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Pseudo-hyponatremia was evident in some patients with elevated baseline

NTRODUCT'ON TU DY OVERVI EW D K & PD OB SERVATI ONS hyperglycemia. Of note, an improvement in eGFR was observed in the majority of

subjects (Fig. 2G, H), with a median 28.5% improvement at 8 hours being

sustained at 14.8% by 24 hours following a single dose of PHIN-214. The

Portal hypertension drives disease progression and decompensation in liver PHIN-001: Phase 1 open label, single-arm, dose optimization study A Pharmacokinetics: PRIN-214 ® Pharmacokinetics: PHIN-156 emerging PK profile of PHIN-156 supports QD dosing with little predicted

cirrhosis. Treatment of decompensated cirrhosis is largely palliative and there are | ] accumulation

no approved directed pharmacologic therapies for long-term management of Part 1 — Single-Ascending Dose (SAD) c c

portal hypertension. - Single dose g B

Terlipressin, a vasopressin-analog recently approved by FDA, reduces portal * 24-hour observation period, PK/PD assessments § § AFETY OBSERVATIONS

pressure, however, its potential to elicit ischemia mandates inpatient venous S S N L _

infusion and stringent safety monitoring. Part 2 — Multiple-Ascending Dose (MAD) No treatment-emergent dose-limiting toxicities, serious adverse events (SAES) or
. : . . Incidents of peripheral or central ischemia have occurred to date.

PHIN-214 is a proprietary, structurally optimized derivative of terlipressin designed * 28-days of single, daily administration Hours post dose ours post dose _ |

to exhibit partial V1a receptor agonism with a reduced V2 receptor affinity, and a = Days 1-4, 7, 14, 21 & 28 clinic visits for observation, PK/PD assessments c o Crea 5 S ——— Adverse events (AEs) reported as related to PHIN-214 include:
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10-fold broader therapeutic index than terlipressin. PHIN-214 was engineered to = Days 4-28 dalily self-administration at home | | : * One CP-B subject (DL4) experienced a Grade 1 transient injection site reaction
manage portal hypertension and associated complications, as a self- (blanching of skin)
2g$|nng;stered, subcutaneous (SC), once-daily (QD) injection in an outpatient Option for SAD patients to roll into MAD study - One CP-B subject (DL5) experienced acid reflux (Grade 2); abdominal pain &

diarrhea (Gradel).

« One CP-A subject (DL6) experienced Grade 2 diarrhea with onset at 5 hours
post dose which resolved by 21 hours post dose.

To date, a total of 6 single ascending dose levels of PHIN-214 have been
administered in a total of n=13 subjects

PHIN-001 is an on-going Phase 1 dose-optimization study comprising both single
and multi-ascending dose assessments of SC PHIN-214 in patients with cirrhosis.
The primary objectives of the PHIN-001 study are to evaluate the safety,
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