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N1 ANBUITUNITIFINIIAATN

lAsan15998M19AaBnn LaNnIss199uraniIsAnu lud 2553

Folasems (mmlne) : mefnuIFsuuuida quandeamadenuuuguinuiguinisfinuraisura

Jui 3 weswdNRfdu(enlesant wuna 250 Jadnsy)  wWFsufisunusaiitninnns lunanfusiudu
TRGRVAIEG ‘lumﬁﬂwm%@mnLLdﬂ;ﬂwi?ﬂu:ﬁqﬂ@ﬂ‘ﬁﬁﬂLsﬁaﬁﬂtﬁn (non-small cell lung cancer)
TTYLYNANUNTOUNINTZY (782 3-1 130 4) AlEsunnsfaidenluielfe.

(n']me"anq'lsr) : (An Open Label, Randomised, Parallel Group, Multicentre, Phase III Study to
Assess Efficacy, Safety and Tolerability of Gefitinib (IRESSA™) (250 mg tablet) Versus
Carboplatin/Paclitaxel Doublet Chemotherapy as First-Line Treatment in Selected Patients

with Advanced (Stage IIIB or IV) Non-Small Cell Lung Cancer (NSCLC) in Asia)

Total Recruited Screening Gefitinib Carboplatin /
screened subject (%) failure (%) Paclitaxel
48 47(97.92) 1(2.08) 22 25
TREATMENT ARM: GEFITINIB (PSU overall)
Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4

Anemia 5 4
Non-Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 | Grade 4
Rash (unspecified) 11 3 1
Diarrhea 7 3 2
Hypokalemia 6 1 2
Acne rash 6
Anorexia 4 1 1
Increased SGOT 4 1 1
Insomnia 6
Alopecia 5
Headache 5
Increased SGPT 3 2

TREATMENT ARM: CARBOPLATIN/PACLITAXEL (PSU overall)
Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 4 2 9 10
Anemia 3 17 3
Leukopenia 9 3 8
Thrombocytopenia 7 3 1

Created with

M nitro™" professional

download the free trial online 2t nitropdf.com/professional

44 ANNUAL REPORT 2010

TewUTzanl 2553



Non-Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4
Alopecia 4 20
Neuropathy 21 2
Fatigue 13 1 2
Anorexia 7 1 1
Rash (unspecified) 7 2
Cough 4 3

TREATMENT ARM: GEFITINIB (HOCC-PSU)
Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4

Anemia 3 3
Non-Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4
Rash (unspecified) 6 3 1
Diarrhea 3 3 2
Hypokalemia 4 2
Fatigue 1 3
Headache 4 1
Acne rash 3 1
Alopecia 3
Anorexia 2
Dyspnea 2
Insomnia 3

TREATMENT ARM: CARBOPLATIN/PACLITAXEL (HOCC-PSU)
Hematologic foxicities

AE Grade 1 Grade 2 Grade 3 | Grade 4
Anemia 2 7 1
Leukopenia 3 5
Neutropenia 1 2 2 3

Non-Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4
Alopecia 2 7
Neuropathy 7 2
Fatigue 7
Anorexia 4 1
Increased ALP 4 1
Rash (unspecified) 4 1
Cough 3
Increased SGPT 3
Musculoskeletal chest discomfort 3
Nausea 2 1
Vomiting 2 1
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Best response Gefitinib (PSU overall) Paclitaxel/Carboplatin (PSU overall)
N % N %
CR 0 0 0 0
PR 6 33.33 12 50
SD 6 33.33 10 41.67
PD 6 33.33 2 8.33
Total 18 100 24 100

wngwme  fihenaunsnlszilu response IAdavuA 42 918

Best response Gefitinib (PSU overall) Paclitaxel/Carboplatin (PSU overall)
N % N %
CR 0 0 0 0
PR 1 11.11 5 50
SD 5 56.56 4 40
PD 3 33.33 1 10
Total 9 100 10 100

fizgguaesszozinmsontningilsiaenmsegnaiuaedlsn (median progression-free survival : PFS)

Hefi lATU Gefitinib : 4.0 10U (95% CI; 0.61, 7.40)

Hien AU Paclitaxel/Carboplatin : 7.0 iU (95% CI; 6.03, 7.97)

Survival Functions

1.0 ARM
|- pacltaxelfcarboplatin
=1 Gifitinib
paclitaxel/carboplatin-
censored

0.8= = Gifitinib-censored
=
2 0.6
2
=]
W
E
3 0.4
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Survival Functions
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ﬁ'ﬁag'\umaaszaznms‘eﬂ%wiﬂai‘m (median overall survival: OS)
Hien AU Gefitinib : 14.0 \AoU (95% CI; 8.64, 19.36)

tei lATu Paclitaxel/Carboplatin: 13.0 1fiou (95% CI; 11.38, 14.62)
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PRESIDENTIAL SYMPOSIUM
Late breaker

Abstract: LBA2

FINAL OVERALL SURVIVAL (OS) RESULTS FROM A PHASE lll, RANDOMISED,
OPEN-LABEL, FIRST-LINE STUDY OF GEFITINIB (G) V
CARBOPLATIN/PACLITAXEL (C/P) IN CLINICALLY SELECTED PATIENTS WITH
ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC) IN ASIA (IPASS)

C-H. Yang', M. Fukuoka?, T.S. Mok?®, Y-L. Wu*, S. Thongprasert®, N. Saijo?, D-T. Chu®, H. Jiang’, E.L.
Duffield®, Y. Ichinose®

" National Taiwan University Hospital and Coﬂege of Medicine, National Taiwan University, Taipei, TAIWAN:; ? Kinki
University School of Medicine, Osaka, JAPAN;, ~ State Key Laboratory in Oncology in South China, Sir YK Pao
Center for Cancer, Department of Clinical Oncology, The Chinese University of Hong Kong, Hong Kong, CHINA; *
Guangdong General Hospital, Guangzhou, CHINA; ° Maharaj Nakorn Chiang Mai Hospital, Chiang Mai University,
Chiang Mai, THAILAND; ® Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; ” AstraZeneca,
Osaka, JAPAN; ° AstraZeneca, Macclesfield, UK; ° National Hospital Organisation Kyushu Cancer Center, Fukuoka,
JAPAN

Objective: Pre-planned evaluation of the secondary endpoint of overall survival (OS) for the overall
population and exploratory EGFR biomarker subgroups (positive [+]; negative [-]; unknown).

Methods: OS (time to death due to any cause) was evaluated overall (ITT; n=1217), in EGFR mutation
(M; n=437 known [ARMS*]; n=780 unknown), EGFR gene copy number (n=406 [FISH*]; n=811 unknown)
and EGFR protein expression (PE; n=365 [IHC*]; n=852 unknown) subgroups. OS analysis used a Cox
proportional hazards model adjusted for covariates WHO PS* (0, 1 v 2), smoking history (never v light ex
smoker) and gender (female v male).

Results: In the overall population, mature OS (954 deaths; 78% maturity) was similar for G and C/P with
no statistically significant difference between treatments (HR 0.901; 95% CI 0.793-1.023; p=0.109) and a
consistent treatment effect across all clinical subgroups. There was no statistically significant difference
between treatments in OS in EGFR M+ (HR 1.002; 95% CI 0.756-1.328; p=0.990) or EGFR M- subgroups
(HR 1.181; 95% CI 0.857-1.628; p=0.309). Overall, 49% of patients randomised to G received subsequent
C/P (EGFR M+ 55%, EGFR M- 57%, EGFR unknown 46%); 51% of patients randomized to C/P received
subsequent EGFR TKI (EGFR M+ 64%, EGFR M- 49%, EGFR unknown 47%). There was no evidence of
a differential treatment effect for OS for EGFR FISH or PE status. The safety profile for G was consistent
with that previously established.

OS treatment by
Hazard biomarker status
ratio (+or-)
Population G C/P G:C/P p- interaction test p-
(95% CI) | value value
N Median N Median
0s 0s
(months) (months)
Overall 609 18.8 608 17.4 0.901 0.109
(0.793-
1.023)
EGFR
M+ 132 21.6 129 21.9 1.002 0.990 0.480
(0.756-
1.328)
M- 91 11.2 85 12.7 1.181 0.309
(0.857-
1.628)
©2010 Elsevier B.V. All rights reserved
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M unknown

386

18.9

394

17.2

0.818
(0.696-
0.962)

0.015

FISH+

124

19.6

125

18.5

1.034
(0.782-
1.366)

0.816

0.428

FISH-

81

13.4

76

19.7

1.304
(0.919-
1.851)

0.137

FISH unknown

404

19.4

407

17.0

0.799
(0.682-
0.936)

0.006

PE+

132

19.6

134

18.5

1.049
(0.800-
1.374)

0.731

NC

PE-

53

19.5

46

20.7

1.093
(0.704-
1.698)

0.692

PE unknown

424

18.2

428

16.9

0.837
(0.717-
0.976)

0.024

EGFR, epidermal growth factor receptor; *FISH, fluorescent in situ hybridisation; PE, protein expression;
NC, not calculated; *ARMS, Amplification Refractory Mutation System; *IHC, immunohistochemistry; *PS,
performance status

Conclusions: Mature OS was not statistically significantly different for G v C/P overall or in EGFR
biomarker positive/negative populations possibly explained by the high percentage of patients who
received the alternative study treatment or other subsequent therapies.
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(MEBINAH) A Phase III, Randomised, Double-Blind, Multi-Centre Parallel-Group Study to
Assess The Efficacy of ZD6474 (ZACTIMA™) Versus Erlotinib (TARCEVA®) in Patients With Locally
Advanced or Metastatic (Stage I1IB-1V) Non-Small Cell Lung Cancer (NSCLC) after Failure of at least

One Prior Cytotoxic Chemotherapy

Total screened Recruited subject (%) Screening failure (%)
55 44 (80) 11(20)
TREATMENT: ZD6474 vs Erlotinib (PSU overall)
Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4

Anemia 1
Non-Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 Grade 4
Diarrhea 10 11
Rash (unspecified) 13 5 1
Acne rash 13 2
Fatigue 6 6
Anorexia 10 1
Dry skin 8 1
Cough 5 1
Nausea 5 1
Vomiting 4 1 1
Dyspnea 4 1

TREATMENT: ZD6474 vs Erlotinib (HOCC-PSU)
Non-Hematologic toxicities

AE Grade 1 Grade 2 Grade 3 | Grade 4
Rash (unspecified) 4 3 1
Diarrhea 4 3
Vomiting 4 1
Anorexia 5
Fatigue 2 2
Cough 4
Nausea 3 1
Dry skin 3
Dyspnea 2 1
Insomnia 2
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Best response %
CR 0 0

PR 5 11.63

SD 17 39A53

PD 21 48.84

Total 43 100

HU9LHe

Hihenaunsalsziiiu response 1Al 43 918
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Joint ECCO 15 - 34" ESMO
Multidisciplinary Congress

BERLIN, 20 - 24 SEPTEMBER 2009

Abstract O-9005: Vandetanib versus erlotinib in patients with previously treated
advanced non-small-cell lung cancer (NSCLC): a randomized,

double-blind phase III trial

Citation: European Journal of Cancer Supplements, Vol 7 No 2,
September 2009, Page 506

G.D. Goss', S. Thongprclser’rz, F.A. Greco®, M. Thomas4, C.M. Tsai’,
P. Sunpoweravongé, D. Ferry7, S. Gogova, J.A. Rowbottom’,

R.B. Natale"

'The Ottawa Hospital Regional Cancer Centre, Medical Oncology,
Oftawa, Canada

2Chiong Mai University, Maharaj Nakorn Chiangmai Hospital, Chiang
Mai, Thailand

*Sarah Cannon Research Institute, Sarah Cannon Cancer Center,
Nashville TN, USA

‘University of Heidelberg, Internal Medicine - Thoracic Oncology,
Heidelberg, Germany

5Tcu'pei Veterans General Hospital, Chest, Taipei, Taiwan

*Prince of Songkla University, Internal Medicine, Songkhla, Thailand
'New Cross Hospital, Oncology, Wolverhampton, United Kingdom
*AstraZeneca, Medical Science, Macclesfield, United Kingdom
’AstraZeneca, Biostatistics, Macclesfield, United Kingdom
"®Cedars-Sinai Outpatient Cancer Center, Medical Oncology, Los
Angeles, USA

Background: Vandetanib (ZACTIMA™) is a once-daily oral inhibitor
of VEGFR, EGFR and RET signalling. A phase II study of vandetanib
monotherapy in previously treated advanced NSCLC supported

further investigation of vandetanib as a single agent in this setting

(Natale et al, JCO 2009). Created with
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Materials and Methods: The primary objective of this randomized,
multicentre, double-blind phase III study (ZEST; D4200C00057) was to
show progression-free survival (PFS) superiority for vandetanib vs
erlotinib. Patients were randomized 1:1 to receive vandetanib

300 mg/day or erlotinib 150 mg/day. Secondary endpoints included
overall survival (OS), objective response rate (ORR), time to
deterioration of symptoms (TDS) of pain, dyspnoea and cough
(EORTC Qol questionnaire) and safety. Eligibility criteria included
stage I1IB/1V NSCLC, WHO performance status (PS) 0—2, and

1—2 prior chemotherapy regimens. Squamous histology was permitted.
Results: Between Oct 06—Nov 07, 1240 patients (mean age 61 yrs;
38% female; 22% squamous) received vandetanib (n = 623) or
erlotinib (n = 617); baseline characteristics were similar in both arms.
At data cut-off, the median duration of follow-up was 14 months, 88%
of patients had progressed and 67% had died. There was no difference
in PFS for patients receiving vandetanib vs erlotinib (hazard ratio [HR]
0.98, 95.22% CI 0.87—1.10; P = 0.721), and no difference in the
secondary endpoints of OS (HR 1.01, 95.08% CI 0.89—1.16; P = 0.830),
ORR (12% in both arms) and TDS (pain: HR 0.96; P = 0.582; dyspnoea:
HR 1.08; P = 0.333; cough: HR 0.94; P = 0.402). A preplanned
non-inferiority analysis for PFS and OS demonstrated equivalent
efficacy for vandetanib and erlotinib. Exploratory clinical and
molecular subgroup analyses for PFS and OS did not demonstrate
differential benefits for vandetanib compared to erlotinib.

The adverse event (AE) profile for vandetanib was generally consistent
with previous NSCLC studies with this agent. There was a higher
incidence of some AEs (any grade) in the vandetanib arm, including
diarrhoea (50% vs 38%) and hypertension (16% vs 2%), whereas rash
was more common in patients receiving erlotinib (38% vs 28%).

The overall incidence of CTCAE grade >3 AEs was also higher with
vandetanib (50% vs 40%). The incidence of protocol-defined QTc

prolongation in the vandetanib arm was 5%.
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Conclusions : The study did not meet its primary objective of PFS
prolongation with vandetanib vs erlotinib in patients with previously
treated advanced NSCLC. However, vandetanib demonstrated clear
evidence of antitumour activity and showed equivalent efficacy to
erlotinib in a preplanned analysis of PFS and OS. An OS update will

be performed in 2009.
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advanced pancreatic neuroendocrine tumor (NET) : RADIANT-3

A randomized double-blind phase III study of RAD0O1 10 mg/d plus best
supportive care versus placebo plus best supportive care in the treatment of patients with

Target Total screened | Randomized subject (%) | Screening failure (%)
4 2 1(50) 1(50)
Pt No Age | Gender | Consent | Studydrug| Start Stop PD Survival
status
0230-00002 | 76 | Female |24-Dec-08 | RADOO1 6Jan 09 |17 Aug 10| 11 Aug 10 Alive
Hematologic toxicities
AE Grade 1 Grade 2 Grade 3 | Grade 4
Anemia 1
Non-Hematologic toxicities
AE Grade 1 Grade 2 Grade 3 | Grade 4
Abdominal pain 1
Mucositis 1
Weight loss 1
Apthus ulcer 1
Hypertension
Fever 1
Lymphadenitis 1
Dental caries
Tongue ulcer 1
Dyspepsia 1
Proteinuria 1
Itching 1
Gum pain 1
Stomatitis 1
Cholesterolemia 1
Hypercalcemia 1
Best response N %
CR 0 0
PR 0 0
SD 1 100
PD 0 0
Total 1 Created with 1 OP
F [] .
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Patient No PFS (Mo) 0OS (Mo)

0230-00002 19.4 22.1+

35" ESMO Congress
Milan, 8-12 October 2010

LATE-BREAKING ABSTRACT SESSION
Late breaker

Abstract: LBA9

A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED, MULTICENTER
PHASE Ill TRIAL OF EVEROLIMUS IN PATIENTS WITH ADVANCED PANCREATIC
NEUROENDOCRINE TUMORS (PNET) (RADIANT-3)

J.C. Yao', M.H. Shah?, T. Ito®, C. Lombard-Bohas®, E.M. Wolin®, E. Van Cutsem®, C. Sachs’, S. Hoosen’,
J. Lincy, T. Hobday®

1>The University of Texas MD Anderson Cancer Center, Houston, TX\UNITED STATES OF AMER.'CA ? Ohio State
University Comprehensive Cancer Center, Columbus, OH/UNI TED STATES OF AMERICA, ® Graduate School of
Medical Sc:ences Kyushu University, Fukuoka/JAPAN, * Hépital E. Herriot, Hospices Civils de Lyon
Lyon/FRANCE, ° Cedars-Sinai Medical Center, Los Angefes CA/UNITED STATES OF AMERICA, © University
Hospital Gasmwsberg/.’_euven Leuven/BELGIUM, ” Novartis Oncology, Florham Park, NJ/JUNITED STATES OF
AMERICA, ¢ Mayo Clinic, Rochester, MN/UNITED STATES OF AMERICA

Background: Treatment options for patients with advanced pNET are limited. Everolimus, an oral inhibitor
of mTOR, demonstrated promising antitumor activity in two phase |l studies in advanced NET (J Clin
Oncol 2010;28:69-76; J Clin Oncol 2008;26:4311-18).

Methods: 410 patients with advanced low- or intermediate-grade pNET were randomized to everolimus
10mg/d orally + BSC, n=207; or placebo + BSC, n=203. The primary endpoint was progression-free
survival (PFS). At progression (RECIST), patients could be unblinded and those randomized to placebo
were offered open-label everolimus.

Results: Everolimus was associated with a 65% reduction in the risk of progression and an increase of
more than 6 months in median PFS from 4.6 to 11.0 months (HR 0.35; 95% CI: 0.27 to 0.45; p<0.0001) by
investigator assessment. Eighteen-month PFS estimates were 34% for everolimus (95% CI: 26 to 43) vs
9% (95% CI: 4 to 16) for placebo. Median PFS by adjudicated central assessment were consistent (HR
0.34; 95% CI: 0.26 to 0.44; p<0.001]; median PFS for everolimus was 11.4 months (95% CI: 10.8 to 14.8)
vs 5.4 months (95% CI: 4.3 to 5.6) for placebo. The most common drug-related adverse events reported
were (all grades: % everolimus vs % placebo): stomatitis (64 vs 17); rash (53 vs 12); diarrhea (34 vs 10);
fatigue (31 vs 14); infections (23 vs 6) (primarily upper respiratory); most were grade 1 or 2. Stomatitis (6.9
vs 0), anemia (6 vs 0) and hyperglycemia (5 vs 2) were the most common grade 3-4 events. Median
exposure to everolimus was 2.3-fold longer than exposure to placebo (38 vs 16 weeks).

Conclusions: In this large phase lll clinical trial, everolimus significantly prolonged PFS compared to
placebo in patients with advanced pNET. Treatment resulted in a clinically meaningful 2.4-fold
prolongation in median PFS. 18 month PFS estimates indicated that a sizable portion of patients
experienced prolonged benefit. Everolimus had an acceptable safety profile consistent with the known
safety profile of everolimus in cancer patients. These results represent important progress for the
treatment of patients with advanced pNET.

Acknowledgement: Study is sponsored by Novartis

Disclosures: J.C. Yao: Consultant or advisory role: Novartis, Ipsen, Pfizer, Endo; Honoraria: Novartis;
Research funding: Novartis, Genentech; M.H. Shah: Honoraria: Novartis; Research Funding: Novartis and
Imclone; E. Wolin: Novartis RAD001 advisory board; E. Van Cutsem: Research funding and advisory
board for Novartis; C. Sachs: Employment by Novartis and owning of stock in Novartis; S. Hoosen and J.
Lincy: Employment and stock options with Novartis; T. Hobday: Receives research funding for clinical
trials from Novartis
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Phase IIb/III double-blind randomised trial of afatinib (BIBW 2992, an irreversible inhibitor
of EGFR/HER1 and HER2 ) + best supportive care (BSC) versus placebo + BSC in patients

with NSCLC failing 1-2 lines of chemotherapy and erlotinib or gefitinib (LUX-LUNG 1)

Patient Characteristics

Patient No Age Gender

Start

Stop

Survival

66201 49 Male

13-Oct-08

12-Oct-09

Dead

66203 53 Female

1-Apr-09

15-Jul-09

Dead

66204 46 Male

8-Apr-09

21-Apr-10

Dead

66205 48 Male

20-Jul-09

20-Aug-09

Dead

Toxicity Profile

AE/Grade

Hematologic Toxicities

Anemia

Leukopenia

Neutropenia

Thrombocytopenia

Non — hematologic Toxicities

Weight loss

Hematuria

Fatigue

Diarrhea

Nausea

Hypokalemia

Hand-foot syndrome

—_

Hypertension

Mucositis

Rash

Paronychia

Tearing

Abdominal discomfort

SN w

Response

PFS/0OS

Best response

No

PFS (Mo)

0OS (Mo)

CR

66201

12

18

PR 25

66203

17

SD 75

66204

12

13

NA

66205

Total

ANlo|lw|l—-|O|Z

100
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PRESIDENTIAL SYMPOSIUM
Late breaker

Abstract: LBA1

PHASE I1B/lll DOUBLE-BLIND RANDOMIZED TRIAL OF AFATINIB (BIBW 2992, AN
IRREVERSIBLE INHIBITOR OF EGFR/HER1 AND HER2) + BEST SUPPORTIVE CARE
(BSC) VERSUS PLACEBO + BSC IN PATIENTS WITH NSCLC FAILING 1-2 LINES OF
CHEMOTHERAPY AND ERLOTINIB OR GEFITINIB (LUX-LUNG 1)

V.A. Miller", V. Hirsh?, J. Cadranel®, Y-M. Chen®, K. Park®, S-W. Kim®, Z. Caicun’, M. Oberdick®, M.
Shahid?®, C-H. Yang™

" Dept of Medicine, Memorial Sloan-Kettering Cancer Center, New York, NY/UNITED STATES OF AMERICA, ? Dept
of Oncology, McGill University Health Center, Montreal, QC/CANADA, * Dept of Pneumology and Intensive Care,
Hépital Tenon, Paris/FRANCE, * Dept of Internal Medicine, Veterans General Hosdm'ra!, Taipei City/TAIWAN, ° Dept
of Hematology and Oncology, Samsung Medlical Center, Seoul/SOUTH KOREA, ° Dept of Oncology, Asan Medical
Center, Seoul/SOUTH KOREA, ” Dept of Oncology, Shanghai Pulmonary Hospital, Tongii University,
Shanghai/CHINA, ® Dept of Clinical Oé)erarfonstncoIogy, Boehringer Ingelheim Pharmaceuticals, Ridgefield,
CT/UNITED STATES OF AMERICA, * Dept of Clinical Research, Boehringer Ingelheim Limited, BracknelllUNITED
KINGDOM, '° Dept of Oncology, National Taiwan University Hospital, Taipei/TAIWAN

Background: No established therapy exists for NSCLC pts who fail chemotherapy and reversible EGFR
tyrosine kinase inhibitors (TKIls), erlotinib (E) or gefitinib (G). The efficacy of afatinib (A; Tomtovok™, BIBW
2992) an irreversible EGFR and HER2 TKI with preclinical activity against the resistance mutation EGFR
T790M was assessed in this setting.

Methods: Eligible pts [stage IlIB/IV adenoca., PS 0-2, 1-2 prior chemotherapies, progressed after 212 wks
of E/G] were randomized 2:1 to BSC + oral A 50 mg qd or placebo (P). Primary endpoint was OS (90%
power to detect a 0.70 HR) with secondary endpoints of PFS, objective response rate (ORR), disease
control rate (DCR), safety and quality of life (QoL).

Results: 585 pts were randomized (May 08 to Sep 09; A: 390, P: 195). Pt characteristics (balanced in
both arms): median age (58), women (60%), East Asian (58%), PS 0-1 (92%), =24 wks of prior E/G (81%),
and CR/PR on prior E/G (45%). At primary analysis (358 events), median OS was 10.78 mos with BSC +
A vs. 11.96 mos with BSC + P, HR = 1.08 (95% CI 0.86 to 1.35). Significant advantages favoring A were
seen for the secondary endpoints of [1] PFS by independent review (3-fold increase in median PFS from
1.1 to 3.3 mos, HR = 0.38, P<0.0001, robust across all preplanned subgroups); [2] confirmed DCR at 8
wks (58% vs. 19%, P<0.0001); and [3] confirmed ORR (11% vs. 0.5% and 7.4% vs. 0.5% by investigator
and independent analyses, P<0.01). Post-progression chemotherapy and EGFR TKIs were more common
after P than A (70% vs. 61% and 23% vs. 11%). Diarrhea (87% G3: 17%) and rash/acne (78% G3: 14%)
were the 2 most common side effects of A, effectively managed by supportive care/dose reduction.

Conclusions: In this phase Il trial addition of A to BSC did not improve OS. Afatinib markedly improved
PFS and resulted in a higher ORR and DCR. Based on demographics, the trial population was highly
enriched with pts having had considerable benefit on prior E/G, which was associated with unparalleled
survival for both arms even in such a heavily pretreated setting. Analysis of molecular correlates of OS
and QoL are ongoing.

Disclosures: V. A. Miller has a Consultant or Advisory role for Boehringer Ingelheim; V. Hirsh has
received honoraria from Boehringer Ingelheim for advisor board activities; J. Cadranel has received
honoraria for speeches and seminar presentations from Roche and honoraria for speeches and seminar
presentations from Boehringer Ingelheim; Z. Caicun, M. S. Oberdick and M. Shahidi are employees of
Boehringer Ingelheim; C-H. Yang has a Consultant or Advisory role for Boehringer Ingelheim and has
received honoraria from Boehringer Ingelheim. All other authors declare no conflict of interest.

©@2010 Elsevier B.V. All rights reserved
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MFOLFOX6 + CEDIRANIB VS MFOLFOXé6 + BEVACIZUMAB IN PREVIOUSLY UNTREATED METASTATIC

COLORECTAL CANCER (MCRC): A RANDOMIZED, DOUBLE-BLIND, PHASE II/11I STUDY (HORIZON III)

Patient Characteristics

Patient No Age

Gender

Start

Stop

Survival

4901-501 44

Male

24-Sep-08

30-May-09

Dead

4901-502 47

Male

12-Nov-08

22-Dec-08

Dead

4901-504 47

Male

3-Dec-08

2-Nov-09

Dead

4901-505 23

Male

4-Dec-08

15-Dec-08

Dead

4901-506 58

Female

8-Dec-08

5-Nov-09

Dead

Toxicity Profile

AE/Grade

Hematologic Toxicities

Anemia

Leukopenia

Neutropenia

Thrombocytopenia

Non — hematologic Toxicities

Diarrhea

Protienuria

Constipation

Acne rash

Anorexia

Phlebitis

Fatigue

Hypoalbuminemia

Hypokalemia

Fever

Peripheral neuropathy

NININ[= W= (N[ |N|——

Hypertension

Elevated bilirubin

Elevated alkaline phosphatase

Elevated SGOT

Dizziness

Headache

Hypomagnesemia

Hematochesia

Nausea

1

Vomiting

1

Liver dysfunction

1

Hyperpigmentation
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Non — hematologic Toxicities

Hyponatremia

Hematuria

Pyuria

1
1
Hypocalcemia 1
1
1
1

Mucositis
Response PFS/0S

Best response
CR
PR
SD
NA
Total

No PFS (Mo) | OS (Mo)
0 4901-501 8 10
60 4901-502 1 1
0 4901-504 11 19
40 4901-505 0.37 0.37
100 4901-506 11 13

n|v]|o|lw|o|Z
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COLORECTAL CANCER
Oral

Abstract: 5800

MFOLFOX6 + CEDIRANIB VS MFOLFOX6 + BEVACIZUMAB IN PREVIOUSLY
UNTREATED METASTATIC COLORECTAL CANCER (MCRC): A RANDOMIZED,
DOUBLE-BLIND, PHASE II/lll STUDY (HORIZON 1)

H. Schmoll', D. Cunningham?, A. Sobrero®, C. Karapetis®, P. Rougier®, S.L. Koski®, P. Barker’, B.
Mookerjee’, J. Robertson®, E. van Cutsem®

! Department For Internal Medicine IV, Martin-Luther-University Halle-Wittenberg, Halle-Saale/GERMANY, *
Medicine, The Royal Marsden NHS Foundation Trust, Sutton/UNITED KINGDOM, i Department of Medical
Oncology, Ospedale S. Martino, Genoa/ITALY, * Medical Oncology, Flinders Medical Centre, Adelaide/AUSTRALIA,
* Hepato Gastro Enterologie, Hopital Ambroise Pare, Boulogne Billancourt/FRANCE, ° Cross Cancer Institute,
University of Alberta, Edmonton/CANADA, " AstraZeneca, Wilmington/DE/UNITED STATES OF AMERICA, s
AstraZeneca, Macclesfield/UNITED KINGDOM, ° Dept. of Internal Medicine, University Hospital Gasthuisberg,
Leuven/BELGIUM

Background: Cediranib is a highly potent VEGF signalling inhibitor with activity against all three VEGF
receptors. Bevacizumab (bev) is an anti-VEGF-A monoclonal antibody with known clinical benefit in
mCRC. HORIZON Ill compares mFOLFOXE + cediranib with mFOLFOXE + bev in patients (pts) with
previously untreated mCRC.

Methods: This study had an adaptive Phase Il/lll design. Eligible pts were randomized 1:1:1 to receive
mFOLFOX6 g2w with cediranib (20 or 30 mg/day) or bev (5 mg/kg iv g2w). An independent end of Phase
Il analysis showed that cediranib 20 mg met all of the predefined criteria for study continuation;
subsequent pts were randomized 1:1 to mFOLFOX6 with cediranib 20 mg or bev. The primary objective
was to compare progression-free survival (PFS; predefined non-inferiority limit upper 95% CI for hazard
ratio [HR] <1.2). Secondary endpoints included overall survival (OS), objective response rate (ORR),
safety and tolerability.

Results: Between Aug 2006 and Jan 2009, 1422 pts received mFOLFOX6 with cediranib 20 mg (n=709)
or bev (n=713). Baseline characteristics were similar in both arms. At data cut-off (Nov 2009), 65% pts had
events for the primary PFS analysis and 34% had died. There was no significant difference between the
cediranib and bev arms for PFS (HR=1.10, 95% CI 0.97, 1.25; P=0.119; median=9.9 vs 10.3 months),
preliminary OS (HR=0.94, 95% CI1 0.79, 1.12; P=0.546) or ORR (46.3% vs 47.3%). Common adverse
events (AEs) of any grade (>20% per arm with =5% higher incidence in the cediranib arm) included
diarrhoea, neutropenia, hypertension, stomatitis, thrombocytopenia and abdominal pain. There was a
difference in chemotherapy dosing between the arms; patients in the cediranib arm received fewer cycles
(median 10 vs 12) and a lower dose intensity after 3 months from randomization.

Conclusions: There was no statistically significant difference in PFS, OS or ORR for cediranib +
mFOLFOX6 vs bev + mFOLFOX6; however, the predefined boundary for PFS non-inferiority was not met.
The safety profile of cediranib was consistent with previous studies, although there was a higher incidence
of common AEs with cediranib + mFOLFOXE than bev + mFOLFOXE.

Disclosure: H. Schmoll: Consultant/advisory relationship (Roche, MSD, Merck) Honoraria (Roche, Merck,
AstraZeneca). Research funding (Roche, Merck); D. Cunningham: Research funding (AstraZeneca,
Roche);

A. Sobrero: Consultant/advisory relationship (Roche, Amgen, Merck Serono, Astrazeneca, SanofiAventis,
Bayer, Onyx, Pfizer) Honoraria (Roche, Amgen, Merck Serono, Astrazeneca, SanofiAventis, Bayer, Onyx,
Pfizer); C. Karapetis: Consultant/advisory relationship; P. Rougier: Consultant/advisory relationship
(AstraZeneca, MerckSerono, Amgen, Pfizer, Sanofi-Aventis) Honoraria (MerckSerono, Amgen, Pfizer,
Sanofi-Aventis, Bayer) Research funding (Roche) Expert testimony (Merck-Serono); P. Barker, B.
Mookerjee and J. Robertson: Full-time employee of AZ and own stock in AZ; E. van Cutsem: Research
funding (AstraZeneca). All other authors have declared no conflicts of interest.
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1. Breast Cancer
1.1) HER2 positive
1.1.1) Metastatic Breast Cancer: CLEOPATRA

‘?eiﬂ‘a‘dm?(Eng) : A phase III, randomized, double-blind, placebo-controlled clinical trial to
evaluate the efficacy and safety of pertuzumab + trastuzumab + docetaxel vs. placebo + trastuzumab +

docetaxel in previously untreated Her2-positive metastatic breast cancer
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1.1.2) Metastatic Breast Cancer: MARIANNE
éoiﬂﬂﬂ’l‘a‘(Eng) : A randomised, 3arm, multi-centre, phase III study to evaluate the
efficacy and the safety of T-DM1 combined with pertuzumab or T-DM1 combined with
pertuzumab-placebo (blinded for pertuzumab), versus the combination of trastuzumab plus
taxane, as first line treatment in HER2- positive progressive or recurrent locally advanced or

metastatic breast cancer
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1.1.3) Non-metastatic Breast Cancer: ALTTO
6"iieii‘*\'::‘~2ﬂ'1‘i|‘(Eng) : A randomised, multi-centre, open-label, phase III study of adjuvant lapatinib,
trastuzumab, their sequence and their combination in patients with HER2/ErbB2
positive primary breast cancer
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1.1.4) Non-metastatic Breast Cancer : BETH
trmtiﬁ)iﬂ‘s\ii‘l"l?(Eng) : A Multicenter Phase III Randomized Trial of Adjuvant Therapy for Patients
With HER2-Positive Node-Positive or High Risk Node-Negative Breast Cancer Comparing

Chemotherapy Plus Trastuzumab With Chemotherapy Plus Trastuzumab Plus Bevacizumab
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1.2) Hormone Receptor Positive
Metastatic Breast Cancer : MINT
“ileiﬂﬂm‘i‘(Eng) : A Phase I, Randomised, Double-blind, Placebo-controlled, Multi-Centre Study
to Assess the Efficacy and Safety of AZD8931 In Combination with Anastrozole, Compared
to Anastrozole alone, in Post-menopausal Women With Hormone Receptor-positive,

Endocrine Therapy-naive, Locally-advanced or Metastatic Breast Cancer
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2. Non-small Cell Lung cancer

2.1) First line, stage IB-IIIA: MAGRIT
éaiﬂﬂm?(Eng) : A double-blind, randomized, placebo-controlled Phase III study fo assess
the efficacy of recMAGE-A3+AS15 Antigen-Specific Cancer Immunotherapeutic as adjuvant

therapy in patients with resectable MAGE-A3-positive Non-Small Cell Lung Cancer
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2.2)

First line, stage IIIb-1V : Histology-guided NSCLC

#91ns9n19(Eng) : A phase 1I study of histology-guided chemotherapy in stage IIIb/IV

non-small cell lung cancer with pemetrexed plus platinum for non-squamous and taxane plus

platinum for squamous and non-squamous carcinomas

Folasenis(lneg) : nsfnwszesi 2 ludithouzsaloamaduunaliénszes 3  nio 4 lngenfodnuus

vofloeieFuuzainueseniindalaelderniminigasiudueanaddulugtreaiian lula

adanla uazlforunnimusiuiuemanfduludiheedaadaniiawazadad luldmadainida

status : fdaasugtherinsiuiagans aadneslaluidouiumeu 2554

Target Total screened | Randomized subject (%) | Screening failure (%)
40 33 32(97.0) 1(3.0)
Histology Guided NSCLC

L 45

2 40 O ———

3 35

g 30 Al

= 25

g 20 —o—target

LS 15

S 10 - .__',../' —&—actual (cumulative)
s 5

g‘ 0 T T T T T T 1

ANNUAL REPORT 2010

TewUTzanl 2553

Created with

M nitro™" professional

download the free trial online 2t nitropdf.com/professional



2.3) First line, stage IIIb-1IV : SQUIRE
éeiﬂ?emi‘(Eng) : A Randomized, Multicenter, Open-Label, Phase 3 Study of Gemcitabine-
Cisplatin Chemotherapy Plus IMC-11F8 Versus Gemcitabine-Cisplatin Chemotherapy Alone in
First-Line Treatment of Patients With Squamous Stage I1Ib or IV Non-Small Cell Lung Cancer (NSCLC)
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2.4) Second line: ATTRACT-2
‘?eiﬂﬂmﬁ‘(Eng) : A phase III, randomized, double-blind, placebo-controlled multi-center
study of ASA404 in combination with docetaxel in second-line treatment of patients with

advanced or metastatic (stage I111b/I1V) non-small cell lung cancer (NSCLC)
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2.5)

Third or Fourth line: MISSION

%aimem?(Eng) : A phase III, multi-center, placebo-controlled trial of sorafenib (BAY 43-9006)

in patients with relapsed or refractory advanced predominantly non squamous non-small

cell lung cancer (NSCLC) after 2 or 3 previous treatment regimens
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3. Gastrointestinal Stromal Tumor (GIST)

3.1) GIST first line : Nilotinib VS Imatinib (CAMN107G2301)
éaiﬂNm‘a‘(Eng) : A randomized, open-label, multi-center phase III study to evaluate the efficacy
and safety of nilotinib versus imatinib in adult patients with unresectable or metastatic

gastrointestinal stromal tumors (GIST)
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3.2) GIST first line : Masitinb VS Imatinib (AB04030)

“ﬁeiﬂﬁn’l?(Eng) : A prospective, multicenter, randomized, open-label, active controlled,

2-parallel group, phase III study to compare efficacy and safety of masitinib at 7.5 mg/kg/day to

imatinib at 400 or 600 mg in freatment of patients with gastro-intestinal stromal tumour

in first line medical freatment
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3.3) GIST second line (CAMNIO7DBRO)
‘?eiﬂNmi‘(Eng) : Randomized Phase III Trial Comparing Nilotinib 800 mg fo Imatinib 800 mg for
the Treatment of Patients with Advanced and/or metastatic Gastrointestinal Stromal Tumors

Refractory to Imatinib 400 mg
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3.4) GOLD registry (observational study)
6?ﬁ)iﬂﬂﬁ’]‘a‘(Eng) : The Global Observational registry collecting Longitudinal —Data on *Advanced

GIST patients (GOLD registry) [*Amendment 2 is optional for selected sites to enroll patients

in any stage of GIST]
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4.Kidney Cancer : RECORD-2

éoiﬂﬂm‘a‘(Eng) : A randomized, open label, multi-center phase II study to compare bevacizumab
plus RADOO1 versus interferon alfa-2a plus bevacizumab for the first-line treatment of
patients with metastatic clear cell carcinoma of the kidney
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5.Gastric Cancer : GRANITE

#olns4n19(Eng) :

A randomized, double-blind, multi-center phase III study comparing

everolimus (RADOO1) plus best supportive care versus placebo plus best supportive care in patients

with advanced gastric cancer after progression on prior systemic chemotherapy (CRADO01R2301)
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6. Esophageal Cancer : Cetuximab + Chemoradiotherapy

ﬁaiﬂ’a‘dn’li‘(Eng) : A Phase II study of cetuximab in combination with cisplatin-based

chemoradiotherapy in patients with locally-advanced unresectable esophageal squamous

cell carcinoma
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7. Melanoma : TEAM
6‘ij"‘e)iﬂ'Iu‘~2ﬂ'1‘iu‘(Eng) : The TEAM trial (Tasigna efficacy in advanced melanoma): A randomized, phase I1I,
open label, multi-center, two-arm study fo compare the efficacy of Tasigna® versus dacarbazine (DTIC)

in the treatment of patients with metastatic and/or inoperable melanoma harboring a c-Kit mutation
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8. Hepatocellular Carcinoma : REACH
5ﬁoim\iﬂ'l‘a‘(Eng) : A Multicenter, Randomized, Double-Blind, Phase III Studty of Ramucirumab
(IMC-1121B) Drug Product and Best Supportive Care (BSC) Versus Placebo and BSC as Second-Line

treatment in Patients With Hepatocellular Carcinoma Following First-Line Therapy With Sorafenib
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9. Cancer-related Thromboembolism : LEO-CATCH

dolasan19(Eng): Efficacy and Safety of Long-Term (6 Months) Innohep® Treatment Versus

Anticoagulation with a Vitamin K Antagonist (Warfarin) for the Treatment of Acute Venous

Thromboembolism in Cancer Patients
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Tan YO, Han S, Lu YS, Yip CH, Sunpaweravong P, Jeong J, Caguioa PB, Aggarwal S, Yeoh EM, Moon

H. The prevalence and assessment of ErbB2-positive breast cancer in Asia: A literature survey. Cancer.

2011 Dec 1;116(23):5348-57. doi: 10.1002/ cncr.25476. Epub 2010 Aug 16.

Dechaphunkul A, Kanngurn S, Dechsukhum C, Tanutit P, Khow-Ean U, Sunpaweravong P.

The significance of galectin-3 immunohistochemistry, clinical characteristics and liver
imaging in differentiating intrahepatic cholangiocarcinoma from adenocarcinoma liver

metastasis. J Med Assoc Thai. 2010 May; 93(5):523-8.
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Apinya Prisutkul, Maliwan Sukuntapan, Arunee Dechaphunkul, Patrapim Sunpaweravong.

Efficacy of chemotherapy education programs on knowledge gain and anxiety reduction

in cancer patients: A prospective study comparing a novel multi-media educating tool with

a conventional program. (Usz@nguavesldsunsunislininuiunitheuzisenldsuenaiintnne

nM3iiuyuANNFLazanadInnialiungie)

Proceedings of the 26" Annual Academic Meeting of Faculty of Medicine, Prince of Songkla

University :

p 148.

From basic science to clinical practice (4-6 August 2010). Oral presentation: M104-9,

Efficacy of chemotherapy education

programs on knowledge gain and anxiety
reduction in cancer patients.

CADCaT TeIAInG A Sl MAGIEE 10 3 MAJOT Crlte of dsath of people
worldwide. Chemmetherapy plavs & major role io cances meatmest,
bowever, ide effects from chemotberspy have besn mujor concermng
issnes and causing spxciery o patient and famsilies. Ob-aining cemrect
formation of chenotherary and approprise self-cariag to prevent oF
allavisre s vide aFaen vre oma of fha 'nlljﬂ; Iq-l. af cueracn i haliceie
CADCHT patent care

To compare results of knownledge Fan and antiery reduction in Jancer
patienty pulvipsiug o cbvueillsaagy wducalos progiuus beivwes o pocel
oald-media educadng ool 1od a cozvennonal approach,

leciats ang MethodsTll

This study was a rindoniized experinental ressarch usng o pre-rest
post-test control proup desizo in chemotherapy-naive cascer padenty.
Experimest group wers patiens who recsived chemotherapy edncation
program vith 3 povel mulo-media mvented br the investgators, approved
by the axperes, apd validased by patiezt cobors. Cogerel group were
patisnn pexing coaventont] educadap method. Individualized or
group-bated chemetherapy sducation programs were wilized inbatk
experimental and control patients. Patient characreristics tn all groups were
collecred. Questiornaires to assess amcieny levels were Spielberzar’s STAL
TORM X-1 Koowiedpe evauanon gaesdonnrires were applied o 2ll
panent proups before and ader receiving chenotherapy education.
Experimoectal ool zoashieed of muld-naedia comparer program spprovedin
conment vilidiny and reliabdley. Cormelations berwest patien: cRiracteristcs
sud ke level of knowledge pain a5 well as the level of imxdeny nduction
were apalyzed usizy ¢hi sqrare tesr. Comparisons bemesn the pre-test axd
post-teit mean scoces of anviery and knowledge were nade nsicg
Independent t-test wed berweer 2ach group useg the Puir t-1e3t

Froen Angus: 2000 vo March 2010, 100 chemctherapy-zaive patenrs mexed
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cccupation were cermalated arith level of knowledze (po0.05) whereas
edncation income, reimburiemant sotus, apdperformunce stans ware oy
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stic Center for Cancer
CC-PS.N), Division of Medi
of Medicine, Prince

(p>0.0%). Rezardicg the Jevel of anxiety, a0 corelaton with aay patient
characteriste profiles were detecred. Post-test mean koowledge soores wene
significamtly higher man tha pre-tect ozes whichwars 7.5 versus £.4
mévidualizdd ‘convennonal, 7.3 versus 5.] o group/conmentional 7.2
vesus 5.5 i individhalized ovel muin-maedia, and 7.5 versus 6.0 o grovp
wwoel mulieaiedls weidnoeds. Cusinsilly, e civms oty sovies of ol
patient groups were ignificactdy lower after receiving education
orisatstion about chemotherapy (43 06 versns 42 52 in iedividualzed’
cozvectionsl, 48,8 versus 37.6 in group'convenioaal, 50.0 versus 41.0

iz mdividusiized novel muin-moedia, azd 50.7 varsus £5.3 1a groap novel
mrin.madia appraschac) Nadiferarres in bnsacladps min ar anviary
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or ovel mulsi-pedis chemotherapy education programs [edividually
(g = 0.05). Buwevel, iu patiecty uadespoiap pivap-laved ibeamileiapy

edecational program there wat a sigeiicant mncreased arxiery in patients
recziving novel mult-medis spproack compared w those receiving
coxvertonal metod (p = 0.032),

Chesnotherspy educetion programs sigaificanily increase knowledge gain
and reduce anxiery iz capcer paciects receiving chemotherapy. Pasenns
wndargning noval nltomadia adncatian sc mdividnalized or sraapahaced
are beneficial simibuly to thowe getting conventonal appreach
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Jittima Chanachote, Atittaya Yeela, Apinya Prisutkul, Patrapim Sunpaweravong. Corré'laﬁ_on

of perception of severity of illness and spiritual well-being in cancer patients receiving chemo’rheraﬁy:
A preliminary report (mﬁuﬁzmqm;ul,l,wumm?L%uﬂwu,a:mmmqnmﬁmﬁmwmﬂuéﬂ'wmL?qﬁ' .'
TRsugadivnge). > '
Proceedings of the 26th Annual Academic Meeting of Faculty of Medicine, Prince of
Songkla University: From basic science to clikhical practice (4-6 August 2010). Poster

presentation:P39, p 246.
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Anongnart Ruangdam, Tippawan Arundon, Maliwan Sukuntapan, Apinya Prisutkul, Arunee

Dechaphunkul, Patrapim Sunpaweravong. A prospective comparative study of changes in quality

of life (QOL) in cancer patients treated with chemotherapy versus only best supportive care (BSC)
= = = dl Aaa vl @ 1 v o1 ‘ﬂl YV o a o s

(nMsfinmlFeuiisunisidsunlasesguamdialugiisuzizaseninagiienlasugiaduntn

TaufunsfnszAudssassuaziihen lffunisfnuszAulszaoaivsognainen).

Proceedings of the 26th Annual Academic Meeting of Faculty of Medicine, Prince of Songkla

University: From basic science to clinical practice (4-6 August 2010). Poster presentation: P36, p 241.

' e comparative study of changes in
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Cancer has becone 1 werld-olass health—care problem which reguires -

Sukantapan, Apinya Prisutkul, Arunes Dechaphunkul, Pamrapim

mali-reedaliy reatment app hes, Symp from cancer fts=lf as well as from
=
the trearment sspecially chemotherapy oun tmpest patisnrs’ QOL sebstiatially. ﬁ‘nplwm'u':mg
Eowever, evideaces sspjort beaefits of chematlerapy by iscreasisg chances of oume,
peolongation of servival, aed palliarizn of cascer-relased symptans. [Institution : Holistiz Center for Cancer Study and Care

(HOCC-PEU ), Division of Medical Uncology, Depariment of
E}Dh]ect]ve :I 5%5:1:, Prince of Songkla University
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This sedy wis 3 d.esnnplrue comparative ressanchk condusted prospectively (2.04 axd 2.7, p = 0.08). However, analyses hrongh sack (pOL aspect in cheme—
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the IOOC-PET texd to have more favorable level of QOL scor=s thea tiese choosing
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TREATMENT DOCETAXEL
Hematologic foxicity

AE Grade 1 Grade 2 Grade 3 | Grade 4
Neutropenia 50 % 50 %
Anemia 50 % 50 %
Leukopenia 50 % 50 %
Thrombocytopenia 50 %

Non-Hematologic toxicity

AE Grade 1 Grade 2 Grade 3 Grade 4
Rash 50 %
Diarrhea 50 %
Hypokalemia 50 %
Alopecia 50 %
Neuropathy 100 %
Fatigue 50 %
Anorexia 50 %
Neurotoxicity 50 %
Constipation 50 %
Oral candidiasis 50 %
Sore throat 50 %

TREATMENT AC (adriamycin+cyclophosphamide)
Hematologic toxicity

AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 100 %
Anemia 100 % 50 %
Leukopenia 50 %
Thrombocytopenia 50 %
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Best response

Docetaxel

%

CR

0

PR

100

SD

0

PD

0

NA

0

Total

100

Best response

AC (adriamycin+cyclophosphamide)

%

CR 0
PR 20
SD 40

PD 0
NA 40
Total 100
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U 2552-2553

TREATMENT XELOX (xeloda+oxaliplatin)

Hematologic toxicity

AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia
Anemia 25 % 25 %
TREATMENT FOLFOX (5-FU+leucovorin+oxaliplatin)
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 50 %
Anemia 50 % 50 %
Leukopenia 50 %
TREATMENT S5-FU+Leucovorin
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia
Anemia 50 % 50 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Rash 50 %
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Best response XELOX
%
CR 0
PR 50
SD 25
PD 0
NA 25
Total 100
Best response FOLFOX
%
CR 0
PR 50
SD 50
PD 0
NA 0
Total 100

Best response

5-FU+Leucovorin

%

CR 0
PR 0
sD 20
PD 0
NA 80
Total 100
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TREATMENT Cisplatin+Etoposide
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 33 % 33 %
Leukopenia 33%
Febrile neutropenia 33 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Vomiting 33 %
Cough 33 %
Renal failure 33%
Nausea 33 %
TREATMENT Paclitaxel+Carboplatin
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 20 %
Anemia 20 %
Leukopenia 20 %
Thrombocytopenia 20 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 | Grade 4
Dyspnea 20 %
Fatigue 20 %
Anorexia 20 %
Tinea Versicolor 20 %
Back pain 20 %
Vomiting 20 %
UTI 20 %
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TREATMENT Cisplatin+Pemetrexed
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 33 %
Anemia 33 % 33 %
Leukopenia 33 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Proteinuria 33 %
Fatigue 33 %
Bloody stool 33 %
Acute renal failure 33%
UTI 33 %
Hematuria 33 %
Renal impairment 33 %
TREATMENT CarboplatintGemcitabine
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 50 %
Anemia 50 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Pain at right hip 50 %
Fatigue 50 %
TREATMENT Cisplatin+Gemcitabine
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Vomiting 100 %
Created with
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TREATMENT Carboplatin+ Pemetrexed
Hematologic foxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 17 % 17 %
Anemia 50 % 50 %
Leukopenia 33 %
Thrombocytopenia 17 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Tearing 17 %
Pain at both leg 17 %
Pleural effusion 17 %
Hemoptysis 17 %
Pain 33 %
Spinal cord compression 17 %
Fever 17 %
Hoarseness 17 %
Vomiting 17 %
Low back pain 17 %
Neuropathy 17 %
Fatigue 17 %
Anorexia 17 %
Acute renal failure 17 %
Constipation 17 %
Fever and chill 17 %
Dyspnea 17 %
Created with
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TREATMENT Cisplatin+Paclitaxel
Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 13 %
Anemia 13 % 50 % 38 %
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4

Pain at abdomen 13 %
Dizziness 13 %
Hypokalemia 25%
Dyspnea 25%
Pain at right upper back 25%
Hypersensitivity 13 %
Alopecia 13 % 13 %
Proteinuria 13 %
Acute renal failure 25% 13%
Headache 13 %
Neuropathy 25%
Fatigue 25 % 25 %
Anorexia 13 %
Cough 13% 25 %
Diarrhea 13 %
Constipation 13 %
Nausea 13 %
Vomiting 38 %
Hypoalbuminemia 13 %
Hypophosphatemia 13 %
Hypochloremia 13 %
Hyperkalemia 13 %
Hypertension 13 %

TREATMENT Carboplatin+Etoposide
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 | Grade 4
Anorexia 100 %
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Best response Cisplatin+Etoposide

%
CR 0

PR 33

SD 33
PD 0

NA 33

Total 100

Best response

Paclitaxel+Carboplatin

%

CR 0
PR 0
sD 60
PD 20
NA 20
Total 100

Best response

Cisplatin+ Pemetrexed

%

CR 0
PR 33
sD 33
PD 33
NA 0
Total 100

Best response

Carboplatin+Gemcitabine

%

CR 0
PR 50
SD 50
PD 0
NA 0
Total 100
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Best response

Cisplatin+tGemcitabine

%

CR 0

PR 0

SD 0

PD 0
NA 100
Total 100

Best response

Carboplatin+ Pemetrexed

%

CR 0
PR 33
sD 66

PD 0

NA 0
Total 100

Best response

Cisplatin+Paclitaxel

%

CR 0
PR 37.5
SD 62.5

PD 0

NA 0
Total 100

Best response Carboplatin+Etoposide

%

CR 0

PR 0

SD 0

PD 0
NA 100
Total 100
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