Treatment of Early " Median %

B. Disease ‘Median Duration of 552 days. (Not 561 days
. Lot b 0 vty ot S e Koot andoized el ol ozl v prtamed v 500 i ose e o Sepmss e
rozole for 2 years folowed by amanden fo 3 years fouble-bind, randomized, placebo-contrlled il ofltrozle was performed in over 5; Bone oy 2w -
Letrozole Tablets 2.5mg postmenopausal vomen wit receptor-postive o unknown primary breasL cancer who were Viora % % Median Timeto Progres- | 154 days Tmodeys 168 days
disease fee after 5 tamonen teat-
TROZET A tamoxfen for § years denin T 0 Table 7). 53 days T30 days _[6B9cays
8. Letrozol for 5 years ment or patets 1 the sty was § years but e 1l was lerminated car because of &0t 7 summarizs the resulsof he i, with a fal medan folow-up of 2pprxinately 32 [ Oads Rati for Response | Lebuzole 25 Lsvozole 05+2.33 | Lelozole 2 5 meges-
DESCRIPTION e sy s despat o nsver o iy cesions: wheber Bl 645 WS raacat At o rbinin, o o v foramadncl 26T monihs. (Al analyses are unadjusted and use 2sided Pvales) (95% CI:1.32,41 7); L0004 | ro=1.58
Letrozole tablets for ral adminisation conains 2.5 g of lelozole Ph. Eur, a nonstercidal  superior o tamoxien fo 5 years (Primary Core Analysis) and whetner swiching endocrine 30% o s e conpiled .o ors s o ko and s i Table 7 rstLine (05% C :094, 26 6
aromatase inibior (nhibior of estrogen synthesis) Tolow-up. the sudy o 008"
tial Shown n Tale 3. Letrozole 25 | Tamoxifen | Hazard or Odds Ratio | [Reiative Risk of Progres- | Letrozole 25: Letrozole 050,81 | Letozole 2.5 meges-
COMPOSITION in Tabl 1. I this coubl-blin andomized tral, the Primary Core Analyss (PCA) ncuded al mg (95% ) <ion (5% 0L 69, 109, P03 |vok077
Each fim coated tablet contains: butfollow-uy ITT Population) N=453 N=d54 P-Value (2:Sided) o (95%C I:0.60, 0.9 8);
Letozole P Eu. 25m 1 the o sequental treamens ams was uncaled 30 daysafle swicting eatments. The 072(062,083)' o
in he t G wichi B I [ . P03
Colour: Yellow fon Oride and Tianium Dioxde PCAwas conducted at a median teatment 24 months and 2 median folow-up of aselne Satus Letrozole ocebo Median Time to Progression | 94 montrs | 60monifhs | g opot Sosdsd e
26 months. Letrozole was superir 0 tamoxien i all endpoins except overal surival and - 7
CHEMCAL STRUCTURE o e " " i Neaste ?C'}{’f‘;';]“"“"“ Rate | @) |osem R “The resuls for the study comparig etrozoe o aminogltethimide, with a minimum folow-up
4(1H1.2¢ and its st 0 hs,are shown in Tabe 1 1ed anal
oy 1 2005, 2 double-bind crossover stuy, patiens were allowed to complete il adjuvant | "o ReceplorStatus (%) mm sa 541 of months,are shown n Table 13, (Unacjusted analyses are used.)
i { foratleast 2 years) or ER+ andlor PoR- £ E] R 420%) 15 (3%) = Table
ezl 1 ey foratest a5y oy Duration of Objective
e it Apromall 0% (48) of ese 832 ptnts cssd 1 a0 con NodalStats (%) Median Ve
lets il acjuvant th Lof th i 104 The PCAsoned =051
/\ vl il advat orpy o st of e cosse n s 4. Th PCAaoved e ST = 5 EEES Objoctve Response |34 (176%) |4 (184%) |22 (12:5%]
& edan lows o zs months, The dasign of the PCA s ot npl\ma\tosvaluate o Node Positve % % [rreeopers (cR+PR)
ms ataround [ Nodal Status Unknown 4 ) 20uds rato ‘Median Duration of Re-|610days |706 Gays EET
e o B mont) e Monctherapy Ams Arays (grodn he wo et et ) Chemotherapy % %
provided sponse
) ived prior 3
tences asthe PCA . The updaed esuts for the MAA are summarized in Tabe 2. Median Tale 4 hivs i ol ek, Do sl s massoradas ot om [ [
e i R i o L e o e, P [ T T
pralamua Ny and s ol e of O4C85°. Louzl it ars vt i popttion m._,\npm,“ ofcontraatralbreastcancor or death. DFS by hormons roceplor stalus, nocel  Table 8: Eficacy n Patients Who Recelved PleAnkln'mgenYhznpry s [To2das BT
debossing it ‘DB’ on one side and plan o t othr side rmary Gore Anaysis | Honathorapy A | e smeyes ah s Variable Sarozsle Tamoxifen dds Rt fo Response | ooz .5 LovozoleU5=105_| Lol 2 5 amnog-
PeA ois (MAK o (95% CL:0.62,1.79), P=085" | tethimice=1 61
PHARMACOLOGY L (95% CE: 0 90, 287);
Mechanism of Action Letrozole | Tamoxifen | Letrozole | Tamorifen T e eyt L) . 125) |59 monhs (32.62) Pt g
Treatment N=4003 N=2663 59 _
mmslcmymuugmmnenmmauy.gspunswe (1. esirogen andior progesterone - 7] o0 | a0 N=2582  N=2586 (95%C) Hazard Ratio for TTP (§5% CI) 060(043, 0.84) Relatve Risk of Progres- | Lerozole 25 Leioz0le 05-035 | Lerozole 25 aminogu-
o 122 (7% 1% (15%) N sion (95% CL0B8, 1.11); P=025"  |ethimide=074
[Age (median, years) 61 61 61 1 0562(0.49, 078 0.00003 Objective Response Rate ‘ (65% Ck: 057 , 0.04)
i (ovanckmy, inalciony, hpophysecomy) o b esogen oot (anestogens o ringa boar] B R B ] 9 2 Ll .+ 084y
and progestational agents). These interventions lead to decreased tumor mass or delayed H“ 190 T Local Chest 2 8 (CR+PR) 2(25%) [T
t“"““""‘ s 7 = Regional Recurence 7 4 Ods Ratiofor Respanse (95% 385(1.50,9.60) INDICATIONS
derived from the acton of the: thich drenal ER and/or PR+ 9. . 97 %7 o ?a R 5 2 061(0.44-084) 0.003 Adjuvant Breast Cancer
oy adosonadonsan st o estrone and estradi. The suppvess\mmeshngen oth nknown 03 03 03 03 Istant Recurence Hazard raf less than 1 o odc: a1 Ton the f for-
in the cancer a tatus (] ContralateralBreast Cancer 19 2 1 or s ratoless than 1 favors tamofen mone receplor positve early breast cancer,
ot i Levozole s a i 2 2 2 "
; ly 9 e Io negative S S 50 5 » » Table 9: Efficacy by Disease Site Extended Adjuvant Treatment of Early Breast Cancer
e posiive a1 a @ ] Contralaeral Breast Cancer
o Tewraads Tamoxifen Letrozole (Trozet) i indicaed for the extended aduvant reatment of cary breast cancer in
' T al talus unknown 7 7 7 7 = contdr Ml it 5 Wi i ot B 10 s s S T imenopausal viomen, who have received 5 years of aduvant tamoxitn therapy. The ef-
N % % % favor riskof an
o
buth ed
Fon Le Table 2: l *Fist event o loco-regioal recutence, distant relapse, contraatera beast cancer or death | Soft issue: N=113 N=115 o180 monte ameden
: up 73 Months) y tatus, nodal sat Medan TP 121 months 6.4 months
y Tetrozon Tamoxifon Fad | Py o 0% 3% First and Second- hl’:‘;vea:mnl of Advanced Breast Cancer
N=2463 N=2459 y
il st b, adsronesbess o et o Ty romones 01| e apses of Exend Aduvan Tstmnt o Ety Beast Cncr, Wedan [P e I
ynhesis, ynthesis, or sy y e [y | i S| RO | P Updatod Arlyss of Extended Ad y ] Vedian TP 95months 63months ke et o h vt of avanced et et postmenopausal women with
Pharmacodynamics o) | e | () | rae restment Duration of 60 Honths 2% 5% disease progression folowing anestogen therapy.
In postmenopausal patients with advanced breastcancer,dally doses of 0.1 mg 0 5 mg lelro- Table 5: Update of Extended Adjuvant Study Results Viscera: =195 N=208 CONTRAINDICATIONS
20le suppress plasma concentatons of estradio,estrone, and estone sulfate by 75%95% | Diseaseoa sur [T | 445 | 874 | 500 | &7 | 087076 (003 Letrozole [Placebo [ Razard Ratio'| PValuo™ Wedian TTP 83months 46 months
ons ithin ty days vival! 18.1) (203) 0.99) N=2582 |N=2586 | (95%Cl) ponse Rate 28% 7% al benefit
el Cen-| 445 [ 874 | 483 [es2 | 084073 Disease Free Survival (DFS) Table 10: Efficacy by Receptor Status (Trozet) is contraindicated in women who are or may become pregnant, If Letrozole (Tmzet) is
! o o 095) vonts 4(133) [402(165) |089(077,1.03)|0.12 o e e used during pregnancy, o f he patint becomes pregnant whie taking this ug, the patent
pecic n nhib
aromaase actty. e is o mpaiment of denal stodogenesis No cnicalyeevant | 0 posie|ITT [ 165 | 922 [ 189 | 03 | 088072 Breast cancer recurrence 29 26 075(063,089)| 0001 25mg 2mg should be appisedof e potental hazard to aftus
changes were found in the plasma concenlrations of cortol, aldosterone, 11-deoxycortso, e ) DFS event Receptor Positive ) =305 ADVERSE REACTIONS
7-hydrony-progesterone, ACTH ot in plasma renin actly among posimenopausa patents 13 posiive[ITT [ 151 [ 856 | 163 | 830 [ 085088, Local Breast Recurence | 15 w (9.4 months (89, 118) |60 months (5.1,85) | The most serous adverse reactions from the use ofetrozole are:
1mgto5mg los 1.06) Tocal Ghest Wall Reour Median 069(0.58,0.83) + Bone effects
6and 1,025,05,1,25, postve|ITT | 125 | 712 | 142 | €26 | 081064, o 6 14 Hazard Ratofor TTP (5% CI) . 6 (22%) + Increases n cholsterol
cortsol production. sup- [nodes 1.09) 0 B S g
plementation is, therefore, not Adjuvant|mT 119 | 864 | 150 | 806 | 0.77(060, Distant Recurer 0 - Objective Response Rate (CR+PR) 178(1.20,260)
androgens healty after | chematherapy 0%) Distant = (Odds Ratofo Response 5% CI refect
01,05,and25 in No chemo-| 1T, 526 | 676 | 350 | 81 | 091(078, jstant ’““"‘"C“’s o142 169 088 (0.70,1.10) [ 0.246 ”“ ) — —
mgtosmg ety 0 subsequer Receptor Unkno =5 N=1ag Adjuvant Treatment of Early Breast Cancer
S S T By s ey o Sl G " » Hesan o o progrossin (05%C) 92 manins 6.1, 129) |80 monts 41,64
oo cer 77(060,099) 4 for safety s for tamoxien
v " : v Respons Rate (CRI#F) odds |48 (30% 29 20% .
as evaluated by TSH levels, T3 upake, and T4 evels. e [ R Y B B X R T = 0 (CRiFR) hon @) o phar.
i netaciade’ 100 o Contabteral Breast |30 £ e two crugs.
Pharmacokinetics Cancer Hazard ratio less than 1 or odds ratio gveater then 1 favors letrozole; hazard rato greater than
Absorption and Disibution: Letrozoe i rapdy and compltey absorbed fro th gastin- Adjuvant|TT | 84 09| - | 07508 e 1 ot ot el lcs Min 1 fvors GMedle absentat
testinal trat and absorption i not afected by food. It s metabolzed sowy 10 an nactive | chemotherapy 1.00) P e et o A c (approximately 75% of r more
metabalte whose glucuronide conjugate i excrete renally epresenting the major clearance No chemo [T | 173 | - | @ | - 0% R 4 i Second-Line Tratmnt of Aduanced Broas Cancer AE) e G of G 2 sl o Camn oy Cre Veson 20/ Cornon
! DFS vents ceined s et ofkcoregione ecurence, contalateral
pathway. About 80% ofracolabeled lerozol is recovered in urine. Lerozole's terminaleimi- | therapy ©731.11)
T T Moo el breas et s 1 ny G, a0 G owihes o oz 1 60% G 1wk i 151 posmencpao sogsnvepstons s s o ko a6 30, Tabl 1 .
isan
placebo vanced breast cancer patients previously eated withal least antiestrogen therapy. Palints
i in 2.6 weeks. Plasma concentat r i
s reached i 2:6 weeks. Plasma concentratons at x\ejdyslale are 15102 imes higher than (076,1.00) Yoottt nomonel hetaies ooy hate e oo gy Eght MenLn pop.
in the pramacokinetcs ofletozole pon daly acminstaton of 2.5 M, These Seadysle | omcrn: L M | w2 4 %6 “7‘5 ;49 Updated analyses was conducted at a median follow-up of 62 months. In the letrozole arm, (2 y p s achieved an obj Table 14; ive of Relationship
Jevel however, and 71% o the patlnts were realed for a east 3 years and 58% of patlents conpleted a least , contolled, mulina: 1o Study Drug) n the Adjuvant Study - Monotherapy pi ‘Analysis (Wedian Follow-up
Zole does not occu. Lelrozole s wealdy profein bound and has a arge volume ofditrbuton | 00 suval [T 1305 [ 918 | 345 [ 609 [ 0870075, 4 for Sy at 73 Months; Median
{approxmately 19 Lkg) 1.02) 0 f 2 month,aproinat Iy 60% of r selecid et n e pacebo arm piedfp o 18 progessed despie anheslvogen therapy. Patients were randomized o etiozole 0.5 Srades 14 Sadesid
Cen-| 303 | 818 | 3% |01 | 082070, swich to letozol. I tis updated analysis shown in Tabe 5, lerozoe sgnicanty recuced ™9 Cal.
ot ant Exewar Wk o o haoclokalycive catie o sor 06) he sk ofbreastcancr recuronceor conalaterl beast cancer compered wilhplacebo (R and ammnmaxmmme s 516w cotcstod ogomenaton 7 ctr smw RdveseReaclon | Letvrae—Tamorfen [ Lakosele [ Taoren
'(am e "“‘ ) ¥ lerazole of mg dio w conjug: ol " 0 positve | ITT 07 | %2 | 121 %48 0. 0.75; 95% C1 0,63, 0.89; P=0.001). However, in the updated DFS analysis (interval between I each study over 60% of the patients had received therapeutic antiestrogens, andah o) ) ) )
e e e e e eonios . [n0des (069.1.16) andomization and eariet event ofloco-regiona tecurtence, distant metastasis, contaaleral  One-fth T
i s ooty 3 poste| T |9 | 908 | 14 | 906 [081062106) breast cance, or death from any cause) te treament diference was heaviy duted by 60% 35 e oty Wi 88 s Sk e s o s P e 2310(844) |214(905)  [635(259) 604 (247)
nodes of the patens i th piacebo am switching 1 letrozole and accouning fo 64% of the fotal Sty re shown in Table 11 avent
e e ooy < postie|TT |92 | @2 | 104 | 736 | 086055 the ik of 280(23)  |100@88) |11(04)  [6(02
i ite and i iver i z inhb >=4 positve placebo pa "
s melaboito and is kelone analog. I human Iver microsomes, letrzole s‘mr\g\y v s 50 o 8 onsiniant 1% (4R 0.85;35% 8 077, 103) Table lemia ) d d
CYP2AG and moderael inhibted CYP2C1S. nodes ) Parameter o i o o
Peditic, Geriatic and Race: I he stucy poplatons (sduts ranging nage rom 510580 | | Adjuvant|ITT | 76 | 915 | 86 | 884 073056 study study o8 S0 535 [50(20]
years), no change in pharmacokinetic parameters was observed with increasing age. Difer- temathorepy ) First-Line [No-of Participants. 552 557 Night Sweals 357 (146 25 ( 0. 0.
nces i efozole phamacoKinets bevieen adt and pediarc populaions have not been No chemo [T | 227 | 919 | 247 | 918 | 0910076 Atandonized,coube-lnd, mltinatoral ialcompared leozole 2.5 mg wit tamodfen 20 g I -
i therapy 1.08) mg in 91 patiets with (Stage IIB or loco-regional recur- _ [Bone Fracures” 338 (138) _[257 - -
Defintion of: rence rgery of radiaton) or Time  |ERIPR Posiive 5% % Weight Increase | 317 378 ( (11 39(16)
e et A ’ i o s P L T T
g ofeozole s found. In adion, i a sty of 347 ptiens withadvanced breas an- €N, . invasive contalaera breast cancer, or death wilhout aprior s study ar shoun i Tabe 6 Adjuvant Only 3% 8% Bone Fractures__[247(10.)_[174(7.4) |- -
cer, about hlf o whom receive 2.5 mg letrzole and half 0.5 m letozol, renal impaiment Table 6: Selected Study Population Demographics Therapetic +-Ad 6% 2% Faligue Lethargy,
{cacated cratnine cearance: 2050 mUin) d n! flec Seady sl plasma ozl SYSlmc iseas-fee suvival: ntervalfrom randamizaion o invasive eginal recurence, pe i Ma\;se(mmrﬁ:] 2598 [220(102  [6(02) 7(03)
g dstant melastass, o dealh it a pior cancer even Baseline Status Letrozole Tamoxifen Sites of Disease .
concenirations. Soft Tissue. 56% 50% Myalgia (89 [212(87) 8(0.7) 14(06)
Hepatic mpairmen n a study of subjects with mid fo moderate non-metasiaic hepaiic < Disant ciscase-free suvel v o izt b eatir st of g Ne4sg NedsB Bone 0% 5% dema (67 [160(65) 01 01
dystunciion (e.. irhosis, Chid-Pugh dlassifcation A and 8), e mean AUC values of the tmodenams [ iage of sease Viscera % a (57 |19(53) (03 02)
volunteers with moderate hepatic impairment were 37% higher than in normal subjects, but o
Censored analysis censors Qnﬂuw—upzt e date of selective crossover in 632 patients who i o ™ (52 [320(131) (0 (03)
sil it e s n s willut ed frcon, b s st s )
crossed to ltrozol or another aromatase infibor afer the tamoxin s were unblinded % 2% BackPan (1) |13(56) (03 1(04)
C. o ReaapiorSia tre le Cancer (UICC) citeia and verifed by ndependent, binded review. Al responses were
inciuded bilfubins about 2-11 times ULN with minimal o severe ascte) had twofold increase S g posive 0 s os [r2e(sn)  s6(2) w000 |s02)
in exposure (AUC) and 47% reducton in systemic cearanc. Breast canoer patents with se-  The medians of overal suvival fo both ams were not reached for the Monotherapy Ams o
Vere hepatc impaiment ar thus expected 1o be exposed o higher leels ofletrozole than  Anaysis (VAR). T “The hazard ER or PR Posiive % 2% Tal 25y g euls for sl wia i ok 15 monts, vt o Bore g G 109 (45] (02) (02)
patents with normal iver functon recefing simiar doses of tiscrug tato for sunival in theletrozole arm compared o the tamoxifen arm was 0.87, with S5% CI Both Unkaoun e 3% gared ol 05 g, iz 25 g, nd megsd st 160 g by (s Dprssion “ 114 (47) 6(07) 4(06)
CLINICAL STUDIES (0.75,1.02) (see Table 2). There were no significant difierences in DFS, OS, SDFS, and Distant ER or PgR (Other Unknown <1% 0 are unadjusted.) Jaginal Iritation (4. 77 (34) (<0.1) (<0.1)
DFS flom swh 1 0 Sequentl Trsmens st wih respct 0 sthr mmnmpy Previous Antiestrogen Therapy jeadache n 9 (38) 04 02
Jpdated Adjuvant Treatment of Early Breast Cancer ‘Adovant 1% 185 Table 12: Megestrol Acetate Study Results E‘ 5 E 2 EG 2; EO 2
I0'a mlicenor sy omoling ovr 000 pesmencpauslworen i esected roepo- i 368, 975% 01 066, 115 and e s lovd ] anorer 5 ears veraus None 81% 2% Letrozole
posi ble-dlind ; 0 o ; N=188 25mg  (N=190 Osteopenia (38) (39 - (01
manner e i 7. 05505 D DFS o it e el T i3 Dmessot a3y |miae 1 [s02)
Opton - Anayses. Objective Rosponse |22 (117%) 4T (236%) |31 (16:3%) Headedness
A tamoxifen for 5 years. (CR+PR) ‘Aopecia 83(34) [84(34) 0- 0-




PPUIT-G - 3W - Id 192011523 SPPINZONONHSSIeN3

Grades 14 Grades 34 ‘Number (%) of Patients with | Number (%) of Patients tions, Do et epored t e fibiet M 5 1 Dl o somnaence have b o with - sion s evident.
7 Grade 14 jth Grade 3 Ad ozole 25 mg, megesiol aceate, or aminoglietimide in ecause faigue, dizziness, and somnolence have been reported with the use of letiozole, .
AdverseReaction | eiozcle | lanofen | Letazcle | Famordten Reaction two controlled s are shown n tae below. cauton s advised when driving or using machinery untl it is known how the patient reacts o US@ in Hepatic mpairment
letozole use.
( (%) (%) MN“;;:S :‘lﬂ;;:; MNM;;:; '::;;;; ‘Table 17: Percentage (%) of Patients with Adverse Reactions although letrozole blood concenirations were modestly increased in subjects with moderate
foriting ( (04) 02) = = = = Pooied Pooled [ Megestrol | Aminogiueth | Laboratory Test Abnormalites
ataract ( 6(07) 7(07) vutvovaginall 160 | 179 0 0. \otrozoie 25 | Lotrozole | acatats . Ko o et o It o ry hoeogs o el iy parter v hould b dose ofltrozoe for such
onstipation ( ) (<01) Adverse mg 5mg mg evident. e ob- tents day. The effect of
roast pain I oy 5 Psychiatrc Disorders S0(125) | 26 (107) | 21 61 Reaction s i ey boshal
e I @) e nsom 1968 | 1207 < X I I of those afected. Two patints on etozole developed trombocytopenia; relationship to the
Respiatory Dot 279(108] | 260(10.1) 0 Body a5 a Whole filv . Whether elated to s requied or i ronal impairment
plasial Cancer** 111909 (06) [(36) - - Dyspnea 140(55) 137(53) (¢ Faligue 8 6 11 3 N 210 mLmin.
Endometrial Poll- 18472 | 147(67) i GhestPan_[6 3 7 3 Pregnancy v
eraton 10(03) nag 0- 14(08) Infection i 166 (65)_|_163(63) ( erperal | s . s L erdosage
Renal Disorders 100(39) 0 Edema’ o
Endomelrial Hyper- Based on a median folow-up of patents for 28 months, fractures flom Astenia |4 5 ) 5 piti e e reaiment can
pasial ot |2 2 g 3 h be made. H I be nduced I the patent s aler. In general supporive care
Cancer 601909(08) |s71943(29) |- - 55% (142). Th incdence of sel-reported osleoporosis was higher in paents who received | ncrease and e ighest
Sthor Endomaal i tal malformatons, i rats and rabbits at doses much smalkr than the daily maximum recom-
2(01) 3001 0- 0 gl basis I . which vas wel oerated; in mllple-dos s, he largest ose of 10
ers adninistered 10 21.1% ofthe patients d 18.7% of the pa yporionson [5 7 B 5 bt mg was welloeated L
L2(10 {1205 ot s and skelta systems. Animal data and letozole's mecharism of acton aise concems that  Yere equal o or g !
37(15) [2500) i that capt 13 15 i 4 letrozole could be a human teratogen as well. Reproduction studies in rats showed embryo g
6(02) 9(04) - o o ofpacebo for vasomator jomiing |7 7 5 B :m:{ ol ity a ez dose g orcgress el u; or s tan {100 202 L
52(21) 46 (1.9) ‘and sexual symptom domains. onstipation |6 7 9 7 al (mofm*basis) sis) death hythr
Actident’ - - o 3
n jarhea__|6 5 3 4
: 9 .
Lol substuy: n e xense besod o of folowsp v fluses;and el anomai absence and sholeningof enal papla, he iy s7ORAGE
(28 [83(28) - o152 ot e s o Sican dflrence st oz andpcehe il ch. ain- B B B N MEHRD ed hea and Tuson. I rab-
PP = lesteolor i any i faction at any tme over 5 years. U of ipid lawering crugs or ietary | Abdominal b, letiosole caused smoryo and fetal toxly at doses about 11100000 and 110,000 the
Anoroia |5 3 5 5
Angi 2(13___[31(13) -
e Updated Analyss, Extended Adjuvant Treatment of Early Breast Cancer, Median Treat Dyspepsia |3 0 6 5 skul,stemebrae, and fore- and hind legs. Letrozole tables (TROZET) are avalable in a biste stip of 10 tabletsor 14 ablets. Carton
Event stz |eee - ment Duration of 60 Months for adeq y  contains folowing o the pack szes:
e The extonded adjant treatment tia was unblinded carl. A the updated (fnal analysis) Viral Infecton | 6 5 g 3 menopausel. Contracepton shold be used unf postmenopausal staus s clinically well s-
o (28 |11(45) I Jished - stipol10tablets
Dent - monih Hypercholes- |3 3 0 6 - stipsof 10tablels
e ) ] 4 R Noghiotws o 6 , “ - 2slrpsof 14tablels
s (58%,5 so a ighet s Pl il e s ocred n e ik B oy g o vt
D U ) e Sctet pon e o whee US Presrig Informaton of Femara, Novats Pharmacedticals Corporaton East Harover,
- the incidence of new fracures at any time after randomization was 13.3% for lerozole and Wusculoskel- " g ™ g
SecondMaignen- (o3 55 |7(32) 7.8% for placebo. The incidence of new osteoporosis was 14.5% fo letozole and 7.8% for | e 2 2 ) " kg i scsmm e ctane o h o b ot New Jersey, 07936, Dec 2011
ies' placebo. During treatment or within 30 days of stopping treatment (median duration of treat- Arvalga |8 0 0 3 Pediatric Use
Second Malignan- 102 (42) 119(49) - ‘ment 60 months) the mc\dsmx of cardiovascular events was 9.8% for letrozole and 7.0% for y
ces’ placebo. Ba: Headache |9 12 ] 7 Version number: EXP/00/2012
Geriatrc Use
q 3 e Satly potan o o o crovs randomization
“Any time afte rancomizaton, inclucing post eaiment olow-up was 14.4% fo lefozce and 9.8% forplaosbo. i sub-stdy: I the extended adiuvant st Somndlence |3 2 2 ] Themecin agoof aris 1 l s of stine a1 socond i reinentf ntasialc  pat ofRaeas: 022012
tny, asson  mdan dsoncl oo 2ot e vsrosqan ferce | Dages 3 5 7 3 D canr v 4 5 yors A 1. s ol o 20 yers o o s
i f
between lerozole and placebo i total choleserol or in any lpd racton over 5 years. Use of i 5 5 - poocioshibebiidtls rriatobamuionh oot aiiritoied
Y Coughing |6 5 7 5 menopausal woren were enolld i the cifnical tudy. I (oal, 41% of patients viere aged
Firs-Line Treatment of Advanced Breast Cancer 65 years o older at envolment, whil 12% were 75 or oider. I the extended adjuvant sel.
When considering all rades cluring stuy reatment, a igher incidence of everts was seen morihs, The ncidence ot Fusnes 15 5 T 5 g, n0 overal iferences i safey or efficacy were observed befween these older patints
for letrozole regarding fractures (10.1% vs 7.1%), myocardia nfarctons (1.0% vs 0.5%), and  of adverse reactions wes simiar for letrozole and tamoxifen. The most fequenty reported i : 5 M o and younger paiets, and oter reported clnica experience has not dented difrences in
adverse reacions were bone pain, hot ushes, back pain, nause, atialga and dysprea s |1 ) M 5 ind-
for tamoxifen regarcing thromboembolic events (21% vs 3.6%), endometial hyperplasial I e ey e e in
cancer (0.3% vs 2.9%), and endometrial proliferation disorders (0.3% vs 1.8%) (letrozole vs o, |"uu¢es peripf f"ke‘ e"l'a leg ek:’"a‘ EW'; Ea'" edema, edema were enrolled in the clinical study. In total, 36 % of patients were aged 65 years or older at
{amxien respectvely). ! he patents eted ity PSS Musculoskeetal pin,skletal pain,back pain,am pai, eg envolment whie 12% were 75 o e adverse reactons were generally reported n k-
Includes rash, ot s, orslom . vsdor sttt rspctv of sy esbrnt shocaton ot b conparcn s o,
than for tamoxiten (10.5%) regarcing factures. A higher incidence was seen for tamoxien ; q regar profes were observed between
‘compared to letrozole regarding thromboembolic events (4.5% vs 29%), and endometial hy-  Table 16: Percentage (%) of Patients with Adverse Reactions 3 fracture, d ty, pleural paents.
ia or cancer z s ! efusion, alop
perplasia or cancer 2.9% vs 04%) tamxien s etozole, especivly). L_"mh oo tigo. Cartnogenty snd gty
Bone Study: Resuls of a phase 3 safety il i 262 post menopausal wormen wih ésected | agverse Reaction 25 mg First and Second-Line Treatment of Advanced Breast Cancer in mice at doses of 06 0100
receptor psiteearl reastcance I e advent stig comparg e efecton ket et | s Inthe combined analysis of th frst- and stmarkeing ex-  times the dally masimum recommended human dose on a Mg/ basis) aamwmamm
v T perences ofher adverse reactions that were repoted were catarac,eye iiation, palpiaions,  gavage fo up t0 2 years revealed a dose-telated increase i te incidence of benign ovarian
o ardiac falure, achycard stomal tumors. The
o am cmpar 2 e e D5 n o ot am (e >4 e N N s, memory imgaiment, rtabily,nervousness, ricaria, increased urinary equency, leuko-  signifcant rend I females when the high dose group was excluded due o kow sunival 1 2
he 2 years ate study, plasma AUCD-120r levels in mice at 60 mo/kg/day were 55 times higher than
Edema Peripheral 5 6  pyrexa, separate sty pl alday 9
andonly 1 Score o 1 i M M . he AUC, , level in breast cancer patien's t th recommended dose. The carcinogenicy
Weakness B H sty in 725 at oral doses of 0.1 10 10 mgkgiday (about 0.4 1o 40 times the dally maximum
a\lhwqh Investigations Postmarketing Experience recommended human dose on a m/m basis) for p to 2 years also produced an increase
od, fracures were reportd by 4 of 103 patients (4%) in the oo a1 7 Weight Decrsased B 5 angioedema, 10de iy the ncidence of mors at 10 mgkg/day. Ovaran hyperplasia was
Daﬂems (6%) inthe tamoxien ar. Vascular Disordar epidermal necrolyss, oes f n 0.1 mghoday. At 10 mgkgday, plasma
Lipid Study: Ina phase 3 safely tal in 262 post menopausal women with resected receptor Hol Flushes 19 1 'gger finger use of elrozole. 4 levels i rats were 80 times higher than the level n breast cancer paients al the
posilve early breastcancer at 24 monihs comgaring the eflecs on lid proffes of acjvant Hyperonsion 5 i oRe NTERACTONS tecommended dose. Ltrozoe was not mutageni n in virotets (Ames and E.col bacterial
12%of a i fests) but was observed {0 be a potenta clastogen i i viro assays (CHO K1 and CCL 61
higher 4% of a 1 Cnadmmvsnzﬂnn of letrozole and tamoxifen 20 mg dally resulted i a reducton of letrozole  Chinese hamster ovary cell).
Troatment of Eary + Modian donof 24 Constipation 10 Ll plasma levels of 38% on average. Clnical experence i the seconcine breast cancer 155 moirment of Fr
Torthe Diarthea 8 pa L testin ats) e et
. Vomiting 7 8 tered immeately afertamoxfen howe
ffolow-sp placebo. o B B Cimetidine sty b fraes s sy f o proctie bt s and s o dsos o
Table below descmws th aderseractons couriga a foquncy of f ast e 1 ay Urinary Trat Infection NOS. 6 3 A phamacokinei nteracton study with cimetdine showed no il sigfcant effecton 05 -1 and 0.03 mghkg n mice, ats and dogs respectively(about one, 04 and 0.4 te daly
reaiment group and Gade | ijury, 9 i \eoese phamacokintcs. 10 young (postnata day 7)ras for 12 weeks duraton at 0.003, 0.03, 0.3 mghkgiday by oral
2 based on i Conmon Toucly G Vorson 20, n o oo adjuvant settng, the oo e eckey bt 7 7 Warfarin gavage, resuted in adverse skeetarowth efects (oone malration, bone mineral densi)
fashes, arbraigiaartit, and myalgia. fism an vl A B and neuroendocrine and reproductive developmental perturbations of the hypothalamic-pi-
usculoskelets o eoecive Tosue pharmacokinelics tuitary axis at exposures less than exposure anlicpaled al the clrical dose of 2.5 mgiday.
Table 15: Percentage of Patients with Adverse Reactions Disorde "
& - isorders Other anticancer agents that ncluded degeneralon of the seminferous tubuar epihelum and atophy of the female
lumber (%) of Patients with | Number (%) of Patients Bone Pain 2 21 ‘There is no ciinical experience to date on the use of letrazole in combination with other anti-
o ron | i Lt reproducive ract Young ras n this study were allowed to ecover folowing iscontinuation
rade -4 Ahore Resct | Wit Grace 34 Adusn gecren e 0 cancar g, ofletozoe vesment o 42 oy, Hstopthagic changes were o rverse ot ncaly
Letrozole | Placebo | Letrozole | Placebo i in Limb 10 8 :“Ecéx:‘)"s AND WARNINGS releant exposres.
N2s73 | Nedses | NeasTs Hervus Sysem Disordrs one Reproductive Toxicology:
om0 .1 | 774 @45 | W19 0163 | 39051 ache NOS s 7 LseLotox y (BMD) Reproduction studes inras at ltozole doses equal {0 or gealer then 0.003 mokg (about
Vasaular Disorders To75 536) | 120 78] 29 | 749 Psychiatric Dl be given to mnmmnng BMD. Resuls of 3 sbstudy 1o evalate sa'erv in the adivant set- 41400 tne aly maximum recommended human dose on a mgim? basis) administered during
nsomnia 7 4 ting comparing the eflect on lumbar spine (L2L4) bone mineral densty (BMD) of adjuvant dical.
Flushing 1273(497) | 1114833 |30 0- reament with letrzole {0 that it tamoxien showed at 24 morihs a median cectease in g by invauterne mortalty, increased resorpion, nreased postmplantan lss, decreased
General Disorders 1154 45) | 1090 (¢24) | 30(12) ) Breast Pain 7 7 i i toa median ; : s
shenia 20336 | 8¢ 06) I Respiatory, Thoraci " {amxien arm (dffrence = 44%) (P<0.0001). Updled resuls from the BMD sub-Study I  iatn ef ot o onts el and s Lotrzok
GemaOS | 471 (184) | 4160 0 I Dmm 18 i e exended aduvant seting demonsiraed that al 2 years palints receiing letozole had 0 e -
I Disorders | 076 (382) | 83 7128 ) 13 13 median decrease fom baseline of 8% in hip BUD compared to a median decrease of 20%  man dose on a g bass) caused fetal domed head and cenvicalcentrum vertebral fusion
Ahvlga W@ | 60 5 (1 ) Crotupa i the aceo grop. Tho changes o baseine i lumtarsins BMD i eozole and i Letozole is ambyooc a doses equl 1 or ratr thn 0.002 g and felooc when
v = I e aduvnt e o rabbisa .02 mgeg (abou /00000 and /0,000 te ey mximum rc-
s NOS :m ;: : Llﬂﬂ 1 O s et (<2%) adro realons consred ot for bl veaiment 20 A SR 1 SR R i 05 % orvene ok ot 100000 a y
yalgia 1% for letrozole and fen. In the extended skul, sternebrae, and for
ack Pain 2806 | 1 0 [ o vorts, Parphera) romboarto everts e venots amtost, WYemBOBHS,  auvent ral he ncdence of bone racures at any time e ot v T35 o1 . i
i #63(337) | 819 @ ) ol i, o cres, and coony b s, Caebvascs vt 919218 3 8% i o, Tho encs of Gl eops's vas 145% orltcace - DOSAGE AND ADMINSTRATION
Headache 516(20.1) | 508 180, 17(07) included ransient ischemic attacks, thrombolic or hemorthagic strokes and development of 214 7-8% for place tecommended Dose
Dirziness RPN 90 i Hemiparesis. The recommended dose ofltrozole is ane 2.5 mg tablet administered once a day, without
Siin Disorder &30 (324) | 787 701 | 1608 Sholesterel regard o meas
in Disorders i ‘GConsideraton shouid b given o monitoring serum cholesterol. I the adjuvant tral yperc-
et ™ oooen | e | 1) o Second- Line Treatment of Advanced Breast Cancer ., holesterolamia was reported in 52.3% of letozole patents and 28.6% of tamoifen patients.  Use in Adjuvant Treatment of Early Breast Cancer
creased CTC grade 34 ed in 0.4% of 00.1% The planned
tumor were 51188 (2. ,in it A
THma | i@ | an TOE ] pamn ey ¢ e of 1.5 X ULN i i chosterl o o st n e sy was 5 yeas i 7% f e palients g competed e
vstpation__|_200(113) | 304(118) | 60 2(01) VS 4.T%) atatusy
o cholesterol wilhn the nomal range (.2, <= in on e v
e g8 | 76 30 54 5:/1‘3“:(:‘23«:? o ol g . <15 X LN i STABAS (329) o e v ol Eaty
iarhea NOS 128 (5) 143 (5, 12(0. 8(03) Than on megestrol acetate. In the aminoglutethimide comparison study, discontnu- 163 on tamonifen. In the extended adjuvant seting, the optimal treatment duration with letrozole is not known. ﬁ Letrozole Tablets 2.5mg
551(215) | 537(209) | 24(0. 32(12) ations for reasons other than progression occurred in 6/193 (3.1%) on 0.5 mg letrozole, 7/185 The planned duration of treatment in the study was 5 years. In the final updated analysis, TROZET
(8% letozole, and .
olemia 4010156 | 80155 | 200 | 502 Seventy-one percent of patiens were treaed for atleast 3 years and 58% of patients com-
Reproductive Dsorders | 303178 | 357039 | 804 | 803 Sy rprced sypoinal s o o el s sy ko it ol pllad 4 ‘; 5 yess of st aaaneman. TheUstnnt st e diconiuad
VaginalHemor- < in all reatment groups iere mild to moderate in severity and it was generally not possible to " function. Therefore, a dose reducton s recommended for this patent populaiion o e
hage 248 | MEs | 2001 | 502 g St sk e o 1 s 108 s o fec ofpatc paiment on ozl exgois i car et W vt it e s m?:f;"‘?‘n oy L.
depr

static breast cancer, th

o
it Soan P11

omsiozs

*Agaupcomgany of Frsanis Kat (Gemary)




