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Classification of Hepatic Impairment:
Child-Pugh Scale

Conclusions

Assigned Score for Observed Finding

0

Azeliragon
 The results from the ANOVA indicated that moderate hepatic impairment is associated with a 33% increase in Cmax and 13.5% decrease in AUClast

Encephalopathy Grade® 1or?2 3or4 compared to healthy subjects.

Ascites Absent Slight Moderate  There were only minor differences between healthy subjects and those with mild hepatic impairment.

Serum bilirubin (mg/dL) <2 2to3 >3 Metabolites of Interest

Serum albumin (g/dL) >3.5 2.8t03.5 <2.8 * Hepatic impairment (mild and moderate) is associated with a decrease in M1 exposures.

Prothrombin time <4 4106 >6  Moderate hepatic impairment is associated with a decrease in M3 exposure. Exposure to M3 in subjects with mild hepatic impairment is consistent with
(seconds prolonged) the healthy subjects.

@ Grade 0: normal consciousness, personality, neurological examination, electroencephalogram Ove ra ”

Grade 1: restless, sleep disturbed, irritable/agitated, tremor, impaired handwriting, 5 cps waves . : -. : :

Grade 2: lethargic, time-disoriented, inappropriate, asterixis, ataxia, slow triphasic waves * There was no clinically important effect of hepatic impairment on the Cmax, AUClast, or AUCinf for any analyte.

Grade 3: somnolent, stuporous, place-disoriented, hyperactive reflexes, rigidity, slower waves

Grade 4: unrousable coma, no personality/behavior, decerebrate, slow 2-3 cps delta activity  Therefore, it is expected that no dose adjustments will be required when administering azeliragon to patients with mild or moderate hepatic impairment.

Classification of clinical severity:
Mild (Group A): Total score 5-6 points
Moderate (Group B): Total score 7-9 points




