Dead Heat

If you're walking down the right path and you’re willing

to keep walking, eventually you’ll make progress.

--- Barack Obama
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1. A clinical trial is a scientific research activity in human subjects undertaken to
determine prospectively the effect and value of preventive, diagnostic, and

therapeutic agents, devices, regimens, and procedures.
Hopwood MD, Mabry JC, Sibley WL; R-2635-NIH Rand Corporation, 1980
Prospectively & 1%, fERN TORNCHTEZ 6D L Z L2 BEW®WT 5,

2. A clinical trial is any form of planned experiment which involves patients and is
designated to elucidate the most appropriate treatment of future patients...
retrospective surveys are unplanned observational studies and hence do not fit the

definition.
Pocock SJ. Clinical Trials: A practical approach. Wiley, 1983
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3. A scientific experiment that generates clinical data for the purpose of evaluating
one or more therapies on a patient population. Implicit in the trial is the fact that the
clinical investigator has control of the process by which a treatment is assigned to a

patient.

Gelber RD, Zelen M: Planning and reporting of clinical trials. In: Calebresi P (ed).

Medical Oncology. Macmillan, 1985.
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The purpose of biomedical research involving human subjects must be to improve
diagnostic, therapeutic, and prophylactic procedures and the understanding of the

aetiology and pathogenesis of disease. (Declaration of Helsinki. Intro)
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EXAMPLE AND EXERCISE

Example 1: Rociletinib by Clovis Oncology ®

FE/ N E O T H ER R ER T2 FIK(EGFR)ICE B FFIZ exon 19 & 5 VM exon
21 2B} 5 L858R ICEE Ao A . EGFR [LEIMH TH 5 gefitinib, erlotionib,
afatinib 2% 50~70% D F N EZRT, Loyl EGFR BAERZMHE\VHITHE 1FH Lk
W) B EOBFETTIOM ZE 2K L, EAMELZRT, ZOLERERT LA
FIANDORMIZ2HEEZY D X 5127 5, &L S 472 Rociletinib I% exon 19 deletions,
L858R, T790M (ZZ& %A b OfitifE 2 s/ NS 2@ &b 5 Z & BRIERKMFIE TH & 2
IZ72 > T 5%, Rociletinib [Z7Ek D EGFR PAEIK L IXRZR Y | [EF O EGFRIZKT 2
MRFID NI BB TR E VS TCRER b Bbnsd, $-8MERLY
200ng/mL ZfERF 92 L RS R A BET L 2 L bR I N TV D, £ 2T BFD
EGFR [HEHZ&HE L THHENHE KL Cx7z, HDo EGFR ICERZ & SH#EATIE/NM
il A g FR - X A& RFB21C Rociletinib D% 1 fHE KOV T AHEE RSB 2 £hi4 2 2 & 12
L7,

1 H 150mg 7> 5 B4 L, 900mg x 2/day £ CH{&E L7223, MTD 2RO DHIZIZEL R
Mmolz, LnL, @S EEETALN TS,
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T790M (25 A RZFF> (46 N) : A% 59% (95%Cl: 45 ~ 73%).,



T790M BB T AR ZFFI-72WIEE (17 N) - B 29% (95%Cl: 8 ~ 51%),

Example 2: AZD9291 by AstraZeneca ®

2015 4= 4 H 30 HZ17® New England Journal of Medicine (Z5ll®> EGFR P
AZD9291 ® Phase I + I OFERBERIN TN D,

Phase I : 31 A

1 H 20mg 5 BH4E L. 240mg /day £ CTHIE L7723, MTD 2D 5 IZIETEDL ) o
72, Grade MPL LTI THINZ HAHRTWD,

Phase 1:222 A

T790M (TR F 2 H % F7-5 (138 A HREAT AT HE 127 A) - A 20 % 61% (95%Cl: 52 ~ 70%),
Progression-free survival: 9.6 7»H (95%Cl: 8.3 ~)

T790M [ZEAB FEREAZFFIZ WG (62 NI rT Rz 61 N) - A %03 21% (95%Cl: 12
~ 34%), Progression-free survival: 2.8 7» A (95%Cl: 2.1 ~ 4.3)
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Exercise 1

% 1+ T4 % 10mg, 20mg, 30mg, 40mg, 50mg & #<° L 7= & & | grade TMLL
FORFBREEPBELZVWERE L EE MAOT Y b U —B3%E) 2 MTD (X 11]

mg 7 ?

10mg: 3 A, 20mg: 3 A, 30mg: 3 A, 40mg: 3 A,50mg:6 A = ©&Fl:36 A
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Z O [REKIZ New England Journal of Medicine (2% 3¢ & U 7= g PR B 5 1%, Clovis
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T790M 28 B % 3k U 7= FE /Nl K it FR 3 & AU IS BRI 22 42024l 2 BEIE#E /Mc D\ T
B THdZEINRENTZ, LnL, TT90M B F+ZE RN S TH 5 oA 1F
FUfEA 2R TH Y . ZOFM 2 FINIEEZ L DM/ S L1200 TiER, AY
WCEREIADORMEMIZTZ LN TE 500% Phase T OFEREZFF-72 TEAe b2
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BT, 2O TEMNEOE Il RER T, 77 Rk ~%nH progression-free
survival #, M FNHAEEZZ b CTIE L LT 55 XA HL D, Example 3 2%
S TIFEN 15 WA DM TH D, L LHIZEE LT P2 0.005 THREFAMICHET
HHZEEERETDH, MAFFENICHEELD LAWY, BERMICIEZV AR RO TH
A2 MAT, HIZ80 T2 5iakE (13& A LITEHOKE T bEE S
AMETHEDVEKRLTWHRWY) TRIEH H Y W@ WET 72 < TR b3, 1
ZLTZDOL ) BRIBEPARYIEF S ARHEDLEDIT/R o TWDEDEA S H? R
FROHCHME TH -2V, WEKEORROLDIZHR > TV L TWARVNES
DI

ANSWER TO THE QUESTION
MEFHCAERE CTHoTemb & o T, BRMICEEN DD LIXRE 2V, #iE Tk
P<0.05 R E—FEDN Y A TZRH LN HEBIZOWTEZIMHRICTA %255
D TILAR W,
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