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1. NAME OF THE MEDICINAL PRODUCT
PICOLAX powder for oral solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each sachet contains the following active ingredients:

Sodium picosulfate 10.0mg

Magnesium oxide, light 3.5g

Citric acid, anhydrous 12.0g

Each sachet also contains:

Potassium hydrogen carbonate 0.5g [equivalent to 5 mmol (195 mg) potassium]
Lactose (as a component of the flavour)

For full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for oral solution.
White crystalline powder.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

PICOLAX is indicated in adults, adolescents and children from the age of 1 year:
- To clean the bowel prior to X-ray examination or endoscopy.

- To clean the bowel prior to surgery when judged clinically necessary (see section 4.4 regarding open colorectal
surgery).

4.2 Posology and method of administration
Posology
Adults (including the elderly):

The first PICOLAX sachet is taken before 8 am the day before the procedure and the second is taken 6 to 8 hours
later.

On the day before the procedure — 2 sachets:

* The first reconstituted sachet is taken before 8 am, followed by at least five 250 ml drinks of clear liquids,
spread over several hours

* The second reconstituted sachet is taken 6 to 8 hours later, followed by at least three 250 ml drinks of clear
liquids, spread over several hours

* Clear liquids may be consumed until 2 hours before the time of the procedure
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Special populations
Limited data is available for treatment of patients with low body weight (BMI less than 18) The rehydration

regimen above has not been tested in such individuals and therefore monitoring of their hydration status is
required and the regimen may need to be altered appropriately (see section 4.4).

Paediatric population:

A measuring spoon is provided with the product. It is recommended that a narrow flat edge, for example the back
of a knife blade, is drawn across the top of a heaped measuring spoon to obtain a flat surface of the measure. This
will give ¥4 of a sachet (4 g powder) per spoonful.

1 - 2 years: 1 spoonful morning, 1 spoonful afternoon

2 - 4 years: 2 spoonfuls morning, 2 spoonfuls afternoon
4 - 9 years: 1 sachet morning, 2 spoonfuls afternoon

9 and above: adult dose

Method of administration
Route of administration: Oral

Directions for reconstitution (Adults):

Reconstitute the contents of one sachet in a cup of water (approximately 150ml). Stir for 2-3 minutes, the solution
should now become an off-white, cloudy liquid with a faint odour of orange. Drink the solution. If it becomes hot,
wait until it cools sufficiently to drink.

Directions for reconstitution (Paediatric population):

Reconstitute the required amount of powder in a cup containing approximately 50 ml water per spoonful. Stir for
2-3 minutes, the solution should now become an off-white, cloudy liquid with a faint odour of orange.

Drink the solution. If it has become warm, wait until it cools sufficiently to drink.
Discard the remaining contents of the sachet.

For directions on reconstitution of the full sachet for children of 4-9 years, refer to the instructions given for
adults.

A low residue diet is recommended on the day prior to the procedure. A clear liquid diet is recommended on the
day of the procedure. To avoid dehydration it is important to follow the liquid intake recommendation as
advocated together with the PICOLAX dosing whilst the effects of PICOLAX persist (see section 4.2, Posology).
Apart from the liquid intake together with the treatment regimen (PICOLAX + additional liquids), a normal, thirst
driven intake of clear liquids is recommended.

Clear liquids should include a variety of fruit juice without pulp, soft drinks, clear soup, tea, coffee (without milk,
soy or cream) and water. Do not drink only water.

4.3 Contraindications

- Hypersensitivity to any of the ingredients of the product
- Congestive cardiac failure

- Gastric retention

- Gastro-intestinal ulceration

- Toxic colitis

- Toxic megacolon
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- lleus

- Nausea and vomiting

- Acute surgical abdominal conditions such as acute appendicitis
- Known or suspected gastro-intestinal obstruction or perforation.
- Severe dehydration

- Rhabdomyolysis

- Hypermagnesemia

- Active inflammatory bowel disease

- In patients with severely reduced renal function, accumulation of magnesium in plasma may occur. Another
preparation should be used in such cases.

4.4 Special warnings and precautions for use

Because a clinically relevant benefit of bowel cleansing prior to elective, open colorectal surgery could not be
proven, bowel cleansers should only be administered before bowel surgery if clearly needed. The risks of the
treatment should be carefully weighed against possible benefits and needs depending on surgical procedures
performed.

An insufficient or excessive oral intake of water and electrolytes could create clinically significant, deficiencies,
particularly in less fit patients. In this regard patients with low body weight, children, the elderly, debilitated
individuals and patients at risk of hypokalaemia or hyponatremia may need particular attention. Prompt corrective
action should be taken to restore fluid/electrolyte balance in patients with signs or symptoms of hypokalaemia or
hyponatremia.

Drinking only water to replace the fluid losses may lead to electrolyte imbalance.

Care should also be taken in patients with recent gastro-intestinal surgery, renal impairment, heart disease or
inflammatory bowel disease.

Use with caution in patients on drugs that might affect water and/or electrolyte balance e.g. diuretics,
corticosteroids, lithium (see 4.5).

PICOLAX may modify the absorption of regularly prescribed oral medication and should be used with caution
e.g. there have been isolated reports of seizures in patients on antiepileptics, with previously controlled epilepsy
(see 4.5 and 4.8).

The period of bowel cleansing should not exceed 24 hours because longer preparation may increase the risk of
water and electrolyte imbalance.

This medicine contains 5 mmol (or 195 mg) potassium per sachet. This should be taken into consideration by
patients with reduced kidney function or patients on a controlled potassium diet.

This medicine contains lactose as a component of the flavour. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.

Picolax should not be used as a routine laxative.

4.5 Interaction with other medicinal products and other forms of interaction

As a purgative, PICOLAX increases the gastrointestinal transit rate. The absorption of other orally administered
medicines (e.g. anti-epileptics, contraceptives, anti-diabetics, antibiotics) may therefore be modified during the
treatment period (see 4.4). Tetracycline and fluoroquinolone antibiotics, iron, digoxin, chlorpromazine and
penicillamine, should be taken at least 2 hours before and not less than 6 hours after administration of PICOLAX
to avoid chelation with magnesium.

The efficacy of PICOLAX is lowered by bulk-forming laxatives.

Care should be taken with patients already receiving drugs which may be associated with hypokalaemia (such as
diuretics or corticosteroids, or drugs where hypokalaemia is a particular risk i.e. cardiac glycosides).
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Caution is also advised when PICOLAX is used in patients on NSAIDs or drugs known to induce SIADH e.g.
tricyclic antidepressants, selective serotonin re-uptake inhibitors, antipsychotic drugs and carbamazepine as these
drugs may increase the risk of water retention and/or electrolyte imbalance.

4.6 Fertility, pregnancy and lactation
Pregnancy
For PICOLAX no clinical data on exposed pregnancy are available.

Studies in animals have shown reproductive toxicity (see section 5.3). As picosulfate is a stimulant laxative, for
safety measure, it is preferable to avoid the use of PICOLAX during pregnancy.

Fertility
There are no data on the effect of PICOLAX on fertility in humans.

Male and female rat fertility was not affected by oral doses of sodium picosulfate up to 100 mg/kg (see section
5.3).

Breastfeeding

There is no experience with the use of PICOLAX in nursing mothers. However, due to the pharmacokinetic
properties of the active ingredients, treatment with PICOLAX may be considered for females who are
breastfeeding.

4.7 Effects on ability to drive and use machines
Not relevant.

4.8 Undesirable effects
The most frequent adverse reactions seen in clinical trials are nausea, headache and vomiting.

MedDRA Organ Common (=1/100 to Uncommon (>1/1000 to | Not known (cannot
Class <1/10) <1/100) be estimated from
the available data)
Immune system Anaphylactic reaction,
disorder hypersensitivity
Metabolism and Hyponatraemia and
nutrition disorders hypokalacmia
Nervous system Headache Epilepsy, grand mal
disorders convulsion, convulsions,
confusional state
Gastrointestinal Nausea and proctalgia | Vomiting, abdominal Diarrhoea, faecal
disorders pain, aphthoid ileal incontinence
ulcers®
Skin and Rash (including
subcutaneous tissue erythematous and
disorders maculo-papular rash,

urticaria, purpura)

*Isolated cases of mild reversible aphthoid ileal ulcers have been reported.
& The frequencies of the side effects are based on post-marketing experience.
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Diarrhoea and faecal incontinence are the primary clinical effect of PICOLAX. Isolated cases of severe diarrhoea
have been reported post-marketing.

Hyponatraemia has been reported with or without associated convulsions. In epileptic patients, there have been
isolated reports of seizure/grand mal convulsion without associated hyponatraemia. There have been isolated
reports of anaphylactoid reaction.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to
report any suspected adverse reactions via <the national reporting system> <[to be completed nationally]>.

4.9 Overdose

Overdose would lead to profuse diarrhoea. Treatment is by general supportive measures and correction of fluid
and electrolyte balance.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Contact Laxatives
ATC code: AO6A B58

The active components of PICOLAX are sodium picosulfate and magnesium citrate. Sodium picosulfate is a
locally acting stimulant cathartic, which after bacterial cleavage in the colon forms the active laxative compound,
bis-(p-hydroxyphenyl)-pyridyl-2-methane (BHPM), which has a dual-action with stimulation of the mucosa of
both the large intestine and of the rectum. Magnesium citrate acts as an osmotic laxative by retaining moisture in
the colon. The combined action of the two substances is of a ‘washing out' effect combined with peristaltic
stimulation to clear the bowel.

The product is not intended for use as a routine laxative.

5.2 Pharmacokinetic properties
Both active components are locally active in the colon, and neither are absorbed in any detectable amounts.

5.3 Preclinical safety data

Prenatal developmental studies in rats and rabbits did not reveal any teratogenic potential after oral dosing of
sodium picosulfate, but embryotoxicity has been observed in rats at 1000 and 10000 mg/kg/day and in rabbits at
1000 mg/kg/day. The corresponding safety margins were 3000 to 30000 times the anticipated human dose. In
rats, daily doses of 10 mg/kg during late gestation (fetal development) and lactation reduced body weights and
survival of the offspring. Male and female rat fertility was not affected by oral doses of sodium picosulfate up to
100 mg/kg.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Potassium hydrogen carbonate

Sodium saccharin

Natural, spray dried orange flavour which contains acacia gum, lactose, ascorbic acid, butylated hydroxyanisole.
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6.2 Incompatibilities
Not applicable.

6.3 Shelf life
3 years
Once the sachet has been opened, use immediately and discard any unused powder or solution.

6.4 Special precautions for storage
Store in the original package in order to protect from moisture.

6.5 Nature and contents of container

Sachet:

4 layers: paper-low density polyethylene-aluminium-thermofusible resin
Pairs of sachets can be separated by tearing apart the perforated strip.
Weight of sachet contents: 16.1g

A measuring spoon for paediatric dosing is included in the pack.

PICOLAX is supplied in packages of 2 sachets, 100 sachets (50 packs of 2 sachets), or 300 sachets (150 packs of
2 sachets).

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
No special requirements

Ferring Pharmaceuticals CONFIDENTIAL




Date: 30 Mar 2016

va Ly FERAN ‘Ver.2.0
1.6 ZMENC I T B AR IS (2 B9 5 R Supersedes: 1.0
Page 9 of 24

22 KREOHAE

1 INDICATIONS AND USAGE

Prepopik (sodium picosulfate, magnesium oxide and anhydrous citric acid) for oral solution is indicated for
cleansing of the colon as a preparation for colonoscopy in adults.

2 DOSAGE AND ADMINISTRATION
2.1 Dosing Overview

Prepopik, supplied as a powder, must be reconstituted with cold water right before its use [see Dosage and
Administration (2.2)]. There are two dosing regimens, each requires two separate dosing times:

* The preferred method is the “Split Dose” method and consists of two separate doses: the first dose during the
evening before the colonoscopy and the second dose the next day, during the morning prior to the colonoscopy
[see Dosage and Administration (2.3)]

* The alternative method is the “Day Before” method and consists of two separate doses: the first dose during the
afternoon or early evening before the colonoscopy and the second dose 6 hours later during the evening before
the colonoscopy) [see Dosage and Administration (2.4)].

Additional fluids must be consumed after every dose in both dosing regimens [see Dosage and Administration
(2.3, 2.4)]. Instruct patients to consume only clear liquids (no solid food or milk) on the day before the
colonoscopy up until 2 hours before the time of the colonoscopy. Instruct patients that if they experience severe
bloating, distention, or abdominal pain following the first dose, delay the second dose until their symptoms
resolve.

2.2 Reconstitution of the Prepopik Powder
(@) Reconstitute the Prepopik powder right before each administration. Do not prepare the solution in advance.

(b) Fill the supplied dosing cup with cold water up to the lower (5-ounce) line on the cup and pour in the
contents of one packet of Prepopik powder.

(c) Stir for 2 to 3 minutes. The reconstituted Prepopik solution may become slightly warm as the powder
dissolves.

2.3 Split-Dose Dosing Regimen (Preferred Method)

The Split-Dose regimen is the preferred dosing method. Instruct patients to take two separate doses in conjunction
with fluids, as follows:

* Take the first dose during the evening before the colonoscopy (e.g., 5:00 to 9:00 PM) followed by five 8-ounce
drinks (upper line on the dosing cup) of clear liquids before bed. Consume clear liquids within 5 hours.

* Take second dose, the next day approximately 5 hours before the colonoscopy followed by at least three 8-
ounce drinks of clear liquids before the colonoscopy. Consume clear liquids within 5 hours up until 2 hour
before the time of the colonoscopy.

2.4 Day-Before Dosing Regimen (Alternative Method)

The Day-Before regimen is the alternative dosing method for patients for whom the Split-Dosing is inappropriate.
Instruct patients to take two separate doses in conjunction with fluids, as follows:

* Take the first dose in the afternoon or early evening (e.g., 4:00 to 6:00 PM) before the colonoscopy followed by
five 8-ounce drinks (upper line on the dosing cup) of clear liquids before the next dose. Consume clear liquids
within 5 hours.

* Take the second dose approximately 6 hours later in the late evening (e.g., 10:00 PM to 12:00 AM), the night
before the colonoscopy followed by three 8-ounce drinks of clear liquids before bed. Consume clear liquids
within 5 hours.
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3 DOSAGE FORMS AND STRENGTHS

For oral solution: each of the two packets contains 10 mg of sodium picosulfate, 3.5 grams of magnesium oxide,
and 12.0 grams of anhydrous citric acid in 16.1 grams of powder for orange flavour or 16.2 grams of powder for
cranberry flavour.

4 CONTRAINDICATIONS
Prepopik is contraindicated in the following conditions:

* Patients with severely reduced renal function (creatinine clearance less than 30 mL/minute ) which may result in
accumulation of magnesium [see Warnings and Precautions (5.3)]

* Gastrointestinal obstruction or ileus [see Warnings and Precautions (5.6)]
* Bowel perforation

* Toxic colitis or toxic megacolon

* Gastric retention

*  Anallergy to any of the ingredients in Prepopik

5 WARNINGS AND PRECAUTIONS
5.1 Serious Fluid and Serum Chemistry Abnormalities

Advise patients to hydrate adequately before, during, and after the use of Prepopik. Use caution in patients with
congestive heart failure when replacing fluids. If a patient develops significant vomiting or signs of dehydration
including signs of orthostatic hypotension after taking Prepopik, consider performing post-colonoscopy lab tests
(electrolytes, creatinine, and BUN) and treat accordingly. Approximately 20% of patients in both arms (Prepopik,
2L of PEG + E plus two x 5-mg bisacodyl tablets) of clinical trials of Prepopik had orthostatic changes (changes
in blood pressure and/or heart rate) on the day of colonoscopy. In clinical trials orthostatic changes were
documented out to seven days post colonoscopy. [see Adverse Reactions (6.1, 6.2)]

Fluid and electrolyte disturbances can lead to serious adverse events including cardiac arrhythmias or seizures and
renal impairment. Fluid and electrolyte abnormalities should be corrected before treatment with Prepopik. In
addition, use caution when prescribing Prepopik for patients who have conditions or who are using medications
that increase the risk for fluid and electrolyte disturbances or that may increase the risk of adverse events of
seizure, arrhythmia, and renal impairment.

5.2 Seizures

There have been reports of generalized tonic-clonic seizures with the use of bowel preparation products in
patients with no prior history of seizures. The seizure cases were associated with electrolyte abnormalities (e.g.,
hyponatremia, hypokalemia, hypocalcemia, and hypomagnesemia) and low serum osmolality. The neurologic
abnormalities resolved with correction of fluid and electrolyte abnormalities.

Use caution when prescribing Prepopik for patients with a history of seizures and in patients at risk of seizure,
such as patients taking medications that lower the seizure threshold (e.g., tricyclic antidepressants), patients
withdrawing from alcohol or benzodiazepines, patients with known or suspected hyponatremia. [see Adverse
Reactions (6.2)]

5.3 Use in Patients with Renal Impairment

As in other magnesium containing bowel preparations, use caution when prescribing Prepopik for patients with
impaired renal function or patients taking concomitant medications that may affect renal function (such as
diuretics, angiotensin converting enzyme inhibitors, angiotensin receptor blockers, or non-steroidal anti-
inflammatory drugs). These patients may be at increased risk for renal injury. Advise these patients of the
importance of adequate hydration before during and after the use of Prepopik. Consider performing baseline and
post-colonoscopy laboratory tests (electrolytes, creatinine, and BUN) in these patients. In patients with severely
reduced renal function (creatinine clearance < 30 mL/min), accumulation of magnesium in plasma may occur.

Ferring Pharmaceuticals CONFIDENTIAL




Date: 30 Mar 2016

va Ly FERAN ‘Ver.2.0
1.6 ZMENC I T B AR IS (2 B9 5 R Supersedes: 1.0
Page 11 of 24

5.4 Cardiac Arrhythmias

There have been rare reports of serious arrhythmias associated with the use of ionic osmotic laxative products for
bowel preparation. Use caution when prescribing Prepopik for patients at increased risk of arrhythmias (e.qg.,
patients with a history of prolonged QT, uncontrolled arrhythmias, recent myocardial infarction, unstable angina,
congestive heart failure, or cardiomyopathy). Pre-dose and post-colonoscopy ECGs should be considered in
patients at increased risk of serious cardiac arrhythmias.

5.5 Colonic Mucosal Ulceration, Ischemic Colitis and Ulcerative Colitis

Osmotic laxatives may produce colonic mucosal aphthous ulcerations and there have been reports of more serious
cases of ischemic colitis requiring hospitalization. Concurrent use of additional stimulant laxatives with Prepopik
may increase this risk. The potential for mucosal ulcerations should be considered when interpreting colonoscopy
findings in patients with known or suspected inflammatory bowel disease. [see Adverse Reactions (6.2)]

5.6 Use in Patients with Significant Gastrointestinal Disease

If gastrointestinal obstruction or perforation is suspected, perform appropriate diagnostic studies to rule out these
conditions before administering Prepopik. Use with caution in patients with severe active ulcerative colitis.

5.7 Aspiration

Patients with impaired gag reflex and patients prone to regurgitation or aspiration should be observed during the
administration of Prepopik. Use with caution in these patients.

5.8 Not for Direct Ingestion

Each packet must be dissolved in 5 ounces of cold water and administered at separate times according to the
dosing regimen. Ingestion of additional water is important to patient tolerance. Direct ingestion of the undissolved
powder may increase the risk of nausea, vomiting, dehydration, and electrolyte disturbances.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in clinical trials of another drug and may not reflect
the rates observed in practice.

In randomized, multicenter, controlled clinical trials, nausea, headache, and vomiting were the most common
adverse reactions (>1%) following Prepopik administration. The patients were not blinded to the study drug.
Since abdominal bloating, distension, pain/cramping, and watery diarrhea are known to occur in response to colon
cleansing preparations, these effects were documented as adverse events in the clinical trials only if they required
medical intervention (such as a change in study drug or led to study discontinuation, therapeutic or diagnostic
procedures, met the criteria for a serious adverse event), or showed clinically significant worsening during the
study that was not in the frame of the usual clinical course, as determined by the investigator.

Prepopik was compared for colon cleansing effectiveness with a preparation containing two liters (2L) of
polyethylene glycol plus electrolytes solution (PEG + E) and two 5-mg bisacodyl tablets, all administered the day
before the procedure. Table 1 displays the most common adverse reactions in Study 1 and Study 2 for the
Prepopik Split-Dose and Day-Before dosing regimens, respectively, each as compared to the comparator
preparation.
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Table 1: Treatment-Emergent Adverse Reactions observed in at Least (>1%b) of Patients using the Split-
Dose Regimen and Day —Before Regimen **

Study 1: Split-Dose Regimen Study 2: Day-Before Regimen
2L PEGHE* 2L. PEG+E*
Adverse with 2 x 5-mg with 2 x 5-mg
Reaction PREPOPIK bisacodyl tablets PREPOPIK bisacodyl tablets

(N=305) (N=298) (N=296) (N=302)

n (% = n/N) n (% = n/N) n (% = n/N) n (% = n/N)
Nausea 8 (2.6) 11(3.7) 9 (3.0) 13 (4.3)
Headache 5(1.6) 5(1.7) 8(2.7) 5(1.7)
Vomiting 3(L.0) 10 (3.4) 4(1.4) 6(2.0)

* 2L PEG + E = two liters polyethylene glycol plus electrolytes solution.

** abdominal bloating, distension, pain/cramping, and watery diarrhea not requiring an intervention were not collected

Electrolyte Abnormalities

In general, Prepopik was associated with numerically higher rates of abnormal electrolyte shifts on the day of
colonoscopy compared to the preparation containing 2L of PEG + E plus two x 5-mg bisacodyl tablets (Table 2).
These shifts were transient in nature and numerically similar between treatment arms at the Day 30 visit.

Table 2: Shifts from Normal Baseline to Outside the Normal Range at Day 7 and Day 30

Laboratory Visit Study 1: Split-Dose Regimen | Study 2: Day-Before Regimen
Parameter Prepopik OLPEG+E | Prepopik 2L PEG+E
(direction of - -
change) wlth 2x5mg V\{Ith 2x 5 mg
bisacodyl bisacodyl
tablets tablets
n/N (%) n/N (%)
Potassium (low) Day of Colonoscopy | 19/260 (7.3) 11/268 (4.1) | 13/274 (4.7) 13/271 (4.8)
24-48 hours 3/302 (1.0) 2/294 (0.7) 3/287 (1.0) 5/292 (1.7)
Day 7 11/285(3.9) | 8/279 (2.9) 6/276 (2.2) 14/278 (5.0)
Day 30 11/284 (3.9) | 8/278 (2.9) 71275 (2.5) 8/284 (2.8)
Sodium (low) Day of Colonoscopy | 11/298 (3.7) 3/295 (1.0) 3/286 (1.0) 3/295 (1.0)
24-48 hours 1/303 (0.3) 1/295 (0.3) 1/288 (0.3) 1/293 (0.3)
Day 7 2/300 (0.7) 1/292 (0.3) 1/285 (0.4) 1/291 (0.3)
Day 30 2/299( 0.7) 3/291 (1.0) 1/284( 0.4) 1/296 (0.3)
Chloride (low) Day of Colonoscopy | 11/301 (3.7) 1/298 (0.3) 3/287 (1.0) 0/297 (0.0)
24-48 hours 1/303 (0.3) 0/295 (0.0) 2/288 (0.7) 0/293 (0.0)
Day 7 1/303 (0.3) 3/295 (1.0) 0/285 (0.0) 0/293 (0.0)
Day 30 2/302 (0.7) 3/294 (1.0) 0/285 (0.0) 0/298 (0.0)
Magnesium (high) | Day of Colonoscopy | 34/294 (11.6) | 0/294 (0.0) 25/288 (8.7) 1/289 (0.3)
24-48 hours 0/303 (0.0) 0/295 (0.0) 0/288 (0.0) 0/293 (0.0)
Day 7 0/297 (0.0) 1/291 (0.3) 1/286 (0.3) 1/285 (0.4)
Day 30 1/296 (0.3) 2/290 (0.7) 0/286 (0.0) 0/290 (0.0)
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Calcium (low) Day of Colonoscopy | 2/292 (0.7) 1/286 (0.3) 0/276 (0.0) 2/282 (0.7)
24-48 hours 0/303 (0.0) 0/295 (0.0) 0/288 (0.0) 0/293 (0.0)
Day 7 0/293 (0.0) 1/283 (0.4) 0/274 (0.0) 0/278 (0.0)
Day 30 0/292 (0.0) 1/282 (0.4) 0/274 (0.0) 1/283(0.4)
Creatinine (high) Day of Colonoscopy | 5/260 (1.9) 13/268 (4.9) 12/266 (4.5) 16/270 (5.9)
24-48 hours 1/303 (0.3) 0/295 (0.0) 0/288 (0.0) 0/293 (0.0)
Day 7 10/264 (0.4) | 13/267 (4.8) | 10/264 (3.8) | 10/265 (3.8)
Day 30 11/264 (4.2) | 14/265(5.3) 18/264 (6.8) | 10/272 (3.7)
eGFR (low) Day of Colonoscopy | 22/221 (10.0) | 17/214 (7.9) 26/199 (13.1) | 25/224 (11.2)
24-48 hours 76/303 (25.1) | 72/295 (24.4) | 82/288 (28.5) | 62/293 (21.2)
Day 7 22/223 (10.0) | 17/213 (8.0) | 11/198 (5.6) | 28/219(12.8)
Day 30 24/223(10.8) | 21/211 (10.0) | 21/199 (10.6) | 24/224 (10.7)

6.2 Postmarketing Experience

The following foreign spontaneous reports have been identified during use of formulations similar to Prepopik.
Because these events are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to drug exposure.

Allergic reactions

Cases of hypersensitivity reactions including rash, urticaria, and purpura have been reported.

Electrolyte abnormalities

There have been reports of hypokalemia, hyponatremia and hypermagnesemia with the use of Prepopik for colon
preparation prior to colonoscopy.

Gastrointestinal:

Abdominal pain, diarrhea, fecal incontinence, and proctalgia have been reported with the use of Prepopik for
colon preparation prior to colonoscopy. There have been isolated reports of reversible aphthoid ileal ulcers.
Ischemic colitis has been reported with the use of Prepopik for colon preparation prior to colonoscopy. However,
a causal relationship between these ischemic colitis cases and the use of Prepopik has not been established.

Neurologic,

There have been reports of generalized tonic-clonic seizures associated with and without hyponatremia in

epileptic patients.

7 DRUG INTERACTIONS

7.1 Drugs That May Increase Risks of Fluid and Electrolyte Abnormalities

Use caution when prescribing Prepopik for patients with conditions or who are using medications that increase the
risk for fluid and electrolyte disturbances or may increase the risk of seizure, arrhythmias, and prolonged QT in
the setting of fluid and electrolyte abnormalities. This includes patients receiving drugs which may be associated
with hypokalemia (such as diuretics or corticosteroids, or drugs where hypokalemia is a particular risk, such as
cardiac glycosides) or hyponatremia. Use caution when Prepopik is used in patients on nonsteroidal anti-
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inflammatory drugs (NSAIDS) or drugs known to induce Antidiuretic Hormone Secretion (SIADH), such as
tricyclic antidepressants, selective serotonin re-uptake inhibitors, antipsychotic drugs and carbamazepine, as these
drugs may increase the risk of water retention and/or electrolyte imbalance. Consider additional patient
evaluations as appropriate. [see Adverse Reactions (6.1, 6.2)]

7.2 Potential for Altered Drug Absorption

Oral medication administered within one hour of the start of administration of Prepopik solution may be flushed
from the Gl tract and the medication may not be absorbed.

Tetracycline and fluoroquinolone antibiotics, iron, digoxin, chlorpromazine and penicillamine, should be taken at
least 2 hours before and not less than 6 hours after administration of Prepopik to avoid chelation with magnesium.

7.3 Antibiotics

Prior or concomitant use of antibiotics with Prepopik may reduce efficacy of Prepopik as conversion of sodium
picosulfate to its active metabolite BHPM is mediated by colonic bacteria.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category B

Reproduction studies with Prepopik have been performed in pregnant rats at oral doses up to 2000 mg/kg/day
(about 1.2 times the recommended human dose based on the body surface area), and did not reveal any evidence
of impaired fertility or harm to the fetus due to Prepopik. The reproduction study in rabbits was not adequate, as
treatment-related mortalities were observed at all doses. A pre and postnatal development study in rats showed no
evidence of any adverse effect on pre and postnatal development at oral doses up to 2000 mg/kg twice daily
(about 1.2 times the recommended human dose based on the body surface area). There are, however, no adequate
and well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive of
human response, Prepopik should be used during pregnancy only if clearly needed.

8.3 Nursing Mothers

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised when Prepopik is administered to a nursing woman.

8.4 Pediatric Use
The safety and effectiveness of Prepopik in pediatric patients has not been established.

8.5 Geriatric Use

In controlled clinical trials of Prepopik, 215 of 1201 (18%) patients were 65 years of age or older. The overall
incidence of treatment-emergent adverse events was similar among patients >65 years of age (73%) and patients
<65 years of age (71%). Among all patients >65 years of age, the proportion of patients with successful colon
cleansing was greater in the Prepopik K group (81.1%) than in the comparator group (70.9%).

8.7 Renal Insufficiency

Patients with impaired renal function or patients taking concomitant medications that may affect renal function
(such as diuretics, angiotensin converting enzyme inhibitors, angiotensin receptor blockers, or non-steroidal anti-
inflammatory drugs) may be at increased risk for further renal injury. Advise these patients of the importance of
adequate hydration before during and after the use of Prepopik. Consider performing baseline and post-
colonoscopy laboratory tests (electrolytes, creatinine, and BUN) in these patients. In patients with severely
reduced renal function (creatinine clearance < 30 mL/min), accumulation of magnesium in plasma may occur.
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The signs and symptoms of hypermagnesemia may include, but are not limited to, diminished or absent deep
tendon reflexes, somnolence, hypocalcemia, hypotension, bradycardia, muscle, respiratory paralysis, complete
heart block, and cardiac arrest.

10 OVERDOSAGE

The patient who has taken an overdose should be monitored carefully, and treated symptomatically for
complications.

11 DESCRIPTION

Prepopik (sodium picosulfate, magnesium oxide and anhydrous citric acid) for oral solution is provided in two
packets, the contents of each to be dissolved in 5 ounces of cold water and consumed.

Each packet contains 10 mg sodium picosulfate, 3.5 g magnesium oxide and 12 g anhydrous citric acid. The
product also contains the following inactive ingredients, potassium hydrogen carbonate, saccharine sodium, and
spray dried orange flavor which contains acacia gum, lactose, ascorbic acid and butylated hydroxyanisole. The
following is a description of the three active ingredients:

Sodium picosulfate is a stimulant laxative.

Sodium picosulfate

* Chemical name: 4,4"-(2-pyridylmethylene) diphenyl bis(hydrogen sulfate) disodium salt, monohydrate
e Chemical formula: C15H13NNa,0sS,.H,0

* Molecular weight: 499.4

* Structural formula:

N, _~#

=
AV | A
+.-JS\ \\ /sa.‘ +
Na'0” 0 0" NONa" H,0

Sodium picosulfate

i

Magnesium citrate, which is formed in solution by the combination of magnesium oxide and anhydrous citric
acid, is an osmotic laxative.

Magnesium oxide

* Chemical name: Magnesium oxide
* Chemical formula: Mg O

* Molecular weight: 40.3

» Structural formula: Mg O

Anhydrous citric acid

* Chemical name: 2-hydroxypropane-1,2,3-tricarboxylic acid
e Chemical formula: CgHsO-

* Molecular weight: 192.1

Ferring Pharmaceuticals CONFIDENTIAL




Date: 30 Mar 2016

va Ly FERAN ‘Ver.2.0
1.6 ZMENC I T B AR IS (2 B9 5 R Supersedes: 1.0
Page 16 of 24

e Structural formula;

H ™H

Anhydrous citric acid

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Sodium picosulfate is hydrolyzed by colonic bacteria to form an active metabolite: bis-(p-hydroxy-phenyl)-
pyridyl-2-methane, BHPM, which acts directly on the colonic mucosa to stimulate colonic peristalsis.

Magnesium oxide and citric acid react to create magnesium citrate in solution, which is an osmotic agent that
causes water to be retained within the gastrointestinal tract.

12.2 Pharmacodynamics

The stimulant laxative activity of sodium picosulfate together with the osmotic laxative activity of magnesium
citrate produces a purgative effect which, when ingested with additional fluids, produces watery diarrhea.

12.3 Pharmacokinetics

Sodium picosulfate, which is a prodrug, is converted to its active metabolite, BHPM, by colonic bacteria. After
administration of 2 packets of Prepopik separated by 6 hours, in 16 healthy volunteers, sodium picosulfate
reached a mean C.x of 3.2 ng/mL at approximately 7 hours (Tax). After the first packet the corresponding values
were 2.3 ng/mL at 2 hours. The terminal half-life of sodium picosulfate was 7.4 hours. The fraction of the
absorbed sodium picosulfate dose excreted unchanged in urine was 0.19%.

Plasma levels of the free BHPM were low, with 13 out of 16 subjects studied having plasma BHPM
concentrations below the lower limit of quantification (0.1 ng/mL). Urinary samples show that the majority of
excreted BHPM was in the glucuronide-conjugated form. Magnesium oxide and citric acid react in water to create
magnesium citrate. Baseline uncorrected magnesium concentration reached a maximum (C..x) of approximately
1.9 mEg/L, which occurred at 10 hours post initial packet administration (Tmax). This represent an approximately
20% increase from the baseline.

Drug Interaction Studies

In an in vitro study using human liver microsomes, sodium picosulfate did not inhibit the major CYP enzymes
(CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6 and 3A4/5) evaluated. Based on an in vitro study using freshly isolated
hepatocyte culture, sodium picosulfate is not an inducer of CYP1A2, CYP2B6 or CYP3A4/5.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies in animals to evaluate carcinogenic potential or studies to evaluate mutagenic potential have
not been performed with Prepopik. However, sodium picosulfate was not mutagenic in the Ames test, the mouse
lymphoma assay and the mouse bone marrow micronucleus test.

In an oral fertility study in rats, Prepopik did not cause any significant adverse effect on male or female fertility
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parameters up to a maximum dose of 2000 mg/kg twice daily (about 1.2 times the recommended human dose
based on the body surface area).

14 CLINICAL STUDIES

The colon cleansing efficacy of Prepopik was evaluated for non-inferiority against a comparator in two
randomized, investigator-blinded, active-controlled, multicenter US trials in patients scheduled to have an elective
colonoscopy. In all, 1195 adult patients were included in the primary efficacy analysis: 601 from Study 1, and 594
from Study 2. Patients ranged in age from 18 to 80 years (mean age 56 years); 61% were female and 39% male.
Self-identified race was distributed as follows: 90% White, 10% Black, and less than 1% other. Of these, 3% self-
identified their ethnicity as Hispanic or Latino.

Patients randomized to Prepopik in the two studies were treated with one of two dosing regimens:

* In Study 1, Prepopik was given by “Split-Dose” (evening before and day of) dosing, where the first packet was
taken the evening before the colonoscopy (between 5:00 and 9:00 PM), followed by five (5) 8-ounce glasses of
clear liquid, and the second packet was taken the morning of the colonoscopy (at least 5 hours prior to but no
more than 9 hours prior to colonoscopy), followed by three (3) 8-ounce glasses of clear liquid.

* In Study 2, Prepopik was given by “Day-Before” (afternoon/evening before only) dosing, where both packets
were taken separately on the day before the colonoscopy, with the first packet taken in the afternoon (between
4:00 and 6:00 PM), followed by five (5) 8-ounce glasses of clear liquid, and the second packet taken in the late
evening (approximately 6 hours later, between 10:00 PM and 12:00 AM), followed by three (3) 8-ounce glasses
of clear liquid.

The comparator was a preparation containing two liters of polyethylene glycol plus electrolytes solution (PEG +
E) and two 5-mg bisacodyl tablets, administered the day before the procedure. All patients in both the Prepopik
and comparator groups were limited to a clear liquid diet on the day before the procedure (24 hours before).

The primary efficacy endpoint was the proportion of patients with successful colon cleansing, as assessed by
blinded colonoscopists using the Aronchick Scale. The Aronchick scale is a tool used to assess overall colon
cleansing. Successful colon cleansing was defined as bowel preparations with >90% of the mucosa seen and
mostly liquid stool that were graded excellent (minimal suctioning needed for adequate visualization) or good
(significant suctioning needed for adequate visualization) by the colonoscopist.

In both studies, Prepopik was non-inferior to the comparator. In addition, Prepopik provided by Split-Dose dosing
met the pre-specified criteria for superiority to the comparator for colon cleansing in Study 1. The comparator in
that study was administered entirely on the day prior to colonoscopy. See Tables 3 and 4 below.

Table 3: Proportion of Patients with Successful Colon Cleansing in Study 1 Split -Dose Regimen

PREPOPIK 2L PEGHE*
Split-Dose Regimen with 2 x 5-mg bisacodyl tablets Difference between treatment groups
% (n/N) % (n/N) Difference 95% C1
84.2% (256/304) 74.4% (221/297) 9.8% (3.4%, 16.2%)’

* 2L PEG + E = two liters polyethylene glycol plus electrolytes solution.
T Non-inferior and superior 2L PEG+E with 2 x 5-mg bisacodyl tablets

Table 4: Proportion of Patients with Successful Colon Cleansing in Study 2 Day-Before Regimen

PREPOPIK 2L PEGHE~*
Day-Before Regimen with 2 X 5-mg bisacodyl tablets Difference between treatment groups
% (n/N) % (n/N) Difference 95% CI1
83.0% (244/294) 79.7% (239/300) 3.3% (-2.9%, 9.6%)"
* 2L PEG + E =two liters polyethylene glycol plus electrolytes solution.
1. Non-inferior
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

Prepopik is supplied in a carton containing 2 packets, each holding 16.1 grams of powder for oral solution, along
with a pre-marked dosing cup. Each packet contains 10 mg sodium picosulfate, 3.5 g magnesium oxide and 12 g
anhydrous citric acid. The excipients include potassium hydrogen carbonate, sodium saccharin, spray dried
orange flavor which contains acacia gum, lactose, ascorbic acid, and butylated hydroxyanisole.

Storage

Store at 25°C (77°F). Excursions permitted at 15°C to 30°C (59°F to 86°F) [See USP Controlled Room
Temperature].

NDC# 55566-9300-2 Kit, 2 packets and cup

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide).

* Ask patients to let you know if they have trouble swallowing or are prone to regurgitation or aspiration.
* Tell patients not to take other laxatives while they are taking Prepopik.

* Tell patients that if they experience severe bloating, distention or abdominal pain following the first packet of
Prepopik, delay the second administration until the symptoms resolve.

* Instruct patients to contact their healthcare provider if they develop signs and symptoms of dehydration.

* Not for Direct Ingestion: Each packet must be dissolved in 5 ounces of cold water and administered at separate
times according to the dosing regimen. Ingestion of additional water is important to patient tolerance. Direct
ingestion of the undissolved powder may increase the risk of nausea, vomiting, dehydration, and electrolyte
disturbances. Inform patients that oral medication administered within one hour of the start of administration of
Prepopik solution may not be absorbed completely.
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7o BEE) TR T ABRICIIEETH &,

PEPRIF 32 B G O B ~O# 5.« HERFHEO &
HIIHmAEYHORFEBIE L VTS 2 & [RFHIRIC
K ERmpEEEZTRENDRH D, ],
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B LR RGTHZ L,

WI LB DH | FSELHI LITK

b, D, HEE A RS
%,
IS WIEMEIRY O ED | AFIDIR pH & E
WM 2BENARG | Hs¥sZbick
b, N 3l g e
5,
4. BEYER
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(2) EEICBWCEERIL, BAZELRZ L2hEa1E, &
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ATV, BRSO RE DR bN-EA I, #E5a2d
1UA@%@$$%@@@EQMMM%ﬁ P CT &)
ATV, BEURAEEITH 2 &

6. IR, ER. RILEFAOES
SR SUTHEIR D FTREME D & 2 i NI ITTRIRE LD A M) G
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7. INREADEE
R AERER, FAER, 2R, ShIE3/NEL
PEITREST SIUTWLARYY (BR300,

xP9 AL

8. BEES
WEHEGICE VB LU TR, EEREMERENRIT S
BENRS D, BEICRA LA, HocBgEeTn

SHERIESG O LB 2T H 2 &
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(1) FRS L
1 G %#) 150 mL O/KIZ AL, 2~3 43 & IBE CIAfR
L7, R+ 528, =720, RMEHICEET 572
W, WKICEMRT D Z ENEE LV, RIRIEAEL 7
STEEAIE, B ELTOLRAT S Z &,

(2) WLy
AHNOVEFRIN My Z RN L2 &,

(3) BREMBITESCOICHEMN T2 Z &, Fio. REHOBE
OVRIRTRITFERET 5 2 &,

[ZEEhRE])

SMEAEERRCA 16 B AHK] 2 8%, 6 REH 2 221F T ol
HLEZBEO 1 HAEGZEO2EEERGHOEIANLT 7
— F D Crax CEE LR HERA) (TN Z 4 2.3+ 1.4 ng/mL,
32x26ng/mL TH Y | Toax (HIAE (Fe/IME, FRME)) X
ZhEi 2 (05, 40) KR, 8 (2.0, 10.0) FETH T,
Fio, FERICAK 1L FR 5% LD 2 BEEGHO~ 7 X
LD Coy 1TFHNFH 0.88+0.07 mmol/L, 0.95+0.08
mmol/L T&H 1 | Tpex (FFZF1 4 (1.0,4.0) Kff#, 10 (4.0,
16.1) HEHTH o7,

EaznNT 7 — O ty, CEAEIEERZ) 137413205
MThHv, HH5ED 0.11%NBKREKE L TRFICHE X
Nz, ¥azxnry—r+ ~U o aKIYOEEREHY T
HHEA- (p-E FrFrTo=1) -BYIN2-A2 X
(BHPM) iR EE XA < | 16 ]9 13 Bl W TR Y
RALLTF CTHo7z, WISz BHPM &L 37/ vr a v
Bl Ak e UTRPICHRIE S 7z,

M~ 2 TaiE | A7V —=| KIBENHEEE | ABRK T
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AT 2 [ A 089+007 | 1034008 | 0.86+0.07
(n=211)

CEEIE AR 72)
[ERERAELAE]
KGR ST AT AL (2 o3 D [E N g R i%@ﬁ%i&@

EUT%D\K%®ﬁE®mH&éH ST 2 [\ S L
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AFKIETH 2 BIHE5RE 92.0% (195/212)
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{b54  Disodium 4,4'-(pyridin-2-ylmethylene)bis(phenyl
sulfate)monohydrate
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{b54  2-Hydroxypropane-1,2,3-tricarboxylic acid
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B, KITHD THE TR, =&/ —/1 (95)
WZIRTRT0,

(28 ¥]

16.1gX2048 (77 Ix—h)
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[EEX]

1) tENEE : ENEIERER (-CLEAR)

2) Forth W, Nell G, Rummel W, Andres H. The hydragogue and
laxative effect of the sulfuric acid ester and the free diphenol
of 4,4’-dihydroxydiphenyl-(pyridyl-2)-methane.
Naunyn-Schmiederberg’s Arch Pharmacol. 1972; 274: 46-53.

3) Hillestad B, Sund RB, Buajordet M. Intestinal handling of
bisacodyl and picosulphate by everted sacs of the rat jejunum
and stripped colon. Acta pharmacol.toxicol. 1982; 51:
388-394.

4) Jauch R, Hankwitz R, Beschke K, Pelzer H.
Bis(p-hydroxyphenyl)-pyridyl-2-methane: The common
laxative principle of bisacodyl and sodium picosulfate.
Arzneim.Forsch.-Drug Res. 1975; 25: 1796-1800.

5) Pala G, Coppi G, Crescenzi E. On the laxative properties of
sulfuric esters of phenols, with particular reference to
4,4’-(2-picolylidene)-bis-phenylsulfuric acid disodium salt
(Picosulfol). Arch int Pharmacodyn. 1966; 164: 356-369.

6) Pankaj J. P. Goodman & Gilman’s The Pharmacological
Basis of Therapeutics. 11th ed. McGRAW-HILL; Chapter 37,
Treatment of disorders of bowel motility and water flux;
antiemetics; agents used in biliary and pancreatic disease; P.
992.
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3 HE - BEORERIL

31 HE-HAE

WHE . AT, 11E 182 %) 150 mL O/KICEAE L., #a IR 2 B0 #&54
%, 1EH ORA®ZIE, 1181 250 mL O I 72 ol 2 B R 23T TR 5 [l 2 51 H OiRA%
1% 1 18] 250 mL DB 22 B & B U FAF o 2 IR AT TR 3Rl 4 5,

BEXIIFMORIA LY B THTT 2EEET 525G
A AT T OBT B ISR A, Y ITBHREE O E L, BESUITFHET A oK KL
A T RS B o] (& T FH O 4~9 KfaT) o 2|05+ 5%,

BREXIFWHORIHIC 2 BFEST 556
BASUIFAR O/ FIMEFRE R, Y F BRI OA L L MASUIFIRTA O KO 1
5] B DA 5K 6 e D& D 2 [\l H 595,

32 R - HEORERIL

KRN OEIE L LEMEZRFTEZ2E2AME LT, =7 Ly 7 25t s U CHEIFERBR(000176
WBR) &3 L=, AFOEGFEE, oEPS (REBNESIRAERTH 108 - KBNESTRAE M A 1
Ef5) KOWTH L (KIBNESMRARTH 2E%S) & L, 1B 1854 150 mL OKIZIER L, MR
ERIC 2[R OG- Lz, 1EIH ORI, 118 250 mL % 72 00k 2 305 2 TR 5 |, 2[5 H
DR IE 1 18] 250mL D35 B 72 Bk 2 i o> 2 eI AT £ TSR 3 [RIIRA L7,

ZOFER, 637 4 OHIRE TR\ T, EERHMBE E Th D &G ETEI I ROG R, KA
B GRE97.7 %, RIHEGHE9Q20%, =7 Ly 7 95.3% CTh v, AFIBGHITWVT I bl FREK
WX DIELMER R I NIz, Elo. BRIGE TSR D RITFROMERNC BN TEN W T & AR
N7, BIREIFEMGIEH Td 2 185 Y E AT L 2 SRS B O F R, AFSEF S
£ 88.8%., RIHIEEGHETI7T%, =7 L v 7E934%THY ., BiHKRGEHENSOLEN -T2, WTho
BB EWEEE R Uiz, IREE, A, B ALY, a0 REOREICB VLTI, K
FNINTNOBREHES, =7 Ly ZICH_RTHEEICENL TV,

HERGORBRIT, KHoEBGEE 127 %, AFIRTHEGRE15.2%, =7 Ly 7 & 58 154% &
21372 < . BWERA ORBRE B W THERGIHIIEITRD b o7, ARIESGEICB W TG~
TR MMl PHRE TR ORI EE N RD S0, WG BRSNS & 7 5 E)
TlLZe o7,

F 7o, WA TR OB G EE O TER SN 08RE, miB &5 OB R L. OG0,
weEVEE R LT,
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|, 2B H OARMEZ I 18] 250 mL O 72 BB A AT FAIT O 2 IRFRIRT E TITRAR 3 [BIEA 3 2,
REXIIFHORA LY BIZ2T T 2RERETZEE
MR SUL T ORT HITERERE R, Y BB OA L L, BRAE XX TR H OR &K O LT
i B o] (A SUXTFH 0 4~9 BEERT o 2 B A#E54 5,
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4. PEMEEIRIBIED & 5 B [Flaesl Sk 2 LIERER, e
iz ZFstnnd s, |
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TNRH D, ]

®) FlivE [ 15, Wl ~0fls) OEBH]

Q)AL 2B EhOH 5 EE [2. BERLEARNER B)) O
THZ

iz

Q). 2. @) : AHIE~ 72
VULEEGERLTREY, KAES
WX DI~ 7R T NREN E
U, DHRE, BREE~DRE,
B~ 7R T I MUE RS T D W REME
N DT ORIE

4). (5). (6). (7): INHEICEEEZ
FAEFAIREMEDN & D 720D [RIFL[F]
BIRDIRN SCE DL FHE S

&72114%

X AE

(8) : mEilind Tix, —RICA P

BEMEFTLTWD Z ENbHRE

(9) : FAMEIC KV PR IRIEE, i
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FERT S L, BEREREAELZIITBEINAD LD THEET
HT &,
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AAL : Bazv7y— U T LKFY
¥ 4 : Sodium Picosulfate Hydrate

HAL Bk~ 7 22U L

-

#& 4 : Magnesium Oxide

AARL MK = g
¥ 4 : Anhydrous Citric Acid
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3.2.5.2.2 Description of Manufacturing Process and Process Controls — Sodium
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3.2.5.2.6 Manufacturing Process Development — Magnesium oxide A A EH A

3253 Fitk (it~7 x> v, IR
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treatment with anthranoids and sodium picosulfate on the contents of vasoactive intestinal polypeptide,
somatostatin and substance P in the rat colon. Eur J Gastroenterol Hepatol. 1995; 7: 13-20.
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