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Oral bisphosphonates as adjuvant therapy

for operable BC
(HPE, Number 36, 2008, p. 59-62)

Blue Book COS 2/2008 MKN (C50):

1.2.2.2.1 Bisfosfonaty [klodronat, ibandronat, zoledronat, pamidronat)

Indikovany pri zjisténi osteolytickych, osteoblastickych nebo smigenych metastaz do kosti.

Vsichni pacienti by méli mit wéetfenu dutinu Ustni a pripadné dentalni zakroky by mély byt provedeny pred
zahajenim terapie bisfosfonaty.

Z divodu zvySujici se incidence osteonekrozy celisti pri dlouhodobém podavani nékterych bisfosfonatd je
u téchto nutno zvazit benefit terapie trvajici déle nez 2 roky.

3 studie
(Diel et al. (h=302,2y), Powles et al. (n=1069,2y), Saarto et al. (n=299,3y, R-))
(1600mg klodronatu denné):

adjuvantni podani bisfosfonatid muze zamezit rozvoji kostni metastatické
nemaoci

adjuvantni klodronat podavany po dobu dvou let po primarni IéCbé je racionalni
snahou, obzvasté pro vysoce rizikové, receptor negativni pacienty (mené
prvnich relapsu v kostech, ale stejné 10-leté kostni DFS)



Primy acinek bisfosfonall na ostecklast
osteckina

hlavni nezadouci ucinky:
p.o. klodronat (prujem)

aminobisfosfonaty:
p.o.

ulcerace jicnu/
perforace

V.

nefrotoxicita (kratka HD infu-
ze) anebo akutni cytokinova
reakce

p.o./i.v., zfidkavé ale vazné:
osteonekrdza celisti

KREV

(L LTEF
ostnokionty

V onkologii bézné pouzivané bisfosfonaty,
sefazené podle zvySujici se in-vitro
ucinnosti (koreluje s generaénim stupinkem):
p.o. klodronat (1. gen.),

I.v. pamidronat (2. gen.), i.v. zoledronat a
p.o./i.v. ibandronat (3. gen.)

Ibandronat je méné nefrotoxicky nez zo-
lendronat a je dostupny v mensSich table-
tach pro p.o. podani nez klodronat
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SREs — Skeletal Related Events muzeme definovat jako:

patologické zlomeniny vyzadujici chirurgickou nebo radiologickou revizi,
hyperkalcemii, kompresi michy

pacienti s kostni mBC maji lepSi progndzu nez pacienti s visceralni mBC
avsak jiz pfitomné SRE moznou vyhodu potlacuje

bisfosfosfonaty vs. lé€ba vedouci ke ztraté kostni denzity

Al(s) pouzivany u postmenopauzalnich zen lé€enych v adjuvanci u karcinomu prsu
prukazné snizuji kostni denzitu

nejenom Al(s) samotné, ale | chemoterapii navozena menopauza a
chirurgicka/farmakologicka ovarialni ablace sehravaji roli v patogeneze osteomalace

v soucasnosti u karcinomu prsu probihaji adjuvantni studie s hormonoterapii, které
randomizuji pacienty do ramen s raznymi bisfosfonaty

benefit studii je nejenom v poznani udinnosti bisfosfonatl v preveci osteomalace
navozené hormonalni terapii Al(s), ale také v komplexnim poznani adjuvantniho
benefitu bisfosfonatu



Receptova kazuistka:
Pacientka s ca. prsu a Rp. kombinaci Al Ill. generace a klodronatu.
AD1, Musi nezbytné mit meta kosti (profylaxe SRE)?

AD2, Anebo ma onkobisfosfonat nasazen s adjuvantim zamérem (profylaxe
kostniho relapsu a s nim spojené SRE)?

AD3, Anebo ma onkobisfosfonat chranit skelet proti ztraté denzity zpusobené
uzivanim Al?
(paralela: kombinace nesteroidniho antirevmatika a H2 antihistaminika)

Co je spravné dnes?

Co muZze byt spravné zitra?



Avastin v L.linit mBC

mAb (anti VEGF), inhibitor neovaskularizace,

Blue Book COS 2/2008:
vzdy u metastatického onemocnéni jiz v L.linii (CRC/NSCLC/BC/RCC)
v kombinaéni biochemoterapii (event. s INF-a u RCC)

N4 v N/

podavané chemoterapie, optimalné az do progrese onemocneéni)

- v prvni liniit mBC je indikovana IéCba bevacizumabem v kombinaci s
paklitaxelem

- vhodna je u pacientek s HER-2 negativitou nebo HER-2 pozitivitou, které jiz
byly IéCeny trastuzumabem.

bevacizumab,/ paklitaxel

bevacizumab 10 mg, kg L v. infuze 1,15

paklicaxel S0 . v. infuze 1,8, 15 interval 4 tydny
Prvni infuze bevacizumabu se podava 90 minut, pii dobré snasenlivosti druha infuze 60 minut a dalsi 30 minut:

O uvhradé pripravku v indikaci ze zdravotniho pojisténi nebylo k 25. 1. 2008 rozhodnuto.



Faze lll. klinického zkouSeni mBC (ROCHE informacni servis unor 2008)

Paclitaxel + bevacizumab vs. paclitaxel alone for mBC

Paklitaxel 90 D1,8,15 g4 tydny vs. paklitaxel 90 D1,8,15 q4
tydny + bevacizumab 10 g2 tydny. Primarni cil PFS.

n=722, ORR 21,2 / 36,9 %, mPFS 5,9/ 11,8 mé&s., HR 0,60,
0<0,001, mOS 25,2 / 26,7 mé&s., HR 0,88, p=0,16

Hypertenze 0/ 14,8 % (p<0,001), proteinurie 0 / 3,6 %
(p<0,001), bolesti hlavy 0/ 2,2 % (p=0,008), cerebrovaskularni
iIschemie 0/ 1,9 % (p=0,02)

Pridani bevacizumabu k paklitaxelu vede k prodlouzeni PFS.



Tykerb vs. Herceptin

(ErbBs vs. ErbB2, p.o. vs. i.v., vnitfni vs. vnéjsi,
-ib vs. —ab, small vs. large molecule, GSK vs. ROCHE,...)

U.S. market: brezen 2007 vs. 1998
Ind. (FDA 2007 vs. Blue Book COS z unora 2008):

pokrocily anebo metastaticky ca. prsu v kombinaci s Xelodou v dalsi linii po

progresi na Herceptinové biochemoterapii
(2adost o registraci Tykerb v tomto duchu podana i u nas — inor 2008)

VS.

adjuvantni podani v monoterapii g3w u ¢asného ca. prsu s nasazenim po
adjuvantni chemoterapii (event. neoadjuvantni chemoterapii a chir.

zakroku), zfidka az po radioterapii, je-li indikovana, vSe po dobu optimalné

52w a u meta prsu kombinacni biochemoterapie s taxany s pfechodem na
biomonoterapii Herceptinem po vyCerpani CHMT, event. pfi ER/PR+ v kombinaci s
Al(s), vSe s Herceptinem glw optimalné az do progrese onemocneéni
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Uginnost a bezpeénost TYKERBuU v kombinaci s kapecitabinem v 1é&b& mBC
hodnotila klinicka studie 3. faze. Enroliment kriteria byla:

HER2 (ErbB2) over-exprese (IHC 3+ / IHC 2+ potvrzena FISHem), lokalné
pokroCily anebo metastaticky BC, ktery progredoval na/po |é€bé antracykliny,
taxany a trastuzumabem.

399 pacientd,

cil: TTP (poCnouc randomizaci do TP anebo exitusu na BC),

prumérny vék: 53 let

91% kavkazska rasa

97% stadium IV. BC, 48% bylo ER+ / PR+, a 95% melo ErbB2 IHC 3+ / IHC 2+
potvrzenou FISHem



Table 3. Efficacy Results

Independent Assessment”

Investigator Assessment

TYKERB
1.250 mg/day +

Capecitabine

Capecitabine

TYKERB
1,250 mg/day +

Capecitabine

Capecitabine

2,000 mghn:.-"dﬂ}-' 2.500 mg.-"’mzf{lﬂ}' 2,000 mgfm:fda}' 2,500 mg.-"’mzf{lﬂ}'
(N=198) (N=1201) (N =198) (N=201)

Number of TTP events 82 102 121 126
Median TTP, weeks 27.1 18.6 23.9 18.3

(25™, 75", Percentile). (17.4, 49.4) (9.1. 36.9) (12.0.44.0) (6.9. 35.7)
weeks
Hazard Ratio 0.57 0.72

(95% CI) (0.43,0.77) (0.56. 0.92)

p value 0.00013 0.00762
Response Rate (%o) 3.7 13.9 31.8 17.4

(95% CI) (18.0. 30.3) (9.5.19.5) (25.4,38.8) (12.4,23.4)

TTP = Time to progression.
The time from last tumor assessment to the data cut-off date was >100 days in approximately
30% of patients in the independent assessment. The pre-specified assessment interval was 42 or

84 days.




ASCO 2007

Lapatinib (L) plus capecitabine (C) in HER2+ advanced
breast cancer (aBC): Genomic and updated efficacy data.

Aktualizovana data studie faze lll kapecitabin 2500, D1-14,
g3 tydny vs kapecitabin 2000 D1-14 g3 tydny + lapatinib
1250 mg denné u nemocnych po predchozi IéCbé
trastuzumabem.

MmTTP 4,3 vs 6,2 mes. pomer rizik (HR) 0,57, p=0,00013;
ORR 13,9 vs 23,7 %, mOS 15,3 vs 15,6 meés., HR 0,78,
p=0,177, progrese v CNS 6 vs 2 %, p=0,0445 Predbézna
analyza mRNA HER?2 ukazuje, ze zvysené hladiné je
kombinace ucinnéjsi

Prujem 10 / 13 %, hand-foot syndrom 14 /12 %




HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TYKERB safely and effectively. See full prescribing information for
TYKERB.

TYKERB® (Iapatinib) tablets
Initial U.S. Approval: 2007

—— V(o) (oY (o] V[: /-1 [o VY.Vl S——

TYKERB, a kinase inhibitor. 15 indicated in combination with capecitabine,
for the treatment of patients with advanced or metastatic breast cancer whose
tumors overexpress HER? and who have recetved prior therapy including an
anthracycline, a taxane, and trastuzumab. (1)

~-=-mrn=eneeme--- DOSAGE AND ADMINISTRATION ----eemmeeeeee-

The recommended dosage of TYKERB 1s 1.250 mg (3 tablets) given orally
once daily on Days 1-21 continuously 1n combination with capecitabine
2.000 mg/m*/day (administered orally in 2 doses approximately 12 hours
apart) on Davs 1-14 1 a repeating 21 dav cvele. (2.1)

o |TYKERB should be taken at least one hour before or one hour after a
meal However, capecitabine should be taken with food or within
30 munutes after food. (2.1

o | TYKERB should be taken once daily. Do not divide daily doses of
TYKERB (2.1.123)
¢ | Modify dose for cardiac and other toxicities, severe hepatic mmpatrment.
and CYP3A4 drg interactions. (2.2)

wememmmenmmeemaee- DOS AGE FORMS AND STRENGTHS —--eeeeemeee-
250 mg tablets (3)
wemmemeenmeenees=CONTRAINDICATIONS -meemmmemm e

None. (4)
wemmmemmmemmeemee WARNINGS AND PRECAUTIONS -omeeemee -

o (Dose reduction 1n patients with severs hepatic impairment should be
considersd. (2.2, 3.2 8.7)

¢  Diarrthea, including severe diarrhea, has been reported during treatment.
Manage with anti-diarrheal agents, and replace fluids and electrolytes if
severe. (3.3)

¢ Lapatmib prolongs the QT mterval in some patients. Consider ECG and
electrolyte momtoring. (5.4)

o |Fetal harm can occur when administered to a pregnant woman. Women

should be advised not to become pregnant when taking TYKERB. (3.5)

renmrennmemmesnme ADVERSE REACTIONS wereeeeereeeeeemeeanene

The most common (>>20%) adverse reactions during treatment with TYKERB
plus capecitabine were diarrhea, palmar-plantar ervthrodysesthesia, nausea,
rash, vomiting. and fatigue (6.1)

¢ | Decreases i left ventricular ejection fraction have been reported. Confirm
normal LVEF before starting TYKERB and continue evaluations during
treatment (5.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

wmemeemmemee==-DRUG INTERACTIONS -

¢ TYKERB 1s likely to increase exposure to concomutantly admimistered
drugs which are metabolized by CYP3A4 or CYP2CE. (7.1)

o Avoid strong CYP3A4 mhibitors. If unavoidable, consider dose reduction
of TYKERB 1n patients coadministered a strong CYP3A4 inhibitor. (2.2,
1.2)

¢ Avoid strong CYP3A4 mducers. [f unavoidable, consider gradual dose
mncrease of TYKERB 1n patients coadministered a strong CYP3A4
nducer. (2.2, 72)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: March 2007
TKB:2PI



- negativem Herceptinu je, ze nepronika hematoencefalickou bariérou =>
meta mozku

proto zahajeny studie s Tykerbem v adjuvantni |éCbé:

mono Herceptin vs. mono Tykerb vs. kombinace obou vs. sekvence obou

cilem je prokazat vétsi ucéinnost Tykerbu na mozkové metastazy

- toxicita Tykerb vs. Herceptin

prujmy (G3 az v 10% s nutnosti hospitalizace),

kozni toxicita spole¢na pro ErbB1 (-ib(s),-ab(s)) blockers:

lapatinib, erlotinib, gefitinib / cetuximab, panitumumab

(-ib(s): s jidlem, nebo nala¢no?), (Xeloda + Tykerb £ 1 1 1 HFS, prajmy)

,Effect of food on the PC of Erlotinib“ (informacni servis unor 2008 ROCHE) —
pfi podavani spoleéné s potravou se vyznamné zvysuje plazmaticka expozice,
doporucujeme proto, aby erlotinib byl podavan nalacno

VS.

asymptomatické snizeni ejekéni frakce levé srdecni komory, které je zpravidla
reversibilni a u vétsSiny nemocnych umozriuje i pokracovani v Iécbé



z PC TYKERB-u (uzitecné véci pro dispenzacni minimum):
Steady state je dosazen za tyden pfi dodrzeni bézného davkovani.

V davce 1,250mg / denné, jsou parametry steady state: Cmax = 2.43 mcg/mL a
AUC = 36.2 mcg.hr/mL.

Rozdéleni jedné denni davky do dvou v pribéhu dne ma za nasledek pfiblizné
zdvojnasobeni parametru steady state.

Jidlo zvySuje bioavailabilitu lapatinibu. Lapatinib AUC hodnoty byly priblizné 3- az
4-nasobné vyssi (Cmax priblizné 2.5- az 3-nasobné vyssi).

Vynechana davka se nenahrazuje, pokracuje se v davkovani podle puvodniho
schématu.

Lapatinib se eliminuje systemem cytochromu P-450, konkrétné CYP3A4/5.

zdroje informaci:

s podékovanim MUDr. FrantiSek Novy (ROCHE)

Full prescribing information (Tykerb/U.S.) march 2007
Blue Book COS 2/2008
http://www.drugdevelopment-technology.com/projects/
ROCHE informacni servis (ASCO 2007)




IXempra

IXEMPRA (ixabepilon) je inhibitor depolymerace.

Epotilony jsou izolovany z mykobakterie Sorangium cellulosum.

Ixabepilon je semisynteticky analog epotilonu B (16-Clankovy polyketidovy
makrolid), ktery mé& laktdbnovou skupinu nahrazenou laktamovou.

Cytotoxicka aktivita epotilonu, stejné jako taxanu, spociva v inhibici depolymerace a
zastaveni bunécéného cyklu v G2/M prechodé.

Uginnost epotilond u taxan-rezistentnich tumord se vysvétluje jejich mensi
vhimavosti k hlavnim mechanizmum taxanové rezistence:

ke zménam tubulinového izotypu, tubulinovym mutacim a overexpresi efluxnich
proteinu



HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
IXEMPRA™ safely and effectively. See full prescribing information for
IXEMPRA™,

IXEMPRA™ Kit (ixabepilone) for Injection, for intravenous infusion only
Initial U.5. Approval: Year

WARNKING: TOXICITY IN HEPATIC INMPAIRMENT
See full prescvibing information for complere boxed warning.
IXFAMPRA™ in combinaton with capecitabine must not be given to
patients with AST oy ALT =15 x ULN or hilirubin =1 x ULN due to
increased vizk of toxicity and neutropenia-related deach, (4, 5.3

INDICATIONS AND USAGE

NEMPEA, a mucrombule inhibitor. in combination with capecitabine 1s
mdicated for the treatment of metastatic or locally advanced breast cancer in
patients after failure of an anthracycline and a taxane (1)

IXEMPEA as monotherapy 13 indicated for the treatment of metastatic or
locally advanced breast cancer i patients after failure of an anthracycline. a
taxane. and capecitabine (11

DOSAGE AND ADMINISTRATION —

o |The reconumended dose of IXEMPRA iz 40 mgm- infused
mtravensusly over 3 hours every 3 weeks (2.1}

«  [Dase reduction i3 reguired in certain patients with elevated AST, ALT,
o bilirubin (2.2, §.6).

XEMPEA (ixabepilone) for injection must be constituted with supplied

- i . L

Constituted solution must be diluted with Lactated Finger's Injection, TSP, to
a final ixabepilone concentraticn of 0.2 msml to 0.6 mg/ml. The final
zolution must be used within & hours of preparation. (2.4)

=  Patients with AST or ALT =25 x ULN or bilirubin =1 x ULN mmst not
be treated with IXNEMPRA in combination with capecitabine (4).

WARNINGS AND PRECAUTIONS

+  |Penpheral Neuropathy: Monitor for symptoms of neuropathy, primarily
sensory. Neurcpathy 13 cumwlative, generally reversible and should be
managed by dose adjustment and delays (2.2, 3.1).

s |Myelosuppression: Primanly nentropenia. Monitor with peripheral blood
cell counts and adjust dose as appropriate (2.2, 5.2).

+  |Hypersensiavity reaction: Must premedicate all patients with an H
antagemst and an Hz antagomst before treatment (2.3, 5.4}

#  |Fetal harm can occur when administered o a pregnant woman. Women
should be advised not to become pregnan: when taking INEWPRA (3.3,
2.1).

ADVERSE REACTIONS

* |[The mest common adverse reactions (220%) are peripheral sensory
neurcpathy, fatigue/asthenta, myalgia‘arthralgia, slopecia, nansea,
vomiting, stomatitismncesifis, diamhea, and mwscoloskeletal pain.
Additional reactions occurred in 220% in combination tTeatment:
palmar-plantar erythrodysesthesia syndreme, anorexia, abdominal pain,
nail dizorder, and constipation (6).

s |Dmg-azzociated hematolegic abnomalities (=40%:) include neuropema,
leukopenia, anemia, and thrombocytopenia (6).

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
wivie. fla. gov/medwarch

----------------- —DOSAGE FORMS AND STRENGTHS——-——-—

» INEMPEA for imjection, 13 mg supplied with DILUENT for
{EMPRA, 8 mL (3)

e INEMPEA for mjection, 43 mg supplied with DILUENT for
IXEMPRA, 235 mL (3)

CONTRAINDICATIONS
»  Hypersensitivity to drugs formulated with Cremophor® EL (4).
*  Baseline neutrophil count <1500 cells/mm’ or a platelet count 100,000

cells/mm’ (4.

[DRUG INTERACTIONS

¢  Inhibators of [CXFIEd may increase plasma concentrations of
xabepilone: dose of INEMPEA must be reduced with strong CYP3AL
inlubitors (7.1).

. Inducers of CYP3A4 may decrease plasma concentrations of
xabepilone: altemnative therapeutic agents with low enzyvme induction
potential should be considered (7.1).

See 17 for PATIENT COUNSELING INFORMATION and FDA-
Approved Patient Labeling.
Revised: Month/Year



Combination Therapy

In an open-label, multicenter, multinational, randomized trial of 752 patients with
metastatic or locally advanced breast cancer, the efficacy and safety of IXEMPRA (40
11:1gf"1112 every 3 weeks) in combination with capecitabine (at 1000 11:1@*’11:1.‘1 twice daily for 2
weeks followed by 1 week rest) were assessed 1n comparison with capecitabine as
monotherapy (at 1250 mgf"l:n2 twice daily for 2 weeks followed by 1 week rest). Patients
were previously treated with anthracyclines and taxanes. Patients were required to have
demonstrated tumor progression or resistance to taxanes and anthracyclines as follows:

e tumor progression within 3 months of the last anthracycline dose in the metastatic
setting or recurrence within 6 months in the adjuvant or neoadjuvant setting, and

e tumor progression within 4 months of the last taxane dose in the metastatic setting or
recurrence within 12 months in the adjuvant or neoadjuvant setting.

For anthracyclines, patients who received a minimum cumulative dose of 240 mg/m

of doxorubicin or 360 mg/m” of epirubicin were also eligible.

IXEMPRA v kombinaci s kapecitabinem statisticky (klinicky?) vyznamné
prodluzuje PFS v porovnani s kapecitabinem samotnym



Table 7: Efficacy of IXEMPRA in Combination with Capecitabine vs
Capecitabine Alone — Intent-to-Treat Analysis

Efficacy Parameter IXEMPRA with Capecitahine Capecitabine
n=375 n=377
PFs
Number of events 242 236
Median 3.7 months 4.1 months
(95% CD) (48-6.7) (3.1-43)
Hazard Ratio (95% CT) 0.69 (0.58-0.83)
p-value. (Log rank) =0.0001
Objective Tumor Response Rate 34. 7% 14.3%
(95% CT) (29.9-39.7) (10.9-183)
d
p—valuec (CMH) =0.0001
Duration of Fesponse, Median 6.4 months 5.6 months
(95% CI) (56-7.1) (42-735)

a
Patients were censored for PFS at the last date of tmumor assessment prior to the start of subseguent therapy. In patients where
independent review was not available PEFS was censored at the randomization date.

For the hazard ratio, a value less than 1.00 favors combination freatment, CI adjusted for interim analysis.

Stratified by visceral metastasis in liver/lung, prior chemotherapy in metastatic sething, and anthracycline resistance.

Cochran-Mantel-Haenszel test




ASCO 2007

Phase Il trial of ixabepilone plus capecitabine compared to capecitabine
alone in patients with metastatic breast cancer (mBC) previously treated or
resistant to an anthracycline and resistant to taxanes.

Nemocné predleCené antracykliny a s definovanou resistenci na taxany:
ixabepilone 40 mg/m? kazdé 3 tydny + kapecitabin 1000 mg/m? 2x
denné, D1-14 vs kapecitabin 1250mg/m? 2x denné, D1-14,

n=377, mPFS — dle hodnoceni nezavislé komise 5,8 / 4,2 més. (HR=0,75);
MPFS — dle hodnoceni feSitelu 5,3 / 3,8 més.; bez progrese po 12
tydnech 71 /55 %; ORR — dle hodnoceni nezavislé komise 35/ 14 %;
Benefit kombinace potvrzen v radé predefinovanych podskupin, vE. tripl.
negativity a HER-2 pozitivity

Kombinace je u€innéjSi nez samotny kapecitabin a u tézce predlécené
populace je bezpecna. Nabizi novou moznost IéCby metastatickeho
karcinomu prsu.




Monotherapy

IXEMPRA was evaluated as a single agent in a multicenter single-arm study in
126 women with metastatic or locally advanced breast cancer. The study enrolled patients
whose tumors had recurred or had progressed following two or more chemotherapy

regimens including an anthracycline. a taxane. and capecitabine. Patients who had
: o : 2 . . ;2
received a minimum cumulative dose of 240 mg/m” of doxorubicin or 360 mg/m~ of

epirubicin were also eligible. Tumor progression or recurrence were prospectively
defined as follows:

¢ Disease progression while on therapy in the metastatic setting (defined as progression
while on treatment or within 8§ weeks of last dose).

e Recurrence within 6 months of the last dose in the adjuvant or neoadjuvant setting
(only for anthracycline and taxane),

e HER2 positive patients must also have progressed during or after discontinuation of
trastuzumab.



Table 8: Efficacy of IXEMPRA in Metastatic and Locally Advanced
Breast Cancer

Endpoint Result
Objective tumor response rate (93% CI)
IRR Assessment ! (n=113) 124% (6.9-199)
Investigator Assessment (n= 126) 18.3% (11.9 - 26.1)

. b
Time to response (n=14)
Median. weeks (min - max) 6.1(5-544

b
Duration of response (n=14)
Median, months (95% CT) 6.0(5.0-7.6)

a  All responses were partial.

As assessed by IRR.

OS data prozatim nejsou k dispozici
(full prescribing information — FDA oct. 2007)
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Dekuji Vam za pozornost



