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COMPOSITION
Each tablet contains:
Mirtazapine (USP) ………….....................................................................…. 30mg

DESCRIPTION
Mirtazapine tablet is an orally administered drug. Mirtazapine has a tetracyclic 
chemical structure and belongs to the piperazino-azepine group of 
compounds. It is designated 1,2,3,4,10,14b-hexahydro-2-methylpyrazino 
[2,1-a] pyrido [2,3-c] benzazepine and has the empirical formula of C17H19N3. 
Its molecular weight is 265.36. The structural formula is:

CLINICAL PHARMACOLOGY
Mechanism of Action
The mechanism of ac�on of mirtazapine tablets, as with other drugs effec�ve 
in the treatment of major depressive disorder, is unknown. 
Evidence gathered in preclinical studies suggests that mirtazapine enhances 
central noradrenergic and serotonergic ac�vity. These studies have shown 
that mirtazapine acts as an antagonist at central presynap�c α2-adrenergic 
inhibitory autoreceptors and heteroreceptors, an ac�on that is postulated to 
result in an increase in central noradrenergic and serotonergic ac�vity. 

Pharmacokinetics
Mirtazapine tablets are rapidly and completely absorbed following oral 
administra�on and have a half-life of about 20 to 40 hours. Peak plasma 
concentra�ons are reached within about 2 hours following an oral dose. The 
presence of food in the stomach has a minimal effect on both the rate and 
extent of absorp�on and does not require a dosage adjustment. Plasma levels 
are linearly related to dose over a dose range of 15 to 80 mg.
Mirtazapine is extensively metabolized a�er oral administra�on. Major 
pathways of biotransforma�on are demethyla�on and hydroxyla�on followed 
by glucuronide conjuga�on. In vitro data from human liver microsomes 
indicate that cytochrome 2D6 and 1A2 are involved in the forma�on of the 
8-hydroxy metabolite of mirtazapine, whereas cytochrome 3A  is considered 
to be responsible for the forma�on of the N-desmethyl and N-oxide 
metabolite. Mirtazapine has an absolute bioavailability of about 50%. It is 
eliminated predominantly via urine (75%) with 15% in feces. Several 
unconjugated metabolites possess pharmacological ac�vity but are present in 
the plasma at very low levels. The (–) enan�omer has an elimina�on half-life 
that is approximately twice as long as the (+) enan�omer and therefore 
achieves plasma levels that are about 3 �mes as high as that of the (+) 
enan�omer. 

INDICATION
• Major depressive disorder.

DOSAGE AND ADMINISTRATION
The recommended star�ng dose for mirtazapine tablet is 15mg/day, 
administered in a single dose, preferably in the evening prior to sleep. The 
effec�ve dose in controlled clinical trial range was generally 15 to 45mg/day 

while the rela�onship between dose and sa�sfactory response in the 
treatment of major depressive disorder for Mirtazapine has not been 
adequately explored, pa�ents not responding to the ini�al 15mg dose may 
benefit from dose increases up to a maximum of 45mg/day.

USE IN SPECIFIC POPULATION
Pregnancy: Pregnancy Category C
Reproduc�on studies in pregnant rats and rabbits at doses up to 100mg/kg 
and 40 mg/kg, respec�vely [20 and 17 �mes the maximum recommended 
human dose (MRHD) on an mg/m2 basis, respec�vely], have revealed no 
evidence of teratogenic effects. There was an increase in pup deaths during 
the first 3 days of lacta�on and a decrease in pup birth weights. The cause of 
these deaths is not known. The effects occurred at doses that were 20 �mes 
the MRHD, but not at 3 �mes the MRHD, on an mg/m2 basis. There are no 
adequate and well-controlled studies in pregnant women. Because animal 
reproduc�on studies are not always predic�ve of human response, this drug 
should be used during pregnancy only if clearly needed. 

Nursing Mothers 
Because some Mirtazapine may be excreted into breast milk, cau�on should 
be exercised when Mirtazapine tablets are administered to nursing women. 

Pediatric Use 
Safety and effec�veness in the pediatric popula�on have not been established

Geriatric Use 
Approximately 190 elderly individuals (≥65 years of age) par�cipated in clinical 
studies with Mirtazapine tablets. This drug is known to be substan�ally 
excreted by the kidney (75%) and the risk of decreased clearance of this drug 
is greater in pa�ents with impaired renal func�on. Because elderly pa�ents 
are more likely to have decreased renal func�on, care should be taken in dose 
selec�on. Seda�ng drugs may cause confusion and over-seda�on in the 
elderly. No unusual adverse age-related phenomena were iden�fied in this 
group. Pharmacokine�c studies revealed a decreased clearance in the elderly. 

WARNING 
Clinical Worsening and Suicide Risk 
Suicide is a known risk of depression and certain other psychiatric disorders, 
and these disorders themselves are the strongest predictors of suicide.
All pa�ents being treated with an�depressants for any indica�on should be 
monitored appropriately and observed closely for clinical worsening, 
suicidality, and unusual changes in behavior, especially during the ini�al few 
months of a course of drug therapy, or at �mes of dose changes, either 
increases or decreases.

Angle-Closure Glaucoma 
The pupillary dila�on that occurs following use of many an�depressant drugs 
including  Mirtazapine may trigger an angle-closure a�ack in a pa�ent with 
anatomically narrow angles who does not have a patent iridectomy.

QT Prolongation and Torsades de Pointes
Clinical trial showed a posi�ve rela�onship between mirtazapine 
concentra�ons and prolonga�on of the QTc interval.During the postmarke�ng 
use of mirtazapine, cases of QT prolonga�on, Torsades de Pointes, ventricular 
tachycardia, and sudden death, have been reported.

Screening Patients for Bipolar Disorder
A major depressive episode may be the ini�al presenta�on of bipolar disorder. 
It is generally believed (though not established in controlled trials) that 
trea�ng such an episode with an an�depressant alone may increase the 
likelihood of precipita�on of a mixed/manic episode in pa�ents at risk for 
bipolar disorder.

Agranulocytosis
In premarke�ng clinical trials pa�ents treated with mirtazapine  tablets

developed agranulocytosis.If a pa�ent develops a sore throat, fever,  
stoma��s, or other signs of infec�on, along with a low WBC count, treatment 
with Mirtazapine  should be discon�nued and the pa�ent should be closely 
monitored.

Serotonin Syndrome 
The development of a poten�ally life-threatening serotonin syndrome has 
been reported with SNRIs and SSRIs, including Mirtazapine, alone but 
par�cularly with concomitant use of other serotonergic drugs (including 
triptans, tricyclic an�depressants, fentanyl, lithium, tramadol, tryptophan, 
buspirone, and St. John's wort), and with drugs that impair metabolism of 
serotonin (in par�cular, MAOIs, both those intended to treat psychiatric 
disorders and also others, such as linezolid and intravenous methylene blue). 
Serotonin syndrome symptoms may include mental status changes (e.g., 
agita�on, hallucina�ons, delirium, and coma), autonomic instability (e.g., 
tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, 
hyperthermia), neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, 
hyperreflexia, incoordina�on), seizures, and/or gastrointes�nal symptoms 
(e.g., nausea, vomi�ng, diarrhea). Pa�ents should be monitored for the 
emergence of serotonin syndrome.

PRECAUTIONS
Discontinuation Symptoms
Pa�ents currently taking mirtazapine should not discon�nue treatment 
abruptly, due to risk of discon�nua�on symptoms including but not limited to 
the following: dizziness, abnormal dreams, sensory disturbances (including 
paresthesia and electric shock sensa�ons), agita�on, anxiety, fa�gue, 
confusion, headache, tremor, nausea, vomi�ng, and swea�ng, or other 
symptoms which may be of clinical significance.

Akathisia/Psychomotor Restlessness 
Use of an�depressants has been associated with the development of 
akathisia, characterized by a subjec�vely unpleasant or distressing 
restlessness o�en accompanied by an inability to sit or stand s�ll. This is most 
likely to occur within the first few weeks of treatment. In pa�ents who develop 
these symptoms, increasing the dose may be detrimental. 

Increased Appetite/Weight Gain 
Appe�te increase was reported in 17% of pa�ents treated with Mirtazapine in 
US controlled studies, weight gain of ≥7% of body weight was reported in 7.5% 
of pa�ents treated with mirtazapine, 8% of pa�ents receiving Mirtazapine 
discon�nued for weight gain. In an 8-week-long pediatric clinical trial of doses 
between 15 to 45mg/day, 49% of Mirtazapine treated pa�ents had a weight 
gain of at least 7%.

Cholesterol , Triglycerides & Transaminase Elevations 
In US controlled studies, Nonfas�ng cholesterol increases to ≥20% above the 
upper limits of normal were observed in 15% of pa�ents treated with 
Mirtazapine & nonfas�ng triglyceride increases to ≥500 mg/dL were observed 
in 6% of pa�ents treated with mirtazapine,while  Clinically significant ALT 
(SGPT) eleva�ons (≥3 �mes the upper limit of the normal range) were 
observed in 2.0%  of pa�ents exposed to Mirtazapine. Most of these pa�ents 
with ALT increases did not develop signs or symptoms associated with 
compromised liver func�on,while some pa�ents were discon�nued for the 
ALT increases, in other cases, the enzyme levels returned to normal despite 
con�nued mirtazapine  treatment. 

Clinical Worsening and Suicide Risk 
Pa�ents their families, and their caregivers should be encouraged to be alert 
to the emergence of anxiety, agita�on, panic a�acks, insomnia, irritability, 
hos�lity, aggressiveness, impulsivity, akathisia (psychomotor restlessness), 
hypomania, mania, other unusual changes in behavior, worsening of 
depression, and suicidal idea�on, especially early during an�depressant 
treatment and when the dose is adjusted up or down.

Agranulocytosis 
Pa�ents who are to receive Mirtazapine should be warned about the risk of 
developing agranulocytosis. Pa�ents should be advised to contact their 
physician if they experience any indica�on of infec�on such as fever, chills, 
sore throat, mucous membrane ulcera�on, or other possible signs of 
infec�on.

Concomitant Medication 
Pa�ents should be advised to inform their physician if they are taking, or 
intend to take, any prescrip�on or over-the-counter drugs, since there is a  
poten�al for Mirtazapine to interact with other drugs. 
Pa�ents should be made aware of a poten�al increased risk for serotonin 

syndrome if concomitant use of Mirtazapine with other serotonergic drugs, 
including triptans, tricyclic an�depressants, fentanyl, lithium, tramadol, 
buspirone, tryptophan, and St. John's wort, is clinically warranted, par�cularly 
during treatment ini�a�on and dose increases.

ADVERSE EFFECTS
• Thoughts about suicide or dying 
• Ac�ng aggressive or violent 
• Insomnia
• Reckless behavior 
• Excessive happiness or Irritability 
• Swea�ng or fever 
• Muscle rigidity 
• Changes in vision 
• Increases in appe�te or weight 

DRUG INTERACTIONS
CYP Enzyme Inducers 
When phenytoin, carbamazepine, or another inducer of hepa�c metabolism 
(such as rifampicin) is added to mirtazapine therapy, the mirtazapine dose 
may have to be increased. 

CYP Enzyme Inhibitors
Cau�on should be exercised when coadministering mirtazapine with potent 
CYP3A4 inhibitors, HIV protease inhibitors, azole an�fungals, erythromycin, 
or nefazodone. The mirtazapine dose may have to be decreased with these 
drugs.

Alcohol & Diazepam
Concomitant administra�on of alcohol & diazepam with mirtazapine had a 
minimal effect on plasma levels of mirtazapine However, the impairment of 
cogni�ve and motor skills produced by Mirtazapine were shown to be 
addi�ve with the use of alcohol & diazepam.

CONTRAINDICATIONS
• Mirtazapine Tablets are contraindicated in pa�ents with a known 
 hypersensi�vity to mirtazapine or to any of the excipients. 
• Star�ng mirtazapine in a pa�ent who is being treated with MAOIs such as
 linezolid or intravenous methylene blue is also contraindicated because of
 an increased risk of serotonin syndrome.

STORAGE
Store below 30ºC.
Protect from light, heat and moisture.
Keep out of the reach of children.

PRESENTATION
Tizapine (Mirtazapine) 30mg Tablets: 
Pack of 20’s in white opaque PVC blister.
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