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Product Name
INERLOTINIB

Name and Strength of Active Ingredient

Inerlotinb (100 mg):

One film-coated tablets of each strength contains Erlotinib hydrochloride corresponding to 100
mg of erlotinib.

Inerlotinb (150 mg):
One film-coated tablets of each strength contains Erlotinib hydrochloride corresponding to 150
mg of erlotinib.

Product Description

Inerlotinb (100 mg):

White to yellowish, round biconvex, film-coated tablets with ‘100’ engraved on one side of the
tablet.

Inerlotinb (150 mg):
White to yellowish, round biconvex, film-coated tablets with ‘150’ engraved on one side of the
tablet.

List of excipients

Tablet core

Lactose monohydrate

Cellulose, microcrystalline (E460)
Sodium starch glycolate type A
Magnesium stearate (E470b)

Tablet coat

Poly (vinyl alcohol) (E1203)

Titanium dioxide (E171)

Macrogol 3350 (E1521)

Talc (E553b)

Methacrylic acid-ethyl acrylate copolymer (1:1) type A
Sodium hydrogen carbonate

Pharmacodynamic/ Pharmacokinetics

Pharmacodynamic properties

Erlotinib reversibly inhibits overall epidermal growth factor receptor (HER1/EGFR)-tyrosine
kinase activity. Intracellular phosphorylation is inhibited which prevents further downstream
signaling, resulting in cell death. Erlotinib has higher binding affinity for EGFR exon 19 deletion
or exon 21 L858R mutations than for the wild type receptor.

Pharmacokinetic properties

Absorption

Erlotinib is absorbed from the gastrointestinal tract, with a bioavailability of about 60%; this may
increase up to almost 100% in the presence of food. Peak plasma concentrations occur about 4
hours after a dose.
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Distribution
It is about 93% bound to plasma proteins.

Metobolism

Erlotinib is metabolized mainly by the cytochrome P450 isoenzyme CYP3A4, and to a lesser
extent by CYP1A2. Metabolic pathways include demethylation, to metabolies OSI-420 and OSI-
413, oxidation, and aromatic hydroxylation.

Excretion
Erlotinib has an elimination half-life of about 36 hours. More than 80% of a dose is excreted as
metabolites in the faeces; about 9% is excreted in the urine.

Indications

Non-small cell lung cancer

Inerlotinib is indicated for the first-line and maintenance treatment of patients with locally
advanced or metastatic non-small cell lung cancer (NSCLC) with EGFR activating mutations.
Inerlotinib is also indicated for the treatment of patients with locally advanced or metastatic
NSCLC after failure of at least one prior chemotherapy regimen.

Pancreatic cancer
Inerlotinb in combination with gemcitabine is indicated for the first-line treatment of patients with
locally advanced, unresectable or metastatic pancreatic cancer.

Dosage and Administration

Non-small cell lung cancer

The recommended daily dose of Inerlotinib is 150 mg taken at least one hour before or two hours
after the ingestion of food.

Pancreatic cancer

The recommended daily dose of Inerlotinib is 100 mg taken at least one hour before or two hours
after the ingestion of food, in combination with gemcitabine (see the label of gemcitabine for the
pancreatic cancer indication).

Dosage Modification for Toxicity and Contraindications for Continued Therapy
When dose of adjustment is necessary, it is recommended to reduce in 50 mg steps.

Pulmonary toxicity

In patients who experience acute onset of new or progressive pulmonary manifestations (e.g.,
dyspnea, cough, fever), treatment with erlotinib should be interrupted pending diagnostic
evaluation. If interstitial lung disease is diagnosed, erlotinib should be discontinued, and
appropriate instituted as necessary.

Dehydration and/ or renal toxicity
If dehydration occurs, particularly in patients with contributing risk factors for renal failure (for
example, preexisting renal disease, medical conditions or medications that may lead to renal
disease, or other predisposing conditions such as advanced age), erlotinib therapy should be
interrupted and appropriate measures should be taken to intensively rehydrate the patient.
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Hepatotoxicity
If worsening of liver function test results occurs, interruption of erlotinib therapy or reduction of

erlotinib dosage accompanied by frequent monitoring of liver function tests should be considered
before changes in liver function become severe. If severe changes in liver function test results,
such as total bilirubin greater than 3 times the upper limit of normal and/ or serum aminotransferase
concentrations greater than 5 times the upper limit of normal, occure in patients with normal
hepatic function prior to treatment, erlotinib therapy should be interrupted or discontinued. If
hepatic failure occurs, the drug should be discontinued.

GI toxicity
If GI perforation occurs, erlotinib therapy should be permanently discontinued.

In patients with severe diarrhea that is unresponsive to loperamide or that results in dehydration,
dosage reduction or temporary interruption of therapy with erlotinib may be required.

Dematologic toxicity
In patients with severe skin reactions, such as severe bullous, blistering, or exfoliative conditions,
erlotinib therapy should be interrupted or discontinued.

Ocular toxicity
In patients who experience acute or worsening ocular toxicity, such as eye pain, erlotinib therapy
should be interrupted or discontinued.

Cigarette Smoking

Because cigarette smoking reduces systemic exposure to erlotinib, patients should be advised to
stop smoking. In patients who continue to smoke, cautious increase in the dose level of erlotinib
(not to exceed 300 mg) may be considered. Careful monitoring is required, and efficacy and long-
term safety (more than 14 days) for use of an erlotinib dose level higher than the recommended
starting dose level have not been established in patients who continue to smoke cigarettes. Upon
cessation of smoking, the erlotinib dose level should be reduced immediately to the recommended
starting dose level.

Geriatric patients
No dosage adjustment is required in geriatric patients.

Pediatric use
Safety and efficacy of erlotinib have not been established in children younger than 18 years of
age.

Contraindication
Inerlotinb is contraindicated in patients with severe hypersensitivity to erlotinib or to any
component of Inerlotinb.

Warnings and Precautions

Pulmonary toxicity

Rare, sometimes fatal, interstitial lung disease (ILD) has occurred; symptoms include acute

respiratory distress syndrome, interstitial pneumonia, obliterative bronchiolitis, pneumonitis
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(including radiation and hypersensitivity), pulmonary fibrosis, and pulmonary infiltrates. The
onset of symptoms has been within 5 days to more than 9 months after treatment initiation (median:
39 days). Interrupt treatment for unexplained new or worsening pulmonary symptoms (dyspnea,
cough, and fever); permanently discontinue for confirmed ILD.

Renal impairment

Acute renal failure (some fatal), renal insufficiency, and hepatorenal syndrome have been reported,
either secondary to hepatic impairment at baseline or due to severe dehydration; use with caution
in patients with or at risk for renal impairment. Monitor closely for dehydration; monitor renal
function and electrolytes in patients at risk for dehydration. If severe renal impairment develops,
interrupt therapy until toxicity resolves.

Hepatotoxicity
Hepatic failure and hepatorenal syndrome have been reported (some fatal), particularly in patients

with baseline hepatic impairment (although have also been observed in patients with normal
hepatic function). Monitor liver function (transaminases, bilirubin, and alkaline phosphatase);
patients with any hepatic impairment (total bilirubin greater than ULN; Child-Pugh class A, B, or
C) should be closely monitored, including those with hepatic disease due to tumor burden.
Increased monitoring of liver function is required in patients with pre-existing hepatic impairment
or biliary obstruction. Dosage reduction, interruption, or discontinuation may be recommended for
changes in hepatic function. Use with extreme caution in patients with total bilirubin greater than
3 X ULN. Interrupt therapy if total total bilirubin greater than 3 X ULN or transaminases are
greater than 5 X ULN in patients without preexisting hepatic impairment. In patients with baseline
hepatic dysfunction or biliary obstruction, interrupt therapy if bilirubin doubles or transaminases
triple from baseline values.

GI perforation
GI perforation (including fatalities) has been reported with use; risk for perforation is increased

with concurrent antiangiogenic agents, corticosteroids, nonsteroidal anti-inflammatory drugs,
and/or taxane based-therapy, and patients with history of peptic ulcers or diverticular disease.
Permanently discontinue in patients who develop perforation.

Dermatologic toxicity

Bullous, blistering, or exfoliating skin conditions, some suggestive of Stevens-Johnson or toxic
epidermal necrolysis (TEN), have been reported (some fatal). An acne-like rash commonly appears
on the face, back, and upper chest. Generalized or sever acneiform, erythematous, or
maculopapular rash may occur. Skin rash may correlate with treatment response and prolonged
survival; management of skin rashes that are not serious should include alcohol-free lotions,
topical antibiotics, or topical corticosteroids, or if necessary, oral antibiotics and systemic
corticosteroids; avoid sunlight. Reduce dose or temporarily interrupt treatment for severe
reactions; discontinue treatment for bullous, blistering, or exfoliative skin toxicity.

Cardiovascular events
Cerebrovascular accidents, myocardial infarction, and myocardial ischemia have been reported.

Hematologic effects
Microangiopathic hemolytic anemia with thrombocytopenia has been reported (rarely) with
erlotinib in combimation with gemcitabine.
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Ocular toxicity

Corneal perforation and ulceration have been reported with use; decreased tear production,
abnormal eyelash growth, keratoconjunctivitis sicca, or keratitis have also been reported and are
known risk factors for corneal ulceration/ perforation. Interrupt or discontinue treatment in patients
presenting with eye pain or other acute or worsening ocular symptoms. Consider a baseline
ophthalmologic exam and reassess for ocular toxicities at 4 to 8 weeks after treatment initiation.

Hemorrhage
Elevated international normalized ration (INR) and bleeding events (including fatal hemorrhage)

have been reported when erlotinib was administered concomitantly with warfarin; monitor
prothrombin time and INR closely.

Non-small cell lung cancer genomics

EGFR mutations, specifically exon 19 deletions and exon 21 mutation (L858R) are associated with
better response to erlotinib in patients with non-small cell lung cancer. Erlotinib treatment is not
recommended in patients with non-small cell lung cancer with KRAS mutations; they are not likely
to benefit from erlotinib treatment. The cobas EGFR mutation test has been approved to detect
EGFR mutation for first-line non-small cell lung cancer treatment.

Drugs affecting gastric pH

Avoid concomitant use with proton pump inhibitors. If taken with an Hx-receptor antogonist (eg.
Ranitidine), administer erlotinib 10 hours after the H>-receptor antagonist dose and at least 2 hours
prior to the next H-receptor dose. If an antacid is necessary, separate dosing by several hours.

Hazardous agent
Use appropriate precautions for handling and disposal.

Appropriate use
Concurrent erlotinib plus platinum-based chemotherapy is not recommended for treatment of
locally-advanced or metastatic non-small cell lung cancer due to a lack of clinical benefit.

Lactose intolerance
Product contains lactose; avoide use in patients with Lapp lactase deficiency, glucose-galactose
malabsorption, or glucose intolerance.

Smokers

Erlotinib levels may be lower in patients who smoke; advise patients to stop smoking. Smokers
treated with 300 mg/day exhibited steady-state erlotinib levels comparable to former- and never-
smokers receiving 150 mg/day.

Monitoring
Periodic liver function tests (transaminases, bilirubin, and alkaline phosphatase); monitor more

frequently with worsening liver function; periodic renal function tests and serum electrolytes (in
patients at risk for dehydration); hydration status; signs/symptoms of pulmonary toxicity;
prothrombin time and INR (in patients on concomitant warfarin therapy); consider a baseline
ophthalmologic exam and reassess for ocular toxicities at 4 to 8 weeks after treatment initiation;
EGFR mutation status in patients test has been approved to detect EGFR mutation for first-line
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non-small cell lung cancer treatment.

Interactions with Other Medicaments

Drugs and foods affecting hepatic microsomal enzymes

Inhibitors of cytochrome P-450 (CYP) 3A4 isoenzyme: Pharmacokinetic interation observed
during concomitant use with ketoconazole (increased plasma erlotinib concentrations). Caution
when used concomitantly with ketoconazole or other potent CYP3A4 inhibitors (e.g., atazanavir,
clarithromycin, indinavir, itraconazole, nefazodone, nelfinavir, ritonavir, saquinavir,
telithromycin, troleandomycin, voriconazole, grapefruit or grapefruit juice). Caution when used
concomitantly with ciprofloxacin, and inhibitor of CYP3A4 and CYP1A2. Reduction of erlotinib
dosage should be considered if severe adverse effects occur.

Inducers of CYP3A4: Pharmacokinetic interaction observed during pretreatment or concomitant
use with rifampin (increased erlotinib clearance, resulting in decreased plasma erlotinib
concentrations). Avoid concomitant use with rifampin or other potent CYP3A4 inducers (e.g.,
carbamazepine, phenobarbital, phenytoin, rifabutin, rifapentine, St.John’s wort [Hypericum
perforatum]). If concomitant use with these agents cannot be avoided, an increase in erlotinib
dosage should be considered; if the CYP3A4 inducer is discontinued, dosage of erlotinib should
be reduced immediately.

Cigarette Smoking

Because cigarette smoking reduces systemic exposure to erlotinib, patients should be advised to
stop smoking. If patients continue to smoke, an increase in erlotinib dosage may be considered.
Upon smoking cessation, dosage of erlotinib should be reduced immediately to the starting dose
level.

Drugs affecting gastric acidity

Drugs that increase the pH of the upper GI tract decrease the solubility of erlotinib and reduce its
bioavailability. Concomitant administration of omerprazole, a proton pump inhibitor, decreased
the area under the concentration-time curve for erlotinib by 46% and decreased the maximum
concentration of erlotinib by 61%. Increasing the dose level of erlotinib is not likely to compensate
for the loss of exposure, and separation of dosed may not eliminate the interation because proton
pump inhibitors have an extended effect on the pH of the upper GI tract. If possible, the
concomitant use of erlotinib and proton pump inhibitors should be avoided.

The use of antacids may be considered as an alternative Hx-receptor antagonist or proton pump
inhibitors in patients receiving erlotinib. However, the effect of antacids on the disposition of
erlotinib has not been studied. If use of an antacid is necessary, the antacid dose and the erlotinib
dose should be separated by several hours.

Warfarin

Poential pharmacologic interaction (increased international normalized ration (INR) and
infrequent reports of bleeding, including GI and non-GI bleeding). Monitor prothrombin time
(PT) or INR regularly in patients receiving erlotinib concomitantly with warfarin or other
coumarin-derivative anticoagulants.

Food Interactions
Erlotinib bioavailability is increased with food. Grapefruit or grapefruit juice may decrease
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metabolism and increase erlotinib plasma concentrations.

Management: Take on an empty stomach at least 1 hour before or 2 hours after the ingestion of
food. Avoid grapefruit and grapefruit juice. Maintain adequate nutrition and hydration, unless
instructed to restrict fluid intake.

Pregnancy and Lactation

Pregnancy

Category D. Adverse events were observed in animal reproduction studies. Based on the
mechanism of action, may cause fetal harm if administered in pregnancy. Women of reproductive
potential should be advised to avoid pregnancy; highly effective contraception is recommended
during treatment and for at least 2 weeks after treatment has been completed. Treatment should
only be continued in pregnant women if the potential benefit to the mother outweighs the risk to
the fetus.

Lactation

It is not known if erlotinib is excreted in human milk. Due to the potential for serious adverse
reactions in the breast-feeding infant, the decision to discontinue breast-feeding or discontinue
the drug should take into account the benefits of treatment to the mother.

Effects on Ability to Drive and Use Machine
No studies on the effects on the ability to drive and use machinery have been performed. However,
erlotinib is not associated with impairment of mental ability.

Undesirable Effects

Adverse reactions reported with monotherapy

Cardiovascular: Chest pain, peripheral edema

Central nervous system: Anxiety, dizziness, fatigue, headache, insomnia, neurotoxicity, pain,
paresthesia, voice disorder

Dermatologic: Acne vulgaris, acneiform eruption, alopecia, bullous dermatitis, dermatitis,
erythema, erythematous rash, exfoliative dermatitis, folliculitis, hypertrichosis, nail disease,
palmar-plantar erythrodysesthesia, paronychia, pruritus, skin fissure, skin rash, xeroderma

Endocrine & metabolic: Weight loss

Gastrointestinal: Abdominal pain, anorexia, constipation, decreased appetite, diarrhea, dyspepsia,
mucositis, nausea, stomatitis, taste disorder, vomiting, xerostomia

Genitourinary: Urinary tract infection

Hematologic & oncologic: Anemia, leukopenia, lymphocytopenia, thrombocytopenia

Hepatic: Hepatic failure, hyperbilirubinemia, increased gamma-glutamyl transferase, increased
serum ALT

Infection: Increased susceptibility to infection

Miscellaneous: Fever

Neuromuscular and skeletal: Arthralgia, back pain, muscle spasm, musculoskeletal pain (including
chest), ostealgia, weakness

Ophthalmic: Conjunctivitis, keratoconjunctivitis sicca, ophthalmic signs and symptoms

Otic: Tinnitus

Renal: Increased serum creatinine, renal failure

Respiratory: Cough, dyspnea, epistaxid, nasopharyngitis, pneumonitis, pulmonary embolism,
pulmonary fibrosis, respiratory tract infection

Rare but important or life-threatening: Interstitial pulmonary disease
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Adverse reactions reported with combination (erlotinib plus gemcitabine) therapy

Cardiovascular: Cardiac arrhythmia, cerebrovascular accident (including cerebral hemorrhage),
deep vein thrombosis, edema, myocardial infarction, syncope, thrombosis

Central nervous system: Anxiety, depressing, dizziness, fatigue, headache

Dermatologic: Alopecia, skin rash

Gastrointestinal: Abdominal pain, anorexia, diarrhea, dyspepsia, flatulence, intestinal obstruction,
nausea, pancreatitis, stomatitis, vomiting, weight loss

Hematologic & oncologic: Hemolytic anemia, microangiopathic hemolytic anemia with
thrombocytopenia

Hepatic: Hyperbilirubinemia, increased serum ALT, increased serum AST

Infection: Increased susceptibility to infection

Miscellaneous: Fever

Neuromuscular and skeletal: Myalgia, neuropathy, ostealgia, rigors

Renal: Renal failure, renal insufficiency

Respiratory: Cough, dyspnea, interstitial pulmonary disease

Rare but important or life-threatening: Bullous dermatitis, exfoliative dermatitis, hepatic failure

Mono- or combination therapy

Rare but important or life-threatening: Acute peptic ulcer with hemorrhage, bronchiolitis, corneal
perforation, corneal ulcer, episcleritis, gastritis, gastrointestinal hemorrhage, gastrointestinal
perforation, hearing loss, hematemesis, hematochezia, hepatorenal syndrome, hepatotoxicity,
hirsutism, hyperpigmentation, hypokalemia, keratitis, melena, myopathy (in combination with
statin therapy), peptic ulcer, rhabdomyolysis (in combination with statin therapy), skin
photosensitivity, skin rash (acneiform, sparing prior radiation field), Stevens-Johnson syndrome,
toxic epidermal necrolysis, tympanic membrane perforation

Overdose and Treatment

Single oral doses of erlotinib up to 1000 mg in healthy subjects, and up to 1600 mg given as a
single dose once weekly in cancer patients, have been tolerated. Repeated twice daily doses of
200 mg in healthy subjects were poorly tolerated after only a few days of dosing. Based on the
data from these studies, severe adverse events such as diarrhea, rash, and possibly liver
transaminase elevation may occur above the recommended dose. In case of suspected overdose
erlotinib should be withheld and symptomatic treatment administered.

Storage Condition
Store below 30°C.

Dosage Forms and Packaging Available
10 film-coated tablets packed in Aluminium-OPA/Alu/PVC blister and 3 blisters packed in one
box.

Name and Address of Manufacturer

REMEDICA LTD.

Aharnon Street, Limassol Industrial Estate, Building 10-Anti-Neoplastic & Immunomodulating
Products, Limassol, 3056, Cyprus

Name and Address of Importer
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Intega (Thailand) Co., Ltd.
Bangkok, Thailand

Date of Revision of Package Insert
Sep 2022
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	Inerlotinib Thai
	เออร์โลทินิบมีครึ่งชีวิตการกำจัดยาประมาณ 36 ชั่วโมง มากกว่า 80% ของยาที่ได้รับจะถูกขับออกในรูปเมตาบอไลท์ทางอุจจาระ และประมาณ 9% ถูกขับออกทางปัสสาวะ

	Inerlotinib Eng
	Pharmacodynamic properties
	Pharmacokinetic properties
	Absorption
	Erlotinib is absorbed from the gastrointestinal tract, with a bioavailability of about 60%; this may increase up to almost 100% in the presence of food. Peak plasma concentrations occur about 4 hours after a dose.
	Distribution
	It is about 93% bound to plasma proteins.
	Metobolism
	Erlotinib is metabolized mainly by the cytochrome P450 isoenzyme CYP3A4, and to a lesser extent by CYP1A2. Metabolic pathways include demethylation, to metabolies OSI-420 and OSI-413, oxidation, and aromatic hydroxylation.
	Excretion
	Erlotinib has an elimination half-life of about 36 hours. More than 80% of a dose is excreted as metabolites in the faeces; about 9% is excreted in the urine.
	Indications
	Non-small cell lung cancer
	Inerlotinib is indicated for the first-line and maintenance treatment of patients with locally advanced or metastatic non-small cell lung cancer (NSCLC) with EGFR activating mutations.
	Inerlotinib is also indicated for the treatment of patients with locally advanced or metastatic NSCLC after failure of at least one prior chemotherapy regimen.
	Pancreatic cancer

	Dosage and Administration
	Dosage Modification for Toxicity and Contraindications for Continued Therapy
	When dose of adjustment is necessary, it is recommended to reduce in 50 mg steps.
	Pulmonary toxicity
	In patients who experience acute onset of new or progressive pulmonary manifestations (e.g., dyspnea, cough, fever), treatment with erlotinib should be interrupted pending diagnostic evaluation. If interstitial lung disease is diagnosed, erlotinib sho...
	Dehydration and/ or renal toxicity
	If dehydration occurs, particularly in patients with contributing risk factors for renal failure (for example, preexisting renal disease, medical conditions or medications that may lead to renal disease, or other predisposing conditions such as advanc...
	Hepatotoxicity
	If worsening of liver function test results occurs, interruption of erlotinib therapy or reduction of erlotinib dosage accompanied by frequent monitoring of liver function tests should be considered before changes in liver function become severe. If s...

	Pediatric use
	Contraindication
	Warnings and Precautions
	Pulmonary toxicity
	Rare, sometimes fatal, interstitial lung disease (ILD) has occurred; symptoms include acute respiratory distress syndrome, interstitial pneumonia, obliterative bronchiolitis, pneumonitis (including radiation and hypersensitivity), pulmonary fibrosis, ...
	Renal impairment
	Acute renal failure (some fatal), renal insufficiency, and hepatorenal syndrome have been reported, either secondary to hepatic impairment at baseline or due to severe dehydration; use with caution in patients with or at risk for renal impairment. Mon...
	Hepatotoxicity
	Hepatic failure and hepatorenal syndrome have been reported (some fatal), particularly in patients with baseline hepatic impairment (although have also been observed in patients with normal hepatic function). Monitor liver function (transaminases, bil...
	GI perforation
	GI perforation (including fatalities) has been reported with use; risk for perforation is increased with concurrent antiangiogenic agents, corticosteroids, nonsteroidal anti-inflammatory drugs, and/or taxane based-therapy, and patients with history of...
	Dermatologic toxicity
	Bullous, blistering, or exfoliating skin conditions, some suggestive of Stevens-Johnson or toxic epidermal necrolysis (TEN), have been reported (some fatal). An acne-like rash commonly appears on the face, back, and upper chest. Generalized or sever a...
	Cardiovascular events
	Cerebrovascular accidents, myocardial infarction, and myocardial ischemia have been reported.
	Hematologic effects
	Microangiopathic hemolytic anemia with thrombocytopenia has been reported (rarely) with erlotinib in combimation with gemcitabine.
	Ocular toxicity
	Corneal perforation and ulceration have been reported with use; decreased tear production, abnormal eyelash growth, keratoconjunctivitis sicca, or keratitis have also been reported and are known risk factors for corneal ulceration/ perforation. Interr...
	Hemorrhage
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