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EVIDENCE OF CLINICAL ACTIVITY

BACKGROUND il SAFETY

Portal hypertension is a major driver of decompensation in patients with cirrhosis, yet PHIN-214 was generally well tolerated with a safety profile consistent with on-target V1a Evidence of improved renal function was observed with improved eGFR (CKD-EPI Cystatin C) in PHIN-214 treatment resulted in a median Mean Arterial Pressure (MAP) increase of
effective long-term pharmacologic options remain limited. engagement. 4 of the 15 total subjects treated experienced AEs considered possibly or likely drug- all subjects, irrespective of Child-Pugh classification or baseline eGFR. Improvements in eGFR 3.24mmHg over the first 12 hours following PHIN-214 treatment and the median
_ _ . _ . related adverse events. No AEs were reported in subjects treated at dose levels 1-3. A dose limiting persisted until at least 24 hours following PHIN-214 dosing in most subjects. Note: Due to missing MAP was significantly increased at 7hrs following PHIN-214 administration.
PHIN-214 is a novel vasopressin analogue with partial V1a receptor agonism, reduced toxicity (DLT) (hypertension) occurred at dose level 8, at which point enrollment into SAD ceased data in 1 subject at DL5 only 15 data points are included.
V2 aCtiVity, and a wide therapeUtiC index. It is being developed dS a Once'daily, and the Study transitioned to part 2 (MAD), per protocoL
subcutaneous self-injection for outpatient management of portal hypertension and its Figure 3: Changes in eGFR (CKD-EPI Cystatin C); Maximum change and change at 8 hrs. and 24 hrs. Figure 5: Median Mean Arterial Pressure (MAP) post PHIN-214 administration
complications Table 3: Reported AEs possibly/probably/definitely related to PHIN-214 administration post PHIN-214 administration
P ' Dose Level Subject AE (verbatim term) CTCAE Grade DLT ] 8hrs 100 * Median at 7 hrs. 96.5 vs baseline 87.2
PHIN-001 (NCT05490888) is an ongoing phase 1 dose-optimization study evaluating 4 106-028 Injection Site Reaction-Blanching 1 No Mean: 30.9% T p=0.0207
single and multiple doses of PHIN-214 in adults with Child-Pugh class A and B Acid Reflux 2 No 95%_C| [22.8, 39.1]
cirrhosis. The objectives are to assess safety, tolerability, pharmacokinetics, and 5 107-032 Abdominal pain 1 No Bl Maximum o - T
pharmacodynamics Diarrhea 1 No 100 Mean: 40.3% T ol =T
' 6 100-027 Diarrhea 2 No 95% CI [28.1, 52.5] £ _ T - -
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PHIN-001: Phase 1 open label, single-arm, dose optimization study 8 105-037 Nausea 1 NG c = 1 ] I
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Part 1 — Single-Ascending Dose (SAD) Headache 1 No 2 50 = 1
. Qi Abdominal distension 1 No Q -
Single dose | . Irregular, frequent bowel movements 1 No % Error bars: SEM
 24-hour observation period, PK/PD assessments A omatic d _ 4 ] 4 al n ; f e 80
: : n asymptomatic decrease in serum sodium was observed in all cases with a mean decrease o O
- - D MAD - o 0 5 10
Part 2 = Multiple-Ascending Dose (MAD) 6.2 mmol/L (95% CI: 4.6-7.8) and mean minimum of 133 mmol/L (95% Cl: 131.6-134.4). At 24 S

- 28-days of single, daily administration Time, hrs

hrs. serum sodium recovered to a mean of 135.5 mmol/L (95% CI: 133.8-137.2). Serum sodium

= Days 1-4, 7, 14, 21 & 28 clinic visits for observation, PK/PD assessments changes did not differ between Child Pugh A and B subjects nor between subjects with and
= Days 4-28 daily self-administration at home without diuretics.
Figure 1: Hyponatremia by dose level showing baseline, nadir and serum sodium recovery at 24 hrs.
post PHIN-214 administration
PATIENT CHARACTERISTICS = CONCLUSIONS
¢ & 140 ® o o0 o * Baseline Dose Level 1 2 3 4 5 6 7 | 8
= P () . L : .
The single ascending dose phase of the study is complete. 15 subjects were treated = e o, ,0° , %00 ¢ o Nadir CP class AlA|lA  BI A A A|A|A B|IA|A  B|A]|B Single, SC injection of PHIN-214 is well tolerated and in compensated and
across 8 single-ascending dose levels. 1 subject was treated twice, at dose level 1 and § ‘& ‘.":'"‘6‘;"‘""'.'""0“""‘ BaselineeGFR | 57 | 78 | 74 | 90 | 33 |107| 45 | 46 | 78 | 60 | 63 | 67 | 87 | 65 | 67 decompensated cirrhosis and yielded preliminary evidence of clinical activity at all
dose level 2. § 130 4....... .‘.Q ................ ® 24 hrs Maximum eGFR | 85 | 96 | 100 | 116 | 43 | 119 | 95 | 54 | 110 | 78 | 100 | 99 | 116 | 104 | 85 dose levels administered. These emerging data support further development of
PHIN-214 as a self-administered, SC injection for treatment of complications
Table 1: Baseline demographics and subject characteristics — Part 1 (SAD) (n=15) = eGFRat24hrs | 75 | 74 | 76 | 95 | 39 | 106 | 63 | 49 | 95 | 75 | 74 | 80 | 110 | 83 | 69 f D . h i hosi E '

DemoaraphiciBaseline Characteristic =15 Subjocts g 120 0 portal hypert.enswn in .patlents Villth de.compensated cirrhosis. Enroliment

Age in years, mean (range) 56 (42 - 72) N Into part 2 - multiple ascending dose - is ongoing.

Body Mass Index in Kg/m?, mean (range) 31.6 (24.1 - 39.7) . . _ . .

Sex, number (%) 110 Improvements in eGFR were correlated with PHIN-156 exposure (active metabolite), particularly at "

Male 8 (53) —— 1 > 1ol 4 E e @ higiier dose Ie\_/els. A gtgtistically significant & strqng posi_tive correlation was observed in all AC KN OWLE DG E M E NTS
Female 7 (47) ChidPughClass |A|A|A|B|AlAlAlAalAalAalB]|AlAlB|A]B patients for which sufficient data points were available (Figure 4). Moreover, PHIN-214 treatment .

Race, |_number (%) reSL_JItgd In gr_ea’ie.r decrease in cystatin C than albumin in all subjects (Table éi) and ther_e was no PharmalN Corporation would like to acknowledge the patients, patient caregivers,
White | | 13 (87) — PHARMACO KI N ETICS statistic_ally S|gn|f|c_:ant correlatlo.n between serum albumin and PHIN-156 PK in any subject investigators and their staff participating in the clinical trial, & partial financial
Black or African American 1(7) supporting a true improvement in eGFR mediated by PHIN-214. : -

. . . | funding provided by NIH grant DK103553.
American Indian or Alaskan Native 1(7) | _ _ _
Ethnicity, number (%) PHIN-214 is absorbed and metabolized rapidly (median T ., = 0.5 hrs; median half life = 0.9 hrs) to Figure 4: Correlation between PHIN-214 PK and eGFR (CKD-EPI Cystatin C)
Hispanic or Latino 2 (13) the active metabolite PHIN-156 which persists longer (median T, ., = 8 hrs; median half life = 5.2 ) DLS DL6 DL6 DL7 DLS .
Not Hispanic or Latino 13 (87) hrs). PHIN-214 and its active metabolite PHIN-156 demonstrate dose-proportional g o o e o AUTHOR DISCLOSURES
Child-Pugh (CP) class, number (%) pharmacokinetics consistent with preclinical observations. 5 € ol - R
g § . 4 o] p 000 £07 - 500 7 F500 70 - 500 § %
A 11(73) Figure 2: PHIN-214 (parent) and PHIN-156 (active metabolite) pharmacokinetics é Y Lo | 0o T 70- 5 2 DS: Consultant/Advisor: Mallinckrodt, BioVie, Resolution Therapeutics, Evive and lota.
B 4 (27) 05— o 0 s o ST AAaaaaAS o %7 10 o ST AR AR § 2NA: Speaking and Teaching: Echosens, Intercept, Ipsen, Gilead, Madrigal; Consultant/Advisor: 89Bio,

MELD-Na score, mean (range) 10 (6 - 14) 10.0- PHIN-214: Prodrug . PHIN-156: Metabolite ’ Time, he ? Time, hr Time. o Time, hr Boehringer Ingelheim, Cima, Fibronostics, Gilead, Ipsen, Madrigal, Novo Nordisk, Perspectum; Grants/Research

20— Pearsonr 0.8303 0.9885 0.8592 0.8983 0.8676 Support: 89Bio, Akero, Arbutus, AstraZeneca, Boehringer Ingelheim, Boston Pharma, Corcept, Eli Lilly, Galectin,
507 ' P value 0.0056 <0.0001 0.0014 0.001 0.0024 Gilead, GSK, Inventiva, Ipsen, Madrigal, Merck, Novo Nordisk, Perspectum, Pfizer, Regeneron.

Table 2: Relevant Concomitant Medications — Part 1 (SAD) (n=15) SEW: Consultant/Advisor: Biovie, Amgen, Astra Zeneca, Kezar, Mallinkcrodt, Novo Nordisk, PharmalN, Sequana.
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woeleationtslass ALY, 3 oo Table 4: Comparison of changes in cystatin C vs Albumin at 8hrs post PHIN-214 administration (o OUING B CISEIOSE
Any diuretics 9 (60) S 4.0- : GR: Nothing to disclose
Furosemide 9 (60) :ér_’ 0.5 % change Dose Level Average EL: Speaking and Teaching: AbbVie, Gilead Sciences, Intercept, Madrigal Pharmaceuticals; Grants/Research
§ 20 ' { 1 2 3 4 5 6 7 8 0 Support: 89Bio, Akero Therapeutics, AstraZeneca, Boehringer Ingelheim, Bristol-Myers Squibb, Corcept
Spironolactone 8 (53) = : et R 0.0 i atidiis: ikt Therapeutics, Cour Pharmaceuticals, Cymabay Therapeutics, Eli Lilly and Company, Galectin Therapeutics,
Eplerenone 1(7) - 00 0 1 2 3 . 5 ' -[6_ Cystatin C |-21.6| -3.2 |-19.2|-26.7|-14.5|-12.2|-23.0| -9.9 |-29.9|-14.9|-28.3|-23.9(-25.3|-29.6|-15.6 -19.8 Gilead Sciences, GlaxoSmithKline, Hanmi Pharmaceuticals, Hightide Biopharma, Intercept Pharmaceuticals,
Beta Blockers 8 (53) Hours post dose Hours post dose [-23.9, -15.8] Inventiva, Ipsen, Madrigal Pharmaceuticals, Merck, NGM Biopharmaceuticals, Novartis, Novo Nordisk,
B Regeneron, Sagimet Biosciences, Takeda, Terns Pharmaceuticals, Viking Therapeutics, Zydus Pharmaceuticals;
Lactul 1(7 DL1 DL1 —+ DL2 -v- DL2 —— DL3 -e- DL4 : 5.1
actulose (7) Albumin |-13.6(+26|-7.3|-98|-56|-6.1|-50|-57( 0 |-74|+27|-43|-79]-93| O 75 07 Consultant/Advisor: 89Bio, AstraZeneca, Boehringer Ingelheim, Corcept Therapeutics, Inventiva, Merck, Novo
Rifaximin 1(7) -®- DL4 -+ DL4 —&= DL5 -¥- DL5 ~* DL5S —¢= DL6 7.5, -2.7] Nordisk, Organovo, Sagimet.
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