|MAT|QUAL Risk summary
Imatinib can cause fetal harm toapregnant findings fr ion studies. There areno clinical trials on the
. - P useof women. The i tmmwnmenwhohave
Protein-tyrosine kinase inhibtor taken imatinib. Reproductive studies i that ed teratogenic
i imatil doses equalmhpmmw t dose of 800 y body surface area. Imatinib
DESCRIPTION AND COMPOSITION shouldnot ing pregnancy unless clearly necessary.ftis used the patient must sk to the foetus
Pharmaceutical forms Data
Film-coated tablets Inembry ies i its pregnant anii ived oraldoses of imatini pto
IMATIQUAL FC TABLET 100mg and 400mg respecivel,during the perod of i
100 mg tablets: Dark yellow to brownish orange round film coated T and 1 divided by score | ide In rats, imatin was teratogenic at equaltoth dose of 800 mg/day bod
400 mg tablets: Dark yellow to brownish orange oblong film coated ith IT and 4 divided by score i idg the number of jth d phaly was higher than historical values and these findings were associated with
Active substance ial Lower mean fetal body weigh fated with ificati
Film-coated tablets Inrabbits, at doses 1.5 times higher than { doseof 800 noeffects on the reproducti
Fach tablet contains 100 or 400 mgimatinb (s matnb mesylat). with respentaimp\amaﬁunsi&e& number of live fetuses, sex ratio or fetal weight bserved. The inations of the: i g
Exciients ‘re\ated morphological changes. . - o . ) )

" o tudy in rats, pregnant tation
IMaMMOMgIIImdmhIeB i upto45 mg/kg/day. Five animals developed a red vaginal discharge in the 45 mg/kg) 140r150f gestation, f whichis
Tablet content: Calcum hydrogen phosphate, Crospovidone, i Other tsnoted only at the dose of 45 mg/kg/

Magnesium stearate. day halfth dose of800 i stilbom pups and pups
Coating content: Polyvinyl alcohol, Macrogol/PEG 3350, ron oxide yellow, Talc, dying between postpartum Days 0and 4. I the FL offspring attis same ose level mean body veg duced from birth until terminal sacrifice and
Titanium dioxide, Iron oxide red. the number of for ly decreased. Th ignificant effects i
INDICATIONS or behavioral testing. F1 fertiity was not affected but reproductive effects were noted at 45 mg/kg/day including an increased number of resorptions and a
IMATIQUAL is indicated for the decreased number of viable fetuses.
« teatmentofadult dagnosed Phiadelphia P ia (Ph QML) (for paediatic ~ TeNOEL for andtheFl 15mghg/day.
use s section DOSAGE AND ADMINSTRATION). Lactation
. treatment of adult jith Ph+ CML in blast cris orin chronic phase after failure of interferon-alpha therapy (for ~ Risk summary
paed\alrltuseseesed]onDOSAGEANDADM\N\STRATION) Both imatinib and h k. The effects of low-d f the infant to imatinib k because
. treatment of paediatric diagnosed Philadelphi i ht ALL)i of the potential for tions in the breastfed chld, ingis treatment and for at least 15 days after
chemotherapy. stopping treatment with imatinib.
. treatment of adult| refractory Ph+ ALL Human Data
. treatment of adult jth Kit+ (CD117) unresectable and/or metastatic malignant i tromal IST). The milk p tobe 05 for imatiniband 09 for ol ing greater disributon o thy bolite nto the mik.
. adjuvant treatment of adult patients tion of Kit+ GIST. Considering i on of imatinib it and th i iy milk i infants the X0 1 by cted
The effectiveness of based togenetic i survivalin (ML toby { 10%of a therapeutic dose. However, since the effects of low-d of the infant to imatinib are unk women
cytogenetic refractory aduft Ph+ ALL, on objec table and/or metastatic GIST and on recurrence free: shouldnot breast-feed.
survival in adjuvant GIST (see PHARMACODYNAWMICS). Except gl ‘phase (ML th ing increased Females and mal
sunvival Females
DOSAGE REG"“ENANDADM'N'“RA“W Females of reproducti dvised to use effecti that result in less than 1 % pregnancy ingimatinib
Therapy itiated by a phi enced in the treatment of patients with fes or GIST, as appropriate. during treatment and for at least 15 days after stopping treatment with imitanib.
‘The prescribed d d be admin lly with ameal and a large gl walermm\mm\zethe nskoi gastrointestinal disturbances. Doses of 400 mg Inlemlny
or600mg dministered once daily, whereas a daily dose of 800 mg g twice aday, in i inthe evening. ib and its effect on male fertility t Male patients concerned
For patients unable to swallow the film-coated tablets, the tablets may be di inaglass of water or apple juice. i of tablets should ahmnmelrfemhtyun \maﬂn\mmatmentshnuldmnsullwnhmewrphysman Femhlywasmtaffenedmheprecllmca\femlrryandearlyemhrynmn
be placed i the appropriate volume of b imately 50 mL for a 100 mg tablet, and 200 mL for a400 mg tabl withaspoon. The development: asuellasa of motile sp les rats.In
ion should be i i after complete disi on of the tablet(s) il ,femlnymheﬂr t also not affected by imatinib.
Treatment should be continued as long as the patient continues to benefit, ADVERSE DRUG REACTIONS
Monitoring of response to IMATIQUAL therapy in Ph+ CML therapy is modified, m\dermfy subopuma\ Patients with f malignancies ing medi ftons that ity difficut to assess
Tesponse, loss of response to therapy, poor patient compliance, or possible drug- tion. Results of monitoring dUETOmEVdIiEIYU\ derlying disease, i fon, and th {
management. inib lly well tolerated with chronic oral daily dosing in patients wiith CML including paedlam( paﬂemsThe majority of adult patients experienced
Dosage in CML adverse events at some point n time, hutmoslwereolm\\dmmodemegradeandmclmlca\m' d for drug:
Th dosage of IMATIQUAL i 400 meday for adult ptientsin chronic phase CMLand 600 meday for paientsin acceerated phase o last s, @Dsenvedn24% of newly Ao pte onic phase after falre of nterfron therepy, 4% of patentsin accelrated phme
The orescribed i daly withamealand alarge glas of wter. after failure of interferon Ihe(apy andS%ofblastmsws patients after failure of interferon therapy. In the GIST study (B2222), Imatinib was discontinued for
Dose ncrease fiom 400 mg to 600 mg i ptients vithchoni disease,or from 600mg 800 mg dallyinpatertsi drug-related adverse events in 4 % of patients. ‘
orblastaisis < orod i the ahcence of i teukaen i iainthe The adverse reactions were similar in allindications, with Therev IST and intra: was only
seenin the GIST population (see section SPECIAL WARNINGS AND PRECAUTIONS FORUSE). The most lated adh were

following circumstances: disease progression (at any time),failure to achiieve a satisfactory haematological response after at least 3 months of treatment, failure
o achlevea cylcgenenc response after 12 months of treatment, or loss of a previously achieved haematological and/or cytogenetic response.

Dosi the basis of body /m?). The \MATIOUAUor chidren with

Ph+ CMLis 340 mg/m?/day (not to exceed 600mg). Doses of 260 mg/m?/day and 340 mg/m’ for i ic phase CML and
‘advanced phase CML respectively, after failure of interferon-alpha therapy. However, the total daily dose in children should not exceed aduit equivalent doses
uf 400 mg and 600 mg respectively. Treatment can be g\ven asaonce daily dose or altemnatively the daily dose may be splitinto two admmlsmans -onein

mild riauses, vomnmg, dlarrhoea myalg\a ‘muscle cramps and rash, which were easily manageab\e Superficial oedemas werea (ummun ﬂndmg inal studies and
r lower limb oedemas. However, the be managed wi cs, other supportive

measures, o in some patwems by reducing the dose of imatinib.

Overal the incidence of all grades of adverse reactions and the incidence of severe adverse reactions were similar between the 400mg and 800mg treatment

‘groups except for oedema, which was reported more frequently in the 800mg group i the phase ll studies in patients with unresectable or metastatic

were rarely

the evening Thy based of paediatric patients. There s no exp the mal\gnam GIST(SWOG, EOR[[ studies)
treatment of children below 2 years of age. jth high inPh+ ALL patients, transient liver toxicity in the form of transaminase elevation and
Dosagein Ph ALL hyperbilirubinaemia were observed,
The dose of IMATIQUAL is 500 mg/day fr aduit fory Ph ALL See section onspec forpediatic ! vntssch s el fusn, asctes,pu Cemaznd apd et gan ot vt suprfi y e olecily
paﬂems described as The g porarily with diuretics and/or other appropriate
thebasisofbody A Th IMATIQUAL tobe g A upportive However,a few of serious or life crisis died with finical
with "
memomerapy tocmdren with newly diagnosed Ph+ALL is 340 mg/m [day (not ) Treatment can be gi daily dose. The dose: ey e “’”wl
of paediatric patients. See sect fal populatons for pediatic patients. ot ) s ) !
Dosagein GIST Adverse drug reactions (Table 2 and Table 3) are listed by MedDRA sy ass. Within each lass, the adi ked b
The s dose of IMATIQUAL for adult pati ith table and/or metastatic, malignant GIST, ﬂequency, with the most frequent reactions first. Within each fr quency ing, adh reactic d in order of decreasing seri In
. o ) N o 8 . addition, th ing frequency category for ctionis 10MS I very common (2 1/10): ommon
Adoseincrease from 400 mg to 600 mg or 800 me for atents may adverse dug eactons f (21/1001o <1/10} uncommon (> L1000 to< L7100} are (> L/10/000 to< 1/1000) very rare1< 1/10000) Adversereactions an their requenciesrepoted n
nsuffdentresponsetotherpy. Table 2 are based on the regstation studies for CMLand GIST.
Treatment ith IMATIQUAL i GIT patients Table2  Adverse drug reactions n cinicalstudies for CML and GIST
‘The recommended dose of [MATIQUAL is 400 mg/day for the adjuvant treatment of adult tion of GIST. Optimal treatment duration is not
yet established. Length of treatment in the clinical trial supporting this indication was 36 months. Infections and infestations
Dose adi“m'em's for adverse drug| "afﬁ""s Uncommon: Herpes zoster, herpes simplex, nasopharyngitis, pneumonia’, sinusitis, cellulitis, upper respiratory tract
Non-haematological adverse drug reactions infection, influenza, urinary tract infection, gastroenteritis, sepsis
If a severe nor-hematological advem drug reacnon de'velops wwth IMATIQUAL use, treatment must be withheld until the event has resolved. Thereafter, Rare: Fungal nfection
treatment of the event. N 5
If elevations in bilirubin > 3 x institutional upper limit of normal (JULN) o in iver transaminases > 5 x IULN occur, IMATIQUAL should be withheld until bifirubin Blood and lymphatic system disorders
levels h toa<15xIUNand inase levels to < 25 x IULN. Treatment with IMATIQUAL may then be continued at a reduced daly dose. In Very common: Neutropenia, thrombocytopenia, anaemia
adults the dose should be redx:ted from 400 to 300 mg or from 600 to 400 mg or from 800 mg to 600 mg, and in pediatric patients from 260 to 200 mg/m?/ Common: Pancytopenia, febril neutropenia
day or from 340 to 260 mg/m’/day.
Haematological adverse drug eactions Uncommon: Thrombocythaemia, lymphopenia, bone marrow depression, eosinophilia, lymphadenopathy
Dose reduction or reatment interuption for icated in the table below. Rare: Haemolytic anaemia
Table1 Dose ad for Metabolism and nutrition disorders
Chronicphase (ML~ ANC<LOXL0%L 1. Stop IMATIQUAL until ANC > 1.5 x10°/L and platelets > 75 x10°L Commor: Anaresia
(starting dose 400 mg)  and/or platelets <50 2. Resume treatment with IMATIQUAL at previous dose (i.e. before severe Uncommon: ; ia,increased appetite ia, decreased appetite, dehydration, gout,
X10°L adverse drug reaction) hyperuricaemia, hypercalcaemia, hyperglycaemia, hyponatraemia
3. Inthe event of recurrence of ANC < 1.0 x10°%/L and/or platelets < 50 x10°/L, . " -
Rare: Hyperkalaemia, hypomagnesaemia
repeat step 1 and resume IMATIQUAL at reduced dose of 300 mg. psychiatric disord b Ypomag
Pacdiatic newly ANC<LOXIOTL L. Stop IMATIQUAL untilANC 2 15 XL0%/Land platelets » 75 x10°/L sychiatric disorders )
diagnosed chronic phase  and/or 2. Resume treatment with IMATIQUAL at previous dose (ie. before severe Common: Insomnia
(ML (starting dose 340 platelets < 50 x10%/L adverse drug reaction) Uncommon: Depression, libido decreased, anxiety
mg/m?) 3. Inthe event of recurrence of ANC < 1.0 x10°/L and/or platelets < 50 x10°/L, .
repeat step 1 and resume IMATIQUAL at reduced dose of 260 mg/m?. Rare: Confusional state
Paediatric chronic phase ANC< 1OX10%L 1. Stop IMATIQUALntil ANC > 15 xL0%/Land pltelets 2 75 x10°/L. Nervous system disorders
(ML after failure of and/or 2. Resume treatment with IMATIQUAL at previous dose (i.e. before severe \lery common: Headache?
interferon (starting dose  platelets < 50 x10°/L adverse reaction) Common: Dizziness, paraesthesia, taste disturbance, hypoaesthesia
260 mg/m?) 3.In the event of recurrence of ANC < 1,0 x10°/L and/or platelets < 50 x10°/L, ) e i WP
repeat step 1 and resume IMATIQUAL at reduced dose of 200 mg/m’. Uncommon: Migraine, somnolence, syncope, peripheral neuropathy, memory impairment, sciatica, restless leg syndrome,
Paediatric accelerated  °ANC < 0.5 x10°/L 1. Check whether cytopenia s related to leukaemia (marrow aspirate or biopsy). remar, (Efem‘ haémormage ) »
phase (MLandblast ~ and/or 2. If cytopenia s unrelated to leukaemia, reduce dose of IMATIQUAL to 260 mg/m? Rare: Increased intracranial pressure, convulsions, optic neuritis
risis (starting dose 340 platelets <10x10°L 3. If cytopenia persists for 2 weeks, reduce further to 200 me/m. ) Eye disorders
mg/m’) 4. If cytopenia persists for 4 weeks and is still unrelated to leukemia, stop X o _ o .
IMATIQUAL until ANC > 1 x10°/L and platelets > 20 xLO%/L then resume Common: Eyelid oedema, lacrimation increased, conjunc conjunctiits dy eye,blurred vision
treatment at 200 mg/m’, Uncommon: Eyeiritation, eye pain, orbital oedema, scleral retinal blepharitis, macular oedema
Rare: Cataract, glaucoma, papilloedema
Accelerated phase (ML~ °ANC < 05 x10°/L 1. Check whether cytopenia is related to leukaemia (marrow aspirate or biopsy). A
and blast crisis and and/or 2. If cytopenia is unrelated to leukaemia, reduce dose of IMATIQUAL to 400 mg”. Ear and labyrinth disorders
Ph+ALL (startingdose  platelets < 10x10%L 3. If cytopenia persists for 2 weeks, reduce further to 300 mg’, Uncommon: Vertigo, tinnitus, hearing loss
600 mg) 4. If cytopenia persists for 4 weeks and is still unrelated to leukaemia, stop Cardiac disorders
IMATIQUAL until ANC > 1 x10%/L and platelets > 20 x10°/L, then resume " N L -
treatment at 300 mg". Uncommon: Palpitations, tachycardia, cardiac failure congestive’, pulmonary oedema
'ANC = absolute neutrophil count Rare: Arthythmia, atral ibrillation, cardiac arrest, myocardial infarction, angina pectoris pericardial effusion
“occurring after at least 1 month of treatment Vascular disorders*
Specia populations Common: Flushing, haemorrhage
Pediatrc patients (below 18 years) Uncommon: Hypertension, haematoma, subdural haematoma, peripheral coldness, hypotension, Raynaud's phenomenon
Thereisno expenente with the use of imatinib in pediatric patients with CML below 2 years of age and with Ph*ALL below 1 year of age. thoracic and mediastinal disords
Dosi on the basis of body (mg/m?). The dose of 340 mg/m for ith chronic phase Common: Dyspnoea, epistaxis, cough
and advanced phase CML and Ph+ALL (not to exceed the lmal dose of 600 mg da\\y) Treatment can be given as a once daily dose in CMLand Ph+ALL InCML, g . e
atematvely thecallydose may b pitnt o LINCALPHARMACOLOGY) Uncommon: Pleural effusion®, pharyngolaryngeal pain, pharyngitis
Hepatic impairment Rare: Pleritic pain, pulmonary fibrosis, pulmonary pulmonary
matinb the liver. Patients with mild or moderate liver impaifment jven thi 400mg dail, Gastrointestinal disorders
LDVERSEDRUG RFAETOI;J;‘ :\%D“E’L':NI AL PHARM A[S\Lécoe)mg dally The dose an' ot tons WARNINGS AND PRECAUTIONS, Very common: Nausea, diarhoea, vomiting, dyspepsia, abdominal pain®
Renalinsuffiiency Common: Flatulence, abdominal distension, gastro-oesophageal reflux, constipation, dry mouth, gastritis
P . i the i sents with renal dvsfunct ol i
doseof 400 mg dallyassar _:mﬂ?;ﬁgﬁmmwm H w;/:?;[ﬂl';;‘:t; ents cauton s e co“:: n:: I?E";h edosecan Uncommon: Stomatitis, mouth ulceration, gastrointestinal haemorrhage”, eructation, melena, oesophagitis, ascites, gastric
e educed f ot tolertedI olerated,thecose canbeinceased forlack of eficacy (s section WARNINGS ANDPRECAUTIONS) lcer, haematemesis,ceitts, dysphagia pancreatts
Geriatrc patients (65 years or above) Rare: Colitis, fleus, inflammatory bowel disease
Nosignificant been observed i indlinical trials 20%of patients age 65 and Hepatobiliary disorders
older. No specific dose recommendation is necessary in the elderly. Common: Increased hepatic enzymes
(ONTRAINDIGT 10NS - .
. " Uncommon: Hyperbilirubinaemia, hepatitis, jaundice
Useinp: totheac ortoany of th
WARNINGS AND PRECAUTIONS Rare: Hepatic failure®, hepatic necrosis®
When imatinibis co-administered with other medications, there is a potentialfor drug interactions. Cauti Idbe used when taking imatinib with rf Skin and issue disord:
orother trong CYP3A4 inducers, ketoconazoleor other srong CYP3A4 inhbitors, CYP3A4 substates with anarrow therepeuric window (eg cylospori or Very common: Periorbital oedema, dermatitis/eczema/rash
pimozide) or CYP2( therapeutic window (eg. warfarin and ction INTERACTIONS). . . o - .
Hypothyroiism Common: Pruritus, face oedema, dry skin, erythema, alopecia, night sweats, photosensitivity reaction
a have b din thyroidectomy during treatment with imatinib. Thyroid- Uncommon: Rash pustular, contusion, sweating increased, urticaria, ecchymosis, increased tendency to bruise, hypotricho-
Stimulating Hormone (TSH) el i h sis, skin hypopigmentation, dermatitis exfoliative, onychoclasis, folliculitis, petechiae, psoriasis, purpura, skin
Gastrointestinal haemunhage hyperpigmentation, bullous eruptions
Inthe phase Il GIST studi table or metastatic malignant GIST 211 patients (12.9%) reported Crade 3/4 haemorrhage at any site. In the Rare: Acute febrile neutrophilic dermatosis (Sweet's syndrome), nail discolouration, angioneurotic oedema, rash

Phase I1GIST study in patients with unresectable o mﬂastanc malignant GIST (study B2222),eight patients (5.4%) were reported to have had gastrointestinal

vesicular, erythema multiforme, leucocytoclastic vasculitis, , Stevens-johnson syndrome, acute generalised

four patients (2.7% at the site of tumour deposits. The tumour| haemwhages have been exanthematous pustulosis (AGEP)
eitherintra-abdominal or intra-hepatic the anatomical location of tumour lesions. Gl stes of tumour may lhls M and connective tissue disord
patient reported population. In addition, gastric antral vascular ectasia (GAVE), a rare cause nfG\ rhage, has b din post: i . X X X
in patients with CML, AI.L and olhe« d\seases Patients should ymptoms at the start of and during therapy with Vlery common: Muscle spasm and cramps, Musculoskeletal pain including myalgia, arthralgia, bone pain®
Imatinib. idered ction AD\/ERSE DRUGREACTIONS). Common: Joint swelling
Hepatotoxidty Uncommon: Joint and muscle stiffness
In patients with hepatic dysfunction (mild, moderate or severe), ctions DOSAGE ) e
AND ADMINISTRATION, ADVERSE DRUG REACTIONS, CINICAL PHARMACOLOGY). Rare: Muscular weakness, arthriis
Cases of iver injury, including hepatic fail ic necrosis, have been oby ith imatinib. When imatinib is combined with high dose chemotherapy Renal and urinary disorders
regmens,fer toxicty ntheform o s been observed,Addonal, thereh Uncommon: Renal pain, haematuria,renal failure acute, urinary frequency increased
acute liver failure. Monitoring of hepatic functi e Ibis combined with intobe
associated with hepatic dysfunction (see section ADVERSE DRUG REACTIONS). Reproductive system and breast disorders
Fluid retention Uncommon: G erectile dysfunction, irregular, sexual dysfunction, nipple pain,
Occurrences of severe flui leural effusion, oedema, ascites, i i 25% breast enlargement, scrotal oedema
of newly dlagnosed (ML patients taking imatinib. Thprpime it that pati An unexpec id weight gain should General disorders and administration site conditions

be carefully if necessary are and therapeutic Inclinical trals, there was an increased ) .
incidence of these events i \ patients and th a prior history of cardiac disease. Very common: Fluid retention and oedema, fatigue
Patients with :ardlat disease or renal failure Common: Weakness, pyrexia, anasarca, chills, rigors
heart fail ventricular dysfuncti b Most of the p Uncommon: Chest pain, malaise
cardiac h ibidit factors, including advanc history of cardiac disease. In an | -
randomised phase 3 study in 1106 patients with newly diagnosed Ph+ CMLin chronic phase, severe cardiac failure and left ventricular dysfunction were Investigations
observedin 0.7% of patients taking imatinib compared to 0.9% of patients taking IFN + Ara-C. Patients with cardiac disease, risk factors for cardiac failure or \lery common: Weight increased
hi wrydofrenal ly y patient with signs or with cardiac or renal Common: Weight decreased
treate
\npanemswnhhypereosmophmcsyndrome(HGS)wnhoccull\nﬂ\tramnofHGScestnhmlhemyooardlum \so\atedtasesofcard\ogen\cshotk/\eﬂvenmcu\ar Uncommon: Blood ”m"‘”e increased bood e increased
dvsfunci iated with HES cell ot Imanmblherapy The condition was reported tob ible ith the blood alkaline phosphatase increased
ini ystemic steroids, circ Support temporarily wi c (MDS) e di Rare: Blood amylase increased
(MPD) i mastocytosis might ith high eosinophl levels. Performance of an sefum troponin Ty commonly in patients with transformed (ML and i ith GIST.
should therefore be considered in patients with HES/CEL, and in patients with MDS/MPD or SMassociated with high eosmophﬂ Ieve\s II eitheris abnormal, the 2 Headache was the most commonin GIST pm:m
prophylactic use of systemic steroids (L to 2 mg/kg) for one to tw withimatinib on of therapy. on year bass, ardiac failur y
Tumour lysis syndrome uansformed (MLthanin pat\ems wnh thmm( (¢
Cases of tumour (TLS)h in pat ith imatinib. Due to possiblg e of TLS, correction of clinically significant nts i ISTand
d i treatment of high uric aci for to nitiation of imatinib ction AD! REACTIONS). wnmransfofmedCMl((MLAPand CML BC)
Hepatits B reactivation F ith GIST andi th transformed CML (CML-AP and CML-BC)
Reamvaﬂnnmhepam\sBcannrtur\npalemsmarethmmmmersnfm\swusaflerretewmgaBCR -ABL tyrosine kinase inhibitor (TKI), such as imatinib. @ i N thh EM[_‘ .
Some casesinioling crugs of the BCR-ABL TKI cfalre or fuminant hepati toler afatel , ‘ CSTpatents.
(seesection ADVERSE DRUG REACTIONS). . O thanin GIT paterts
. . PR . " " Sﬂmefata\tasesnfhepavtta\\ureand of hepatic necrosis havebeen repnned
F tested for treatment with imatinib. testing for
s B infection in order fy chronic carrers of the virus. Experts in liver di i of ‘The following types of ADRs have b fom post: i nd from additional clinical studies with imatinib. They include spontaneous
treatmentis nii e s Bserology (ncudig those with active disease) and for patens who testpoitive fo epettis B casereports as well s serous ADRS fiom smalle o ongoing clniclstud Because: DR froma
infection duing reament Cairs o hepatits Bui quire treatment with i monitored for signs and symptoms of active population of in size,itis not ly their frequency or estabiish { b exp
infection throughout therapy and for several months following f therapy. Table3  Ad tions
Laboratory tests
Complete blood thepy thimatinb,Treatmentof ML patients with matirb has been ssocted ith Infections and infestations
neutropenia or thrombocytopenia. However, th of on the stage of the di ing treated and they were more Not known; Hepatitis B reactivation
frequent n patients with accelerated phase CML or blast crisis as compared to patients with chronic phase CML Treatment with imatinib may be interrupted or .
the osebeeduced,as ecommendedinsecion DOSAGE AND ADMINSTRATION Nervous system disorders
Liver Function Uncommon: Cerebral oedema
Liver functi bilirubin, alkali tion DOSAGE Eve disord:
AND ADMINISTRATION, non-f ical adi tion: dose reduction :
of the treatment with imatinib. Rare: Vitreous haemorrhage
Renal Function Cardiac disorders
\mamlbandnsmaabnlwtesaremtexuetedvmhek\dneytuaslgmﬁcamextentCreanmnedearame(C[L)\sknwmode[reasewmage andagedidnot Rare Pericardiis, cardiac tamponade
significantly affect ki function, imati tobe mghenhan that in patients with normal . . po
renal function, probably due level of alpha- P), an imatinib-bi inth Aswellthereisa Vascular disorders
significant correlation in the incidence of ah ith |umum(p 00096)P impairment | . .
should be treated with caution. Since the effect of imatinib treatment i dysfunction or on been sufficiently Uncommon Thrombosis/embolism
assessed, i mgtrea[mgmcf ents with b bemade. Very rare: Anaphylactic shock
Long-term treatment with i decline in renal function. Renal function should, therefore, b to thoracic and mediastinal disord
ﬂ'»estanm\maﬂmhtherapyarddose\ymunnmed during therapy, with attention to isk factors for renal dysfunction. If renal o . .
dvsfunctionis obs and treatment otod i reatment guidelnes. Uncommon: Acute respiratory failure’, interstitial lung disease
Pedlatnc patiems (below 18 years) Gastrointestinal disorders
* mmnT: in r‘;"‘ d e iving imatinib. The long term effects of prolonged treatment Uncommon: obstruction, tumour necrosis,
jth imatinib vth in pediatic pati k erefore, ‘growth in child imatinib treatment intesti ion?
secton ADVERSE DRUG REACTONS gastontestna perfton _
Driving and using machines Rare: Diverticulitis, gastric antral vascular ectasia (GAVE)
Reports of motor vehicl ingimatinib. thlemustoﬁheserepomarenmuspenedwbecausedbylmammb Skin and subcutaneous tissue disorders
i i i h as dizziness, blurred i
Therefore cati e e o sl vedmentuthnati Uncommon: Palmar-plantar erythrodysaesthaesia syndrome
Renal Toxicity Rare: Lichenoid keratosis, lichen planus
Adedl function may accur in patentsfec ( b 400mg daly Very rare: Toxic epidermal necrolysis
for newly-di d QML (four randomized GIST (one single-arm trial) declined fmmabasehnevalue 0f85 m\/m\nll 73mZ (N=1190) to
75 mimin/L73n? at 12 months (N<1082) and 69 mimin/L.73m? at 60 months (N=549), Evalute renal funcion it i tor during Not known: Drug rash with eosinophilia ic symptoms (DRESS),
therapy, with attention torisk factors for renal dysfunction such as pre-exi itus, hypertension, and failure.
INTERACTIONS Musculoskeletal and connective tissue disorders
HENot Vlery common: Musculoskeletal pain upon treatment discontinuation (including myalgia, pain in
Drugs that may extremity, arthralgia, bone pain, spinal pain)
Substances that are indt CYP3A4 activity (eg phenytoin, rifampicin, i also
known as St John's Wort) may significntly reduce exposure to imatinib. Pramannemuf14hea\myvolunteeranh multpl dosesof fampicn 600mg Rare: Avascular necrosis/hip Tosi
daily for 8 days, ollowed by a single 400 mg dose of imatiib, i by 38 fold (30 % confi 35t043fold) Unknown: Growth retardation in children
which represems mean deaeases( AUEF and ALC,, hy 54% Ea%and 74%ofme respemve va\ueswwmum rifampicin nemenLS\mManesuhx Reproductive disorders
din patent " (el h .
o ! mm Ao fosphenvtain The pasma AL for i at\mb decreasedby 73% compated to patentsnoton EAEDS, Very rare: Haemorrhagic corpus luteum / haemorrhagic ovarian cyst

In i ies, concomitant t containing St John'swort led toa iom 32% redunmn inthe AUC of| |mann|h In
patients where rifampicin or other CYP3A4 inducers are indicated, alternative therapeutic agents with les

Other interactions that mayaffenexposurem IMATIQUALomﬁer drugs

Drugs that may i

Substances that inhibit the (ytnthrome P450isoenzyme CYP3A4 activity (e ketoconazole, nracnnaznle erythromycin, damhromynn} muld decrease

Neoplasm benign, malignant and unspecified (including cysts and polyps)
Rare: Tumour Lysis Syndrome

! Fatal cases have been reported in patients with advanced disease, severe infections, severe neutropenia and other serious concomitant
conditions.
2Some fatal cases of gastrointestinal perforation have been reported.

‘metabolism and There was a significant inc xand AU 26%
and 40%,respec subjects when it was co- administered with a single d ’W3A4\nh|hnor) (aunnnshnuldhetakenwhen L 5
administering imatinb with inhibitorsof the CYP3A4 family. Description ﬂffelmd Adverse Drug Reactions
Drugs that may have their VATIQUAL Myelosuppression ‘ . o
mati increases the mezn g and AUCofsimestatin 1EVP3A4subs'nate)Zand35foId respectively, indicating an inhibition of the CYP3A4 by imatiib. Myelosuppression’s Ve D ncer patients lrggtednwnh :I’”a"”'b“ TIecHyiopena fevtopenacn themast
Therefore, cauti CYP3A e vindo (g ycsparnorpinczce) frequenty epor anddlaboatory veral, myelos nexy M patients ‘ i
imatinib may i | jon of other CYP3A4 metabolised drugs (e, triazol i hannel blockers, certain St resultind dose reduction. Few p q Other events of panc
HMG-CoA reductase inhibitrs, e statins, etc). bone marrow depression have also been reported.
imtibalo s CYP2C9and CYP2CIcty i T i i inistration with warfain Patients whorequi Haematologic d greatestat the highest ppeared fob onthe tage o (ML disase, with Gade 30r4
Jeclrweghtor : ° N thromboc 4and6 times higher n blast % and 63% respec tonenly diagnosed
L L tochiome PASO . patients in CP CML (16.7% and 8.9%, respectively). These events can usually be managed with either a dose reduction onmerrummmmeyrarely fequire
/"'.m"‘ . Jawx‘"‘f.r cton CYP2D6-med CYPaDG actityt P ""M‘“" mo?ﬂ?;&t?g?mamw Imanmbaﬂ(}()mg discontinuation of treatment with imatinib. ﬂmemmdenceofhemamlugm toxicities s less in patients with solid tumours (ie, GIST) than in patients with Ph+
ff YF W neutonenia andly )
Dose adj seem tobe necessary whenimatiniby Yith CYP2D6 substrates: however cautiont for CYP2D6 sub snates leukaemias, with Grade romboc 10%and 1% respectively.
jth therapeutic window In ptients treated with o cinical monitori Haemorthage
Invitro imatinibi the 0. 1585 micoM) A domived was conducted toi the (NSand ML pat h function at baseline. - Il of the
effects o imatinib atsteady state on s of pracetr fents with ' nteated (L inchonic phase. Co- d inan population ofleukaeic ptients, resultfrom thrombocytopenia, or Iy platelet dysfunction. However,
administration of imatinib (400 mg/day for eight days) with paracetamol (1000 mg: ight)i with CML did not resuit g fot ing (NS and G therapy
nth of paracetamol. matin inetics were not altered n paracetamol. The most common manifestation of cinically sgnificant I haemorthage, which in advenced (ML patents andin
Thereis no PK orsafety data o the concomitant use of imatinib at doses >400 mg/day or the chronic use of concomitant metastatc GIST ptiens, occuras partof to tumour bleeding from tumour necrosis.n
imatinib. first ine U’\Land in ad]uvam GIST semng the: observed frequemes of Gl haemorrhage were generally the lowest. Gastric antral vascular ectasia (GAVE) is also
Inthyroidec e pl 0 be decr imatinibis co-adrministered (e secton ey epted i ; post:
WARNINGS AND PRECAUTIONS). Cautioni However, i unknown. Ocdema and Fluid Retention
PREGNANCY, lactation, females and males of reproductive potential Oedemaisa toxiciy of imatinb than 50% of all patients ac Oedemals tobe
Pregnant ! acorrelation withi levels, The most ifestation is periorbital oeds d hat less commonis lower extremity
enancy ‘oedema. Specific therapy is not usually required. Other flui { ich but due tothe f the anatomic site may be



potentially serious. The most frequent i Was
frequency of cardiac failure w: lowin patients with oede
explained by the worse medical condition of advanted (ML patients. The same trend forrenal patients with oedem

Ina dlinical study, the frequency of failure was 1.5% ibvs. 1.1% on IFN: i i ly-diagnosed
(ML The frequency was appreciably higher in patients with transformed CML [a(:elerated phaseor hlas! isis), h\gher ae 0r itha baseline h lobir

most commonly observed in advanced CML and metastatic GIST patients. The
[twas higher in advanced CML than in other groups. This could be

monitored in the PSUR. A
ith GIST might indic ome of these di latedrisk

the EORTC study of 942 patients with unresectable or metastatic GIST
)2% while it canbe up to 2%ina

of less than 8 g/dL. Congestive Heart Fallum (Chn and Ieft ventricular dysfunc
ahigher frequency of CHF bs ith CML ths

factors. In addition, analysis of cardiac
concluded that imatinib does not induce left ventricular failure in GIST patients
population with pre-existing cardiac disease.

Ski ‘utaneous
A lized pruriic ki that can fade despi therapy. ave pruritus
without there s an exfoliati Re i i e 0f rash, but not
inaII patients. Th respond ind topical steroids. Occasionally, systemic Ski

dii third of patients jth imatini indications, These are frequently pruritic and most ppe:
matulopapu\arurexfollalwe\eswonsonmeforearm the trunk or the face or ic expression, Sk toxic drug
reaction with a mixed infiltrate. rashes are mild and self-imiti ases slich as Stevens-johnson toxic epidermal
necrolyss, i DRESS may i f treatment. Not fons were seen at a higher rate
than placeboin the adjuvant GIST trial
Hepatotoxicity
Hepamoxidty finically. LFT it i ild el

ysevere may o,
h of bilirubin. Onset Ily within the first two months of therapy, but has occurred as late
s 6'to 12 months after commencing thempy The levels generally normalize after withholding therapy for 1 to 4 weeks.

No evidence of leukaemia (NEL) Not applicable 12% 5%
Return to chronic phase (RTC) Not applicable 17% 18%
Major cytogenetic response * 65% (61.2-69.5) 28%(22.0-339) 15%(11.2-204)
Complete 53% 204% 7%
(Confimed ) [95%C] (43%)[386-47.2) (16%)[11.3-210] (2%)[06-44]
Partial 12% 7% 8%

! 24 weeks):

CHR: study 0110 [WBC <10 x10°/L, platelets <450 x10°/L], myelocyte + metamyelocyte <5%n blood, no blasts and promyelocytes in b\ocd basophils<20%,
no extramedullary involvement] and n studies 0102 and 0109 [ANC 1.5 X10°/L, platelets 2100 x10°/L, no blood bl
disease].

NEL: Same criteria as for CHR but ANC 21 x 10°/L and platelets 20 x10°/L (0102 and 0109 only)

RTC: <15% blasts BM and PB, <30% blasts inBMand PB, <20% basophilsin PB,

for 0102.and 0109)

BM = bone marrow, PB = peripheral blood

: (ytogenetic response criteria:
Amajor

 Complete cytogenetic
Paediatric patients:

Atotal of 51 paediatri MLin chronic perlabel, multicente, single i ph
IItrial. Pa'mems were treated with \ma’mmb 340 mglm?/day with nointerruptions in the absence of dose limiting toxicity. Imatinib treatmem \nduced a rap\d

1 blasts:

disease other iver (only

complete (0% Ph+ metaph

ytogenetic

partial (L-35%)

atleast nth initi tudy.

Hypophosphataemia MLp: itha CHR of 78% after 8 weeks of therapy. The high

Low hosph o Grade 3 or 4) has b ommonly ac however the origin and the of acomplete cytogenetic response (((yR)oI GS%Wh\Ch is compamble tome results observed in adults. Additionally, pamal Cytogenetic response(PCyR)was
dlnical significance of thi stablished. Imat 0inhibit the i i fasts. observed in 16% for aMCyR of 81%. The majori [« the CCyR b iths 3and 10 wi ian time to
The decrease adecrease in th pacity of these cels. A dose- decrease of RANK-L i fastsin based on the Kaplan-Meier estimate of 56 months.

th matin, Susta osteodastic actity may lead to counterreg! I PTH The inical Atotal of 31 heavil pre-treated paediatric paﬂems(AS%\mm prior BT and 685wt pir mut-agert ither chronic phase CML (1=15)
relevance of the preclinical findings is yet unclear keletal AEs such as bone fractures has not been demonstrated. or CMLin blast crisis or Ph# ALL\ I hase | rial Patients were doses of imatinb ranging 260 mg/mflday
Inthe clinical not routinely inall studies. Although it was initially ized that and 570 mg/m’/day. Out of 13 h CML and cytogenetic: lable, 7 (54%) and 4 (31%) achieved lete and partial cytogenetic response,

‘might be dose- dependent, 24 month interpretable results from the Phase lll TOPS study desigr
patients with newly diagnosed CML, have shown that Grade 3 or 4
5.1%vs.0.9% of patients receiving 400 mg and 800 mg respectively.

& y of safety endpoints in
serum calcium has bx edby191%vs155% and

respectively, for a rate of MCyR ol 85%.
Clinical Studies in newly diagnosed Ph+ ALL
Paediatric patients: In study 12301, a total of 93 paediatric, adolescent

patients (from 1 to 22 years old) with Ph+ ALL were enrolledi n

Gastrointestinal Obstruction, Perforation or Ulceration an open-label, multicenter, l coh IIltrial, and were treated with imatinib (340 mg/m
(Gl ulceration, which may represent i localiitation by imatinib, has been observed i i indications. after induction therapy. Imatinib was intermi in cohorts 1o 5, with increasi ion and earlier start of imatinib from
Tumour necrosis, obstruction and i tobe di ively or more frequently amongst cchumn mhnrt cohort 1 receiving the lowest intensity and cohort 5 receiving the highest intensity of imatinib (longest duration in days with continuous
GIST patients. In the case of metastatic GIST, tumour necrosis may occur i the context of tumour response, leadingtop ion. Gl obstruction/ileus ually i i the first chemotherapy treatment courses). Continuous daily exposure to imatinib early in the course of treatment in combination
occurred most commonly in the GIST population where it may be caused by tumour obstruction ic GIST andin the adjuvant i in cohort 5 patients (n=50) improved the 4-year event-free survival (EFS) compared to historical controls (n=120), who received standard
from previous Gl surgery. chemotherapy without imatinib (69.6% us. 31.6%, respectively). The estimated 4-year 0S in Cohort 5 patients was 83.6% compared to 448%in the historical
Tumour lysis syndrome controks.
A i tumour fysi b t reatment i s Clni iesii Ph+ALL
medications and other independent risks (see section WARNINGS AND PRECAUTIONS). usedas single agent i tory Ph+ AL, it resulted,in the 66 out of 429 patients eva\uab\e for response, \na
Growth retardation in pediatric patients f 33% (12% complete) and a major cytogenetic f 23%. The median time
matinb appears to ffect the statue of chlden puberta A onchin b ion in nediatric patients 0f 429 patients with re\apsed/refracmry Ph+ ALL ranged from 1.96 to 3.1 months, and med survival in the 4 luabl flom5t09
andimatinib treatment could not be ruled out although for f growth retardationin CML months. Th when re-analysedtoinciudeony th S5 oroder.
AND PRECAUTIONS) Clinical studies in unresectable or metastatic GIST
severe resplratory adverse drug reaction Two oper| label, randomized, { dies (SWOC, EOR[C) ere conductedin panems with unresectable or metastatic malignant

 sametines fta, hve been obsenved ith matinb teatment including e respiatoryfure ntestital tumours GST). A toalof 1640 pat L torecive efther 400 mg or 800mg ol daly contusyur
\ung disease and pumonary firosis, Pre-existing cardiac o p tons that may iated vith i have b unaccepiable Icf\czly Crossover was 10800mgqd Thest progression fee
inmany of these cases. between diagnosis of [Dll7 table and/or metastatic malignant GIST.

it ‘The primary objective of the two studies was progression objective of (0S)in one study
mmﬂ bromaities (EORTC) or overall survival with a secondary objective of PFS in the other study (SWOG). A planned analysis of both OS and PFS from the combined datasets from
(Moassodad<ytoerias . fndinginalstdies with fatigher these two studies was conducted. Resuits from this combined analysis are shown in Table 6.
frequency a!h\gh doses2 75 I study). However, th on the stage of the disease. In Table§ Frogressionree o GST Dids
diagnosed (ML cy frequent than mhe other CML patients. The frequency of Grade 3 or 4 neutropenias (ANC < Imatinib 400 mg Imatinib 800 mg
lelOQIL) and thrombocytopenias (platelet count <50x10°/L) being betwieen 4 and 6 times higher in blast crisis and accelerated phase (59 to 64% and 44 N=818 N=822
1063% for neutropenia and mrombocy'wpema respectively) as compared ly in chronic phase CML (16.7% neutropenia and 8.9%
thrombocytopenia). phase (ML Grade 4 penia (ANC <0.5x109/L) and count <10x109/L) were Progression Free Survival (months)
observedin 36%and <1 %ofpat\enm respectively. The median di and thrombocytopenc ranged flom 2to 3 weeeks (50% median) 189 232
and from 3to 4 weeks, respectively. Thi lly b ither a dose reduction or treatment with imatinib, but can [95%C1) [174-212) [208-249]
de3
inrare cases \eadtopeclr:‘aﬁr:tndmmmuamn oftreamem In paed\am; ((ttlrt V:/J;:;:VII; ; :: |:|u t frequent o 3or4 cytopenias OverallSurvival (months) 0 187
195%C1] [453-600] [453-516]
In patients with unresectable or metaslaﬂc mahgnamG\ST (study B2222), Grade 3 and 4 anaemias were reportedin 5.4% and 0.7% of patients, respemvely
andmay have been reated ra-tumoural bleeding n atleast some of these patients. Grade 3 and 4 neutropenia were seenin 7.5% and Best Overall Tumour
2.7%of patients respectively and Grade 3 in 0.7% of patients. No patient de 4 thrombocytopenia. Th inWBCand Response Complete 43(53%) 41(5.0%)
neutrophil counts occurred mainly during the firstsix weeks of therapy, ith values remaining relatively stable tereafter. Response (CR) Partial 377(461%) 402 (489%)
Biochemistry Response (PR)
Severe elevati SH)orbilfubin (¢ in CML patients and v ged with dose reducton or interruption (th Medizn folow upor 375 months. Ty hsenveddffeences in 0 between te treatment goups (=098, Patents who
dian duration oft X)of imatinb. Treatment w liver aboratory aossedover ! jon flom g/day teatment groupto glday treatment (n=347) had a 34 77

inless than 1% of (ML panem In GIST patients 1smdy BZZZZ) 68%of Grade 3or 4 SEPT ic pyruvic i 48%of Grade ith 1o Imatinib
3or4Saor ic oxaloacetic Birubin eevation was below 3%. There have b aytolyticand One phase I}, open-label, i tudy was conducted in i it (CD11 table or metastatic GIST.In this study 147
Cholestatic cfalue; insome of which fatal. i lled ither 400 mg or 600 mg orally da\\y forupto 36 onts. The prmayautome o e stuyvas djectve
(OVERDOSAGE least one site of disease, and haracteri; Oncology
Experi jth higher than therapeutic: is limited. Isolated the literature. Group (SWoG) crilen‘a
Cenerally the reported these i orrecovery. In the event of overdosage the patient bserved and appropriat between the two d Th 68.5% for the 400 pand 67.6% for the 600 mg
symptomatic treatment should be given. ‘group. The median time to response was 12 weeks (range was 3-98 weeks) and the estimated median duration of response s 118 weeks (95% Cl: 86, not
Events that have be d at different dose ranges are as follows: reached).
Adult overdose: Clinical studies in adjuvant GIST
1,200 to 1,600 mg (duration varying between 1 to 10 days): Nausea, vomnmg diarrhoea, rash, erythema, oedema, swelling, fatigue, muscle spasms, Inthe adjuvant setting, Imatinib v icentre, double-blind,long-term, placetx tudy (29001) involving 773 patients.
thrombocytopenia, pancytopenia, inal pain, headache, 1800103, gh as 3,200 mg daily for 6 days) Weakness, myalgia, ‘The ages of these patients ranged from 1810 91 years. Paﬂems Werel included who hada hlslc\cglc diagnosis of primary GIST expressing KIT protein by

increased CPK, increased bilirubin, gastrointestinal pam

fumour size - tion of primary GIST within 14 to 70 days prior to registration.

After resection of primary GIST, patients were randomized to one of ‘the two arms: Imatinib at 400 mg/day or matching placebo for one year.

6400mg ): One case in the i h ed nausea, vomiting, in, pyrexia, facial swelling, neutrophil
count decreased, increased mnsamm;gs ‘The primary endpoint of the study free survival (RFS) defined as the time from date of randomization to the date of recurrence or death from
81010 ¢ sinele dose):Vomiting and have by rted any cause.
Paediatric overdose: Based on aninterim analysis at a median follow-up of 14.0 months, RFS with 75% of pati freeat 38
e 3 year ke xposed o asingedose o 400 e e monthsinteimatind 0monthsin thepacebo goup (95% I, (30 nrvestmabe] 14 norvestimabe] respectiey) =0398[0259
o AN N " i e 100,610}, p<0.0001). At one year the overall RFS wasswgnmoanﬂy berterfw\manmb (97.7%) vs. placebo (823%), (p<0.0001) therefore reducing the risk of
89%: pl rd ratio = 0113 [0.049 to 0.264]). The current follow-up i too short to evaluate survival.
CUNICAL PHARMM_MW ‘The risk of recurrence in patients after surgery of their primary GIST was retrospectively assessed based on the following prognosis factors: tumour size, mitotic
"hmmﬁv?""‘ group, ATC code P index, tumour location. Mitotic index data were avaiable for 556 of the 773 ntention-to-treat (IT) population. The results of subgroup analyses according to
S0P inhibitr, ATC code: LOLEAOL the United States National Institutes of Health (NIH) and the Armed Forces Institute of Pathology (AFIP) risk classifications are shown in the table 7 below.
Mechanism ofaction (HOR) Table7  Summary of 29001 trial RFS analyses by NIH and AFIP isk classifcation
Imatinbi that pumuuy inhibits the activity of the BCRr -ABL (TK).as
TKs: KIT, the receptor for stem cellfactor (SCF) coded for by the KIT pr gene, the discoidi (DDR1) and DDR2), the colony stimulating Risk Risk level | % of patients | No. of events/
factor receptor (CSF-LR) and the platelet-derived growth factor [PDGFR-alpha and PDGFR-beta). Imatinib can also inhibit cellular events criteria No. of patients RFS rates (%)
mediated by activation of these receptar kinases. Overallhazard | 12 month 24 month
PHARMACODYNAMICS FO) Imatinib vs placebo | atio (95% C* | ymatinib s placebo |  Imatinibus
Imatinib is a proter inhibits int cluster region-Abelson (BCR-ABL) tyrosine kinase at the in vitro, cellular,in placebo
vio levels. The i i inBCR-ABL, fresh leukemic cells from Philadelphia
. posive ML and aaeymg ia (AL patients Incoloy NH | Low 295 0/86 v5 2190 NE. 1005987 100us955
sample: hibition of BCR-ABL pt lonies from CML patients. X ) 97815895
n vivo, the Aeh itumour actity s asingle agent ing BCR-ABL positve tumour cells. Intermediate | 25.7 4/75vs6/78 059(0.17;2.10) |100vs948
matinbisat or o the eceptortyrosie kinases for ived growth fctor(PDGF) and stem cel facor (SCF) KIT,and nfibits POGF- and SCF- High 48 21/140vs51/127 | 0.29(018,049) | 948vs640 8075466
events. I vito,matinib inhibits prolferation and i is in gastrointesti tumour (GIST) cels which express an activating AP |Verylow | 207 0/52vs 2/63 NE 1005 981 100vs930
kit mutation. Imatinib inhibits sig f cells driven b DGFR, KIT and ABL kinase activity. 97815100
PHARMACOKINETICS () Low 250 20705 0/69 NE. 1005100
T isof matibhavebeen vauated 25101000mg Pk yladon Modente | 246 270vs1167 | 016(003;070) | 979908 979733
either day 7 or day 28, by which time plasma concentrations had reached steady state. High 297 16/84 vs 39/81 027(015,048) | 987 s 561 799vs415
Absorption
Mean absol ity for the capsule 98%, The of variation for bAUCisintherangeof 40t060%after " Full folow-up period NE-Not estimate

a oral dose. When given with a high fat meal, the rate of abmrpt\on of imatinib was minimally reduced (11% decrease in E  and prolongation oft_ byl 5h),
tionin AUC (7 fo

Distribution

tudy (SSGXVII/AI d 400 mg/day Imatinib 12 months treatment vs. 36 months treatment in patients after surgical
resection of GIST and one of the following: tumour diameter >5 cm and mitotic count >5/50 high power fields (HPF), or tumour diameter >10 cm and any
‘mitotic count or tumour of any size with mitotic count >10/50 HPF or tumours ruptured into the peritoneal cavity. There were a total of 397 patients consented

At clinically elevant concentrations of imatinb, binding to plasma proteins was 95%on the basis of nvi mostly toalbumin to the study (1 A2 monh amand 198 petents on 35 month ) median age was G years (ange 22 0 4 years). The
and alpha-acid- glycoprotein, with ittle binding to ipoprotein. median time of pwas 54 ization to data cut-off), with a total of 83 months between the first patient randomized and
Biotransformation/metzbolism teatafidate. _ ) !
The main circ ine derivative (CGP71588) which la i vitropotency as the parent ‘The primary endpoint of the study was recurrence free survival (RFS) defined as the time from date of randomization to the date of recurrence o death from
compound. The plasma AUC for this metahohle wasfoundmbeonlyls%ol the AUC forimatinib. The pk in binding of the any cause.
is similar to that of the parent compound. Thirty-six (36) months of Imatinib treatment significantly prolonged RFS compared to 12 months of Imatinib treatment (wit 046
Elimination 032,065} p<0.0001 anda HRof 042028, 061) 12) (Table8, Figure 1) (429%)and 50 (25%) total RFS events or the
Basedonth f compoundis) after an oral “CAabelled dose of imatinid, 81%of the dose was eliminated within 7 days n faeces (68% of  12-months and 36 months arms respectively.
d d urine (13% of dose). Unc for 25% of the dose (5% urine, 20% faeces), the remainder being metabolites. n addition, thirty-six (36) months of Imatinib treatment significantly pr (0S) compared to 12 months of Imatinib treatment (HR=045
Themean iminati life estimated from the si K study was 135 hours. The hafife of al “C-abel inpk [022,089),p=00187) (Table 8, Figure 2). The total number of deaths were 25 for the 12-months treatment arm and 12 for the 36-months treatment arm.
from 41-72 hours. Table8  12:month and 36-month Imatinib Treatment (SSGXVIIIZAIO Trial)
Plasma pharmacokinetics
‘ o olntees the hwas 181 suggesting thatonceday dosing . PR s ;Z&Tnnth treatment arm ;G;:rlnnmh treatment arm

jith increasir intherange of 25 t0 1,000 mgimati ral admini ‘There was no change in the kinetics of (@) (@)

ib 151025 il

oo oeoaatstedy 12mos. 937(892-964) 959(919.97.9)

pecal populations _ ) ) o ) 24mos. 754(686-8L0) 907(856:94)
Based on population pharmacokinetc analysis, there was a small effect of age o the volume of distribution (L27% increase n patients >65 years ol This 36 mos. 60.1 (52.5-66.9) 866 (808-908)
change s not thought to be clinicall significant The effect of body weight on the clearance of imatinibis such that for a patient weighing 50 kg the mean 48mos. 52.3(440-598) 783(708-841)
dearence s expected to be 85 Un, whilefora patent welghing 100 kg the clearence wil ise to 118 Uh. These changes are not considered suffcent to 60 mos. 479(390-563) 656(561-734)
warrant dose adjustment based on kg bodyweight. There s no effect of gender on the kinetics of imatinib. -
Further populaton P aclysiinthe phase I study innewy dagnosed (ML pa that the effect of Survival
dearance and volume of jently pronounced to warrant dose adjustment 36mos. 940(89596.7) 963(924-982)
Pediatricpatients below 18 yeals) 48 mos. 879(811-923) 956(91.2-978)
i adult patients imat pidy it in oot notiontc Jand phase I studies, Dosing n children at 260 60mos. 817(73.0-878) 920(853-957)
ad 340mg£rrfathleved h o respectivel s doses of 19600 mg inatpatients. T AU, onDay Y13 e Kaplan Meierestmates forpimary recurence fee el endpoit (T population)

40 mg/m dosing.
Based ineti is in paediatric patients wi disorders (CML, Ph+ALL, or other treated 100

jthimatinib), clearance of i jth increas (BSA). After correcting for the BSA effect, other demographics such as age, body g £l L L.
weight index did not i effects on th f imatinib. Th is confirmed that exposure of imatinib in paedi HIC) LN

{ 60 mg/m once day (not 400 g daily) or 340 mg/m’ once daly (not exceeding 600 daily) were similar to those in E » "“un--«,
adult e -
Organ function impairment S 0 L)
Imatinb and exceted via the kidney extent Patients with mild of renal function appear to have § -
ahigherpl patients wit function. Th mately 15 to 2 fold 102 15 fold elevation of plasma g>
Aﬁmehltmmamlb blnds slmng\y The free drug dearance 01"“"‘""' similar| atient i and h | i; 2 N Bt cen
renal function, i for ctions DOSAGE AND ADMINISTRATION, WARNINGS AND & @Mmuminiie © ol
PRECAUTIONS and CLINICAL PHARMACOLOGY - Pharmamdynamus) gt ! cersered ot
A\thnughthe results of that ter- subject variation, th b did not differ & S T T T R B

\summlmy jith mil dysfunction (as i function. Patients SVl Srws i eonts.

0imatinib

dysfi section DOSAGE AND ADMINISTRATION, WARNINGS AND PRECAUTIONS,
ADVERSE DRUG REALT \GNS CUINICAL PHARMACOLOGY - Pharmacodynamics and Pharmacokinetics).

CLINICAL STUDIES

Clinical studies in CMI.

The effectiveness of imatinib jcal and cytogenetic i free suvival.

‘Threearge, intemational, open-label, II studies were: in patients wi itive (Ph+) chronic myeloid
leukaemia (CML) in advanced, blast or acc disease, other Ph leukaemias or with CML in Ihe (hromc ph& but fa\\mg prior interferon-alpha (IFN)
therapy. One large, open-label, multicenter,international i g h+ (ML Inaddition,
children have been treated in two phase | studies and one phase Il study.

In ll cliical studies 38 to 40% of patients were 260 years of age and 10 to 12% of patients were 270 years of age.

chvom phase, newly diagnosed:

Thi Il study in adult pared treatment with either single-agent imatinib at 400mg daily or a combination of 5 MIU/m*/day IFN and 20 mg/m’/
day Ara-C for atients showing lack of of ical response (CHR) at 6 months, increasing
white blood cells (WBC), no major cytogenetic response (MCyR) at 24 months), loss of of CHR or McyR) or i to treatment were
allowed to crossover to ive treatment arm. A total of 1,106 pati domized, 553 to each arm. Median age was 51 years range 1810 70

Avrisk s g
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Figure 2 Kaplan-Meier estimates for overal survival (ITT population)
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years) with 21.9%ofpatients 260 yearsofage. 59%males and 41% females; At the 7 year folow up, was 82 and G o s we wes wew M me wo o w2y pn e
8monthsin iz FNam espectey.Themedn drtion of e e tement months, Ovell SIS G 1 i HEFRE I
first line imatinib, th 40676 mg. The primary efficacy endpoint of the study ion-free survival. P S S CS T 7 BrGeperioan etioskm.sas OOMAY11:09:42 - DrafVersion (Cut-off 31DEC2010)
of the blast crsis (AP/BC), death, loss of CHR or MCyR, or achievinga (HR an (i A,
i despite M f Juation of minimal
e sl‘nJg ,ﬂm‘g J ulelapeuu; ;;:tl;i?::: a]nrty!ngmp ic response, 1.:,:;‘;:; repue minimal Z,agmdyofpaﬂenls :“;m gegees hepatic riu function (mild, see Tab\e%e\mufor_hveriu:lrgon dasswﬁt_anun) ﬂ‘\g gn(:gher
n 4h
Table 4 ML Study (84 exposure in patients with Severe impairment. In this study, SOOmgdally wassafe\yusedm patients with mild liver impairment and 300 mg daily was used
— in other patient a300mg used i iver impairment, is projects that
matinb IFN+AraC 400 lyinp: { ith impairment, and a dose of 3( b impaiment. Imatinib
(Best response rates) n=553 n=553 impairment (see sections DOSAGE AND ADMINISTRATION, WARNINGS AND PRECAUTIONS, ADVERSE DRUG
Haematological REACTIONS and CLINICAL PHARMACOLOGY - Pharmacokinetics).
zematologicalresponse Table9  Liver function classification
(HRrate-n (%) 534(966)* 313(566)
Liver dysfunction Liver function tests
195%C1] [947,979] [524,608]
Cytogenetic response Mild Total bilirubin: = 1.5
Major response- (%) 490 (886)* 129233 ULN SGOT: >ULN (can be normal or <ULN if total bilirubin is >ULN)
(S5 %1 [857,911) (19%%271] Hoderate Lm‘fgg#l’;"njl >30
Complete CyR-n (%) 456 (825) 64(116)* Severe Total bilirubin: >3-10
Partial (YR - (%) 34(61) 65(118) ULN SGOT: any
Molecular response Total biirubin: >1.5-30
Major response at 12 months (%) 40 z ULN=upper it of nomal for the institution
Major response at 24 moniths (%) 54 NA** SGOT = serum glutamic oxaloacetic transferase
i .
*p <0001, Fischer's exact test ion (mild, modk d i i
*insufficient data, only two patients available with samples gg:os“;lr‘eyy s Jzed AL \nltgs‘:dwlﬂgr:o“;n m " seelabeld ﬁm:‘rmﬂa Iktunclmn dassmtm\on} mﬁ““E;:sma
i iteri b 24 weeks): _ level of AGP,a protein imati There was jth the incidence of reasing fenal function
WBC < 10X10°L, platelet < 450 x10%L, myelocy te <5 %inblood,noblasts tes in blood, basophils < 20%, (3=00096) I i sud, 800 s sefely sed i dsf I dysfunction. The
\nvolvemen_t ) _ _ 800 i ith mod ion due i of Similariy, only 2 patients with severe
Cytogenetic (0% Ph+ metaphases),partial (1-35 %), minor (36-65 %) or minimal (66-95 %). A major response (0-35 %) combines renaldysfunc the low 1 dose, and no higher doses were tested. N lled in the study. Since
both complte and partial esponses. X . i the efficacy of imatinib treatment i | i assessed, treatment of these
Major molecular resp vin reduction of > the amount of BCR- ABL transcripts (measLred by rea-time ithimati Patients with mil I  and be given the minimum

quantitative reverse transcriptase PCR assay) over a standardized baseline.

f400mg not tolerable, or increased for lack of efficacy. Dosing of patients with

ly as starting dose. The

Rates of ical response, major cytogenetic d ytogenetic response on first-line treatment i ing the

l insufficiency at 800 mg cannot. this has not been investigated.

Kaplan-Meier approach, for which non-fesponses were censored at the date of last examination. Using this approach the estimated cumulative response rates

forfirst-ine treatment with imatinib improved from 12 months of therapy to 84 months of therapy as follows: CHR from 96.4% to 98.4% and CCyR from 69.5%

1087.2% respectively.

With 7 years follow-up, there were 93 (16.8%) inth ib arm: 37 (6.7% ion to AP/BC, 31 (5.6%) loss of MCYR, 15

(2.79%)loss of CHR orincrease in WBC and 10 (1.8%) (ML unrelated deaths. In contrast, there were 165 (29.8%) events in the IFN+Ara-C am of which 130

occurred during first-ine treatment with IFN+Ara-C.

Th patients free of progression blast crisis at 84 ificantly higher in the imatinib pared to

the IFNarm (92.5% versus 85.1% p<0.001). Th | progression to AP or BC with time on therapy and was less than 1% annually in the

fourth and fifth years. The estimated rate of progression-free survival at 84 months was 81.2% in the imatinib arm and 60.6% in the control arm (p<0.001). The
any type for

yearly rates of Teased over time.

Table10 Renal function dlassification

Renal dysfunction Renal function tests
Mild CrCL =40-59 mUmin
Moderate CrCL=20-39 mUmin
Severe CrCL= <20 mUmin

(rCL = Creatinine Clearance

Atotal of 71 (12.8%) and 85 (15.4%) patients died in the imatinib and IFN+Ara-C groups, fespectively. At 84 months the estimated overall survival is 86.4% INON-CLINICAL SAFETY MTA
(83,90) vs. 83.3% (80, 87) in the randomized imatinib and the IFN+Ara-C groups;, respectively (p=0.073, log-rank test). This time-to-event endpoint s strongly Imatinib has b d d city, genotoxicity, carcinogenicity and j uvem\etoxmnymd\es Target organs associated
aﬁenedbylheh\gh(mssoverraleimm\FN*AralemaumbTheeueum i jvali phase, newly diagnosed (ML has been with ical action of imatinib include b peripheral blood,lymphoid tissues, inal ract, Other target organs
further inaretrospecti h data with the pr from another Phase Il study using IFN+Ara-C (n=325) in include the liver and the kidney.
anidentical regimen. In this retrospective analysis, the superiority of imatinib over IFN+Ara- Cin overall survival was demonstrated (p<0.001); within 42 months, Nonew target ogan identified in the rat pmentto ,wwsy study (day 1010 70pos1pamm] In the juvenile toxicology study, transitory
47 (8.5%) imatinib patients and 63 (19.4%) IFN+Ara-C patients had died. The degree of cytogenetic ular had a clear effecton effect: hand delav in vagi i sznmgs iatric exposure at
long-term outcomes in patients on imatinib. Whereas an estimated 96% (93%) of patients with CCyR (PCyR) at 12 months were free of progression toAPBCat e pighest, dose of 340 mg/m . Also, bserved in uvenil 2times the average
84 months, only 81% of patients without MCyR at 12 months were free of progression to advanced CML at 84 months (p<0.001 overall, p=025 between (CyR paediatic exposureat the h\ghest recommended dose of 340 mg/i.
and PCyR). For pati (YR and reduct transcripts of at least 3 logarithms at 12 months, the probability of remaining free from progression nthe2yearrat . ‘|manmha115 asmlsm(allys\gmﬂ:amredumonmthelnngevnyoi
1oAP/BC was 100%2t 60 months S findig: 18monthlndmarkanalys s €0 P A (oS o pogesshe
Intis sty o lations were allowed from 400 iy, then f g daily to 800 mg daily. After 42 months of follow-up, 11 nephropathy i i princpel causes of death reasonsforsacrfice Target organs forneoplastic changes were the kiheys,

nfirmed loss (within 4 weeks) Ihe\rcymgeneﬂcresponse Of these 11 patients, 4 pati 00 mg daily, 2 of whom urinary urethra, al and clitoral gland, rathyroid glands gl stomach. The no observed effect levels
rega\nedacymgenencresponse 1 pamal and 1 complete, the- \attera\soatme«/mgamolecu\arrespmsel whl\evfﬁﬂpat\enﬁwhod\d not! dose, (NOEL)forthe various target blished as follows:

P fesponse. in pai whomthe dose was increased to 800mg for the kidney wrethra i i adrenal g stomach,and
daily compared to Jat { dosei "‘““""Dlmemwe”N“E'" cnjunctitisand 15mg/kg/dayiurmeprepulla\anddllnra\g\and
elevation of bilirubin. Other ADR: ported with lower or equal frequency. nomach at 05t040r03 to 24 fimes the human
Chronic Interferon-failure: 5: treated at f 400 g The patent daily exposure (based on AL h’] 400 mg/day o B00 mg/day espectvely, and 04 0 30 timesthecaly exposre i chdre (besed on AUC)at 340 mg/n’. The
haematological failure (29 %), cytogenetic fa\\ure [BS%L orintolerance to interferon (36%). Panems had received a median of 14 months of prior IFN \herapy at renal i the benignand
doses 225 x10° lU/week and Ilin late chronic phase, with a median time from diagnosis of 32 months. The primary efficacy variable of the study was the malignant medulary tumoursof thy nd the non-gl i
reteof major cytogeneic lte pluspartia response, 0035 Phr theb The relevance of these findings n the rat ity study for known. An the safety data from clinical trals
\nthlsstudy,BE%DHhepat\entacmevedaM[wam plete n 53%. CHR was achi % of patients. a i dence of an Ilincidence of tothat of the

235 i lled. The first 77 patients were started at 400 mg and 158 patients.
were started at 600 mg. Non- ic lesions not i e precinicaltudies were Uar system, pancreas, and teeth. The mostimportant
‘The primary efficacy variable was the rate of reported as either CHR, leukaemia (ie. clearance of blasts from the leading to signs of cardiac insufficiency in some animals.
‘marrow and the blood, but without a asfor Nretumto(hmm’tphaseEMLAmnﬂrmdhaemamlng\(aI INCOMPATIBILITIES
response was achieved in 71.5% of patients. Importantly, 27.7% of pati hieved aMCyR, which in 20.4% (confirmed 16%) of patients. Notappliczble.
Fonhe panemslreatedatﬁ()Omg,the current estimates for medi f  and overall survival were 229 and 42.5 months, respectively. STORAGE
lled.95 (3: for treatment of either " "
o blast crisis (‘pre treated pat\ems”)whemas 165 (63%) had not 7). The first 37 pati tarted at 400 mg and the remaining 223 mﬁgﬂmﬁjﬁmﬁ:ﬂg ?&Srmﬂ: detemerked"EXP" on the pack,
?QMWEE: ared alSE‘O 8 perse ) rtedas ither CHR no vi ke oretumtochonc phaseCHL 31% IMATIQUAL must be kept out of the sight and reach of children.
e primary efficacy variable was the ate of [ ither leukaemia, orretum to chronic phase

of patients achi e ot and 20 i fets).The rateof espon 0 INSTRUCTIONS FOR USE AND HANDLING

higher n the patients treated at 600 mg (33%) as compared to the patients treated at 4 [16%,p=0.0220). The current estimate of the median survival of

the prewws\y untreated and treated patients was 7.7 and 4.7 months, respectively.

crisis; a i of pati | studies (n=10). The rate of response was 70% with ad
of 23 months.
Table5  Responsein (ML
Study 0110 Study 0109 Study 0102
37-month data 40.5-month data 38-month data
Chronic phase, Accelerated phase Myeloid blast
IFN failure (n=235) crisis
(n-532) (n-260)
% of patients (Cl )
Haematological response * 95%(92.3-96.3) 71%(653-77.2) 31%(25.2-36.8)

Complete haematological response (CHR) 95% 42% 8%
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