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Nedia aullitnang:

» T givau KAWVIKEG SOKIUES

» Ta €idn twv kKAvikwv SoKiuwv avaioya UE TO
KALVIKO KOl ETTLOTNUOVIKO TOUG OTOXO

» BOOIKES apXEC OXeSLAOUOU KAWVIKWV SOKIUWV
» [lMpaktika napadeiypara yia tnv epunveia, tnv

xpnon kat tnv aétonoinon tTwv KAWIKWV
UEAETWV



\Y EVIDENCE BASED MEDICINE

Levels of Evidence

la

Evidence from meta-analysis of randomized clinical trials

Ib

Evidence from at least one randomized controlled trials

lla

Evidence from at least one well designed controlled study without
randomization

Ilb

Evidence from at least one well designed quasi-experimental study

Evidence from well designed non-experimental descriptive studies such as
comparative studies, correlation studies or case studies

“Eminence based” opinion




BAZIKEZ APXEZ KAINIKQON AOKIMQN
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e ElumAéov Emwotnuovikin N'vwon
* ATOTEAECHATIKOTEPEG OEPATIELEC LE ALYOTEPEC TIAPEVEPYELEC
*Oepancia twv acOevwv pac ypRyopa Kot cwota

e Akadnpaikn katafiwon yia epac Kat to Emiotnpovika pac lépuporta
eDappakoBropnyoviec: Eykplon twv GappraKwY TOUC Ao TG EAEYKTLIKEG
QLPXES




BAZIKEZ APXEZ KAINIKQN AOKIMQN

AQOPOYN AMNOKAEIZTIKA 2E ANOPQIIOYZ

Mn NapeUBATIKES EmbnuioAoyia, ArtoAoyia, Mpdyvwan
eCohort Trials (Opnadeg Zuvoxnc)

eCase-Control Studies (Zuykpttikéc MeAéteg xwpig Tuxalomolion)

NoapepPaTIKEC
*Phase 0
ePhase |
ePhase Il
ePhase lll
ePhase IV
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Source: Recherche & Ve, LIM (AGIM)



BAZIKEZ APXEZ KAINIKQN AOKIMQN

Phase |

Phase O

Dose

Exploratory

--Pharmacokinetics

-Metabolism

Toxicity and dose-limited toxicity
-Maximum tolerated dose (MTD)
-Schedule
-Pharmacogenomics/Biomarkers

PK, Distribution in tissue

Phase 0 studies usually only involve a small
number of people and they only have a very
small dose of a drug. The dose of the drug is
too small to treat, but it’s also less likely to
have side effects.




BAZIKEZ APXEZ KAINIKQN AOKIMQN

AURA Ph I/l J

Patients with T790M-positive aNSCLC whose disease has progressed followingeither one prior therapy

with an EGFR-TKI or following treatment with both EGFR-TKI and other anticancertherapy

Rolling six design

Escalation Cohort 1 Cohort 2 Cohort 3 Cohort 4
20 mg 40 mg 80 mg n=63 160 mg

L AURA2 Ph I

Patients with confirmed EGFRm locally advanced or metastatic ' \CLC who have progressed following
prior therapy with an approved EC R-TKI

Central T790M mutation testing* of biopsy sample co| :cted following confirmed
disease progression

T790M
positive
\/
AURA2 (n=210)

Osimertinib 80 mg QD

Sean Khozin CCR, doi: 10.1158/1078-0432.CCR-16-1773



BAZIKEZ APXEZ KAINIKQON AOKIMQON

Phase Il

Therapeutic Activity

(6paotikOTNTO)

-Response Rate
-Toxicity

Phase |

Phase 0

Dose

Exploratory

--Pharmacokinetics
-Metabolism

Toxicity and dose-limited toxicity
-Maximum tolerated dose (MTD)

-Schedule

-Pharmacogenomics/Biomarkers

PK, Distripution in tissue




BAZIKEZ APXEZ KAINIKQON AOKIMQON

Phase Il Clinically important activity | -Primary end point (OS, COPD
(armoteAsopatikotTnTa) exacerbation, CRP,
R R RO -QolL
Pharmacogenomics/Biomarkers | | -Cost-benefit analysis
Phase Il Therapeutic Activity -Response
Pharmacogenomics/Biomarkers || IR
Phase | Dose --Pharmacokinetics

-Metabolism

Toxicity and dose-limited toxicity

-Maximum tolerated dose (MTD)
aSchadille

PK, Distribution in tissue

Phase 0 Exploratory




BAZIKEZ APXEZ KAINIKQN AOKIMQN

Phase IV Pharmacovigilance | -Late toxicity
Post Qappakoenaypunvnon -Cross-over reactions
marketing -New actions

Phase lll Clinicallyimportantactivity -Primary end point (OS, COPD
exacerbation, CRP,

-QolL

-Cost-benefit analysis

Phaselll TherapeuticActivity -Response Rate
-Toxicity

Phase | Dose --Pharmacokinetics

-Metabolism

Toxicity and dose-limited toxicity
-Maximum tolerated dose (MTD)
-Schedule
-Pharmacogenomics/Biomarkers
Phase 0 Exploratory
PK, Distribution intissue




NEA NMPOZEITIZH THZ EZATOMIKEYMENHZ IATPIKHZ 2TON 2XEAIAZMO AOKIMQN

MEAETEZ TYNOY OMNPEANAZ MEAETEZ TYNOY KAANAGIOY
Umbrella trial Basket trial
1 type of disease Multiple type of disease
different genetic mutations e o © Same genetic mutation o

. v Y }

Test drug 1 Test drug 3
Test drug 2 Test drug

‘http://jamanetwork.com/journals/jamaoncology/fullarticle /2591161



NEA NMPOZEITIZH THZ EZATOMIKEYMENHzZ IATPIKHZ 2TON 2XEAIAZMO AOKIMQN

Umbrella
trial

l Relatively improved prognostic homogeneity .

) Usually early phase, single-arm sub-studies
(all patients from same tumor group) .

Design: often single stage or Simon two-stage

with futility stopping

*  Preliminary target-treatment hypotheses

* Objective: identify large, unambiguous signals of
activity based on molecular features (rather
than tumor type)

*  “Success” within a sub-study may lead to larger
confirmatory study

* Usually 20-30 patients per “basket” or molecular

sub-study

* Largersize
==== * Longer duration
* Difficulty enrolling rare molecular
subtypes
*  Susceptibility to changes in the
“treatment landscape” during the trial



Patients with
advanced NSCLC
with EGFR ex20ins;
ECOG PS 0/1;

>1 prior line of tx
(phase Il only)

NEA NMPOZEITIZH THZ EZATOMIKEYMENHZ IATPIKHZ 2TON 2XEAIAZMO AOKIMQN

Phase I/1l Trial of Mobocertinib in Advanced NSCLC With EGFR Exon 20 Ins Mutations

Phase Il Dose Expansion: Mobocertinib 160 mg QD

Cohort 1: Refractory NSCLC with EGFR ex20ins,
no CNS mets that are both active and measurable

EXCLAIM Extension Cohort:

previously treated advanced
NSCLC with EGFR ex20ins

Cohort 2: Refractory NSCLC with HER2 ex20ins/point muts,
no CNS mets that are both active and measurable

Phase | Dose Cohort 3:. Refractory NSC.LC with EGFR or HER2 ex20ins or Current analysis:
point muts and active, measurable CNS mets

Escalation ) ) _
= Patients with metastatic

3 + 3 design Cohort 4: Tx-naive or tx-refractory NSCLC with . .
EGFR T790M or uncommon EGFR mutations NSCLC with EGFR ex2(?|ns
from EXCLAIM extension

Cohort 5: Refractory NSCLC with EGFR ex20ins cohort (n=96; n =86

and prior response to EGFR TKI with prior platinum) and
platinum-pretreated
Cohort 6: Tx-naive NSCLC with EGFR ex20ins patient (PPP) cohort (n =
114)
Cohort 7: Refractory non-NSCLC tumor types
with EGFR/HER2 muts
Primary endpoint (phase Il): ORR by RECIST v1.1 . Key secondary endpoints (phasell):

safety, tolerability, PK, efficacy

Zhou. WCLC2020. Abstr OA04.03. Zhou. JAMA Oncol. 2021;7:e214761. Riely. Cancer Discov. 2021;11:1688. NCT02716116.



Research Area:

MEAETEZ TYNOY KAAAGIOY
Basket trial
Multiple type of disease
Same genetic mutation

Fon'r?ruqs

Amgen Study ID Number: 20210104
: NCT Number: 05325866
Bemarituzumab

FORTITUDE-301: A Phase 1b/2, Multicenter, Open-label Basket Study Evaluating B elrna rit uzZuirna b

the Safety and Efficacy of Bemarituzumab Monotherapy in Solid Tumors With
FGFR2b Overexpression

Key Summary Point: Key Inclusion Criteria:
This is a phase 1b/2 study * Age = 18 years with histologically or cytologically confirmed
to evaluate the safety and cancer of one of the following types, relapsed or refractory
after at least 1 prior therapeutic regimen in advanced/
metastatic setting, as specified below:
— =1 line of therapy for HNSCC, intrahepatic
cholangiocarcinoma, platnum-resistant ovarian epithelial
“cell carcinoma (nciuding fallopian tube cancers and
primary peritoneal cancers), endometrial adenocarcinoma,
cervical carcinoma, and other solid tumors
— = 2 lines of therapy for TNBC

— lung adenocarcinoma: at least platinum-based
CTiemoInerapy, CHECKPOIT Mnnor, ang rargetead merapy

* [isease that is unresectable, locally advanced, or
metastatic (not amenable to curative therapy)

* FGFR2b overexpression as determined by centrally
performed IHC testing

* |\easurable disease by RECIST v1.1

* ECOGPS <1

efficacy of bemarituzumab
monotherapy in solid tumors
with FGFR2b overexpression.




2xedloopog — EktéAeon KAwikwv AoKLLWV

(ood Clinical Practice (GCP) 1s an infernational ethical and scienfific quality

standard for designing, conducting, recording and reporting trials that mnvolve the
parficipation of human subjects. Comphance with this standard provides public
assurance that the rights, safety and well-being of trial subjects are protected,
consistent with the principles that have their origin in the Declaration of Helsink,

and that the clinical trial data are credible.




2xeblaopocg — EktéAson KAwWLKwY AOKLUWV
Apxéc 0pOnc KAvikng MpaKTIKAG
Good Clinical Practice Guidelines

International Conference of Harmonization Harmonised Tripartite Guideline
Step 4, 1 May 1996 by ICH Steering Committee

The Informed Consent Form (ICF) is the main source of
Voluntary information to those considering participation in a clinical
research study and is used to document a participant's

informed consent.
SRR
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2XEAIAZMOZ KAINIKQN AOKIMQN

Good Clinical Practice Guidelines

6. CLINICAL TRIAL PROTOCOL AND PROTOCOL AMENDMENT(S).
6.1 General Inf oy atdom .o et e e naaaaan
6.2 Background Informatdom ..o e e aa——aaaas
6.3 Trial Objectives and Purpose ... Increase survival in resectable NSCLC ... ... ... ...
6.4 Trial Design Phase, endpoints, measurements.ta avoid bias, contralled, study population..
6.5 Selection and Withdrawal of Subjects ....Inclusion exclusion, ptsselection. . ... .. ...
6.6 Treatment of Subjects....Doses, schedule, dase modification.....................................
6.7 Assessment of Efficacy..... Methads.andintervals..............oo oo
6.8 Assessment of Safety oo e
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‘ 2XEAIAZMOZ KAINIKQN AOKIMQN

*316)0C (ENDPOINT)

*Eido¢ TnG peAeTng (paon I, paong I, paong III)
*Ano TO ENICTNHOVIKO EVIaPEPOV
(OykoAoyikn 9 Overall Survival, Progression Free Survival

COPD ==p AVANVEUOTIKEG JOKIHATIEG, EEAPOEIG THG VOOOU, VOOHAEIEG
Xeipoupyikn —> EniBioon oTic 30 N 90 NHEPEG HETA TO XEIPOUPYEIO
AOIHWEIOAOYIKN—DAEIKTEG PAEYHOVNG, ...EMIBiWON...)

*Ano TiG apxec (EMEA, FDA)




2XEAIAZMOZ KAINIKQN AOKIMQN

YIOKATAOTATEG ( | OVTIKATOLOTATEC) IOV UTTOPOUV val

npoBAEPouv TNV TEAKN K)\ng«'] €kBoon
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2XEAIAZMOZ KAINIKQN AOKIMQN

. : Mrnopouv va petpn0olv vwpitepa
[aTi va XpNoIHOTTOINGOUpE mm) Mo «BoAkdc» 1y Alyotepo emepPatiki LEB0SOG

Surrogate endpoints? ATtOSEKTOG YL EMLTAXUVOMEVN €yKplon «accelerated
- approval”
MAcovekTApOTO EVOG Mnopel va uetwoet to uEyedog Tou Selypatog
surrogate endpoint? Mropel va ustwoet tn dtapketa tTnG LEAETNG

-

Mrnopel va HELWOEL TO KOOTOC

H dtadopa petafu MPATMATIKOY kou
YNOKATAZTATOY okomou €ivat Omwe tn¢g EMLTAyng Ko
TWV HETPNTWV. ZUXVA MALPVELG (i emitayn vwpitepa
Ko elooit YyapoUpevog aAAd unopei va sivat akaAuvntn



IXEAIAZMOZ KAINIKQON AOKIMQN
Surrogate endpoints - PFS
Second and

First-line treatment further lines
of treatment

PFS

P dxpFS dx OS

-
-
[

PFS

PFS '

e ATtautel KpotTeEpPO delypa ?2???
e ATtalLtel MKPOTEPO SLaoTnpa napakoAovOnong

eMetparal aAdavOaocta
*Eival to teAko {ntoupevo , ., ,
e Acv ennpealetal and akoAovOeg Oeparneieg

0S KOLL Cross over Ogparnelwv
cons PFS cons

e Xperaletal LeEyAAEG LEAETEC e Aev £xeL TANPWG anodelxOel n aia Tou wg
*Mnopel va XpeLaoTel TOAU XpOVO yLa va surrogate tng emBiwong

EKTLUNOEL e Yiapxouv acadeLEG TOU XPOVOU
eEnnpealetal and akoAouBeg Oepaneieg npoodLoplopol

KOLL Cross over Ogparmnelwv




2XEAIAZMOZz KAINIKQN AOKIMAQN

e[lepypadn Twv HETPWV yLa eEAaxtotomoincn Twv bias (Aéaen npokatéAnding)

eTuxatlomnoinon
AlocTpwWUATWON
Stratification |
(ZuvnBwG oL KUPLOTEPOL TPOYVWOTLKOL TIOLPAYOVTEG)
boboly 0ty LU R "u'*i
TRLTY IO TLATYLLL
SN v N
bataty  dpdple Nty LI

bpdadg  Dalats  aehite ST




2XEAIAZMO2Z KAINIKQN AOKIMQN

e[leplypadn Twv HETPWV yLa eAaxLtotonoinon Twv bias

eTuyalomoilnon

*Blind (TudAonoinon)
Unblinded
or Open Label
Single blind

or single-masked

Double blind
or double-masked

Triple blind

All parties are aware of the treatment the participant
receives

Only the participant is unaware of the treatment they
receive

The participant and the clinicians / data collectors are
unaware of the treatment the participant receives

Participant, clinicians / data collectors and outcome
adjudicators / data analysts are all unaware of the
treatment the participant receives



2XEAIAZMO2 KAINIKQN AOKIMQN

e[leplypadn Twv LETPpWV yLa eAaxlotomnoinon twv bias

Oa uropouoe va givat

Blind (TuAomnoinon) blinded ueAétn;

IM-010 p——

Atezolizumab
Completely resected Cilsplatin + 1200 mg q21d -
stage IB-IIIA NSCLC pamatrexad, [ 16 cycles
per UICC/AJCC v7 gemcitabine, l ~m R Survival
- Stage IB tumors =4 cm dv‘l':;:::‘;"“:’ 11 - N=1005 L ~ follow-up
= ECOG 0-1
= Tumor tissue for PD-L1 analysis
N=1280 ~ -
~ - -_— - -
Stratification factors Primary endpoints Key secondary endpoints
= Male/female = In ig d DFS = OSin ITT population
= Stage (1B vs Il vs lIIA) hiasrarchically: = DFS in PD-L1 TC =50% (per SP283)
= Histology = PD-L1TC =1% (per SP263) stage 1I-111A population
= PD-L1 tumor axprassion status®: atages |1-111A population = By and S5-y DFS in all 3 populations
TC2/3 and any I1C va TCO/1 and =  All-randomized stage lI-111A population
IC2/3 va TCO/1 and 1CO/M .

ITT population (staga IB-111A)

PEARLS/KEYNOTE-091:
Randomized, Triple-Blind, Phase 3 Trial

Eligitzility for Registration

Eligibility for Randomizaticon
nfirmed s ( %,

of diseans FPembrolirzumab 200 mg Q3W

for 518 administrations (=1 yr)
= Adjuvant sthe

nsidered for sta
o tissue for

PD-L1 testing

ons (=1 yr)

Stratification Factors

Dual Primary End Points Secondary End Points
= Disease stage (IB va Il va I1IA) = DFS in the overall population = DFS in the PD-L1 TPS 1% population
= PD-L1 TPS (=1% va 1-49% vs 250%) * DFS In the PD-L1 TPS =250% = Q5 in the overall, PD-L1 TPS 250%, and
* Receipt of adjuvant chemotherapy (yes va no) population PD-L1 TPS 1% populations
= Geographic regien (Asia vs Eastern Eurcpe vs * Lung cancer-specific survival in the
Western Europe vs rest of world)

overall population
= Safety




2XEAIAZMOZ KAINIKQN AOKIMAQN

e ‘EAgy)xOC
... HE
KaBiepwpévn Ospaneia (av unapyetl)
J

Eikoviko ®dappako (Placebo

* ATTOLLOVWVOUV TO DEpaevTIKO
I anotéAeopa

Orteology

PUBLMCATIONS ~ EDUMCATIOMN ® H e lKéc ? ?

The first severe and critically ill patient with coronavirus dissass 2079 has been treated with leronlimab in a phase WeAAN clinical sriat, ——
annowunced Cytolym Inc., developer of the drug. A total of 15 patients have also besn csnrolied fo the phose I trial of paticrts with
mild to moderate COWVID-T9.

The first sewvere and critically ill pati

Nt with coronawvirus disease 2019 (COWVID-19) has been treated
writh leronlimalb in a phase llb/1ll clinical trial, announced CytoDyn Inc., developer of the drug. A total
of 15 patients have also been enrolled to the phase Il trial of patients with mild to Mmoderate COVID-

Randomizationin 2:1 with Leronlimab o

197
“WWe are very excited to start our PhaseZb/3 trial in patients with severe COVID-19. Based on the placebo
promising resuits from the EIND patients, we are hopeful that this randomized, placebo-controlled

Trial will give us the data needed for FDA approval and ultimately the basis to use leronlimab to save
lives in this pandemic,” Bruce Patterson, MDD, chief executive officer, Tounder, IncaeliDx, and advisor to
CytoDyn, said in a statement.

The companmy also announced that about 20 patients have received leronlimab under the Erga
Investigational Mew Drug authorizations granted by the FDua

The FDA granted clearance Torthe initiation and enrcliment of the cli
critic W patients with COWVID-19 Investigators aim 1o enrc =
randormized 2:1 to receive either leronlimab or placebo.

Primary end point: survival in 28 days
Secondary endpoint : survival in 14days

Leronlimab, a CCRS antagonist, will be administered for 2 weeks in this trial. The primary end point
of the study is the mortality rate at 28 days, and a secondary end point is the mortality rate at 14
days_ An interim analysis will be perforrmmed on the first 50 patients



https://www.targetedonc.com/view/first-patient-treated-in-phase-iibiii-trial-of-leronlimab-for-covid19
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Good Clinical Practice Guidelines

6. CLINICAL TRIAL PROTOCOL AND PROTOCOL AMENDMENT(S).
6.1 General Informatiom . oo e
6.2 Background Informatdom ..o e e aa——aaaas
6.3 Trial Objectives and Purpose ... Increase survival in resectable NSCLC ... ... ... ...
6.4 Trial Design Phase, endpoints, measurements.ta avoid bias, contralled, study population..
6.5 Selection and Withdrawal of Subj ect-slﬂCIUSjOﬂ.EXCI.USiOI),.ptS. selectior
6.6 Treatment of Subjects....Doses, schedule, dase modification.....................................
6.7 Assessment of Efficacy..... Methads.andintervals..............oo oo
6.8 Assessment of Safety oo e
6.9 = T 1 =



2XEAIAZMO2Z KAINIKQN AOKIMQN -

MNeplypadn Twv LETPWV yla eAaxlotomoinon Twv bias

* Notoc eivat o TANBUGOUOC;
* Tuyalomownpévn;

* Tudlonoinon;

® EAeyxOuEeVN ME...

CheckMate 816 study design?

Key Eligibility Criteria NIVO 360 mg Q3w
+

Newly diagnosed, resectable, N = 358

stage IB (> 4 cm)-IIA NSCLC chemod Q3w (3 cycles)
(per TNM 7t edition) 9_ Sursery

ECOG performance status 0-1 Radiologic - }
No known sensitizing EGFR restaging (w1th||21 6 Optional Follow-up
— —_— weeks :
mutations or ALK alterations Chemo*® Q3w (3 cycles) et —>| adjuvant |=——>
P chemo + RT®
treatment)

Stratified by

Stage (IB-Il vs IlIA),
PD-L1b (2 1% vs < 1%<), and sex




2XEAIAZMO2Z KAINIKQN MEAETQN

. ) ETI'.lAOVI] acBevwv Progression-Free

100 —4 Chemothe . Events, Median, HR P
Nivolumab rapy| Suwlval n mo (95% CI)
o n=211 n=212 Pembro 73 10.3 0.50
- 100+ <0.001
Median PFS, a2 5.9 904 Chemo 116 6.0 (0.37-0.68)
< 50 pettivied (30.56) (54.69) 1 i62%
=2 Ha=1.15 (95% CI: 0.91, 1.45), P= 148%
1 PFS rate L
w w0 %'Year rate.  ozeE¢l 23.2 115%
o _|
Mivolum

18

27
cinski et al, ESMO 2016 . Events, Median, HR P
Overall Survival n mo  (95%CI)
Pembro 44 NR 0.60
Chemo 64  NR  (0.41-089 OO
1001 180%
4 90 172% 170%
. 801 154%
70 A
Study population | .3 |
v 501 1 |
O 40 i !
301 p I
201 : |
107 i :
0 / ' } ’ ' .
0 6 9 12 15 18 21

C Langer et al. ESMO 2016



2XEAIAZMO2Z KAINIKQN MEAETQN

* Emloyn acBsvwv
PFS And OS Subgroup Analyses (All Randomized Patients)

Patients, n Unstratified HR Unstratified HR (95% CI)

Nivolumab Chemotherapy PFS os PFS os
Overall 271 270 1.19 1.08 ie— ——
>65 years 123 137 121  1.04 o ——
<65 years 148 133 1.17 1.13 S —o—
Male 184 148 1.05 0.97 —— ——
Female 87 122 136 115 ie— ———
ECOG PS =0 85 a3 1.69 1.11 P —o— ——
ECOG PS 21 185 177 1.01  1.02 —— —
Squamous 65 64 083 082 — —_—
Mon-squamous 206 206 1.29 117 2—.— ...._
Never smoker 30 29 251 1.02 § —— _._
Former smoker 186 182 1.14 1.09 —-—— ——
Current smoker o2 55 1.03 1.05 + _!'_
250% PD-L1+ as 126 1.07 0.90 —_— ——

0os 1 2 4 05 1 2 s

Nivolumab «— Chemotherapy Nivolumab «—» Chemotherapy

Socinski MA, et al. Ann Oncol. 2016;27(Suppl 6): Abstract LBAT.



2XEAIAZMOZ KAINIKQN AOKIMAQN

* Emloyn acBsvwv

Nivolumab Arm

100 A Low Medium High
n =862 n =49 n =47
90 -
Median PFS, months 4.2 3.6 9.7
80 - (95% CI) (2.8, 5.8) (2.7,7.0) (5.5, NA)
70
60
=
5 50 A
L
l -
40 A High
30
20
Low
10 ?
0+ : : : : Medium
0 3 6 e] 12 15 18 21 24
Months

TMB tertile

Total missense mutations, no.

Low 0 to <100
Medium 100to 242
High =243

100
90 -
80 -
70
60 -
50 -
40 -
30
20
10

0 -

Check Mate 026: PFS by TMB

Low Medium High
n=41 n=53 n =60

: Median PFS, months 6.9 6.5 5.8

L,  (95% CI) (5.5, NA) (4.7,99) (4.4,91

3 6 9 12 15 18 21
Months

Outcomes were comparable for patients with low and medium TMB

Peters S et al Cancer Res 2017; 77(13 Suppl): Abstract CT082
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Good Clinical Practice Guidelines
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2XEAIAZMO2Z KAINIKQN MEAETQN

2TaTloTtikn Avaluon

e[leplypadr TwV OTATIOTIKWY PEBOSWV, KOL OV TIPOYPAUUATIOTNKE EVOLALEDN
avaAuvon

*Tov aplOpo Twv acBevwv nou npoPAEneTaL va evtaxBolv

eTo eninedo onpavTikotnToC 1Iou Ba YpnotlpomnolnBet

*[1poBAePn evdlapeowv avalloswv ( 1 to deiyua)

e[lpoemidoyn tou MANBUoHOUL TTov Ba CUPETEXEL oTNV avaAuon (.. ool
Tuyatomnoindnkayv, ool eAafav dappako, Aot ol katdAAnAot (intent to treat
population), kTtA)



2XEAIAZMO2Z KAINIKQN AOKIMQN

2tatiotikn AvaAuc
If drug really doesn’t If drug really works
work
B

Probability the trial 1-a=97.5%
shows no efficacy

Probability the trial a=2.5% (one 1-B “power”
sided)

shows efficacy

II\ \ miuictk l‘\ﬂ imnArraaco
\I" |[RRASISA A IR AV B @ S | &
More likely observation ﬁ Suppose the new drug is
.L. truly ineffectziye

= P-value

= very un-likely very un-iikety FDA requires a significance

= observations observations .

= Obecrved level of 2.5% (two sided 5%)

o- 1 data point\ . .

— - » on the probability that the trial

Set of possible resuits will mistakenly show efficacy

A p-value (shaded green area) is the probability of an observed
(or more extreme) result assuming that the null hypothesis is true.
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Stricter p-value (0.001, 0.0001etc)
Anouteitat moAU peyoAutepo deiypa
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Non-Inferiority Trials (cont)

PELI‘EXECI Docetaxel Pemetrexed
- (n=276) (n=265)
-_I-"'hl Median survival (months) 7.9 8.3
v 1-year survival (%) 29.7 29.7
0.
15
—
— Pemetrexed .,
Docetaxel -

Hanna N, et al. J Clin Oncol 2004;22
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Non-Inferiority Trials (cont)

Grade 3 and 4 Hematologic Toxicity

Y% of Pemetrexed % of Docetaxel
Fatients Patients

(n = 285) (n = 276)

Meutropenia

Febrile Neutropenia
Meutropenia with infection
Anemia 4.2 4.3
Thrombocytopenia 1.9 0.4

Hanna N, et al. J Clin Oncol 2004;22
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Amivantamab compared with real-world therapies in patients with EGFR exon20ins+ NSCLC who have

progressed after platinum doublet chemotherap
OS — CHRYSALIS vs pooled RWD PFS — CHRYSALIS vs pooled RWD

) )
0 Median (95% Cl) 12.8(10.6,17.4) 22.8(17.5,NE) 0 Median (95% Cl) 2.9(2.6,4.2) 8.3(6.5,10.9)
HR vs RWD (95% Cl) 0.49(0.31,0.77) HR vs RWD (95% Cl) 0.47 (0.34,0.65)
0.8 - :74% 0.8 =
: 63%
X 06 4 X 06 4 : :
2 2 : CHRYSALIS (n=81)
g : S : :
= F= : : RWD pooled (n=125
5 04 - CHRYSALIS (n=81) 5 04 - 36% : pooled (n=125)
: 30% : :
0:2 7 25% C 12% 0-2 7 : 12%
RWD pooled (n=125) : P 3% : f 3%
. N - . © 6% e
0 L] L] L] L] L] L] L] L] L] 1 o L] L] L] L] 1
0 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30
Months Months
Number at risk Number at risk
RWD pooled (n=125) 74 48 33 19 10 5 3 1 0 0 0 RWD pooled (n=125) 80 17 7 2 1 1
CHRYSALIS (n=81) 81 72 53 18 4 2 0 0 0 0 0 CHRYSALIS (n=81) 81 41 11 1 0

Patients treated with amivantamab had a 51% risk reduction in death (OS, HR [95% CI]: 0.49 [0.31, 0.77]) and a 53% risk

reduction in progression or death (PFS, HR [95% Cl]: 0.47 [0.34, 0.65]) vs pooled RWD

Minchom JCO 21
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