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Erlotinib 100mg and 150mg Film-Coated Tablets

Antineoplastic agent. ATC code LOTEBO2

PHARMACEUTICAL FORM
ERLOTIN intega Film Coated Tablet 100mg, 150mg

ERLOTIN intega Film Coated Tablet 100mg: White to yellowish, round biconvex, film-coated tablet, engraved with *100" on one side.
ERLOTINIS intega Film Coated Tablet 150mg: White to yellowish, found biconvex, film-coated tablet, engraved with *150" on one side.

Qualitative and Quanticative Composition
Active ingredient: erlotinib

One film-coated tablet of each h totinib 10 100mg and 150mg of erlotinib.

For excipients, see section on List of Excipients

CLINICAL PARTICULARS.

Therapeutic Indications

Non-small cell lung cancer

ERLOTINIG intega s indicated for the firstline treatment of patients with locally advanced or metastatic non-small cel lung cancer (NSCLC) with
EGFR activating mutations. ERLOTINI8 intega is indicated for maintenance treatment in patients with locally advanced or metastatic NSCLC with

£GFR activating mutations who have ot progressed after firs-ine chemotherapy. ERLOTINIB intega is also indicated for the treatment of
patients with \e:a\ly advanced or metastatic NSCLC after failure of at least one prior chemotherapy regimen.

Pancreatic Canc

ERLOTIG iiege ncombinaion with gemetabine i dicate for the tretmen o satnts wit locall advancee, unvesectable of metastatic
pancreatic cancer

Dosage and Method of Administration

Snndald Dnsige

EGFR mmanon (esnng shou\d be performed prior to initiation of ERLOTINIB intega as first-ine or maintenance therapy in patients with locally
aovanced or metastatic

The recommended daMy dose ol ERLOTINE intega is 150 mg taken at least one hour before or two hours after the ingestion of food.
Pancreatic Cancer

ERL 100 mgtaken at feast one h ous af food,

Wit gemciabin (et pockage msrkof GamcTabine o (6 pancretc concer ncaion)
Special Dosage Instructions
Drug Interactions: Concomitant use of CYP 3A4 substrat may dose ac (see section on Interactions with other
Wedicinal Products and other Forms of Interaction).
When dose acjustment is necessry, it is recommended to reduce in 50 mg steps (see sections on Warnings and Precautions and Interactions
with other Medicinal Products and other Forms of nteraction).
Hepatic impaiment: Erlotiib is el minated by hepatic metabolism and biiry excretion. Although erlotinib exposure was similar n patients with
moderately impaired hepatic function (Chid-Pugh score 7-9) compared with patients with adequate hepatic function, caution should be used
when administering ERLOTINIB intega to patients with hepatic impaiment. Dose reduction or interruption of ERLOTINIB intega should be
consideredif severe adverse reactions occur. Safety and efficacy have ot been studied in patients with severe hepatic mpairment (see sections
‘on Warnings & Precautions [Hepalitis, hepalic failure] and Pharmacokinetics in Special Populations)
Renalimpairment: The safety and efficacy of ERLOTINI intega has not been studied impairment. (see section
in Special Populations)
Peciatric use: The safety and efficacy of ERLOTINIB intega in the approved indications has not been established in patents under the age of 18
years
Smokers: Cigarette smoking has been shown to reduce erotinib exposure by 50-60%. The maximum tolerated dose of ERLOTINI intega in
NSCLC patients who currently smoke cigarettes was 300 mg. The 300mg dose did not show improved efficacy in second line treatment after
failure of chemotherapy compared to the recommended 150mg dose in patients who continue (o smoke cigarettes (see secton on Interactions
with other Medicinal Products and other Forms of nteraction and section on Pharmacokinetics in Special Populations).
Contraindications
ERLOTINIB intega s contraindicated in patients with severe hypersensitvty to erlotinib or 1o any component of ERLOTINIE intega.
Special Warnings and Special Precautions for Use

Assessment of EGFR mutation status: When assessing the EGFR mutation status of a patient, it is important that a well-validated and robust
methadology s chosen to avoid false negative or false positive deteminations.
Intrtitl ung Disese: Cses of nersttd g dease (LD ke events, ncuding ftate, hve been reerted uncommny In tents
receving erlotinib for treatment of NSCLC (non-small cel lung carcinoma), pancreatic cancer or other advanced solid tu
Reported diagnoses in patients suspected of having ILO-like events included pneumonitis, radiation pneumonits, hypevsensmwly pneumoniti,
ezl preumons, el g dsase, oleraie broncilt, puaray fbrosk, Acue Respeatony D Syndrre anc g
iflato, Thes LD ik verts state foma e oy o seveva\ ot ster it ety teraoy, Vst ofthe cases viereasoctad
with confounding ributing fact prior radiotherapy, pre-existing parenchymal lung disease,
metastatic lung disease, or pulmonary me(mns
In patients who develop acute onset of new and/or progressive unexplained pulmonary symptorns, such as dyspnea, cough and fever, erlotinib
therany should be interrupted pending diagnostic evaluation. If LD i ciagnosed, erlotinib should be discontinued and appropriate treatment
initated as necessary (see secton on Undesirable Effects).

i patients on erlotinib and moderate or treated with loperarnide. In some cases, dose
reduction may be necessary. In the even of severe or persistent diarhea, nausea, anorexia, or vomiting associated with defydration, erlotinib
therapy should be interrupted and appropriate measures should be taken to treat the dehydration. (See section on Undesirable ffects).

There e been are epors of ypokelami and ena allure incuding fataltie). Some cases were secondaryt severe dehydration due o
diarrhoes, vomiting and/or anorexia, while others were confounded by concomitant chemotherapy. In more severe or persistent cases of
diarthoea, or cases leacing to dehydration, Dam(ulady Ty roups of ez with aggmvelmg sk fators concorntant medications, symproms
o diseases or other predisposing conditions induding advanced age), erlot
e taken to nensively ehyrate he patients intavenousy. I aditio, ena funcion ond serum Slectobles mc\uﬂmg potassium should be
monitored in patients at risk of ﬂehyma jon
Rare cases of hepaic fal g fatalites) have been reported during use of erlotinib. Confounding factors have included
pre-exsting ner disesse of concomin hepatotorc mecications. Therefore, n such patient, perodic Iiver functon testing should be
considered. Erlotinib dosing should be interrupted if changes in iver function are severe (see section on Undesirable Fffects)
Gastrolntestinal Perforation: Patients receiving erlotinib are at increased risk of developing gas(romlesuna\ perforatin, which was obseved
ns, s, andlor
inane base Chemlerapy, of who have prior histoy o1 papic ucraton or vt eiseace ar ot ncessed k. ot v be
permanently discontinued in patients who develop gastrointestinal perforation (see section on Undes\rab\e Effects).
‘Bullous and exfolative skin disorders: Bullous, blistering and exfol been report
of Stevens-Johnsan syndromefToric epidermal necrolysis, which in some cases were i (see section on el Leck Conm resment
should be interrupted or discontinued if the patient develops severe bullous, bistering or exfoliating conditions

Ocular Disorgers: Very rare cases of ulceration erlotinib. Other ocular disorders incluci
‘abnormal eyelash growth, keratoconjunctivis sicca o keratits have been observed with erotinib treatment which are also rsk factors for
comeal perforationlceration.

Patients presenting with signs and symptoms suggesiive of keratts such as acute or worsening: eye inflammation, lecrimation, light sensitiy,
blurred vision, eye pain and/red eye should be referred promptly to an ophthalmology specialist

If a diagnosis of ulcerative keratitis is confirmed, treatment with erlotinib should be interrupted or discontinued. If keratitis is diagnosed, the
benefits and risks of continuing treatment should be carefully considered. Erloinib should be used with caution in patients with a history of
Keraiits, uicerative keratits or severe dry eye. Contact lens use is 2lso a risk factor for keratits and ulceration

Drug interaciions: Erlotinib has a potential for clinically significant drug-drug interactions. (See section on Interactions with other Medicinal
Products and other Furms of Interaction)

Interactions with other Medical Products and other Forms of Interaction

Erotinib i a potent inhibitor of CYP1AT, and a moderate inhibitor of CYP3Ad and CYP2CS, as well as a strong inhibitor of glucuronidation by
UGTIAT i i, The physologicl eleance of th song ntion of CYPTAT s urknown die 0 the vy imed exreson o CYPIAT
human tisst

The mhlhmor\ of UGTIA! by this
pathway. Paiients with low expression levels of UGTTA1 or genetic . Gilbert

concentrations of bilirubin and must be treated with caution.

Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily CYP2A4 and to a lesser extent by CYP1A2. Extrahepatic
metabolism by CYP3A4 in intestine, CYP1AT in lung, and CYP1B1 in tumour tissue also potentially contribute to the metabolic clearance of
erlotinib. Potential interactions may occur with active substances which are metabolised by, or are inhibitors or inducers of, these enzymes
Potent inhibitors of CYP3A4 actwity decrease erlotinib metabolism and increase erlotinib plasma concentrations. Concomitant use of erlotinib
with ketoconazole (200 mg orally twice daily for 5 days), a potent CYP3A4 inhibitor, resulted in an increase of erlotinib exposure and increase in
Crmax when compared to erlotinib alone. Therefore, caution should be used when erlotinib is combined with a potent CYP3A inhibitor, e.9.
azole antifuncals (1., ketoconazole, itraconazole, voriconazole), protease infibitors, erythiomycin or clarithromycn o combined CYP3AA/
CYP1A2 inhibitors. When erlotinib was co-administered with ciprofloxacin, an inhibitor of both CYP3A4 and CYP1A2, the erlotinib exposure
[AUC] and maximum concentration (Cmax) also increased. Caution should be exercised when ciprofloxacin or potent CYP1A2 inhibitors (e.q.,
fluvoxamine) are combined with erlotinib. In these situations, the dose of erlotinib should be reduced if toxicity is observed.

Potent inducers of CYP3A4 activity increase erlotinib metabolism and significantly decrease erlotinib plasma concentrations. Alternative
treatments lacking potent CYP3A4 inducing activity should be considered when possible. For patients who require concomitant treatment with
erlotinib and a potent CYP3AA inducer such as rifampicin an increase in dose to 300 mg should be considered while ther safety (see section on
Specil Virnings and Specil Precautons) incding enal and e funcions nd serum elecroltes) s cosely montored. and f el dlerated

han 2 weeks, fur 450 y monitoring. Higher doses have not been studied in this
seting. Reduced cxposure may ks occur with oiher inducers e.9. phenyton, carbamazepine, barbitorates or St Johns Wort (hypericum
perforatum). Caution should be these a ith erlotin

Pre-treatment or co-administration of erlotinib did not alter the clearance of the prototypical CYP3A4 substrates midazolam and erythromycin.
Significant interactions with the clearance of other CYP3A4 substrates are therefore unlikely. Oral availability of midazolam did appear to
decrease, which was however not attributed to effects on CYP3Ad activity. Erlotinib has not shown to affect pharmacokinetics of the concomi-
tantly acministered CYP3A42C8 substrate pacltaxel. Significant interactions with the cleerance of other CYP3AG subsiraies are therefore
unlikely.

Itracon with coumar-dried anioaguints, ncludng wafar, ladng 0 ncressed ntrnstons! Nomalzed Ratio (N and eeing

events, which in some cases were fatal, h G in patients receiving erlotinib. Patients taking coumarin-Gerived anticoaguiants
Srou be monitreo et o ary Changes i pohioman it or R

da statin may increase the potential uced myopathy, which was observed
rarcly
Patients who are il smoking should d 10 stop smoki iy as possile atment with erotinib, as plasma

ot concentrationsar reciced otherwise. The cinicalefectof thedecreased exposure has not been formaly assssed but s kel 10 be
lncllysignfcant, it i  substrate fo the P-gycoprtein active substance ransporer. Concomtant adminstation of nhbitors o Pgp,
.. yclosporine may lead to altered di of erlotinib. Th this interaction for
.g., NS toxicity has riot been established. Caution ol e v s ons

bove 5. Drugs that alter the pH of the upper Gl tract may alter the solubilty of erlotinb
and hence s bioavalabilty. Co- administration of erlotinib with omeprazole, a proton pump infibitor, decreased the erlotinib exposure [ALC]
and C,., There was no change to Tmax or hallife. Concomitant administration of erlotinio with 300 mg rantidine, an H2-receptor antagonist,
decreased erlotinib exposure [AUC] and C.,, Therefore, coadministration of drugs reducing gastic acid production with erlotinib should be
avoided where possible. Increasing the dosé of erlotinib when co-administered with such agents is not likely to compensate for ths loss of
exposure. I patients need to be treated with such drugs, then an H2-receptor antagonist such as raniticine should be consicered and used ina
staggered manner. Erotinio must be taken at least 2 hours before or 10 hours after the H2-receptor antagorist dosing,

Smokers should be advised to stop smoking as cigarette smoking, which is known to induce CYPTAT and CYP1A2, has been shown to reduce
eflotinib exposure.

There were o significant effects of gemcitabine on the pharmacokinetics of erlotinib nor were there significant effects of erotinib on the
pharmacokinetics of gemcitabine.

Erlotinib increases platinum concentrations, however, the magnitude of this difference is not considered to be clinicaly relevant. In clinical
practice, there may be other co-factors leacing to an increased exposure to carboplatin lie renal impairment. There were o significant effects
of carboplatin or paciitaxel on the pharmacokinetics of erlotinib

Capecitabine may increase erlotinlb concentrations. There were no significant effects of erlotinib on the pharmacokinetics of capecitabine.

Use in Special Populations

Females and Males of Reproductive Potential

Contraception: Females
Adequate contraceptive methods should be used during therapy, and for at east 2 weeks after completing therapy.
Pregnancy

Tiere are no acequate or well controlled studies in pregnant women using erlotinib. Studies in animals have shown some reproductive toxicty
{see sections on Impairment of Fertility and Reproductive toxicity). The potential risk for humans is unknown. Women of childbearing potential
must be advised to avoid pregnancy while on erlotinib. Treatment should only be continued in pregnant women if the potential benefit to the
mother outweighs the risk to the fetus.

Lactation

Nursing mothers: [t is not known whether erlotinib is excreted in human milk. No studies have been conducted to assess the impact of erlotinio
on milk production o ts presence in breast milk. As the potentialfor harm to the nursing infent is unknown, mothers should be advised against
breastfeeding while receiving erlotinib and for at least 2 weeks after the final dose.

Pediatric Use

The safety and efficacy of erlofinb in the approved indications has not been established in patients under the age of 18 years (see sections on
Special Dosage Instructions and Phermacokinetics in Special Population)

Geriatric Use

See section Pharmacokinetics in Special Population.

Renal Impairm

See sections Special Dosage nsiructions and, Pharmacokinetics in Special Population

Hepatic Impairment

Erolinib exposure was similar in patients with moderately impaired hepatic function (Child- Pugh score 7-9) compared with patients with
adequate hepatic funciion including patients with primery ver cancer or hepatic metastases (see section on Special Warnings and Special
Precautions). Safety and efficacy have ot been studied in patients with severe hepatic impairment. see section on Special Dosage Instructions)



Effects on Ability to Drive and Use Machines

Erlotinib has no of negligible influence on the abiliy to drive and use machines.
Undesirable Effects

adverse drug DRS) reported with erlotinib alone or in in the tables
below

The corresponding frequency category for each adverse drug reaction s based on the following convention: very common (>1/10), common
((z1/100 to <1/10), uncommon (wmon 0 < 1/100), rare (>|/moou w© <monn:, very rare (<1/10000)

Table 1 ADRs occurring in patients in 3R 21 "

more than placebo in BR 21 (treated i eriotinib) and PA 3(ireated wnh erlotinib plus gemcitabine) studies

NCI-CTC Grade Frequency category of highest incidence
MedDRA Preferred Term
Infections and infestations
Infection* very common
Metabolism and nutrition disorders
Anorexia very common
Weight decreased very common
Eye disorders
Conjunctivitis very common
Keratoconjunctitis sicca very common
Psychiatric disorders
Depression very common
Nervous system disorders
Headache very common
Neuropathy very common
Respiratory, thoracic and mediastinal disorders

very common
Cough very common
Gastrointestinal disorders
Diarrhea very common
Nausea very common
Vomiing very common
Stomatitss very common
Abdominal pain very common
Dyspepsia very common
Flatulence very common
Skin and subcutaneous tissue disorders

very common
Pruritus very common
Dry skin very common
Alopecia very common
General disorders and administration site condition
Fatigue very common
Pyrexia very common
Rigors very common

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and celultis

Further information on ADRs of special interest
Tne fllwing ADRs have been oosrved i patints whoreceved erctnia 150 mg 25 manotherapy o 100 mg or 150 mg in combiation i
gerncitabi

Very common ADRSs are presented in Table 1, ADR's i other frequency categories are summarized below.

Gastrointestinal Disorders:

Gastrointestinal perforations have been reported uncommonly (i less than 1% of patients) with erotinib treatment, in some cases with a fatal
outcome {see section on Warnings and Precautions

Cases of gastrointestinal bleeding have been reported commonly (including some fatalities), some associated with concomitant warfarin
administration (See also Section Interactions with other Medical Products and other Forms of Interaction), and some with concomitant NSAIDs.
e

epatobilary Disorders:
Liver function test abnormlits (including raised ALT, AST, biliubin) heve been observed commonly in clnical trias of erlotinio. In study PA3
these occurred very commonly:. They were mainly mild or moderate in severiy, transient in nature o associated with iver metastases,

Rere cases of hepatic failure including fataites) have been reporied during use of erotinio. Confouncing factors heve included pre-existing liver
disease or concomitant hepatotoxic medications.

Eve Disorders:
Comes) keratons o perfrations have been eportedvey ey i paens eceiding el wsatmen s secion on Warnings and
Precautions). Keratt has been with erlotini.

inclucing; , excessive glowlh and thickening of the eyelashes have been reported (see section on

Warnings and Precautions).

‘Respiratory. thoracic and medastinal disorders:

There have been uncommon reports of serious interstitial ung disease (LD)-Ike events, (ncluding fatalites), in patients receiving erlotinib for

treatment of NSCLC or other advanced solid tumors. (See section on Special Warnings and Special Precautions for Use). Cases of epistaxis have

also been reported commonly in both the NSCLC and the pancreatic cancer trials

Resh has been reported very commonly in patients receiving erlotinib and in general, manifests a5 a mid or moderate erytheratous and

papulopustular rash, which may occur or worsen in sun exposed areas. Acne, dermatitis acneiform and folliculitis have been observed commonly,

most of these events were mild or moderate and no-serious. For patients who are exposed to sun, protective clathing, andor use of sun screen

{e.g., mineral- containing) may be advisable. Skin fissures, mostly non-serious, were reported commonly and in the mjority of cases were

associated with rash and dry skin. Other mild skin reactions such as hyperpigmentation have been observed uncommonly (i less than 1% of
patients). Bulous, blistering and exfoliative skin conditions have been reported, including very rare cases suggestive of Stevens-Johnson

syndrome/Toxic epidermal necrolysis, which in some cases were fatal (see section on Warnings and Precautions).

Hair and nail changes, mostly non-serious, were reported in clinical trials, e.q., paronychia was reported commonly and hirsutism, eyelash/

eyebrow changes and brittle and loose nails were reported uncommonly.

Overdose

Single oral doses of erlotinib up to 1000 mg in healthy subjects and up to 1600 mg in cancer patients have been tolerated. Repeated twice daly
doses f 200 mo i healty subjects were poory oerted afe orly  few daysofdosing. Bsed onth data rom tese s severe acherse
0 mg. In case of suspected

may

cverdoss et shoukbe e and symptomati egtment adminstered

PHARMACOLOGICAL PROPERTIES AND EFFECTS

Pharmacodynamic Properties

Mechanism of Action

Erlotinib potently inhibits the intracellular phosphorylation of HER1/EGFR receptor. HERT/EGFR receptor is expressed on the cell surface of normal
Is and cancer cells. In nor-clnical models, inhibition of EGFR phosphotyrosine results in cellstasis and/or deat

Pharmacokinetic Properties

Absorptio

Oral erlotinib is well absorbed and has an extended absorption phase, with mean peak plasma levels occurring at 4 hours after oral dosing

Erlotinib has an estimate of bioavailabiity of 59%. The exposure after an oral dose may be increased by food

Following absorption, erlotinib i highly bound in blood, with o ie
albumin and A\pha-| ‘acid glycoprotein [AAG)), with a free fraction of appmxlmale\y ™
Distributio

ot has & mean apparent volume of distrbuton of 2321 and dssbutes nto tumor tisue of umans
Erlotinib is metabolised in humans by hepatic cytochrome PAS0 enzymes, primarily by CYP3A4 and to a lesser extent by CYP1A2, Extrahepatic
metabolism by CYP3AA in intestine, CYPTAT in lung, and CYP181 in tumour tissue potentially contribute to the metabolic clearance of erlofinib.
In vitro studies indicate approximately 80-85% of erlotinib metabolism is by the CYP3Ad enzyme. There are three main metabolic pathways
identfied

1) O-demethylation of either side chain or both, followed by oxidation to the carboxylic acids; 2) oxidation of the acetylene moiety ollowed by
hydrolysis o the anyl carboxylic acid; and 3) aromatic hydroxylation of the phenyl-acetylene moiety. The primary metaboltes of erlotinio
produced by Odemethylation of either side chain have comparable potency to erlotinib in nonclinical i vitro assays and in vivo twmor models
They are present in plasma t levels that are <10% of erlotinib and display similar pharmacokinetics s erlotinib. The metabolites and trace
amounts of erlotinib the feces (>90%), with for only a smal amount of an oral dose.
Elimination

Glearance:

Single agent erlotinib show a mean apparent clearance of 4.47 /hour with a median half-life of 36 2 hours. Therefore, the time to reach steady
state plasma concentration would be expected to occur in approxmately 7-8 days. No significant relationships between predicted apparent
clearance and patient age, body weight, gender, and ethnicity were observ

Patient factors, which comelate with erlotinio pharmacokinetics, are serum total bilitubin, AAG concentrations and current smoking. Increased
total bilirubin and associated with & slower rate of erlotinib clearance. Smokers had a higher

serum
rate of erlotinib clearance.
Co-administration of gemcitabine had no effect on erlotinib plasma clearance.

Exposure:

Following a 150 mg oral dose of erlotinb, at steadly state, the mecian time to 4.0 hours
with median meximum plasma concentrations achieved of 1,995 ng/ml. Prior to the next dose at 24 hours, the median minimum plasma

Concentraions o 1.258 no/m! Med\an AUC achieved during the dosing interval at steady state are 41,300 mcg*hi/ml.

Pharmacokinetics in special poy

Hepatic impairment Erlotinio is iy y cleared by the e, Eotin exposure was il in patent with moderately mpairec hepatcfuction

(Child-pugh score 7-9) compared with patients with adequate hepatic function including patients with primary liver cancer or hepatic

metastases

Renal impairment: Erotinib and its metaboles are not significantly excreted by the kicneys, as less than 9% of a single dose is excreted in the

urine.

Simokers: Cigarette smoking leads to increased clearance of, and decreased exposure to, erlotinib. Current smokers should be advised to stop
smoking while taking erlotinib, s plasma concentrations could be reduced otherwise
Nondlinical safety
Not applicable
PHARMACEUTICAL PARTICULARS
List of Excipients
Tablet
Iactose monahycrate
Celluose, microcrystalline
Sodium starch glycolate

fagnesium stearate
Poly (viny| alcohol) £1203)
Titenium Dioxide (E171)
Macrogol 3350 (£1521)
Talc (€5536)
Methacrylic Acid - Ethyl Acrylate Copolymer (1:1), type A
Sodium Hydrogen Carbonate
Storage and Stability
Store below 30°C. ERLOTINIE intega should not be used after the expiry date (EXP) shown on the pack
PACKS
100 mg tablets 30
150 mg tablets 30
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