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Letrozole USP

Composi�on: Letrogen 2.5 Tablet: Each film-coated tablet contains Letrozole USP 2.5 mg.

Descrip�on: Letrozole is a nonsteroidal compe��ve inhibitor of the aromatase enzyme system; it 
inhibits the conversion of androgens to estrogens. In adult nontumor-and tumor-bearing female 
animals, letrozole is as effec�ve as ovariectomy in reducing uterine weight, eleva�ng serum LH, and 
causing the regression of estrogen-dependent tumors. In contrast to ovariectomy, treatment with 
letrozole does not lead to an increase in serum FSH. Letrozole selec�vely inhibits gonadal steroido-
genesis but has no significant effect on adrenal mineralocor�coid or glucocor�coid synthesis.

Letrozole inhibits the aromatase enzyme by compe��vely binding to the heme of the cytochrome 
P450 subunit of the enzyme, resul�ng in a reduc�on of estrogen biosynthesis in all �ssues. Treat-
ment of women with letrozole significantly lowers serum estrone, estradiol and estrone sulfate and 
has not been shown to significantly affect adrenal cor�costeroid synthesis, aldosterone synthesis, 
or synthesis of thyroid hormones.

Indica�ons and usage: Adjuvant Treatment of Early Breast Cancer: Letrozole is indicated for the 
adjuvant treatment of postmenopausal women with hormone receptor posi�ve early breast cancer.

Extended Adjuvant Treatment of Early Breast Cancer: Letrozole is indicated for the extended adju-
vant treatment of early breast cancer in postmenopausal women, who have received 5 years of 
adjuvant tamoxifen therapy. The effec�veness of Letrozole in extended adjuvant treatment of early 
breast cancer is based on an analysis of disease-free survival in pa�ents treated with Letrozole for a 
median of 60 months.
First and Second-Line Treatment of Advanced Breast Cancer: Letrozole is indicated for first-line 
treatment of postmenopausal women with hormone receptor posi�ve or unknown, locally 
advanced or metasta�c breast cancer. Letrozole is also indicated for the treatment of advanced 
breast cancer in postmenopausal women with disease progression following an�estrogen therapy.

Dosage and Administra�on:  Recommended Dose: The recommended dose of Letrozole is one 2.5 
mg tablet administered once a day, without regard to meals.

Use In Adjuvant Treatment Of Early Breast Cancer: In the adjuvant se�ng, the op�mal dura�on of 
treatment with Letrozole is unknown. The planned dura�on of treatment in the study was 5 years 
with 73% of the pa�ents having completed adjuvant therapy. Treatment should be discon�nued at 
relapse.
Use in Extended Adjuvant Treatment of Early Breast Cancer: In the extended adjuvant se�ng, the 
op�mal treatment dura�on with Letrozole is not known. The planned dura�on of treatment in the 
study was 5 years. In the final updated analysis, conducted at a median follow-up of 62 months, the 
median treatment dura�on was 60 months. Seventy-one percent of pa�ents were treated for at 
least 3 years and 58% of pa�ents completed least 4.5 years of extended adjuvant treatment. The 
treatment should be discon�nued at tumor relapse.
Use in First and Second-Line Treatment of Advanced Breast Cancer: In pa�ents with advanced 
disease, treatment with Letrozole should con�nue un�l tumor progression is evident.
Use in Hepa�c Impairment: No dosage adjustment is recommended for pa�ents with mild to mod-
erate hepa�c impairment, although Letrozole blood concentra�ons were modestly increased in 
subjects with moderate hepa�c impairment due to cirrhosis. The dose of Letrozole in pa�ents with 
cirrhosis and severe hepa�c dysfunc�on should be reduced by 50. The recommended dose of Letro-
zole for such pa�ents is 2.5 mg administered every other day. The effect of hepa�c impairment on 
Letrozole exposure in noncirrho�c cancer pa�ents with elevated bilirubin levels has not been deter-
mined.
Use in Renal Impairment: No dosage adjustment is required for pa�ents with renal impairment if 
crea�nine clearance is ≥ 10 mL/min.
Side effect: The most serious adverse reac�ons from the use of Letrozole are: - Bone effects & 
Increases in cholesterol. Because clinical trials are conducted under widely varying condi�ons, 
adverse reac�ons rates observed in the clinical trials of a drug cannot be directly compared to rates 
in the clinical trials of another drug and may not reflect the rates observed in prac�ce.

Overdose: Isolated cases of Letrozole overdose have been reported. In these instances, the highest 
single dose ingested was 62.5 mg or 25 tablets. While no serious adverse reac�ons were reported 
in these cases, because of the limited data available, no firm recommenda�ons for treatment can 
be made. However, emesis could be induced if the pa�ent is alert. In general, suppor�ve care and 
frequent monitoring of vital signs are also appropriate.

Contraindica�on: Letrozole may cause fetal harm when administered to a pregnant woman and the 
clinical benefit to premenopausal women with breast cancer has not been demonstrated. Letrozole 
is contraindicated in women who are or may become pregnant. If Letrozole is used during preg-
nancy, or if the pa�ent becomes pregnant while taking this drug, the pa�ent should be apprised of 
the poten�al hazard to a fetus.

Drug Interac�on: Tamoxifen: Co administra�on of Letrozole and tamoxifen 20 mg daily resulted in 
a reduc�on of Letrozole plasma levels of 38% on average. Clinical experience in the second-line 
breast cancer trials indicates that the therapeu�c effect of Letrozole therapy is not impaired if Letro-
zole is administered immediately a�er tamoxifen. Cime�dine: A pharmacokine�c interac�on study 
with cime�dine showed no clinically significant effect on Letrozole pharmacokine�cs. Warfarin: An 
interac�on study with warfarin showed no clinically significant effect of Letrozole on warfarin phar-
macokine�cs. Other an�cancer agents: There is no clinical experience to date on the use of Letro-
zole in combina�on with other an�cancer agents.

Precau�on: Bone Effects: Use of Letrozole may cause decreases in bone mineral density (BMD). 
Considera�on should be given to monitoring BMD. 

In the adjuvant trial the incidence of bone fractures at any �me a�er randomiza�on was 13.8% for 
Letrozole and 10.5% for tamoxifen. The incidence of osteoporosis was 5.1% for Letrozole and 2.7% 
for tamoxifen. In the extended adjuvant trial the incidence of bone fractures at any �me a�er 
randomiza�on was 13.3% for Letrozole and 7.8% for placebo. The incidence of new osteoporosis 
was 14.5% for Letrozole and 7.8% for placebo.

Cholesterol: Considera�on should be given to monitoring serum cholesterol. In the adjuvant trial 
hypercholesterolemia was reported in 52.3% of Letrozole pa�ents and 28.6% of tamoxifen pa�ents. 
CTC grade 3-4 hypercholesterolemia was reported in 0.4% of letrozole pa�ents and 0.1% of tamoxi-
fen pa�ents. Also in the adjuvant se�ng, an increase of ≥ 1.5 X ULN in total cholesterol (generally 
non-fas�ng) was observed in pa�ents on monotherapy who had baseline total serum cholesterol 
within the normal range (i.e., < =1.5 X ULN) in 151/1843 (8.2%) on Letrozole vs 57/1840 (3.2%).Lipid 
lowering medica�ons were required for 25% of pa�ents on Letrozole and 16% on tamoxifen.

Hepa�c Impairment: Subjects with cirrhosis and severe hepa�c impairment who were dosed with 
2.5 mg of Letrozole experienced approximately twice the exposure to Letrozole as healthy volun-
teers with normal liver func�on. Therefore, a dose reduc�on is recommended for this pa�ent popu-
la�on. The effect of hepa�c impairment on Letrozole exposure in cancer pa�ents with elevated 
bilirubin levels has not been determined.

Fa�gue and Dizziness: Because fa�gue, dizziness, and somnolence have been reported with the use 
of Letrozole, cau�on is advised when driving or using machinery un�l it is known how the pa�ent 
reacts to Letrozole use.

Laboratory Test Abnormali�es: No dose-related effect of Letrozole on any hematologic or clinical 
chemistry parameter was evident. Moderate decreases in lymphocyte counts, of uncertain clinical 
significance, were observed in some pa�ents receiving Letrozole2.5 mg. This depression was 
transient in about half of those affected. Two pa�ents on Letrozole developed thrombocytopenia; 
rela�onship to the study drug was unclear. Pa�ent withdrawal due to laboratory abnormali�es, 
whether related to study treatment or not, was infrequent.

Use in pregnancy and lacta�on:  Pregnancy: Pregnancy Category X. Letrozole may cause fetal harm 
when administered to a pregnant woman and the clinical benefit to premenopausal women with 
breast cancer has not been demonstrated. Letrozole is contraindicated in women who are or may 
become pregnant. If this drug is used during pregnancy, or if the pa�ent becomes pregnant while 
taking this drug, the pa�ent should be apprised of the poten�al hazard to a fetus.

Letrozole caused adverse pregnancy outcomes, including congenital malforma�ons, in rats and 
rabbits at doses much smaller than the daily maximum recommended human dose (MRHD) on a 
mg/m² basis. Effects included increased post-implanta�on pregnancy loss and resorp�ons, fewer 
live fetuses, and fetal malforma�ons affec�ng the renal and skeletal systems. Animal data and 
Letrozole’s mechanism of ac�on raise concerns that Letrozole could be a human teratogen as well.

Physicians should discuss the need for adequate contracep�on with women who are recently 
menopausal. Contracep�on should be used un�l postmenopausal status is clinically well estab-
lished.

Lacta�on: It is not known if Letrozole is excreted in human milk. Because many drugs are excreted 
in human milk and because of the poten�al for serious adverse reac�ons in nursing infants from 
Letrozole, a decision should be made whether to discon�nue nursing or to discon�nue the drug, 
taking into account the importance of the drug to the mother.

Pediatric use: The safety and effec�veness in pediatric pa�ents have not been established.

Geriatric use: The median age of pa�ents in all studies of first-line and second-line treatment of 
metasta�c breast cancer was 64-65 years. About 1/3 of the pa�ents were ≥ 70 years old. In the 
first-line study, pa�ents ≥ 70 years of age experienced longer �me to tumor progression and higher 
response rates than pa�ents < 70.

For the extended adjuvant se�ng, more than 5,100 postmenopausal women were enrolled in the 
clinical study. In total, 41% of pa�ents were aged 65 years or older at enrollment, while 12% were 
75 or older. In the extended adjuvant se�ng, no overall differences in safety or efficacy were 
observed between these older pa�ents and younger pa�ents, and other reported clinical experi-
ence has not iden�fied differences in responses between the elderly and younger pa�ents, but 
greater sensi�vity of some older individuals cannot be ruled out.

In the adjuvant se�ng, more than 8,000 postmenopausal women were enrolled in the clinical 
study. In total, 36 % of pa�ents were aged 65 years or older at enrollment, while 12% were 75 or 
older. More adverse reac�ons were generally reported in elderly pa�ents irrespec�ve of study 
treatment alloca�on. However, in comparison to tamoxifen, no overall differences with regards to 
the safety and efficacy profiles were observed between elderly pa�ents and younger pa�ents.

Storage: Store at 25°C (77°F); excursions permi�ed to 15 to 30°C.

Presenta�on: Letrogen 2.5 mg tablet: Each box contains 1×10 tablets in Alu-Alu blister strip.

Manufactured by:
The IBN SINA Pharmaceutical Industry Ltd.
Shafipur, Kaliakoir, Gazipur, Bangladesh.


