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Control Gefitinib Cpdl Gefitinib

FIG. 5b




PCT/US2018/015150

WO 2018/140554

6/11

FIG. 6a

Qs

Corndrod

FIG. 6b

A o4 B T N i B -

SRR SRR RN
‘ .

o

AR AR ARV NRARR AN

Wy

.......... e
” ,“\..\.._______..______....._...__.___..______....._...__.___..______....._..__.___..______...__.,.__...______..______....._...__.___..______....._...__.___..______....._...__.__..______.,.__..__..._______..______...._...__.___..______....._...__.___..______....._...__.___..______....._..._______,_._____...____...__.___..______....._...__.___..______....._...__.___..______....._...__.___.._____n\.._______..______....._...__.___..______....._...__.___..______....._...__._1.._._.,.___..t._...______....._...__.___..______....._...__.___..______....._...__.___..______.,.____...__.__...__.__...__‘_...__.__...______....._...__.___..______....._...__.___..______...__\._______..__.__..____'...._______.\H\\H\\H;\\Hnﬁ\h@w\h\\uwﬁnﬁﬁ““n.p .
. I‘ . .nl - . 11l.||. .|+‘—.. .|.u.\—.. - .nli . ”lu - “l” ) —.‘i Lo . l

% ."'q.

st

||||||

[

-

430 oo B

_ '1*-.iiiiiiiii@x&iiiﬁéﬁi&x&

OO

o ey ey

m\m m\w %

it RN - RSP v BTN o0 B
£ e

[ )

L

'. I..
1




WO 2018/140554 PCT/US2018/015150
7/11

FIG, 7a

1 r T T T T TN
1 v T chhT T
LR

+ +
+ + % 4+ + +

T o
T r T N B r T 4

* + & - T +
--.-+l|..'ll|--.--.-+.'...
RN ]

o v ¥ ¥ AT + R
T v + r 4 r +

TR 3
FIG. 7b
. RN
. SRR
N
X
A )
L SRR .
g .
y B
LT T
N
X
o IO
. R
X
N
TR IUR -
X g 3%
RN TR
N
X
N
. N Bhchca
LR e
X N
: 3 T AR
. 53 . % N
TR . : o
R L ) -
LN . e L
- R . L - -
g oW . L S T
L - . [ -
R - . :
) - .
R : .
. -3 5 L :
T - . o ' | S
- . N e ::: :.. : : o
3 ) - . . ' -
_ :% " ::: . : o
' \\\ s ::: . : ::::
- R . L 3 : T
N e . : : T
| SR - L f ) D NN
: L : 8 | | 5 ¥ B
N N " :Z: Z : :Z:Z - ':"”"””
A R N " ::: . : . o Lo
o R - . 3 : T :
o R C L . - ) L R . L - .
- S 'b\:‘u\xxxxxxxxx‘m&%‘\ SNAOLLAAAAAAARAAA AR AR AR AR A AR VLA, 1.:‘\.x‘-»:-».xxxxxxxxyxxxxxxxxxxxxxﬁ:\__ SSURRARR AR AR SRR SRR AN '*-»:-»:-»:-»:-»:-:-»:n:-..xxxx*ﬁf




WO 2018/140554

3/11

FIG. 8a

+++++++++++
iiiiiiiiiiiiiii
+++++++++++++++
iiiiiiii

", |
GO N
AR i R
. T a7 - +h L] l.':'.'l . -I
N N

llllllllll
B+ + + 4 4 % B W% B EEES A KA
W o+ h o h d B W% A" EEEE YN I-'r

I S e T s v o N IR N N e hoh m N m - w i m T T N R R e N N A A A A E R e R A E A A E R R R T T N
T h B h W A w L

SR ] ] L, Y + L . [ L .-

L+ o+ | ] L | = 3 + + ] L) B l.

T 4 + T L L] 1 L . L] EEE %% NN

r T w LI ] - LI Y + l. - l. .+ -+ 4 . s ] ] - L
B v A E & L] L L . o N - LR [ l.
TN L] + 1 + w T+t 4 ] L] LI | L
++++++++++++++ ] . - L ] .

+ v kTt r T L] ] ) - L |

- L + 1 + r R T T T

T 'r++i ‘.llil*i“'r
sl

IIIIIIIIIIII

+ 4 " 4 4 " BN T

e

!-'I_.l. +
L] L
L] -+
ii‘-l-i ..."" LI
l+1"l
+
o+

- - L W) hl LI L] B EEY 4+ F oo+ L EY o h o+ TR F T
Ll
1

lllllllllllllllll

lllllllllllllllllllllllllllll
‘.Ii‘iii++++++i~.“iillliii L L L B D
HEE % % 4 4 4 h + + F++F TR EEY Y% AR RN R+ o+ R -
LI LI BEBE L B L D I S DR O O DL UL I B I B B B AN ) " r = B

HEE LEE DL R D B L UL O D D O B AN BN B R B | LA |

._.I LI N N N N N NN B B B B B I I_. iiiiii L] + a -
l_.l B+ + 4 A L L B N N W B ) L L B B -

] I..++i._‘+x 4 % h %% ok och ok ok EYE A

%" kR L I N B ] -

lllllllllllllllllllll
Illlliiliiilillliiiiill_‘ iiilll+1i‘-
B E % %% ochohoh - - L] L] - LI I + * 4 " Bt o

[
|||||

LI B+ 4k LI T | .
L BN B B ‘1'..'.1‘1'1*11.1'1"1‘.‘- E T %" %%+ N

iiiii + 4 + 4 & + 4 + % + r F +F U B + 4 B % + A -
L L L L L B B B LEE B EE NE B N N N I I L] +

iiiiiiiiiiiiiiiiii
llllllllllllllllllllllllll

lllllllllllllllllllllll

R *-1*-":a*:i'i:‘\"é:-:1‘:3:::1:::1:1:1:::1:1:1:=:=:1:=:5§x -
T“. IIII.:'II.. IIIIIIIIIIIIIIII‘IIII‘ _
e
e

=+ H R ok % % % % NN N % chochok ok BEF -

iiiiiiiiiiii

LI ] L N ]
Ll B BN | | [ ]
T x
"u - - "'q_. - .
o rETTTTY n Ak T T h T hRE T
++++++++++++ ...l ‘..'i'r'|'+++'i+'|"|
r T Ll L] - r v + v+ + ron
T T T T rvr + 1T
& bR 4+ rrrrr " RE ... L] " B R LR E AT
T+ v+ + 4 4 A" BN Hr 4% + + v+ +
4+ & - T .
.'l =
....'i+“-+i+
Tty

RSN A A \" iiiii T
Noepe R e BN R

- LI I ] -..
-lll + I.'.-I.l ‘-“++++++++++++iil.'.-lil.‘- illl
e
_.-.:;E::.'.:.:i:.:.:+:,:.:i:i:.:,:.:.:.' ":':EEEEE_
\. ..... -_:\\'l.:f':_:.“. : »
g '~::::::‘::.:.‘..:_.:::av+:.;:;i_h
T,
..“.":'.Ili‘i-l--l-ll--r

llllllllll

+++++++++++++
EE N N N N N
T kRt T T
rrrrrrrrrrrrrr
++++++++++++++++

e
+++++++++++++++++++++
iiiiiiiiiiiiiiiiiiii

iiiiiiiiiiii
s bk A h o+
T b+ %"k EY T+ N

- -
- N -rq,‘_.'h_‘ -+
++++++++++++++++ - B+ v + 4 L | L] L = %N
R e e e ] kN RN
R R A E EE R R R e N NNk kW
'1'1'... +++++++++++++++++++++ L " BN L3
. A E E E R Y -
. N N EE

- 4 & u

" EE+FR- T FF Tt FFEFFFEFAFFErFFFFFF A FF AR hh " B EEEE N EEE Y Y EY YY" RS Y AT REER
L] L] + + -|-+++++++++-r++-l++++i-iii-lli+illIIIIII‘II“II““““III
" h RN 1 T 4 % % h ok h " EEE YR B E % dE%T % "YYW R"REAEE
LI R ) o o ko hF F FFFF T FFFFF A A" "R A" B R R R E RN E Y% O E Y A EYT YY" ER
- Eh RN L I [ T N N I N I I I I I N N R N N RN NN RN N
[ ] "k kAT Y 'ri'l‘ii‘i'l"lii'l'ii++i+++ii+iiillll..lilIlilllliiiii‘f‘l‘i‘iiii““'!
] .'. iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii
" k4 r R --rl-i-lllliiiiiiiiiiiiiiliiii.l... Bk EEEEE RS Y%A AR d ko hhhd R
" k%t L L L B DL B BN DR DR DR DR DR O DL ON DR DL DR DR DR DR O D DL BN B B DL BN N EEEE% %% W% htF ottt hE Y RN
- L L B -
L L
L]

FIG. 8b

P
..

LA L LSS S LTS ASSLLLLLLLE

*

!' .f-'.-_-':
A

%

-
4 - '
-ml.-
. _‘-1
o
T F

b
S S R S
S A A

;:;ﬁ‘ :
e
i

-
“d

o

Fy ‘-;J
-

1

L

lllllllllllllll

e

llllllll

lllllll

lllllllllllll

llllllllll

SRR
!‘1:233: ':EE:I:‘ RNt
= '

4 4 4 4 4 4 4 444 4444494944999 49499949994999499494949+49490

L

4

N
2

4+ H + B 9 B 4 % % 4 L]

llllllllllll

rrrrrr

llllll

PCT/US2018/015150

T o+

vvvvv

llllllllllllllllllllllllllllllllllllllllllllllllllllllllll

l‘l‘l‘l“‘l‘l‘ 1

____________ .

"iEiEiEiEiEiEiEiEiEiEi!fEiEGEiEiEiEiEiEiEiEiEiBn_

rrrrr
rrrrrrrrr

+ v &+ ohF oA+

vt T T+ttt

I..IIIIIII

||||||||||||||
iiiiiiiiiiiiiiiii

L LB L B B NN U N O

' LI
(DL L L L I B DL D D D D DR DR O D D D B D B | .
iiiiiiiiiiiiiiiiiiiiiiii
RS I B I B DL DL DR L L N B B U B U B B
L N B B N D D N D D O B B B R B B O B B BN B

. ' '
. i P

. r
[ I +

- -““h:_ v .‘“‘:‘5:;::‘:'
.... u :.‘\\:\\\. ....IN-‘“
TTTTTTTTTTTTTTTTTT ++-r+-r++++ii*“ll..-lllll- -I-l & & B B .-l‘l-..... .

‘. rrrrrrrrrrrrrrrrrr I..

o+ o+ + & +

1 T+ 4 "%t T TTTTT + + + W N B H B EE %Y EEEESY Y EEER
lllllllllllllllllllllllllllllllllllllllllllllllll
rr+ rrF+Frrrdrthdht T ++i-il... HE H kA EEEEELEW"EEEEEEETSR
1 r T+ + +HtFt+tTrrrrTTTTTT + + + B B B b &k kBB E%Y" A EEEER R

rrrrrr ++i-l-l--l--lllll..lllll.'l..lllllIllllllll
L B N L N O B D N I I A IIIII.. " % %" %" " B E" R R EEER

e

-I-I-I-I-:‘:-:-:-:-I‘E‘I.I.I.'l

lllllllllllllllllllllllllllll

lllllllllllllllllllllllllllllll

L]
L]
-
n
L]

B B B BB EEEEES S %+ od A" N A+ DR R EEAR
HE B E B EEEEEY %4+ + % chYE AR LI I LI

H E BB EEEE Y% 4 4+ o+ hd s h YR d AR LB I -
[N BN B B B B DN U D U B N B N N N I - & W -

B E % 4 4+ hdohEd " Y YEYYRYEY YR
iiiiiiiiiiiiiiiiiiiiiiiii

[ I IR BE BE DS D NE U DL U BN AN B B DL BN N DR B N BN A



WO 2018/140554 PCT/US2018/015150
9/11

FIG. 9

FIG. 10
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FIG. 11

Compound 1 (nM)
30 100 300 1000 3000 10000

l‘iiiilliiiiill

S i S p-EGFR (Y1068)

- . -i.'I_. - + 0 --+"q_. - T ] LU
T rr T h %% %W EEEENE + T r T r + 1 ] r T 4 I AR AR A A E R A A A E L A A R
L] IR R A R A R A A R R A L R R E R E R R L T N
R e e T R I e i I I + T - r T T rT T T T T +++F T rTrrTrT
-

+ 4%t T T

+ + + + + + +
T T T T TrT + + + v T T

EGFR

u
E H B EEA&R
- - " %" %" B EY T T
r v rr + F+ ¥ FhohFF A AR YRS T

+ r 4+« B B BN HEEE 4+ rr 4% 8% RARAR o d R E R R h o hd R R
[ IR N RN EBEEREEBEERERDBERIENNRIERERREELEREERENRBENESERENENEENESEEIEIEIEIE RN RN
- + v v 4 o d hh o dhhd o hh o dhdF oy rhdhh o hh o hF A Ad T

- - - ] r T + -
+ L] - kR EEER - T
. + . . - | |

+ T
un + & -
L] LR - l.l.l... -++-i LT
-
L) - - T+ - o+ *

" % %% YRR Y ORORN O T 1 T + 4 L -
* v v r ¥+ + ¥ + + + + 1 - [ .. 1 - * r W + T

. LR T TR T B + + - + 0 . r
T 1, L] I.. + v + 0 "T T
L] LI B B B B B B B B
. + LI )

LN
r v 4 %" " "N L
LI L B N N A D I D N I B L D

" %" %"t rrthrrrhhh R T
L T T A T R T R I R BN R 1 L] r + + F F F ok FFFFFEFFEFETrr A F A FFEFF AT
+ LI B U B ) % F rrrhhrrr A+t FFFFFFFEFEFFEAFETTrrFFFFFFFEF A EA
+ + ko hoh koo kbt hhrrr ko ko hdd ok
- + + 4 B Ll * + v ¥ b h o+ FFFFFFFFAFAF DA F o hddhdd o hhd A
-Illll--ri LI I I I L I I A N I I I I I I N I N N U N N O B O I
r

kR EER
kR R RS T Tk

T L L B B N L DL DL UL D B U B B D O B B B B B B B B B B
oy v 4 %" WYY Y R A RN T r T h LI LI

[ T r T T r T T h

LR
v r v choh ok hhohoh



WO 2018/140554

DMS 11502270v1

11/11

FIG. 12
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