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From: I

Sent: Wednesday, 17 April 2024 5:52 PM

To:

Cc: OTC Medicines

Subject: OM-2023-00902-1 & OM-2024-00299-1 s25 approvals [SEC=UNOFFICIAL]
Attachments: OM-2024-00299-1 - s25 - approval.pdf, OM-2023-00902-1 - s25 - approval.pdf
Dear-

Please find the approval letters for these applications attached.

Regards



Document 1

Submission No.: OM-2024-00299-1

The Managing Director
Aspen Pharmacare Australia Pty Ltd

Dear Sir/Madam

APPLICATION UNDERss. 23 TO REGISTER A NEW MEDICINE UNDER s. 25 IN THE
AUSTRALIAN REGISTER OF THERAPEUTIC GOODS

[ refer to your application under section 23 of the Therapeutic Goods Act 1989 (the Act) dated
10 April 2024 to register

ZANTAC ranitidine 150mg (as hydrochloride) tablets
(the medicine) in the Australian Register of Therapeutic Goods (the ARTG).

Decision
As delegate of the Secretary of the Department of Health and Aged Care, | am:

e under subsection 25(3) of the Act, approving the registration of the medicine in the
ARTG,

e under subsection 25AB(2) of the Act, notifying you of the decision to register the
medicine,

e under subsections 25AA(1) of the Act, approving the text of the PI for the medicine,

e under paragraph 25AB(3)(b) of the Act, notifying you of the approved PI as set out in
Attachment 2,

e under subsection 28(2B) of the Act, applying conditions of registration of the
medicine, as outlined under ‘Conditions of Registration’ below.

This approval is based on the evaluation of the information and data provided with the
original letter of application and with any subsequent correspondence and submissions
relating to the application.

The approved indication for the medicine is:
Effective long lasting relief from heartburn and acid indigestion.

PO Box 100 Woden ACT 2606 ABN 40 939 406 804
Phone: 02 6232 8444 Fax: 02 6203 1605 Email: info@tga.gov.au Hea]
- ™

http://www.tga.gov.au
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Section 25, subsections 25AA(1) and (1A), section 25AB and section 28 of the Act can be
found online at the following link: https://www.legislation.gov.au/Series/C2004A03952

Date of effect and supply

The date of effect of the new registration is the date specified in the Certificate of Registration,
a copy of which may be obtained via the Business Services (eBS) facilities shortly after receipt
of the patent certification requested below. This should be the date included under the
heading “date of the most recent amendment” at the end of approved PI as set out at
Attachment 2. Please update the PI with the date of effect in the certificate of Registration.

Supply of the approved medicine is not permitted until it is registered in the ARTG.

Conditions of registration
The conditions applying to the new registration of the medicine are:

1. Conditions applicable to all therapeutic goods as specified in the current edition of the
document "Conditions- standard and specific: Applying to registered or listed
therapeutic goods under section 28 of the Therapeutic Goods Act 1989", and

2. Conditions applicable to the relevant category and class of therapeutic goods as specified
in the current edition of the document " Conditions- standard and specific: Applying to
registered or listed therapeutic goods under section 28 of the Therapeutic Goods Act
1989", and

3. The following specific condition:

a. The goods must conform with the finished product specification as described in
Attachment 3. All tests specified in the finished product release specification must
be performed prior to release on all batches of the product unless otherwise agreed
by the TGA and indicated on the attached finished product specification. Testing on
a rotational basis or some other form of reduced testing, or changes to the finished
product specification, may only occur following submission of a ‘variation’
application and approval by the TGA.

Action required of you
Before the medicine can be included in the ARTG, you are required to either:

e notify the Secretary using the approved form that the patent certification under
subsection 26B(1) of the Act is not required in relation to the application; or

e provide a certificate required under subsection 26B(1) of the Act.

Note:
The requirement for patent certificates does not apply to applicants for registration of medicines
who are not required to submit evidence or information to establish the safety or efficacy of the
goods as part of the registration process. In these circumstances, the applicants are only required
to notify the Secretary in the approved form that the subsection 26B(1) patent certificate is not
required in relation to the application.

The notification form and patent certificate can be downloaded via the TGA website
(http://www.tga.gov.au/form/australia-united-states-free-trade-agreement). You should
forward the completed and signed certificate or notification to otc.medicines@health.gov.au.
A certificate of registration can only be issued after receipt of the completed and signed
certificate or notification.
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Review rights
Details of your review rights are at Attachment 1.

Your obligations in relation to Product Information

You are reminded that an approved PI for a medicine cannot be changed without the
approval of the Secretary under subsection 25AA(4) of the Act.

You are also reminded that the CMI must comply with the requirements set out in the
Therapeutic Goods Regulations 1990 which includes the obligation to ensure the CMI that
must be supplied with the medicine is ‘consistent with’ the approved PI.

Other Matters

Copies of the final medicine labels are provided at Attachment 4. Please note that your
product labels have not been evaluated for compliance with State and Territory labelling
requirements.

A copy of the final consumer medicine information is provided at Attachment 5.

You are reminded of the pharmacovigilance reporting requirements as set out in the
document “Pharmacovigilance responsibilities of medicine sponsors — Australian
recommendations and requirements”, including the requirement to keep the Australian
pharmacovigilance contact person details up to date through the TGA Business Services
electronic portal.

Please note that it is your responsibility to ensure that current Good Manufacturing Practice
clearance letters are maintained for all overseas sites of manufacture registered for the
products.

Please do not hesitate to contact me if you have any further queries regarding this matter.

Yours faithfully

Signed and authorised by

Delegate of the Secretary
Complementary & OTC Medicines Branch

17 April 2024

Attachments:

Review rights

Product information

Finished product specification
Labels

Consumer medicine information

Gl W e
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Attachment 1

Request for reconsideration of an initial decision

This decision is a reviewable initial decision under section 60 of the Act. Under section 60, a
person whose interests are affected by a ‘reviewable’ initial decision, can seek
reconsideration of the initial decision.

As this document constitutes written notice of the making of an initial decision being given by
the Secretary, a request for reconsideration of this initial decision must be given to the
Minister in writing within 90 (calendar) days after the initial decision notice is given and be
accompanied by any information that you wish to have considered by the Minister. A request
for reconsideration given to the Minister outside the statutory 90 day reconsideration period
cannot be accepted.

The Minister may either personally undertake a request for reconsideration of an initial
decision or delegate this function to an officer of the Department with the appropriate
delegation.

Under section 60(3A) of the Act, the Minister (or the Minister’s delegate) is not able to
consider any information provided after the making of a request for reconsideration of an
initial decision unless the information is provided in response to a request from the Minister
(or the Minister’s delegate), or it is information that indicates that the quality, safety or
efficacy of the relevant therapeutic goods is unacceptable.

Guidelines for requesting reconsideration of an initial decision

Prior to requesting reconsideration of an initial decision, persons affected by an initial
decision are advised to refer to the TGA website <https://www.tga.gov.au/reconsideration-
reviewable-initial-decisions> for specific information and detailed guidance for making a
request for reconsideration. A request for reconsideration should then be made in writing,
signed and dated by the person requesting reconsideration and should include the following:

o a copy of the initial decision notification letter, i.e. this letter (or other evidence of
notification);

o identify, and describe with as much specificity as possible, which component(s) of the
initial decision should be reconsidered and set out the reasons why reconsideration is
requested;

o any information/documentation in support of the request, clearly labelled to

correspond with (any or each of) the reasons why reconsideration is requested; and
o an email address nominated for the purposes of receiving correspondence in relation to
the request for reconsideration.

All requests for reconsideration should be given to the Minister by email:
Email: ‘decision.review@health.gov.au’

Subject: “<insert name of person/company making request> - Request for
Reconsideration Under Section 60 of the Therapeutic Goods Act 1989”

Requests for reconsideration that include material which cannot be attached to a single email,

may be submitted under multiple, sequentially numbered emails (e.g. “... - Email 1 of 3", “... -

Email 2 of 3” etc). All sequentially numbered emails must be given to the Minister on the

same date.

Under section 60 of the Act, the decision upon reconsideration by the Minister (or the
Minister’s delegate) must be to either ‘confirm’, ‘revoke’ or ‘revoke and substitute’ the initial
decision. The Minister (or the Minister’s delegate) must give notice in writing of the outcome
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of the decision upon reconsideration to the person whose interests are affected, within 60
(calendar) days after making a request for reconsideration. If the Minister (or the Minister’s
delegate) fails to give such notice within 60 days, the Minister (or the Minister’s delegate) is
deemed to have confirmed the initial decision.

Subject to the Administrative Appeals Tribunal Act 1975 (AAT Act), if you are dissatisfied with
the decision upon reconsideration by the Minister (or the Minister’s delegate), you can apply
to the Administrative Appeals Tribunal (AAT) for a review of that decision upon
reconsideration.

NOTE: This initial decision remains in effect unless and until it is revoked or revoked and
substituted by the Minister (or the Minister’s delegate) as a result of a request for
reconsideration under section 60 of the Act OR is set aside, varied or remitted by the AAT or
is otherwise overturned or stayed.
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Attachment 2 - Product information

AUSTRALIAN PRODUCT INFORMATION

ZANTAC ranitidine {as hydrochloride) tablets

1. NAME OF THE MEDICINE

Ranitidine hydrochloride,

2, and 3, QUALITATIVE AND QUANTITATIVE COMPOSITION AND PHARMACEUTICAL FORM

Zantac 150 mg tablets are white filmcoated round fablets engraved "150" on one face and plain on the
other, The tablets contain 150 mg ranitidine (as hydrechloride),

Zantac 300 mg tablets are white capsuleshaped, film-coated tablets engraved *300" on cne face and plain
on the other, The tablets centain 300 mg ranitidine (as hydrochloride),

For the full list of excipients, see Section 6,1 List of excipients,

4, CLINICAL PARTICULARS

4.1 THERAPEUTIC INDICATIONS

1. Short-term treatment of proven dusdenal ulcer and gastric ulcer for prophylaxis against recurrent
haemarrhage,

2, Maintenance treatment to reduce the nisk of relapse in duodenal ulcer,

3, Maintenance treatment for periods up to one year to reduce the risk of relapse in patients with

documentad healing of benign gastric ulcer,

4, Treatment of gastrinoma (Zollinger-Ellison syndrome),

6. Short-term symptomatic treatment of reflux oesophagitis unresponsive to conservative antireflux
measures and simple drug therapies such as antacids,

8, Maintenance treatment to reduce the risk of relapse of reflux cesophagitis.

7. Treatment of sclercderma cesophagitis,

4.2 DOSE AND METHOD OF ADMINISTRATION

Zantac tablets are administered by mouth,

1,  Acute duodenal or gastric ul ion:
300 mg taken as a single dose at bedtime, or 150 mg taken twice daily, in the morning and at bedtime.

It is not necessary to time the dose in relation to meals. In most cases healing will accur in four weeks
although a small number of patients may reguire an additional 2-4 weeks' therapy,

Maintenance treatment:
Duodenal ulcer: 150 mg taken at night,

As smoking is associated with a higher rate of ulcer relapse, patients should be advised fo stop
smaoking. In patients unable to stop smoking, a dose of 300 mg at night provides additional therapeutic
benefit.

Gastric ulcer: 150 mg taken at night for a period of one year,

2. Gastrinoma (Zollinger-Ellisen syndrome):
150 mg taken 3 times daily initially and increased, as necessary, to 600-900 mg/day.

Zantac ranitidine {as hydrochloride) tablets - Pl Page 1 of 8
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3. Reflux cesophagitis:
300 mg taken as a single dose at bedtime or 150 mg taken twice daily in the morning and at bedtime.
It is not necessary to time the dose in relation to meals.

In severe reflux cesophagitis the efficacy of 300 mg, taken as a single dose at bedtime, has been
established for up to 3 months,

Maintenance treatment:
Reflux cesophagitis: 150 mg taken twice daily in the moming and at bedtime,

4.3 CONTRAINDICATIONS

Fatients with known hypersensitivity to any component of the fermulation,
4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Gastric ulcer

Treatment with a histamine Hz - antagonist may mask symptoms associated with carcinoma of the stomach
and therefore may delay diagnoesis of the condition, Accordingly, where gastric ulcer is suspected, the
possibility of malignancy should be excluded before therapy with Zantac tablets is instituted.

Long-term use

The risk of ulcer recurrence is determined by many factors. In some cases, long periods of treatment may
be necessary andlor repeated, Evidence from controlled clinical trials of up to 18 months continuous
treatment with Zantac has not revealed any undue untoward effects,

Higher doses
The use of higher than recommended doses of infravenous H: - antagonists has been associated with rises
in liver enzymes when treatment has been extended beyond five days,

Porphyria
Rare clinical reports suggest that ranitidine may precipitate acute porphyric attacks, Zantac should therefore
be avoided in patients with a history of acute porphyria,

Gastric pH
Agents that elevate gastric pH may increase the already present risk of nosocomial pneumonia in intubated
|ICU patients receiving mechanical ventilation,

Use in renal impairment

Ranitidine is excreted via the kidney and in the presence of renal impairment plasma levels of ranitidine are
increased and prolonged, Accordingly in the presence of significant renal impairment, serum levels should
be monitored and dosage adjustments made, The clearance of ranitiding is increased during hasmodialysis,

Use in the eldedy

In patients such as the elderly, persons with chronic lung disease, diabetes or the immunocompromised,
there may be an increased risk of developing community acquired pneumonia, A large epidemiological study
showed an increased risk of developing community acquired pneumonia in current users of Hz - receptor
antagonists versus those who had stopped freatment, with an observed adjusted relative risk of 1,63 (35%
Cl, 1.07-2.48),

Paediatric use

Experience with ranifidine tablets in children is limited and such use has not been fully evaluated in clinical
studies. It has however, been used successfully in children aged 8-18 years in doses up to 150 mg twice
daily.

Zantac ranitidine {as hydrochloride) tablets - Pl Page 2 of 8
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Effects on laboratory tests
No data available,

4,5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS

Ranitidine has the potential to affect the absorption, metabolism or renal excretion of other drugs, The
altered pharmacckinetics may necessitate dosage adjustment of the affected drug or discontinuation of
treatment,

Interactions occur by several mechanisms including:

1) Inhibition of cytochrome P450-linked mixed function oxygenase system:
Ranitidine at usual therapeutic doses does not potentiate the actions of drugs which are inactivated by this
enzyme system such as diazepam, lidocaine, phenytoin, propranolol and theophylline,

There have been reports of altered prothrombin time with coumarin anticoagulants (e.q. warfarin), Due to
the narrow therapeutic index, close manitoring of increased or decreased prothrombin time is recommended
during concurrent treatment with ranitidine,

2) Competition for renal tubular secretion:

Since ranitidine is partially eliminated by the cationic system, it may affect the clearance of other drugs
eliminated by this route, High doses of ranitidine (e,g, such as those used in the treatment of Zollinger-
Ellison syndrome) may reduce the excretion of procainamide and M-acetylprocainamide resulting in
increased plazsma |evels of these drugs,

3) Alteration of gastric pH

The bicavailability of certain drugs may be affected. This can result in either an increase in absorption (e.9.
triazolam, midazolam, glipizide) or a decrease in absorplion (e.g. ketoconazole, atazanavir, delaviriding,
gefitnib).

If high doses (2g) of sucralfate are co-administered with ranitidine the absorption of the latter may be
reduced, This effect is not seen if sucralfate is taken after an interval of two hours,

46 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility
There are no data on the effects of ranitidine on human fertilty, Repreduction studies performed in rats and
rabbits have revealed no evidence of impaired fertility or harm to the foetus due to ranitidine,

Use in pregnancy

Pregnancy category: B1. The safety of ranitidine in pregnancy has not been esiablished, Ranitidine
crosses the placenta, Zantac sheuld only be used during pregnancy if considered essential. If the
administration of Zantac is considered to be necessary, its use requires that the potential benefits be
weighed against possible hazards to the patient and to the foetus,

Use in lactation
Ranitidine is secreted in breast milk in lactating mothers, but the clinical significance of this has not been
fully evaluated, Zantac should enly be used by nursing mothers if considered essential,

4,7 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

The effects of this medicine on a person’s ability to drive and use machines were not assessed as part of its
registration,

Zantac ranitidine {as hydrochloride) tablets - Pl Page 3 of 8

Document 1

Page 8 of 26



4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS)

Reporting suspected adverse effects

Reporting suspected adverse reactions after registration of the medicinal product is important. It allows
continued monitoring of the benefitrisk balance of the medicinal product, Healthcare professionals are
asked to report any suspected adverse reactions at hitp:/fwww.tga.gov.au/reporting-problams,

The following have been reported as events in clinical trials or in the routine management of patients trealed
with ranitidine, The relationship to ranitidine therapy has not been clear in many cases. Headache,
sometimes severe, has been reported in a very small proportion of patients,

Central Nervous System: Rarely, malaise, dizziness, somnolence, insomnia and vertigo. Rare cases of
reversible mental confusion, depression and hallucinations have been reported, predominantly in severely ill
and elderly patients. In addition, reversible inveluntary movement disorders have been reported rarely,
There have been a few reports of reversible blurred vision suggestive of a change in accommadation,
Reversible impotence has been reported rarely,

Cardiovascular: As with other Hz - receptor antagonists rare reports of tachycardia, bradycardia,
premature ventricular beatz, AV block, and asystole,

Gastrointestinal: Constipation, diarrhoea, nauseafvomiting, abdominal discomfort/pain,

Hepatic: Transient and reversible changes in liver-function tests can occur, There have been occasional
reports of hepatitis, hepatocellular or hepatocanalicular or mixed, with or without jaundice, These were
usually reversible.

Musculoskeletal: Rare reports of arthralgias and myalgia.

Haematologic: Rare reports of agranulocytosis or pancylopenia, sometimes with marmow hypoplasia or
aplasia have been reported. Blood count changes (leucopenia, thrombocylopenia) have occurred in a few
patients. These are usually reversible,

Endocrine: Controlled studies in animals and man have shown no stimulation of any pituitary hormone by
ranitidine, no antiandregenic activity, and cimetidine-dinduced gynascomastia and impeotence in
hypersecretory patients have resolved when ranitidine was substituted, However, cccasional cases of
breast conditions such as gynaecomastia and galactorrhoea, impotence and loss of libido have been
reported in male patients receiving ranitidine but the incidence did not differ from that in the general
population.

Integumental: Rash including rare cases of mild erythema multiforme, Rare cases of vasculitis and
alepecia have been reported,

Renal: Very rare cases of acute interstitial nephritis have been reported,

Other: Rare cases of hypersensitivity reactions {eq, fever, brenchospasm, anaphylactic shock, urticaria,
angioneurotic cedema, hypotension, chest pain, rash, eosinophilia), small increases in serum creatinine,
Acute pancreatitis has been reported rarely,

4.9 OVERDOSE

There has been limited experience with cverdosage with oral doses of ranitidine, Reported acute ingestions
of up to 18 g orally have been asscciated with transient adverse effects similar to those encountered in
normal clinical experience,  See Section 4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS).
Symptomatic and supportive therapy should be given as appropriate. If need be, the drug may be removed
from the plasma by hasmodialysis.

For information on the management of overdoss, contact the Poisons Information Centre on 131126
{Australia),

Zantac ranitidine {as hydrochloride) tablets =Pl Page 4 of 8
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5 PHARMACOLOGICAL PROPERTIES
51 PHARMACODYNAMIC PROPERTIES

Mechanism of action

Animal experiments both in vitro and in vive have established that ranitidine is a selective, competitive
antagonist of histamine at Hz - receptor sites, Ranitidine has no significant interaction at histamine Hy -
receptors, muscarinic receptors or beta-adrenoceptors, Ranitidine is a potent inhibitor of gastric secretion in
the rat and dog.

All the evidence fram human studies is compatible with a selective, competitive antagonism of histamine Hz
- receptors by ranitidine in man, Oral administration of ranitidine inhibits both basal gastric secretions and
gastric acid secretion induced by histamine, pentagastrin and ofther secretagogues. On a weight basis
ranitidine is between 4 and 9 times more potent than cimetidine.,

After oral administration of ranitidine, the plasma concentrations of ranitidine achieved are directly related o
the dose administered. A plasma rantiding concentration of 50-100 na/mL has an inhibitory effect upon
stimulated gastric acid secretion of approximately 50%.

Inhibition of pentagastrin-induced gastric acid secretion increases with dose, being approximately 90% two
hours after an oral 150 mg dose and a significant effect is still evident 12 hours after this dose. In 10
patients with duodenal ulcer, 150 mg ranitidine given orally every 12 hours significantly reduced mean 24
hour hydrogen ion activity by 69% and nocturnal gastric acid cutput by 90% whereas cimetidine (200 mg
three times daily and 400 mg at night) reduced mean 24 hour hydrogen ion activity by 48% and nocturnal
gastric acid output by 70%,

Pepsin secretion is alse inhibited by ranitidine, but secretion of gastric mucus is not affected, Ranitidine
does not alter the secretion of bicarbonate or enzymes from the pancreas in response fo secrefin and
pancreozymin, Reduction in gastric acid secretion induced by ranitidine 150 mg twice daily for 7 days did
not cause bacterial overgrowth in the stomach,

Fulse rate, blood pressure, electrocardiogram and electroencephalogram were not significantly affected in
man following recommended doses of ranitidine,

Chranic ranitidine therapy (300 mg/day for 28 days) had no effect on serum prolacting gastrin, thyroid
stimulating hormone, follicle stimulating hormone, luteinising hormone, gonadofrophing, testosterone,
oestriol, progesterone or cortisol levels,

One study in 30 male duodenal ulcer patients showed a significant decrease in basal thyroxine |evels after 4
weeks' treatment with 300 mg ranitidine daily. but no significant change in thyreid stimulating hormone was
noted,

Clinical trials
Mo clinical trial data available,

5.2 PHARMACOKINETIC PROPERTIES

Absorption
Peak plasma levels cccur about 2-3 hours after oral administration of ranitidine, Absorption is not
significantly altered by food or concurrent antacid administration,

Following oral administration of 150 mg ranitidine, maximum plasma concentrations (300 to 580 ngiml)
oceurred after 1 to 3 hours, Two distinct peaks or a plateau in the absorption phase suggest reabsorption of
drug secreted into the intestine, The absclute bioavailability of ranitidine is 50 fo 60%, and plasma
concentrations increase proportionally with increasing dose up to 200 mg, Bioavailability of ranitidine is

Zantac ranitidine {as hydrochloride) tablets - Pl Page 5 of 8
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approximately 50%. Serum protein binding of ranitidine in man is in the range 10-19%. The elimination half-
life is approximately 2 hours,

Distribution
Ranitidine is not extensively bound to plasma proteins (15%), but exhibits a large velume of distribution
ranging from 96 to 142 L,

Metabolism

The fraction of the dose recovered as metabolites includes 6% of the dose in urine as the N-oxide, 2% as
the S-oxide and small amounts of desmethylranitidine and the furcic acid analogue. . The 24 hour urinary
recovery of free ranitidine and its metabolites is about 40% after oral administration of the drug,

Excretion

Plasma concentrations decline bi-exponentially, with a terminal half-life of 2 to 3 hours, The major route of
elimination of unchanged ranitidine is renal. Renal clearance is approximately 500 mL/min, which exceeds
glamerular filtration indicating net renal tubular secretion,

Patients over 50 years of age:

In patients over 50 years of age, half life is prolonged (3 to 4 hours) and clearance is reduced, consistent
with the age-related decline of renal function, However, systemic exposure and accumulation are 50%
higher, This difference exceeds the effect of declining renal function, and indicates increased bioavailability
in older patients.

Impairment of renal function requires a reduction in dosage (see section 4,4 SPEC|AL WARNINGS AND
FRECAUTIONS FOR USE). Impairment of liver function may increase the bioavailability of ranitidine but
has no significant effect on the elimination half-life, Howewver, in the presence of normal renal function, no
dosage reduction for oral or intravenous ranitidine appears necessary in patients with hepatic impairment,
53 PRECLINICAL SAFETY DATA

Genotoxicity
No data available.

Carcinogenicity

No data available.

6 PHARMACEUTICAL PARTICULARS

6.1  LIST OF EXCIPIENTS

Croscarmellose sodium, magnesium stearate, microcrystalline cellulose and Opadry Il white YS5-22-18096.
6.2 INCOMPATIBILITIES

Incompatibilities were either not assessed or not identified as part of the registration of this medicine,

6.3 SHELF LIFE

In Australia, information on the shelf life can be found on the public summary of the Australian Register of
Therapeutic Goods (ARTG), The expiry date can be found on the packaging.

6.4 SPECIAL PRECAUTIONS FOR STORAGE

Store below 25°C, keep dry. Protect from heat.

Zantac ranitidine {as hydrochloride) tablets - Pl Page 6 of 8
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6.5 NATURE AND CONTENTS OF CONTAINER

Zantac 150 mg tablets are available in AlA| foil blister packs of 2 (starter packs), 7, 14, 28, 60 and 90
tablets,

Zantac 300 mg tablets are available in Al/A foil blister packs of 2 (starter packs). 7, 14, 30 tablets,
(Note: Mot all strengths or pack sizes are marketed in Australia,)
6.6 SPECIAL PRECAUTIONS FOR DISPOSAL

In Australia, any unused medicine or waste materal should be disposed of by taking to your |ocal
pharmacy,

6.7 PHYSICOCHEMICAL PROPERTIES

Ranitidine hydrochloride is a histamine Hz - receptor antagonist. It is an aminoalkyl-substituted furan and is
structurally different from cimetidine lacking the imidazole ring and the eyanoguanidine group. Ranitidine
hydrochleride is a white to pale yellow granular sclid with a melting point of about 140°C. It is freely soluble
in water, with a partition co-efficient between n-octanc| and water log P = 0.20. It has a slightly bitter tasie
and sulfurlike odour,

Molecular formula: CraHazNa05 HCI, molecular weight: 350.9, chemical name: N-(2-{((5-
({Dimethylamino)methy l-2-furan-yljmethyl)thio)ethy ) N'-methyl-Z-nitre-1, 1-ethenediamine, hydrochloride,

Chemical structure:

CHNO,

CH, )\_ _CH,
I s -
CH;--N\/@\/SHJ/— P{ )
:

H

+HCI

CAS number:
66357-59-3

7 MEDICINE SCHEDULING (POISONS STANDARD)

Prescription Only Medicine (S4):
+  Zantac 150 mg tablets: 2, 6, and 60 tablets
= Zantac 300 mg tablets: 2, 4, and 30 tablets

Pharmacy Medicine (S2).
«  Zantac 150 mg: 28 tablets
« Zantac 300 mg: 2 and 14 lablets

Not scheduled:
s Zantac 150 mg: 2, 4, 7 & 14 tablets
s Zantac 300 mg: 7 tablets

B SPONSOR

Aspen Pharmacare Australia Pty Lid
34-36 Chandos Street
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St Leonards NSW 2065

Australia

9 DATE OF FIRST APPROVAL

Zantac 150 mg tablets [AUST R §3324]: 20/111/1995
Zantac 300 mg taplets [AUST R 53323]: 20/11/1995

Zantac 160 mg (OTC) [AUST R 71786): 8/11/1939
Zantac Double Strength 300 mag tablets [AUST R 95076): 11/07/2003

10 DATE OF REVISION

KXKX

Summary table of changes

Section changed s ry of new information

6.1 Excipient update

6.4 Update o slorage temperature and statement

9 Addition of date of first approval of OTC tablet variants.

Pl end Deletion of redundant tradermark statemant.

All Deletion of relevant Pl information for specific desage forms ather than tablets.
All General formatting and text insertions for clarity .9, ‘round’ in section 2,
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Attachment 3 - Finished product specification

PRODUCT RELEASE SPECIFICATION

Product Name : Ranitidine Tablets 150 mg

Updation of specifi limat for N-Ni dimethylamune (NDMA Impurity) under Related
Substances by LC-HRMS test in PRS and SLS stages. Updation of specification hmut for
Impurity 1(mpusity H), Impurity 2 (lmpunty C) . Impurity 3 (mpunty E), Iupunty 4
(Impunity D), Total mpunties (Not includ: v A) under Related substances by UPLC
test in PRS and SLS stages. Inclusion of Impunty A under Related substances by UPLC test n
PRS and SLS stages. Removal of footnote related to Related Substances by LC-HRM test from
PRS and SLS stages. Changes done as per record number: 417349,

Standard :IH Reference - BPPhEwTH
Code No. =2005549 Specification No. = 2005549/PRS/R4
Effective Date - Draft Spec Page No. : lof3
Shelflife 724 Moofhs Supersedes © 2005549PRSR3
Market / C A l1a’Aspen Ph
REASON FOR REVISION:
Revision No. Changes incorporated Effective Date
R1 Newr specification infroduced 27 Ma-2017
R2 Change in the assay linut from "Not less than 98.0 % and not more than 105.0 % (Not less 10-Apr20L7
b than 147.0 mg and not more than 157.5 mg)” to "Not less than 95.0 % and not more than e
105.0 % (Not less than 142.5 mg and not more than 157.5 mg)" in the In-process Specification
(Lubnicated granules) as per change control number- PC-PYD/2017/101
R3 Change in organization name as per change control number PC-CRP/2018/063. Inclusion of 22 Nov-2019
o note under footnote n PRS and SLS. Inclusion of Related Substances by LC-HRMS (For LA
NDMA impunity) test in PRS and SLS, Changes done as per change control number
PC-TSG2019/357.
Change in reference STP number as per SOP-GQC/052 due to introduction of STP into LIMS. Draft
R4 Change in format as per SOP-GQC/053. Updation of storage, shelf life. market/customer name.

GQC/053/F-09R1
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PRODUCT RELEASE SPECIFICATION

Product Name :

Ranitidine Tablets 150 mg

Standard :H Reference - BPPh EwTH
Code No. = 2005549 Specification No. : 2005549/PRS/R4
Effective Date - Draft Spec Page No. : 20f3

Shelf life - 24 Months Supersedes 2005549/PRS/R3

Market / Customer: Australia/Aspen Pharmacare

$ No. Test Specification limits Test method
1 Description White film coated round tablet, embossed with '150" on one side | ASD/GP/0362
and plain on the other side
2 Identificaton A By HPLC: The retention time of the major peak in the | IH
chromatogram of the sample preparation comesponds to that of
the major peak m the ch of the standard
25 obtained in the assay.
3 Identificaion B By Thm layer chromatography: The Rf value of the pnncipal | IH
spot in the sample solution ds to that of the dard
solution.
4 Identification C For Chlorides: A white, curdy precipitate to be produced that 15 | gp
msoluble in mitric acid but 1= soluble m a slight excess of 6N
Ammonium hydroxide.
5 Diszolution By UV: Not less than 85 % (Q=80) of the labeled amount of | [H
drug is dissolved in 45 minutes
6 Uniformity of dosage umits by | Acceptance value 15 less than or equal to 15.0 ASD/GP/0424
weight vanation
7 Related substances by UPLC H
) Impwity 4 Not more than 0.5%
1t) Impunity 1 (Impunty H) (Not more than 0.2%
1i1) Impurity 2 (Impurity C) Not more than 0.2%
1) Impunty 3 (Impurity E) Not more than 0.2%
) Impwity 4 (Impurity D) Not more than 0.2%
vi) Largest cingle unknown |Notmore than 0.2%
1mpunty
vii) Total impunties (Not including | Not more than 1.0%
impurity A)
8 Assay by HPLC Each film coated tablet contams Ranitidine Hydrochlonde | IH
equivalent to Ramtidme
Label claim Limit
Assaym % 150 mg - Not less than 98.0 % and not more than 103.0 %
Assay in mg 150 mg - Not less than 147.0 mg and not more than 157.5 mg
GQC/053/F-09R1
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PRODUCT RELEASE SPECIFICATION

Product Name : Ranitidine Tablets 150 mg

Standard :IH Reference BPPhEwTH
Code No. = 2005549 Specification No. - 2005549PRSR4
Effactive Date - Draft Spec Page No. 3of3
Shelf life 24 Months Supersedes 2005549/PRSR3
Market | Customer: Australia/Aspen Pharmacare
9 Microbial limits ASD/GP/0539
1) Total aerobic microbial count Not more than 1000 cfu's
11) Total combmed yeast & molds | Not more than 100 cfu'g
count
i) Escherichia coli Absent'l g
10 Related Substances by LC-HRMS H
1) N-Nitrosodimethylamine | Not more than -
(NDMA Impwnty)

Reference STP No.: 2005549 FPSTP
STORAGE: Store below 25° C. Protect from heat.

PACKING :
Not Applicable

NOTE:

1) IH refers to In-house.

11) Report Assay value in both Percentage and Milhgram

111) Residual solvents : Based on the mformation provided by the supphers, only Class 2 and / or Class 3 solvents are likely to be presentmn
the ingredients used to manufacture this product. The cumulative quantity of the solvents, contributed by all the ingredients are within the
liout and the manufacture process of the product does not include any solvent. Smee the Residual solvents are within the limits spectfied in
the ICH gzwideline Q3C (Option 1) mn the Finiched Product. these solvents are not tested.

1) Microbial limits test will be performed on intfial three batches and on every 10th batch manufactured or once per year, whichever falls
first for momtoring purpose only (for nformation) and not for product release entena.

GQC/053/F-09R1
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SHELF LIFE SPECIFICATION

Product Name : Ranitidine Tablets 150 mg

Standard :IH Reference - BP/Ph EwTH
Code No. = 2005549 Specification No. - 2005549/SLS/R4
Effactive Date - Draft Spec Page No. : lof3

Shelf life - 24 Months Supersedes : 2005549/SLSR3

Market | Customer: Australia/Aspen Pharmacare

REASON FOR REVISION:
Revision No. Changes incorporated Effective Date
R1 New specification introduced 27 Ma2017

R2

Change in the assay liout from "Not less than 98.0 % and not more than 105.0 % (Not less
than 147.0 mg and not more than 157.5 mg)" to "Not less than 95.0 % and not more than
105.0 % (Not less than 142.5 mg and not more than 157.5 mg)" in the In-process Specification
{Lubnicated gramules) as per change control number- PC-PYD/2017/101

10-Apr-20L7

R3

Change in organization name as per change control number PC-CRP/2018/063. Inclusion of
note under footnote n PRS and SLS. Inclusion of Related Substances by LC-HRMS (For
NDMA impunity) test in PRS and SLS, Changes dore as per change control number
PC-TSG2019/357.

22-Nov-2019

R4

Change in reference STP number as per SOP-GQC/052 due to introduction of STP into LIMS.
Change in format as per SOP-GQC/053. Updation of storage. shelf life, market/customer
name Updation of specificztion lmit for N-Nitrosodimethylamine (NDMA Impunty) under
Related Substances by LC-HRMS test m PRS and SLS stages. Updation of specification limit
for Impunty 1(Impunty H), Impurity 2 (Impunty C) . Impunity 3 (Impunty E), Impunty 4
(Impunty D), Total & ies (Not including impunty A) under Related substances by UPLC
test n PRS and SLS stages. Inclusion of Impunty A under Related substances by UPLC test in
PRS and SLS stages. Removal of footnote related to Related Substances by LC-HRM test
from PRS and SLS stages. Changes done as per record number: 417349

GQC/053/F-09R1
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SHELF LIFE SPECIFICATION

Product Name:

Ranitidine Tablets 150 mg

Standard :IH Reference - BPPh EurTH
Code No. 2005549 Specification No. - 2005549/SLS/R4
Effective Date - Draft Spec Page No. : 20f3

Shelf life :24 Months Supersedes : 2005549/SLSR3

Market / Customer: Australia/Aspen Pharmacare

Specification limits

Test method

S No. Test
1 Description White film coated round tablet, embossed with '150 on one side | ASD/GP/0362
and plain on the other side
2 Identificanon & By HPLC: The retention tmme of the major peak in the | [
chromatogram of the sample preparation comesponds to that of
the major peak m the ch zram of the dard
as obtained in the assay.
3 Dissolution By UV: Not less than 85 % (Q=80) of the labeled amount of | [
drug is dissolved in 45 minutes
4 Related substances by UPLC H
I A Not more than 0.5%
i) Impurity 1 @ v H) Not more than 0.2%
N than 0.2%
i) Tmpurity 2 ity ©) ot more o
iv) Impurity 3 (Impurity E) Not more than 0.2%
v) Impunty 4 (Impunty D) Not more than 0.2%
?i) Lagest: single’ vilknov Not more than 0.2%
impurity
vii) Total impurzties (Not including  |\os more than 1.0%
mpunty A}
5 Assay by HPLC Each film coated» tablet Ranitidine Hydrochloride |pr
equivalent to Ramtidine
Label clam Limit
5 - Ni 5 L’ 5.0 %
Assain% 150 mg - Not less than 95.0 % and not more than 105.0 %
Assay mmg 150 mg - Not less than 142.5 mg and not more than 157.5 mg
6 Microbial limits ASD/GPI0539
1) Total zerobic mucrobial count Not more than 1000 cfu/g
1) Total combined yeast & molds  |Not more than 100 ofuz
count
nt) Eschenchia coh Absent'l g
7 |Related Substances by LC-HRMS H
1) N-Nitrosodimethylamine | Not more than 0.32 ppm
(NDMA Impurity)
GQC/053/F-09R1
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SHELF LIFE SPECIFICATION

Product Name : Ranitidine Tablets 150 mg

Standard -IH Reference BP/PhEwrTH
Code No. = 2005549 Specification No. = 2005549/SLS/R4
Effactive Date - Draft Spec Page No. 3of3

Shelf life 24 Months Supersedes : 2005549/SLSR3

Market | Customer: Australia/Aspen Pharmacare

Reference STP No.: 2065549/ FPSTP
STORAGE: Store below 25° C. Protect from heat.

PACKING :
Not Applicable

NOTE:

1) IH refers to In-house.

11) Report Assay value m both Percentage and Milhgram.

111) Microbial limits test to be performed for accelerated stability samples at imtzal and end of the study, for long term stability samples at
1unal and thereafter annually once.

GQC/053/F-09R1
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Attachment 4 - Labels

Pharma Code
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ACTIVE INGREDIENT

.~ Each tablet contains raniticine 150 mg (as hydrochloride)

Effective, long-asting 12 hour relief from hearthum and acid indigestion due to gastro-oesophageal
Teflux with one tablet. Zantac works by controling the production of stomach acid.

Do not use if under 12 years of age unless directed o do so by your doctor, Tradamarks are owned by or licensed o
This preparation is for refief of minor and temporary allments and should be used strictly as directed, the Aspen group nfm:pams‘
Do not use, except on doctor’s advice, with aspirin or other anti-inflammatory medicines or for any © 2024 Aspen of companies or
purpose other than specified on the pack. it licensor, AI %m’ I

If symptoms persist or recur within two weeks, o if new or additional symptoms occur, consult & doctor.
If breastfeeding or pregnant, or lkely to become pregnant, consult a pharmacist or a doctor before use, “ I‘ “
contnued — 8 X TXOOOOOCTOOCIEX

DIRECTIONS FOR USE
Adults and children over 12 years: Swallow 1 tablet whole {do not chew) with waier as soon as you
have symptoms, at any time day or night.

Maximum 2 tablets in 24 hours. Do not use for more than 14 days continuously.

Take one tablet at the first sign of symptoms, i symptoms retum or persist for more than one hour,
take another tablet. Do not take more than 2 tablets in 24 hours.
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Document 1
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b o || ACTIVE INGREDIENT

Each tablet contains ranitidine 150 mg fas hydrochloride)

Effective, long-lasting 12 howr relief from heartbum and acid indigestion due to gastro-oesophageal

Pharma Code

/

= é’ refiLix with one tablet. Zantac works by controlling the production of stormach acid. 34-36 Chandos Street St Leonards

22 Do not use if under 12 of less directed to do so by your doctor, il
g2 use if under 12 years of age un 80 by your doclor, Tratemarks are ouned by o [censed 1o
%gg This preparation is for relief of minor and temporary ailments and should be used stricly as directed, mmgmw,ﬂmgm.
w30 Do not use, except on doctor's advice, with aspirin or other anti-inflammatory medicines or for any 2004 ﬂ-‘lﬂlllﬂll’ of comparies or
g_ ) % purpose other than specified on the pack. s lcensor, AN fights reservee
- @

gt

S g DIRECTIONS FOR USE

Adults and children over 12 years: Swallow 1 tablet whole {do not chew) with water as soon as you
have symptoms, at any time day or night.

Maximum 2 tablets in 24 hours. Do not use for more than 14 days continuousty.

Take one tablet at the first sign of symptoms, If symptoms return or persist for more than one hour,
take another tablet. Do not take more than 2 tablets in 24 hours,

If symptoms persist or recur within two weeks, or if new or additional symptoms oceur, consult & doctor.
It reastieeding or pregrant,or ey o becam pregnant conisulta phamzcist or  doctor belore use, “ I‘“
cominued —> 8 X OOCOCKOOOOCK
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take another tablet. Do not take more than 2 In 24 howrs, coritnued —

bl

T )21 174

ACTIVE INGREDIENT OTHER INFORMATION
r ~ Each tablet contains ranitidine 150 m Store below 25°C,
o Protect from heat.
c O Effective, long-asting 12 hour relief from hearthum and acid indipestion dus to gastro-nesophageal Phamacare Ausiralia Pty Lt
23 reflLi with one tablet, Zamtac works by the production of stomach acid, mmmg Ll
o 2 2% Do not use if under 12 years of age unless directed to do so by your doctor, SH -
= use years of age 50 by your 5 raleiatks
8| Ba® Ths pregeraion's for ke o mnor and oy alents an skl el 35 o0k, e ool oo
@ 73D Do notuse, excepton doctor's achice, with aspirin o other ant-nflammalory medicines o for any 02t sgongp i
£ o237 purgose ofher than specified on te pack, ks
= sg= If symptoens perstst or recur within two weeks, or {f new or additional symptoms occur, consult & dockor,
[ 2 o8 1t breastfeecing or pregnant, or ey fo become pregnan, consult a phamnacist ar a docior Defore use.
o = DIRECTIONS FOR USE
o= Adults and children over 12 years: Swallow 1 tablet whole (o not chew) with water as soon 2s you
2 ave symplorms, at any ime day or night.
Maximum 2 tablets in 24 hours. Do not use for more than 14 days continuously,
Take one tablet at the first sign of symptoms. i return or persist for more tham one hour,
X ICOOOXMOOCCKX
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ranitidine 130 m ramhdne 151] ranitiding 150
E fas h;rﬁachlnﬂde? (s hydrochloride] {as hydrochloride]
e aspen 6 aspen 6 aspen
Code SWUMSRShadZI0T 0070305-3 Conter SULALSarskhandZ007 00705053 Code: S0 TarakhandZ007 00705053
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. o[ TITI11T] S[TTITIIT S[TTIITIT] o TTTIIT] s[IITIIID o[TITIIIT
El ¢ antac 2ant: /4 N
= = ranifidine 150 mi ranitiding 150 ranifidine 150 mg ranitiding 150 mi ranitiding 150 ranitiding 150
= = fas hyﬁachluﬂde? {as hydrochlorids] (s hydrochloride] fas hydmmde? {as hydrochloride] (as hydrochloride]
= e © aspen © aspen © aspen © aspen © aspen © aspen
n ‘IT Conter AWUALM wrahard SO07 Code VUM IRaEans2007 Coonter ANLIALRarskhand 2007 Code MM TR ANAT00T Coder SOLIAL Conte
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| = ~ ranifidine 130 my rmmdme 150 ranifidine 151] ranifidine 150 mi ranrhdme150 rimrhdu'e 150
= (&’ - s mﬁachluide? {as hydrochlorids m? (s hydrochlonde| [as hydm:llbnde? {as hydrochlonde] mﬂ (as hydrochloride]
3| & @ aspen © aspen @ aspen ® aspen © aspen © aspen
Coonter Code 400, T Code 40UALRarshard 2007 Code: 40U ITaakhand00T Code: S0LALN Coda:
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/3 Zantac | Zantac Zanac antac
ranifidine 150 my ranitidine 150 ranifidine 150 ranifidine 150 mi ranrhdme150 raniidine 150
= as mrﬁachluide? {as hydrochlorids m% (s hydrochlonde| [as hydm:llbﬂde% {as hydrochlonide] mﬂ (s hydrochloride]
=) aspen =) aspen aspen ) aspen ) aspen &) aspen
@ Qe (|G, Q@wew |(@eee  @pn
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Shem) PACK WIDTH = 55 mm E
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Attachment 5 - Consumer medicine information

Zantac tablets

ranitidine hydrochloride

Consumer Medicine Information (CMI)

About your Zantac
tablets

Read all of this leaflet carefully
before vou take vour medicine.
This leaflet does not have the
complete information available about
your medicine. If you have any
questions about your medicine, you

should ask your doctor or pharmacist.

All medicines have some risks.
Sometimes new risks are found even
when a medicine has been used for
ANy years.

If there is anything you do not
understand, ask your doeter or
pharmacist. If you want more
information, ask your doctor or
pharmacist.

What is in my Zantac?

The medicine in your Zantac tablets
is called ranitidine (as
hydrochloride). This belongs toa
group of medicines called H2-
antagomists.

These problems are caused, in part,
by too much acid n the stomach.
This can lead to pain such as
heartbum.  Zantac works by reducing
the amount of acid in the stomach.
This reduces the pain and also allows
the ulcer and reflux to heal.

Zantac is also used to treat
Zollinger-Ellizon disease.

Zantac 150 mg and 300 mg tablets
are either available with a doctor's
prescription (for larger pack sizes) or
from a pharmacist (for smaller pack
sizes).

Before you take it

What does my Zantac
do?

Zantac is mostly used to:

+ treat stomach and duodenal ulcer
disease (also known as peptic
ulcer);

«  stop these ulcers from coming
back;

« treat reflux oesophagmtis (also
known as reflux).

Do not take if:

You mmust not take Zantac if:

« you have ever had an allergic
(hypersensitive) reaction to
ranitidine or any of the
ingredients listed towards the end
of this leaflet.

» the expiry date (EXF) printed on
the pack has passed.

» the packaging is tom or shows
signs of tampering.

Tell your doctor if:

You mmst tell your doctor if:

» you are allergic to foods, dyes,
preservatives or any other
medicimes

*  you have ever had an allergic
(hypersensitive) reaction to
ranitidine or any of the
ingredients listed towards the end
of this leaflet.

* youare allergic to any medicine,

« you have stomach cancer,

vou have kidney disease,

» you have had stomach ulcers
before and you are taking Non-
Steroidal Anti-Inflammatory
(NSATD) medicines.

« you have a disease known as
acute porphyria.

« youare over 63 years of age.

* you have hmg disease.

« you are disbetic.

« you have any problems with your
Immmme system.

« vou have to stop taking this or
any other medicine for your ulcer
or reflux.

Taking other medicines

Tell your doctor or pharmacist if you

are taking any other medicines, have

taken any recently. or if vou start

new ones. This mchudes herbal

medicines and any other medicines

you have bought without a

prescription

Zantac can affect the way some other

medicines work. Also other

medicimes can affect the way Zantac

works.

In particular tell your doctor or

pharmacist if you are taking any of

the following medicines:

» warfann, used to prevent blood
clots

+ tmazolam and midazolam. used as
sedatives

« ketoconazole, an anti-fimgal

« atazanavir and delaviridine, used
to treat HIV

Zantac tablets - Consumer Medicine Information (CMI)
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« ghipizide. used for diabetics.

« gefitinib. used in the treatment of
Cancer.

« Non-Steroidal Anti-
Inflammatory (NSAID)
medicines, for pain and
inflammation

*  procainamide or n-
acetylprocainamide, used to treat
heart problems

« sucralfate used to freat ulcers.

What if | am pregnant
or breast feeding?

Tell your doctor if vou are pregnant,
likely to get pregnant or are breast
feeding. Your doctor will tell you if
you should take this medicine.

» Take all the tablets your doctor
has prescribed for you, even if
you feel better.

« Evenwhen you have completed
your tablets, your doctor may
decide to contimue your treatment
with Zantac, possibly at a
different dosage, in order to
prevent the problem coming back
again.

Use in Children:

Zantac has not been studied fully in
children However, Zantac has been
used with good results in children
aged 8 to 18 years in doses up to 150
mg twice daily.

What should | do if |
miss my dose?

How do | take it

« The dosage depends on the
disease that you are suffering
from Your doctor or pharmacist
will usually tell you how mamny
Zantac tablets to take and how
often to take them. You will also
find this information on the label
of your medicime.

+ The normal adult dosage is 150 to
300 milligrams per day, taken as
one 150 mg tablet once or twice a
day, or one 300 mg tablet at
bedtime. Your doctor may
prescribe a different dosage.

+ Do not take extra tablets. Do not
take the tablets more often than
you have been told.

« It does not matter whether you
take the tablets before or after
food.

+ Zantac tablets should be
swallowed whole with a glass of
water.

+ Your pam or other symptoms
may take a few days to go away.

If you forget to take your Zantac,
take another as soon as possible
umless it is nearly time for your next
dose. Do not take a double dose to
make up for the missed one.

Side effects

Like other medicines, Zantac may
cause some side-effects. Most of the
side-effects will be minor and
temporary, but some may be serious.
Your doctor will be able to answer
any questions you may have.
Tell your doctor straight away and do
not take any more Zantac if you
have:
» an allergic reactions, the signs
may include:

—  skin reactions such as rash
(red spots), itching. skin
humps or hives

— swelling of the evelids. face.
lips, tongue or other parts of
the body

— shortness of breath, trouble
breathing. wheezing. chest
pain or tightness

— unexplaimed fever and feeling
faint, especially when
standing up.

« severe stomach pain or a change
in the type of pain,

« yellow colouring of the skin or
eyes (jamdice), confusion,

« general illness associated with
weight loss,

« fever.

« imegular heart beat (ncluding
wmsually fast or slow heart
beats),

« changes to heart beat.

If you get any of the following side-

effects after taking Zantac tell your

doctor, but there is no immediate

Teason to stop taking the tablets

unless you are concemed:

« headache,

* jomt or mmscle pains,

& dizziness,

« depression,

« constipation

« feeling sick (nausea) or vomitmg

» diarhoea

« breast tendermess and/or breast
enlargement

» breast discharge.

» changes in liver fimction tests

If you notice any symptoms that

concern you o if the tablets cause

any other side-effects, tell your
doctor or pharmacist.

If you have taken all the tablets and

still do not feel better tell your doctor

a5 5001 as possible.

Other side effects not histed above
may also ocour in some people.

Overdose

In the event of an overdose you
should immediately telephone your
doctor or Poisons Information Centre
(telephone 131126) for advice, if you
think you or anyone else may have
taken too much Zantac, even if there

Zantac tablets - Consumer Medicine Information (CMI)

Document 1

Page 25 of 26



are no signs of discomfort or
poisoning. If you are not sure what o
do, contact your doctor or
pharmacist.

How do | store my
Zantac?

« Store below 25°C, keep dry.
Protect from heat.

* Keep Zantac tablets in a place
where children cannot reach
them.

« You will find an "expiry” (or use
by) date printed on the
manufacturer’s label of the pack.
Do not use the tablets after this
date. Do not use the tablets if’
they are discoloured.

* Leave the tablets in the pack mmtil
you are ready to use them.

pharmacy) or 30 tablets (from your
doctor).

{Not all pack sizes are marketed )

Ingredients

Zantac contains the active ingredient
ramtidine (as ramtidine
hydrochloride). Each tablet contains
either 150 or 300 mulligrams of
ranitidine.

They also contain the inactive
ingredients:

microcrystalline cellulose,
magmesium stearate, croscarmellose
sodnm and Opadry IT white ¥5-22-
18096

Zantac tablets are free from ghiten
and lactose.

Who makes my
Zantac?

Can | let someone else
use my Zantac?

Never give this medicine to someone
else. The medicine 1s only for you.

It may harm other people even if they
seem to have the same symptoms that
you have.

Product description

What Zantac tablets look
like.

Zantac tablets come I two strengths:

150 mg - white, film coated, round
tablets engraved "150' on one face
and plain on the other. Available in
packs of 14 tablets (from your
pharmacy} or 60 tablets (from your
doctor).

300 mg - white, capsule shaped, film
coated tablets engraved 300 on one
face and plain on the other. Available
in packs of 14 tablets {from your

Aspen Pharmacare Australia Pty Ltd
34-36 Chandos Street

St Leonards NSW 2065

Australia.

Australian Registration Numbers:

Zantac 150 mg tablets: AUST R

53324

Zantac 300 mg tablets: AUSTR

53323

Zantac 150 mg tablets (OTC): AUST
71786

Zantac DOUBLE STRENGTH 300

mg tablets (OTC): AUST R 95076

This leaflet was revised in February
2024.

Zantac tablets - Consumer Medicine Information (CMI)
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Submission ID: OM-2023-00902-1

The Managing Director
Aspen Pharmacare Australia Pty Ltd

Dear Sir/Madam

APPLICATION UNDER s. 23 TO REGISTER A NEW MEDICINE UNDER s. 25 IN THE
AUSTRALIAN REGISTER OF THERAPEUTIC GOODS

[ refer to your application under section 23 of the Therapeutic Goods Act 1989 (the Act) dated
10 November 2023 to register

ZANTAC DOUBLE STRENGTH ranitidine 300mg (as hydrochloride) tablet blister pack

(the medicine) in the Australian Register of Therapeutic Goods (the ARTG) which, while a
separate and distinct good under subsection 16(1) of the Act, is the same as registered
medicine

ZANTAC DOUBLE STRENGTH ranitidine 300mg (as hydrochloride) tablet blister pack (AUST
R 95076)

(the “currently registered medicine”) except as follows:

o _ has been included as a new drug substance

manufacturer.
The drug substance specification has been updated.
has been added as a new drug product manufacturer.
The formulation and appearance of the tablets has been changed.
The drug product specification and analytical methods have been updated.
The product shelf life has been reduced from 36 months to 24 months (protect from
heat/ store below 25°C).
e The labels, Product Information and Consumer Medicine Information have been
updated.

PO Box 100 Woden ACT 2606 ABN 40 939 406 804 H ]
Phone: 02 6232 8444 Fax: 02 6203 1605 Email: info@tga.gov.au - Ea

http://www.tga.gov.au
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Decision
As delegate of the Secretary of the Department of Health and Aged Care, | am:

e under subsection 25(3) of the Act, approving the registration of the medicine in the
ARTG on the basis that the only difference between the proposed medicine and the
currently registered medicine is as described above.

e under subsection 25AB(2) of the Act, notifying you of the decision to register the
medicine,

e under subsections 25AA(1) of the Act, approving the text of the PI for the medicine,

e under paragraph 25AB(3)(b) of the Act, notifying you of the approved PI as set out at
Attachment 2, and

e under subsection 28(2B) of the Act, applying conditions of registration of the
medicine, as outlined under ‘Conditions of Registration’ below.

Section 25, subsections 25AA(1) and (1A), section 25AB and section 28 of the Act can be
found online at the following link: https://www.legislation.gov.au/Series/C2004A03952

Date of effect and supply

Under subsection 16(1) of the Act, the new medicine is a separate and distinct good.
However, because you have indicated that the new medicine will replace the existing
medicine, the same AUST R number may be used by reason of the Therapeutic Goods
(Groups) Order No. 1 of 2001.

The date of effect of the new registration is the date specified in the Certificate of
Registration, a copy of which may be obtained via the eBusiness Services (eBS) facilities
shortly after receipt of the patent certification requested below. This should be the date
included under the heading “date of the most recent amendment” at the end of the approved
PI as set out at Attachment 2.

Conditions of registration
The conditions applying to the new registration of the medicine are:

1. Conditions applicable to all therapeutic goods as specified in the current edition of the
document "Conditions- standard and specific: Applying to registered or listed
therapeutic goods under section 28 of the Therapeutic Goods Act 1989", and

2. Conditions applicable to the relevant category and class of therapeutic goods as specified
in the current edition of the document " Conditions- standard and specific: Applying to
registered or listed therapeutic goods under section 28 of the Therapeutic Goods Act
1989"

Action required of you
Before the medicine can be included in the ARTG, you are required to either:

e notify the Secretary using the approved form that the patent certification under
subsection 26B(1) of the Act is not required in relation to the application; or

e provide a certificate required under subsection 26B(1) of the Act.

Note:
The requirement for patent certificates does not apply to applicants for registration of medicines
who are not required to submit evidence or information to establish the safety or efficacy of the
goods as part of the registration process. In these circumstances, the applicants are only required
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to notify the Secretary in the approved form that the subsection 26B(1) patent certificate is not
required in relation to the application.

The notification form and patent certificate can be downloaded via the TGA website
(http://www.tga.gov.au/form/australia-united-states-free-trade-agreement). You should
forward the completed and signed certificate or notification to otc.medicines@health.gov.au.
A certificate of registration can only be issued after receipt of the completed and signed
certificate or notification.

Review rights
Details of your review rights are at Attachment 1.

Your obligations in relation to Product Information

You are reminded that an approved PI for a medicine cannot be changed without the
approval of the Secretary under subsection 25AA(4) of the Act.

You are also reminded that the CMI must comply with the requirements set out in the
Therapeutic Goods Regulations 1990 which includes the obligation to ensure the CMI that
must be supplied with the medicine is ‘consistent with’ the approved PI.

Other matters

Copies of the final medicine labels are provided at Attachment 3. Please note that your
product labels have not been evaluated for compliance with State and Territory labelling
requirements.

A copy of the final consumer medicine information is provided at Attachment 4.
A copy of the finished product specification is provided at Attachment 5.

You are reminded of the pharmacovigilance reporting requirements as set out in the
document “Pharmacovigilance responsibilities of medicine sponsors — Australian
recommendations and requirements”, including the requirement to keep the Australian
pharmacovigilance contact person details up to date through the TGA Business Services
electronic portal.

Please note that it is your responsibility to ensure that current Good Manufacturing Practice
clearance letters are maintained for all overseas sites of manufacture registered for the
products.

Please do not hesitate to contact me if you have any further queries regarding this matter.

Yours faithfully

Signed and authorised by

Delegate of the Secretary
Complementary & OTC Medicines Branch

17 April 2024
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Attachment 1

Request for reconsideration of an initial decision

This decision is a reviewable initial decision under section 60 of the Act. Under section 60, a
person whose interests are affected by a ‘reviewable’ initial decision, can seek
reconsideration of the initial decision.

As this document constitutes written notice of the making of an initial decision being given by
the Secretary, a request for reconsideration of this initial decision must be given to the
Minister in writing within 90 (calendar) days after the initial decision notice is given and be
accompanied by any information that you wish to have considered by the Minister. A request
for reconsideration given to the Minister outside the statutory 90 day reconsideration period
cannot be accepted.

The Minister may either personally undertake a request for reconsideration of an initial
decision or delegate this function to an officer of the Department with the appropriate
delegation.

Under section 60(3A) of the Act, the Minister (or the Minister’s delegate) is not able to
consider any information provided after the making of a request for reconsideration of an
initial decision unless the information is provided in response to a request from the Minister
(or the Minister’s delegate), or it is information that indicates that the quality, safety or
efficacy of the relevant therapeutic goods is unacceptable.

Guidelines for requesting reconsideration of an initial decision

Prior to requesting reconsideration of an initial decision, persons affected by an initial
decision are advised to refer to the TGA website <https://www.tga.gov.au/reconsideration-
reviewable-initial-decisions> for specific information and detailed guidance for making a
request for reconsideration. A request for reconsideration should then be made in writing,
signed and dated by the person requesting reconsideration and should include the following:

o a copy of the initial decision notification letter, i.e. this letter (or other evidence of
notification);

o identify, and describe with as much specificity as possible, which component(s) of the
initial decision should be reconsidered and set out the reasons why reconsideration is
requested;

o any information/documentation in support of the request, clearly labelled to

correspond with (any or each of) the reasons why reconsideration is requested; and
o an email address nominated for the purposes of receiving correspondence in relation to
the request for reconsideration.

All requests for reconsideration should be given to the Minister by email:
Email: ‘decision.review@health.gov.au’

Subject: “<insert name of person/company making request> - Request for
Reconsideration Under Section 60 of the Therapeutic Goods Act 1989”

Requests for reconsideration that include material which cannot be attached to a single email,
may be submitted under multiple, sequentially numbered emails (e.g. “... - Email 1 of 3", “... -
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Email 2 of 3” etc). All sequentially numbered emails must be given to the Minister on the
same date.

Under section 60 of the Act, the decision upon reconsideration by the Minister (or the
Minister’s delegate) must be to either ‘confirm’, ‘revoke’ or ‘revoke and substitute’ the initial
decision. The Minister (or the Minister’s delegate) must give notice in writing of the outcome
of the decision upon reconsideration to the person whose interests are affected, within 60
(calendar) days after making a request for reconsideration. If the Minister (or the Minister’s
delegate) fails to give such notice within 60 days, the Minister (or the Minister’s delegate) is
deemed to have confirmed the initial decision.

Subject to the Administrative Appeals Tribunal Act 1975 (AAT Act), if you are dissatisfied with
the decision upon reconsideration by the Minister (or the Minister’s delegate), you can apply
to the Administrative Appeals Tribunal (AAT) for a review of that decision upon
reconsideration.

NOTE: This initial decision remains in effect unless and until it is revoked or revoked and
substituted by the Minister (or the Minister’s delegate) as a result of a request for
reconsideration under section 60 of the Act OR is set aside, varied or remitted by the AAT or
is otherwise overturned or stayed.
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Attachment 2 - Product information

AUSTRALIAN PRODUCT INFORMATION

ZANTAC ranitidine {as hydrochloride) tablets

1. NAME OF THE MEDICINE

Ranitidine hydrochlaride,

2, and 3, QUALITATIVE AND QUANTITATIVE COMPOSITION AND PHARMACEUTICAL FORM

Zantac 150 mg tablets are white filmcoated round tablets engraved "150" on one face and plain on the
other, The tablets contain 150 mg ranitidine (as hydrochloride),

Zantac 300 mg tablets are white capsuleshaped, film-coated tablets engraved “300" on cne face and plain
an the other, The tablets contain 300 mg ranitidine (as hydrochloride),

For the full list of excipients, see Section 6.1 List of excipients.

4, CLINICAL PARTICULARS
41 THERAPEUTIC INDICATIONS

1. Short-term treatment of proven ducdenal ulcer and gastric ulcer for prophylaxis against recurrent
haemorrhage,

2, Maintenance treatment to reduce the sk of relapse in duodenal ulcer,

3, Maintenance treatment for periods up to one year to reduce the risk of relapse in patients with
documentad healing of benign gastric ulcer,

4, Treatment of gastrinoma (Zollinger-Ellison syndrome),

5, Short-term symptomatic treatment of reflux oesophagitis unresponsive o conservative antireflux
measures and simple drug therapies such as antacids,

8, Maintenance treatment to reduce the risk of relapse of reflux cesophagitis,

7. Treatment of scleroderma cesophagitis,

4.2 DOSE AND METHOD OF ADMINISTRATION

Zantac tablets are administered by mouth.

1.  Acute duodenal or gastric ul 1
300 mg taken as a single dose at bedtime, or 150 mg taken twice daily, in the morning and at bedtime.

It is not necessary to time the dose in relation to meals. In most cases healing will occur in four weeks
although a small number of patients may reguire an additional 2-4 weeks' therapy,

Maintenance treatment:
Duodenal uleer: 150 mg taken at night,

As smoking is associated with a higher rate of ulcer relapse, patients should be advised fo stop
smaoking. In patients unable to stop smoking, a dose of 300 mg at night provides additional therapeutic
benafit,

Gastric ulcer: 180 mg taken at night for a period of one year,

2, Gastrinoma (Zollinger-Ellisen syndrome):
150 mg taken 3 times daily initially and increased, as necessary, to 600-900 mg/day.

Zantac ranitidine {as hydrochloride) tablets - Pl Page 1 of B
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3. Reflux cesophagitis:
300 mg taken as a single dose at badtime or 150 mg taken twice daily in the morning and at bedtime.
It is not necessary to time the dose in relation to meals.

In severe reflux oesophagitis the efficacy of 300 mg, taken as a single dose at bedtime, has been
established for up to 3 months,

Maintenance treatment:
Reflux cesophagitis: 150 mg taken twice daily in the moming and at bedtime,

4,3 CONTRAINDICATIONS

Fatients with known hypersensitivity to any component of the formulation,
4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Gastric ulcer

Treatment with a histamine H: - antagonist may mask symptems associated with carcinema of the stomach
and therefore may delay diagnosis of the condition. Accordingly, where gastric ulcer is suspected, the
possibility of malignancy should be excluded before therapy with Zantac tablets is instituted,

Long-term use

The risk of ulcer recurrence is determined by many factors. In some cases, long periods of treatment may
be necessary andlor repeated.  Evidence from controlled clinical trizls of up to 18 months continuous
treatment with Zantac has not revealed any undue untoward effects.

Higher doses
The use of higher than recommended doses of infravenous Hz - antagonists has been associated with rises
in liver enzymes when treatment has been extended beyond five days,

Porphyria
Rare clinical reports suggest that ranitidine may precipitate acute porphyric attacks, Zantac should therefore
be avoided in patients with a history of acute porphyria,

Gastric pH
Agents that elevate gastric pH may increase the already present rigk of nosoeemial pneumania in intubated
ICU patients receiving mechanical ventilation,

Use in renal impairment

Ranitidine is excreted via the kidney and in the presence of renal impairment plasma levels of ranitidine are
increased and prolonged. Accordingly in the presence of significant renal impairment, serum levels should
be monitored and dosage adjustments made. The clearance of ranitiding is increased during hasmodialysis.

Use in the eldery

In patients such as the elderly, persons with chronic lung disease, diabetes or the immunocompromised,
there may be an increased risk of developing community acquired pneumania, A large epidemiological study
showed an increased risk of developing community acquired pneumonia in current users of Hz - receptor
antagonists versus those who had stopped freatment, with an observed adjusted relative risk of 1,63 (95%
Cl, 1.07-2.48),

Paediatric use

Experience with ranifidine tablets in children is limited and such use has not been fully evaluated in clinical
studies. It has however, been used successfully in children aged 818 years in doses up to 150 mg fwice
daily.

Zantac ranitidine {as hydrochloride) tablets - Pl Page 2 of B
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Effects on laboratory tests
No data available,

4,5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS

Ranitidine has the potential to affect the absorption, metabolism or renal excretion of other drugs, The
altered pharmacckinetics may necessitate dosage adjustment of the affected drug or discontinuation of
treatment,

Interactions occur by several mechanisms including:

1) Inhibition of cytochrome P450-linked mixed function oxygenase system:
Ranitidine at usual therapeutic doses does not potentiate the actions of drugs which are inactivated by this
enzyme system such as diazepam, lidocaine, phenytoin, propranolol and theophylline,

There have been reports of altered prothrombin time with coumarin anticoagulants (e.q. warfarin), Due to
the narrow therapeutic index, close manitoring of increased or decreased prothrombin time is recommended
during concurrent treatment with ranitidine,

2) Competition for renal tubular secretion:

Since ranitidine is partially eliminated by the cationic system, it may affect the clearance of other drugs
eliminated by this route, High doses of ranitidine (e,g, such as those used in the treatment of Zollinger-
Ellison syndrome) may reduce the excretion of procainamide and M-acetylprocainamide resulting in
increased plazsma |evels of these drugs,

3) Alteration of gastric pH

The bicavailability of certain drugs may be affected. This can result in either an increase in absorption (e.9.
triazolam, midazolam, glipizide) or a decrease in absorplion (e.g. ketoconazole, atazanavir, delaviriding,
gefitnib).

If high doses (2g) of sucralfate are co-administered with ranitidine the absorption of the latter may be
reduced, This effect is not seen if sucralfate is taken after an interval of two hours,

46 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility
There are no data on the effects of ranitidine on human fertilty, Repreduction studies performed in rats and
rabbits have revealed no evidence of impaired fertility or harm to the foetus due to ranitidine,

Use in pregnancy

Pregnancy category: B1. The safety of ranitidine in pregnancy has not been esiablished, Ranitidine
crosses the placenta, Zantac sheuld only be used during pregnancy if considered essential. If the
administration of Zantac is considered to be necessary, its use requires that the potential benefits be
weighed against possible hazards to the patient and to the foetus,

Use in lactation
Ranitidine is secreted in breast milk in lactating mothers, but the clinical significance of this has not been
fully evaluated, Zantac should enly be used by nursing mothers if considered essential,

4,7 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

The effects of this medicine on a person’s ability to drive and use machines were not assessed as part of its
registration,

Zantac ranitidine {as hydrochloride) tablets - Pl Page 3 of 8
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4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS)

Reporting suspected adverse effects

Reporting suspected adverse reactions after registration of the medicinal product is important. It allows
continued monitoring of the benefitvisk balance of the medicinal product, Healthcare professionals are
asked to report any suspected adverse reactions at hitp:/fwww.iga gov au/reporting-problems,

The following have been reported as events in clinical trials or in the routine management of patients treated
with ranitidine. The relationship to ranitidine therapy has not been clear in many cases. Headache,
sometimes severe, has been reported in a very small proportion of patients,

Central Nervous System: Rarely, malaise, dizziness, somnolence, insomnia and vertigo. Rare cases of
reversible mental confusion, depression and hallucinations have been reported, predominantly in severely il
and elderly patients. In addition, reversible involuntary movement disorders have been reported rarely,
There have been a few reports of reversible blurred vision suggestive of a change in accommodation,
Reversible impotence has been reported rarely,

Cardiovascular: As with other Hz - receptor antagonists rare reports of tachycardia, bradycardia,
premature ventricular beats, AV block, and asystole,

Gastrointestinal: Constipation, diarrhoea, nauseafvomiting, abdominal discomfort/pain,

Hepatie: Transient and reversible changes in liver-function tests can occur, There have been occasional
reperts of hepatitis, hepatocellular or hepatocanalicular or mixed, with or without jaundice, These were
usually reversible,

Musculoskeletal: Rare reports of arthralgias and myalgia.

Haematologic: Rare reports of agranulocytosis or pancylopenia, sometimes with marrow hypoplasia or
aplasia have been reported. Blood count changes {leucopenia, thrombocylopenia) have occurred in a few
patients, These are usually reversible,

Endocrine: Controlled studies in animals and man have shown no stimulation of any pituitary hormone by
ranitidine, no antkandrogenic activity, and cimetidinednduced gynaecomastia and impotence in
hypersecretory patients have resclved when ranitidine was substituted, However, occasional cases of
breast conditions such as gynaecomastia and galactorrhoea, impotence and loss of libide have been
reported in male patients receiving ranitidine but the incidence did not differ from that in the general
population.

Integumental: Rash including rare cases of mild erythema multiforme, Rare cases of vasculitis and
alepecia have been reported,

Renal: \ery rare cases of acute interstitial nephritis have been reported,

Other: Rare cases of hypersensitivity reactions (eq, fever, brenchospasm, anaphylactic shock, urticaria,
angioneurotic cedema, hypotension, chest pain, rash, eosinophilial, small increases in serum creatinine,
Acute pancreatitis has been reported rarely,

4.9 OVERDOSE

There has been limited experience with overdosage with oral doses of ranitidine, Reported acute ingestions
of up to 18 g orally have been asscciated with transient adverse effects similar to those encountered in
normal clinical experience,  See Section 4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS).
Symptematic and supportive therapy should be given as appropriate. If need be, the drug may be removed
from the plasma by hasmedialysis,

For information on the management of overdoss, contact the Poisons Information Centre on 131126
(Australia),

Zantac ranitidine {as hydrochloride) tablets - Pl Page 4 of 8
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5 PHARMACOLOGICAL PROPERTIES
51 PHARMACODYNAMIC PROPERTIES

Mechanism of action

Animal experiments both in vitro and in vive have established that ranitidine is a selective, competitive
antagonist of histamine at Hz - receptor sites, Ranitidine has no significant interaction at histamine Hy -
receptors, muscarinic receptors or beta-adrenoceptors, Ranitidine is a potent inhibitor of gastric secretion in
the rat and dog.

All the evidence from human studies is compatible with a selective, competitive antagonism of histamine Hz
- receptars by ranitidine in man, Oral administration of ranitidine inhibits both basal gastric secretions and
gastric acid secretion induced by histamine, pentagastrin and other secretagogues. On a weight basis
ranitidine is between 4 and 9 times more potent than cimetidine.,

After oral administration of ranitiding, the plasma concentrations of ranitidine achieved are directly related to
the dose administered. A plasma rantiding concentration of 50-100 na/mL has an inhibitory effect upon
stimulated gastric acid secretion of approximately 50%.

Inhibition of pentagastrin-induced gastric acid secretion increases with dose, being approximately 90% two
hours after an oral 150 mg dose and a significant effect is still evident 12 hours after this dose. In 10
patients with duodenal ulcer, 150 mg ranitidine given orally every 12 hours significantly reduced mean 24
hour hydrogen ion activity by 69% and nocturnal gastric acid cutput by 90% whereas cimetidine (200 mg
three times daily and 400 mg at night) reduced mean 24 hour hydrogen ion activity by 48% and nocturnal
gastric acid output by 70%,

Pepsin secretion is alse inhibited by ranitidine, but secretion of gastric mucus is not affected, Ranitidine
does not alter the secretion of bicarbonate or enzymes from the pancreas in response fo secrefin and
pancreozymin, Reduction in gastric acid secretion induced by ranitidine 150 mg twice daily for 7 days did
not cause bacterial owergrowth in the stamach,

Fulse rate, blood pressure, electrocardiogram and electroencephalogram were not significantly affected in
man following recommended doses of ranitidine,

Chranic ranitidine therapy (300 mg/day for 28 days) had no effect on serum prolactin, gastrin, thyroid
stimulating hormone, follicle stimulating hormone, luteinising hormone, gonadofrophing, testosterone,
oestriol, progesterone or cortisol levels,

One study in 30 male duodenal ulcer patients showed a significant decrease in basal thyroxine |evels after 4
weeks' treatment with 300 mg ranitidine daily. but no significant change in thyreid stimulating hormone was
noted,

Clinical trials
Mo clinical trial data available,

5.2 PHARMACOKINETIC PROPERTIES

Absorption
Peak plasma levels cccur about 2-3 hours after oral administration of ranitidine, Absorption is not
significantly altered by food or concurrent antacid administration,

Following oral administration of 150 mg ranitidine, maximum plasma concentrations (300 to 580 ngiml)
oceurred after 1 to 3 hours, Two distinct peaks or a plateau in the absorption phase suggest reabsorption of
drug secreted into the intestine, The absclute bioavailability of ranitidine is 50 fo 60%, and plasma
concentrations increase proportionally with increasing dose up to 200 mg, Bioavailability of ranitidine is
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approximately 50%. Serum protein binding of ranitidine in man is in the range 10-19%. The elimination half-
life is approximately 2 hours,

Distribution
Ranitidine is not extensively bound to plasma proteins (15%), but exhibits a large velume of distribution
ranging from 96 to 142 L,

Metabolism

The fraction of the dose recovered as metabolites includes 6% of the dose in urine as the N-oxide, 2% as
the S-oxide and small amounts of desmethylranitidine and the furcic acid analogue. . The 24 hour urinary
recovery of free ranitidine and its metabolites is about 40% after oral administration of the drug,

Excretion

Plasma concentrations decline biexponentially, with a terminal half-life of 2 to 3 hours, The major route of
elimination of unchanged ranitidine is renal. Renal clearance is approximately 500 mL/min, which exceeds
glamerular filtration indicating net renal tubular secretion,

Patients over 50 years of age:

In patients over 50 years of age, halfl life is prolonged (3 to 4 hours) and clearance is reduced, consistent
with the age-related decline of renal function, However, systemic exposure and accumulation are 50%
higher, This difference exceeds the effect of declining renal function, and indicates increased bicavailability
in older patients.

Impairment of renal function requires a reduction in dosage (see section 4,4 SPEC|AL WARNINGS AND
FRECAUTIONS FOR USE). Impairment of liver function may increase the bioavailability of ranitidine but
has no significant effect on the elimination half-life, However, in the presence of normal renal function, no
dosage reduction for oral or intravencus ranitidine appears necessary in patients with hepatic impairment,
5.3 PRECLINICAL SAFETY DATA

Genotoxicity
No data available.

Carcinogenicity

No data available,

6 PHARMACEUTICAL PARTICULARS

6.1 LIST OF EXCIPIENTS

Croscameliose sodium, magnesium stearate, microcrystalline cellulose and Opadry |l white Y¥S-22-18096,
6.2 INCOMPATIBILITIES

Incompatibilities were either not assessed or not identified as part of the registration of this medicine,

6.3 SHELF LIFE

In Australia, information on the shelf life can be found on the public summary of the Australian Register of
Therapeutic Goods (ARTG), The expiry date can be found on the packaging.

64 SPECIAL PRECAUTIONS FOR STORAGE

Store below 25°C, keep dry. Protect from heat,
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6.5 NATURE AND CONTENTS OF CONTAINER

Zantac 150 mg tablets are available in AlA| foil blister packs of 2 (starter packs), 7, 14, 28, 60 and 90
tablets,

Zantac 300 mg tablets are available in Al/A foil blister packs of 2 (starter packs). 7, 14, 30 tablets,
(Note: Mot all strengths or pack sizes are marketed in Australia,)
6.6 SPECIAL PRECAUTIONS FOR DISPOSAL

In Australia, any unused medicine or waste materal should be disposed of by taking to your |ocal
pharmacy,

6.7 PHYSICOCHEMICAL PROPERTIES

Ranitidine hydrochloride is a histamine Hz - receptor antagonist. It is an aminoalkyl-substituted furan and is
structurally different from cimetidine lacking the imidazole ring and the eyanoguanidine group. Ranitidine
hydrochleride is a white to pale yellow granular solid with a melting point of about 140°C. It is freely soluble
in water, with a partition co-efficient between n-octanco| and water log P = 0,20. It has a slightly bitter taste
and sulfurlike odour,

Molecular formula: CraHazNa05 HCI, molecular weight: 350.9, chemical name: N-(2-{((5-
({Dimethylamino)methy l-2-furan-yljmethyl)thio)ethy ) N'-methyl-Z-nitre-1, 1-ethenediamine, hydrochloride,

Chemical structure:

CHNO,

CH, )‘\_ _CH,
| i e
CH;—"N\/@\/SHJ/— N\ \
k

H

+HCI

CAS number:
66357-59-3

7 MEDICINE SCHEDULING (POISONS STANDARD)

Prescription Only Medicine (S4):
+  Zantac 150 mg tablets: 2, 6, and 60 tablets
= Zantac 300 mg tablets: 2, 4, and 30 tablets

Pharmacy Medicine (S2).
«  Zantac 150 mg: 28 tablets
« Zantac 300 mg: 2 and 14 lablets

Not scheduled:
* Zantac 150 mg: 2, 4, 7 & 14 tablets
s Zantac 300 mg: 7 tablets

B SPONSOR

Aspen Pharmacare Australia Pty Lid
34-36 Chandos Street

Zantae ranitidine (as hydrochloride) tablets - Pl Page 7 of 8
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5t Leonards NSW 2065

Australia

9 DATE OF FIRST APPROVAL

Zantac 160 mg tablets [AUST R §3324]: 20/11/1995
Zantac 300 mg tablets [AUST R §3323]: 20/11/1995

Zantac 160 mg (OTC) [AUST R 71786): 8/11/1939
Zantac Double Strength 300 mag tablets [AUST R 95076): 11/07/2003

10 DATE OF REVISION

KXKX

Summary table of changes

Section changed s ry of new information

6.1 Excipient update

6.4 Update o slorage temperature and statement

9 Addition of date of first approval of OTC tablet variants.

Pl end Deletion of redundant tradermark statemant.

All Deletion of relevant Pl information for specific dosage forms ather than tablets.
All General formatting and text insertions for clarity .9, ‘round’ in section 2,
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DIRECTIONS FI:IN USE
Adults and chidren over 12 years: Swallow 1 tablet whole
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OTHER INFORMATION
Store below 25°C, Protect from heat,
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Effective, longHasting 24 hour relief from hazrtburn and acid Indigestion due to
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Do not use if under 12 years of age unless directed to do so by your doctor.
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Intendad for patients who routinely require two 150 myg ranitidine tablets for the relief of their symptoms. NS 2065 Australa
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Do not uss, except on doctor's advice, with aspirin or ofher anti-nflammatory medicines or for any Hslww.ﬂ
purmose other than specified on the pack,

lmmpmkmmmrmmmtmmels urﬂnwnrmmm;wntnmsmm:xmmm

Ul‘ TIDPISFHHLISE
Adulits and children over 12 years: Swellow 1 tablet whole (do not chew) with water as s0on 83 you
hmmptoms.a&wﬁmdawmpﬂhﬂumim in 24 hours, Do nat Lise for more than

JOOOCCCOOOC
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Attachment 4 - CMI

Zantac tablets

ranitidine hydrochloride

Consumer Medicine Information (CMI)

About your Zantac
tablets

Read all of this leaflet carefully
before vou take vour medicine.
This leaflet does not have the
complete information available about
your medicine. If you have any
questions about your medicine, you

should ask your doctor or pharmacist.

All medicines have some risks.
Sometimes new risks are foumd even
when a medicine has been used for
many years.

If there 15 anything you do not
understand, ask your doctor or
pharmacist. If you want more
information. ask your doctor or
pharmacist.

What is in my Zantac?

The medicine in your Zantac tablets
is called ramatidine (as
hydrochloride). This belongs toa
group of medicines called H2-
antagomists.

These problems are caused, in part,
by too much acid m the stomach.
This can lead to pain such as
heartbum.  Zantac works by reducing
the amount of acid in the stomach.
Thus reduces the pain and also allows
the ulcer and reflux to heal.

Zantac is also used to treat
Zollinger-Ellison disease.

Zantac 150 mg and 300 mg tablets
are either available with a doctor's
prescription (for larger pack sizes) or
from a pharmacist (for smaller pack
sizes).

Before you take it

What does my Zantac
do?

Zantac is mostly nsed to:

+ ftreat stomach and duodenal ulcer
disease (also known as peptic
ulcer);

« stop these uleers flom coming
back;

« treat reflux oesophagitis (also
known as reflux).

Do not take if:

You mmst not take Zantac if:

» you have ever had an allergic
(hypersensitive) reaction to
ranitidine or any of the
ingredients listed towards the end
of this leaflet.

» the expiry date (EXF) printed on
the pack has passed.

« the packaging is tom or shows
signs of tampering.

Tell your doctor if:

You mmust tell your doctor if:

» you are allergic to foods, dyes,
preservatives or any other
medicines

* you have ever had an allergic
(hypersensitive) reaction to
ranitidine or any of the
ingredients listed towards the end
of this leaflet.

+ youare allergic to any medicine,

« you have stomach cancer,

« you have kidney disease,

» you have had stomach ulcers
before and you are taking Non-
Steroidal Anti-Inflanmatory
(NSAID) medicines.

« you have a disease known as
acute porphyria.

« you are over 63 years of age.

« you have hmg disease.

* you are diabetic.

« you have any problems with your
immmne system.

« you have to stop taking this or
any other medicine for your ulcer
or reflux.

Taking other medicines

Tell your doctor or pharmacist if you

are taking any other medicines, have

taken any recently, or if vou start

new ones. This includes herbal

medicines and any other medicmes

you have bought without a

prescription

Zantac can affect the way some other

medicines work. Also other

medicines can affect the way Zantac

works.

In particular tell your doctor or

pharmacist if you are taking any of

the following medicines:

+ warfarn, used to prevent blood
clots

+ mazolam and midazolam, used as
sedatives

« ketoconazole, an anti-fimgal

+ atazanavir and delavindine, used
to treat HIV

Zantac tablets - Consumer Medicine Information (CMI)
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« ghipizide, used for diabetics.

« gefitimb. used m the treatment of
cancer.

+ Non-Steroidal Anti-
Inflammatery (NSAID)
medicines, for pain and
inflammation

* procainamide or n-
acetylprocaimamide, used to treat
heart problems

+ sucralfate used to freat ulcers.

What if | am pregnant
or breast feeding?

Tell your doctor if vou are pregnant,
likely to get pregnant or are breast
feeding. Your doctor will tell you if
you should take this medicine.

» Take all the tablets your doctor
has prescribed for you, even if
you feel better.

« Evenwhen you have completed
your tablets, your doctor may
decide to continue your treatment
with Zantac, possibly at a
different dosage, n order to
prevent the problem coming back

again.

Use in Children:

Zantac has not been studied fully in
children However, Zantac has been
used with good results m children
aged 8 to 18 years in doses up to 150
mg twice daily.

What should | do if ]
miss my dose?

How do | take it

« The dosage depends on the
disease that you are suffering
from Your doctor or pharmacist
will usually tell you how mamy
Zantac tablets to take and how
often to take them  ¥ou will also
find this information on the label
of your medicine.

+ The normal adult dosage is 150 to
300 milligrams per day, taken as
one 150 mg tablet once or twice a
day, or one 300 mg tablet at
bedtime. Your doctor may
prescribe a different dosage.

+ Do not take extra tablets. Do not
take the tablets more often than
you have been told.

« It does not matter whether you
take the tablets before or after
food.

+ Zantac tablets should be
swallowed whole with a glass of
water.

« Your pam or other symptoms
may take a few days to go away.

If you forget to take your Zantac,
take another as soon as possible
umnless it is nearly time for your next
dose. Do not take a double dose to
make up for the missed one.

Side effects

Like other medicines. Zantac may
cause some side-effects. Most of the
side-effects will be minor and
temporary. but some may be serious.
Your doctor will be able to answer
amy questions you may have.
Tell your doctor straight away and do
not take any more Zantac if you
have:
» an allergic reactions, the signs
may inchude:

—  skin reactions such as rash
(red spots), itching. skin
humps or hives

— swelling of the evelids. face.
lips, tongue or other parts of
the body

— shortness of breath, trouble
breathing. wheezing. chest
pain or tightness

— unexplained fever and feeling
faint, especially when
standing up.

« severe stomach pain or a change
in the type of pain,

« vyellow colouring of the skin or
eyes (jamdice), confusion,

« general illness associated with
weight loss,

« fever.

« iregular heart beat (mchuding
wmsually fast or slow heart
beats),

« changes to heart beat.

If you get any of the following side-

effects after taking Zantac tell your

doctor, but there is no immediate

Teason to stop taking the tablets

unless you are concemed:

« headache,

« jomnt or muscle pains,

+ dizziness,

« depression,

« constipation

» feeling sick (nausea) or vomitmg

« diarrhoea

« breast tendermess and/or breast
enlargement

« breast discharge.

« changes in liver fimction tests

If you notice any symptoms that

concern you o if the tablets cause

any other side-effects, tell your
doctor or pharmacist.

If you have taken all the tablets and

still do not feel better tell your doctor

as 5001 as possible.

Other side effects not histed above
may also ocour in some people.

Overdose

In the event of an overdose you
should immediately telephone your
doctor or Poisons Information Centre
(telephone 131126) for advice, if you
think you or anyone else may have
taken too much Zantac, even if there

Zantac tablets - Consumer Medicine Information (CMI)
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are no signs of discomfort or
poisoning. If you are not sure what o
do, contact your doctor or
pharmacist.

How do | store my
Zantac?

« Store below 25°C, keep dry.
Protect from heat.

* Keep Zantac tablets in a place
where children cannot reach
them.

« You will find an "expiry” (or use
by) date printed on the
manufacturer’s label of the pack.
Do not use the tablets after this
date. Do not use the tablets if’
they are discoloured.

* Leave the tablets in the pack mmtil
you are ready to use them.

pharmacy) or 30 tablets (from your
doctor).

{Not all pack sizes are marketed )

Ingredients

Zantac contains the active ingredient
ramtidine (as ramtidine
hydrochloride). Each tablet contains
either 150 or 300 mulligrams of
ranitidine.

They also contain the inactive
ingredients:

microcrystalline cellulose,
magmesium stearate, croscarmellose
sodium and Opadry IT white Y5-22-
18096

Zantac tablets are free from ghiten
and lactose.

Who makes my
Zantac?

Can | let someone else
use my Zantac?

Never give this medicine to someone
else. The medicine 1s only for you.

It may harm other people even if they
seem to have the same symptoms that
you have.

Product description

What Zantac tablets look
like.

Zantac tablets come I two strengths:

150 mg - white, film coated, round
tablets engraved "150' on one face
and plain on the other. Available in
packs of 14 tablets (from your
pharmacy} or 60 tablets (from your
doctor).

300 mg - white, capsule shaped, film
coated tablets engraved 300 on one
face and plain on the other. Available
in packs of 14 tablets {from your

Aspen Pharmacare Australia Pty Ltd
34-36 Chandos Street

St Leonards NSW 2065

Australia.

Australian Registration Numbers:

Zantac 150 mg tablets: AUST R

53324

Zantac 300 mg tablets: AUSTR

53323

Zantac 150 mg tablets (OTC): AUST
71786

Zantac DOUBLE STRENGTH 300

mg tablets (OTC): AUST R 95076

This leaflet was revised in February
2024.

Zantac tablets - Consumer Medicine Information (CMI)
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Attachment 5 - Finished product specification

PRODUCT RELEASE SPECIFICATION

Product Name : Ranitidine Tablets 300 mg

Standard :IH Reference : BPPhEwTH
Code No. = 2005550 Specification No. : 2005550/PRS/R4
Effective Date - Draft Spec Page No. : lof3

Shelf life - 24 Months Supersedes : 2005550/PRS/R3
Market / C A l1a’Aspen Ph

REASON FOR REVISION:

Revision No.

Changes incorporated

Effective Date

R1

New Specification mtroduced.

27-Mar-2017

R2

Change in the assay Lt from "Not less than 98.0 % and not more than 105.0 % (Not less
than 294.0 mg and not more than 315.0 mg)” to "Not less than 95.0 % and not more than
105.0 % (Not less than 285.0 mg and not more than 315.0 mg)" in the In-process Specification
(Lubricated gramules) as per change control number: PC-PYD/2017/101

10-Apr-20L7

R3

Change in organization name as per change control number PC-CRP/2018/063. Inclusion of
note under footnote in PRS and SLS. Inclusion of Related Substances by LC-HRMS (For
NDMA impurity) test in PRS and SLS Changes done a5 per change control number
PC-TSG/2019/357.

=
(¥

2

-Nov-2019

R4

Change in reference STP number as per SOP-GQC/052 due to introduction of STP into LIMS.
Change in format as per SOP-GQC/053. Updation of storage. shelf life. market/customer
name Updation of specification limit for N-Nitrosodimethylamine (NDMA Impurity) under
Related Substances by LC-HRMS test m PRS and SLS stages. Updanon of specification limit
for Impurity 1{Impunty H). Impurity 2 (T y C) . Impunity 3 (Impunty E). b v4

(@ ity D). Total 1 jes (Not including impunty A) under Related substances by UPLC
test in PRS and SLS stages. Inclusion of Impunity A under Related substances by UPLC test in
PRS and SLS stages. Removal of footnote related to Related Substances by LC-HRMS test
from PRS and SLS stages. Changes done as per record number: 417349,

GQC/053/F-09R1

Document 1

Page 21 of 26



PRODUCT RELEASE SPECIFICATION

Product Name:

Ranitidine Tablets 300 mg

Standard :IH Reference - BPPhEwTH

Code No. = 2005550 Specification No. - 2005550PRS/R4

Effective Date - Draft Spec Page No. : 20of3

Shelf Life =24 Months Supersedes 2005550 PRS/R3

Market / Customer: Australia’Aspen Pharmacare

S No. Test Specification limits Test method

1 Description White film coated oblong tablet. embossed with 300" on one | ASD/GP/0362
side and plain on the other side.

2 Identificaton & By HPLC: The retention time of the major peak in the | [H
chromatogram of the zample preparation comesponds to that of
the major peak mn the ct gram of the dard ?
as obtained in the assay.

3 Identificaton B By Thin layer chromatography: The Rf value of the pnncipal | [H
spot i the sample solution ds to that of the dard
solution.

4 Identification C For Chlondes: A white, curdy precipitate to be produced that is | gp
msoluble in nitric acid but 15 soluble m z shght excess of 6N
Ammonium hydroxide.

5 Dissolution By UV: Not less than 85 % (Q=80) of the labeled amount of | [
drug 15 dissolved in 45 minutes

6 Uniformity of dosage units by | Acceptance value is less than or equal to 15.0 ASDIGP/0424

weight vanation

7 Related substances by UPLC H

1) Impurity A Not more than 0.5%
1) Impurity 1 (Impurity H) [Not more than 0.2%
1) Impurity 2 (Impunity C) Not more than 0.2%
) Impuity 3 (Tapunty E) [Not more than 0.2%
) Impurity 4 (Impurity D) Not more than 0.2%
i) gest single upknown | Not more than 0.2%
impurity
vil) Total impurities (Not including | Not more than 1.0%
impurity A)
8 Assay by HPLC Each film coated tablet ins Ranitidine Hydrochloride |y
i equivalent to Ramtidme
Label claim Limit
Assaym % 300 mg - Not less than 98.0 % and not more than 103.0 %
Assay mmg 300 mg - Not less than 294.0 mg and not more than 315.0 mg

GQC/053/F-09/R1
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PRODUCT RELEASE SPECIFICATION

Product Name : Ranitidine Tablets 300 mg

Standard :IH Reference BP/PhEwrTH
Code No. = 2005550 Specification No. : 2005550/PRSR4
Effactive Date - Draft Spec Page No. 3of3

Shelf Life 24 Months Supersedes : 2005550/PRSR3

Market | Customer: Australia/Aspen Pharmacare

9 Microbial linuts ASD/GP/0539
1) Total aerobic microbial count Not more than 1000 cfu's

1) Total combmed yeast & molds | Not more than 100 cfu'z
count

1i1) Escherichia coli Absent'l g
10 Related Substances by LC-HRMS ™H

1) N-Nitrosodimethylamine | Not more d:m-
(NDMA Impunty)

Reference STP No.: 2005549 FPSTP
STORAGE: Store below 25° C. Protect from heat.

PACKING :
Not Applicable

NOTE:

1) IH refers to In-house.

11) Report Assay value in both Percentage and Milhgram

11) Residual solvents : Based on the mformztion provided by the supphers, only Class 2 and / or Class 3 solvents are likely to be presentm
the ingredients used to manufacture this product. The cumulative quantity of the solvents, contributed by all the ingredients are within the
liout and the manufacture process of the product does not include any solvent. Smee the Residual solvents are within the limits specified in
the ICH zwideline Q3C (Option 1) mn the Finiched Product. these solvents are not tested.

1) Microbial imits test will be performed on intfial three batches and on every 10th batch manufactured or once per year, whichever falls
first for momitoring purpose only (for mformation) and not for product release entena.

GQC/053/F-09R1
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SHELF LIFE SPECIFICATION

Product Name : Ranitidine Tablets 300 mg

Standard :IH Reference : BP/Ph.EwTH
Code No. = 2005550 Specification No. - 2005550/SLS/R4
Effactive Date - Draft Spec Page No. : lof3

Shelf life - 24 Months Supersedes : 2005550/SLSR3

Market / Customer: Australia’Aspen Pharmacare

REASON FOR REVISION:

Revision No.

Changes incorporated

Effective Date

R1

New Specification mtroduced

27-Mar-2017

R2

Change in the assay linut from "Not less than 98.0 % and not more than 105.0 % (Not less
than 294.0 mg and not more than 315.0 mg)” to "Not lezs than 95.0 % and not more than
105.0 % (Not less than 285.0 mg and not more than 315.0 mg)" in the In-process Specification
{Lubnicated gramules) as per change control number- PC-PYD/2017/101

10-Apr-20L7

R3

Change in organization name as per change control number PC-CRP/2018/063. Inclusion of
note under footnote m PRS and SLS. Inclusion of Related Substances by LC-HRMS (For
NDMA impunity) test in PRS and SLS Changes done as per change control number
PC-TSG2019/357.

22-Nov-2019

R4

Change in reference STP number as per SOP-GQC/052 due to infroduction of STP into LIMS.
Change in format as per SOP-GQC/053. Updamm of storage. shelf hfe, market ‘customer name.
Updation of 5 ion limit for N-Ni d lamine (NDMA Impunity) under Related
Substances by LC-HRMS test in PRS and SLS )nges Updation of 'pecxﬁc:mon Tt for
Impurity 1(Impurity H). Impmrv 2 (Impnnt\ C). Impunty 3 (Impunty E). Inpunty 4 (Impunty
D), Total imp (N P A) under Related substances by UPLC test in PRS
and SLS =tages. Inclusion of Impunity A under Related substances by UPLC test in PRS and
SLS stages. Removal of footnote related to Related Substances by LC-HRMS test from PRS
and SLS stages. Changes done as per record number: 417349,

GQC/053/F-09R1
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SHELF LIFE SPECIFICATION
Product Name : Ranitidine Tablets 300 mg
Standard :H Reference - BPPh EwTH
Code No. = 2005550 Specification No. : 2005550/SLS/R4
Effective Date - Draft Spec Page No. - 2of2
Shelf Life - 24 Months Supersedes 2005550/SLS/R3
Market / C A lia/Aspen Ph
$ No. Test Specification limits Test method
1 Description White film coated oblong tablet, embossed wath '300' on one | ASD/GP/0362
side and plain on the other side.
2 Identificaton A By HPLC: The retention time of the major peak in the | TH
chromatogram of the sample preparation comesponds to that of
the major peak m the ck of the standard
25 obtained in the assay.
3 Dissolution By UV: Not less than 85 % (Q=80) of the labeled amount of | IH
drug is dissolved in 45 minutes
4 Related substances by UPLC ™H
1) Impunity A Not more than 0.5%
i) Impunity 1 (Impurity H) Not more than 0.2%
iii) Impunty 2 (lmpunty C) Not more than 0.2%
iv) Impurity 3 (Impunity E) Not more than 0.2%
¥) impuity 4 (fpurity D) Not more than 0.2%
vi) Largest single wunknown [Nt more than 0.2%
impurity
vii) Total impurities (Not including Not more than 1.0%
impurity A)
5 Assay by HPLC Each film coated tablet ins Ramitidine Hydrochlond ™
equivalent to Ramitidme
Label claim Lot
300 mg - Not less than 95.0 % and not more than 105.0 %
Assaym %
Assay inmg 300 mz - Not less than 285.0 mz and not more than 315.0 mz
6 |Microbial limits [ASD/GP/0539
1) Total aerobic microbial count Not more than 1000 cfu'g
n) Total combined yeast & molds Not more than 100 cfu's
count
1) Eschenchia coh Absent'l £
7 |Related Substances by LC-HRMS H
1) N-Nitrosodimethylamine | Not more than 0.32 ppm
(NDMA Impunty)
GQC/053/F-09R1

Document 1

Page 25 of 26



SHELF LIFE SPECIFICATION

Product Name : Ranitidine Tablets 300 mg

Standard -IH Reference BP/PhEwrTH
Code No. = 2005550 Specification No. = 2005550/SLS/R4
Effactive Date - Draft Spec Page No. 3of3

Shelf Life 24 Months Supersedes = 2005550/SLSR3

Market | Customer: Australia/Aspen Pharmacare

Reference STP No.: 2005549 FPSTP
STORAGE: Store below 25° C. Protect from heat
PACKING :

Not Applicable

NOTE:
1) IH refers to In-house.
11) Report Assay value m both Percentage and Millizram

ininal and thereafter annmally once

111) Microbial limits test to be performed for accelerated stability samples at initzal and end of the study. for long term stability samples at

GQC/053/F-09R1
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Document 2

From: 22—

Sent: Thursday, 18 April 2024 3:24 PM

To:

Cc: TGA Nitrosamines

Subject: Notice of revocation of suspension - OTC ranitidine product - AUST R 95076

Zantac Double Strength - Final [SEC=UNOFFICIAL]
Attachments: Notice of revocation OTC ranitidine product AUST R 95076 Zantac Double
Strength.pdf

Dear-

Please find attached the revocation of suspension notice for the Zantac Double Strength product.

Regards



Document 2

OM-2023-00902 & 00903-1 - Aspen Pharmacare Australia Pty Ltd -

ZANTAC DOUBLE STRENGTH ranitidine 300mg (as hydrochloride) tablet blister pack - C2
-95076,FN 2013/011102

ZANTAC ranitidine 150mg (as hydrochloride) tablet blister pack (OTC) - C2 - 71786, FN
2013/011101

FNs: see above
Edata: D23-4157504 & D23-4157500
Sequence: e003296(0014)

Background
The company’s cover letters (dated 10 November 2023) are included below.

OM-2023-00902-1 OM-2023-00903-1
€003296 (0014) - C2 e003296 (0014) - C2

The company propose to:

e Include SZNJ 2s a new drug substance manufacturer.

e Update the drug substance specification.

e Include ZXIIEENEGEGEGEEEEEE s 2 ncw drug product manufacturer.

e Change the formulation and appearance of the tablets.

e Update the drug product specification and analytical methods.

e Reduce the tablet shelf life from 36 months to 18 months (store below 25°C).
e Update the labels, Pl and CMI.

The change codes are:

GEX - change in the amount of an excipient (if grouping applies) - s23.

QSX - more restrictive drug substance specification limits - O.

QST - addition of drug substance specification test - O.

QSS - change of drug substance manufacturer - O.

MMA - addition of a finished product manufacturer - CN - 9D(2C).

MPR - manufacturing process changes - C1 - 9D(3).

QFX - more restrictive finished product specification limits or requirements - O.
QFT - addition of an extra finished product specification test - O

QFC - finished product analytical method change - C2 - 9D(3).

Labels/ PI/ CMI?

Relevant BP and USP monographs are included below.

ror) ] - ]

Ranitidine Ranitidine Tablets - USP-NF Ranitidine  USP-NF Ranitidine
Hydrochloride - Britis|British Pharmacopoeii Hydrochloride.pdf Tablets.pdf

Assurance was provided that no other quality aspects of the product have been altered.

Evaluation

The proposed changes are intended to control nitrosamine levels in the drug substance and drug
products to levels in line with TGA (Appendix 1 - Established acceptable intake for nitrosamines
in medicines | Therapeutic Goods Administration (TGA)) and EMA recommendations. The
sponsor argues that the only relevant nitrosamine that may be present in the drug products is N-
nitroso dimethylamine, which has an acceptable intake (Al) of 96.0 ng/day.



https://www.tga.gov.au/how-we-regulate/monitoring-safety-and-shortages/industry-information-about-specific-safety-alerts-recalls-and-shortages/nitrosamine-impurities-medicines/appendix-1-established-acceptable-intake-nitrosamines-medicines
https://www.tga.gov.au/how-we-regulate/monitoring-safety-and-shortages/industry-information-about-specific-safety-alerts-recalls-and-shortages/nitrosamine-impurities-medicines/appendix-1-established-acceptable-intake-nitrosamines-medicines

Document 2

The changes described below have also been proposed for the prescription variants of the OTC
tablets. The submission numbers for the prescription medicine applications are PM-2023-
05321, 05322, 05323 and 05324-1 and the relevant file is 2012/021274. The OTC assessment
will rely on the PSC evaluation (D24-91204).

Drug substance changes
It was stated that the current drug substance supplier GENJJij will be replaced by SN

. The manufacture and quality control of the drug substance at this site are
covered by an EDQM certificate of suitability (R1-CEP SSN ) Comparative impurity
data from both the proposed and approved drug substance manufacturing sites were provided.
Also, an assessment of NDMA levels in 8 batches of the drug substance from the proposed site
showed the highest levels detected wer<SSN il Comparative particle size analysis and
finished product dissolution data were also provided.

Updated drug substance specifications from the drug substance manufacturer SENjjjjjj and the
finished product manufacturer were provided. The updated specification includes a limit for
NDMA of NMT SZNlllll- [t was argued that the route of synthesis used by Ejjjjprecludes the
formation of other nitrosamines. The Prescription Medicines evaluation did not raise any issues
with the changes to the drug substance.

Formulation changes and changes to the tablet appearance
The following formulation changes are proposed for the 150 mg tablets:

e The quantity of microcrystalline cellulose/ tablet will be reduced, from SENN to
sar

e Croscarmellose sodium (SNl / tablet) will be added to the formulation.

e The amount of MgSt/ tablet will be increased from

e The type and amount of Opadry coating will change from Opadry II white YS-S-7322
(13.50 mg/ tablet) to Opadry Il white YS-22-18096 (14.25 mg/tablet).

In conjunction with the these changes the description of the tablets will change from ‘White, film
coated, round tablet, engraved on one side with “150” and plain on the other’ to ‘White, film
coated, biconvex tablet, engraved on one side with “RAN 150” and plain on the other’

The following formulation changes are proposed for the 300 mg tablets:

e The quantity of microcrystalline cellulose/ tablet will be increased from SIS to
sar

e The quantity of croscarmellose sodium/ tablet will be increased from SN EGzGEGEG
mg.

e The quantity of MgSt/ tablet will be increased from Sy GG

e The type and amount of Opadry coating will change from Opadry II white YS-S-7322
(19.20 mg/ tablet) to Opadry II white YS-22-18096 (28.5 mg/tablet).

In conjunction with these changes the description of the tablets will change from ‘White, film
coated, round tablet, engraved on one side with “300” and plain on the other’ to ‘White, film
coated, biconvex tablet, engraved on one side with “RAN 300” and plain on the other’.

Note that with the proposed changes to the tablet formulations, the 150 mg and 300 mg
strengths become direct scales and the Prescription Medicines evaluation has opined that the
proposed formulation changes do not require supportive bioequivalence data. However, it was
also noted that, whilst the proposed changes to the 300 mg tablet strength are covered by the
Grouping Order, the changes to the 150 mg strength tablet (with the addition of a new excipient)
are not covered. Therefore the application for the 150 mg strength tablet needs to be
withdrawn and resubmitted as an N3 (abridged) application.
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The PARs have already been updated, for both products.

Drug product manufacturer and manufacturing process changes
The new drug product manufacturer will be

I - G P clearance MI-2023-CL-09737-1,
expires 24/8/2026. The current manufacturer is S The PARs have

already been updated.

The method of manufacture at the new site is similar to the one used at the old one but an
additional SENIEEGEEEE batch size has been added to the approved Sz
I batch size for the 150 g strength tablets and the S EEGGEEEEEE b:tch size for
the 300 mg strength tablets. The Prescription Medicines assessment has accepted the
manufacturing process and batch size.

Drug product specification and analytical method changes.

The proposed drug product specification for the 150 mg tablets is at €003296 (0015-) -
Specification and the proposed drug product specification for the 300 mg tablets is at e003296
(0015-) - Specification.

The following points are noted with regard to both specification documents:

e Two additional identity tests, by TLC and a chemical test for chlorides, have been added
to the release specifications.

e The disintegration test has .

e The assay release limit has been tightened to 97.0 - 105.0%. The assay expiry limit
remains at 95.0 - 105.0%.

e The related substances limits have been significantly revamped. The current
specification includes limits for any single highest impurity - NMT 0.5%, any secondary
single highest impurity - NMT 0.3% and total impurities NMT 1.2%. The proposed
specifications nominate BP Impurities H, C, E and D (each NMT 0.3% at release and
expiry) and the largest single unknown impurity (NMT 0.2% at release and expiry), with
total impurities NMT 2.0%.

Neither the current or proposed limits are matched with those in the BP product
monograph, which specifies BP Impurity A (NMT 0.5%), any secondary single impurity
(NMT 0.2%) and total impurities, however the limits are in line with those specified by
the USP product monograph (which uses a TLC test). As a result of the Prescription
Medicines evaluation, the drug product specification has been updated so that the
related substances limits are aligned with those in the BP monograph. The
updated 150 mg tablet and 300 mg tablet drug product specifications are included
below.

o o

fps 150.pdf fps 300.pdf

e Limits for NDMA of NMT SNl 2t release and NMT 0.32 ppm at expiry have been
introduced.

In conjunction with the proposed related substance specification limit changes a new UPLC
analytical method has be introduced and the method has been accepted by the Prescription
Medicines evaluator.

Shelf life and storage condition changes
The company propose to reduce the products’ shelf lives from 36 months to 18 months (store in

a dry place and protect from heat). However, as part of the Prescription Medicines assessment,
the products have been approved with a 24 month shelf life (Protect from heat. Store below
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25°C). The PARs have been updated for the 150 mg strength product and sponsor
verification is required.

Labels
The approved pack sizes for the 300 mg product are 2, 7 and 14 tablets/ carton and the
approved pack sizes for the 150 mg product are 2, 4, 7, 14 and 28 tablets.

According to the SUSMP, ranitidine 150 mg tablets are unscheduled when they are in containers
containing 14 tablets or less. The ranitidine 300 mg tablets are unscheduled when they are in
containers with 7 tablets or less. The ranitidine tablets containing NMT than 14 days supply are
in Schedule 2 of the SUSMP. So the 14 tablet presentation for the 300 mg product and the 28
tablet presentation for the 150 mg product are in Schedule 2; the rest are unscheduled.

Both the SUSMP and RASML require the following warning statement:
‘This preparation is for the relief of minor and temporary ailments and should be used strictly as
directed. If symptoms persist or recur within two weeks, consult a doctor.’

The proposed labels were compared with the approved ones (at D18-10098882). The storage
conditions have been changed from ‘Store below 30°C. Keep dry.’ to ‘Store below 25°C, keep dry.
Protect from heat. Otherwise, the information on the proposed labels is identical to that on the
approved labels.

OTC advice (D24-1351344) was sought regarding the acceptability of the tradenames for the
300 mg tablet strength and, while the ZANTAC DOUBR STRENGTH name was accepted,
inevitable problems with the labels were identified. The company was asked to modify the
labels in the following manner (D24-1418018):

e For the 300 mg tablet a prominent statement is required on the main carton label that
the medicine is intended for use by patients who currently require two 150 mg
ranitidine tablets for relief of their symptoms. The statement should be presented in
such a way that it clearly stands out to prospective purchasers.

e The directions for use for the 150 mg tablet should be modified to ‘Take one at the first
sign of symptoms. If symptoms return or persist for more than one hour, take another
tablet. Do not take more than 2 tablets in 24 hours.

The updated labels (D24-1418159 andD24-1418195) are included below.
150 mg:

- — — -

SUB_CTN_Zantac_Ta SUB_CTN_Zantac_Ta SUB_CTN_Zantac_Ta SUB_FOIL_Zantac_TA
bs_150mg_7s_P_INDI bs_150mg_14s_P_INL bs_150mg_28s_P_INL B_150mg_P_EXT.pdf

300 mg:

- - -

SUB_CTN_Zantac_Ta SUB_CTN_Zantac_Ta SUB_FOIL_Zantac_TA
bs_Double_Strength_: bs_Double_Strength_: B_300mg_P_EXT.pdf
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PI
The updated Pl is included below.

-

pi.pdf

CMI
The updated CMI is included below.

ol

cmi.pdf

Recommendation

Approval of the 150 mg tablet application is approved based on the Prescription Medicines
assessment. As noted above, the 300 mg tablet submission will need to be resubmitted as an N3
(abridged) application.

3/4/2024

OM-2024-00299-1 - Aspen Pharmacare Australia Pty Ltd - ZANTAC ranitidine 150mg (as
hydrochloride) tablets - N3

FN E24-147431

Sequence €003296(0018)

Edata D24-1334459

The C2 application (OM-2023-00903-1) for the 150 mg strength tablet has been withdrawn and
anew N3 abridged application has been submitted in its place. The cover letter for this
application (dated 10 April 2024) is included below.

L

cover.pdf
Recommendation

Approval is recommended based on the information provided in the now withdrawn OM-2023-
00903-1 application (see details above).

17/4/2024
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From: 22—

Sent: Thursday, 18 April 2024 3:24 PM

To:

Cc: TGA Nitrosamines

Subject: Notice of revocation of suspension - OTC ranitidine product - AUST R 95076

Zantac Double Strength - Final [SEC=UNOFFICIAL]
Attachments: Notice of revocation OTC ranitidine product AUST R 95076 Zantac Double
Strength.pdf

Dear-

Please find attached the revocation of suspension notice for the Zantac Double Strength product.

Regards
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Australian Government

Department of Health and Aged Care
Therapeutic Goods Administration

Aspen Pharmacare Australia Pty Ltd

S @ - e pharmacare.com au

Notice of revocation of suspension of the registration of
therapeutic goods

Dear Sir/Madam

[ refer to the following therapeutic goods, which are registered in relation to Aspen Pharmacare
Australia Pty Ltd in the Australian Register of Therapeutic Goods (the ARTG):

e 95076 -ZANTAC DOUBLE STRENGTH ranitidine 300mg (as hydrochloride) tablet blister pack

(your medicine)

Decision maker

[ am a delegate of the Secretary of the Department of Health for the purposes of section 29F of the
Therapeutic Goods Act 1989 (the Act).

Result of my decision

In accordance with subsection 29F(1) of the Act, | am writing to inform you that I am revoking the
suspension of the registration of the above therapeutic good, which is the subject of this notice (your
medicine). My reasons for this decision are set out below.

Background

Between September and November 2019, the European Directorate for the Quality of Medicines
(EDQM) suspended all certificates of suitability to the monographs of the European Pharmacopoeia
(CEP) for ranitidine hydrochloride. At the time your medicine was registered, you provided a CEP as
evidence of the quality of the ranitidine drug substance in your medicines. In response to the TGA’s
section 31 request for information, dated 22 October 2019, you indicated that you do not have any
alternative sources of ranitidine hydrochloride registered for your medicine.

[ refer to the previous communications between the TGA and you regarding the TGA’s concerns with the
contamination of ranitidine products with N-nitrosodimethylamine (NDMA). In previous
correspondence, you were notified of the TGA’s proposal and subsequent decision to suspend the
registration of your medicine, under paragraph 29D(1)(b) of the Act, as these relied on a suspended
certificate of suitability (CEP).

PO Box 100 Woden ACT 2606 ABN 40 939 406 804
Phone: 1800 020 653 or 02 6289 4124 Fax: 02 6203 1605
Email: info@tga.gov.au https://www.tga.gov.au
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Suspension of a CEP by the EDQM indicates to the TGA that the supporting evidence of satisfactory drug
substance manufacture and control (i.e. the quality) is no longer acceptable. It is therefore likely that the
quality of the drug substance manufactured by a manufacturer who has sought to rely on a CEP that has
been suspended is unacceptable.

Following the above decision you submitted an application dated 10 November 2023 under Section 23
of the Act to register a new formulation for your medicine. The new formulation, while considered
separate and distinct, the medicine currently once registered, was able to maintain the same
registration number (AUST R 95076) as the changes made were consistent with the provision of the
Therapeutic Goods (Groups) Order No. 1 of 2001. A decision was made to approve this application on
17 April 2024 (TGA reference D23-4564557).

Material considered
In making this decision, I have considered the following information:

1. The ARTG entries for your medicine, including information on the drug substance
manufacturing site.

2. Your application dated 10 November 2023 (OM-2023-00902-1)

3. Information available on the status of CEPs within the EDQM database!.

Reasons for Decision

You submitted an application dated 10 November 2023 under Section 23 of the Act to register a new
formulation for your medicine along with other changes. These changes are listed below:

a. Changes to the drug product formulation
i. Change to the quantities of excipients croscarmellose sodium, microcrystalline cellulose
and magnesium stearate.
ii. Change from film coating material Opadry II white YS-S-7322 to Opadry Il white YS-22-
18096
b. Addition of alternative drug substance site of manufacture:

(Steps: ACT)
c. Changes to the drug substance specification - including test and limits for NDMA.

Steps: MDD, MXP, MXR, QUAL, TCC and TMM
e. Cessation of the following site of manufacture:

1
https://extranet.edgm.eu/4DLink1/4DCGI/Query CEP?vSelectName=1&Case TSE=none&vContains=1&vContains

Date=1&vtsubName=ranitidine&vtsubDateBegin=&vtsubDateBtwBegin=&vtsubDateBtwEnd=&SWTP=1&0K=Sea
rch

Page 2 of 4
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f. Changes to the drug product manufacture - addition of alternative batch size for bulk granule

g. Changes to the drug product specifications - including new in-house UPLC method for related

substances.
h. Reduction of the drug product shelf-life to 24 months ‘Store below 25°C, Store in dry place,
protect from heat’.
i. Consequential changes to product labels, Pl and CMI.
Based on the material considered, the changes listed above, which were approved on 17 April 2024, are
considered to resolve the issues that have been presented in the section titled Background, in that the
source of ranitidine hydrochloride was not considered suitable for use and the CEP in place had been
suspended. It is noted a new CEP has been included in the registration (point c) which is valid, to replace
the suspended CEP that the suspension of the license was based on.

Therefore, [ have decided to revoke the suspension of the registration of your medicine listed above as
[ am satisfied that the grounds on which the registration was suspended no longer applies and that
there are no new grounds to suspend the registration of the therapeutic goods.

Date of effect and period of suspension
The revocation of the suspension will take effect from the date of this letter.

The TGA will cause to be published on the Department’s website a notice setting out the particulars of
the revocation.

Appeal provisions

This decision is a reviewable initial decision under section 60 of the Act. Under section 60, a person
whose interests are affected by a ‘reviewable’ initial decision, can seek reconsideration of the initial
decision. Information on how to request a reconsideration of this decision is provided in Attachment 1.

Please do not hesitate to contact me if you have any further queries regarding this matter.

Yours faithfully,

Signed and authorised by

Delegate of the Secretary
Complementary & OTC Medicines Branch
@health.gov.au

18 April 2024

Page 3 of 4
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Attachment 1 - Request for reconsideration of an initial decision

This decision is a reviewable initial decision under section 60 of the Act. Under section 60, a person
whose interests are affected by a ‘reviewable’ initial decision, can seek reconsideration of the initial
decision.

As this document constitutes written notice of the making of an initial decision being given by the
Secretary, a request for reconsideration of this initial decision must be given to the Minister in writing
within 90 (calendar) days after the initial decision notice is given and be accompanied by any
information that you wish to have considered by the Minister. A request for reconsideration given to the
Minister outside the statutory 90 day reconsideration period cannot be accepted.

The Minister may either personally undertake a request for reconsideration of an initial decision or
delegate this function to an officer of the Department with the appropriate delegation.

Under section 60(3A) of the Act, the Minister (or the Minister’s delegate) is not able to consider any
information provided after the making of a request for reconsideration of an initial decision unless the
information is provided in response to a request from the Minister (or the Minister’s delegate), or it is
information that indicates that the quality, safety or efficacy of the relevant therapeutic goods is
unacceptable.

Guidelines for requesting reconsideration of an initial decision

Prior to requesting reconsideration of an initial decision, persons affected by an initial decision are
advised to refer to the TGA website <https://www.tga.gov.au/reconsideration-reviewable-initial-
decisions> for specific information and detailed guidance for making a request for reconsideration. A
request for reconsideration should then be made in writing, signed and dated by the person requesting
reconsideration and should include the following:

e acopy of the initial decision notification letter, i.e. this letter (or other evidence of notification);

e identify, and describe with as much specificity as possible, which component(s) of the initial
decision should be reconsidered and set out the reasons why reconsideration is requested;

e any information/documentation in support of the request, clearly labelled to correspond with (any
or each of) the reasons why reconsideration is requested; and

e an email address nominated for the purposes of receiving correspondence in relation to the request
for reconsideration.

All requests for reconsideration should be given to the Minister by email:
Email: ‘decision.review@health.gov.au’

Subject: “<insert name of person/company making request> - Request for Reconsideration
Under Section 60 of the Therapeutic Goods Act 1989”

Requests for reconsideration that include material which cannot be attached to a single email, may be
submitted under multiple, sequentially numbered emails (e.g. “... - Email 1 of 3”, “... - Email 2 of 3” etc).
All sequentially numbered emails must be given to the Minister on the same date.

Under section 60 of the Act, the decision upon reconsideration by the Minister (or the Minister’s
delegate) must be to either ‘confirm’, ‘revoke’ or ‘revoke and substitute’ the initial decision. The Minister
(or the Minister’s delegate) must give notice in writing of the outcome of the decision upon
reconsideration to the person whose interests are affected, within 60 (calendar) days after making a
request for reconsideration. If the Minister (or the Minister’s delegate) fails to give such notice within
60 days, the Minister (or the Minister’s delegate) is deemed to have confirmed the initial decision.

Subject to the Administrative Appeals Tribunal Act 1975 (AAT Act), if you are dissatisfied with the
decision upon reconsideration by the Minister (or the Minister’s delegate), you can apply to the
Administrative Appeals Tribunal (AAT) for a review of that decision upon reconsideration.

NOTE: This initial decision remains in effect unless and until it is revoked or revoked and substituted by
the Minister (or the Minister’s delegate) as a result of a request for reconsideration under section 60 of
the Act OR is set aside, varied or remitted by the AAT or is otherwise overturned or stayed.

Page 4 of 4



Evaluation of s.23 New Formulation

Pharmaceutical Chemistry Variation Section
Scientific Evaluation Branch

File Number: 2012/021274
Submission Number: PM-2023-05323-1-1
eData Number: e003296 (0014-) - Cover letter

Aspen Pharmacare Australia Pty Ltd
Email: S @aspenpharmacare.com.au

Attention: SR SOV

Letter date: 10 November 2023

Evaluator: SR

Introduction

Aspen Pharmacare Australia Pty Ltd has applied for a variation of formulation to register the
following product(s):

53323 - ZANTAC ranitidine 300mg (as hydrochloride) tablet blister pack
427731 - ZANTAC ranitidine 150mg (as hydrochloride) tablet blister pack

Document 4
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which, while a separate and distinct good under subsection 16(1) of the Act, is the same as the
currently registered medicine(s)

53323 - Suspended from ARTG - ZANTAC ranitidine 300mg (as hydrochloride) tablet blister

pack

53324 - Suspended from ARTG - ZANTAC ranitidine 150mg (as hydrochloride) tablet blister

pack

Aspen Pharmacare Australia Pty Ltd has also applied to make the following changes:

Changes to the drug product formulation - including addition of croscarmellose sodium
to the 150 mg strength, and changes to the type and quantity of Opadry Il white (both
150 mg and 300 mg strengths). Consequential changes including:

Addition of the following alternative drug substance site of manufacture supported by

CEP A )

EYNAN (S:cps: ACT)
Changes to the drug substance specification - including test for NMDA.

Addition of the following alternative drug product site of manufacture:

Steps: MDD, MXP, MXR, QUAL, TCC and TMM

Cessation of the following sites of manufacture:

I (Steps: MDD, QUAL, MXP, MXR)

Changes to the drug product manufacture - addition of alternative batch size for bulk

granulc EUNNN

Changes to the drug product specifications - including new in-house UPLC method for
related substances.

Reduction of the drug product shelf-life to 24 months, below 25°C’.

Changes to product labels, PI and CMI - including information about the change in tablet
appearance, storage conditions, and new formulation.

An assurance that no other changes have been made to the products has been provided.

There are drug substance and/or drug product monographs in the BP, Ph. Eur., or USP,
embedded below:

Page 2 0f 18



ranitidine ranitidine Ranitidine Ranitidine Tablets -
HCI-USP.pdf tablets.pdf Hydrochloride - BP.g BP.pdf
Evaluation
Background

Ranitidine is a common prescription and over-the-counter medicine used to treat gastric acid
related conditions such as duodenal and gastric ulcers. The above listed ZANTAC ranitidine drug
products were suspended from the Australian market (ARTG) in April 2020. This was due to the
detection of N-nitrosodimethylamine (NDMA) impurity at levels above the acceptable daily
intake limit of 0.32 ppm (or 0.096 pg) for ranitidine over shelf-life.

Global concern for carcinogenic risk associated with nitrosamine impurities like NDMA in drug
products led to a Class Il product recall by the TGA for multiple ranitidine products including
the Aspen ZANTAC ranitidine products. The affected Aspen products were marketed in multiple
dosage forms including tablets, effervescent, oral liquid and injection. The subsequent TGA
suspension of all ZANTAC rantidine and other rantidine products was supported by a decision
by the EDQM to suspend CEPs for ranitidine drug substance held by the registered
manufacturers.

Following subsequent global investigation/studies headed by the US FDA, EMA, and scientific
literature review into the carcinogenic risk of ranitidine derived NDMA, the sponsor has
provided relevant supporting data to develop improved drug substance and drug product
manufacturing standard processes to meet international acceptable limits for NMDA in their
ranitidine tablet products.

Following consultation with the TGA (D23-4275817), the sponsor has now requested
revocation of the suspension under paragraph. 29F(2)(a) of the Act and for the TGA to reinstate
the above listed ZACTAC ranitidine reformulated products on the ARTG.

In addition to quality aspects of the reformulated products with respect to NDMA, key concerns
raised by the TGA which were addressed by the sponsor (e003296 (0014-) - Summary of

Clinical Safety) include:
In vivo formation of NDMA from ranitidine: the sponsor has presented results from four

separate clinical studies conducted after the recall of ranitidine products, which
investigated the metabolism and potential in vivo conversion of ranitidine to NDMA.

Effect of Oral Ranitidine on Urinary Excretion of N-
FLORIAN JAMA Open Nitrosodimethylamine (NDMA)A Randomized Clinical Trial Jun-21

In Vitro Analysis of N-Nitrosodimethylamine (NDMA)

Formation From Ranitidine Under Simulated Gastrointestinal

GAO JAMA Open Conditions May-21
Journal of
Pharmaceutical Ranitidine: A Proposed Mechanistic Rationale for NDMA
HARMON | Sciences Formation and a Potential Control Strategy Nov-22
[ Journal of |
Pharmaceutical Trace aldehydes in solid oral dosage forms as catalysts for
HARMON | Sciences nitrosating secondary amines Nov-22

Page 3 0f 18
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Results from these studies did not support the in vivo conversion of ranitidine to NDMA
in healthy population. Resolved.

e Link between ranitidine and cancer: It is noted from independent investigation
conducted by USFDA, EMA and GSK (innovator of ranitidine products), that there is no
causal link between ranitidine therapy and the development of all forms of cancer. It is
noted that levels of NDMA in ranitidine are similar to those in common food products
like meats. Acceptable.

Data in support of the quality of the reformulated products are discussed below:

Changes to DP formulations - DFNA - plus consequential changes

Note, the proposed changes to the formulations of both 150 mg and 300 mg strengths ZANTAC
products were requested under the DFNA variation code, with both applications initially
processed with new AUST R numbers.

However, as shown in the summary of formulation changes below, only the 150 mg strength
tablet requires a new AUST R due to the addition of croscarmellose sodium (Grouping Order
does not apply). Whereas the 300 mg strength should retain the original AUST R number given
Grouping Order does apply to its formulation changes proposed - which should have been
submitted under the DFCF code. The AET has now reassigned the original AUST R number for
the 300 mg strength (D24-141546).

Table: Formulation Comparison_150mg ranitidine tablets

Quantity per tablet
Proposed Current

168.00mg 168.00mg
(150mg ranitidine)

(150mg ranitidine)

Ranitidine HCl

Microcrystalline cellulose
Croscarmellose sodium
Magnesium stearate
Purified water

Opadry Il white YS-22-18096
Opadry Il white YS-S-7322

Table: Formulation Comparison_300mg ranitidine tablets

Quantity per tablet
Proposed Current

336.00mg 336.00mg
(300mg ranitidine)

(300mg ranitidine)

Ranitidine HCI

Microcrystalline cellulose
Croscarmellose sodium
Magnesium stearate
Purified water

Opadry Il white YS-22-18096
Opadry Il white Y5-5-7322

As shown in the above tables, the current formulations are different for each strength of the
drug products. The key difference in the current formulations is that there is no croscarmellose
sodium in the 150 mg strength. Now the sponsor has added croscarmellose sodium to the
reformulated 150 mg product. In both proposed reformulated products, a new grade of Opadry
II white (YS-22-18096) colouring agent is used to replace the current grade (YS-S-7322. The
proposed Opadry Il grade in listed in the Ingredients Repository (tga.gov.au). However, there is
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a9.30 mg reduction in Opadry II content of the reformulated 300 mg product in comparison to
the current formulation. This was compensated for by a slight increase in the quantity of each of
the other excipients in the reformulated 300 mg product. Though the addition of croscarmellose
to the 150 mg reformulated product is considered a significant change that should require
supporting bioequivalent data, the new 150 mg formulation is essentially a direct scale down of
the 300 mg strength reformulation. Both formulations are prepared from the same bulk granule.

Given only minor change to the existing quantity of excipients (and replacement of colouring
agents) are proposed in the 300 mg strength product, no bioequivalence data is required.
Consequently, bioequivalence established for the current 300 mg strength formulation can be
extended to the proposed 150 mg and 300 mg reformulated products (same formulation, direct
scale down). Hence, dissolution data is sufficient to support the proposed changes.

Signed copies of declarations 9B - Cover letter (#36) and TSE/BSE - Excipients of Human or
Animal Origin are provided in the dossier. Acceptable.

New DPM, SN

YA s the currently registered drug product manufacturer for the
suspended ranitidine products on the ARTG. The sponsor has proposed to register Uil

I 25 an alternative DPM. The proposed drug product site, Sy has a valid GMP
clearance, and the site details are up to date in PARs:

Manufacturer Name:

Manufacturer Address:

Licence/ Clearance Id: ~ MI-2023-CL-09737-1

Expiry Date: 24/08/2026
Status: Active
Conditions:

Location Function Code: RA9

Manufacturing Steps: Manufacture of dosage form
Packaging and labelling
Quality Control
Release for supply
Testing chemical and physical
Testing microbial

3.2.P.3 - Manufacturing Process
It is noted that there are no changes to the registered drug product manufacturing process -

which involves sifting, blending, lubrication and compression. However, a new bulk granule
batch size of Sljjili] is proposed for both strengths of the drug product. Acceptable given this is
well within the currently registered maximum batch size of S} Also process validation
study was carried out on the proposed Sjiljji bulk granule batch size. The process validation
report is discussed below.

Strength Current bulk granule batch size ~ Proposed, additional, bulk granule batch size

300mg i i . — i

3.2.P.3.2 - Batch Formula
The batch formula document provided has been updated accordingly to reflect the proposed
formulation changes for both the current gl and the proposed gjiijjjij batch sizes. As shown
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in the above tables, the quantity of ranitidine drug substance in each reformulated product
strength is the same as in the current formulation. The revised batch formula document
contains the relevant DP manufacturing plan/information applicable at the proposed Stride
Pharma site. The document contains a tabulated list of raw materials, suppliers, and special
instructions and precautions taken before and during manufacturing process. used in the
manufacturing process. Detailed manufacturing process description and schematic
representation are also included in the batch formula document for each product strength. The
DP shelf-life in the batch formula is 36 months - consistent with the current shelf-life.

Current and new excipients specifications provided in module 3.2.P.4 have been reviewed and
considered acceptable.

3.2.P.3.5 - Process Validation

The manufacture of the reformulated products at the proposed Strides Pharma site was
appropriately validated by the manufacture of three stability batches of each strength (150 mg
and 300 mg) of the drug product. The batches were manufactured only on the proposed il
batch size, none on the current g} maximum batch size. This is acceptable. However, given
only the propose Syl batch size was validated, manufacture of the DP at the proposed
EEl site is acceptable only for the Sjiijji] batch size, not for the S} batch size. Ask
sponsor to revise the proposed batch formula.

The quality of the manufacturing process was assessed at each critical stage and in
consideration of product sensitive factors such as light and moisture. Results at each
manufacturing stage were satisfactory and there were no deviations from the established
process performance parameters. All manufactured stability batches comply with specified
acceptance criteria. The results demonstrate that the proposed DPM, SYN I ca»
consistently and reliably produce high quality drug products, on the proposed gjiljjji] batch size,
which meet the specified acceptance criteria.

Note, the quality of the drug substance used in the process validation study will be later
discussed in this report.

3.2.P.5 - Drug Product Specification
The current and proposed specifications for the above listed ranitidine products are developed

based on BP monograph for ranitidine tablets. A revised DP specification at release and shelf-life
applied at the propose SN site is provided for each strength of the DP. Note,
current DP specification applied at SYJili] is provided in sequence e003296 (0011-).
Summary of changes (#15) between current and proposed specifications include:

e Addition of release (NMT Sy} ) and expiry (NMT 0.32 ppm) limits for NDMA. The
NDMA impurity is controlled in the current release and expiry specifications at NMT
0.32 ppm. Hence a tighter release limit is now [proposedL The difference from release to
expiry to be confirmed from stability data (see below).

e Replacement of the current HPLC method for related substances with a new in-house
UPLC method. In the current DP specifications, individual primary and secondary
specified impurities are controlled at NMT 0.5% and NMT 0.3% respectively, and total
impurities limit is NMT 1.0% at release and NMT 1.2% at expiry. A wider total impurity
limit of NMT 2.0% is proposed in the revised released and expiry specifications.
Individual specified impurities in the proposed Strides Pharma specifications are
referred to as Impurities C, D, E and H, with each controlled at a limit of NMT 0.3% at
release and \expiry{. But impurities C, D, E and H are controlled at NMT 0.2 ppm in the BP
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monograph. Ask sponsor to tighten total and individual specified impurities limits
in line with BP.

e Addition of two new in-house identification tests for ranitidine hydrochloride by TLC
analyses (Test B) and by silver nitrate test for chlorides. The current IR and HPLC
identification tests are also retained. However, the IR test not included in the proposed
specifications. Clarify with sponsor.

e Deletion of disintegration test (NMT 30 mins)

e Tablets descriptions updated to remove the “RAN” in the current tablet descriptions,
“RAN 150” and “RAN 300", debossed on one side with on one side. The proposed
debossing “150” and “300":

tablet, engraved on one side
with “RAN 300” and plain on

Product Current Proposed

150mg White, film coated, hiconvex White, film coated, round
tablet, engraved on one side tablet, engraved on one side
with “RAN 150" and plain on with “150” and plain on the
the other other

300mg White, film coated, biconvex White, film coated, round

tablet, engraved on one side
with “300"” and plain on the

the other other

All other methods remained the same including test for assay, dissolution, microbial, and
Uniformity of dosage units.

Note: The proposed storage conditions “Store below 25°C. Protect from light” are included in
the revised DP specifications. A note is also included regarding the presence and control of Class
2 and/or 3 solvents used in the raw material/final products manufacture. Acceptable.

3.2.P.5.3- Validation of Analytical Procedures
The proposed analytical procedures document provided in module 3.2.P.5.2 is acceptable.

Specifically, the in-house HPLC for assay, UPLC for related substances, and the HPLC dissolution
tests for Ranitidine tablets 150 mg and 300 mg strengths, in the proposed DP specifications
have been appropriately validated. The full method validation report is provided in module
3.2.P.5.3. The report also contains detailed validation study of the in-house LC-HRMS method
for NDMA impurity.

e HPLC method for assay: The current HPLC method for determining ranitidine assay in
both strengths of the drug product was validated at the proposed SN sitc
with respect to precision, linearity, accuracy and linearity. The validation study was
consistent with as per specified acceptance criteria. No deviations reported. Acceptable.

e UPLC method for related substances (#54): The newly developed in-house UPLC system
(for the determination of impurities if the finished product is equipped with Symmetry
Kinetex C18 column and a UV and PDA detector. The proposed methods were re-
validated in accordance with ICH Q2 guidelines. Test and standard samples used in the
analysis are stable for 24 h both at room temperature and when refrigerated. The
system was found to have acceptable precision level with the highest %RSD for
individual specified and total impurities at 0.3 and 1.8 respectively (limits: NMT 10.0
and NMT 15.0). The method produces well resolved high purity peaks for ranitidine and
each specified impurities with no co-elution or interference from blank and placebo.
Results from a forced degradation study under various conditions demonstrate that the
proposed method is stability indicating for the intended related substances analyses.
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No cross-validation study against current in-house HPLC method or BP monograph for
ranitidine tablets was carried out. However, spiked samples were used in the method
validation study and the results demonstrate the proposed method satisfied the relevant
acceptance criteria for all specified impurities as per current BP monograph and the
proposed specifications. Though the proposed UPLC method appears to be superior to
the current HPLC method for related substance, the sponsor will be asked to provide
cross-validation data against current in house HPLC and EP monograph
(preferred) methods.\

LOQ and LOD for each specified impurity are below:

) %
Name |

LOD LOQ

Ranitidine Impurity D 0011 jl)_{l_!l‘
Ranitidine Impurity C | 0.007 b.UZU'
Ranitidine Impurity E Il).007 0.020!
Ranitidine Impurity H [ 0.007 0.020
Ranitidine 0.007 p.020'

%-Respect to sample concentration

Note: current BP monograph HPLC test method for related substances has limits of NMT
0.5% (Impurity A), NMT 0.2% (Any Secondary Single Impurity) and NMT 1.0% (Sum of
secondary impurities).

e Dissolution method: The registered UV-Vis dissolution method was validated at the
proposed site on both strengths of the DP. No discrepancies observed in the method
transfer process.

o Test for NDMA (#124) impurity in the final drug product is carried out LC-HRMS. The
proposed method validation report has been evaluated and considered satisfactory for
the determination of NDMA impurity in the DP. A linear response was observed for the
detection of NMDA content from 0.9 ng/mL (LOQ) to 100 ng/mL. Note, standard and
test samples are prepared and kept at ca. 5°C. This test is in line with the method
recommended by the FDA for assessing NDMA content in ranitidine samples (see page
51ine003296 (0014-) - Regional Information).

3.2.P.5.4 - Batch Analyses:

CoA is provided for three batches of each strength of the drug product manufactured at the
proposed SN site using ranitidine drug substance sourced from the new supplier,
Bl The batches were manufactured on the proposed gijji] batch size. Batches for both DP
strengths consistently comply with the proposed DP specification limits. Maximum total
impurities of 0.067% and 0.07% were observed in the 150 mg and 300 mg batches respectively
(limit NMT 2.0%) by the UPLC method. Individual specified impurities are reported as mostly
BDL. Similarly, levels of NDMA were §il]] (LOD =S¥iyjl; limit NMT 0.32 ppm).

Comparative dissolution profile (#71 14) data in support of the proposed reformulated
products is provided in the process validation report. Given that both 150 mg and 300 mg

strengths reformulated ZANTAC products are manufactured from the same bulk granules,
comparative dissolution study was carried out on only the 300 mg strength, which is considered
the worst case scenario.
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The dissolution study was carried out using the same registered USP Paddle method in QC
media (900 mL water, 50 rpm, 45 min). Ranitidine hydrochloride is freely soluble in water and
highly soluble at 37°C across the pH range pH 1 - 7.4. It is noted that due to the product
recall/suspension imposed by the TGA, only expired current ZANTAC tablets were used as
reference materials in the dissolution study. However, it was indicated that the expired
materials (worst case scenario) were of satisfactory purity for the analyses. Request CoA from
sponsor.

Dissolution profile study was carried out between two expired reference batches (AJF7002A
and AJF9004) and the same three batches of the DP (77101294, 7710130A and 7710131A)
manufactured at the proposed Strides site using drug substance from the proposed Solara site.
At least 95% of the drug substance is dissolved within 45 minutes (Q = 85% in 45 min).

Ranitidine Tablets 300mg

S RLOL (D Mo AN/ 00201 8 Test1 Test2 Test3
B. No test sam (http://B.No:7710129) | (http://B.No:7710130) | (http://B.No:7710131)
Time point Average RSD Average RSD Average RSD Average RSD
10mins 44.8 1.9 58 8.2 58 8.6 56 4.6
15mins 83.3 1.8 74 7.4 74 3.6 70 3.8
30mins 90.8 1.1 87 i 5 86 2.0 88 6.2
45mins 98.3 0.7 95 2.7 98 3.9 95 3.5
60mins 100.8 0.9 97 2.0 103 3.0 97 3.9
F2 - 55.4 56.0 53.4

The f; similarity factors calculated by the DPM between test and reference materials were >50
for all tested batches (53.4 - 63.6).

In addition, dissolution results from the same three post-variation batches were compared to
results acquired from three pre-variation batches in 2016. Though pre- and post-variation data
were not acquired on the same day, the results are still comparable with acceptable similarity
values.

Ranitidine Tablets 300mg

From GSK (B.No:C754) Test 1 Tost 2 Tost3
B. No Data sourced from 2016 site transfes (http://B.No:7710129) | (http://B.No:7710130) | (http://B.No:7710131)
Time point Average RSD Average RSD Average RSD Average RSD
10mins 68 8.7 58 8.2 58 8.6 56 4.6
15mins 78 4.1 74 7.4 74 3.6 70 38
30mins 91 1.9 87 11 56 2.0 83 5.2
45mins 96 1.6 a5 2.7 98 3.9 95 3.5
B0mins 101 1.2 97 2.0 103 3.0 97 3.9
F2 - 64.2 63.1 59.8

Both comparative dissolution results demonstrate the drug product manufactured at the
proposed Syl site with drug substance sourced from the proposed Egiljji] site is comparable
to the registered reference products. Given no significant changes were made to the
reformulated 300 mg product, bioequivalent established for pre-variation drug products can be
extended to drug products manufactured at the proposed Sijjji] site- Though changes were
made to the reformulated 150 mg strength product, its new formulation is essentially a direct
scale down of the 300 mg strength. Consequently, the established bioequivalence can equally be
extended to the reformulated 150 mg product.
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3.2.P.8 - DP Shelf-life (Stability Data):

The current shelf-life of the suspended ZANTAC ranitidine products is 3 years when stored
below 30°C. The sponsor is now proposing to reduce the shelf-life and storage conditions of the
reformulated products to ‘24 months when stored below 25°C’. Long-term stability data in
support of the proposed shelf-life was acquired at 25°C/60% RH for the same three batches of
each DP strength discussed above. Up to 18 months of data is provided from the ongoing
stability study. However, no accelerated stability data was provided. Request from sponsor.

150 mg strength batches (7710087A, 7710088A and 7710089A): All three batches comply with
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Each of the four specified impurities was BDL over the 18 months study period, with maximum
total impurity levels observed in batch 7710089A at 0.10% (limit NMT 2.0%).

300 mg strength batches (77101294, 7710130A and 7710131A): All three batches comply with
the specified DP limits. No consistent trend was observed in NDMA impurity level - SN

Individual specified impurities were

mostly BDL.
The stability data supports the proposed 24 months.
Cessation of the following DPM is noted (expired GMP clearance). PARs not updated yet:

. ]
I (Scps: MDD, QUAL, MXP, MXR)

New DSM with CEP - SN

Note, Saraca Laboratories Ltd is the currently registered manufacturer of ranitidine
hydrochloride drug substance. The sponsor has provided assurance to cease manufacture of the

1 Pharmacokinetics of Ranitidine Following Oral Administration With Ascending Doses and With
Multiple-Fixed Doses: https://doi.org/10.1002/j.1552-4604.1985.tb02873.x
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drug substance at this site following registration of the new site. GMP clearance for this site has
expired (Expiry 06/04/2021). Cessation of this site is already included in this application.

The sponsor is requesting the registration of the following site for the manufacture of ranitidine
hydrochloride drug substance:

Manufacturer Name:

Manufacturer Address:

Licence/ Clearance Id:  MI-2019-CL-11391-1

Expiry Date: 05/07/2024
Status: Active
Conditions: This clearance is issued on the basis that the manufacturer must ensure Nitrosamine testing on

all Active Pharmaceutical Ingredients is acceptable prior to supply to market.

The commercial supply of ranitidine products is prohibited as a result of the notice of
suspension issued under section 29D of the Therapeutic Goods Act 1989 until such time that
the suspension ends or is revoked.

Location Function Code: RA1

Manufacturing Steps: Active material manufacture

The sponsor also seeks the removal of the above pre-GMP clearance conditions after the
approval of this application. The manufacture of ranitidine at the proposed i} site is
supported by a recently reinstated CEP version R1-CEP Sy that was evaluated by
the EDQM. This update replaces the preceding version Rev[g] which was suspended by the
EDQM due to global concern of the risk associated with NDMA impurity in the drug substance.

A copy of the proposed version of the CEP is provided in mddule 3.2.R - cep as well as the
Letters of access and relevant module 1.6 declarations. This version of the CEP was issued on

and is the most recent valid certificate on the EDQM database (checked on
25/01/2024). It follows current Ph. Eur. monograph for ranitidine hydrochloride plus the
following supplementary tests:

e Test for the following impurities by LC-MS (Annex 2)
— N-Nitrosodimethylamine (NDMA), NMT S

e Test for the residual solvents by GC (Annex 3)
— Isopropanol, NMT 3000 ppm

e Test for bulk and tapped density (Annex 4)
— Tapped density, NMT 0.60 g/mL

e Test for PSD by sieve analysis: Form II (DC grade, Annex 5)
— >500 um (NMT 2.0%/wt)
—  >250 um (NMT 50.0%/wt)
— <90 pm (NMT 20.0%/wt)

Re-test period of the drug substance is 24 months when stored at 2 - 8°C under nitrogen
atmosphere in double polyethylene bags with silica gel and placed in polyethylene drum.

Comparison between synthetic routes applied at the current gl site and the proposed
Bl CEP process are provided in €003296 (0014-) - Cover letter (#23). Based on the
proposed CEP synthetic route, and the structure of ranitidine HCl and its derivative /impurities,
only NDMA was identified as a potential nitrosamine impurity in the final drug substance - with
the dimethylamine group adjacent to the furan ring being the only source of NDMA.
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Figure 1. Possible (red) and improbable (green) sites of nitrosamine formation in drug substance
and Ph. Eur. Impurities.

Quality Risk Assessment was performed by the gjiljj] for determining NMDA content in the
CEP-grade Ranitidine Hydrochloride Form II drug substance manufactured at their proposed
site. The LC-HRMS method used for the analyses is consistent with the basic principles
recommended by the FDA. The method uses identical LOD (0.011 ppm), LOQ (0.033 ppm) and
range (0.033 - 3.33 ppm) as the FDA. The analyses show no NDMA was detected in key starting
materials. It should be noted that the current SR Jil]l Was the supplier of the key starting
materials tested.

NDMA content in the manufacture of both the free base and the hydrochloride salt of ranitidine
in fresh and recovered solvents was also investigated. No NDMA was detected in the base form
produced with both fresh and recovered solvents, whereas traces of NDMA of up to 0.0044 ppm
and 0.0286 ppm of NDMA were detected in the hydrochloride form manufactured with fresh
and recovered solvents respectively. The results are still well within the acceptable limits of
NMT 0.32 ppm.

Other parameters investigated to establish the quality control measures in the manufacturing
process with respect to NDMA include the quality of water, nitrite content, formation of NDMA
under stressed conditions and from equipment, packaging and transportation. Overall, the risk
assessment supports the manufacturer’s ability to consistently produce high quality ranitidine
hydrochloride drug substance with NDMA content well within the specified NMT 0.32 ppm
limit.

Manufacturer information in module 3.2.S.2 is updated correctly.

3.2.5.4 - Control of Drug Substance:
The proposed ranitidine hydrochloride drug substance specification applied at the Sl site

contains all EP monograph tests/limit plus the CEP tests. Sieving analysis tests/limits from the
proposed CEP is not included in the DSM specification. Though EP monograph impurities ] and I
are not formed in the proposed gliljil] CEP process, they are still included in the specification.
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Tests/limits for residual solvents which are reported to be below the 30% threshold in the CEP
are also listed. Limit for NDMA is consistent at NMT 0.32 ppm (release at NMT Syl

DS specification applied at the receiving DPM SUN I is consistent with that applied at
the DSM, plus the CEP sieving test/limits. Analytical Procedures document is also provided
along with appropriate method validation report compiled by the DPM. All listed compendia
methods were verified appropriately. Validation of in house methods including UPLC for related
substances, LC-MS for NDMA, and the GC for residual solvents, have been reviewed and
considered acceptable.

Batch Analyses data provided for three batches of the drug substance manufactured as per CEP
process by ¥} comply with the proposed specifications and are consistently well within the
specified limits. Levels of NDMA, individual specified impurities and residual solvents were
reported BDL. CoA provided by the DPM for the same batches were analysed by the
Comparative impurity profile (#7) consistently show slightly higher quality of the drug
substance manufactured at the proposed i} site than batches obtained from the current
EEl site - total impurities content for the three batches from current site was at 0.18 - 0.25%
vs 0.03 - 0.07% for batches from i} (limit NMT 0.5%). Comparable results were also
obtained between batch analyses performed by DSM and DPM for NDMA content in batches
manufactured at the proposed ijjil] site (BDL in all batches) e003296 (0014-) - Cover letter
(#8). Comparable PSD data between current and proposed DSM batches are tabulated below:

Particle Limits SARACA SARACA SARACA SOLARA SOLARA

size by RHO720150884 | RH092151222 | RH1020151367 | CRDE190009 | CRDE190010
Malvern

D (20) Below 150 pm 20.00um 11.87um 22.91um 28um 62um

D (50) Below 210 pm 74.58um 94.14pum 90.33 um 181um 163pum

D (90) Below 355 pm 231.20pm 244.94 pm 260.62pm 338um 295um

3.2.S.7 - Stability Data
Accelerated (25°C / 60% RH, 6 months) and long-term stability (at 5°C for 36 months) data is

provided for three recent batches of the drug substance manufactured at the proposed Syl
site. Levels of NDMA and individual specified impurities remained unchanged at BDL over the 6
months of accelerated stability study. - with total impurities levels consistently at NMT 0.05%
(limit NMT 0.5%). Similar results (no change) are obtained under long-term stability study over
the 36 months test period. In comparison to batches manufactured at the current Sl site
provided in e003296 (0014-) - stability-data (#3), both accelerated and long-term stability
results from batches from the new SYJilif are slightly better than those from the current
site. It should be noted however that the batches from the current site were tested under
harsher accelerated (40°C / 75% RH) and long-term (30°C / 65% RH) storage conditions.

But the results still support the 24 months CEP retest period. Acceptable. Container-closure-
system information provided in module 3.2.S.6 is consistent with CEP.

Consequential change to DP labels, PI and CMI

The changes on the proposed labels include addition of “New Formulation” and “New tablet
appearance” on the main label to reflect the proposed changes.

The proposed labels are at €003296 (0014-) - Label mock-ups and specimens - clean

The labels do not meet TGO 91. Pictogram on main label unacceptable.
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Document 4

The annotated and clean copies of the proposed PI are provided in docx format. Precautionary
statement “protect from heat” should be included in Section 6.4.

s.23 Evaluation Recommendation

[ have considered relevant guidance in the Cat 3 Workflow Guide D19-5405621 and Standard
Words D19-5649605, as applicable.

The conditions and data requirements outlined under Appendix 1 of the Minor Variations
Guidance for the changes above have been provided and appropriately justified by the sponsor.

Approval of the proposed changes is not recommended with respect to chemistry and quality
control until the above issues have been resolved.

30 January 2024
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1sts.31 Response

Questions:

1. Regarding the proposed drug product specifications:

a.

[t is noted in the summary of changes provided in the cover letter that both current
identification tests by NIR and HPLC will be retained, in addition to the proposed
TLC and chloride test methods. However, the NIR test method was not included in
the drug product specifications provided for both strengths. Please clarify this and if
necessary, revise the specifications as appropriate.

The proposed limits for total impurities (NMT 2.0%) and specified Impurities C, D, E
and H (each at NMT 0.3%) determined by the proposed UPLC method are higher
than the current BP monograph limits for total impurities (NMT 1.0%) and any
single secondary impurities (NMT 0.2%). Please tighten the proposed limits for total
and individual specified impurities (C, D, E and H) in line with current BP
monograph and provide revised specifications and supporting documents as
appropriate.

Please provide appropriate cross-validation data that demonstrates the proposed
in-house UPLC method for related substances is superior or at least equivalent to
the test method described in the current BP monograph for ranitidine tablets.

A cross-validation data may be acquired in accordance with ICH Q1 between the
proposed UPLC and the current BP monograph methods (or current in-house HPLC
method) or by comparative batch analyses between the two methods on at least
three aged batches of the drug product.

2. Given the drug product manufacturing process at the proposed U sitc was
validated only for the proposed [giljjjij batch size, and NOT for the current Sl
maximum batch size, manufacture of commercial batches of the drug product intended for
supply in Australia can only be carried out on the validated [gijjjj batch size. Please update
the proposed batch formula document by deleting the current il batch size.

3. Itis noted that only expired ranitidine drug products were used as reference materials in
the comparative dissolution profile data provided. Please provide for review recent
certificate of analyses for the expired ranitidine reference materials to ensure the materials
are still of acceptable quality.

4. Regarding the proposed drug product shelf-life:

a.

Both 18 and 24 months shelf-lives are proposed in the cover letter. Please clarify
which of these two is correct and provide the relevant Module 3.2.P.8.1 Stability
summary and Module 3.2.P.8.2 Post-Approval Stability Protocol/Commitment
documents to reflect the proposed shelf-life.

Given the history of the product and the fact that only 18 months of long-term
stability data was provided, it is recommended that the proposed shelf-life reflects
the current available 18 months stability data.
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b. Please provide for review 0 to 6 months of stability data for each strength of the
drug product stored under accelerated storage conditions in accordance with ICH
guidelines.

5. The black square with red graphic on the main label depicting the target organ (stomach)
for the drug product is considered unacceptable as it has potential implications for
promotional aspects with regards to suggested efficacy. This is in accordance with TGA

interpretation of Therapeutic Goods (Therapeutic Goods Advertising Code) Instrument
2021.

Please revise the proposed labels (for products AUST 53323 and 53324) by deleting the
graphic. Please also provide annotated copies of the current labels.

6. Please update Section 6.4 of the PI to include the precautionary statement “Protect from
heat” (or “light”, as appropriate).

Additional questions below:

Dear SRR

As we discussed earlier on the phone, please tighten the release limit for NDMA impurity in
the specifications of both strengths of the drug product.

From the 18 months long-term stability data provided, the maximum observed increase in
NDMA level was at the Sy > for the 150 mg strength andgyilig
ppm for the 300 mg strength products. Please ensure that any proposed release limit for
NDMA (for instance, SYijil]) alows for the maximum observed increase over the
proposed shelf-life - i.e., if the release limit is Sjiijjjjij then the allowable increase from

release to expiry s SN EG—

With regards to the PI, you have also included other ZANTAC ranitidine products in dosage
forms including effervescent tablets, syrup and injection. However, these additional ZANTAC
products are still suspended indefinitely from the ARTG and are not included in this
application. As such, please update the PI by deleting these additional products (and any
specific reference, as appropriate). These products can be added to the PI at a later stage
when they are reinstated to the ARTG.

To ensure the quality aspect of the PI is maintained, please note that the revised PI will be
referred for clinical evaluation and further questions may arise.

Please address the above queries in your s31 response.

The above questions were raised (see D24-373283 and D24-387698).

The response to the questions raised can be found here: e€003296 (0016-) - Response to request
for information

uestion(s):

Q1: DP specifications

a. Sponsor clarified that they NIR test for ID will be removed from the specification.
Resolved.
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b. Limits for total and specified impurities C, D, E, and H updated (tightened) in line
with current BP monograph. Resolved.

c. No cross validation data provided initially. See 003296 (0017-) - Response to
request for information for new method equivalence data.

A method equivalent study was conducted between the proposed in-house UPLC
method for related substances and the current BP monograph test method. The
analysis was performed on both the 150 mg and 300 mg tablet strengths.

In addition to ranitidine hydrochloride USP and Impurity A used as standards for
both test methods, Impurity ] was also used as a standard for the BP method
(reverse phase LC with isocratic elution). Results from the analyses of both un-
spiked and spiked samples show that the proposed UPLC method is at least
equivalence to the BP monograph test method with respect to precision for
determining related substances in both strengths of the drug product. Resolved.

Q2:
e Assurance is provided that only the validated Jiljjjj] batch size will be supplied in
Australia. This is reflected in the revised batch formula document provided. Resolved.

Q3:

e No CoA provided for the expired ranitidine tablets that were used as reference materials
in the comparative dissolution study. The sponsor however, indicated that the material
was not expected to meet the product expiry specification.

Q4: DP shelf-life
a. Sponsor has clarified that a 24 month shelf-life is proposed for both product
strengths. Additional stability data at 21 and 24 months timepoints are provided for
both strengths of the drug product. All tested batches still comply with the revised
DP expiry specification. See results for NDMA impurity below:

Ranitidine tablets Stability - NDMA results (ppm)
5 Product

g Batch No

1 77100874

tablet: 77101304
1 300m,
& 77101314

Maximum NDMA level at 24 months was atSyijilj. which is still within the permitted
increase from release to expiry. The updated stability data supports the proposed 24
months shelf-life. PAR updated accordingly. Resolved.
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b. No accelerated stability data was generated/provided. Justification for this is that
real time stability data was provided and the fact that NDMA levels are known to
increase at elevated temperatures. Assurance is given that the first 3 post-approval
commercial batches will be placed under stability study, including under accelerated
storge conditions. Acceptable. Resolved.

Q5: As requested, the graphic on main label was removed. Resolved.
Q6: Pl updated as requested but will be referred to the clinical team for review.

e The sponsor has agreed to retain all indications in the PI. The most recent PI was
considered acceptable from a clinical perspective D24-1012503. Clean and annotated
copies of the PI provided. Resolved.

1sts.31 Recommendation

[ have considered relevant guidance in the Cat 3 Workflow Guide D19-5405621 and Standard
Words D19-5649605, as applicable.

The conditions and data requirements outlined under Appendix 1 of the Minor Variations
Guidance for the changes above have been provided and appropriately justified by the sponsor.

Approval of the proposed changes is recommended with respect to chemistry and quality
control.

15 March 2024
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

Product Name : Ranitidine tablets 150 mg {14s Alu-Alu-Blister] [Aus)

Identification B

Identification C

Dissolution

peak in the chromatogram of the sample
preparation corresponds to that of the
major peak in the chromatogram of the
standard preparation as obtained in the
assay.

By Thin layer chromatography: The Rf
value of the principal spot in the sample
solution corresponds to that of the standard
solution.

For Chlorides: A white, curdy precipitate to
be produced that is insoluble in nitric acid
but is soluble in a slight excess of 6N
Ammonium hydroxide.

By UV: Not less than 85 % (Q=80) of the
labeled amount of drug is dissolved in45
minutes

Generic Name : Ranitidine Tablets 150 mg

Batch No. : 7710088A AR. No./Date : 40000289227./30-Jan-2022

Batch Size : 421052 Nos Sample No. : 1009404

| Mfg. Date : 12-2021 Product Code  : 3011752
Exp. Date : 112024 Specification No. : 2005549/PRS/R3
Customer Page 1 of 3
Tests Specifications Results

Description White film coated round tablet, embossed White film coated round tablet,
with '150' on one side and plain on the embossed with '150' on one side
other side and plain on the other side

Identification A By HPLC: The retention time of the major | The retention time of the major

peak in the chromatogram of the
sample preparation corresponds to
that of the major peak in the
chromatogram of the standard
preparation as obtained in the assay

The Rf value of the principal spot
in the sample solution corresponds
to that of the standard solution.

A white, curdy precipitate is
produced that is insoluble in nitric
acid but is soluble in a slight excess
of 6N Ammonium hydroxide.

1)99%, 2)93%, 3)98%, 4)98%, 5)9
4%, 6)100% Avg:97%

GQC/024/F-06/R2
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Document 5

Product Name - " Ranitidine tablets 150 mg [14s Alu-Alu-Blister] [Aus] -

Generic Name : Ram'tidine Tablets 150 mg

Batch No. : 7710088A

AR No./Date : 40000289227/ 30-Jan-2022
Batch Size : 421052 Nos Sample No.  : 1009404
Mfg. Date . 12-2021 Product Code  : 3011752
Exp. Date 1 11-2024 Specification No. : 2005549/PRS/R3
Customer Page 2 of 3

Uniformity of dosage units by weight
variation

Related substances by UPLC

i) Impurity 1 (Impurity H)

ii) Impurity 2 (Impurity C)

iii) Impurity 3 (Impurity E)

iv) Impurity 4 (Impurity D)

v) Largest single unknown impurity
vi) Total impurities

Assay by HPLC

Assay in %

Assay in mg

Related Substances by LC-HRMS

Acceptance value is less than or equal to
150

Not more than 0.3%
Not more than 0.3%
Not more than 0.3%
Not more than 0.3%
Not more than 0.2%
Not more than 2.0%

Each film coated tablet contains Ranitidine
Hydrochloride equivalent to Ranitidine
Label claim Limit

150 mg - Not less than 98.0 % and not
more than 105.0 %

150 mg - Not less than 147.0 mg and not
more than 157.5 mg

L1:24

BDL [LOD = 0.007 %)
BDL [LOD =0.007 %]
BDL [LOD =0.007 %]
BQL [LOQ = 0.032 %]
0.032 %
0.062 %

100.7 %

151.1 mg

GQC/024/F-06/R2
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

- Product Name : Ranitidine tablets 150 mg [14s Alu-Alu-Blister] [Aus]

Generic Name : Ranitidine Tablets 150 mg

iBatch No. : 7710088A AR.No./Date : 40000289227/ 30-Jan-2022
Batch Size : 421052 Nos Sample No. : 1009404

Mfg. Date : 12-2021 Product Code : 3011752

Exp. Date ¢ 11-2024 Specification No. : 2005549/PRS/R3
Customer : Page 3 of 3

i) N-Nitrosodimethylamine (NDMA | Not more than 0.3 ppm —
Impurity)

Microbial limits

i) Total aerobic microbial count Not more than 1000 cfu/g LT10

ii) Total combined yeast & molds Not more than 100 cfu/g LT 10

count ‘

iii) Escherichia coli Absent/l g Absent

Conclusion: .The sample complies with above standards as per IH Specifications

Remarks : Not Applicable

Checked by : RN Approved by NI
Designation : Sr.Executive-QA Designation : Sr. Executive - QA
Date : 31-Jan-2022 Date : 31-Jan-2022

Note : This document is produced electronically and is valid without handwritten signature

GQC/024/F-06/R2
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

Product Name : Ranitidine tablets 150 mg [14s Alu-Alu-Blister] {Aus)

Generic Name

: Ranitidine Tablets 150 mg

Identification C

value of the principal spot in the sample
solution corresponds to that of the standard
solution.

For Chlorides: A white, curdy precipitate to
be produced that is insoluble in nitric acid
but is soluble in a slight excess of 6N

Batch No. : 7710089A AR. No./Date : 40000289234 /31-Jan-2022

Batch Size : 421052 Nos Sample No. : 1009639

Mfg. Date 1 12-2021 Product Code : 3011752

Exp. Date ¢ 112024 Specification No. : 2005549/PRS/R3

Customer Page 1 of 3

Tests Specifications Results

Description White film coated round tablet, embossed White film coated round tablet,
with '150' on one side and plain on the embossed with '150' on one side
other side and plain on the other side

Identification A By HPLC: The retention time of the major | The retention time of the major
peak in the chromatogram of the sample peak in the chromatogram of the
preparation corresponds to that of the sample preparation corresponds to
major peak in the chromatogram of the that of the major peak in the
standard preparation as obtained in the chromatogram of the standard
assay. preparation as obtained in the assay

Identification B By Thin layer chromatography: The Rf The Rf value of the principal spot

in the sample solution corresponds
to that of the standard solution.

A white, curdy precipitate is
produced that is insoluble in nitric
acid but is soluble in a slight excess

Ammonium hydroxide. of 6N Ammonium hydroxide.
Dissolution By UV: Not less than 85 % (Q=80) of the 1)103%, 2)99%, 3)96%, 4)100%, 5
labeled amount of drug is dissolved in 45 )96%, 6)98% Avg:99%
minutes
GQCN24/F-06/R2
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

ProductName : Ranitidine tablets 150 mg [14s Alu-Alu-Blister] [Aus]

Generic Name : Ranitidine Tablets 150 mg

variation

Related substances by UPLC

i) Impurity 1 (Impurity H)

ii) Impurity 2 (Impurity C)

iii) Impurity 3 (Impurity E)

iv) Impurity 4 (Impurity D)

v) Largest single unknown impurity
vi) Total impurities

Assay by HPLC

Assay in %
Assay in mg

Related Substances by LC-HRMS

Batch No. : 7710089A A.R.No./Date : 40000289234 /3 1-Jan-2022
Batch Size : 421052 Nos Sample No. : 1009639

Mfg. Date 1 12-2021 Product Code  : 3011752

Exp. Date : 11-2024 Specification No. : 2005549/PRS/R3

Customer : Page 2 of 3

Uniformity of dosage units by weight | Acceptance value is less than or equal to L1: 19

15.0

Not more than 0.3%
Not more than 0.3%
Not more than 0.3%
Not more than 0.3%
Not more than 0.2%
Not more than 2.0%

Each film coated tablet contains Ranitidine
Hydrochloride equivalent to Ranitidine
Label claim Limit

150 mg - Not less than 98.0 % and not
more than 105.0 %

150 mg - Not less than 147.0 mg and not
more than 157.5 mg

BDL [LOD = 0.007 %)
BDL [LOD = 0.007 %)
BDL [LOD = 0.007 %)
BQL[LOQ =0.032 %)
0.034 %
0.067 %

101.1 %

151.6 mg
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT
sa7 |

ProductName : Ranitidine tablets 150 mg [14s Alu-Alu-Blister] [Aus]

Generic Name : Ranitidine Tablets 150 mg

Batch No. : 7710089A A.R.No./Date : 40000289234 / 31-Jan-2022
Batch Size : 421052 Nos Sample No. : 1009639

Mfg. Date : 12-2021 Product Code : 3011752

Exp. Date : 11-2024 Specification No. : 2005549/PRS/R3
Customer . : Page 3 of 3

i) N-Nitrosodimethylamine (NDMA | Notmore than- _

Impurity)

Microbial limits

i) Total aerobic microbial count Not more than 1000 cfivg LT 10
ii) Total combined yeast & molds Not more than 100 cfu/g IT 10
count

iii) Escherichia coli Absent/1 g Absent

Conclusion: .The sample complies with above standards as per 1H Specifications

Remarks : Not Applicable

Checked by : N approved by - S
Designation : Sr.Executive-QA Designation : Sr. Executive - QA
Date : 31-Jan-2022 Date : 31-Jan-2022

Note : This document is produced electronically and is valid without handwritten signature
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CERTIFICATE OF ANALYSIS : FINISHED PRODUCT
sd7 |

- Product Name - : Ranitidine tablets 300mg [14s Alu-Alu Blister] {AUS]

Generic Name

: Ranitidine Tablets 300 mg

Identification C

Dissolution

value of the principal spot in the sample
solution corresponds to that of the standard
solution.

For Chlorides: A white, curdy precipitate to
be produced that is insoluble in nitric acid
but is soluble in a slight excess of 6N
Ammonium hydroxide.

By UV: Not less than 85 % (Q=80) of the
labeled amount of drug is dissolved in 45
minutes

Batch No. : 7710130A AR.No./Date : 40000289303/ 0}Feb-2022 .

Batch Size : 210526 Nos Sample No. : 1009934

Mfg. Date : 01-2022 Product Code  : 3011771

Exp. Date 1 12-2024 Specification No. : 2005550/PRS/R3

Customer Page 1 of 3

Tests Specifications Results

Description White film coated oblong tablet, embossed | White film coated oblong tablet,
with ‘300’ on one side and plain on the embossed with '300' on one side
other side. and plain on the other side.

Identification A By HPLC: The retention time of the major | The retention time of the major
peak in the chromatogram of the sample peak in the chromatogram of the
preparation corresponds to that of the sample preparation corresponds to
major peak in the chromatogram of the that of the major peak in the
standard preparation as obtained in the chromatogram of the standard
assay. preparation as obtained in the assay

Identification B By Thin layer chromatography: The Rf The Rf value ofthe principal spot

in the sample solution corresponds
to that of the standard solution.

A white, curdy precipitate is
produced that is insoluble in nitric
acid but is soluble in a slight excess
of 6N Ammonium hydroxide.

100%, 100%, 100%, 92%, 92%, 92
% AVG: 96%

GQC/024/F-06/R2
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

Product Name : Ranitidine tablets 300mg [14s Alu-Alu Blister].[AUS}

Generic Name : Ranitidine Tablets 300 mg

Batch No. : 7710130A AR.No./Date : 40000289303/ 01-Feb-2022
Batch Size 1 210526 Nos Sample No. : 1009934
Mfg. Date : 01-2022 Product Code : 3011771
Exp. Date 1 12-2024 Specification No. : 2005550/PRS/R3
Customer : Page 2 of 3
Uniformity of dosage units by weight | Acceptance value is less than or equal to LI:3.0
variation 15.0
Related substances by UPLC
i) Impurity I (Impurity H) Not more than 0.3% BDL [LOD=0.007%]
ii) Impurity 2 (Impurity C) Not more than 0.3% BDL [LOD=0.007%]
iii) Impurity 3 (Impurity E) Not more than 0.3% BDL [LOD=0.007%]
iv) Impurity 4 (Impurity D) Not more than 0.3% BDL [LOD=0.011%)]
v) Largest single unknown impurity Not more than 0.2% 0.036 %
vi) Total impurities Not more than 2.0% 0.07 %
Assay by HPLC Each film coated tablet contains Ranitidine

Hydrochloride equivalent to Ranitidine

Label claim Limit
Assay in % 300 mg - Not less than 98.0 % and not 102.4 %

more than 105.0 %
Assay in mg 300 mg - Not less than 294.0 mg and not 307.1 mg

more than 315.0 mg
Related Substances by LC-HRMS

GQC/024/F-06/R2
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT
s47 ]

Product Name -: Ranitidine tablets 300mg [14s Alu-Alu Blister} [AUS] -

Generic Name : Ranitidine Tablets 300 mg

Batch No. : 7710130A AR.No./Date : 40000289303/ 01-Feb-2022
Batch Size : 210526 Nos Sample No. : 1009934

Mfg Date : 01-2022 Product Code  : 3011771

Exp. Date - 12-2024 Specification No. : 2005550/PRS/R3
Customer : Page 3 of 3

i) N-Nitrosodimethylamine (NDMA | Not more than 0.3 ppm BDL ( LoDl
Impurity)

Microbial limits

i) Total aerobic microbial count Not more than 1000 cfu/g LT 10

ii) Total combined yeast & molds Not more than 100 cfu/g LT 10

count

iii) Escherichia coli Absent/1 g Absent

Conclusion: .The sample complies with above standards as per IH Specifications

Remarks : Not Applicable

Checked by : RN Approvedby  : RN
Designation : Executive-QA Designation : Sr. Executive - QA
Date : 03-Feb-2022 Date : 03-Feb-2022

Note : This document is produced electronically and is valid without handwritten signature
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Document 5

CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

Product Name

: Ranitidine tablets 300mg [14s Alu-Alu Blister] [AUS]

Generic Name

: Ranitidine Tablets 300 mg

Identification B

Identification C

Dissolution

assay.

By Thin layer chromatography: The Rf
value of the principal spot in the sample
solution corresponds to that of the standard
solution.

For Chlorides: A white, curdy precipitate to
be produced that is insoluble in nitric acid
butis soluble in a slight excess of 6N
Ammonium hydroxide.

By UV: Not less than 85 % (Q=80) of the
labeled amount of drug is dissolved in 45
minutes

Batch No. : 7710131A AR.No./Date : 40000289362 /01-Feb-2022

Batch Size : 210526 Nos Sample No. : 1010054

Mfg. Date : 01-2022 Product Code  : 3011771

Exp. Date - 12-2024 Specification No. : 2005550/PRS/R3

Customer Page 1 of 3

Tests Specifications Results

Description White film coated oblong tablet, embossed | White film coated oblong tablet,
with '300' on one side and plain on the embossed with '300' on one side
other side. and plain on the other side.

Identification A By HPLC: The retention time of themajor | The retention time of the major
peak in the chromatogram of the sample peak in the chromatogram of the
preparation corresponds to that of the sample preparation corresponds to
major peak in the chromatogram of the that of the major peak in the
standard preparation as obtained in the chromatogram of the standard

preparation as obtained in the assay

The Rfvalue of the principal spot
in the sample solution corresponds
to that of the standard solution.

A white, curdy precipitate is
produced that is insoluble in nitric
acid but is soluble in a slight excess
of 6N Ammonium hydroxide.

1)98%, 2)94%, 3)95%, 4)96%, 5)9
2%, 6)99% Avg: 96%

GQC/024/F-06/R2

This report is printed by / Printed on EREIIEIEGzGgGE 1°-Apr-2022 14:12.2]

WORKS

REGD.OFF.
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CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

Product Name - : Ranitidine tablets 300mg [14s Alu-Alu Blister] [AUS}.:-" .

Generic Name : Ranitidine Tablets 300 mg

Batch No. : 7710131A AR.No./Date : 40000289362/ 01-Feb-2022
Batch Size : 210526 Nos Sample No. : 1010054

Mfg. Date : 01-2022 ProductCode : 3011771

Exp. Date : 12-2024 Specification No. : 2005550/PRS/R3

Customer - Page 2 of 3

Uniformity of dosage units by weight | Acceptance value is less than or equal to L1:43

variation 15.0

Related substances by UPLC

i) Impurity 1 (Impurity H) Notmore than 0.3% BDL (LOD=0.007%)
ii) Impurity 2 (Impurity C) Not more than 0.3% BDL (LOD=0.007%)
iii) Impurity 3 (Impurity E) Not more than 0.3% BDL (LOD—0.007%)
iv) Impurity 4 (Impurity D) Not more than 0.3% BQL (LOQ=0.032)
v) Largest single unknown impurity | Not more than 0.2% 0.037 %

vi) Total impurities Not more than 2.0% 0.07 %

Assay by HPLC Each film coated tablet contains Ranitidine

Hydrochloride equivalent to Ranitidine

Label claim Limit

Assay in % 300 mg - Not less than 98.0 % and not 1024 %
more than 105.0 %
Assay inmg 300 mg - Not less than 294.0 mg and not 307.2mg

more than 315.0 mg

Related Substances by LC-HRMS

GQC/024/F-06/R2

This report is printed by / Printed on (RN / 19-Apr-2022 14:12.24
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CERTIFICATE OF ANALYSIS : FINISHED PRODUCT

Product Name : Ranitidine tablets 300mg [ 14s Alu-Alu-Blister]. [AUS] -

Generic Name : Ranitidine Tablets 300 mg

Batch No. : 7710131A | A.R.No./Date : 40000289362 / 01-Feb-2022
Batch Size * 210526 Nos Sample No. : 1010054

Mfg. Date : 01-2022 Product Code  : 3011771

Exp. Date - 12-2024 Specification No. : 2005550/PRS/R3
Customer : Page 3 of 3

i) N-Nitrosodimethylamine (NDMA | Not more than 0.3 ppm BDLLODEED)
Impurity)

Microbial limits

i) Total aerobic microbial count Not more than 1000 cfu/g LT 10

ii) Total combined yeast & molds Not more than 100 cfu/g LT 10

count

iii) Escherichia coli Absent/1 g Absent

Conclusion: .The sample complies with above standards as per IH Specifications
Remarks : Refer change control for NDMA impurity test: TC-PYF/2022/011.

Checked by - SR Approved by - SN
Designation : Executive-QA Designation : Sr. Executive - QA
Date : 03-Feb-2022 Date : 03-Feb-2022

Note : This document is produced electronically and is valid without handwritten signature

GQC/024/F-06/R2

This report is printed by / Printed on SEENNNEG |9-Apr-2022 14:12.24

WORKS
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From: eSubmissions
To:
Cc:
Subject: PM-2023-05323-1-1 - ranitidine hydrochloride - Aspen Pharmacare Australia Pty Ltd - 2nd s31
[SEC=OFFICIAL]
Date: Wednesday, 6 March 2024 12:18:57 PM
Attachments: image001.png
image002.png
0016.zip
response.pdf
Importance: High

Good Afternoon,

Please find S31 Response attached and saved to file 2012/021274. The Section 31 Response
event has been completed in Premier.
The docubridge link is: e003296 - (0016)

Kind Regards,

!!mlnlslrallon !I"ICEI’ — Application Entry, Support and Export Section

Prescription Medicines Authorisation Branch | Medicines Regulation Division

Health Products Regulation Group (Therapeutic Goods Administration)
Australian Government Department of Health and Aged Care

E'_@health.gov.au

Lc.>cation: Fairbairn, A.C.T.
PO Box 100, Canberra ACT 2601, Australia

The Department of Health and Aged Care acknowledges First Nations peoples as the Traditional Owners of Country
throughout Australia, and their continuing connection to land, sea and community. We pay our respects to them and
their cultures, and to all Elders both past and present.

From:_@aspenpharmacare.com.au>

Sent: Wednesday, March 6, 2024 11:05 AM

To:_@HeaIth.gov.au>; eSubmissions

<eSubmissions@health.gov.au>; PCS CAT 3 S31 <PCSCAT3S31@health.gov.au>

Cc:_@health.gov.au>

Subject: RE: PM-2023-05323-1-1 - ranitidine hydrochloride - Aspen Pharmacare Australia Pty Ltd
-2nd s31
Importance: High

Confidential

Good Morning [N

How are you?

As promissed — please find attached Aspen’s full response to your S31 request — sequence
0016

I’'m free most of the afternoon if you need to call me to discuss anything
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Have a lovely day

Kind Regards

I | N 5ceic nd Technical Afais |

Aspen Australia

erom: N - <. 0.

Sent: Wednesday, January 31, 2024 1:59 PM

To:_@asoenoharmacare.com.au>
c: R - ..

Subject: [SEC=0OFFICIAL] RE: PM-2023-05323-1-1 - ranitidine hydrochloride - Aspen Pharmacare
Australia Pty Ltd - 2nd s31

oeor SN

As we discussed earlier on the phone, please tighten the release limit for NDMA impurity in the
specifications of both strengths of the drug product.

From the 18 months long-term stability data provided, the maximum observed increase in
NDMA level was at the 12 months timepoint at iR Tor the 150 mg strength and [l ppm
for the 300 mg strength products. Please ensure that any proposed release limit for NDMA (for
instance,- ppm) allows for the maximum observed increase over the proposed shelf-life —i.e.
if the release limit is- ppm, then the allowable increase from release to expiry is- ppm

R o)

With regards to the PI, you have also included other ZANTAC ranitidine products in dosage forms
including effervescent tablets, syrup and injection. However, these additional ZANTAC products
are still suspended indefinitely from the ARTG and are not included in this application. As such,
please update the Pl by deleting these additional products (and any specific reference, as
appropriate). These products can be added to the Pl at a later stage when they are reinstated to
the ARTG.

To ensure the quality aspect of the Pl is maintained, please note that the revised Pl will be
referred for clinical evaluation and further questions may arise.

Please address the above queries in your s31 response.

Kind Regards,

Evaluator - Pharmaceutical Chemistry Variations Section

Scientific Evaluation Branch | Medicines Regulation Division | Health Products Regulation Group
Therapeutic Goods Administration
Australian Government Department of Health and Aged Care

I < th cov au

Location: 160 Ann Street, Brisbane
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PO Box 9848, Brisbane QLD 4001, MDP 116, Australia

The Department of Health and Aged Care acknowledges the traditional owners of country throughout Australia, and their continuing
connection to land, sea and community. We pay our respects to them and their cultures, and to elders both past and present

From: S - < o rmacare com.au>

Sent: Tuesday, January 30, 2024 5:46 PM

To: B (0!~ s@Health gov.au>
Cc:_Webb@health.gov.au>

Subject: RE: PM-2023-05323-1-1 - ranitidine hydrochloride - Aspen Pharmacare Australia Pty Ltd
-2nd s31

REMINDER: Think before you click! This email originated from outside our organisation. Only click links or open
attachments if you recognise the sender and know the content is safe.

Confidential

Good evening I

Thank you so much for your email and | will endevour to have a response to you as soon as

practicable.
Will there be any further questions around the nitrosamines limits proposed for the

finished product?

Many thanks and Kind Regards

N | N ¢ < 1 Techcal A

Aspen Australia

From: N : ...

Sent: Tuesday, January 30, 2024 6:41 PM
To:_@aspenpharmacare.com.au>
Cc:_@health.gov.au>

Subject: [SEC=0OFFICIAL] PM-2023-05323-1-1 - ranitidine hydrochloride - Aspen Pharmacare
Australia Pty Ltd - 2nd s31

Dear Sir/ Madam,

In relation to the products referred to in the submission above and in accordance with
section 31 of the Act, would you please provide the required information as detailed below
by: 26 February 2024

If you believe that the time allowed is inadequate or you have difficulties meeting the due
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date, please contact me as soon as possible.

1.

2.

4.

5.

6.

INFORMATION REQUIRED

Regarding the proposed drug product specifications:

a. Itis noted in the summary of changes provided in the cover letter that both
current identification tests by NIR and HPLC will be retained, in addition to the
proposed TLC and chloride test methods. However, the NIR test method was
not included in the proposed drug product specifications provided for both
strengths. Please clarify this and if necessary, revise the specifications as
appropriate.

b. The proposed limits for total impurities (NMT 2.0%) and specified Impurities
C,D,E and H (each at NMT 0.3%) determined by the proposed UPLC method
are higher than the current BP monograph limits for total impurities (NMT
1.0%) and any single secondary impurities (NMT 0.2%). Please tighten the
proposed limits for total and individual specified impurities (C, D, E and H) in
line with current BP monograph and provide revised specifications and
supporting documents as appropriate.

c. Please provide appropriate cross-validation data that demonstrates the
proposed in-house UPLC method for related substances is superior or at least
equivalent to the test method described in the current BP monograph for
ranitidine tablets.

A cross-validation data may be acquired in accordance with ICH Q1 between
the proposed UPLC and the current BP monograph methods (or current in-
house HPLC method) or by comparative batch analyses between the two
methods on at least three aged batches of the drug product.

Given the drug product manufacturing process at the proposed_ site was
validated only for the proposed- Kg batch size, and NOT for the current 450 Kg
maximum batch size, manufacture of commercial batches of the drug product intended
for supply in Australia can only be carried out on the validated- Kg batch size. Please
update the proposed batch formula document by deleting the current 450 Kg batch size.

It is noted that only expired ranitidine drug products were used as reference materials
in the comparative dissolution profile data provided. Please provide for review recent
certificate of analyses for the expired ranitidine reference materials to ensure the
materials are still of acceptable quality.

Regarding the proposed drug product shelf-life:

a. Both 18 and 24 months shelf-lives are proposed in the cover letter. Please
clarify which of these two is correct and provide the relevant Module 3.2.P.8.1
Stability summary and Module 3.2.P.8.2 Post-Approval Stability
Protocol/Commitment documents to reflect the proposed shelf-life.

Given the history of the product and the fact that only 18 months of long-term
stability data was provided, it is recommended that the proposed shelf-life
reflects the current available 18 months stability data.

b. Please provide for review 0 to 6 months of stability data for each strength of the
drug product stored under accelerated storage conditions in accordance with
ICH guidelines.

The black square with red graphic on the main label depicting the target organ
(stomach) for the drug product is considered unacceptable as it has potential
implications for promotional aspects with regards to suggested efficacy. This is in

accordance with TGA interpretation of Therapeutic Goods (Therapeutic Goods

Advertising Code) Instrument 2021.
Please revise the proposed labels (for products AUST 53323 and 53324) by deleting the

graphic. Please also provide annotated copies of the current labels.
Please update Section 6.4 of the PI to include the precautionary statement “Protect from



Document 6

heat” (or “light”, as appropriate).

Please ensure that the relevant parts of Modules 1 and 3 are updated (if required) to reflect
your response above.

RESPONSE REQUIREMENTS

Please title your response as formatted below:

RESPONSE TO S31 REQUEST PM-2023-05323-1-1-PCE-2, FILE NUMBER
2012/021274, eSubmission identifier e003296.

Please note that failure to label your response appropriately may lead to delays in
processing the submitted response. Our business rules state that if a reply is received
without the s31 Request Number, TGA will not restart the "clock” until five days after
receipt. This extra time is used to match the reply with the correct s31 request.

Adequate timeframe
Please make an assessment of the time involved in replying to this request and, if you

believe that you need more time than that allocated above, raise your concerns with me
immediately.

If you believe now that the time allowed is adequate, but at some stage in the process of
documenting your reply you have difficulties meeting the due date, please contact me as
soon as you are aware of those difficulties.

The time allowed for evaluation of your application will be extended by the time you take
to respond fully to this request. Partial responses will not restart the "clock".

Address for reply

Your response should be sent by email to_@tga.gov.au and also copy to
_@health.gov.au in an electronic format (eCTD) - subject to data size
restrictions, and_@health.gov.au.

If it is not possible to email, please send CD, DVD or USB drive to:

Postal address Or Courier (street address)
S31 Response S31 Response Dossiers
Dossiers (PRESCRIPTION (PRESCRIPTION
MEDICINES) MEDICINES) Records
Records Management Management Therapeutic
Therapeutic Goods Goods Administration
Administration 27 Scherger Drive,

PO Box 100 ACT 2609

Woden ACT 2606 Australia

Australia

Please note that other aspects of the submission are under review and further questions
may arise

Kind Regards,
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Evaluator - Pharmaceutical Chemistry Variations Section
Scientific Evaluation Branch | Medicines Regulation Division | Health Products Regulation Group

Therapeutic Goods Administration
Australian Government Department of Health and Aged Care

I .1 co o

Location: 160 Ann Street, Brisbane
PO Box 9848, Brisbane QLD 4001, MDP 116, Australia

The Department of Health and Aged Care acknowledges the traditional owners of country throughout Australia, and their continuing
connection to land, sea and community. We pay our respects to them and their cultures, and to elders both past and present

"Important: This transmission is intended only for the use of the addressee and may contain
confidential or legally privileged information. If you are not the intended recipient, you are
notified that any use or dissemination of this communication is strictly prohibited. If you receive

this transmission in error please notify the author immediately and delete all copies of this
transmission."



Formulation Unit II - XN

LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 1 of 8

Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets

= Stability ditions: - 25°C = 2°C / 60%RH + 5%RH
Batch No: - 7710087A SFG Code: - 2007863 Sy coRcims ; :

F lation Unit II -
Mfg. Location: - wﬂ > Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - 01/02/2022 Mfg. for: - L Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: - — 47 ]
API source/Batch No. I

Frequency of Testing: -

0.3,6,9, 12, 15.18.21,24 ASL and 36 months

10000424418(CRDE210007)

Period Identification A Related Substances by LC-HRMS
‘ Appearance [by HPLC] [IH] / Dissolution — . -
Tast Identification A i) N-Nitroso dime thylamme (NDMA | sample pulled on | Reference A.R Date of
Impurity) No. Release
White film coated round By HPLC: The retention time of the
Limit tablet, embossed with '150' | major peak in the chromatogram of
on one side and plain on the | the sample preparation corresponds | By UV: Not less than 85 %
other side to that of the major peak in the (Q=80) of the labeled amount Not more than 0.3 ppm NA NA NA
chromatogram of the standard of drug is dissolved in 45
preparation as obtained in the assay. minutes
White film coated round
tablet, embossed with '150' Complies S1:98%.98%.100%. 98%. NA 40000289217 31/01/2022
Initial on one side and plain on the 101%.99%
other side Avg: 99%
White film coated round
tablet, embossed with '150' Complies S1:98%. 93%. 95%. 104%., 02/05/2022 1041972 16/07/2022
03M on one side and plain on the 97%. 98%, Avg.: 97%
other side
White film coated round
tablet, embossed with '150’ Complies S1: 93%, 93%, 93%, 93%, Bl opm 01/08/2022 1072913 03/12/2022
06M on one side and plain on the 93%. 93%, Avg.:93%
other side

GQC/015/F-02/R4




Formulation Unit II - XN LONGTERM STABILITY STUDY COMPILATION DATA Page 2 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C = 2°C / 60%RH + 5%RH

Batch No: - 7710087A SFG Code: - 2007863 Sy coRcims ; :

F lation Unit II -
Mfg. Location: - %ﬂ > Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - 01/02/2022 Mfg. for: - L Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal

Primary Packaging material: -

Frequency of Testing: -

—

0.3,6.9,12.15,18.21.24.ASL and 36 months

API source/Batch No.

10000424418(CRDE210007)

White film coated round
tablet, embossed with '150' Complies S1: 95%, 90%., 96%. 93%. Bl ppm 01/11/2022 1102267 11/03/2023
09M on one side and plain on the 92%. 92%,
other side Avg.:93%
White film coated round S1: 88%, 89%., 92%, 92%,
tablet, embossed with '150' Complies 80%. 95%., B ppm 02/02/2023 1129884 03/05/2023
on one side and plain on the S2: 96%, 95%. 95%.
12M other side 92%., 93%. 98%.
Avg.: 92%
15M NA NA NA Ellppm NA NA NA
White film coated round
18M tablet, embossed with '150' S1:100%, 94%, 83%. 100%,
on one side and plain on the Complies 92%. 97%, =47 g 02/08/2023 1196448 12/09/2023
other side S2: 97%, 99%. 96%. 96%,
94%. 100%,
Avg.: 96%
White film coated round
21IM tablet, embossed with '150' Complies S1: 92%, 94%. 95%. 94%, Bl ppm 02/11/2023 1230275 18/11/2023
on one side and plain on the 89%, 95%
other side Avg.: 93%

GQC/015/F-02/R4
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STABILITY STUDY COMPILATION DATA

Formulation Unit I - EENSEEEE LONGTERM STABILITY STUDY COMPILATION DATA Page 3 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability conditions: - 25°C £2°C/ 60%RH + 5%RH

Batch No: - 7710087A SFG Code: - 2007863 ability conditions ’ ’

F lation Unit IT -
Mfg. Location: - o i ason it Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024

.
Date of incubation: - 01/02/2022 Mfg. for: - . Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: - — 47

API source/Batch No. I

Frequency of Testing: - | 0,3.6.9. 12, 15.18.21.24 ASL and 36 months 10000424418(CRDE210007)

White film coated round

tablet, embossed with '150' S1: 95%. 102%, 95%. 103%.
24M on one side and plain on the Complies 97%, 97%. Avg.: 98% 0.22 ppm 02/02/2024 1263296 05/03/2024
other side
ASL
36M

GQC/015/F-02/R4




sl STABILITY STUDY COMPILATION DATA
Formulation Unit IT - CENSEEEEN LONGTERM STABILITY STUDY COMPILATION DATA Page 4 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability conditions: - 25°C = 2°C/ 60%RH = 5%RH
Batch No: - 7710087A SFG Code: - 2007863 ability conditions ° ’
F lation Unit II -
Mfg. Location: - o i ason it Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
.
Date of incubation: - 01/02/2022 Mfg. for: - . Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: - — 47 ]
API source/Batch No. I
Frequency of Testing: - | 0,3.6.9. 12, 15.18.21.24 ASL and 36 months 10000424418(CRDE210007)
feriod Related substances by UPLC
Sample Reference A.R No. Date of
Tes i) Impurity 1 ii) Impurity 2 iii) Impurity 3 (Impurity | iv) Impurity 4 (Impurity D) | v) Largest single vi) Total pulled on Release
(Impurity H) (Impurity C) E) unknown impurities
impurity
Limit Not more than Not more than Not more than Not more than Not more than Not more than
ot 0.3% 0.3% 0.3% 0.3% 0.2% 2.0% NA NA NA
Initial BDL BDL BDL BDL
[LOD=0.007%] [LOD=0.007%] [LOD = 0.007%] [LOD =0.011%] 0.036 % 0.067 % NA 40000289217 31/01/2022
03M BDL BDL BDL BDL BQL BQL
[LOD=0.007%] [LOD=0.007%] [LOD = 0.007%] [LOD =0.011%)] [LOQ =0.020%] 02/05/2022 1041972 16/07/2022
06M BDL BDL BDL BDL BQL BQL
[LOD=0.007%] [LOD=0.007%] [LOD = 0.007%] [LOD =0.011%] [LOQ =0.020%] 01/08/2022 1072913 03/12/2022
09M BDL BQL BDL BDL BQL BQL
[LOD=0.007%] [LOQ=0.020%] [LOD = 0.007%] [LOD =0.011%)] [LOQ =0.020%] 01/11/2022 1102267 11/03/2023
12M BDL BQL BQL BDL
[LOD=0.007%] [LOQ=0.020%] [LOQ = 0.020%] [LOD =0.011%] 0.041% 0.10% 02/02/2023 1129884 03/05/2023
15M NA NA NA NA NA NA NA NA NA
18M BDL BQL BDL BDL 0.02% 0.04% 02/08/2023 1196448 12/09/2023
[LOD=0.007%] [LOQ=0.020%] [LOD =0.007%] [LOD =0.011%]
BDL BDL BDL BDL
2IM | [LOD =0.007 %] | [LOD =0.007 %] [LOD = 0.007 %] [LOD =0.011 %] 0.03 % 0.03 % 02/11/2023 1230275 18/11/2023
24M BDL BQL BDL BDL BQL
[LOD = 0.007 %] [LOQ=0.020%] [LOD =0.007%] [LOD =0.011%] [LOQ =0.020%] BQL 02/02/2024 1263296 05/03/2024

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit I - EENSEEEE LONGTERM STABILITY STUDY COMPILATION DATA Page 5 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C £2°C/ 60%RH + 5%RH

Batch No: - 7710087A SFG Code: - 2007863 ability conditions ’ ’

F lation Unit II -
Mfg. Location: - o i ason it Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024

I
Date of incubation: - 01/02/2022 Mfg. for: - . Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: - — 47 ]

API source/Batch No. I

Frequency of Testing: - | 0,3,6,9, 12, 15,18.21,24,ASL and 36 months

10000424418(CRDE210007)

ASL

36M

GQC/015/F-02/R4




\— STABILITY STUDY COMPILATION DATA
Formulation Unit IT - CENSEEEEN LONGTERM STABILITY STUDY COMPILATION DATA Page 6 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability conditions: - 25°C £2°C/ 60%RH + 5%RH

Batch No: - 7710087A SFG Code: - 2007863 ability conditions ’ ’

F lation Unit IT -
Mfg. Location: - o i ason it Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024

.
Date of incubation: - 01/02/2022 Mfg. for: - . Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: - — 47

API source/Batch No. I

Frequency of Testing: - | 0,3.6.9. 12, 15.18.21.24 ASL and 36 months 10000424418(CRDE210007)

Period Microbial limits Assay by HPLC
¢ i) Total aerobic microbial | Each film coated iii) Escherichia coli Sample pulled Refere!lce Date of Release
Testy count tablet contains Each film coated tablet contains Ranitidine Hydrochloride on AR No.
Ranitidine equivalent to Ranitidine
Hydrochloride
equivalent to
Ranitidine
150 mg - Not less than 150 mg - Not less NA
Not more than 100 Absent/g 95.0 % and not more than NA NA
Limit Not more than 1000 cfu/g than 105.0 % 142.5 mg and not
cfu/g
more
than 157.5 mg
Initial LT 10cfu/g LT 10cfu/g Absent/g 99.9% 149.8mg NA 40000289217 31/01/2022
03M NA NA NA 100.6% 151.0mg 02/05/2022 1041972 16/07/2022
06M LT 10cfu/g LT 10cfu/g Absent/g 99.8% 149.7mg 01/08/2022 1072913 03/12/2022
09M NA NA NA 100.4% 150.6mg 01/11/2022 1102267 11/03/2023
12M LT 10cfu/g LT 10cfu/g Absent/g 98.6% 148.0mg 02/02/2023 1129884 03/05/2023
15M NA NA NA NA NA NA NA NA
18M NA NA NA 98.9% 148.4mg 02/08/2023 1196448 12/09/2023
21IM NA NA NA 100.0 % 150.0 mg 02/11/2023 1230275 18/11/2023
24M LT 10cfu/g LT 10cfu/g Absent/g 102.1% 153.2mg 02/02/2024 1263296 05/03/2024
ASL
36M

Note: NA-Not Applicable. M-month. 15M NDMA Analysis performed from FG stock which was stored in 15°C to 25°C.

GQC/015/F-02/R4




Document 6
STABILITY STUDY COMPILATION DATA

Formulation Unit IT - CENSEEEEN LONGTERM STABILITY STUDY COMPILATION DATA Page 7 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets

= Stability conditions: - 25°C = 2°C / 60%RH + 5%RH
Batch No: - 7710087A SFG Code: - 2007863 ability conditions ’ ’

F lation Unit IT -
Mfg. Location: - %ﬂ W Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - 01/02/2022 Mfg. for: - . Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: | — 47 ]
API source/Batch No. I
Frequency of Testing: - | 0,3.6.9. 12, 15.18.21.24 ASL and 36 months 10000424418(CRDE210007)
Remarks:

Note 1: Initial to 12M results updated from 7710087A protocol no: TAB/MST/21/435/R2. 15M NDMA result updated from FG stock analysis. From 18M onwards stability incubation and

analysis has been resumed as per protocol TAB/PYF/005/23/00.

Note 2: Refer OOT.No: PYF/O0T/2023/0206 18M Interval.

Note 3: PYF/DR/2024/035 for 24M.

Review Checkpoints:

If any OOS/OOT is recorded, investigation and disposition action is

1 completed. M Yes X No XINA

(OOS/O0T reference No.:PYF/OO0T/2023/0206)

If confirmed OOS/OOT, the following action (s) is recommended
e Change in specification limit Yes X1 No M NA

2 e Shelf-life reduction Yes XINo M NA
e Any Other Action-( Specify if yes, add attachment if necessary) Yes XINo M NA

(If yes, Reference CC or CAPA No.: - NA

If any deviation is recorded, Deviation reference No.: PYF/DR/2024/035 for

3 24M.
Remarks (if any): Nil
4 Shelf-life extension is recommended Yes X No M NA

(If yes, Reference CC No.: - NA)

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit I - EENSEEEE LONGTERM STABILITY STUDY COMPILATION DATA Page 8 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability conditions: - 25°C £2°C/ 60%RH + 5%RH

Batch No: - 7710087A SFG Code: - 2007863 ability conditions ’ ’

F lation Unit II -
Mfg. Location: - o i ason it Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024

.
Date of incubation: - 01/02/2022 Mfg. for: - . Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging material: - — 47

API source/Batch No. I

Frequency of Testing: - | 0,3.6.9. 12, 15.18.21.24 ASL and 36 months 10000424418(CRDE210007)

Conclusion: - The product complies / dees-not-cemply with the specification till the time stability study is conducted/ shelf life of the product.

Comment (if any): Nil

GQC/015/F-02/R4



Document 6
STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 1 of 7
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
g TV aqs . 50 + 20 0, + 59
Batch No: - 7710088A SFG Code: - 2007863 R o e
Mfg. Location: - Formulation Unit II - kiGN Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mifg. for: - L Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Eximary Packaging — gar
material: - API source/Batch No.
10000424418(CRDE210007
Frequency of Testing: - | 0.3,6,9.12, 15,18.21,.24, ASLand 36 months — ( )

Period Identification A Related Substances by LC-
¢ Appearance [by HPLC] [IH] / Dissolution HRMS
Test Identification A i) N-Nitroso dimethylamine Sample pulled on Reference A.R Date of
(NDMA Impurity) No. Release
White film coated By HPLC: The retention time of the By UV: Not less than 85
Limit round tablet, major peak in the chromatogram of the | % (Q=80) of the labeled Not more than 0.3 ppm
embossed with '150' sample preparation corresponds to that amount of drug is NA NA NA
on one side and plain | of the major peak in the chromatogram | dissolved in 45 minutes
on the other side of the standard preparation as obtained in
the assay.
White film coated
round tablet, Complies S1:99%. 93%. 98%, BDL NA 40000289227 31/01/2022
Initial embossed with '150' 98%,94%. 100% (LoD=iilirpm)
on one side and plain Avg:97%
on the other side
White film coated
round tablet, Complies S1: 102%. 96%. 96%. BQL 02/05/2022 1041975 16/07/2022
03M embossed with '150' 95%. 101%., 102%, (LOoQ=lllrpm)
on one side and plain Avg.: 99%
on the other side
White film coated
round tablet, Complies S1: 97%, 97%. 100%, Bl rpm 01/08/2022 1072916 07/10/2022
06M embossed with '150' 98%. 98%. 98%,
on one side and plain Avg.:98%
on the other side

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 2 of 7
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Tifv sgs . 5°C + 2° 0, + 59
Batch No: - 7710088A SFG Code: - 2007863 R o e
Mfg. Location: - Formulation Unit II - kiGN Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mifg. for: - L Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Eximary Packaging — gar
material: - API source/Batch No.
/ 10000424418(CRDE210007
Frequency of Testing: - | 0.3,6,9.12, 15,18.21,.24, ASLand 36 months — ( )
White film coated
round tablet, Complies S1: 97%, 97%., 95%, Bl ppm 01/11/2022 1102269 31/01/2023
09M embossed with '150' 97%. 90%. 95%,
on one side and plain Avg.:95%
on the other side
White film coated
round tablet, Complies S1: 98%. 94%. 91%. Bl ppm 02/02/2023 1129885 05/05/2023
embossed with '150' 98%., 92%, 88%.
12M on one side and plain Avg.:94%
on the other side
15M NA NA NA Bl ppm NA NA NA
White film coated
18M round tablet, S1: 96%. 96%., 97%,
embossed with '150' Complies 99%. 93%, 102%, Avg.: Bl ppm 02/08/2023 1196449 12/09/2023
on one side and plain 97%
on the other side
White film coated
round tablet, S1: 92%. 94%., 95%.
2IM embossed with '150' Complies 94%, 89%, 95% Bl ppm 02/11/2023 1230275 18/11/2023
on one side and plain Avg.: 93%
on the other side
White film coated
24M round tablet, S1: 97%, 98%. 100%.
embossed with '150' Complies 98%. 95%. %. 0.20 ppm 03/02/2024 1263297 05/03/2024
on one side and plain Avg.: 98%
on the other side

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA

Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 3 of 7
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets

g e itions: - 50C + 20 o L 50
Batch No: - 7710088A SFG Code: - 2007863 Stability conditions 23°C £ 2°C/ 60%RH = S%RH
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - = Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
materiats | — o
material: - API source/Batch No.

Frequency of Testing: - | 0,3.6.9,12,15,18.21,24, ASLand 36 months

I 10000424418(CRDE210007)

36M

ASL

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA

Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 4 of 7

Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets

= Stability conditions: - 25°C £ 2°C / 60%RH + 5%RH

Batch No: - 7710088A SFG Code: - 2007863 ability conditions ° °

Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024

Date of incubation: - | 01/02/2022 Mfg. for: - = Market: - RSA

Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00

Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal

Primary Packaging — sy
material: - API source/Batch No.

/ 10000424418(CRDE210007
Frequency of Testing: - | 0,3,6,9.12,15,18.21,24 ASLand 36 months L ( )
Period Related substances by UPLC
¢ Sample Reference A.R
Test i) Impurity 1 ii) Impurity 2 iii) Impurity 3 iv) Impurity 4 v) Largest single vi) Total pulled on No. Date of Release
(Impurity H) (Impurity C) (Impurity E) (Impurity D) unknown impurity impurities
Limit Not more than Not more than 0.3% Not more than Not more than Not more than Not more than
fm 0.3% ot mote fhan ©.57 0.3% 0.3% 0.2% 2.0% NA NA NA

Initial BDL BDL BDL BQL 0.032 % 0.062%

[LOD=0.007%] [LOD=0.007%] [LOD=0.007%] [LOQ =0.032%)] NA 40000289227 31/01/2022
03M BDL BDL BDL BDL BQL BQL

[LOD=0.007%] [LOD=0.007%] [LOD=0.007%] [LOD =0.011%)] [LOQ = 0.020%)] 02/05/2022 1041975 16/07/2022
06M BDL BDL BDL BDL BQL BQL

[LOD=0.007%] [LOD=0.007%] [LOD=0.007%] [LOD =0.011%)] [LOQ = 0.020%)] 01/08/2022 1072916 07/10/2022
09M BDL BQL BDL BDL BQL BQL

[LOD=0.007%] [LOQ=0.020%] [LOD=0.007%] [LOD =0.011%)] [LOQ = 0.020%] 01/11/2022 1102269 31/01/2023
12M BDL BQL BQL BDL 0.040% 0.09%

[LOD=0.007%] [LOQ=0.020%] [LOQ=0.020%] [LOD =0.011%)] 02/02/2023 1129885 05/05/2023
15M NA NA NA NA NA NA NA NA NA
18M BDL BQL BDL BDL

[LOD=0.007%] [LOQ=0.020%] [LOD=0.007%] [LOD =0.011%)] 0.02% 0.02% 02/08/2023 1196449 12/09/2023

BDL BDL BDL BDL

2IM [LOD = 0.007 %] [LOD =0.007 %] [LOD =0.007 %] [LOD =0.011 %] 0.03% 0.03% 01/11/2023 1230275 18/11/2023
BDL BQL BDL BDL BQL

24M [LOD=0.007%] [LOQ=0.020%)] [LOD=0.007%] [LOD =0.011%)] [LOQ = 0.020%)] BQL 03/02/2024 1263297 05/03/2024

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA

Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 5 of 7
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets

g . itions: - 59C 4 20 O4RH < 5°
Batch No: - 7710088A SFG Code: - 2007863 Stability conditions 23°C £ 2°C/ 60%RH = S%RH
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - = Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging — sy

material: -

Frequency of Testing: - | 0,3.6.9,12,15,18.21,24, ASLand 36 months

API source/Batch No.

I/ 10000424418(CRDE210007)

36M

GQC/015/F-02/R4




Formulation Unit II -

LONGTERM STABILITY STUDY COMPILATION DATA

STABILITY STUDY COMPILATION DATA

Document 6

Page 6 of 7

Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets

g iges sgs - 5°C £ 2° 0 + 59
Batch No: - 7710088A SFG Code: - 2007863 Stability conditions 23°C £ 2°C/ 60%RH = S%RH
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - = Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging — sy
material: - API source/Batch No.

/ 10000424418(CRDE210007

Frequency of Testing: - | 0,3,6,9.12,15,18.21,24 ASLand 36 months L ( )

Period Microbial limits Assay by HPLC
¢ i) Total aerobic ii) Total combined yeast & iii) Escherichia coli Each film coated tablet contains Ranitidine Sample pulled Reference A.R No. Date of
Testy microbial count molds count Hydrochloride equivalent to Ranitidine on Release
150 mg - Not less than 150 mg - Not less than
Limit Not more than 1000 Not more than 100 cf/g Absent/g 95.0 % and not more 142.5 mg ?llld not NA NA NA
cfu/g than 105.0 % more
than 157.5 mg

Initial LT 10cfu/g LT 10cfu/g Absent/g 100.7% 151.1mg NA 40000289227 31/01/2022
03M NA NA NA 101.5% 152.2mg 02/05/2022 1041975 16/07/2022
06M LT 10cfw/g LT 10cfw/g Absent/g 98.8% 148.2mg 01/08/2022 1072916 07/10/2022
09M NA NA NA 99.1% 148.7mg 01/11/2022 1102269 31/01/2023
12M LT 10cfw/g LT 10cfw/g Absent/g 99.3% 148.9mg 02/02/2023 1129885 05/05/2023
15M NA NA NA NA NA NA NA NA
18M NA NA NA 99.9% 149.8mg 02/08/2023 1196449 12/09/2023
21M NA NA NA 100.0 % 150.0 mg 01/11/2023 1230275 18/11/2023
24M LT 10cfw/g LT 10cfw/g Absent/g 101.4 % 152.2mg 03/02/2024 1263297 05/03/2024
ASL
36M

NA-Not Applicable. M-month. 15M NDMA Analysis performed from FG stock which was stored in 15°C to 25°C.
Remarks:

Notel: Initial to 12M results updated from 7710088 A protocol no: TAB/MST/21/454/R2. 15M NDMA result updated from FG stock analysis. From 18M onwards stability incubation and analysis

has been resumed as per protocol TAB/PYF/005/23/00.
Note 2: Reference deviation no: PYF/DR/2024/035 for 24M

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA

Formulation Unit IT - RSN LONGTERM STABILITY STUDY COMPILATION DATA Page 7 of 7
Product: - Ramtldlne Tablets 150 mg Batch size: - 421052 Tablets

g Vi fer 24 - 50 + 70, 0, + 50
Batch No: - 7710088A SFG Code: - 2007863 Stability conditions 23°C £ 2°C/ 60%RH = S%RH
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - = Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
materiats | — o
material: - API source/Batch No.

Frequency of Testing: - | 0,3.6.9,12,15,18.21,24, ASLand 36 months

I 10000424418(CRDE210007)

Review Checkpoints:

If any OOS/OOT is recorded, investigation and disposition action is completed
! (OOg/OOT reference No.: NA) i ’ ’ Yes B No FINA
If confirmed OOS/OOT, the following action (s) is recommended
e Change in specification limit Yes X No M NA
2 e Shelf-life reduction Yes XI No M NA
e Any Other Action-( Specify if yes, add attachment if necessary) Yes X No ¥ NA
(If yes, Reference CC or CAPA No.: - NA
3 If any deviation is recorded, Deviation reference No.: PYF/DR/2024/035 for 24M
Remarks (if any): Nil
4 Shelf-life extension is recommended Yes X No ¥ NA
(If yes, Reference CC No.: - NA)

Conclusion: - The product complies / deesnet-ecemply with the specification till the time stability study is conducted/ shelf life of the product.

Comment (if any): Nil

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 1 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C + 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 BTy concilons i i
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - e | Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 47
material: - API source/Batch No. | |} 10000424418(CRDE210007)

Frequency of Testing: -

0.3.6.9,12,15.18.21.24,36 and ASL months

10000424419 (CRDE210008)

Period Identification A Related Substances by LC-HRMS
¢ Appearance [by HPLC] [IH] / Dissolution - — - -
Tegt Identification A i) N-Nitroso d““““‘?"““““" Sample pulled on Reference A.R Date of Release
(NDMA Impurity) No.
White film coated round | By HPLC: The retention time of By UV: Not less
Limit tablet, embossed with the major peak in the than 85 % (Q=80) Not more than 0.3 ppm
'150" on one side and chromatogram of the sample of the labeled NA NA NA
plain on the other side preparation corresponds to that of amount of drug is
the major peak in the dissolved in 45
chromatogram of the standard minutes
preparation as obtained in the
assay.
White film coated round S1:103%., 99%.
tablet, embossed with Complies 96%. 100%, 96%, NA 40000289234 31/01/2022
Initial '150" on one side and 98% Avg:99%
plain on the other side
White film coated round S1: 93%, 91%, B2l ppm
tablet, embossed with Complies 93%. 02/05/2022 1041978 19/07/2022
03M '150" on one side and 102%, 92%, 98%.
plain on the other side Avg: 95%
White film coated round S1: 95%, 92%, Eallppm 01/08/2022 1072919 07/10/2022
tablet, embossed with Complies 96%.
06M '150' on one side and 95%, 95%, 93%,
plain on the other side Avg.:
94%

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 2 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C + 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 ah{y concilons i i
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - e | Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 47
material: - API source/Batch No. | |} 10000424418(CRDE210007)
Frequency of Testing: - | 0.3.6.9, 12, 15.18.21,.24,36 and ASL months 10000424419 (CRDE210008)
White film coated round S1: 93%, 98%, Elirpm 01/11/2022 1102271 01/02/2023
tablet. embossed with Complies 99%.
09M '150' on one side and 98%. 94%, 98%.
plain on the other side Ave.:97%
White film coated round S1: 94%, 92%, o 02/02/2023 1129888 05/05/2023
tablet, embossed with Complies 101%,
'150' on one side and 85%. 101%, 101%.
12M plain on the other side Avg.: 96%
15M NA NA NA Bl ppm NA NA NA
White film coated round S1: 104%. 99%,
18M tablet, embossed with 99%, 95%, 94%, Elopm 02/08/2023 1196450 12/09/2023
'150' on one side and Complies 104%, Avg.: 99%
plain on the other side
21IM White film coated round
tablet, embossed with Complies S1: 96%., 95%.
'150' on one side and 93%, 92%, 93%, B ppm 01/11/2023 1230278 18/11/2023
plain on the other side 95%
Avg.: 94%
White film coated round
tablet, embossed with S1: 99%. 95%.
24M '150" on one side and Complies 94%. 97%, 95%. 0.24 ppm 02/02/2024 1263298 05/03/2024
plain on the other side 97%
. Avg.: 96%
ASL

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 3 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C £+ 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 abilify conditions ° °
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - - Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 4
material: - API source/Batch No. | |} 10000424418(CRDE210007)

Frequency of Testing:

-10,3,6,9,12,15.18.21.24,36 and ASL months

10000424419 (CRDE210008)

36

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 4 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability conditions: - | 25°C = 2°C / 60%RH = 5%RH
Batch No: - 7710089A SFG Code: - 2007863 ability conditions ° °
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - - Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 4
material: - API source/Batch No. | |} 10000424418(CRDE210007)
Frequency of Testing: - | 0.3, 6.9, 12, 15.18.21.24.36 and ASL months 10000424419 (CRDE210008)
feriod Related substances by UPLC
Sample pulled on Reference A.R No. Date of
Tes i) Impurity 1 ii) Impurity 2 iii) Impurity 3 iv) Impurity 4 v) Largest vi) Total Release
(Impurity H) (Impurity C) (Impurity E) (Impurity D) single impurities
unknown
impurity
Not more than Not more than Not more than Not more than
PR . 0 - 0,
Limit | Not more than 0.3% | Not more than 0.3% 0.3% 0.3% 0% 20% NA NA NA
Initial BDL BDL BDL BQL 0.034 % 0.067 %
[LOD = 0.007%] [LOD = 0.007%] [LOD = 0.007%] [LOQ = 0.032%] NA 40000289234 31/01/2022
03M BDL BDL BDL BDL BQL BQL
[LOD =0.007%] [LOD =0.007%] [LOD =0.007%] [LOD =0.011%)] [LOQ= 02/05/2022 1041978 19/07/2022
0.020%]
06M BDL BDL BDL BDL BQL BQL 01/08/2022 1072919 07/10/2022
[LOD =0.007%] [LOD =0.007%] [LOD =0.007%] [LOD =0.011%] [LOQ=
0.020%]
09M BDL BQL BDL BDL BQL BQL 01/11/2022 1102271 01/02/2023
[LOD = 0.007%] [LOQ =0.020%)] [LOD = 0.007%] [LOD =0.011%)] [LOQ=
0.020%]
12M BDL BQL BQL BDL 02/02/2023 1129888 05/05/2023
[LOD =0.007%] [LOQ =0.020%)] [LOQ =0.020%] [LOD =0.011%] 0.043 % 0.10 %
15M NA NA NA NA NA NA NA NA NA
18M BDL BQL BDL BDL
[LOD = 0.007%] [LOQ =0.020%)] [LOD = 0.007%] [LOD =0.011%] 0.02% 0.04% 02/08/2023 1196450 12/09/2023
2IM BDL BQL BDL BDL
[LOD = 0.007 %] (LOQ=0.020%) [LOD =0.007 %] [LOD =0.011 %] 0.03 % 0.03 % 01/11/2023 1230278 18/11/2023

GQC/015/F-02/R4




Formulation Unit II -

STABILITY STUDY COMPILATION DATA

LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 5 of 8

Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C £+ 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 ability conditions ° °
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - - Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 4
material: - API source/Batch No. | |} 10000424418(CRDE210007)

Frequency of Testing: -

0,3.6.9,12,15.18.21.24.36 and ASL months

10000424419 (CRDE210008)

BDL BDL BDL BQL
24M | [LOD=0.007%] |BQL(LOQ=0.020%) | [LOD=0.007 %] | (LOD=0.011%) | (LOQ=0.020%) BQL 02/02/2024 1263298 05/03/2024

ASL

36M

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 6 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C £+ 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 ability conditions ° °
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - - Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 4
material: - API source/Batch No. | |} 10000424418(CRDE210007)

Frequency of Testing: -

0,3.6.9,12,15.18.21.24.36 and ASL months

10000424419 (CRDE210008)

Period Microbial limits Assay by HPLC
¢ i) Total aerobic ii) Total combined iii) Escherichia Each film coated tablet contains Ranitidine Sample pulled Refere!lce AR Date of Release
Test microbial count yeast & molds count coli Hydrochloride equivalent to Ranitidine on No.
150 mg - Not less than 150 mg - Not less than
Limit Not 1110r%31a11 1000 Not mo?u;[han 100 Absent/g 95.0 % and not more 142.5 mg and not more NA NA NA
cwg cwe than 105.0 % than 157.5 mg

Initial LT 10 cfu/g LT 10 cfu/g Absent/g 101.1 % 151.6 mg NA 40000289234 31/01/2022
03M NA NA NA 99.9 % 149.8 mg 02/05/2022 1041978 19/07/2022
06M LT 10 cfi/g LT 10 cfi/g Absent/g 101.7 % 152.5 mg 01/08/2022 1072919 07/10/2022
09M NA NA NA 100.4 % 150.7 mg 01/11/2022 1102271 01/02/2023
12M LT 10 cfw/g LT 10 cfu/g Absent/g 98.4 % 147.6 mg 02/02/2023 1129888 05/05/2023
15M NA NA NA NA NA NA NA NA
18M NA NA NA 102.2% 153.3mg 02/08/2023 1196450 12/09/2023
21M NA NA NA 102.6 % 154.0 mg 01/11/2023 1230278 18/11/2023
24M LT 10 cfu/g LT 10 cfu/g Absent/g 102.5% 153.8mg 02/02/2024 1263298 05/03/2024
36M
ASL

Note: NA-Not Applicable. M-month. 15M NDMA Analysis performed from FG stock which was stored in 15°C to 25°C.

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 7 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C £+ 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 ability conditions ° °
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - - Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 4
material: - API source/Batch No. | |} 10000424418(CRDE210007)

Frequency of Testing: -

0,3.6.9,12,15.18.21.24.36 and ASL months

10000424419 (CRDE210008)

Remarks:
Initial to 12M results updated from 7710089A protocol no: TAB/MST/21/455/R2. 15M NDMA result updated from FG stock analysis. From 18M onwards stability incubation and

L.

analysis has been resumed as per protocol TAB/PYF/005/23/00.
21M analysis shall be performed for data generation as per customer request.
Reference Deviation no: PYF/DR/2024/035 for 24M

Review Checkpoints:

1

If any OOS/OOT is recorded, investigation and disposition action is completed
(OOS/0O0T reference No.: NA)

Yes XI No M NA

If confirmed OOS/OOT, the following action (s) is recommended

e Change in specification limit

X Yes XINo ¥ NA

e Shelf-life reduction

X Yes X No M NA

e Any Other Action-( Specify if yes, add attachment if necessary)

X Yes X No M NA

(If yes, Reference CC or CAPA No.: - NA

If any deviation is recorded, Deviation reference No.: PYF/DR/2024/035 for 24M
Remarks (if any): Nil

Shelf-life extension is recommended

X Yes X No M NA

(If yes, Reference CC No.: - NA)

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II - LONGTERM STABILITY STUDY COMPILATION DATA Page 8 of 8
Product: - Ranitidine Tablets 150 mg Batch size: - 421052 Tablets
= Stability ditions: - 25°C £+ 2°C / 60%RH + 5%RH
Batch No: - 7710089A SFG Code: - 2007863 ability conditions ° °
Mfg. Location: - Formulation Unit II - ARGz Mfg. Date: - Dec-2021 Exp. Date:- Nov-2024
Date of incubation: - | 01/02/2022 Mfg. for: - - Market: - RSA
Specification No: - 2007863/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/005/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging a7 ]
: 4
material: - API source/Batch No. | |} 10000424418(CRDE210007)

Frequency of Testing: -

0,3.6.9,12,15.18.21.24.36 and ASL months

10000424419 (CRDE210008)

Conclusion: - The product complies / dees-net-eemply with the specification till the time stability study is conducted/ shelf life of the product.

Comment (if any): Nil

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit I - CANENEEGzG LONGTERM STABILITY STUDY COMPILATION DATA Page 1 of 7
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: " - . "
Batch No: - 7710129A SFG Code: - 2007869 - 2P 2R SR £ 3R
Mfg. Location: - Formulation Unit II - (LSS Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
- e Packagilg | r.162mm-250PA/S0Al60PVC (1046201), Plain Alu. Foil-160/0.025mm-TOTAL 75GSM (1046203) s47 ]
material: - API source/Batch _
EL::‘I';;"“ of 0,3.6.9, 12, 15.18.21.24.ASL and 36 months ho. 10000424418(CRDE210007)
Period Identification A Related Substances by
¢ Appearance [by HPLC] [IH] / Dissolution LC-HRMS
Test Identification A i) N-Nitroso Sample pulled Reference A.R No. Date of Release
dimethylamine (NDMA on
Impurity)
White film coated oblong | By HPLC: The retention time of the major | By UV: Not less than 85 %
Limit | tablet, embossed with '300' | peak in the chromatogram of the sample (Q=80) of the labeled Not more than 0.3 ppm
on one side and plain on preparation corresponds to that of the amount of drug is dissolved NA NA NA
the other side. major peak in the chromatogram of the in 45 minutes
standard preparation as obtained in the
assay.
White film coated oblong 91%. 92%., 97%. 96%. B ) NA 40000289284 03/02/2022
tablet, embossed with '300' Complies 97%., 98% AVG: 95%
Initial on one side and plain on
the other side.
White film coated oblong S1: 88%, 99%. 88%.88%.
tablet, embossed with '300’ Complies 89%. 88%. Avg.:90% * 03/05/2022 1042422 15/09/2022
03M on one side and plain on
the other side.
White film coated oblong S1: 96%, 95%. 92%.96%.
tablet, embossed with '300' Complies 95%. 96%, Avg.:95% Bl ppm 03/08/2022 1073479 03/12/2022
06M on one side and plain on
the other side.
White film coated oblong S1: 82%. 93%. 86%. 84%, 03/11/2022 1102720 01/02/2023
tablet, embossed with '300' Complies 93%, 93%, S2: 84%. 82%, Bl ppm
09M on one side and plain on 93%, 87%, 87%. 95%.
the other side. Avg.: 88%

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit I - CANENEEGzG LONGTERM STABILITY STUDY COMPILATION DATA Page 2 of 7
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions:
= ‘ 25°C £ 2°C / 60%RH = 5%RH
Batch No: - 7710129A SFG Code: - 2007869 . - . ’
Mfg. Location: - Formulation Unit II - (LSS Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
; s4r | o
material: - API source/Batch _
Fr 7 of No.
leg';;f"-“ 0 0,3.6.9, 12, 15.18.21.24.ASL and 36 months . 10000424418(CRDE210007)
White film coated oblong S1: 90%. 99%. 92%. 94%, 03/02/2023 1130424 05/05/2023
12M tablet, embossed with '300' Complies 97%. 83%, S2: 94%., 95%., Bl ppm
on one side and plain on 95%. 98%, 92%. 99%,
the other side. Avg.: 94%
15M NA NA NA Bl ppm NA NA NA
White film coated oblong S1: 98%., 97%, 97%, 95%.,
18M tablet, embossed with '300' 97%., 86%, Avg.: 95%
on one side and plain on Complies Bl ppm 03/08/2023 1196443 12/09/2023
the other side.
21M White film coated oblong S1: 98%., 95%, 98%.
tablet, embossed with '300' 90%, 92%, 91%, Avg.: Bl ppm
on one side and plain on Complies 94%, 03/11/2023 1230300 18/11/2023
the other side.
24M White film coated oblong
tablet, embossed with '300' Complies S1: 93%, 92%. 99%. 100%. Bl ppm@ 03/02/2024 1263300 NA
on one side and plain on 89%. %. Avg.: 94%
the other side.
ASL
36M

GQC/015/F-02/R4




Formulation Unit II -

STABILITY STUDY COMPILATION DATA

LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 3 of 7

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions:
= : 25°C = 2°C / 60%RH + 5%RH
Batch No: - 7710129A SFG Code: - 2007869 - ’ ’
Mfg. Location: - Formulation Unit II - LU Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
; .| .
material: - API source/Batch _
Fr rof No.
T::g:;‘_"-‘ 0 0.3.6.9,12, 15.18.21.24.ASL and 36 months 0 10000424418(CRDE210007)
Related substances by UPLC
Period Sample pulled | Reference A.R Date of Release
¢ i) Impurity 1 ii) Impurity 2 iii) Impurity 3 iv) Impurity 4 v) Largest single vi) Total on No.
Test (Impurity H) (Impurity C) (Impurity E) (Impurity D) unknown impurity impurities
Not more than Not more than Not more than Not more than 2.0%
Limit Not more than Not more than 0.3% 0.3% 0.2% NA NA NA
0.3% 0.3%
Initial BDL BDL BDL BQL NA 40000289284 03/02/2022
[LOD =0.007%] | [LOD=0.007%] | [LOD =0.007%] | [LOQ =0.032%] 0.0338% 0.0658%
03M BDL BDL BDL BDL
[LOD =0.007%] | [LOD=0.007%] | [LOD =0.007%] | [LOD =0.011%)] 0.024% 0.02% 03/05/2022 1042422 15/09/2022
06M BDL BDL BDL BDL
[LOD =0.007%] | [LOD =0.007%] | [LOD =0.007%] | [LOD =0.011%] 0.041% 0.066% 03/08/2022 1073479 03/12/2022
09M BDL BQL BDL BDL BQL
[LOD =0.007%] | [LOQ=0.020%] | [LOD =0.007%] | [LOD =0.011%)] [LOQ = 0.020%)] BQL 03/11/2022 1102720 01/02/2023

GQC/015/F-02/R4




Formulation Unit II -

STABILITY STUDY COMPILATION DATA
LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 4 of 7

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions:
= ’ 25°C £ 2°C / 60%RH + 5%RH
Batch No: - 7710129A SFG Code: - 2007869 - ’ ’
Mfg. Location: - Formulation Unit II - LU Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
; .| .
material: - API source/Batch _
Fr 7 of No.
T::g‘;;‘_“-‘ 0 0.3.6.9,12, 15.18.21.24.ASL and 36 months 0 10000424418(CRDE210007)
12M BDL BQL BDL BDL 03/02/2023 1130424 05/05/2023
[LOD =0.007%] | [LOQ=0.020%] | [LOD =0.007%] | [LOD =0.011%)] 0.043 % 0.10 %
15M NA NA NA NA NA NA
NA NA NA
18M BDL BQL BDL BDL 0.1% 0.1 % 03/08/2023 1196443 12/09/2023
[LOD =0.007 %] | [LOQ=0.020 %] | [LOD =0.007 %] | [LOD =0.011 %]
2IM BDL BQL BDL BDL
[LOD =0.007 %] (LOQ=0.020%) | [LOD=10.007%] | [LOD=0.011 %] 0.03 % 0.03 % 03/11/2023 1230300 18/11/2023
24M BDL BQL BDL BDL BQL
[LOD =0.007 %] (LOQ=0.020%) | [LOD=10.007%] | [LOD=0.011 %] [LOQ =0.020%] BQL 03/02/2024 1263300 NA
ASL
36M

GQC/015/F-02/R4




Formulation Unit II -

STABILITY STUDY COMPILATION DATA
LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 5 of 7

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: o o
Batch No: - 7710129A SFG Code: - 2007869 - 25°C = 2°C/ 60%RH * 5%RH
Mfg. Location: - Formulation Unit II - LU Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
material: - .| AP source/Batch =
i::z‘;;"“ of 0.3.6.9,12, 15.18.21.24.ASL and 36 months No. 10000424418(CRDE210007)
Period Microbial limits Assay by HPLC
v i) Total aerobic ii) Total combined yeast & iii) Escherichia coli Each film coated tablet contains Ranitidine Sample pulled | Reference AR | Date of Release
Test —p  microbial count molds count Hydrochloride equivalent to Ranitidine on No.
Not more than 1000 300 mg - Not less than | 300 mg - Not less than
Limit cfw/e Not more than 100 cfu/g Absent/g 95.0 % and not more 285.0 mg and not more NA NA NA
< than 105.0 % than 315.0 mg
Initial LT 10 cfu/g LT 10 cfu/g Absent/g 102.2% 306.7mg NA 40000289284 03/02/2022
03M NA NA NA 101.1% 303.3mg 03/05/2022 1042422 15/09/2022
06M LT 10 cfw/g LT 10 cfu/g Absent/g 100.6% 301.9mg 03/08/2022 1073479 03/12/2022
09M NA NA NA 100.8% 302.3mg 03/11/2022 1102720 01/02/2023
12M LT 10 cfw/g LT 10 cfu/g Absent/g 98.9% 296.7mg 03/02/2023 1130424 05/05/2023
15M NA NA NA NA NA NA NA NA
18M NA NA NA 101.9 % 305.8 mg 03/08/2023 1196443 12/09/2023
21M NA NA NA 102.8 % 308.4 mg 03/11/2023 1230300 18/11/2023
24M LT 10 cfw/g LT 10 cfu/g Absent/g 102.0% 306.0 mg 03/02/2024 1263300 NA
ASL
36M

NA-Not Applicable. M-month. 15M NDMA Analysis performed from FG stock which was stored in 15°C to 25°C.

Remarks:
Note 1:Initial to 12M results updated from 7710129A protocol no: TAB/MST/21/405/R2. 15M NDMA result updated from FG stock analysis. From 18M onwards stability incubation and analysis

has been resumed as per protocol TAB/PYF/005/23/00.

GQC/015/F-02/R4




Formulation Unit II -

STABILITY STUDY COMPILATION DATA
LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 6 of 7

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: o o

Batch No: - 7710129A SFG Code: - 2007869 - 25°C % 2°C/ 60%RH = 5%RIH
Mfg. Location: - Formulation Unit II - LU Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024

Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA

Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00

Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal

Primary Packaging

material: - .| AP source/Batch =
i::z‘;;"“ of 0.3.6.9,12, 15.18.21.24.ASL and 36 months No. 10000424418(CRDE210007)

Review Checkpoints:

If any OOS/OOT is recorded, investigation and disposition action is completed

X] [X]
(00S/00T reference No.: PYF/00S/2024/0008) e

1

If confirmed OOS/OOT, the following action (s) is recommended

¢ Change in specification limit Yes XI No M NA

2 e Shelf-life reduction Yes X No M NA

e Any Other Action-( Specify if yes, add attachment if necessary) Yes X No M NA

(If yes, Reference CC or CAPA No.: - NA

If any deviation is recorded, Deviation reference No.: PYF/DR/2024/035 for 24M
Remarks (if any): Nil

Shelf-life extension is recommended Yes XI No M NA

(If yes, Reference CC No.: - NA)

GQC/015/F-02/R4




Formulation Unit II -

STABILITY STUDY COMPILATION DATA
LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 7 of 7

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: o o

Batch No: - 7710129A SFG Code: - 2007869 - 25°C % 2°C/ 60%RH = 5%RIH

Mfg. Location: - Formulation Unit II - LU Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024

Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA

Specification No: - 2007869/SLS/R1 Effective date: - 13/07/2023 Protocol No.: - TAB/PYF/011/23/00

Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal

Primary Packaging

material: - s4r | AP source/Batch =
No.

Frequency of
Testing: -

0,3,6.9,12,15,18.21,24.ASL and 36 months

100004244 18(CRDE210007)

Conclusion: - The product eemplies / does not comply@ with the specification till the time stability study is conducted/ shelf life of the product.

Comment (if any): @ FG and Reserve samples are tested which was stored in 15°C to 25°C and test results are 0.25 ppm and 0.23 ppm respectively.

GQC/015/F-02/R4




Formulation Unit IT - EEESNEEN

STABILITY STUDY COMPILATION DATA
LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 1 of 8

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability o o o 0
Batch No: - 7710130A SFG Code: - 2007869 conditions: - 25°C = 2°C/ 60%RH = 5%RH
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal
Primary Packaging material: | S | A P! 7 ]
. [ ] source/Batch | | NG
Frequency of Testing: - 0,3,6,9,12, 15,1824, ASL and 36 months No. 10000424418(CRDE210007)
Period Identification A Related Substances by LC-
¢ Appearance [by HPLC] [IH] / Dissolution HRMS
Test Identification A i) N-Nitroso dimethylamine Sample Reference Date of
(NDMA Impurity) pulled on A.R No. Release
By HPLC: The
Limit | White film coated oblong | retention time of the
tablet, embossed with '300' major peak in the By UV: Not less than 85 %
on one side and plain on chromatogram of the (Q=80) of the labeled amount of Not more than 0.3 ppm NA NA NA
the other side. sample preparation drug is dissolved in 45 minutes
corresponds to that of
the major peak in the
chromatogram of the
standard preparation
as obtained in the
assay.
White film coated oblong
tablet, embossed with '300' S1:100%, 100%, 100%.,92%, 92%, NA 40000289303 | 03/02/2022
Initial | on one side and plain on 92% AVG:96% *
the other side.
White film coated oblong
tablet, embossed with '300' S1: 96%., 92%. 98%, 99%. 87%. * 03/05/2022 1042425 15/09/2022
03M on one side and plain on 87%. Avg.:93%
the other side.

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II -_ LONGTERM STABILITY STUDY COMPILATION DATA Page 2 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability
- 25°C £ 2°C/ 60%RH + 5%RH
Batch No: - 7710130A SFG Code: - 2007869 conditions: - ’ ’
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - 03/02/2023 Mfg. for: - s47 | Market: -
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal
Primary Packaging material: | S | A P! T
- L source/Batch | |
Frequency of Testing: - 0,3.6.9.12,15,18.24, ASL and 36 months No. 10000424418(CRDE210007)
White film coated oblong S1: 94%, 99%. 93%. 93%, 94%.
06M | tablet, embossed with '300' Complies 96%, Avg.:95% Elirpm 03/08/2022 1073482 | 03/12/2022
on one side and plain on
the other side.
White film coated oblong S1: 85%, 86%. 87%.92%. 96%.
tablet, embossed with '300' Complies 97%. Avg.:90% 47 o 03/11/2022 1102724 | 10/03/2023
09M on one side and plain on
the other side.
White film coated oblong S1: 87%, 80%., 87%.87%. 79%,
12M | tablet, embossed with '300' Complies 82%. S2: 89%. 99%. 91%.90%, 47 o 03/02/2023 1130426 05/05/2023
on one side and plain on 91%, 101%.,
the other side. Avg.: 89%
15M NA NA NA 547 Jyunl NA NA NA
White film coated oblong
18M | tablet, embossed with '300' S1:89%.90%.90%,96%.89%.,95%
on one side and plain on Complies Avg: 91% 547 Jyunl 03/08/2023 1196444 | 12/09/2023
the other side.
White film coated oblong
tablet, embossed with '300' S1: 91%. 89%. 90%. 94%. 92%.
21M on one side and plain on Complies 91% Avg.: 91% Ellrpm 03/11/2023 1230299 18/11/2023
the other side.

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II -_ LONGTERM STABILITY STUDY COMPILATION DATA Page 3 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability
X 25°C £ 2°C/ 60%RH + 5%RH
Batch No: - 7710130A SFG Code: - 2007869 conditions: - ° °
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - 03/02/2023 Mfg. for: - =47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal
Primary Packaging material: | S | A P! T
- | source/Batch | |
Frequency of Testing: - 0,3,6,9,12, 15,1824, ASL and 36 months No. 10000424418(CRDE210007)
White film coated oblong
tablet, embossed with '300' S1: 93%, 95%. 95%. 95%, 99%.
24M on one side and plain on Complies 99% 0.27 ppm 03/02/2024 1263301 05/03/2024
the other side. , Avg.: 96%
ASL
36M

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA

Document 6

Formulation Unit IT - EEXEEGzG LONGTERM STABILITY STUDY COMPILATION DATA Page 4 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability o o o 0
Batch No: - 7710130A SFG Code: - 2007869 conditions: - 25°C = 2°C/ 60%RH = 5%RH
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal
Primary Packaging material: | S | A P! T ]
. [ ] source/Batch | || G
Frequency of Testing: - 0,3.6.9.12,15,18.24, ASL and 36 months No. 10000424418(CRDE210007)
feriod Related substances by UPLC
Sample Reference Date of
Tes | D Impurityl | ii) Impurity 2 iii) Impurity 3 iv) Impurity 4 (Impurity D) v) Largest vi) Total pulled on A.R No. Release
(Impurity H) (Impurity C) (Impurity E) single impurities
unknown
impurity
Limit Not more than | Not more than Not more than Not more than Not more than | Not more
0.3% 0.3% 0.3% 0.3% 0.2% than 2.0% NA NA NA
Initial BDL BDL BDL BDL 0.036% 0.070%
[LOD = [LOD = [LOD = 0.007%] [LOD=0.011%] NA 40000289303 | 03/02/2022
0.007%] 0.007%]
03M BDL BDL BDL BDL 0.022% 0.02%
[LOD = [LOD = [LOD = 0.007%] [LOD =0.011%)] 03/05/2022 1042425 15/09/2022
0.007%] 0.007%]
06M BDL BDL BDL BDL 0.045% 0.073%
[LOD = [LOD = [LOD = 0.007%] [LOD =0.011%)] 03/08/2022 1073482 03/12/2022
0.007%] 0.007%]
0SM BDL BQL BDL BDL 0.020% 0.02% 03/11/2022 1102724 10/03/2023
[LOD = [LOQ = [LOD = 0.007%] [LOD =0.011%)]
0.007%] 0.020%]
12M BDL BQL BQL BDL 03/02/2023 1130426 05/05/2023
[LOD = [LOQ = [LOQ = 0.020%)] [LOD =0.011%] 0.043 % 0.10 %
0.007%] 0.020%]
15M NA NA NA NA NA NA NA NA NA

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA

Document 6

Formulation Unit II -_ LONGTERM STABILITY STUDY COMPILATION DATA Page 5 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability
X 5°C + 2°C / 60%RH = 5%
Batch No: - 7710130A SFG Code: - conditions: - | = 2 </ COVeRH = %RH
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - 03/02/2023 Mfg. for: - Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal
Primary Packaging material: | S | A P! 7 ]
- L source/Batch | |
Frequency of Testing: - 0,3,6,9,12, 15,1824, ASL and 36 months No. 10000424418(CRDE210007)
I1SM | BDL[LOD= | BQL[LOQ= BDL [LOD = BDL [LOD =0.011 %] 0.1% 0.1% 03/08/2023 1196444 12/09/2023
0.007 %] 0.020 %] 0.007 %]
BDL [LOD = BQL BDL [LOD = BDL [LOD =0.011 %] 0.03 % 0.05 %
21M 0.007 %] (LOQ=0.020%) 0.007 %] 03/11/2023 1230299 18/11/2023
24M | BDL[LOD = BQL BDL [LOD = BDL [LOD = 0.011 %] BQL
0.007 %] (LOQ=0.020%) 0.007 %] (LOQ=0.020%) BQL 03/02/2024 1263301 05/03/2024
ASL
36M

GQC/015/F-02/R4




STABILITY STUDY COMPILATION DATA
Formulation Unit II -_ LONGTERM STABILITY STUDY COMPILATION DATA Page 6 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability
’ 25°C £ 2°C/ 60%RH + 5%RH
Batch No: - 7710130A SFG Code: - 2007869 conditions: - ° °
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - 03/02/2023 Mfg. for: - =47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal
Primary Packaging material: | S | A P! 7 ]
- L source/Batch | |
Frequency of Testing: - 0,3.6.9.12,15,18.24, ASL and 36 months No. 10000424418(CRDE210007)
¢Period Microbial limits Assay by HPLC
i) Total aerobic ii) Total iii) Each film coated tablet contains Ranitidine Sample Reference A.R | Date of Release
Test —y  microbial count combined Escherichia Hydrochloride equivalent to Ranitidine pulled on No.
yeast & molds coli
count
) ) 300 mg - Not less than | 300 mg - Not less than NA NA
Limit Not mo::;glan 1000 Nolt Olg(llgl;gan Absent/g 95.0 % and not more | 285.0 mg and not more NA
g g than 105.0 % than 315.0 mg
Initial LT 10 cfu/g LT 10 cfu/g Absent/g 102.4 % 307.1 mg
NA 40000289303 03/02/2022
03M NA NA NA 103.3 % 309.8 mg
03/05/2022 1042425 15/09/2022
06M LT 10 cfu/g LT 10 cfu/g Absent/g 100.3 % 300.9 mg
03/08/2022 1073482 03/12/2022
09M NA NA NA 100.7 % 302.2 mg 03/11/2022 1102724 10/03/2023
12M LT 10 cfw/g LT 10 cf/g Absent/g 100.0 % 300.0 mg 03/02/2023 1130426 05/05/2023
15M NA NA NA NA NA NA NA NA
18M NA NA NA 101.5 % 304.4 mg 03/08/2023 1196444 12/09/2023
21M NA NA NA 102.2 % 306.6 mg 03/11/2023 1230299 18/11/2023
24M LT 10 cfw/g LT 10 cfw/g Absent/g 102.8 % 308.5 mg 03/02/2024 1263301 05/03/2024
ASL
36M

Note: NA-Not Applicable. M-month.15M NDMA Analysis performed from FG stock which was stored in 15°C to 25°C.

GQC/015/F-02/R4
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STABILITY STUDY COMPILATION DATA

Formulation Unit IT - EEESNEEN LONGTERM STABILITY STUDY COMPILATION DATA Page 7 of 8

Product: - Ranitidine Tablets 300 m Batch size: - 210526 Tablets Stability

Batch No: - 7710130A - SFG Code: - 2007869 conditi(;ns: - 25°C = 2°C/ 60%RH = 5%RH

Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024

Date of incubation: - 03/02/2023 Mfg. for: - s47 | Market: - RSA

Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00

Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal

Primary Packaging material: | S | A P! 7 ]

- I source/Batch | | NG

Frequency of Testing: - 0,3,6,9,12, 15,1824, ASL and 36 months No. 10000424418(CRDE210007)

Remarks:

Note 1:Initial to 12M results updated from 7710130A protocol no: TAB/MST/21/421/R2. 15M NDMA result updated from FG stock analysis. From 18M
onwards stability incubation and analysis has been resumed as per protocol TAB/PYF/011/23/00.

Note 2: Deviation reference No.: PYF/DR/2024/035 for 24M

Review Checkpoints:

If any OOS/OOT is recorded, investigation and disposition action is completed
! (OOg/OOT reference No.: NA) : ’ ’ Yes B No MINA
If confirmed OOS/OOT, the following action (s) is recommended
e Change in specification limit Yes XINo ¥ NA
2 e Shelf-life reduction Yes XI No M NA
e Any Other Action-( Specify if yes, add attachment if necessary) Yes X No M NA
(If yes, Reference CC or CAPA No.: - NA
3 If any deviation is recorded, Deviation reference No.: PYF/DR/2024/035 for 24M
Remarks (if any): Nil
4 Shelf-life extension is recommended Yes X No M NA
(If yes, Reference CC No.: - NA)

GQC/015/F-02/R4




Formulation Unit IT - XN

STABILITY STUDY COMPILATION DATA

LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 8 of 8

Product: - Ranitidine Tablets 300 m Batch size: - 210526 Tablets Stability

Batch No: - 7710130A - SFG Code: - 2007869 conditi(;ns: - 25°C £ 2°C/ 60%RH = S%RH
Mfg. Location: - Formulation Unit IT - CEUSSEEE Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024

Date of incubation: - 03/02/2023 Mfg. for: - s47 | Market: - RSA

Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - | TAB/PYF/011/23/00

Version No: - R3 Pack details: - Blister pack 14s Orientation: - | Horizontal

Primary Packaging material: | S | A P! 7 ]
- I source/Batch | | NG
Frequency of Testing: - 0,3,6,9,12, 15,1824, ASL and 36 months No. 10000424418(CRDE210007)

Conclusion: - The product complies / dees-not-eemply with the specification till the time stability study is conducted/ shelf life of the product.

Comment (if any): Nil

GQC/015/F-02/R4




Formulation Unit II - CARSNEGz

STABILITY STUDY COMPILATION DATA

Document 6

LONGTERM STABILITY STUDY COMPILATION DATA Page 1 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stabilitv conditions: - | 25°C + 2°C / 60%RH = S%RH
Batch No: - 7710131A SFG Code: - 2007869 abrity conditions: - =- PR E T
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
[y Packaging a7
material: - e
Freauency of API source/Batch No. | [l 10000424418(CRDE210007)
Tes:ling' : 0,3,6,9, 12, 15.18.24,ASLand 36 months 10000424419 (CRDE210008)
Period Identification A Related Substances
¢ Appearance [by HPLC] [IH] / Dissolution by LC-HRMS
Test Identification A i) N-Nitroso Sample pulled on Reference Date of Release
dimethylamine A.R No.
(NDMA Impurity)
White film coated By HPLC: The retention time of the | By UV: Not less than 85 % (Q=80) of
Limit oblong tablet, embossed | major peak in the chromatogram of | the labeled amount of drug is dissolved | Not more than 0.3 ppm
with '300' on one side | the sample preparation corresponds in 45 minutes NA NA NA
and plain on to that of the major peak in the
the other side. chromatogram of the standard
preparation as obtained in the assay.
White film coated
oblong tablet, embossed Complies S1:98%. 94%.95%. 96%. 92%.99% | iGN NA 40000289362 03/02/2022
Initial with '300' on one side Avg: 96%
and plain on
the other side.
White film coated
oblong tablet, embossed Complies S1: 91%., 96%. 87%.,92%, 92%, 91%. 03/05/2022 1042428 15/09/2022
03M with '300' on one side Avg.:91% *
and plain on
the other side.
White film coated
oblong tablet, embossed Complies S1:90%. 91%. 91%.91%, 90%. 93%. Bl opm 03/08/2022 1073485 12/10/2022
06M | with '300' on one side Avg.:91%
and plain on
the other side.

GQC/015/F-02/R4
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Formulation Unit II - STABILITY STUDY COMPILATION DATA
LONGTERM STABILITY STUDY COMPILATION DATA Page 2 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: - | 25°C £ 2°C / 60%RH < S%RH
Batch No: - 7710131A SFG Code: - 2007869 : ) ) )
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
material: - e 47 |
_ , API source/Batch No. | [l 10000424418(CRDE210007)
222';;““ of 0.3.6.9. 12, 15.18.24 ASLand 36 months 10000424419 (CRDE210008)
White film coated S1: 97%. 94%. 95%.90%. 95%. 86%,
oblong tablet, embossed Complies Avg.:93% Bl opm 03/11/2022 1102728 10/03/2023

09M with '300' on one side
and plain on
the other side.

White film coated S1: 94%, 95%. 93%.91%, 94%. 95%. Bl ppm 03/02/2023 1130428 05/05/2023
12M | oblong tablet, embossed Complies Avg.194%
with '300' on one side
and plain on
the other side.

15M NA NA NA Bl rpm NA NA NA
White film coated S1: 96%, 95%, 95%, 83%, 89%, 94%,
18M | oblong tablet, embossed S2: 93%, 100%, 95%. 100%. 97%.
with '300' on one side Complies 93%, 547 o 03/08/2023 1196446 12/09/2023
and plain on Avg.: 94%

the other side.

White film coated
2IM | oblong tablet, embossed S1: 94%, 95%. 93%. 89%. 92%. 94%
with '300' on one side Complies . Avg.: 93% Bl rpm 03/11/2023 1230301 18/11/2023

and plain on
the other side

GQC/015/F-02/R4




Formulation Unit II - GRSz

STABILITY STUDY COMPILATION DATA

Document 6

LONGTERM STABILITY STUDY COMPILATION DATA Page 3 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: - | 25°C £ 2°C / 60%RH < S%RH
Batch No: - 7710131A SFG Code: - 2007869 : ) ) )
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
material: - e _
_ - API source/Batch No. | [l 10000424418(CRDE210007)
222';;““ of 0.3.6.9. 12, 15.18.24 ASLand 36 months 10000424419 (CRDE210008)
24M White film coated
oblong tablet, embossed Complies S1: 99%. 99%. 99%. 95%. 95%. 97%
with '300' on one side .Avg.: 97% 0.20 ppm 03/02/2024 1263302 05/03/2024
and plain on
the other side
ASL
36M

GQC/015/F-02/R4




Formulation Unit II - CARSNEEGzG

STABILITY STUDY COMPILATION DATA

Document 6

LONGTERM STABILITY STUDY COMPILATION DATA Page 4 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stabilitv conditions: - | 25°C + 2°C / 60%RH = S%RH
Batch No: - 7710131A SFG Code: - 2007869 abrity conditions: - =- PR E T
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - <47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
: e 47 |
material: -
= i API source/Batch No. | [l 10000424418(CRDE210007)
Tz:‘i'l:;'_“" 0 0.3.6.9. 12, 15.18.24 ASLand 36 months 10000424419 (CRDE210008)
Period Related substances by UPLC
¢ Sample pulled on Reference A.R Date of Release
Test No.
i) Impurity 1 ii) Impurity 2 iii) Impurity 3 iv) Impurity 4 (Impurity v) Largest single vi) Total
(Impurity H) (Impurity C) (Impurity E) D) unknown impurity impurities
Not more than Not more than Not more than Not more than
Limit Not more than Not more than 0.3% 0.3% 0.2% 2.0% NA NA NA
0.3% 0.3%
BDL BDL BDL BQL (LOQ=0.032%)
[LOD =0.007%] [LOD = 0.007%] [LOD =0.007%] 0.037% 0.07% NA 40000289362 03/02/2022
Initial
BDL BQL BDL BDL
[LOD =0.007%] [LOQ = 0.020%] [LOD =0.007%] [LOD =0.011%] 0.024% 0.02% 03/05/2022 1042428 15/09/2022
03M
BDL BDL BDL BDL
[LOD =0.007%] [LOD = 0.007%] [LOD =0.007%] [LOD =0.011%)] 0.043% 0.068% 03/08/2022 1073485 12/10/2022
06M
BDL BDL BDL BDL BQL
[LOD =0.007%] | [LOD=10.007%] | [LOD =0.007%] [LOD =0.011%] [LOQ=0.020%] BQL 03/11/2022 1102728 10/03/2023
05M

GQC/015/F-02/R4




Formulation Unit II - CARSNEGzG

STABILITY STUDY COMPILATION DATA

Document 6

LONGTERM STABILITY STUDY COMPILATION DATA Page 5 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stabilitv conditions: - | 25°C + 2°C / 60%RH = S%RH
Batch No: - 7710131A SFG Code: - 2007869 abrity conditions: - =- PR E T
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - <47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
: e 47 |
material: -
= i API source/Batch No. | [l 10000424418(CRDE210007)
Tz:‘i'l:;'_“" 0 0.3.6.9. 12, 15.18.24 ASLand 36 months 10000424419 (CRDE210008)
BDL BQL BQL BDL
12M [LOD =0.007%] | [LOQ=0.020%] [LOQ =0.020%] [LOD =0.011%] 0.044 % 0.10 % 03/02/2023 1130428 05/05/2023
NA NA NA NA NA NA NA NA NA
1I5M
BDL BQL BDL
18M [LOD =0.007 %] | [LOQ=0.020%] | [LOD =0.007 %] BDL [LOD =0.011 %] 0.1% 0.1% 03/08/2023 1196446 12/09/2023
BDL [LOD = BQL BDL [LOD = 0.007
21M 0.007 %] (LOQ=0.020%) %] BDL [LOD =0.011 %] 0.03 % 0.03 % 03/11/2023 1230301 18/11/2023
24M BDL BQL BDL BQL
[LOD = 0.007 %] (LOQ=0.020%) [LOD = 0.007 %] BDL [LOD =0.011 %] (LOQ=0.020%) BQL 03/02/2024 1263302 05/03/2024
ASL
36M

GQC/015/F-02/R4
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LONGTERM STABILITY STUDY COMPILATION DATA

Document 6

Page 6 of 8

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability e 5o °C / 60 5o
Batch No: - 7710131A SFG Code: - 2007869 ability conditions: - | 25°C & 2°C / 60%RH = 5%RH
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
[y Packaging a7
material: - e
_ , API source/Batch No. | [l 10000424418(CRDE210007)
222';;““ of 0.3.6.9. 12, 15.18.24 ASLand 36 months 10000424419 (CRDE210008)
Period Microbial limits Assay by HPLC
v i) Total aerobic ii) Total iii) Each film coated tablet contains Ranitidine Sample pulled on Reference A.R No. Date of Release
Test — microbial count combined Escherichia Hydrochloride equivalent to Ranitidine
yeast & molds coli
count
300 mg - Not less than | 300 mg - Not less than
Limit AL morfi::lglan 1000 Not(;gmgl/than Absent/g 95.0 % and not more 285.0 ﬁlg and not more NA NA NA
g 100 cfw/g than 105.0 % than 315.0 mg
Initial LT 10 cfu/g LT 10 cfu/g Absent/g 102.4 % 307.2 mg
NA 40000289362 03/02/2022
03M NA NA NA 100.6 % 301.9mg
03/05/2022 1042428 15/09/2022
06M LT 10 cfw/g LT 10 cfu/g Absent/g 99.6 % 298.9 mg
03/08/2022 1073485 12/10/2022
09M NA NA NA 100.7 % 302.1 mg 03/11/2022 1102728 10/03/2023
12M LT 10 cfu/g LT 10 cfu/g Absent/g 99.8 % 299.4 mg 03/02/2023 1130428 05/05/2023
15M NA NA NA NA NA NA NA NA
18M NA NA NA 101.5 % 304.5 mg 03/08/2023 1196446 12/09/2023
21M NA NA NA 102.6 % 307.7 mg 03/11/2023 1230301 18/11/2023
24M LT 10 cfw/g LT 10 cf/g Absent/g 101.0% 302.9 mg 03/02/2024 1263302 05/03/2024
ASL
36M

Note: NA-Not Applicable. M-month. 15M NDMA analysis performed from FG stock.

GQC/015/F-02/R4




Formulation Unit II - CARSNEGzG

STABILITY STUDY COMPILATION DATA

Document 6

LONGTERM STABILITY STUDY COMPILATION DATA Page 7 of 8

Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: - | 25°C £ 2°C / 60%RH < S%RH
Batch No: - 7710131A SFG Code: - 2007869 : )
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
material: - e 47 |

_ , API source/Batch No. | [l 10000424418(CRDE210007)
i:g';;““ of 0.3.6.9. 12, 15.18.24 ASLand 36 months 10000424419 (CRDE210008)

Remarks:

Note 1: Initial to 12M results updated from 7710131A (Protocol no: TAB/MST/21/422/R2). 15M NDMA result updated from FG stock analysis. 18M analysis performed as per protocol
TAB/PYF/011/23/00.
Note2: Refer OOT No: PYF/O0T/2023/0199 for dissolution test 18M Interval.
Note 3: Refer Deviation No: PYF/DR/2023/0203 for 18M Interval and PYF/DR/2024/035 for 24M

Review Checkpoints:

1

If any OOS/OOT is recorded, investigation and disposition action is completed.
(OOS/0O0T reference No.: PYF/O0T/2023/0199)

M Yes XI No XI NA

If confirmed OOS/OOT, the following action (s) is recommended

e Change in specification limit

X Yes X No M NA

e Shelf-life reduction

X Yes XI No ¥ NA

e Any Other Action-(Specify if yes, add attachment if necessary)

Yes XI No

M NA

(If yes, Reference CC or CAPA No.: - NA

If any deviation is recorded, Deviation reference No.: PYF/DR/2023/0203 for 18M
and PYF/DR/2024/035 for 24M
Remarks (if any): Nil

Shelf-life extension is recommended

Yes X No

MNA

(If yes, Reference CC No.: - NA)

GQC/015/F-02/R4
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LONGTERM STABILITY STUDY COMPILATION DATA Page 8 of 8
Product: - Ranitidine Tablets 300 mg Batch size: - 210526 Tablets Stability conditions: - | 25°C £ 2°C / 60%RH < S%RH
Batch No: - 7710131A SFG Code: - 2007869 : ) ) i
Mfg. Location: - Formulation Unit II - GRiEEGzG Mfg. Date: - JAN-2022 Exp. Date: - DEC-2024
Date of incubation: - | 03/02/2023 Mfg. for: - s47 | Market: - RSA
Specification No: - 2007869/SLS/R1 Effective date: - | 13/07/2023 Protocol No.: - TAB/PYF/011/23/00
Version No: - R3 Pack details: - Blister pack 14s Orientation: - Horizontal
Primary Packaging
material: - e _
API source/Batch No. | [l 10000424418(CRDE210007)

Frequency of
Testing: -

0,3.6.9, 12, 15,18.24, ASLand 36 months

10000424419 (CRDE210008)

Conclusion: - The product complies / dees-net-eemply with the specification till the time stability study is conducted/ shelf life of the product.

Comment (if any): Nil

GQC/015/F-02/R4
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ZANTAC ranitidine 150 and 300mg tablets 003296
Request for Information: 30 January 2024 Submission ID: PM-2023-05323-1-1 PCE2
Reply Due Date: 8 March 2024 File No: 2012/021274

Actual Reply Date: 6 March 2024

Response

TGA Question 1.
1. Regarding the proposed drug product specifications:

a.

It is noted in the summary of changes provided in the cover letter that both
current identification tests by NIR and HPLC will be retained, in addition to the
proposed TLC and chloride test methods. However, the NIR test method was not
included in the proposed drug product specifications provided for both
strengths. Please clarify this and if necessary, revise the specifications as
appropriate.

Aspen Response
The NIR test for ID has been removed from the finished product specification.

The proposed limits for total impurities (NMT 2.0%) and specified Impurities C,
D, E and H (each at NMT 0.3%) determined by the proposed UPLC method are
higher than the current BP monograph limits for total impurities (NMT 1.0%) and
any single secondary impurities (NMT 0.2%). Please tighten the proposed limits
for total and individual specified impurities (C, D, E and H) in line with current BP
monograph and provide revised specifications and supporting documents as
appropriate.

Aspen Response

The finished product specification has been updated in line with total and
individual specified impurities (C, D, E and H) of the current BP monograph and a
revised specification included in 32p51.

Please provide appropriate cross-validation data that demonstrates the
proposed in-house UPLC method for related substances is superior or at least
equivalent to the test method described in the current BP monograph for
ranitidine tablets.

A cross-validation data may be acquired in accordance with ICH Q1 between the
proposed UPLC and the current BP monograph methods (or current in-house
HPLC method) or by comparative batch analyses between the two methods on
at least three aged batches of the drug product.

Aspen Response

A method equivalency report has been generated that demonstrates the
proposed in-house UPLC method for related substances is equivalent to the test
method described in the current BP monograph for ranitidine tablets.

The report is included in 32p53.
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TGA Question 2.

Given the drug product manufacturing process at the proposed site was
validated only for the proposed. Kg batch size, and NOT for the current Kg maximum
batch size, manufacture of commercial batches of the drug product intended for supply in

Australia can only be carried out on the validated- Kg batch size. Please update the
proposed batch formula document by deleting the current. Kg batch size.

Aspen Response

Aspen Australia agrees that only the vaIidated. Kg batch size will be commercialised until
a regulatory action is taken (and TGA approved) to add a lager batch size.

Please refer to 32p3 for the revised ‘batch-formula’.

TGA Question 3.

It is noted that only expired ranitidine drug products were used as reference materials in the
comparative dissolution profile data provided. Please provide for review recent certificate of
analyses for the expired ranitidine reference materials to ensure the materials are still of
acceptable quality.

Aspen Response

The expired ranitidine drug product samples have not been retested, because they are
expired and not expected to meet the quality standard of the finished product expiry
specification. A justification for using the expired product in comparative dissolution testing
was provided in 32p33 process-validation of sequence 0014.
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TGA Question 4.
Regarding the proposed drug product shelf-life:

a. Both 18 and 24 months shelf-lives are proposed in the cover letter. Please clarify which of these two is correct and provide the relevant
Module 3.2.P.8.1 Stability summary and Module 3.2.P.8.2 Post-Approval Stability Protocol/Commitment documents to reflect the proposed
shelf-life.

Given the history of the product and the fact that only 18 months of long-term stability data was provided, it is recommended that the
proposed shelf-life reflects the current available 18 months stability data.
Aspen Response

21 and 24 month stability data is now available and presented below:

Ranitidine tablets Stability - NDMA results (ppm)
S Product . .
Batch No Initial o03M 06M o9M 12M 18M 21M 24M  |[NMDA 1 over shelf life
No Name
1 7710087A BDL BOL 0.06 0.04 0.16 0.09 0.15 0.24 0.24-0.011=0.23
<0.011 ppm <0.033 ppm
Ranitidine BDL BaL
2 tablets | 7710088A 0.05 0.04 0.13 0.08 0.13 0.19 [0.19-0.011=0.18
<0.011 ppm <0.033 ppm
150me BDL BQL
3 7710089A 0.05 0.05 0.16 0.11 0.14 0.24 0.24-0.011=0.23
<0.011 ppm <0.033 ppm
BDL BQL
4 7710129A = 0.14 0.08 0.23 0.13 0.22 0.24* 0.24-0.011=0.23
o <0.011 ppm <0.033 ppm
Ranitidine BDL BaL
5 tablets | 7710130A 0.06 0.05 0.16 0.10 0.15 0.24 0.24-0.011=0.23
<0.011 ppm <0.033 ppm
300me BDL BQL
6 7710131A 0.06 0.04 0.14 0.08 0.15 0.23 |0.23-0.011=0.22
<0.011 ppm <0.033 ppm

*Reserve sample and FG sample testing in lieu of stability sample (average result)

Shelf life NDMA Specification Limit — NMT 0.32 ppm
Proposed API limits — NMT-ppm

From the stability data — we can see that the maximum increase in NDMA across 21/24
Therefore the maximum release limits of the FP, to allow the -ppm increase over SL is

further

month SL was

ppm
however — Aspen proposes to tighten

Proposed FP release limit is- ppm then the allowable increase from release to expiry is- ppm_ 24 months shelf life

when stored below 25°C

MODULE 1: ADMINISTRATIVE AND PRESCRIBING INFORMATION

Page 3 of 6
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Therefore, based on the stability data and the new NDMA release limits in the

API, Aspen proposes the following release and expiry limits or NDMA in the
finished product:

Strength Proposed Release Limits | Proposed Expiry Limits
150mg NvT [ Nova NMT 0.32ppm NDMA
300mg NvT [ Nova NMT 0.32ppm NDMA

Revised specification included in 32p51.

Updated stability data and report included in 32p8.

Please provide for review 0 to 6 months of stability data for each strength of the
drug product stored under accelerated storage conditions in accordance with ICH
guidelines.

Aspen Response

The product is already well characterised and established with regard to its
general stability and real time data has been presented in the submission
showing its full compliance with specifications.

It is also well known that the presence of nitrosamines increases quickly in the
presence of heat.

So, the generation of accelerated data was not initiated because ‘real time’ data
was presented.

However, Aspen gives an assurance that the first 3 commercial batches
manufactured post approval will be placed on stability, including an accelerated
study and an assurance is given that (other than for NDMA) any OOS will be
reported to the TGA.
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TGA Question 5.

The black square with red graphic on the main label depicting the target organ (stomach) for
the drug product is considered unacceptable as it has potential implications for promotional
aspects with regards to suggested efficacy. This is in accordance with TGA interpretation of
Therapeutic Goods (Therapeutic Goods Advertising Code) Instrument 2021.

Please revise the proposed labels (for products AUST 53323 and 53324) by deleting the
graphic. Please also provide annotated copies of the current labels.

Aspen Response
The graphic has been removed from the proposed carton labels and and they have been
included in the relevant section of m1.3.

in the OTC branch has also been in contact with Aspen regarding the OTC
SKU’s of this product.

TGA Question 6.

Please update Section 6.4 of the Pl to include the precautionary statement “Protect from
heat” (or “light”, as appropriate).

Updated 31 January 2024 - With regards to the PIl, you have also included other ZANTAC
ranitidine products in dosage forms including effervescent tablets, syrup and injection.
However, these additional ZANTAC products are still suspended indefinitely from the ARTG
and are not included in this application. As such, please update the Pl by deleting these
additional products (and any specific reference, as appropriate). These products can be
added to the Pl at a later stage when they are reinstated to the ARTG.

To ensure the quality aspect of the Pl is maintained, please note that the revised Pl will be
referred for clinical evaluation and further questions may arise.

Aspen Response
The Pl has been updated in line with the evaluator’s comments. An annotated and clean
version are included in m1.3
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TGA Question 7. (received via email on 31 January 2024)
As we discussed earlier on the phone, please tighten the release limit for NDMA impurity in
the specifications of both strengths of the drug product.

From the 18 months long-term stability data provided, the maximum observed increase in
NDMA level was at the 12 months timepoint at- ppm for the 150 mg strength and-
ppm for the 300 mg strength products. Please ensure that any proposed release limit for
NDMA (for instance,- ppm) allows for the maximum observed increase over the

proposed shelf-life —i.e. if the release limit is ppm, then the allowable increase from
release to expiry is .

Aspen Response

Please cross reference Aspen’s response to Question 4

Shelf life NDMA Specification Limit — NMT 0.32 ppm

Proposed API limits — NMT-ppm

From the stability data — we can see that the maximum increase in NDMA across 21/24

month SL was -ppm
Therefore the maximum release limits of the FP, to allow the -ppm increase over SL is

_ppm, however — Aspen proposes to tighten further

Proposed:
FP release limit is ppm then the allowable increase from release to expiry is- ppm

24 months shelf life when stored below 25°C.

End of Response
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