 26 (36) 28 (38) '? %
Body mass index, kg}m2 27.1 (4.7) 27.1(5.5) 27.9(5.7) 27.2(5.1) g E
Duration of cough, years, n (%) c 8
<10 38 (57T) 39(57) 46 (63) 39(53) o D
>10 29 (43) 30 (43) 27(37) 35(47) 26
Tobacco smoking history, n (%) _CCU _g o + + —
Never 47 (70) 51 (74) 48 (66) 56 (76) O® g2 Eliapixant Eliapixant Eliapixant Rlacebg
Ex-smoker 20 (30) 18 (26) 25 (34) 18 (24) ~ 25 mg 75 mg. 150 mg twice daily
Baseline 24-h coughs, per hour* twice daily twice daily twice daily
<10, n (%) 21 (3D 18 (26) 20(27) 17 (23)
>10, 1 (%) 46 (69) 51(74) 53(73) 57(77)
=20, n (%) 30 (45) 37 (54) 31(42) 37 (50) 0.0 I T I T T 1
=30, n (%) 21 (31) 23 (33} 15(21) 24 (32) 0 2 4 6 8 10 12
Baseline awake coughs, per hour Weeks
Geometric mean 23.6(3.0) 26.4 (3.0 21.2(2.4) 24.0(3.2)
<20, 1 (%) 28 (42) 26 (38) 30 (41) 32 (43)
>20,n (%) 39(58) 43 (62) 43 (59) 42(57)
Baseline cough severity, VAS 0-100
Arithmetic mean® 65.5 (14.6) 67.1(14.9) 66.8 (15.9) 61.5 (18.5) (= iy No) | . | = L |_ 2|.0 | o) H
LCQ total score (range 3-21) ° _I__II-T O Stj :! T _Il:l: }_ phase Zbl 310%:'
Arithmetic mean 12.0(2.5) 11.8 (2.8) 11.2(2.6) 11.5(3.3)
: : y g =~
Data are expressed as mean (SD) unless otherwise stated o O | 7_||- O | é>|- 1 _'I 6%, g_ EOI: 9_' _7I_E &II = 7 |_

LCQ Leicester Cough Questionnaire, 5D standard deviation, VAS visual analog scale
“See Table 2 for baseline geometric mean (SD} 24-h coughs, per hour

bEliapixant 25 mg twice daily n=62, eliapixant 75 mg twice daily n=68, eliapixant 150 mg twice daily ° 1 50 mg, 1 pt, 4Wk D | Ll, el ia pixa nt 7H I:él- % El_l-

n=67, placebo twice daily n=69



Eliapixant PAGANINI

Table4 Summary of treatment-emergent AEs (safety analysis set)

Patients, i (%) Eliapixant 25 mg Elhapixant 75 mg Eliapixant 150 mg Placebo
twice daily twice daily twice daily twice
(m=T5) (m="TH) (=81 daily
n=TT
Any AE 43 (5T) 51 (65) 51 (64) 39(51)
Maximum intensity for any AE
Muld 21 (28) 31 (409 23 (29) 18 ({23)
Moderate 22(29) 16 i(21) 25(31) 200(26)
Severe 0 3i4) 3i4) 1 (1)
Any study drug-related AE 9{12) 15 {19} 30 (38) 9(12)
Maximum intensity for study drug-related AE
Muld 5(7) 10i13) 16 (20) 7(9)
Moderate 4(5) 5(6) 12 (15) 2{3)
Severe 0 0 2(3) 0
AEs leading to study drug discontinuation 79 ik (4) 8 (10} 19 (1)
Any SAE 0 1 (1) 2(3) 1 (1)
Any study drug-related SAE 0 0 1{1) 0
SAEs leading to study drug discontinuation 0 0 m 1 (1)
AEs with outcome death 0 0 V 0

Dicpinigaitis PV, Lung 2023,201(3):255-266
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» Sivopixant 150 mg QD, phase 2a, placebo-controlled crossover, 31d

TABLE 2 Changes in cough frequency (full analysis set)

Baseline cough frequency, h—! Ratio at 2 weeks versus baseline, Placebo-adjusted difference
(geometric mean (95% Cl)) % (mean (95% Cl)) at 2 weeks

Sivopixant Placebo Sivopixant Placebo Difference, % (95% Cl) p-value
Daytime 25.9 (16.9-39.8) 26.1 (16.6-41.2) ~54.1 (—66.7— —36.8) ~33.0 (-51.6-—-7.2) |-31.6 (—53.6-0.8) 0.0546 |
24 h 20.0 (13.7-29.3) 18.9 (11.9-30.2) —52.6 (—64.7-—36.3) —-31.4 (—-49.1--7.4) [-30.9 (-51.3--2.1) 0.0386 |
Night-time 8.8 (5.3-14.7) 9.5 (5.7-15.8) —45.2 (—60.7--23.5) —22.7 (—44.8-8.4) —29.1 (-53.6-8.3) 0.1074
Awake 27.3 (18.5-40.3) 26.2 (16.5-41.5) —50.5 (—63.1-—33.5) —33.3 (-50.5--10.0) —25.8 (—48.3-6.5) 0.1022
Asleep 2.5 (L4-4.7) 1.6 (0.8-3.3) —14.8 (—48.3-40.6) 7.9 (—35.1-79.6) —21.0 (-57.1-45.2) 0.4346

TABLE 3 Changes in subjective measures after 2 weeks from baseline

Baseline Change from baseline Placebo-adjusted difference
(meanzso) (mean (95% Cl)) at 2 weeks
Sivopixant Placebo Sivopixant Placebo Difference (95% Cl) p-value
LCQ# total score 12,1438 12.6+4.2 2.46 (1.51-3.41) 1.06 (0.11-2.01) 1.40 (0.06-2.75) 0.0415
EQ-SD-SL# score 0.7830£0.1956 0.8166+0.2285 0.10 (0.06-0.15) 0.01 (—0.04-0.086) 0.09 (0.03-0.16) 0.0082
EQ-VAS 58.6+24.7 64.5+24.0 11.4 (5.5-17.4) 2.8 (—3.1-8.7) 8.6 (1.0-16.2) 0.0274
Cough severity (VAS), mm 63.2+20.1 61.1+23.0 -18.8 (-25.5--12.0)  —12.4 (—19.2--5.5) —6.4 (—14.8-2.0) 0.1334

LCQ: Leicester Cough Questionnaire; EQ-5D-5L: EuroQol Questionnaire-5 Dimensions-5 Levels; EQ-VAS: EuroQol visual analogue scale; VAS: visual
analogue scale. *: Japanese version.




S iVO p ixa nt McGarvey L, Lung. 2023:201:25-35

« Sivopixant phase 2b: F%{%|-0|5=7H&-fI2f O =, 406pt.

Objective, Analysis Population ) % Difference from Placebo
(95% CI)
Sivopixant 50 mg, FAS (N=92) b o i 13.17 (-12.89, 47.04)
Sivopixant 50 mg, CC at Visit 2210 (N=82) }--—-—----%-} ------------- 3.51 (-21.68, 36.79)
Sivopixant 150 mg, FAS (N=89) F l 1 -1.77 (-24.39, 27.63)
Sivopixant 150 mg, CC at Visit 2210 (N=77) premesnn. -l-é*- ---------- i —4.78 (-28.02, 25.97)
Sivopixant 300 mg, FAS (N=87) : ? 3 { -12.47 (-32.87, 14.12)
Sivopixant 300 mg, CC at Visit 2210 (N=77) porsanan Besoacases | -22.85 (—41.77, 2.20)
1 1 L l 1 Ll 1
-60 -40 -20 0 20 40 60
— In Favor of Sivopixant In Favor of Placebo —
FAS -===--- CC at Visit 2210

Percent change relative to placebo in hourly cough count in 24 h at Week 4
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Filapixant

- Filapixant: crossover design, 23 patients

Enrolled and
Enrollment assessed
for eligibility

(n=32)

Excluded (n=9)

> Not meeting inclusion criteria (n=7)
> Withdrew consent (n=1)
> Randomization deadline not met (n=1)

Randomization

Allocation and
intervention I 1

Allocated to Allocated to
filapixant (4 dose steps) placebo
followed by placebo followed by filapixant (4 dose steps)
(n=11) (n=12)

> Received allocated interventions (n=11) > Received allocated interventions (n=12)
> Completed allocated interventions (n=11) > Completed allocated interventions (n=12)

Lost to follow-up Lost to follow-up
(n=0) (n=0)

Analyzed in Analyzed in

> Safety analysis set (n=11)
> Full analysis set (n=11)
> Per-protocol analysis set (n=11)

> Safety analysis set (n=12)
> Full analysis set (n=12)
> Per-protocol analysis set (n=12)

Analysis

a) 24h cough frequency

Change from baseline [%)]

T T T T T
Placebo 20 mg 8C mg 150 mg 250 mg
Filapixant

c) VAS cough severity

10 —
E
£
e O
E
£ -10
2
'
o
c
& -20
o]

30 —

T T T T T
Placebo 20 mg 8C mg 150 mg 250 mg
Filapixant

b) 24h cough frequency
20 —
X
Q Jd
2 0
8
[=%
8
[
S 20
@
g
o
-40 —
T T T T
20mg 80mg 150mg 250 mg
Filapixant
d) VAS cough severity
10 —
£
s 0T
e
@
8
[=8
o -10 -
[V}
[5]
c
o
£ 20 -
a
30 —

T T T 1
20mg 80mg 150mg 250 mg

Filapixant

Fig. 3 Cough frequency and severity (Day 4): Changes from baseline and diffsences to placebo (Bayesian analyses). Error bars represent 90%
credible limits. Placebo data were pooled across the four placebo ‘dose’steps. Lower VAS scores indicate less severe cough. Total number of

patients =23

Table 5 Taste-related adverse events (additional ‘cumulative” analysis)

Filapixant (N= 23)

20mg 80mg 150 mg 250 mg
N (%) N (%) N (%) N (%)
1(4.3%) 3(13.0%) 10 (42.5%) 13 (56.5%)

Placebo (N=23)

(20 mg) (80 mg) (150 mg) (250 mg)
N (%) N (%) N (%) N (%)

2(8.7%) 2 (8.7%) 4 (17.4%) 3(13.0%)
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Nalbuphine: RIVER2} CORAL

RCC 66
WALAI, &4 21

X|CH 108 mg BIDZE T &

27 /54 /108 mg BID

24h 7| Hel
7| cjy]

—65% vs % —9%
Day 21, ERS 2025 ZAF

—60.2% vs 1% —16.9%
108 mg, Week 6

LCQ B+S X}
>1.34 74 M

78.6% vs 25.5%
ERS 2026 &7t 24

80.8% vs 35.7%
108 mg, Week 6

27 %

M

SH5| LA
PubMed Z1t 2=& 0|22l

HA RCT =&
JAMA 2026

CORAL HlE: ?|fx =EHat 18 Mol 24 M2 BHE Ald ¢t 8428 4

Smith JA, ERS 2025 PA3593. Satia I, ERS 2026 RIVER LCQ poster. Molyneaux PL, JAMA 2026,335:1050-1059.




RIVER: Phase 24, 66pt, Day 21, 27/54/1 08mg Bid Smith JA et al. ERS Congress 2025, PA3593

Figure 2. Relative Change From Baseline in 24-hour Cough Frequency

A 0 NAL ER (108 mg BID) Placebo
H . o| ok
3 -10- TEAE. % NAL ER <
53 20 + n=63 n=59
c D
5 3 30+
2y ~40- Any 794 54.2
£8 o0 leading to
g —70- - treatment 14.3 1.7
w -80 - 56% placebo-adjusted change diSCO nt| nuation
B 20 Constipation 28.6 6.8
=]
o
£
52 Somnolence 254 0
23
O
Qo Nausea 22.2 34
= £
53
@ §-50- o Dizziness 19.0 34
R c 60 - i —.\.***
E o -56% _59% -
“ g0 | | ‘ Serious TEAEs 0 0
Baseline Day 7 Day 14 Day 21
27 mg BID 54 mg BID 108 mg BID

*** P < .0001; NAL ER vs placebo.

Day 21: —65% vs —9%, p<.0001



CORAL (COugh Reduction in IPF with nALbuphine ER, phase 2b, 165 pts)

Molyneaux PL, et al. CORAL Randomized Clinical Trial. JAMA
2026,335(12):1050-1059 (NCT05964335)

IPF + B 7| & 83+ (A A 3-59), CS-NRS >4; FVC >40%-DLCO >25%; 165&

lable 1. Baseline Patient Characteristics

Nalbuphine ER

108 mg Twice daily
(n = 40)

Placebo twice daily
(n = 40)

31.5(29.3) [39]

11.9 (18.6) [36]

29.4 (30.9) [38]

28.1(60.5) [35]°

-18.5(-24.6 to -12.4)

-2.0(-14.9t0 11.0)

-60.2 (36.7)
-60.2 (36.7)

-1.32(0.17)

<.001

86.7 (623.7)
-16.9 (47.9)

-0.3(0.17)

NA

2.4(0.6) [38]

1.4(0.7) [37]

2.6 (0.6) [39]

1.9 (0.6) [38]

-1.0(-1.3t0 -0.8)

-0.7 (-0.9to -0.4)

No. (%)
Nalbuphine ER twice daily o 54 mg Twice daily
- - - . . Qutcome 27 mg Twice daily (n = 42) (n=43)
27 mg Twice 54 mg Twice 108 mg Twice Placebo twice daily =
Characteristic daily (n=42) daily(n=43) daily(n=40) (n=40) Primary outcome
Demographics Change from baseline in 24-h objective
Age, mean (SD), y 69.1 (7.0) 68.5 (7.3) 71.9 (7.0) 712 (7.7) cough count at wk 6
Sex Absolute objective cough count at baseline,  24.6 (19.2) [40] 28.0(29.6) [42]
mean (SD) [No. of patients]
SHlt 29/(69.0) (o2 29/(72:5) 25((32-3) Absolute cough count at wk 6, mean (SD)  11.9 (11.0) [39] 14.9(22.1) [34]
Female 13 (31.0) 12 (27.9) 11 (27.5) 11 (27.5) [No. of patients], coughs/h
Race and ethnicity® Absolute cough count change from baseline | -12.3 (-16.7 to -7.9) -14.5(-20.4 to -8.6)
American Indian or Alaska Native 0 0 0 0 at wk 6, mean (25% )
) Relative change® in absolute cough count, -47.9(38.5) -53.4 (54.0)
Asian ' . 1(2.4) 2(4.7) 0 0 mean (SD), %
Black or African American 0 1(2.3) 1(2.5) 0 Relative change® in absolute coughs/h, -47.9(38.5) -53.4 (54.0)
Native Hawaiian or Other Pacific 0 0 0 0 mean (SD), % (extreme value excluded)®
ISla‘nder Model-adjusted log-transformed -0.90(0.16) -1.27(0.17)
White 40(95.2) 38 (88.4) 39(97.5) 40 (100) relative change in coughs/h, LSM (SEM),
Not reported 12.4) 2(4.7) 0 0 coughs/h (extreme value excluded)*
Medical history P value® .008 <.001
Cough duration, mean (SD), y 3.0(2.8) 41(5.2) 5.4(10.8) 4.4(4.8) Key secondary outcome
Smoking history Change from baseline in patient-reported
Past 24(57.1) 20 (46.5) 22 (55.0) 21(52.5) :?L"'ﬁ(hg{eq”e”cy (E-RS: IPF cough subscale)
(it 12.4 2(4.7) 0 0 Absolute patient-reported cough frequency 2.3 (0.7) [40] 2.6 (0.6) [41]
Gastroesophageal reflux disease® 13 (31.0) 19 (44.2) 17 (42.5) 17 (42.5) at baseline, scale score, mean (SD)
: f
Received supplemental oxygen 6(14.3) 5(11.6) 5(12.5) 6 (15.0) [No. of patients]
at any time Absolute patient-reported cough frequency 1.5 (0.6) [40] 1.4 (0.6) [36]
Concomitant medications at wk 6, Sca.ile SC(f)rE, mean (SD)
Antifibrotics 31(73.8) 34(79.1) 31(77.5) 31(77.5) 5% | Al
- - Absolute patient-reported cough frequency,§ -0.8 (-1.0to -0.6) -1.2(-1.5t0 -0.9)
Nintedanib 17 (40.5) 22(51.2) 21(52.5) 24 (60.0) change from baseline, scale score, mean
Pirfenidone 14 (33.3) 12 (27.9) 11(27.5) 7(17.5) (95% Cl)f
Proton pump inhibitors 21 (50.0) 26 (60.5) 19 (47.5) 22 (55.0) Relative patient-reported cough frequency, 38 34
e No. of patients at wk 6
Physical findings - -
Model-adjusted relative change from -31.4(4.6) -40.6 (4.7)
BMI, mean (SD) 27.7(3.3) 26.9(3.8) 27.6(3.9) 27.8(4.6) baseline, scale score, LSM (SEM), ogb.f
Pulmonary function tests Model-adjusted relative change from -9.49 (-22.0 to 3.0) -18.67 (-31.3 t0 -6.02)
Forced vital capacity, mean (SD), L 2.6(0.9) 2.5(0.7) 2.7 (0.9) 2.4(0.9) baseline, difference from plagfbo,
Forced vital capacity, mean (SD), % 772(19.7)  73.4(16.1)  79.1(20.2) 76.8 (19.3) scale score, LSM (95% CI), %%
predicted of normal P value® .14 .004
Diffusing capacity of the lungs 52.6(14.8) 49.0(12.3) 56.6 (21.4) 49.6 (16.2) .
for carbon monoxide, mean (SD), HalbiphinclER
% predicted 27 mg Twice daily 54 mg Twice daily 108 mg Twice Placebo twice daily
Oxygen saturation by pulse oximetry, 96.0 (2.0) 95.5(2.1) 96.0 (2.0) 95.4(1.7) w=42) =) G (0 = 410 (0 = &0
mean (SD), % Serious adverse events” 1(2.4) 0 1(2.5) 4(10.0)
PGI-S, mean (SD)© 2.3(0.6) 2.4(0.5) 2.1(0.6) 2.1(0.6) Adverse event resulting in 0 6 (14.0) 1(2.5) 2(5.0)

treatment discontinuation

35
-40.2 (4.7)

-18.29 (-30.9 to -5.69)

.005

Headache

Nausea

Dizziness

37
-21.9 (4.6)

NA

NA
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VOLCANO-2 (RCC/UCC, phase 2b)

Background: No proven therapies exist for refractory chronic cough (CC). Neurokinin(NK)-1 antagonists may modulate the

central neural hypersensitivity causing CC. The NK-1 antagonist orvepitant was assessed in CC in a Phase 2b dose-ranging study.

Methods: A randomised, controlled, parallel group study recruited subjects with CC 21 yr and awake cough count >10/hr.

Subjects took placebo (PBO) or one of 3 orvepitant doses (10, 20 or 30mg) jonce daily for 12-wks. Primary endpoint was awake

cough frequency (CF) at Wk-12, using a VitaloJAK ambulatory cough monitor. Other efficacy measures were the patient recorded
outcomes (PROs): Leicester Cough Questionnaire (LCQ), Cough Severity (CS) & Urge-to-Cough (UTC) VASs, and global ratings of
change (GRoC).

Results: 315 subjects were randomised and 275 were evaluable at Wk-12. Orvepitant 30mg resulted in clinically relevant and
significant improvements in PROs in the full analysis set (FAS) at Wk 12: LCQ (PBO-corrected improvement 1.6, p=0.009), CS VAS

(2.0mm, p=0.034) and UTC VAS (11.8mm, p=0.005). GRoC scores: for cough severity p=0.054, and frequency p=0.124| The CF
endpoint was not significant in the FAS|due to an exaggerated PBO response at Wk 12, most evident in the lower CF subjects. In

a pre-defined sub-group of higher CF subjects (2study median awake CF at baseline) |a greater efficacy signal is evident Withl

30mg orvepitant in primary|(geometric mean ratio vs PBO 0.71, p=0.066) and secondary efficacy endpoints (e.g. LCQ 1.9,

p=0.041), with most being significant despite the study not being powered for sub-group analyses. Orvepitant was safe and well-

tolerated.

European Respiratory Journal 2019 54(supp! 63): PA600; The neurokinin-1 receptor antagonist orvepitant improves chronic cough symptoms: results from a Phase 2b trial



IPF COMFORT (ORV-PF-01, phase 2)

We investigated orvepitant, a selective antagonist of the NK1 receptor, as a treatment for chronic cough in IPF.

This|phase 2, randomised, double blind, placebo-controlled, 2-period cross-over study|tested|orvepitant 10 mg and 30 mg once

daily in patients with confirmed IPF. Treatment periods were 4-wks with a wash-out of 3-wks. Eligible subjects had a mean score
of 25 on a 0-10 cough severity numerical rating scale (NRS) in the last 7 days of screening. Assessments included daily and
periodic patient-reported outcome measures and cough frequency monitoring for efficacy, and safety tests. The primary

endpoint was weekly mean of the Daily Cough Severity NRS at wk 4.

80 patients|were randomised. There was a significant period effect due to a marked placebo response in Period A, hence both

cross over (XO) and additional by period (PB) analyses are presented. At wk 4,|Daily Cough Severity NRS scores|decreased with

orvepitant 30mg compared to placebo in both XO|(-0.58 pts, p=0.054)|and PB (-1.17 pts, p=0.009) analyses. There were also
reductions in the|cough frequency verbal rating scale {XO: -0.23, p=0.010; PB: -0.35, p=0.018) and urge to cough NRS (XO:
-0.46, p=0.092; PB: -0.84, p=0.042) scores. Wk 2 findings were similar. Leicester Cough Questionnaire Qol scores were improved
(XO: 1.24, p=0.025; PB:1.94, p=0.015) and more subjects reported their cough improved with orvepitant 30 mg (69%) than

placebo (44%) on a global rating of change. The 10 mg dose was not different to placebo. Both doses were well tolerated with

no safety concerns.

Orvepitant 30 mg once daily improved multiple patient-reported measures of cough burden in patients with IPF,

Surinder S Birring, European Respiratory Journal 2025 66(supp! 69)
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« Charged sodium-channel blocker(CSCB): €&l large-pore
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Nocion Therapeutics - 13th London International Cough Symposium (2024)
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Taplucainium: Phase 2b Aspire study

S|AL 37K Phase 2a XtZ, BHE 7| & 419, nebulized 10 mg, FEF9 DXAIH

Median baseline cough counts (#) % change from pre-nebulization
Before Nebulization During Nebulization After Nebulization
20 - 0%
17
15 - -20% -10%
10 - -40%
i - 0
5 60% -56%
-62%
0 - -80%
M Placebo M Taplucainium 10 MG M Placebo M Taplucainium 10 MG

Nocion Therapeutics, Clinical Trials, Phase 2a original figure. Z/A} SALZ, & Zaf 2=2 0/29



Taplucainium: ASPIRE phase 2b

ASPIRE, NCT06504446
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Nocion clinical-trial page / ClinicalTrials.gov NCT06504446.




TRPMS8 2% AX-8
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« orally disintegrating tablet— menthol cooling-like counter-irritant
« selective TRPM8 agonist: 7&-2152| cooling sensation= 242}

« Cooling/counter-irritationZt sensory gatings Soff t2Is|Zl 7| %
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TRPMS8 2% AX-8

e 23" AbstractTt. CHH 2 CH7| 2 RCTE X7 S Mot A M2k 2t9| Tl g

Background: The treatment of refractory or unexplained chronic cough (RCC/UCC) remains a
significant unmet need. Although P2X3 antagonists have demonstrated efficacy in recent trials,
other therapies targeting neuronal mechanisms have not. We performed a|2-week, randomized
double-blind, placebo- controlled, crossover study that evaluated the efficacy and safety of AX-8, a
TRFMg agonist, in patients with RCC/UCC. Melhods: Participants had RCC/UCC diagnosis =1yr,
cough severity visual analogue scale (VAS) score240mm and 24h cough frequency =210
coughs/hour at screening. They received two doses of AX-8 (40mg orally dispersible tablet) or
placebo 8 hours apart. The primary endpoint wagl 8h cough frequency on day 1] although as this
was a proof of concept study the duration of action was uncertain and the endpoints chosen were
exploratory. Results:[51 participants Iwere treated and analyses done on the per-protocol set, i.e. 47
participants (79% female, mean age 60.5yrs, mean cough duration 13.5yrs). Onday 1, AX-8
reduced cough frequency within 15min, and more than placebo over 2h and 4h (p<0.09) but not 8h|
(p=0.4). In participants with|baseline throe:t discomfo_rt VAS score 255mm |median value), reduction
in cough frequency vs. placebo was significant over 24h with a maximum reduction compared to
placebo of 43% over two hours (p<0.005). Over 14 days,|AX-8 significantly improved patient- |
reported outcomes and the safety profile was good with no serious adverse events] Conclusions:

s data suggests TRPM8 agonism shows potential for control of RCC/UCC as an alternative or
adjunct to other therapies, especially in those patients complaining of cough driven by throat
sensations.
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