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Background

Hepatic Encephalopathy (HE) is a neuropsychiatric complication of liver failure, driven by ammonia buildup and
marked by cognitive and motor dysfunction. Covert HE (CHE) affects 30-40% of cirrhosis patients. In
decompensatedcirrhosis, CHEand Overt HEoccurin20-80% and16-21%respectively.'

Pathophysiology of Hepatic Encephalopathy:

Cirrhosis
A damaged liver cannot break down ammonia properly,
which canlead to hyperammonemia.
Hemodynamic Causes
of Hyperammonemia

Portal hypertension or collateral
circulation bypassing the liver.

Metabolic Causes
of Hyperammonemia

Impaired detoxification of ammonia via the
urea cycle and glutamine.
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Hepatic Encephalopathy

Fate of Hyperammonia in Brain

IMPAIRED UREA CYCLE

In the brain, astrocytes are the only cells that metabolize

~ AMMONIA crosses the BBB* ammonia and glutamate via the enzyme glutamine

synthetase, convertingtheminto glutamine.
DECREASED RENAL PERFUSION

™M Glutamine

Glutamine is osmotically active and thus an 1 in glutamine leads to astrocyte swelling and edema.

*BBB : Blood Brain Barrier



Effects of Keto Analogues of Essential Amino Acids
in Portal-Systemic Encephalopathy’

Neuropsychological Conversionto
Amino Acids

Testing
IQ &Memoryscores — ~  Ketoanalogues were converted to
improved (IQ 1 from 85 to 100) @ corresponding essential amino acids

o Amino Acid Ratio
EEG* Findings AN Improvement
Improvement seenin > Ratio of essential to non-essential

3 out of 5 patients \ AAs averaged
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*EEG :Electroencephalogram
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Maintained in most patients Reduced by 42%

Nitrogen Balance ﬂo\ ;g Glutamine Levels
NIH,

Ammonia Levels

Significant reduction (~20 ug/dL)
after1-5days
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Description

¢ DAMIR is a traditional Alpha Ketoanalogue tablet which supports protein-restricted diets by providing
essentialaminoacid precursorswithoutincreasingammonialevels.

¢ DAMIRaddresses hyperammonemiaandnutritionaldeficienciesinliver-compromised patients.

¢ DAMIRmayaidinthemanagementof hepaticencephalopathy.

Mechanism of Action

Alpha Ketoanalogues (AKAs) are nitrogen-free precursors that get converted into essential amino acids by
acceptingnitrogen(mainly fromglutamate)inmuscle and othertissues. Thisprocess:

e Usesupexcessnitrogenthatcouldformammonia.
e Reducesoverallnitrogenloadinthebody.
e Supportsproteinsynthesiswithoutincreasingammonia.

o Improvesnitrogenbalance, especiallyinlow-proteindiets.

Key Benefits®
Lowers ammonia levels Restores amino acid balance Improves brain function
Supports low-protein diet Boosts energy and strength
Dosage

The recommended doseis 1tablet; 3 times a day or as directed by the physician.

Presentation

DAMIR s available as a strip of 15 tablets.
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