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URGENT: DRUG RECALL

Chlorpromazine Hydrochloride Tablets, USP 10 mg & 25 mg
(100’s Bottles pack Container)
NDC: 68462-861-01 (10 mg) & 68462-862-01 (25 mg)

December 11, 2024

Dear Pharmacy, Wholesale and Retail Customer:

This is to inform you of that Glenmark is initiating a voluntary recall to the Retail level involving
the following prescription product:

Chlorpromazine Hydrochloride Tablets, USP 10 mg & 25 mg (100’s Pack Container)

S. No. NDC Batch # Pack Size Expiry
1. 68462-861-01 17230132 100's 12/2024
2. 68462-861-01 17230449 100's 01/2025
3. 68462-862-01 17230133 100's 12/2024

The recall to the retail level of the above mentioned product batches for Chlorpromazine
Hydrochloride Tablets has been initiated by Glenmark out of an abundance of caution because
the results of these finished product is above the Agency's current recommended limit of a
nitrosamine, “N-Nitroso-Desmethyl Chlorpromazine impurity” i.e. NMT 0.06625 ppm.
Nitrosamines are common in water and foods, including cured and grilled meats, dairy products,
and vegetables. These impurities may increase the risk of cancer if people are exposed to them
above acceptable levels over long periods of time, but there is no immediate risk to patients taking
this medication and the probability of serious adverse health consequences is remote.

Please see details of product batches listed in above table and refer enclosed product labels for

ease in identifying the product.
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Glenmark Pharmaceuticals Inc., USA began shipping this product on February 09, 2023 and last

shipping date was November 10, 2023.

Please examine your inventory and if you have any inventory available for the batches specified
in the above table, you should quarantine such product immediately and not dispense any further

product from these lots.

In addition, if you are a wholesaler/ distributor, who has further distributed this product, please
identify those retail customers and notify them at once of this Product recall. Your notification to
your retail customers may be enhanced by including a copy of this recall notification letter. Again,
this recall should be carried out to the retail level only. Because this is not a consumer level recall,
notice to the consumer level is not required.

We are requesting the batches specified in the above table to be returned to Inmar Rx Solutions
(address below) using the Postage Paid Product Return label that was provided in your Recall
Return Packet.

Inmar Rx Solutions
3845 Grand Lakes Way
Grand Prairie, TX 75050

Please complete and return the enclosed response form preferably within 72 hours of receipt of
this notification. Please either fax your response to 817-868-5362 or email to
Rxrecalls(@lnmar.com.

If you have any questions regarding your recall return please contact Inmar at 888-792-2392
Inmar office hours are Monday through Friday, from 9am to Spm EST.

For adverse reactions or quality problems experienced with the use of this product, contact
Glenmark’s customer service at Global. CustomerService@glenmarkpharma.com or to the FDA's
Med Watch Adverse Event Reporting program either online, by regular mail or by fax.

Complete and submit the report Online: www.fda.gov/medwatch/report.htm

Regular Mail or Fax: Download form www.fda.gov/MedWatch/getforms.htm or call 1-800- 332-
1088 to request a reporting form, then complete and return to the address on the pre- addressed
form, or submit by fax to 1-800-FDA-0178.
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This recall is being made with the knowledge of the Food and Drug Administration.

Thank you for your cooperation.

Sincerely,

GLENMARK PHARMACEUTICALS INC., USA

Digitally signed by Thomas
Thomas Callaghan

Date: 2024.12.11 08:34:
Callaghan Date: 2024.12.11 083439

Thomas Callaghan
Executive Director - Regulatory Affairs, North America

US Agent for Glenmark Pharmaceuticals Limited

Enclosure(s):
Product Labels

Recall Return Response Form
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chlorproMAZINE Hydrochloride Tablets, USP
Rx only

WARNING

increased Mortality in Eiderly Patients with Dementia-Relfated Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are
at an increased risk of death. Analyses of seventeen placebo-controiled trials (modal
duration of 10 weeks), largely in patients taking atypical antipsychotic drigs. revealed
a risk of death in drug-treated patients of batween 1.6 to 1.7 times the risk of death in
placebo-lreated patients. Over the course of a typical 10-week controlied trial, the rate
ot death in drug-treated patients was about 4.5%, compared to a rate of about 2.6%
in the placebe group. Aithough the causes of death were varied, most of the deaths
appeared t0 be either cardiovascular {e.g.. heart failure, sudden death) or infectious
{e.g.. pneumonia) in nature. Observational studies suggest that. simifar to atypical
antipsycholic drugs, treatment with conventional antipsychotic drugs may increase
mortality. The extent to which the findings of increased mortality in observational studies
may be attributed to the antipsychotic drug as opposed to some characteristic(s) of the
patients is not clear. Ghiorpromazine hydrochioride is not approved for the treatment of
patients with dementia-refated psychosis (see WARNINGS).

DESCRIPTION

Chlorpromazine hydrochioride. a dimethylamine derivative of phenothiazing, has
a chemical formula of 2-chioro-10-[3-{dimethylamino} propyll phenothiazine
monohydrochioride. It is avaifable in tablets for oral administration. It has the following
structural formufa:

CH,CH,CH,N(CH),

* HCH

@

N, o]
Chemical Name: C_H,CIN,S HCI

Motecular Weight: 355.33 g/mol

Chiorpromazine hydrochioride. USP occurs as white or stightly creamy white crystalling
powder.

Each tabiet for aral administration containg 10 mg. 25 mg, 50 mg, 100 mg, or 200 mg of
chiorpromazine hydrochloride, USP.

Inactive Ingredienis:

10 mg containg: corn starch, colloidal sificon dioxide, factose monohydrate, magnesium
slearale, misrocrystafiing ceflulose, povidane, and sodium starch glycolate, The coating
material opadry brown contains diethy! pithalate, D&C yellow no 10, ethytceliulose. FD&C
biue no 2, FO&C yellow no &, hypromeliose, red iron oxide. tatc. and titanium dioxide.

25 mg contains: corn starch. colloidal silicon dioxide. lactose monchydrate, magnesium
stearate, microcrystalline cellulose. povidone. and sodium starch glycolate. The coating
miaterial opadry orange contains diethy! phthatate, D&C yeliow no 10. ethyicellulose.
FD&C yellow no 6, hypromellose, red iron oxide, taic, and titanium dioxide.

50 mg, 100 mg and 200 mg contains: com starch, colloidal silicon dioxide. lactose
monohydrate, anhydrous lactose, microcrystaline cellulose. magnesium  stearate,
potoxamer 188 micro, pregelatinized starch, povidone, and sodium starch glycolate.
The coating material opadry brown contains diethyt phthalaie, D&C vellow no 10.
ethylcetiuiose. FD&C bl no 2, FD&C yellow no 6, hyprometlose, red iron oxide, talc,
and titanium dioxide.

CLINICAL PHARMACOLOGY

The precise mechanism whereby the therapeutic effects of chierpromazine are produced
is not known. The principal pharmacological actiors are psychotropic. it also exsrls
sedative and antiemetic aclivity. Chlorpromazine has actions at ali levels of the central
nervous system — primarily at subcortical levels ~ as weil as on multiple organ systems.
Chlorpromazine has strong antiadrenergic and weaker peripheral anticholinergic activity;
ganglionic blocking action is refatively slight. it also possesses slight antihistaminic and
antiserotonin activity.

INDICATIONS AND USAGE

For the management of manifestations of psychotic disorders.

For the treatment of schizaphrenia,

To control nausea and vomiting,

For relief of restlassness and apprehensien before surgery.

For acute infermittent porphyria.

As an adjunct in the treatment of tetanus,

To controt the manifestations of the manic type of manic-depressive illness.

For reliet of intractable hiccups,

For the treatment of severe behavioral problems in children (1 to 12 years of age)
marked by combativeness andior explosive yperexcitable behavior {out of proportion
to immediate provocations). and in the short-term treatment of hyperactive chitdsen who
show excessive motor activity with accompanying conduct disorders consisting of some
or all of the following symptorms: impulsivity, difficulty sustaining attention, aggressivity,
moed lability and poor frustration tolerance.

CONTRAINDICATIONS
Da not use in patients with known hypsrsensitivity to phenothiazines.

Do not use in comatose states or in the presence of large amounts of central nervous
system depressants (alcohol, barbiturates, narcotics, etc.).

WARNINGS
Increased Mortality in Elderly Patienis with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychatic drugs are

and symptoms of the syndrome and therapy may possibly mask the underlying disease
process. The effect that symptomatic suppression has upon the long-term course of the
syndrome is unknown.

Given these considerations, antipsychotics should be prescribed in a manner that is most
likely to minirnize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment
should generally be reserved for patients who suffer from a chronic iliness that, 1) is
krown to respond to antipsychotic drugs, and. 2) for whom alternative, equally effective,
hut potentialiy less harmful treatinents are not avaitable or appropriate. In patients who
do require chronic treatment, the smallest dose and the shortest duration of treatment
producing a satisfactory clinical response should be sought. The need for continued
treatment should be reassessed periodically.

if signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics. drug
discentinuation should be considered. However, some patients may require treatment
despite the presence of the syndrome.

For further information about the dsscription of tardive dyskinesia and its clinical
detection, please refer to the sections on PRECAUTIONS and ADVERSE REACTIONS.
Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in
association with antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia,
muscle rigidity, altered mental status and evidence of autonomic instability (irregular
puise or blood pressurg, tachycardia. diaphoresis, and cardiac dysrhythmias).

The diagnostic evatuation of patients with this syndrome is complicated. In arriving at
a diagnosis, it is important to identify cases where the clinical presentation includes
both serious medical illness (e.g., pneumonia. systemic infection, stc.} and untreated
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important
considerations in the differential diagnosis include central anticholinergic toxicity, heat
stroke, drug fever and primary central nervous system {CNS) pathology.

The management of NMS should incliude 1) immediate discontinuation of antipsychotic
drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic
treatment and medical monitoring, and 3) treatrnent of any cencomitant serious medical
problems for which specific treatments are avaitable. There is no general agresment about
specific pharmacologicai treatment regimens for uncompicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential
reintroduction of drug therapy shouid be carefuily considered. The patient should be
carefully monitored, since recurrences of NMS have been reported.

An encephalopathic syndrome {characterized by weakness, lethargy, tever, tremulousness
and confusion, extrapyramidal symptoms, leukocytosis, elevated serum enzymes, BUN
and FBS) has occurred in a few patients treated with lithium plus an antipsychotic, In
some instances, the syndrome was followed by irreversible brain damage. Because of
a possible causal relationship between these events and the concomitant administration
of lithium and antipsychotics, patients receiving such combined therapy should be
monitored closely for early evidence of neurologic toxicity and treatment discontinued
promptly if such signs appear. This encephalopathic syndrome may be similar to or the
same as neurofeptic malignant syndrome (NMS).

Patients with bone martow depression or who have previously demonstrated a
hypersensitivity reaction (e.g.. blood dyscrasias. jaundice) with a phenothiazine, should
not recaive any phenothiazine, including chlorpromazine. uniess in the judgment of the
physician the potential benefits of treatment outweigh the possiblie hazard,
Chiorpromazine may impair mental and/or physical abilities, especially during the first
few days of therapy. Therefore, caution patients about activities requiring alertness (e.g.,
operating vehicles or machinery).

The use of alcoho! with this drug should be avoided due to possible additive effects and
hypotension.

Chiorpromazine may counteract the antihypertensive effect of guanethidine and related
compounds.

Falls

Chlorpromazing may cause somnolence, postural hypotension, motor and sensory
instabifity, which may lead to falls and, consequently, fractures or other injuries. For
patienis with diseases. conditions, or medications that could exacerbate these effects,
complete fail risk assessments when initiating antipsychotic treatment and recurrently for
patients on long-term antipsychotic therapy.

Usage in Pregnancy: Safety for the use of chiorpromazine during pregnancy has not been
established. Therefore, it is not recommended that the drug be given to pregnant patients
exceptwhen. in the judgment of the physician, it is essential, The potential benefils should
clearly outweigh possible hazards. There are reported instances of profonged jaundice,
extrapyrarnidal signs, hyperreflexia or hyporefiexia in newborn infants whose mothers
received phenothiazines.

Reproductive studies in rodents have demonstrated potential for embryotoxicity,
increased neonatal mortality and nursing transfer of the drug. Tests in the offspring of the
drug-treated rodents demonstrate decreased performance. The possibility of permanent
neurological damage cannot be exctudsd.

Non-teratagenic Effects: Neonates exposed to antipsychotic drugs, during the third
trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
following delivery. There have been reports of agitation. hypertonia, hypotonia, tremor,
somnolence. respiratory distress and feeding disorder in these neonates. These
tomplications have varied in severity; while in some cases symptoms have been self-
limited, in othar cases neonates have required intensive care unit support and prolonged
hospitalization.

Chiorpromazine Hydrochloride should be used during pregnancy only if the potential
benetit justifies the potential risk to the fetus.

Nursing Mothers: There is evidence that chiorpromazine is excreted in the breast milk
of nursing mothers. Because of the potential for serious adverse reactions in nursing
infants from chiorpromazine, a decision should be made whether to discontinue nursing
or to discontinug the drug. taking into account the impertance of the drug to the mother.
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