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agtttcccttccgctcacctccgectgagcagtggagaaggcggcactctggtggggctgctccaggcatgcagatccca
caggcgccctggccagtegtctgggcggtgctacaactgggctggeggecaggatggttettagactccccagacaggec
ctggaacccccccaccttcttcccagecctgetegtggtgaccgaaggggacaacgccaccttcacctgcagcttcteca
acacatcggagagcttcgtgctaaactggtaccgcatgagccccagcaaccagacggacaagctggecgecttccccgag
gaccgcagccagcccggccaggactgccgcttccgtgtcacacaactgcccaacgggcgtgacttccacatgagegtggt
cagggcccggcgcaatgacagcggcacctacctctgtggggccatctccctggecccccaaggecgcagatcaaagagagcee
tgcgggcagagctcagggtgacagagagaagggcagaagtgcccacagcccaccccagcccctcacccaggccagccgge
cagttccaaaccctggtggttggtgtcgtgggcggectgectgggcagectggtgetgectagtctgggtectggecgtcat
ctgctcccgggccgecacgagggacaataggagccaggcgcaccggccageccctgaaggaggaccectcagecgtgectg
tgttctctgtggactatggggagctggatttccagtggcgagagaagaccccggagccccccgtgecctgtgtecctgag
cagacggagtatgccaccattgtctttcctagcggaatgggcacctcatcccccgecccgcaggggctcagccgacggcce
tcggagtgcccagccactgaggcctgaggatggacactgctcttggcccctectgaccggcttccttggeccaccagtgttc
tgcagaccctccaccatgagcccgggtcagegecatttcctcaggagaagcaggcagggtgcaggecattgcaggecgtec
aggggctgagctgcctgggggcgaccggggctccagcctgcacctgcaccaggcacagccccaccacaggactcatgtct
caatgcccacagtgagcccaggcagcaggtgtcaccgtcccctacagggagggccagatgcagtcactgettcaggtect
gccagcacagagctgcectgcegtccagctccctgaatctectgetgetgetgetgetgetgetgetgetgectgecggeccgg
ggctgaaggcgccgtggecctgectgacgccccggagectectgectgaacttgggggctggttggagatggecttggag
cagccaaggtgcccctggcagtggcatcccgaaacgccctggacgcagggcccaagactgggcacaggagtgggaggtac
atggggctggggactccccaggagttatctgctccctgcaggcctagagaagtttcagggaaggtcagaagagctectgg
ctgtggtgggcagggcaggaaacccctcccacctttacacatgcccaggcagcacctcaggecctttgtggggcagggaa
gctgaggcagtaagcgggcaggcagagctggaggcectttcaggccagccagcactctggectectgecgecgecattccac
cccagcccctcacaccactcgggagagggacatcctacggtcccaaggtcaggagggcagggctggggttgactcaggec
cctcccagctgtggecacctgggtgttgggagggcagaagtgcaggcacctagggccccccatgtgecccaccctgggage
tctccttggaacccattcctgaaattatttaaaggggttggccgggcteccaccagggcectgggtgggaaggtacaggeg
ttcccccggggectagtaccececcgegtggectatccactectcacatccacacactgcacccccactecctggggcaggge
caccagcatccaggcggccagcaggcacctgagtggctgggacaagggatccccctteccctgtggttctattatattata
attataattaaatatgagagcatgct
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caggtgcagctacagcagtggggcgcaggactgttgaagccttcggagaccctgtceccctcacctgegetgtectatggtgg
gtccttcagtgattactactggaactggatccgccagcccccagggaaggggctggagtggattggggaaatcaatcate
gtggaagcaccaactccaacccgtccctcaagagtcgagtcaccctatcactagacacgtccaagaaccagttctccctg
aagctgaggtctgtgaccgccgcggacacggctgtgtattactgtgegtttggatatagtgactacgagtacaactggtt
cgacccctggggccagggaaccctggtcaccgtctecctcagctagcaccaagggcccatccgtettecccctggegecct
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gctccaggagcacctccgagagcacagccgccctgggetgectggtcaaggactacttccccgaaccggtgacggtgteg
tggaactcaggcgccctgaccagcggcgtgcacaccttcccggctgtectacagtcecctcaggactctactccctcageag
cgtggtgaccgtgccctccagcagcttgggcacgaagacctacacctgcaacgtagatcacaagcccagcaacaccaagg
tggacaagagagttgagtccaaatatggtcccccatgcccaccatgcccagcacctgagttcctggggggaccatcagte
ttcctgttccccccaaaacccaaggacactctcatgatctcccggaccectgaggtcacgtgegtggtggtggacgtgag
ccaggaagaccccgaggtccagttcaactggtacgtggatggcgtggaggtgcataatgccaagacaaagccgcgggagg
agcagttcaacagcacgtaccgtgtggtcagcgtcctcaccgtcctgcaccaggactggctgaacggcaaggagtacaag
tgcaaggtctccaacaaaggcctcccgtcctccatcgagaaaaccatctccaaagccaaagggcagccccgagagccaca
ggtgtacaccctgcccccatcccaggaggagatgaccaagaaccaggtcagcctgacctgectggtcaaaggcttctace
ccagcgacatcgccgtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctcccgtgctggactee
gacggctccttcttcctctacagcaggctaaccgtggacaagagcaggtggcaggaggggaatgtcttctcatgctccgt
gatgcatgaggctctgcacaaccactacacacagaagagcctctccctgtctctgggtaaatga
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gaaattgtgttgacacagtctccagccaccctgtctttgtctccaggggaaagagccaccctctectgcagggccagtea
gagtattagcagctacttagcctggtaccaacagaaacctggccaggctcccaggctcctcatctatgatgcatccaaca
gggccactggcatcccagccaggttcagtggcagtgggtctgggacagacttcactctcaccatcagcagecctagagect
gaagattttgcagtttattactgtcagcagcgtagcaactggcctctcacttttggccaggggaccaacctggagatcaa
acgtacggtggctgcaccatctgtcttcatcttcccgccatctgatgagcagttgaaatctggaactgectetgttgtgt
gcctgctgaataacttctatcccagagaggccaaagtacagtggaaggtggataacgccctccaatcgggtaactcccag
gagagtgtcacagagcaggacagcaaggacagcacctacagcctcagcagcaccctgacgctgagcaaagcagactacga
gaaacacaaagtctacgcctgcgaagtcacccatcagggcctgagctcgeccgtcacaaagagcttcaacaggggagagt
gttag

oooooao

ooooooooobd

MYPPPY

10

20



JP 2020-522691 A 2020.7.30

oggoao

(96)

ogogoano

wEN
31 ¥
394 J1SN [ ISNH ] W 918 WS
i L i i. i A g—.ﬂ 'H
0 360 2 ¥R e
ﬁ ¥ P -
] » . 02 44 sy,
Y e wol % " 3
. * * . L fallg ¥
* i . § 603 e
* 2 WRxg =~
* * * * & e ]
* ﬁ whe '
* ® ® * or >, s o HHAW2 W
_ Mw: HHRAM2LN
O Bl
* * % & ue vin
7 g1 o
Ler 10 - LN BT
. 2 !
* —_ (-3 o
- {%)0'sd 5003
i
* 4 gt BHoF
(-] ¥LodL
Wt Y
5 75 Y8
e WE
% ¢ itaee W6
3 58 & fwa'wee>
1v) 4 <3 —\/FEl - €OV O 052185 & (W) WE¥ S
O
BHEENILEWOY < bcr—> L E
ainb o
z aanbiy O ¥ ainbig
WREW L0 LSRN
TAR 0= PPN SO LA b sy Moo B SO i A BN Y NS a0
EWWEAMOC LD > HE AT Il I LSO
VEGEW VW TLLEL UYL YT LOFOLH
Wr—VILOMANYR (NG INYRZT—11) 51K b
EFNRBOEOL (WRMH
LE L=l b ANFAVHEF Y-V I1LOHF) L 1-0d L —-0dW
AWM E BHE A UFLAAGARRENTHEOF
HINMCRY RN (WEHBTIENTIRY) BUF
(OVXOWA TLLLINW “YINY "2T-0IERI Y8 ER O
FO~01 QU EBHWIT-047 1 -0 T LN T Fr-VUIH | *5dI0ENTREE L33 >04
WY
WHHEETORTFHEZY —CHRBO 1 0¥ OHDW
a¢ anbiy
CYRR R DA TR T
FACHD0 W 1T -0 ) (ML EYEN L D BEC -0V IARNEE I EELINR IR T -0 oL
NTHCNNIBHA T FRE LOHDBIW LUBBUENT LY AR AV W LE]
48] sl @ HSH T T E ax S8 (5190 ey psg u
ARBITQNTREIWD—G—Lk)bye
(e=laonTs .
SUEN TGRS o
H—dcHMunEow)
(EF¥) HRW UEH. 55 = 1) NS OO0 ﬁ (AR L)
(EEW) HREE RENEW T
O (BREW) S < bfed <
O {Z12= N) .c2 €4 4=+ 910986-SWg
O
1 2inbiy O ve aanbiy



JP 2020-522691 A 2020.7.30

o7

oggoao

ogogoano

OrGERFIEDERCPERCIE IEQEAT R AT PEGI W EI TT TLOTGIRT LIRTSIPTEIEITINON 6 ® £ 9 § v € 2 7
[N NN NN N NN NN ———

%08 (072 % 12 5
%0¥ (Ov/97) %1>
01
ST
o0z
Y4
0t
HIWEH Ol O OBW ‘B %Y 1L r TEOV]
g aunbi4
HENTENORE L,
i~ 13 [}
RO~ FGES
031 L an
= R
e [
isDsl o
@a 4
wu =]
CRUE WO~ 1104104
ez o0 W
(-1 +VIOW
L] FHHY
T3] FHEFTOF
I FEURHHOY
Weo¥ z¥
§ aanbi4

oooao

oooao

Hewaw
FURABHECOS " NEFVFCTWOROEC<IHT X —»HFW "HCRZUYIIN 0L INFURAIR-IUETZORBHIST.
FogL- - 001~ FooL-
.181 » ISI
i w2
op
For- Lo 22
g
B oD
B3
0 -0 \_,.M
+og
G 0w
WRs2 Lo TUBEG %5y Loy T =
id-d
..18 w
B 001 2i=u - 001 s 001
Haxk €91 %1 > -9 %ize-
< —3 C Ookd 2
g aunBiy
%9 B A HEAFABWL1-0dS |l - 0dWHO¥ TN woe
981§ ri=1%1>g
(rel g1 2= 2e0n
oz s+ id + Bl B3
T DL = w0 %1 > 20y
e iels fs2 =% 260
s2Lv'Ens ) %56 W0
e B k]
1+87 = ) 0} foudt 1oy
WYL OF WY %
L @by




JP 2020-522691 A 2020.7.30

(98)

gogooano

ogogoano

UURRHWBUCRE L CBSHAMENE , Yo wnuYsid c0L A EGHENERIINEFORETIRTO.

JE
$ o o« & & e % o s

BFORUGME
[MVPE=E2DEIN 3 |
HFUTROSEN [

PHeQLBBWLPRIIEC
K4 & G &—L7) (89727 %P O BT

4 —yc Oioud W

01 aunbiy

VIBVIZUYZIH A0L T ESUTEYRECINEZORWRRT O,

g

e .l
%31 > €971

EEEEER
JEA A\ EEOHS

CBDHERBROIGT )Y —>

g %

- 004

+ —s & Q-doud S W

6 ainbBi4

ooooao

ooooao

12 02 61 8 L1 9 ST T £ I T O &

%S (ov/ve) % 1<

%8t (TZ/0T) %I>

EXLZOBE=NFEECODVIE

UEABE L I-04VMONLE ' RERNEBHEDS .,

1'ee has «® s

BLO 0 L] (1]
wa JViE

sy [ £ oN

wen val 1} S
T

2'sE I+ wawma I

580 L [T EEERIT

73] £ an

Yo ] Vil
G=dYNOH—-L4“THE

T o 0d

w're i 05+ 4d + 4

- [ o5

= Zl Bd

3 i 4]
ETERIHODOUGHD | 1~ 0d 1 -0 W

|8y = u) O 20oUd o

(BHEHH) RUTPIHCBY< S Cx—> vE

L1 8nBiy

%l

Z1 aunbiy



JP 2020-522691 A 2020.7.30

(99)

gogooano

goooano

YIEIIZIZOTOISTLTATSTRIEIZITIIE R L RS R E L L .
LiLLit ot it ge"-"--
_____:::.: %1

& oo oM

Wt brefori e

WIE frnfe) W
o

5t
BV ZORE JOSN

CEITOEGLATLTSTIIEIIIIIOT 6 R £ S S P R 2 1

LLLILbL g aaqype~=-—¢

: 1 gL

wES (Tt/rehute
sy (rzfot) Wi

RWzzoi® oV 4

%1

] 4 8 5 ¥ € i L
nar’
50
st
ke
ez el uTe s
WeL ffs) W €
5%
#i£8 QERW OH

TEOIEIMAMSIMEI UM E 8 LIS P T T T

%1

]
——*WIIII A

*

wch freforl e .

waE [reho s &

&0 L 2 0BT NHIOS

1 2anbig
o~
WHNSLEYOURE=Tu
WONNLETOHEZ = Tv

RUARE=

B @
soggov @

PBELEF+OV
BEEHBWX 01
TR TN £ © oAU + €DV

¢l ainbiy

oooooao

ooocooao

e

L
L

JHI €OV OB B
e e
s

- 0.:‘..
yJNM{ e

L
_knv

(BERHLAN2FH 2VEH)
E—-9DV1
ZFIOH I ORBE - BIEI %

T T
i .,.A.wm..ﬁ o w.\!n..‘
i
T )
G PAEN &
i

(BEFELAN2ES 2VEH)

HREBXORBE

WokEE I <= F DHI €9V

- e

ket |

Py Ag

(BEHELANAEA 2VER)
£E—9VvI1gF
SIOH ITVMEMLNBE - B3 %3 K

DTN

# K
S PRI R

(BEAHLANAFS 2VEH)
HIE3 X 2LEE

vl 2inbig



JP 2020-522691 A 2020.7.30

gogooano

(100)

goooano

SN FWETBHHOGE |
HCQATMERRY Lo BHRYHE T | [A SI0wnL piog w1 Bl uonen[eag ssuodsay,

(G—L<A—) RIBHHOMMNN TS HH %WRE) 0% OV UBNEY
HNBEAFIIOHIL HGH WS IEH R rAL] <A —0 WY o UFIbES 104/ -0d YO¥X 2T FHWLBHR Y.

WEssEw oy
WTOET NN ,uwl.&legtlpd.ﬂ I'T-Ad/ 1-0d ¥o¥ “107)-Ad oud PN 08 .m:v 29 .Qﬂ 1D %56
W A—440H LEE CHOT D MEaE dnoin ASojoouy aanesdoo)) wased ‘S 0003 ;..mu 1z Amz 0 3\9- u u.ﬁﬂw +Hd+ KO- H9a
Goz P 9 65 CEELETY ey | e | eLWGEER
(511 B EHIT O
M Zo e i (v2) 8 (iv) 52 ad
S o0 2 VIN | (sv) 61 (ge) €2 as
sa21 saA : L _ dsbs i
o (el ve .
Q| P
i - % Gy | 9 1 A 0 oy | vy | sl
s (%) u * grog4d (%) u'sd 9023 (%) u'¥o8
£l 6 ik Fel e BoF : T q
e nnxzz | | (oelso | YS 9¢ L Z Ly %60
Ty e e G W o(81) 9 w(G1L) L {%) u ,'HA0
o) (go) v (%) u 31
135 L (Gol by Giu™ ®ee>
(%) U ‘Ha7 (18-52) 09 & (D) Wi O
g9 =u g89=1U | O
Hrad | prad
Jopd o Joud |aw | O
BHESENIERABOY )Y —y U HESF YO 21—+ 910986-SING 6
L} aanbiy 61 ainbi4
O
U ST L UBERVORE L »
YHEZWHORIZFZ HES LT X0 . VEIRTE S "HES QF FRRWEE 4
SICWRURBHLEWZ PR - VILOBOY: YHES VIO WIIWI1T-0d/ 1 -AdYRIRFE €
173 CHEIFVILDYUSIRITAL-Od WRIRHE “HER CYVLLOY+ 1T/ 1-Ad W FIR T ve
TTWW AS RULW U LWRE 'ad
O LTREEE VLD CRYFTE WD
(CEIEZ
£2
[ 4
HCRAWRMUBATIEN L O, e
RAAGAERES
[ [T RED
(82) 61 MR E dvue
e ad
L R e O
BWFUES (8124 ¥d
189 =u (51 : 8
(LRI O10H) SEUTFOLIT0I0dBO%
—f—2f)3'0d Ud LR ] [ o T0d/-0d%
210 _EEW—.WH»G&W v (B -_v..”_.ﬁuw_ﬁ
L 314 ) ¥
FENTLURRWL WEHF - Mzo A1 (Bus 0v2) L2 1 Y- | O G089 T FHES0%
00 i e 8=N w261 RIET T IL e
(¥HWH) B O - - -
A7 bkd TTEY R
O
FEN P WG O ¢
91 2unbig O i 81 anBiy



JP 2020-522691 A 2020.7.30

gogooano

(101)

goooano

CHCRALRYTHOASHEH L OVFETFO®B0 € <YR ) LYy,

OBV HENBOI Y S~

THOWRUYRREFLOAd AT
HUNNATHEB U R ATON S M EIFLENTHEF O C WL THER I WEFXORE. B¢ BiCI8E s,
WHLHEORE UTLBHL 00 UOKLT  EFWEBHRY.
ik LTOd BM %L>170d BE %L2170d B -
L oot oot ook, 05 s or st 0¢ sz 0 st ot s 0
- og- - os- og- oy | b
o M SHORAGNE . = [ ¢ov1
T i 0 g WS0LEIWNFELFES =
L or- o Lor- 85 HFUFHOLT 0
0z- oz- 0z- 23 L %>
— |o |a .o HW Gl
| | | I R r " —
A.- -.“ 0z Loz - L 0z .fﬁ M (+8/2) %ST ‘Hask €OV + =
= & - (:02/1) %0°G ‘%! > €OV +
SN SR % CHRBEI Uy & “ (¢£€/81) %S5 %} Z€-OY -
o o e b YO WEIL N BEIC & %1 2
L 0 L 0 Los 9 4 6 §—L2l (:L9/12) %bE QBT . ~ oV
o oot Tiwu 001 pu— [ oot . "
Hiv €OV %L 2 €9V = .
D - e S
O LA L—DOFCHFODLF
NFFEOY L HELHTPIEHE LT-Ad NP L OV O
Lz aanbig O gz aunBiy
CHCWHUYEIEFH L OAd N FI
HYNHNHDWE U ATONSHEEIILENPHEF O C R WU THUTE I NET OE .
74
SYOPSEOESZOZSLOL S O SYOPSEOQDESZOEGLOL S O SPOFSEODESZOESLOLS O
(4 23—/ BB BHOMMWN P LW “HHRH H 110 YB3 R OWE L o
OHI Y BB & $8-37 DHI 11-0d OYeda SHLEH 1T-0d/1-Gd YOS TS B FWLDHEY, Hak 11-0d B
%l >110d ‘B4
%l z170d ‘BE o
0 gl ¥2)s [F3 s, =
et 2 R G s e e e W
(5 = N) YL WO% T m
- LE he s ME T
we n s | Wy )
(zZs=N) W% Jvyg T
T @s | w s A
0 v (g9l 1 9l %1 2 '
(v = N)o 53 1T0Od
O g=u fl=u gZ=U
O Hask €-9V1 %L > €9V %1 < €OV
O
O BN TPLILOESHNT P oIEFEC-OV1 NFLLT-Ad
= £y —
U LNGE COVINPLWYS S CY—y 0o - S



CEDRURNZEN N = SOV EVBMBSE = OHI

s NRESE=sUNYE S
HENHSEMHET= 10N 'S LITVHLE /< (=0 LRI EVWTEDUBTE W2 =U

JP 2020-522691 A 2020.7.30

(102)

gogooano

goooano

%12 Il DHW %> 1l JHWN
B %
5
2 &
LR P ' Lo
“w
i i
. N st
1] . /_” o¢
- . se
O L000=d
A—EMBES—ODVICPINBEOH | OBIBAESHC LN Y GEHEEDFE O
gz aunBi4 = sTIL +m-0<1_ @ Pl Ecm s || OHW "Lz 4nbiy
O
E /A R =W G — £ 0 6 2 TEBE= L 1 < & O 1V SBIBE =104
U E CUSBEDTSEMHET= 104N EE DT VTR < (1= NV Y § O3k o~ G—F £= 8N4
S WV = 00 T 22 BUBEEOEE) 00NN N P S04 I 20 2 BB Y £18900 '£9100 ‘SN0 80D "S-V LEZ =1
(%) s L .2-0v (%) $L.2-0v1 %) $L.S-0%7
[ an = 0 08 o 0t ) £ o C) 04
TR = . itk
LA <N WENEY = 17-0d . m L W
I HEREN = 1-0d I Y CLHERLDTESENHET = || OHN '€ £ITEVTEE /< M= £OV  HEGYERE = 0D D bt = - ’ 1 m
= = '
® = ot 3
-8 Lo 8 N
o e W y .,9“ ) #
N . v g COEORI ¥ - :
I DHW SA DY 4 170d SA £-OV1 3 a
%) suL.e-0v %) sL.e-0v
06 “ 0 »0k WO 0% o 04
0 it -
R ot
c- m 5 M
T P 0L
m Lo 2
HEEEOWTIENE oy O P L L
" O = -
FHECURETIO 910986-SNG =L AUS#EER O £910D SAE-OVT 5 EdXOd4SAE-Ov] g 8aosigovl v
L2ME=TNPLIEFTOL-Ad NP RE-OVIC LIPIFHBIELL o
¥z ainbi4 - HBOE -9V 3 —U—2 K NN FLEHY 3voz sanbiy




JP 2020-522691 A 2020.7.30

(103)

ooooogoao

goooogao

EEDTDHBE AN

0N OB = 9L G — £ £ 0 6 2 TERIBEEE= sl
A L HBEBEE = T 0d  FUUREB I = SN N X S CH S BE WS BBBE =11 OHN
SEIVIEd Y 4 A A — K= B0 BB W mE= 00622 =UsBE=Uq"LE=U,

BI04 BB E -1 OHN

MmN
]

-

E
BE
o
RBOWE¥E—(—2 K )\ —EYX L T
*08z saunbiy
o NRESE=S G — 420 4 2 FMBT= s
b LN VSR = 1T0d © BRI E = JISN N L £ SH S BEDT S B WBET= 1| DN
EETWVFZEN N =CWEd ¥ & a3k v G—H = B0 WL WWIE= 00622 =V, 66 = U LE=Vs
s i Cow | Cwaw ] [E]% (3]
F%.MI = SULEOV) T RSB OHM UABE
' o
; 3 .—
ot “ M.
. r
= 5
B - = %
ey perasd ;s-m L
D- m
i Cos | Cwam] [E% ]
i M SULEOV T BB 4 O Al T
H . . ”
5 (]
e
F z !
= t
ok Vo %
o ey o=l e — T B
cWTHY CHTHY v
EBOE¥E - —(—2R3—E Y C LY
'g-v8z sainbiy

oooooao

ooooao

Br~2 LR=—nh&x

HE

o
(WdD "Bol) 1f 3 7] YNHW

o

EEE o0y

A1 YNHW -9V
OV ~SRBEHL2WE=NFPRYUL A= 6XY “yog sainbig

BEVANEEBE=W Y S GHSREDT S ERBHEE= 1 0HN SEIWUBREV 2 [ =EWIZ2=U V=1

AL A AWH ACALHR
OEFLISETN LZrLisr 0LIZDBAN w»hﬂk.a& WLLLTDSN gNPE.
= » x —_———%
B * 0oL B
w 55 f 3
BT 0 o0z 4
%02< 1l OHW £ - wm g7
EE B - i
%0l .01 0HW O3 - e
B

0L DHN %01 > ol DHN
"

i B8 L

-

L
5
s g P T
roo=d %01> 01 DHW B.covi S60L< .1 OHW
ENPLFHTHY g HTRH Y
SNLE-OV1 ) P LTI RIM S HH 1| OHN T B *0-v6z saunbig



JP 2020-522691 A 2020.7.30

(104)

goooogag

TEEUBEH = 004

CEREDRHEENV A N=CWIBOMNSRLOO LW L ERUL A HOGERF I RILIEY

L'e

'l

YW EOIYS ) £ Y — IR

200000 6L¥0°0 Bd
2919 55’65 PRW WEW U
3 @1/ 1 YNYW £-9Y1
A1 YNHW €-9V1
OV ~EBEHL2WE—NPRULA=—N6Y
"g0¢ sainbiy

ooooao

2020522691000001 . app




(105)

gooooooanb

INTERNATIONAL SEARCH REPORT

JP 2020-522691 A 2020.7.30

International application No

PCT/US2018/635134

A. CLASSIFICATION OF SUBJEC

INV. GOIN33/574
ADD.

TMATTER
AB1K39/395

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

GOIN A61K

Minimum cocumsntation searchaed (classification aystam followed by classification symbaole)

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EPO-Internal, BIOSIS, EMBASE, FSTA, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

CANCER DISCOVERY,

vol. 5, no. 1,

30 October 2014 (2014-10-30),
XP055390935,

us

ISSN: 2159-8274, DOI:
10.1158/2159-8290.CD-14-0863
abstract

Instable Colon Cancer Is Balanced by
Multiple Counter-Inhibitory Checkpoints",

pages 43-51,

Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.
X N. J. LLOSA ET AL: "The Vigorous Immune 1-78,
Microenvironment of Microsatellite 142-237

Further doocuments are listed inthe oontinuation of Box C.

See patent family annax.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" earlier application or patent but published on or after tha international
filing date

"L* doaument whioh may throw doubts on priority olaimi(s) or which is
cited to blish the publication date of anath

citation or other

special reason [as ap‘eci‘lied)
"O" gooument referring to an oral disclosure, use, exhibition or other

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

X" document of particu lar relevanca; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

means baing cbvious to a parsan skilled in the art
"P* document published prior to the intemational filing date but later than
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
13 August 2018 18/10/2018
Name and mailing addreas of the [SA/ Autharized officer

Lunter, Pim

Form PCTASA210 (second eheet] {(April 2005)

page 1 of 2




(106)

INTERNATIONAL SEARCH REPORT

JP 2020-522691 A 2020.7.30

International application No

PCT/US2018/635134

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

GCitation of deoument, with indication, where appropriate, of the rel it p g

Relevant {o claim No.

X

X.P

X,P

X.p

Y. XIAO ET AL: "The Microsatellite
Instable Subset of Colorectal Cancer Is a
Particularly Good Candidate for Checkpoint
Blockade Immunotherapy",

CANCER DISCOVERY,

vol. 5, no. 1,

12 January 2015 (2015-01-12), pages 16-18,
X2055271983.

1]

ISSN: 2159-8274, DOI:
10.1158/2159-8290.CD-14-1397

abstract

R. F. SWEIS ET AL: "Molecular Drivers of
the Non-T-cell-Inflamed Tumor
Microenvironment in Urothelial Bladder
Cancer",

CANCER IMMUNOLOGY RESEARCH,

vol. 4, no. 7, 17 May 2016 (2016-85-17),
pages 563-568, XP055499277,

us

ISSN: 2326-6066, DOI:
10.1158/2326-6066.CIR-15-0274

abstract

WO 2018/071824 Al (DANA FARBER CANCER INST
INC [US]) 19 April 2018 (2018-04-19)
pages 8-9; claim 22

W0 2018/057506 Al (MEDIMMUNE LLC [US])
29 March 2018 (2018-03-29)

pages 2-3,15

WO 2017/149143 Al (AGENCY SCIENCE TECH &
RES [SG]; CLEGG RICHARD IAN [GB])

8 September 2017 (2017-09-08)

page 39

1-28,
142-237

1-28,
142-237

1-28,
142-237

1-28,
142-237

1-28,
142-237

Form PCTASA/210 {continuation of aecond aheat) (April 2005)

page 2 of 2



(107) JP 2020-522691 A 2020.7.30

Imternation al application No.
INTERNATIONAL SEARCH REPORT PCT/US2018/035134
BoxNo.ll Observations where certaln clalms were found unsearchable {(Continuation cf Item 2 of first sheat)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the following reasons:

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos..

bacausa thay relata to parts of tha intarnational application that do not eomply with the prescribed requiremants to such
an extent that no meaningful international search can be camied out, specifically:

3. I:I Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with the sasond and third sentences of Rula 6.4(a).

Box No. lll Observations where unity of Inventlon Is lacking (Continuation of tem 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims,

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Autharity did not invite payment of
additional tees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covars
only thoss claims for which fess wara paid, specifically claims Naos.:

4. No required additional search fees were timely paid by the applicant. Consedguently, this international search report is
restricted to the invention first mentioned in the olaims; it is covered by elaims Nos.:

1-28(completely); 142-237(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:l No protest accompanied the payment of additicnal search fees.

Form PCTASA/210 {continuation of first sheet (2)) (April 2005)



(108) JP 2020-522691 A 2020.7.30

International Application No. PCT/ US2018/035134

FURTHER INFORMATION CONTINUED FROM PCTASA/! 21(

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-28(completely); 142-237(partially)

Method of selecting a malignant tumer for immunotherapy,
method of identifying a malignant tumor as eligible for
immunotherapy, method of identifying a malignant tumor that
is likely to respond, method of classifying a malignant
tumor as likely to be responsive to immunotherapy.

2. claims: 29, 35, 41, 48, 55, 64, 75, 80, 93{completely); 34, 40,
46, 47, 53, 54, 60-63, 69-74, 85-92, 98-123,
142-237(partially)

Methods of treating a malignant tumor using a LAG-3
inhibitor and a PD-1 pathway inhibitor; method for extending
a progression-free survival period; method for reducing
tumor size; method for increasing an objective response
rate; method for increasing a disease control rate; method
for selecting a patient suitable for therapy.

3. claims: 30, 36, 42, 49, 56, 65, 76, 81, 94, 240(completely); 34,
40, 46, 47, 53, 54, 60-63, 69-74, 85-92, 98-123,
142-237 (partially)

Methods of treating a malignant tumor using a LAG-3
inhibitor; method for extending a progression-free survival
period; method for reducing tumcr size; method for
increasing an objective response rate; method for increasing
a disease control rate; method for selecting a patient
suitable for therapy; kit comprising an anti-LAG3 antibody.

4. claims: 31, 37, 43, 50, 57, 66, 77, 82, 95(completely}; 34, 40,
4n, 47, 53, 54, 60-63, 69-74, 8h-92, 98-123,
142-237 (partially)

Methods of treating a malignant tumcr using a PD-1 pathway
inhibitor; method for extending a progression-free survival
period; method for reducing tumor size; method for
increasing an objective response rate; method for increasing
a disease control rate; method for selecting a patient
suitable for therapy.

5. claims: 32, 38, 44, 51, 58, 67, 78, 83, 96(completely); 34, 40,
46, 47, 53, 54, 60-63, 69-74, B85-92, 98-123,
142-237(partially)

Methods of treating a malignant tumor using an anti-CTLA-4
antibody; method for extending a progression-free survival
period; method for reducing tumor size: method for
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increasing an objective response rate; method for increasing
a disease control rate; method for selecting a patient
suitable for therapy.

6. claims: 33, 39, 45, 52, 59, 68, 79, 84, 97(completely); 34, 40,
46, 47, 53, 54, 60-63, 69-74, 85-92, 98-123,
142-237 (partially)

Methods of treating a malignant tumor using a PD-1 pathway
inhibitor and an immune checkpoint inhibitor; method for
extending a progression-free survival period; method for
reducing tumor size; method for increasing an objective
response rate; method for increasing a disease control rate;
method for selecting a patient suitable for therapy.

7. claims: 124-141(completely); 142-237(partially)

Methods for treating melanoma comprising administering LAG-3
inhibitor and a PD-1 pathway inhibitor wherein the patient
is identified as having a LAG-3 positive melanoma; method
for extending a progression-free survival period; method for
increasing an objective response rate; method for increasing
a disease control rate; method for selecting a patient
suitable for therapy.

8. claim: 238

Kit comprising an anti-LAG3 antibody and an anti-PD-1
antibody.

9. claim: 239

Kit comprising an anti-PD-1 antibody and an immune
checkpoint inhibitor.

10, claim: 241

Kit comprising an anti-PD-1 antibody.

11, claims: 242-251

Method for identifying a patient that is refractory or at
risk of hecoming refractory to treatment with a PD-1
antagonist; methods for identifying a patient that likely to
respond to LAG-3 therapy, wherein an increased level of
LAG-3 expression following treatment with a PD-1 antagonist
indicates that the patient is Tikely to respond to LAG-3
therapy.
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