Obexa

Obeticholic Acid INN

Composition
Obexa™ 5 mg Tablet: Each film coated tablet contains Obeticholic
Acid INN 5 mg.

Obexa™ 10 mg Tablet: Each film coated tablet contains Obeticholic
Acid INN 10 mg.

Pharmacology

Obeticholic Acid is an agonist for Farnesoid X Receptor (FXR), a
nuclear receptor expressed in the liver and intestine. Farnesoid X
Receptor (FXR) is a key regulator of bile acid, inflammatory, fibrotic,
and metabolic pathways. Farnesoid X Receptor (FXR) activation
decreases the intracellular hepatocyte concentrations of bile acids by
suppressing de novo synthesis from cholesterol as well as by
increased transport of bile acids out of the hepatocytes. These
mechanisms limit the overall size of the circulating bile acid pool while
promoting choleresis, thus reducing hepatic exposure to bile acids.

Indication

Obeticholic Acid is indicated for the treatment of primary biliary
cholangitis (PBC) in combination with Ursodeoxycholic acid
(UDCA) in adults with an inadequate response to UDCA or as
monotherapy in adults unable to tolerate UDCA.

Dose & Administration
Routes of administration: Orally

Prior to the initiation of Obeticholic Acid in patients with suspected
cirrhosis, use the nomogram to calculate the patient’'s score to
determine their Child-Pugh classification (A, B, or C) and
determine the appropriate starting dosage.

Child-Pugh Nomogram

Points Scored for Observed Findings
Parameter - - -

1 point 2 point 3 point
Encephalopathy grade None 1or2 3ord
Ascites Absent Slight Moderate
Serum bilirubin (mg/dL) <2 2t03 >3
Serum albumin (g/dL) >35 281t03.5 <28
International Normalized
Ratio (INR) <17 17t022 >22

Child-Pugh Class is obtained by adding the points from all 5 parameters to
derive a total score, which can range from 5 to 15 points.

Child-Pugh Class A: 5 to 6 points

Child-Pugh Class B: 7 to 9 points

Child-Pugh Class C: 10 to 15 points

* Routinely monitor patients during Obeticholic Acid treatment for
biochemical response, tolerability, progression of PBC disease,
and re-evaluate Child-Pugh classification to determine if dosage
adjustment is needed

» Reduce the dosing frequency from once daily to once weekly as
appropriate for patients who progress to advanced disease (from
Child-Pugh Class A to Child-Pugh Class B or C)

Important Dose & Administration Instructions

The recommended starting dose and titration dosage regimen of
Obeticholic Acid for patients who have not achieved an adequate
biochemical response to an appropriate dosage of UDCA for at
least 1 year or are intolerant to Ursodeoxycholic acid is dependent
upon disease stage.
+ Non-cirrhotic patients or compensated cirrhotic patients with no or
mild hepatic impairment (Child-Pugh Class A) are dosed once daily.
« Cirrhotic patients with moderate or severe hepatic impairment
(Child-Pugh Class B or C) or patients who have previously
experienced a decompensation event are dosed initially once
weekly and not more than twice weekly

Dosage Regimen by Disease State

Non-Cirrhotic or
Compensated Child-Pugh
Class A

Child-Pugh Class B or C or
Patients with a Prior
Decompensation Event

Staging / Classification

Starting Dosage for

first 3 months 5 mg once daily

5 mg once weekly

Dosage Titration after first
3 months, for patients
who have not achieved an
adequate reduction in
ALP and/or total bilirubin
and who are tolerating

10 mg once daily

5 mg twice weekly (at
least 3 days apart)

Titrate to 10 mg twice
weekly (at least 3 days
apart) based on

Obeticholic acid response and tolerability

10 mg twice weekly
(at least 3 days apart)

Maximum Dosage 10 mg once daily

Management of Patients with Intolerable Pruritus on Obeticholic Acid

For patients with intolerable pruritus on Obeticholic Acid, consider
one or more of the following management strategies:

For Non-Cirrhotic or Compensated Cirrhotic Child-Pugh Class A
Patients:

* Add an antihistamine or bile acid binding resin

Reduce the dosage of Obeticholic Acid to:
* 5 mg every other day, for patients intolerant to 5 mg once daily
» 5 mg once daily, for patients intolerant to 10 mg once daily

For Child-Pugh Class B or C or Patients with a Prior

Decompensation Event:

* Add an antihistamine or bile acid binding resin

» Temporarily interrupt Obeticholic Acid dosing for up to 2 weeks.
Restart at a reduced dosage if applicable. Titrate the dosage
based on biochemical response, tolerability and adjust
according to Child-Pugh classification

Administration Instructions

* Take Obeticholic Acid with or without food.

* For patients taking a bile acid binding resin, take Obeticholic Acid
at least 4 hours before or 4 hours after taking the bile acid
binding resin or at as great an interval as possible

Contraindication
Obeticholic Acid is contraindicated in patients with complete biliary
obstruction.

Warning & Precaution

» Hepatic Decompensation and Failure in Incorrectly dosed PBC
Patients with Child-Pugh Class B or C or Decompensated
Cirrhosis

« Liver-related adverse reactions

* Severe Pruritus

* Reduction in HDL-C

Side Effects

Common: Swelling of stomach, yellowing of skin, black, tarry or
bloody stools, coughing, confusion, mood swings, nausea,
vomiting, fatigue, less frequent urination, weakness, loss of
appetite.

Rare: Worsening of liver problems, liver failure, in some cases
leading to death, have happened in people with PBC with
advanced liver cirrhosis when Obeticholic acid was taken more
often than recommended.

Use in Pregnancy & Lactation

The limited available human data on the use of Obeticholic Acid
during pregnancy are not sufficient to inform a drug-associated
risk. The estimated background risks of major birth defects and
miscarriage for the indicated population are unknown.

There is no information on the presence of Obeticholic Acid in
human milk, the effects on the breast-fed infant or the effects on
milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother's
clinical need for Obeticholic Acid and any potential adverse effects
on the breastfed infant from Obeticholic Acid or from the
underlying maternal condition.

Use in Children & Adolescents
The safety and effectiveness of Obeticholic Acid in pediatric
patients have not been established.

Drug Interaction

a) With medicine:

Bile Acid Binding Resins

Bile acid binding resins such as cholestyramine, colestipol or
colesevelam adsorb and reduce bile acid absorption and may
reduce the absorption, systemic exposure and efficacy of
Obeticholic Acid. If taking a bile acid binding resin, take
Obeticholic Acid at least 4 hours before or 4 hours after taking the
bile acid binding resin or at as great an interval as possible.

Warfarin

The International Normalized Ratio (INR) decreased following
co-administration of warfarin and Obeticholic Acid. Monitor INR
and adjust the dosage of warfarin as needed to maintain the target
INR range when co-administering Obeticholic Acid and

warfarin.

CYP1A2 Substrates with Narrow Therapeutic Index

Obeticholic Acid may increase the exposure to concomitant drugs
that are CYP1A2 substrates. Therapeutic monitoring of CYP1A2
substrates with a narrow therapeutic index (e.g. Theophylline and
Tizanidine) is recommended when co-administered with
Obeticholic Acid.

Inhibitors of Bile Salt Efflux Pump

Avoid concomitant use of inhibitors of the bile salt efflux pump
(BSEP) such as Cyclosporine. Concomitant medications that
inhibit canalicular membrane bile acid transporters such as the
BSEP may exacerbate accumulation of conjugated bile salts
including taurine conjugate of Obeticholic Acid in the liver and
result in clinical symptoms. If concomitant use is deemed
necessary, monitor serum transaminases and bilirubin.

b) With food
There is no available data.

Overdose
In the case of over dosage, patients should be carefully observed
and supportive care administered as appropriate.

Storage
Do not store above 30°C, protect from light and moisture.
Keep out of the reach of children.

Packing
Obexa™ 5 mg Tablet: Each box contains (2x10) 20's tablet in
Alu-Alu blister pack.

Obexa™ 10 mg Tablet: Each box contains (1x10) 10's tablet in
Alu-Alu blister pack.
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