2.
-l
5382
29 m
2223
OzZ5x
”“UM
B
M“D.
n
fhnu
X

FAI2] Ol ok

Al

I

<0

Ol
-

oF
10
E
ol

-t

0

Klo

o/
K0



Contents

]
=X
10

ol
o0

—t

<0

« Summary



1]

IH _._|_._|
TRy o <A
g 81 8l 8l Rl - Bl Bl
W@HE@EQE
g & kI 0 @ OF 8N K
Eﬁ//v/v////
Lol

Bl of

~NO

A

I (©

|

= [

a1 Ol

.. <0

_|_|u_|__n

81 ol

Mowam?

ol <X &I




oo YA

« & AL (Observational study)

o Al

™ AT (Experimental study)

cf) 7l Y(intervention) : TAt, =

-

2 B(regimen) : 7HY=2| =g



2H& AL Observational study

« 2IFFH AL (Cross-Sectional Study)
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International Journal of COPD Dove

Abstract: In n COPD and may
ORIGINAL RESEARCH . .
affect pulmor . : ation in a
ehabilitative  COPD patients’ self-reported adherence, 1d self-reported
dh . . " dtoi tigat
e psychosocial factors and mild cognitive ne o vestiga e
which factors cross-sectional
study. Of the  impairment in pulmonary rehabilitation dbstructive Lung
Disease (GOLb) criteria (mainiy in >tage 1i—1v). 1ne assessment INncluaea viini iviental >tate examinauon (vivisk), Montreal

Cognitive Assessment (MoCA), anxiety, depression and self-reported pharmacological and nonpharmacological adherence.

From the MMSE, 3.6% of patients were found to be impaired, whereas from the MoCA 9.5% had a likely MCI. Patients referred
had mild-severe depression (46.7%), anxiety (40.5%), good pharmacological adherence (80.3%) and difficulties in following
prescribed diet (24.1%) and exercise (51.8%); they struggled with disease acceptance (30.9%) and disease limitations acceptance
(28.6%). Most of them received good family (89%) or social (53%) support. Nonpharmacological adherence, depression, anxiety
and MCI showed significant relations with 6-minute walking test, body mass index (BMI) and GOLD. Depression was related to
autonomous long-term oxygen therapy modifications, disease perception, family support and MCI. In the multivariate logistic

regression analysis, higher BMI, higher depression and lower anxiety predicted lower adherence to exercise prescriptions

(P=0.0004, odds ratio =0.796, 95% Cl =0.701, 0.903; P=0.009, odds ratio =0.356, 95% Cl =0.165, 0.770; and P=0.05, odds

ratio =2.361, 95% Cl =0.995, 5.627 respectively). In COPD patients, focusing on pharmacological and nonpharmacological

adherence enhance the possibility of tailored pulmonary rehabilitation programs.
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« A[-CHE A (Case-Control Study) @
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Thorax. 2017 Aug 4. pii: thoraxnl-2016-209240_ doi: 10.1136fhoraxjnl-2016-209240_ [Epub ahead of prini]

Comorbidities, mortality and causes of death among patients with tuberculosis in Denmark 1998-
2010: a nationwide, register-based case-control study.

Flae A, Hilberg 0%, Wejse C** |bsen R® Lokke A",

+ Author information

Abstract
OBJECTIVE: To evaluate the impact of comorbidities, age and clinical presentation of TE on mortality among Danish patients with TB.

METHODS: Danish patients with an 1CD-10 (International Statistical Classification of Diseases and Related Health Froblems 10th Revision)
diagnosis of TB in 1998-2010 were ideniified in the National Patient Registry and maiched with controls (1:4) on age, gender, civil status and
geography. Comorbid diagnoses up {o 3 years before and afier TB diagnosis or enrolment as conirol as well as survival data were obtained
from national databases RESULTS: We included 8433 cases and 33 707 conirols. Respiratory diseases were the most common
comorbidities among cases (12 4% of cases, 3.8% of controls (p<0.001))) Overall HR of death was 2.45 (2.31; 2.59)JRelative mortality was
especially \ncreased among younger adults (HR 8.70 (95% Cl 5.53 to 1:3.69) among the 30 to 39-year-olds) JVWhile overall mortality increased
with Deyo-Charlson comorbidity (DCC) score, relative mortality among cases was highest in the low-DCC group. Additionally, male gender,
low income and central nervous system TB were risk factors for death among TB cases. The most common cause of death in both groups
was non-lung cancers, among TB cases followed by COPD, TB and lung cancer, all being significantly more common among TEB cases.

CONCLUSION: In Denmark, TB carries substantial mortality. Among those who die, 12% are reported to die from TB. A high relative mortality
among younger adults underscores the importance of continually targeting high-risk TB groups in low-incidence countries.

@ Aricle author(s) (or their employer(s) unless otherwise stated in the text of the article) 2017 All rights reserved. Mo commercial use is permitted unless
othenvise expressly granted.



Oncel Left. 2017 May;13(5):3873-3881. doi: 10.3892/0l 2017 .5867. Epub 2017 Mar 17.

Biological interaction of cigarette smoking on the association between genetic polymorphisms
involved in inflammation and the risk of lung cancer: A case-control study in Japan.

Yamamoto ¥, Kiyohara C%, Suetsugu-Ogata S, Hamada N', Nakanishi 1.

# Author information

Abstract

Chronic inflammation serves an important role in lung carcinogenesis, thus genetic polymorphisms involved in this pathway may affect the
risk of lung cancer. The present case-control study focused on the association between lung cancer risk and genetic polymorphisms involved
in inflammatory pathways. The study comprised 462 lung cancer cases and 379 controls from Japan. The roles of interleukin 8 (/L&) rs4073,
nuclear factor kappa B (NFKE) rs28362491, cytochrome b-245, alpha polypeptide (CYBA) rsd4673, NAD{F) H dehydrogenase, quinone 1
(NQO17) rs1800566, nitric oxide synthase 2 and inducible (NO52) rs2297518 polymorphisms in lung carcinogenesis were investigated. An
unconditional logistic model was used {o estimate the odds ratio (OR) and 95% confidence interval (Cl) for the association between the
genetic polymorphisms and lung cancer risk. The muliiplicative and additive [relative excess risk due to interaction, attributable proportion
due to interaction (AP) and synergy index (S1)] interactions with cigarette smoking were also determined. A significant association was
revealed between theugenﬂt';pe of NQO1 rs1800566 and an increased risk of lung cancer (OR=1.76; 95% Cl=1.14-2.73)) The additive
interaction evaluations between CYBA rsdb73 (AFP=0.30, 95% CI=0.13-0.83; 31=2.66, 95% CI=1.01-6.99) and smoking were also stafistically
significant. NQOT rs1800566 was significantly associated with lung cancer risk and smoking may influence the association between CYBA
rsde6 73 and the risk of lung cancer. Additional studies with larger control and case populations are warranted in order to confirm the CYEBA
rsde 7 3-smoking association suggested by the present study.




2H& AL Observational study

- A E A+ (Cohort Study)

S8 28 HdAES A0 W2t =3, HIO|HE +=&5te AHEM, I
M AT E AT (prospective cohort)t 28X TS E M (retrospective

cohort study)



Cancer Epidemicl Biomarkers Prev. 20117 Aug26(8):1255-1265. doi: 10_1155M055-9965 EPI1-17-0212.

Periodontal Disease and Incident Cancer Risk among Postmenopausal Women: Results from the
Women's Health Initiative Observational Cohort.

Nwizu NN1-23 Marshall JRZ, Moysich K2, Genco RJ* Hovey KM®, Mai %° LaMonte MJ?, Freudenheim JL?, Wactawski-Wende J%8

+ Author information

Abstract

Background: Periodontal pathogens have been isolated from precancerous and cancerous lesions and also shown to promote a
procarcinogenic microenvironment. Few studies have examined periodontal disease as a risk factor for total cancer, and none have focused
on older women. Ve examined whether periodontal disease is associated with incident cancer among postmenopausal women in the
Women's Health Initiative Observational Study Methods: Cur prospective cohort study comprised 65,869 women, ages 34 10 86 years.
Periodontal disease information was obtained via self-report questionnaires administered between 1939 and 2003, whereas ascertainment of
cancer outcomes occurred through September 2013, with a maximum follow-up peried of 15 years. Physician-adjudicated incident total
cancers were the main outcomes and site-specific cancers were secondary outcomes. HRs and 95% confidence intervals (Cl) were
calculated using Cox proportional hazards regression. All analyses were conducted two-sided Results: During a mean follow-up of 8.32

yvears, 7,149 cancers were identified |Periodontal disease history was associated with increased total cancer risk (multivariable-adjusted HR,

1.14; 95% CI, 1.08-1.20] findings were similar in analyses limited to 34,097 never-smokers (HR, 1.12; 95% CI, 1.04-1.22). Associations were

observed for breast (HR, 1.13; 95% CI, 1.03-1.23), lung (HR, 1.31; 95% CI. 1.14-1.51), esophagus (HR, 3.28; 95% CI, 1.64-6.53), gallbladder
(HR, 1.73; 95% CI, 1.01-2.93), and melanoma skin (HR, 1.23; 95% CI, 1.02-1.48) cancers. Stomach cancer was borderline (HR, 1.38; 95%
Cl, 0.94-2 67).Conclusions: Penodontal disease increases risk of total cancer among older women, irmespective of smoking, and certain
anatomic sites appear to be vulnerable. Impact: Our findings support the need for further understanding of the effect of periodontal disease
on cancer outcomes. Cancer Epidemiol Biomarkers Prev, 26(8); 1255-65. ©2017 AACR.
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Phase | trial (dose-finding trial)
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3+3

DLT : dose limiting doxicity

3
2 20 3 0/3
3 30 3 0/3
4 40 3 1/3
5 40 3 1/6, 2/6, 23/6
6 50 3

‘E ﬂ'l
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Phase Il trial (safety ad efficacy trial)

- 24 O34 Vtsdd SMK RS SE0HY| /e AT
« OfH[ AL pilot study, EtEd AT feasibility study

31 mArSH MO 2 G S 2ASH oK

& |2t TP ALl H|=0] &
g TE(ex 25%) O| &|H =787t ofALL, |FIAR 71 Al

« Number of people: Typically 100-300
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Phase Il trial (safety ad efficacy trial)
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Phase Ill trial (comparative treatment efficacy trial)
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Phase Ill trial (comparative treatment efficacy trial)
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Double blinding)?
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Phase IV trial (expanded safety trial)

SFA7| 2o S =0 Al

« A[EH = ZA} (Postmarketing surveillance)
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Registration of clinical trial

HX|AEZ| 0|
ClinicalTrials.gov (O]=)
WHO clinical trials registry (& AMA|)

EU Clinical Trials Register
EudraCT (5 &)
ANZCTR: Australia New Zealand Clinical Trials Registry

ISRCTN registry (HI M| A S 7HLICH
DRKS (= %)

Registro Brasileiro de Ensaios Clinicos (ReBEC) (E2t7E)

Netherlands trial register

23

https://clinicaltrials.gov/

http://www.who.int/ictrp/trial reg/en/index1.html

https://www.clinicaltrialsregister.eu/

https://eudract.ema.europa.eu/

http://www.anzctr.org.au/

http://www.isrctn.com/

http://www.drks.de/

http://www.ensaiosclinicos.gov.br/

http://www.trialregister.nl/trialreg/index.asp



https://clinicaltrials.gov/
http://www.who.int/ictrp/trial_reg/en/index1.html
https://www.clinicaltrialsregister.eu/
https://eudract.ema.europa.eu/
http://www.anzctr.org.au/
http://www.isrctn.com/
http://www.drks.de/
http://www.ensaiosclinicos.gov.br/
http://www.trialregister.nl/trialreg/index.asp
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 Bascket trial, umbrella trial

« Randomized design with biomarker

« Adaptive design

« Co-development of a drug and companion diagnostics

« Combination strategy



Bascket trial

al
Tumor
/ type X
Target A
h“x.h Tumor
type ¥ Retrospective optional evaluation with cobas 4800 BRAF mutation test
Dru
g l l # l i l Hulzple i
L
Tumor NSCLE Ovarcan Colorectal Cholangio- Y Y rrw-e':ma Othel solid
type z e . 1._31 carcinoma ‘ hp v tumours
TargetB | I t' , a p .' @,
- L)
. | e
*~.| Tumor | | ‘ ‘ | . |
type W
Vemurafenib

[960 mg orally twice daily]

‘a ﬂ'.




Umbrella trial

Umbrella trials

Multiple drugs targeting
multiple mutations

Variety of tumors carrying a
variety of genetic aberrations X,
Y.&Z

« Randomized or
nonrandomized

* Rules-based treatment
assignment or per patient
based on review of individual
profile data

Molecular
profile

. | —— Drug A

2

—

v ‘) — Drug B

.

— @ ‘ Drug C
L
Variety of tumor types
v Drug B




KEYNOTE-001 was a multicohort, phase Ib study of pembrolizumab monotherapy

for treatment-naive and previously treated melanoma and NSCLC

Advanced solid fumors
n=230

1 mg/kg Q2W
ned

3 mg/kg Q2W
n=3

10 mgkg Q2W
n=10

2 mg/kg Q3wW
n=7

10 mg/kg Q3W
n=6

\ 2

Nenrandomzed cohorts
n=135

) 2

IPI naive ]

|

_] IPI freated |

L 4

All patients dvanced NSCLC
N=1235 n =345
1
\ 2 4
Randomized cohorts |Nonrandomized cohorts
n =381 n=169
|
\ 2 L 4
PD-L1", PD4L1*. An_y PD-L1, .
=1 previous therapy Treatment naive > =2 previous therapies
n=280 n= 101 10 mg/kg Q3W
n=238
10 mgkg Q3W 2 mg'kg QW
B n =167 Bed ne=6 POLT,
> 21 previous therapy
L] 10mgkgo2w [ 10mgkg Q3w 2mgkg QAW
n=113 n=49 n=55
v Y |, [ Tomgkg 0w POLT,
vancoc_l ?S:a g n=486 > =2 previous therapies
ne 10 mg/kg Q3W
| n=33
h 4
Randomzed cohoris -
n =520 ED-U N
T "~ 22 previous therapies
! Y y ¥k

LI

IP| naive

| _J IPI refractory | _lIPI naive orJPI.teaiedl




KEYNOTE-001 was a multicohort, phase Ib study of pembrolizumab

monotherapy for treatment-naive and previously treated melanoma and NSCLC.

Overview of KEYNOTE-001 NSCLC cohorts

Nonrandomized Randomized
(n = 55) (n=101)
® PD-L1+ tumours ® PD-L1+ tumours

Nonrandomized Nonrandomized Nonrandomized Randomized
GEEL)) (GEEE)) (GEEE)) (n = 280)
e PD-L1+ or e PD-L1+ tumours * PD-L1- tumours * PD-L1+ tumours

PD-L1- tumours * >2 previous therapies ¢ >1 previous therapy ¢ >] previous therapy
* >2 previous therapies

* >1] previous therapy ¢ Treatment-naive

R* (1:1)

Pembro Pembro Pembro Pembro Pembro Pembro Pembro Pembro Pembro
10 mg/kg 10 mg/kg 10 mg/kg 10 mg/kg 10 mg/kg 2 mg/kg 2 mg/kg 10 mg/kg 10 mg/kg
q3w q3w q2w q3w q2w q3w q3w q3w q2w

NSCLC = non-small cell lung cancer; PD-L1+ = programmed death-ligand 1 mutation-positive; PD-L1- = programmed death-ligand T mutation-negative; Pembro = pembrolizumab; 2w = every two weeks; 3w = every three weeks; R = randomized

* The first 11 patients were randomized to 2 mg/kg q3w vs. 10 mg/kg q3w. The remaining 90 patients were randomized to 10 mg/kg q3w vs. 10 mg/kg q2w.



Phase 1 escalation Rolling six design

Not preselected
by T790m status Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
20 mg 40 mg 80 mg 160 mg 240 mg

Phase 1 expansion | T790M+ , T790M+ T790M+ T790M+ |

Enrollment by local testing

D . followed by central laboratory T790M-
e S I g n confirmation§ of T790M status S —
or by central laboratory testing 1st-line 1st-line
alone EGFRm+* EGFRm+*
Biopsyt Biopsyt
Tablet}

Phase 2 extension

Phase 2 extension

Enroliment by central 175 T790M+ >second-line patients who have received prior

laboratory confirmation§ of EGFR-TKI therapy
T790M status

Janne PA, NEJM 2015



Plasma analyses in AURA trials

AURA Phase | Phase Il studies:

AURA extension and AURA2 AURA Phase Ili

Osimertinib dose escalation

Treatment / dosing and dose expansion cohorts Osimertinib 80 mg QD OBImETTa v Xpelgtlnum—pemetre
(20-240mg QD)
T790M status T790M positive and negative Only T790M positive Only T790M positive

Intention to treat for regulator

Analysis Exploratory post-hoc analysis y submission Exploratory post-hoc analysis
Plasma assay BEAMing cobas® cobas®

Method 9 R ddPCR or cobas® NGS

ison

Matched samples 216 551 756

: Oxnard G. et al; 1350 Jenkins S. et al; 1340 Vi-Lomng) WL e gl WLl 207
Presentation

ELCC 2016 [Yang J. presenting] ELCC 2016 Yol @i Th7(?r1a;:|(cs10)ncology 201

The cobas® EGFR Mutation Test is not available for use with plasma samples in U.S
BEAMing, Beads, Emulsification, Amplification and Magnetics; ddPCR, droplet digital PCR; NGS, next generation sequencing; QD, once daily
I mOxnard G, et al. ELCC 2016; Abstract 1350,

0_PR




Figure 1 Trial Design: Randomized, Open-label, Multicenter, Phase Il Trial

ARM A Osimertinib until
RECIST PD =

- ey ) 2 156
- Advanced NSCLC

SR MES. Gefitinib*
» Treatment naive

PS 0-2

Osimertinib until
RECIST PD >

Stable BM SN PD (T790M+)
Stratification:
:ﬁ ﬁf;ﬂ’fggﬁ fﬁfaR Gefitinib Osimertinib until
Until RECIST RECIST PD
-BM +/ - ARM C

PD

Rebiopsy
At RECIST
PD

(optional)

Rebiopsy
At RECIST
PD

(optional)

Rebiopsy
At RECIST
PD

(optional)

(cfDNA using cobas every 4 weeks and CT scan of the brain-thorax-abdomen every 8

weeks all arms

*In case of RECIST progression without T790M+, patients will be switched
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Thank you for your attention



