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Falmsams: CLEOPATRA

(mutneg): An9RNEATTEZR 3 ISETLEV Tainauiaaadnig AYLIANAILIENAEN Watlsviiulss@ninanazanulanns
29INNTFNHFILLNNDYTUNU+ENEYTuNL+eninFunada Wesuieuiy eavaan+amaagguuu+eanladunaia
luéﬂqwu?qLﬁmmzmuwémmmﬁﬁLamgl,ﬂumn AeldineldFunsineantan

(n’]ﬂﬁﬁﬂﬂq&): A Phase Ill, 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.

[ 1

ayadtlaaslsane I LaRI A uATUNS

Target Total screened Randomized subject (%) Screening failure (%)

15 19 8 (42.1) 11 (567.9)

Patient characteristics

No Patient No Age Gender Start Stop Survival
1 7330 46 Female 20-May-08 28-Jul-08 Alive
2 7331 56 Female 3-Sep-08 9-Dec-09 Alive
3 7332 53 Female 10-Nov-08 22-Jul-09 Alive
4 7333 78 Female 29-Dec-08 19-Jan-09 Dead
5 7334 53 Female 13-Jan-09 10-Nov-09 Dead
6 7335 50 Female 30-Jun-09 11-May-11 Alive
7 7336 49 Female 3-Aug-09 24-May-10 Dead
8 7337 55 Female 27-Jan-10 5-Sep-11 Dead
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Toxicity Profile

AE/Grade 1 2 3 4
Hematologic
Anemia 4 2
Leukopenia 2 1 2
Neutropenia 2 7 L(ES)
Non - Hematologic :(:_\‘
@
Neuropathy 4 %
ltch 2 2
D
Constipation 2 3 )
Fatigue 3 3
Alopecia 1 1
Nausea 3 1
Hypomagnesemia 2
Hypokalemia 4 2
Acne rash 3
Oral mucositis 2 1
Muscle ache/Myalgia 1
Chill 2
Productive cough 2
Dyspnea 1
Chest discomfort 1
Insomnia 2
Dizziness 1 2
Vomiting 2 1
Diarrhea 1 1 1 1
Anorexia 2 1
Fever 3
Herpes zoster infection 1
Pleural effusion 1
Tearing 1
Hyperpigmented rash at feet 1
Edema 2
Low back pain 1
Acute renal failure 1
Right facial palsy 1
Transaminitis 1 1
Acute cellulitis 1
Abdominal discomfort 1
Oral candidiasis 1
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Response
Best Response N %
CR 1 12.5
PR 5 62.5
sD 1 12.5
NA 1 12.5
Total 8 100
PFS/OS
No PFS(Mo) 0OS(Mo)
7330 3 42
7331 15 40
7332 8 38
7333 3 3
7334 11 12
7335 29 31
7336 9 12
7337 21 23




unANNANNNdayaraedtlaanIuaunlulasams CLEOPATRA

The NEW ENGLAND JOURMAL of MEDICINE

ORIGINAL ARTICLE

Pertuzumab plus Trastuzumab plus
Docetaxel for Metastatic Breast Cancer

José Baselga, M.D., Ph.D., Javier Cortés, M.D., Sung-Bae Kim, M.D.,
Seock-Ah Im, M.D., Roberto Hegg, M.D., Young-Hyuck Im, M.D.,
Lasle Roman, M.D., José Luiz Pedrini, M.D., Tadeusz Pienkowski, M.D.,
Adam Knott, Ph.D., Emma Clark, M.5c., Mark C. Benyunes, M.D.,
Graham Ross, F.F.P.M,, and Sandra M. Swain, M.D,
for the CLEOPATRA Study Group*

ABSTRACT

BACKGROUND
The anti-human epidermal growth factor receptor 2 (HER2) humanized monoclo-
nal antibody trastuzumab improves the ourcome in patients with HER2-positive mer-
astatic breast cancer. However, most cases of advanced disease eventually progress.
Permzumab, an anti-HER2 humanized moneclonal antibody that inhibits receptor
dimerization, has a mechanism of action thar is complementary to chat of wasw-
zumab, and combination therapy with the two antibodies has shown promising
activity and an acceptable safety profile in phase 2 studies involving patients with
HER2-positive breast cancer.

METHODS
We randomly assigned 808 parients with HER2-positive mertastatic breast cancer o
receive placebo plus trastuzumab plus docetaxel (conerol group) or pertuzumab
plus traseuzumab plus docetaxel (perruzumab group) as firseline trearment uneil
the time of disease progression or the development of toxic effects that could not
be effectively managed. The primary end point was independently assessed pro-
gression-free survival. Secondary end points included overall survival, progression-
free survival as assessed by the investigaror, the objective response race, and safery.

RESULTS
The median progression-free survival was 12.4 months in the control group, as com-
pared with 18.5 months in the permzumab group (hazard ratio for progression or
death, 0.62; 95°% confidence interval, 0.51 to 0.75; P<0.001). The interim analysis of
overall survival showed a strong trend in favor of pertuzumab plus trasmuzumab plus
docetaxel. The safery profilewas generally similar in the ewo groups, with no increase
in left ventricular systolic dysfunction; the rates of febrile neutropenia and diarrhea
of grade 3 or above were higher in the perruzumab group than in the contral group.

CONCLUSIONS

The combination of pertuzumab plus rasmzumab plus docetaxel, as compared with
placebo plus trasmzumab plus docetaxel, when used as firseline reatment for HER2-
positive metastatic breast cancer, significanely prolonged progression-free survival,
with no increase in cardiac woxic effects. (Funded by F. Hoffmann-La Roche/Genen-
tech; ClinicalTrials.gov number, NCTO0567190.)

From the Massachusesns General Hospd.
tal Cancer Center and Harvard Medical
Schaal, Boston {JLB.); the Vall d'Hebron
Institute of Oncology, Barcelona ().C.);
the Department of Oncology, Asan Medi-
cal Center, University of Wsan College of
Medicing {5.-8.K.), the Division of Hema.
telogy and Medical Oncology, Department
af Internal Medicme, Seoul National Uai-
versity College of Medicine (5.-4.1), and
the Divizion of Hematelogy and Medical
Oncology, Department of Intemal Medi-
cine, Samsung Medical Center, Sung-
kyurkwan University School of Medicine
(F-HL) — all in Seoul, South Korea;
Hospital Pérola Byington and Faculdade de
Medicina da Universidade de 530 Paulo,
530 Paulo (R_H.); Leningrad Regional On.
cology Dispensary, 51 Petersburg, Russia
(L.R.J; Centro de Pesquesas Médicas ¢ En-
salos Clincos—Mastelogy Unit of Conceiglio
Hospital, Porto Abegre, Brazil {|.L P}, Cen-
trum Chnkologh, Warsaw, Poland (TR);
Rache, 'H'dwyn. Lhnited Hinﬁdum [A.K.,
ELC., ﬂ.n.]-; Genentech, Sowth San Fran-
ciaen, Tl [M.’C.E]; a'ui‘ﬁ'a!l'lquh:n Cane-
car Insttuta Had!-?a"ﬁaﬂmpun Hespital
Canter, Wld'li'lﬂlon,, DC (565 Addness
repring requests ta Dr. Baselga at the Mas-
sachusetts General Hospial Cancer Center,
55 Fruit 55, Lawrence Houss 102, Boston,
WM& 02114, or at jbazelga@partners.org.

*The investigators in the Clnical Evalua-
tion of Pertuzumab and Trastuzumab
[CLECHPATRA) study are listed in the
Supplementary Appendix, available at
ME|M.org.

This article (10,1056 NEIMoall13218) was
published on Decernber 7, 2011, 2t HEJM

.C"E.

H Engl] Med 2011
Capyight ) 2011 Masahuens Medcal Sagay.

Electronically published ahead of print (December7, 2011 at NEJM.org.)
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Falasams: AZURE

o

(nmenlng): uazeenislinsaladlastasoniunisinusaenaitinge uazsse anaefluutintnlunisinendilae
nzduiunlugns

(nﬁuﬁﬁdnq%}): A Phase |l Randomized study to determine whether zoledronic acid adds to the benefits

of chemotherapy and/or hormone therapy in the treatment of women with breast cancer (AZURE)

v

ayadUarals NI LNARIARIUATUNS

Total screened Recruited Screening Chemotherapy, Chemotherapy,
subject (%) failure (%) Endocrine Endocrine therapy
therapy,

Zoledronic acid

21 21(100) 0(0) 9(42.9) 12(57.1)

'mmi"ls\iﬁdﬂsazmﬁlué’ﬂ’mm‘iuﬁlﬁ’%’u Chemotherapy, Endocrine therapy, Zoledronic acid (N=9)

Hematologic toxicity

AE Grade 1 Grade 2 Grade 3 Grade 4

Anemia 1 1

Leukopenia 1

Neutropenia 1 3 2
Non-Hematologic toxicity

AE Grade 1 Grade 2 Grade 3 Grade 4

Gum pain 1

Alopecia 7

Vomiting 2

Diarrhea 1

Nausea 3

Fatigue 1 1

Mucositis 1

Both knee pain 1

Neck/sore throat 1
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Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Elevated SGOT 3 1
Elevated SGPT 3 1
Diabetes mellitus 1
<
Maculopapular rash 1 ﬁ
2
mms‘lsiﬁaﬂszmﬁ"lu@'ﬂwnéuﬁlﬁ'&’u Chemotherapy, Endocrine therapy (N=12) 3_
3
Hematologic toxicity ®
AE Grade 1 Grade 2 Grade 3 Grade 4
Anemia 2 1 2
Leukopenia 3 1 2
Neutropenia 2 1 4
Thrombocytopenia 2 2
Non-Hematologic toxicity
AE Grade 1 Grade 2 Grade 3 Grade 4
Alopecia 4 5
vomiting 1
Diarrhea 1
Nausea 1
Fatigue 1 1
Acute renal failure 1 2
Mucositis 2
Elevated SGOT 4 2
Elevated SGPT 4 2
Numbness 1
Muscle pain 2
Elevated ALP 2
Dyspnea on exertion 1
Pain on legs 1
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Non-Hematologic toxicity

AE Grade 1 Grade 2 Grade 3 Grade 4
Pain on elbow 1

Pain on lower back 2

Hypoglycemia 1
Hyperbilirubin 1

Cough 2

Hoarseness 1

Common cold 1

Headache 1

Elevated bilirubin 1

AsEFIUIRNTEaZIIANTaRTNIAEsIAAINMeqnaInaasleA (median progression-free survival:PFS)

giloe 1§50 Chemotherapy, Endocrine therapy, Zoledronic acid: 34 1hau (95% CI; 11.59, 56.40)
ﬂiﬂq&lmﬁ’%’u Chemotherapy, Endocrine therapy: 16 e (95% Cl; 9.14,22.86)

Survival Functions
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ﬂ'ﬁﬂgﬁummexﬂmmeam%wimﬂsqu (median overall survival:0S)

sreIvinanTanTn NN mmé’ﬂqa Chemotherapy, Endocrine therapy, Zoledronic acid: Not reached
sreIvinanTanTN NN mmé’ﬂqa Chemotherapy, Endocrine therapy: Not reached

Survival Functions
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Breast-Cancer Adjuvant Therapy
with Zoledronic Acid

Robert E. Coleman, M.B., B.S., M.D., Helen Marshall, M.Sc.,

David Cameron, M.B,, B.S., M.D., David Dodwell, M.B., Ch.B., M.D.,
Roger Burkinshaw, B.Sc., Maccon Keane, M.D., Miguel Gil, M.D.,
Stephen J. Houston, M.D., Robert . Grieve, M.B., Ch.B,,

Peter ). Barrett-Lee, M.B., B.S., M.D., Diana Ritchie, M.B., Ch.B., M.D.,

Julia Pugh, C.1.M.Dip., Claire Gaunt, B.Sc., Una Rea, B.Sc.,

Jennifer Peterson, B.App.Sc., Claire Davies, B.Sc., Victoria Hiley, B.Sc.,
Walter Gregory, Ph.D., and Richard Bell, M.B., B.S., for the AZURE Investigators*

ABSTRACT

BACKGROUND

Data suggest that the adjuvant use of bisphosphonates reduces rates of recurrence and
death in patients with early-stage breast cancer. We conducted a study to determine
whether treatment with zoledronic acid, in addition to standard adjuvant therapy,
would improve disease outcomes in such patients.

METHODS

In this open-label phase 3 study, we randomly assigned 3360 patients to receive stan-
dard adjuvant systemic therapy either with or without zoledronic acid. The zoledronic
acid was administered every 3 to 4 weeks for 6 doses and then every 3 to 6 months to
complete 5 years of treatment. The primary end point of the study was disease-free
survival at 5 years. A second interim analysis revealed that a prespecified boundary
for lack of benefit had been crossed.

RESULTS

At a median follow-up of 59 months, there was no significant between-group differ-
ence in the primary end point, with a rate of disease-free survival of 77% in each
group (adjusted hazard ratio in the zoledronic-acid group, 0.98; 95% confidence in-
terval [CI], 0.85 to 1.13; P=0.79). Disease recurrence or death occurred in 377 patients
in the zoledronic-acid group and 375 of those in the control group. The numbers of
deaths — 243 in the zoledronic-acid group and 276 in the control group — were
also similar, resulting in rates of overall survival of 85.4% in the zoledronic-acid
group and 83.1% in the control group (adjusted hazard ratio, 0.85; 95% CI, 0.72 to 1.01;
P=0.07). In the zoledronic-acid group, there were 17 confirmed cases of osteonecrosis
of the jaw (cumulative incidence, 1.1%; 95% CI, 0.6 to 1.7; P<0.001) and 9 suspected
cases. Rates of other adverse effects were similar in the two study groups.

CONCLUSIONS

These findings do not support the routine use of zoledronic acid in the adjuvant man-
agement of breast cancer. (Funded by Novartis Pharmaceuticals and the National Can-
cer Research Network; AZURE Current Controlled Trials number, ISRCTN79831382.)

10.1056/NEJM 821105155 NEJM.ORG

The authors' affiliations are listed in the
Appendix. Address reprint requests to
Dr. Coleman at the Academic Unit of
Clinical Oncology, Weston Park Haospital,
Sheffield S10 25), United Kingdom, or at
r.e.coleman@sheffield. ac.uk.

*Additional investigators in the Adjuvant
Zoledronic Acid to Reduce Recurrence
[AZURE) trial are listed in the Supple.
mentary Appendix, available at MEJM
.Org.

Thisarticle (10.1056/NEJMoall05195) was
published on September 25, 2011, at
MNEJM.org.

N Engl | Med 2011.
Copyright £ 2011 Massachusetts Medical Sociery.

Electronically published ahead of print (September 25, 2011 at NEJM.org.)
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(M lng): nsAnE IdaananITl szaEh 3 wuugu Untavivaasdinu pauandaasiasn Tneldunieieaie404 soumu
al o o o o o Aﬂl L < a dl Il 1 & [~ £ G Aﬂld
enlaBunnimaduiunisineaidunaeseesdiaelsanvifalessianlildmagauindnszuzgainavzossazninng

WNFNITAne (3zAU 3 1/4)

(nﬁu’lé'dﬂqu): A Phase IIl, randomized, double-blind, placebo-controlled, multi-center study of ASA404 in

combination with paclitaxel and carboplatin as first-line treatment for locally advanced or metastatic

(stage IlIb/1V) non-small cell lung cancer (NSCLC)

v 9 4 &
‘a"]EIxi’]‘Ll‘ll’rJHﬂ‘ll’r)si EﬂQﬂVNVIN ﬂnlutﬂ%\im‘a‘

Primary Objective Results

There was no significant difference in OS between the ASA404 and the placebo treatment arms
with 13.44 months and 12.71 months respectively, HR=1.01 (95% CI: 0.85, 1.19). one-sided p-

value=0.535.
Analysis of Overall Survival for all patients (Full Analysis Sef)
ASA404 + PC |Placebo + PC Hazard Ratio *
N=649 N=650 P-value'  |[95% CI)
No. of events 266 (41.0%) | 266 (40.9%) 0.535 1.01 [0.85,1.19]
No. censored 383 (59.0%)  |384 (59.1%)
Kaplan-Meier estimates [95% CI] at:
3 months 90.3 [88.0:92.6] |92.2 [90.1:94 3]
& months TE.T [73.4:80.0] |79.0 [75.7:82.2]
9 months B0 8 [S6.7:64 9] |65.2 [B1.2:69.1]
12 months 527 [4B.057 4] |51.6 [46.6;56. 6]
25" percentile [95% CI] 651 [5756.93) |697 [6.11;7.52]
(months)
Median [95% CI] 13 .44 12.71
(months) [11.43;16.62] [11.33;14.42]
75" percentile [95% CI] | 20.80 19.32 [16.62;NA]
(months) [18.73;NA]
PC= Paclitaxel and carboplatin
" p_yalue is obtained from the one-sided Stratified Log-Rank test.
® Hazard ratio is obtained from Stratified Cox model.
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Secondary Objective Results

Analysis of Overall Survival for non-squamous NSCLC patients (Full Analysis

Set)
ASA404 + PC Placebo + PC Hazard ratio ™
N=501 N=500 [95% CI]
No. of events 191 (38.1%) 196 (39.2%) 0.98 [0.80,1.19]
MNo. censored 310 (61.9%) 204 (60.8%)

Kaplan-Meier estimates [95% CI] at:

3 months 90.3 [B7.7,92.9] 934 [91.2;95.6]
€ months T7.7[T4.0;81.4] 79.5 [75.8;82.1]
9 months 64.1 [59.6;68.7] 669 [62.5;71.3]
12 months 26.7 [51.5;61.9] 23.7 [48.1;59.4]

257 percentile [25%
Cl] (months)

.57 [5.82.7.56]

7.10 [6.34.7.89]

Median [95% CI]
{months)

15.05 [13.37:20.80]

13.50 [11.66;15.28]

757 percentile [95%
Cl] (months)

20.80 [18.73;NA]

19.32 [16.62:NA]

PC=Paclitaxel and carboplatin
" Hazard ratio is obtained from Stratified Cox model.

Analysis of Overall Survival for squamous NSCLC patients (Full Analysis Set)

ASA404 + PC Placebo + PC Hazard ratio ™
N=148 MN=150 [95% CI]
Ma. of events 72 (20.7%) 70 (46.7%) 1.10 [0.79,1.52]
MNo. censored 73 (49.3%) 80 (53.3%)

Kaplan-Meisr astimates [95% CI] at-

3 months 904 [85.6;95.2] 88.2 [83.0;93.5]
& months T73.3[66.1;80.56] TT.A[T0.4:84 3]
9 months 490[398552] | 59.4[50.868.0]
12 months 384 [28.3:486] | 43.7[32.9546]

25" percentile [95% CI] (months)| 5.85 [5.29;7.03) 6.24 [4.83,7.52]
Median [95% CI] (months) 5.94 [8.25;11.93] | 10.74 [9.03;14.15)
757 percentile [95% CI] (months)| NA& [12.39;MA] |14.82 [14.16;15.97]

PC= Paclitaxel and carboplafin
" Hazard rafio is obtained from Stratified Cox model.

NNELNR SIEUNAMSANHUNNANAN

http://www.novctrd.com/ctrdWebApp/clinicaltrialrepository/public/product.jsp?divisionld=2&productID=377

&diseaseArealD=1
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Locally Advance or Metastatic Breast Cancer

1.1) HER2-Positive:
1.1.1) MARIANNE
1.1.2) CEREBEL

1.2) Second Line HER2-Positive: BOLERO-3

1.3) ER/PR Positive: MINT

Non-small Cell Lung Cancer

2.1) First Line, Stage IB-IlIA:

2.2) First Line, Stage Illb-IV

MAGRIT

: Histology-Guided NSCLC
2.3) First Line, Stage Illb-1V :
2.4) First Line, Stage Illb-1V :
2.5) First Line, Stage Illb-1V :
2.6) First Line, Stage Illb-1V :

SQUIRE
AFFIRM
0OSI1-906-207
IDEate

2.7) Retrospective Study: EGFR Mutation in NSCLC

Gastrointestinal Stromal Tumor (GIST): GIST Second Line (CAMNIO7DBRO)

Esophageal Cancer: Cetuximab + Chemoradiotherapy
Cancer-Related Deep Vein Thrombosis: CATCH

Melanoma: TEAM

Hepatocellular Carcinoma: REACH
Third Line Sarcoma: E7389-G000-309
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1. Locally Advance or Metastatic Breast Cancer

1.1) HER2-Positive:

1.1.1) MARIANNE

fi’;’p)‘l:ﬂ'a\iﬂ’]%‘(Eng): A Randomised, 3 arm, Multi-Centre, Phase Il 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
’ﬁiﬂ‘iﬂﬂms("lwal): AnsAnEsEEET 3 wuugu 3 ngu Tunanaaniiiu esuiiutlsranaus uazmnnLlaeniaaednis
SR 1 FaNLRUWeY LN YERNTIAWH 1 fanfiuaweyguNu/aIaen WisunauiunisinEsaaen
wmamﬂymua’wﬁumnzﬁmmﬂLsnuiunﬁi‘?ﬂm%ummﬁﬁw?uﬁﬂw‘immﬁ*aLﬁmmmuﬁﬁﬁfﬁua@ﬂummf 2 TUAQNAN
vianduifluglannsi ieszezuninsvaneiliingl dFunnsinmaniey

Status: Uasugilendnsonlazenisuaaluaeuiueey 2554

Target Total screened Randomized subject (%) Screening failure (%)

6 9 6 (66.67) 3(33.33)

#51l Recruitment Rate 152411 2011 TA59mMs MARIANNE

MARIANNE

6 —& < - < - - = < 'f
5
4 Ve

—4—target

=l—actual (cumulative)

No. of randomized subject

0__. T T T T 1

A0 AN AN A AN
e < pe¢ W poe

Recruitmenttime
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1.1.2) CEREBEL
%'ﬂiﬂﬂmi(Eng): A Randomized, Multicenter, Open-Label, Phase Il Study of Lapatinib plus Capecitabine versus
Trastuzumab plus Capecitabine in Patients with Antracycline- or Taxane-Exposed ErbB2-Positive Metastatic Breast
Cancer
Falasams(lng): nsAnm AdaneAaninszasi 3 wuuinisgunisineuarlidnianisfnunresana ity
(Lapatinib) el dauruanalgnniu (Capecitabine) WFauiauiun195nH1998 MI1aYTUNL (Trastuzumab)
fielsuiuaaldandy (Capecitabine) ‘lu;iiﬂqmﬂuuxﬁaLrﬁfmmxﬂxqﬂmmﬁmﬁﬁLE?’uﬁﬂg (ErbB2) luLnnuazLAg

Yo o 1 ' o a . A ' ' ,?;
1mSUﬂﬁiiﬂﬂﬂmqamﬂn@uLLﬂummﬁnm@u (Anthracycline) ¥7anqu LnALTW (Taxane) N1NAY D
[aV}
2
0
Status: rautasugilaendnsanlazenis Aadiasnludeusuaian 2555 Lo
5
2
Target Total screened Randomized subject (%) Screening failure (%) &

10 0 0(0) 0(0)

a1l Recruitment Rate 152411l 2011 Tasems CEREBEL

CEREBEL
12

10 4

=t target

== actual (cumulative)

No.of randomized subject
)}

0 |
Dec-11

Recruitmenttime
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1.2) Second Line HER2-Positive: BOLERO-3
%’.@Tﬂiam'a‘(Eng): A Randomized Phase 3, doubled blind, placebo-controlled multicenter trial of daily everolimus in
combination with trastuzumab and vinorelbine, in pretreated women with HER2/neu over expressing locally advanced

or metastatic breast cancer

' v
=

Falasams(lng): nsAneASaeeIeslsad svas 3 ananniiv wuugy Untlavisaaednu pauanseeenvaan Tne
Tinndusaniuamaanguduuazen nlusadulugudgendulsanzfasunatianinisuansaantestiuduzifauanfy)
(HER2/neu) snniiuly szazgnanuanizivizassazunsnszany duaalaiunisinwuine

Status: fdutlasugilendrsanlasinis madiazaludeummen 2555

Target Total screened Randomized subject (%) Screening failure (%)

3 1 0(0) 1(100)

@51 Recruitment Rate 152411 2011 TAsams BOLERO-3

BOLERO-3

—t—target

=@=—actual (cumulative)

No.of randomized subject
[

0 L i i i i i i il
May-11 Jul-11 Sep-11 Nov-11

Recruitment time
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1.3) ER/PR Positive: MINT
%'ﬂTﬂNmi(Eng): A Phase I, Randomized, 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
Falassma(lng): nsAnmiszesd 2 wouguenddelaaunnduazdilaglinauaianesenidy Inaacuaudaaainaan
FnnsAnuansuie WednentssAnsnauazanutlasndeesen wugas 8931 saufuewnalnslaa uiuufeuiuemn
alnslaathaiion luardianuetszdiion S fugefuuuiamadiduuon uasddlingldFuaesluinge ludilae

= v A A A . ,}g
NLTURTUNNANITANATNANIENUTAUNINIZA Y
[aV}
2
0
Status: rautlasugilaendsaniaznis aAmdrastnluaeauiueeu 2555 Lo
5
2
Target Total screened Randomized subject (%) Screening failure (%) &

6 4 2 (50) 2 (50)

@51 Recruitment Rate 152411l 2011 Tassms MINT

MINT

T—0—0—0—0—0—0—0—0—0—0—0—0-

=t==target

O = MNOoW Bk O~

No.of randomized subject

=@ actual (cumulative)

RO T T AN
F & ¢ §F ¢ & &

Recruitment time
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2. Non-small Cell Lung Cancer

2.1) First Line, Stage IB-llIA: MAGRIT
%.'atﬂidm’a‘(Eng): A double-blind, randomized, placebo-controlled Phase Ill study to 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
%Tﬂsami("lmzl): NANENILEILT 3 wuuguile atssifiutlsrAvaaatenauiiaudinisaenlunuuiua-iavs
mufulelea-aud ienssfugiduiuliiansmaduzfdaduisnmsineaiuludsusdolonsieiladldmad
JunaEnLazEma-tevFiunan AldFunsrndaudn

Status:  asugiloednsonlassnisuaaluae suanau 2554

Target Total screened Randomized subject (%) Screening failure (%)

9* 10 4 (40) 6 (60)

Hnnaiuduaugthedihuuneann 3 e i 9 9e lwheungARniew 2554

a571l Recruitment Rate 1524311l 2011 Tasams MAGRIT

MAGRIT

_ +—target

== actual (cumulative)

No.of randomized subject
ORNWARUAONN®NWOO
[

Recruitment time
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2.2) First Line, Stage Illb-1V : Histology-Guided NSCLC
%'ﬂiﬂﬂmi(Eng): A Phase Il study of histology-guided chemotherapy in stage IlIb/IV non-small cell lung cancer
with pemetrexed plus platinum for non-squamous and taxane plus platinum for squamous and non-squamous
carcinomas
Falnseams(lng): nsfnmnszesi 2 lufihauzianmaguuinlaiianszas 3 4 vz 4 Tngendudnunizaeitiodiedie
%Lm:mﬁmmmmﬁﬂqﬁmimﬂﬁmL‘wﬁm‘énLs}?mi'fmﬁumwmﬁﬁu’tu;’gﬂqmﬁmﬁiﬂﬁLﬁﬁ@a’mLm:ﬁm uagldaunnimugon
fugmanfiulugthsiamadainaiauazaiaflildmadainnia

.
To]
To]
2y v 1 3 = N
Status: Hasugilendsonlnznisua luheunngian 2554 2
©
e
E
Target Total screened Randomized subject (%) Screening failure (%) S
)
®
41 48 41 (85.4) 7(14.6)

#71l Recruitment Rate 15za11] 2011 TAsams Histology Guided NSCLC

Histology Guided NSCLC

45
40 e < < - < =

35

20 = 1_._,.—‘.'
25
20

15 —o—target
10

== actual (cumulative)

No.of randomized subject

Jan-q,
Fep. 11
Mar.1,
Aprg;
May.1,
Jun.q,

Jul.g4

Recruitment time
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2.3) First Line, Stage lllb-1V : SQUIRE
Falmsan19(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 Illb or IV Non-Small Cell Lung Cancer (NSCLC)
dalasams(lng): nsAne13duszai 3 uuudu \Wawedasn Andunisluan uiddanatsuis ivaAnsnisli
Ao o = P A a a ] o @ a a o v Ao o
F;I’]Lﬂm‘i_l’]‘i_lﬁ]‘?ﬂ\‘iﬂﬁ‘zﬂﬂllﬂ')ﬂﬂ’]L’QNVLGIJV]’]U%-ETI@W@’WEIH ‘i"]ﬁJﬂUEI’WVLﬂL@N"ﬂ-1 1 L’HWS Lﬂ?‘F;IULV]EIUﬂUﬂWi‘slMEHLﬂNU’]Uﬂ
= P N a a \ = pry % o T X o @ a o
“Nﬂﬁ‘;'iﬂ’ﬂ‘]_lﬂ’]\‘;lil’]L@NVLGﬁVﬂ‘LIu-‘M\‘IWﬂ’]Elu’ﬂﬂ’]\uﬁﬂ') Lw'a‘lﬂﬁLﬂumiaﬂmmuwuﬁqﬂuaﬂqa‘[‘mu:mm@mummqm
A g @ @ = = A A A a
Aluldmadian (Bueatuead) lusvazn 34 visalusvezi 4

Status: mautlasugilendrsaulasinis madiazdaluanuunsau 2555

Target Total screened Randomized subject (%) Screening failure (%)

10 7 4 (57) 3 (43)
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2.4) First Line, Stage lllb-1V : AFFIRM

%'ﬂiﬁﬁmi(Eng): A Randomized Phase 3 Study Comparing First-Line Pemetrexed plus Cisplatin (Followed by
Gefitinib as Maintenance) with Gefitinib Monotherapy in East Asian (Never Smoker or Light Ex-smoker) Patients
with Locally Advanced or Metastatic Nonsquamous Non-Small Cell Lung Cancer
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*Hnsiinarwudilethmvnigain 8 99e 1flu 12 91 lukheaunanan 2554

@71l Recruitment Rate 1sza11] 2011 Tasams AFFIRM

AFFIRM

14

=)
o 12 * . 4
=
a 10
° /
N8 +
£ ./’-I
c
< 4
[T
g ./ —d—target
2
< == actual (cumulative)
0 T T T T 1
N N N N N
Nﬁ;’\ Seq.'& 0"‘3 \\\o“'\' 0@,’3&

Recruitment time

45



IsAU:ISL

AUEOVASOUIWONSANWIIa:UNUQ

v

2.5) First Line, Stage llIb-1V : OSI-906-207
%aTﬂNmi‘(Eng): A Randomized, Double-Blind, Placebo-controlled Phase 2 Study of erlotinib (Tarceva®) in
combination with OSI 906 or placebo in Chemonaive Patients with Advanced NSCLC with Activating
Mutations in the Tyrosine Kinase Domain of the Epidermal Growth Factor Receptor (EGFR) Gene
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2.6) First Line, Stage llib-1V : IDEate
%'ﬂtﬁix‘imi(Eng): Randomized, Multicenter, Double-Blind, Phase 3 Trial Comparing the Efficacy of Ipilimumab
in Addition to Paclitaxel and Carboplatin versus Placebo in Addition to Paclitaxel and Carboplatin in Subjects
with Stage IV/Recurrent Non-Small Cell Lung Cancer (NSCLC)
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2.7) Retrospective Study: EGFR Mutation in NSCLC

%’ﬂiﬂiqmi(Eng): Pattern of EGFR mutations and Association to Treatment in Lung Adenocarcinoma
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3. Gastrointestinal Stromal Tumor (GIST): GIST Second Line (CAMNIO7DBRO)

%.'a‘l:ﬂ‘a\‘m’]’a‘(Eng): Randomized Phase Il Trial Comparing Nilotinib 800 mg to 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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4. Esophageal Cancer: Cetuximab + Chemoradiotherapy

%@Tﬂiﬂm’a‘(Eng): A Phase Il study of cetuximab in combination with cisplatin-based chemoradiotherapy in patients
with locally-advanced unresectable esophageal squamous cell carcinoma
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21* 27 21 (77.78) 6 (22.22)
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5. Cancer-Related Deep Vein Thrombosis: CATCH

%"atﬂ’a\m'\‘a‘(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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6. Melanoma: TEAM

%.'a‘l:ﬂ'iam'a‘(Eng): The TEAM trial (Tasigna efficacy in advanced melanoma): A randomized, phase Ill, open label,
multi-center, two-arm study to 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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7. Hepatocellular Carcinoma: REACH

%ﬂ‘iﬂiam‘a‘(Eng): A Multicenter, Randomized, Double-Blind, Phase Ill Study 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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8. Third Line Sarcoma: E7389-G000-309

%'a‘l:ﬂiami(Eng): A Randomized, Open label, Multicenter, Phase Il Study to Compare the Efficacy and Safety

of Eribulin with Dacarbazine in Subject with Soft Tissue Sarcoma.
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Phase Il trial of vandetanib compared with erlotinib in patients with previously treated
advanced non-small-cell lung cancer.

Natale RB, Thongprasert S, Greco FA, Thomas M, Tsai CM, Sunpaweravong P, Ferry D,

Mulatero C, WhorfR, Thompson J, Barlesi F, Langmuir P, Gogov S, Rowbottom JA, Goss GD.
J Clin Oncol. 2011 Mar 10;29(8):1059-66. Epub 2011 Jan 31.

Concurrent chemoradiotherapy with carboplatin followed by carboplatin and
5-fluorouracil in locally advanced nasopharyngeal carcinoma.

Dechaphunkul T, Pruegsanusak K, Sangthawan D, Sunpaweravong P.

Head Neck Oncol. 2011 Jun 5;3:30.

Biomarker analyses and final overall survival results from a phase Ill, randomized,
open-label, first-line study of gefitinib versus carboplatin/paclitaxel in clinically selected
patients with advanced non-small-cell lung cancer in Asia (IPASS).

Fukuoka M, Wu YL, Thongprasert S, Sunpaweravong P, Leong SS, Sriuranpong V,
Chao TY, Nakagawa K, Chu DT, Saijo N, Duffield EL, Rukazenkov Y, Speake G, Jiang

H, Armour AA, To KF, Yang JC, Mok TS. J Clin Oncol. 2011 Jul 20;29(21):2866-74. Epub
2011 Jun 13.

Common presentation in an uncommon disease: case report of a patient with
primary diffuse leptomeningeal melanocytosis.

Dechaphunkul A, Kayasut K, Oearsakul T, Koonlaboon K, Sunpaweravong P.

J Clin Oncol. 2011 Nov 20;29(33):e816-8. Epub 2011 Oct 24.

A58 LATINUG DA, NUTYT81 TR ULY, ada Taisasaed, ANTNUNW d455NIT494.
NN9FNENTuA LN A TN AL FINU. A9IANUATUNTIITANT. 2554; 29(3):127-142.
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Perceived Severity of lliness and Spiritual Well-being in Oncological
Patients Receiving Chemotherapy

Authors:  Apinya Prisutkul* B.N.S., Jittima Chanachot* B.N.S., Atittaya Yeela® Pharm.D.(Pharm. Care), Maliwan Sukuntapan*
B.Sc., Tippawan Arundorn* M.Sc., Arunee Dechaphunkul* M.D., Patrapim Sunpaweravong *M.D.

Institution: *Holistic Center for Cancer Study and Care (HOCC-PSU), Division of Medical Oncology, Department of Internal
Medicine, Faculty of Medicine, Prince of Songkla University

Introduction: Cancer is a major world public health problem. It ranks
third, as the major cause of death, after accidents and heart disease.

The perception of the severity of the iliness is an individual’s
feeling and perception towards the evil of the situation caused
by an illness.

Objective: This descriptive study aimed to examine the relationship
between the perception of iliness severity and the spiritual well-being
of chemotherapy patients.

Materials and Methods: Purposive sampling was used to recruit
120 chemotherapy patients, who first received treatment at HOCC-
PSU from May through October of 2010.

The instruments of this study: the personal, severity of iliness, and
spiritual well-being questionnaires, have had their validity reviewed
by experts.

Results:

Table 1. The mean score and standard deviation score of the
perception of severity of the illness and the spiritual well-being.
(n=120)

Variable Mean S.D.
Perception of the severity of an illness 51.06 11.42
Spiritual well-being 86.75 15.00

Table 2. Correlation between the perception of the severity of an

illness and the spiritual well-being of chemotherapy patients
perception of spiritual

well-being

Variable the severity of
an illness

Perception of the severity of an illness 1 -.335(*)

Spiritual well-being -.335(**) 1

**Correlation is significant at a level of 0.01 (2-tailed)

The results of the study show that the perception of the severity
of illness was at the medium level, , while that of spiritual well-being
was at the medium level also. The negative relationship between

the perception of the severity of the illness and spiritual well-being
in chemotherapy patients was revealed to be statistically significant,
where individuals had a low level of the perception of the severity
of an iliness, the subjects showed a high level of spiritual well-being.
Vice versa, the spiritual well-being showed as low in individuals
with the perception of a high level of the illness.

In addition, the researchers have studied the perception of
the severity of an illness and spiritual well-being among the
Buddhists and the Muslims in the sample.

Table 3. Analysis of the perception of the severity of an illness
and spiritual well-being among the sampled Buddhists and
Muslims

Buddhist sample | Muslim sample

Variable R .o o |Sample | %

Perception of the severity

of an illness
Low 18-14 19 18.63 4 2222
Medium 42-65 72 70.59 13 7222
Hight 66-90 11 10.78 1 5.56

Spiritual well-being
Low 20-40 0 0 0 0
Medium 41-99 81 79.41 11 61.11
Hight 100-120| 21 20.59 7 38.89

The perceptions of the severity of an illness are similar
between Buddhist and Muslim patients, as both are in the
medium level. Spiritual well-being was in the medium level for both
religions also.

Conclusion: According to the results of the study, the spiritual
care of chemotherapy patients could be developed because
spiritual well-being is very important to the promotion of a good
attitude, hope, and encouragement in the patients. Moreover, the
results could lead to the development of a speciality role in the
spiritual care of patients.
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Therapy in Breast Cancer
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Primary Central Nervous System Tumors

Serum Tumor Markers
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TREATMENT : DOCETAXEL

Hematologic toxicity

AE Grade1 Grade2 Grade3d Grade4
Neutropenia 20%
Anemia 20% 20%
Leukopenia 20%
Thrombocytopenia 20%
Non-Hematologic toxicity
AE Grade1 Grade2 Grade3d Grade4
Rash 20%
Myalgia 20%
Cough 20%
Alopecia 20%
Neuropathy 20% 20%
Fatigue 20%
TREATMENT : AC (adriamycin+cyclophosphamide)
Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Neutropenia 14.29% 28.57%
Anemia 42.86% 42.86% 14.29%
Leukopenia 14.29%
Non-Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Constipation 14.29%
Neurotoxicity 28.57%
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TREATMENT : PACLITAXEL
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Hematologic toxicity

AUEOVASOUIWONMSANWIIa:UNUQ

v

AE Grade1 Grade?2 Grade3 Grade4
Neutropenia 16.67% 16.67% 33.33%
Anemia 50.00% 33.33% 16.67%
Leukopenia 16.67% 16.67%
Non-Hematologic toxicity
AE Grade1 Grade? Grade3 Grade4
Myalgia 16.67%
Constipation 16.67%
Alopecia 16.67%
Neurotoxicity 33.33%
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Best response Docetaxel

%
CR 0
PR 0

SD 100
PD 0
NA 0

Total 100
Best response AC

(adriamycin+cyclophosphamide)

%

CR 0
PR 0
SD 0
PD 0
NA 100
Total 100
Best response Paclitaxel
%
CR 0
PR 0
SD 0
PD 50
NA 50
Total 100
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TREATMENT : XELOX (capecitabine+oxaliplatin)

Hematologic toxicity

AUEOVASOUIWONMSANWIIa:UNUQ

v

AE Grade1 Grade? Grade3 Grade4
Neutropenia 50%
Anemia 50%
Thrombocytopenia 25%
Leukopenia 25%

Non-Hematologic toxicity

AE Grade1 Grade? Grade3 Grade4
Hand-foot syndrome 25%
Diarrhea 25% 25%

TREATMENT : XELIRI (capecitabine+Irinotecan) + Bevacizumab

Non-Hematologic toxicity

AE Grade1 Grade? Grade3 Grade4

Hand-foot syndrome 100%




TREATMENT : FOLFIRI (5-FU+leucovorin+Irinotecan) + Bevacizumab

Hematologic toxicity

AE Grade1 Grade?2 Grade3 Grade4
Neutropenia 22.22% 44.44% 11.11%
Anemia 22.22% 66.66% )
Leukopenia 11.11% 55.55% 11.11% :::
Febrile Neutropenia 33.33% %
Non-Hematologic toxicity é
AE Grade1 Grade?2 Grade3 Grade4
Elevated SGOT 22.22% 11.11%
Elevated SGPT 11.11% 11.11%

Elevated Alkaline phosphatase 22.22%

Diarrhea 55.55% 22.22%
Pyuria 11.11%
Myalgia 11.11%
Mucositis 22.22% 11.11%
Hypomagnesemia 11.11% 11.11%
Vomiting 11.11%
Nausea 11.11%
Neuropathy 11.11%
Fatigue 11.11% 11.11%
Cough 11.11%
Hypokalemia 11.11% 11.11%
Acute renal failure 22.22%
Constipation 22.22%
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TREATMENT : 5-FU+Leucovorin

So

IsAu:l

Hematologic toxicity

AUEOVASOUIWONMSANWIIa:UNUQ

AE Grade1 Grade?2 Grade3 Grade4
Anemia 50%
Leukopenia 50%
Neutropenia 50%
Thrombocytopenia 50%

v
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Best response XELOX

%
CR 0
PR 0

SD 25
PD 0

NA 75

Total 100

Best response

XELIRI+ Bevacizumab

%

CR 0
PR 0
SD 100
PD 0
NA 0
Total 100
Best response 5-FU+LV
%
CR 0
PR 0
SD 50
PD 0
NA 50
Total 100
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Best response

FOLFIRI+Bevacizumab

%

CR 0
PR 22.22
SD 44.44
PD 0
NA 33.33
Total 100
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TREATMENT : Cisplatin+Etoposide
Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4 %
Neutropenia 50% E
Anemia 50% 50% g
Non-Hematologic toxicity ’
AE Grade1 Grade?2 Grade3 Grade4
Dysphagia 50%
Cough 50%
TREATMENT : Paclitaxel+Carboplatin
Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Anemia 100%
TREATMENT : Pemetrexed
Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Anemia 50%
Non-Hematologic toxicity
AE Grade1 Grade? Grade3 Grade4
Rash 50%
Fatigue 50%
Cough 50%
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TREATMENT : Carboplatin+Docetaxel
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Hematologic toxicity

AUEOVASOUIWONMSANWIIa:UNUQ

v

AE Grade1 Grade2 Grade3 Grade4
Neutropenia 33.33%
Leukopenia 33.33%
Thrombocytopenia 33.33%
Anemia 66.67%
Non-Hematologic toxicity
AE Grade1 Grade2 Grade3 Grade4
Acute renal failure 33.33%
Fatigue 33.33%
Cough 33.33%
Pyuria 33.33%
Diarrhea 33.33%
Tearing 33.33%
Acne rash 33.33%
uTl 33.33%
TREATMENT : Gefitinib
Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Anemia 33.33%
Non-Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Tearing 33.33%
Acne rash 33.33%
rash 66.67%
Diarrhea 33.33%
Mucositis 33.33%
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Best response

Paclitaxel+Carboplatin

%

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

Best response

Carboplatin+Docetaxel

%

CR 0
PR 33.33
SD 0
PD 66.67
NA 0
Total 100
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TREATMENT : Cisplatin+5-FU

Hematologic toxicity

AE Grade1 Grade? Grade3 Grade4
Neutropenia 20.00% 20.00% 6.67% 6.67%
Anemia 46.66% 46.66%
Leukopenia 13.33% 20.00% 26.67%
Non-Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Nausea 6.67%
Vomiting 6.67%
Mucositis 13.33%
TREATMENT : Carboplatin+5-FU
Hematologic toxicity
AE Grade1 Grade?2 Grade3 Grade4
Anemia 100%

87

s1evUUS:oNU 2554




IsAu:ISL

S80S IMSOUAUDDIODENICA:ANS
TuwUoau:Sorablwsooyn s 4 U 2554

AUEOVASOUIWONMSANWIIa:UNUQ

v

Best response Carboplatin +5-FU
%
CR 0
PR 0
SD 0
PD 0
NA 100
Total 100
Best response Cisplatin+5-FU
%
CR 0
PR 15.40
SD 23.07
PD 0
NA 61.53
Total 100
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