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W A e A WS 15 (complementary reactive groups)")¥ WHE-&)
o, d& 9 ® = A7t Whgel o) s oo T AdE AT £ U B
olojgjolt}.  oAA K WhS 1o AFH, <& FWH, JAAA, JHAA, dd, A4
(dienophiles), U=, 4], fol=glsE, A7, o], ofx =, ofiolX = o &elo|= LJ——E, HE
Axgtolm=d | tjdbtols, HXd FElolE, o] LH A oYo]E, ojn ko AHE, %*éﬂﬂ o ~H 2 ]
a,B-Ex3 7tRd, &2, dyons, o-FRouE, oFAlo|=, olx|Ed, HEZZ, HEZZE, '}_
H ", Eol&t & E3helir}.

A

)

)

rE FHTI FFU

)

go] "TIAA" d "TIAH o R HEVEE" S 29 |5 o] AP 29 (prior illumination), Hi= 31814

Aad B4 glol, K9k Aol ola] BAMF BAL AP oY@ AMHon AH B4
300 WA 9F 900 nm WY 2AEH JHoN F& ;il%%%q.}%ﬁ&ﬂ— olgs EH&
FAolan, whgASAE Holw o 40,000, Mtk MFAFAE Holw oF 50,000, EFF wrh HFHSAE
of% F 60,000, A3 E# wrt whFAsAE Holw o 70,000, ¥ 7PF wpgAsAE Holw F 80,000
Wem o BEBAGFE Hevh. B9 ALY P ANGHE Rrow ®
A, 53 % dAnd, gxd s 2 29U E x8sts 33 7] = =
At AAow AR BAe A AAEGIA BE BE UEE Froe Aow AR o
A (UV) 99 (2F 10 nm WA 2F 400 nm), AJA (IR) 94 (2F 700 ]
Eb Frett 2R, 2 447 29E79 e 9oeln $& ¥E Qe F4e
2 HAE7EE B W e ¥EskH,

3

wowe] A3

ol rlo A

2o 12 e

fjo

o EHS s, & "FergA 7MAA PR (photostable visible dye)"E ol 7] A

¥ 7hANHoR AEVEEA, Fol wFA FoE WEHAY BaER] b 854 RololElE dgFdit).
v A, A A AEE JoR AR B ol =F F 9 129 e s JER &
b 2o e EsiAE, A dEE Fon 12 AR, B3 2 vl A Hojm 24 AgE, R o
3w wigtdalle Hoix 1549, 2 7B uigAsiAlE Aol Y B Fol =&  F <M. B iy
o] S8 2 ol AMgslrlel e FAHA T @R H-AFA oE ol ¥R, Hedddan A=,
Az kR, yAl, Zgzaohd, HElis, YAEVERYE, FnIHE 9 ERolilERyF

(truarycarbonium)< ¥&3ic}.

2ele] AgE o] 'HPA fEATE ANdow AEAEF oo ARW ALAL T AL
olmgith, e, Sole AU AAE e AL o mehA @i u} %oa "ohEE Al SEA", ekl
FEAT, 9 Hd §EAE FASH AR o 8] $24 (2 59, A2, 9
A QEelAl Er gmedl fEA)T A@e), hEehal, grekl, mi wjele] ojus usojus E
shol = Al = § o)},

b
jur)

=
o

N

o

>
>
ofl F
%

"aA A A A (solid support)"E= wARe] LA -AF A Aol el G Tlsdokl TAE el aA HEE o
woti, oE &9, "MHEHA"E & $Ho 5}3%01] Fa-5 9 fF& o] v A dAE AdFstaL,
o=, oldl AgE= A O}WX]“} e HE, A7 HE) SFEAL s, H-SEAY P 55 2ES.
EA AA A, vygAE 2E gl =g ¥,

"IA AAA "=, BATE 2A AAAZFE AdEE A, BAd FEEo] dolgles #eA Ius o
wath, A AAA )= gE vlsiorl A E] dx, 1A AXA E old g EAE HAsE 1w
o #25 7IWrow sto] golshi fed 4 gl

"F43} HolojEl"s EA3 FH, dE EW, T4 AX FYy Heidor Az ke 3gsle Ro|oE ot}
"AeHo R Ajt EE F3she xAs Ho|oErt thE A HE] H43te nAe ¢AXeR IF e
Agste AL ovdit. A8 AAFE A, EYo MAE e, FAES FTU* AE FY (5, EH3
LoJojElo]l A MeYom AgstAY FFeta olo wet BETA &4 HololHE T AXR dds)
EE 3l7] 9g EA o] mA 3 RolojH e YAE Xt dAAQl 243 HoloE=, o] AgEE A
ol Rt &, <, WA I, 54, 9l AFE FW 84 43A 58 T3, A8 AA e A,
F33} RololEE FEA A (feature)$t ME A EE AXE WolA, d= 591 %37 3 A (feature)9t AEH
T U Ax T2 AolA AEAoR A 3]s, ol wal AEEE &4 RoloHE T Al
of e AXE U AGSEE = LolojE, & EW, Ao, BEHes AEsH FH3 Huygom A
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SIHS31 10-2020-0083605

EdERs, bR (ofadat S9A]), EZel(EvgadeelE), Edjotaddotv =, o7t ofadst
/5 oA™Y olE g A, HEF UAVIHolE B giEdonRY AddYd Hup FdAE 2
T8 Ay e, B3 do®, 72 (D9 2] &lE wr] A% /HEEAE g 8o "
RS "= dRbH oz AlAe] wdek & = F &N IS oprlete AXE 2RI, 5T 58
© Hlol2A AWEAA, dE SW EYAREHCE 800], HHHoR FEHE= ZHE, EdedE, JdE
=9, g 2eE 400, R S E oHEg 2ol AR 8ttt

L
T
o -
o,
=
[m oo
ro
12
2
o
)

SEA, Q1 R AsRa 97

 HEF AEHCIE, HEF obAd =
Pleoe 2 @54, dE 59, AEdelE/dAERs EF nndelE 2 gm ]
A SEsE WAs 2B piE FASEE LPHE Jo g

05 > oo e
) =)
i)

FE, f8% 2YBS EF JOZ, sh olge] 98 2B HRAS HEHE WAR =7 v 87
M gom TP oUW 9 UEF, TF Et duy Fole 3 ZRem, ARde|E, okrziEy
o, melolE, EadE, HbwUolE, AR, HoMdo|E i HdvelE Foled 2 ASS X
Fohas AR P9 UEF FReE, 2F FReols, HEF HoAdolE, HEF udnelE 2 gy
Ao EE EgaT)

OE FEE IS 2HERS JolE VAR 2L oA A sht ol nEAE Tged. 43
EAE Fe-g4 Bd, dF 59, v=d 2L Hedai; dsE 9 Usaels; @ 4F duy
SR, o BW, Wxgmy Fudols, AQEAMEduy vErlls U Agnddy FReelcg ¥
Fa

EE U 8% 2YES BUY NS FPAVL e BAS A% st olge] ANBYAT LIS
o AFE vloley ANBYAE FLSA LD AW A FeAetels R NEA FA, oF FW, FelSA
AR (60) 743 Fukaf; 2 EejSAE Solel= L AAAD ofHZ, T FW, SEAE 10, &
54 402 L)

P77 AR s ool sl E 233

4=
BAF 2 UEF WAool ES 23T

vlebsel AAGEelA], A4 kS HERES 9% UE AW Axde] ASHt. PEE L ojude ¥
Aol §83 A2 W T A eolh, 54 AANFHIA, 7] S, AF BW, g TelEe] ®
@ AT 71 AAPHelA, Be] A48 SEe A4 BE A48, dF 59, ARdE zge
SA &5 FEA WESY MEY AT Agele] AUt BYd AnY PE BAe BAelA fget
AR ANGENA, ARH FE AES FFBS FF A 1009 23 Bk wEAT. A=A Aokl 55
A A 0 ABEE el A9Eo], wud gatE 9@ F7} Aol ol gHvh

g ANFEeA, BUo] A8 AR st olge] FusA, B4 Aeol=Al, BE FF HFE L/EE

= =

o2 durARl A stAE Egetth. o) A SA Y] o=, oldf AlgEE AL ofYA|Rk: (a) ¢F 0.5% WA
ok 2% w/v SEAIE, (b) °F 0.1% WA °F 1% w/v HEH2d, (¢) ¢F 0.1% WA °F 2% w/v ExHIHAE,
(d) °F 1 mM WA °F 10 mM EDTA, (e) °F 0.01% WA °F 2% w/v o}~z 2HAE, (f) 0.003% WA °F 0.02% w/v
ZE22WO)E 80, (g) 0.001% WA °F 0.05% w/v. ZE|&ZHE 20, (h) of=7|d, (i) dvd, (j) 9=
Ed AFolE, (k) AllERY2ER, (1) HAEA ZZPAI0E E b dggel=, (m) 27} &ol2, A&
9, vladlsr 2 ol e (n) o9 23S ¥

A AN, Al 2=l AleE st oo sEe] e 100%, 90%, 80%, 70%, 60%, 50%,
40%, 30%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%,

0.5%, 0.4%, 0.3%, 0.2%, 0.1%, 0.09%, 0.08%, 0.07%, 0.06%, 0.05%, 0.04%, 0.03%, 0.02%, 0.01%, 0.009%,
0.008%, 0.007%, 0.006%, 0.005%, 0.004%, 0.003%, 0.002%, 0.001%, 0.0009%, 0.0008%, 0.0007%, 0.0006%,
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[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]
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0.0005%, 0.0004%, 0.0003%, 0.0002%, H+= 0.0001% w/w, w/v % v/v w]Rke|t),

A AxFe el A, st o]Ate] 3letEe] HE=E 90%, 80%, 70%, 60%, 50%, 40%, 30%, 20%, 19.75%, 19.50%,
19.25%, 19%, 18.75%, 18.50%, 18.25%, 18%, 17.75%, 17.50%, 17.25%, 17%, 16.75%, 16.50%, 16.25%, 16%,
15.75%, 15.50%, 15.25%, 15%, 14.75%, 14.50%, 14.25%, 14%, 13.75%, 13.50%, 13.25%, 13%, 12.75%, 12.50%,
12.25%, 12%, 11.75%, 11.50%, 11.25%, 11%, 10.75%, 10.50%, 10.25%, 10%, 9.75%, 9.50%, 9.25%, 9%, 8.75%,
8.50%, 8.25%, 8%, 7.75%, 7.50%, 7.25%, 7%, 6.75%, 6.50%, 6.25%, 6%, 5.75%, 5.50%, 5.25%, 5%, 4.75%,
4.50%, 4.25%, 4%, 3.75%, 3.50%, 3.25%, 3%, 2.75%, 2.50%, 2.25%, 2%, 1.75%, 1.50%, 125%, 1%, 0.5%,
0.4%, 0.3%, 0.2%, 0.1%, 0.09%, 0.08%, 0.07%, 0.06%, 0.05%, 0.04%, 0.03%, 0.02%, 0.01%, 0.009%, 0.008%,
0.007%, 0.006%, 0.005%, 0.004%, 0.003%, 0.002%, 0.001%, 0.0009%, 0.0008%, 0.0007%, 0.0006%, 0.0005%,
0.0004%, 0.0003%, 0.0002%, =& 0.0001% w/w, w/v, E¥ v/v Z3 o},

AR AAFE A, st o] sRtEe] sE dEFA SR 0.0001% WA g o 50%, Ao ® 0.001%
WA tigFdo® 40 %, A o= 0.01% WA thFH o s 30%, theFzlo= 0.02% WX theFz o=z 29%, ey
°F 0.03% WA o= 28%, thEFH o= 0.04% WA FH o=z 27%, thefFHo R 0.05% WA tiefow
26%, tEFAo R 0.06% WA thEFH o 25%, A oR 0.07% WA dZgFd oz 24%, tZFHoR 0.08% WX
ek o® 23%, Ao 0.09% WA tEFdow 226, hgFHo= 0.1% WA hFHo=m 21%, gy o=w
0.2% WA tieFa oz 20%, hFH oz 0.3% WA thFHos 19%, ezl oz 0.4% WA hFH o= 186, e
Hog 0.5% WA thzFdez 17%, gFd oz 0.6% WA thEFd oz 16%, gy oz 0.7% WA gy oz
15%, kAo ® 0.8% WA ey o= 14%, eFdo® 0.9% WA gy o= 124, tieFdo s 1% A ojeFs
O =2 10% w/w, w/v = v/ve HYoltt.

A AAF ol A, st oo sEES] FRE dEASR 0.001% WA tEFA R 10%, EA SR 0.01%
WA tigFd o s 5%, oz 0.02%6 WA ezl oz 4.5%, theFzl o= 0.03% WX tieFz o= 4%, tjefzo
2 0.04% WA diFFHoz 3.5% WFHORZ 0.05% A dFHoz 3%, dFHo R 0.06% WA diFHoz
2.5%, HFHo= 0.07% WA dEFHoz 2%, tEFH oz 0.08% WA oz 1.56, HEFHo= 0.09% A
eFzlo 1%, o 0.1% WA EFH e 0.9% w/w, w/v B v/ve] B o).

A AAF A, et o] o] st 2 10 g, 9.5¢, 9.0g, 8.5¢, 80¢g, 7.5¢g, 7.0¢g, 6.5g, 6.0
g, 55¢g,50¢g,45¢g,40¢g,35¢g,30¢g,25¢g, 20g,15¢g,10g, 0.95¢g, 0.9¢g, 0.85¢g, 0.8 g,
0.75¢g, 0.7 ¢, 0.65 g, 0.6 g, 0.55¢g, 0.5 ¢g, 0.45¢g, 0.4 g, 0.35 g, 0.3 g, 0.25 g, 0.2 g, 0.15 g, 0.1
g, 0.09 g, 0.08 g, 0.07 g, 0.06 g, 0.05 g, 0.04 g, 0.03 g, 0.02 g, 0.01 g, 0.009 g, 0.008 g, 0.007 g,
0.006 g, 0.005 g, 0.004 g, 0.003 g, 0.002 g, 0.001 g, 0.0009 g, 0.0008 g, 0.0007 g, 0.0006 g, 0.0005
g, 0.0004 g, 0.0003 g, 0.0002 g, =+ 0.0001 g °]sle]t}.

A AxFHeho) A, st ol el FHeEe]l %S 0.0001 g, 0.0002 g, 0.0003 g, 0.0004 g, 0.0005 g, 0.0006
g, 0.0007 g, 0.0008 g, 0.0009 g, 0.001 g, 0.0015 g, 0.002 g, 0.0025 g, 0.003 g, 0.0035 g, 0.004 g,
0.0045 g, 0.005 g, 0.0055 g, 0.006 g, 0.0065 g, 0.007 g, 0.0075 g, 0.008 g, 0.0085 g, 0.009 g, 0.0095
g, 0.01 g, 0.015 g, 0.02 g, 0.025 g, 0.03 g, 0.035 g, 0.04 g, 0.045 g, 0.05 g, 0.055 g, 0.06 g, 0.065
g, 0.07 g, 0.075 g, 0.08 g, 0.085 g, 0.09 g, 0.095 g, 0.1 ¢, 0.15¢g, 0.2 g, 0.25¢g, 0.3 g, 0.35 g, 0.4
g, 0.45¢g, 0.5¢g, 0.55g, 0.6 g, 0.65g, 0.7¢g, 0.75 g, 0.8 g, 0.85g, 0.9 g, 0.95¢g, 1 g, 1.5 g, 2 g,
2.5 3¢g,35¢g,4¢g,45¢g,5¢g,55¢g,6g, 65g, 7g, 7.5g, 8g, 85¢g, 9¢g, 95g, ¥ 10 g =3

o]

e

A5 AAGH A, sl oo BhekEe] ¢F2 0.0001 A 10 g, 0.0005 HA 9 g, 0.001 WA 8 g, 0.005
WA 7 g, 0.01 A 6 g, 0.06 WA 5g, 0.1 x4 ¢, 0.5 WA 4 g, E= 1 WA 3 g9 W}

A5
e e AN, Y] SRS AT Ex o] vFd A5 Pl stk mtebd, shvel A
e ABe AR YW ATST, P2 PP ARSH faF] BAol AANE ANFe F o= shtof
We SgE wE Bdo] AAE AAFH F o= shjel e EYTL oF WA sht Ul o3
2 ERsa, 714, ZAze) Ne SgHor Ae Amsht ARl RS B4 melojEol, AR
AAFEN A, AFL golar, 2Azte] N EPHoT FA o/t

A 5W, 54 AAFHAA ANNES 1Y FF, bl TEE, AgolnF, F9 AL A AT 9F, A
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10,000, T+ 100,000 wRke] =8-A15 Ztt),

A7) AR Tx (DO shatEel Qoo AxFY, 2 47§ T2 (Do F=EN4 R, R, R, L, L, L
' Aol el o] J)AE dole] FAH ML

L = n = 2>
2 dge] AAFHHE P dd 7= (DY =9 thE AAFH ‘3% e ¥y 5gdor 23
2

A

Qo8 ola|stefol shrh. Frlz, MEl E=2o] =43 ANHY PW/wl FPHAA oo EAI R, R,
R, L, L, L)L L M m /s o o] ta) 718 A9, 727k puEel Melo] E43 A
/s Aawgeld A" £ Qla, dolgls du B=o] B owdol we Yol Aow udd F uis A

_C,J_
o] ZIAE el S SRS $54 1Fe AUW BE 1FoR wid Bast doke AL P
% okl GRbE ER 94 5 Ak oldd #EA IFE FolmuA, obulw, MTE R ARANS
L, =R Aol U AFH 0T IFE EeUAY wE olARAAY (2 59, -7y
A, -REUAEAE BE Ergd), dEdstolzyled, N4 58 LW opw, obultw 3
Foltie] @ A% HE IFe -rEAZRY, NSt 52 EAd. vidEd 0@ g
BE IFS -CO-R(7IA, R'E 44, obd B olaadolth), prlSAMA, Edd 52 2gd. 7}
WAl g ATD 0 SEE 20, oY Ee oY LSS ERUL. 05 1hE 39 5 ¥
oFS SRzl FAHI Bl V1% BE 1%l we A7t B AAT 5 Ao BE IR A B

ol AAEA 71Ed [#Z: Green, T.W. and P.G.M. Wutz, Protective Groups in Organic Synthesis
(1999), 3rd Ed., Wileyl. @3l 71&woke] s=#717F o]ald A& vie} Zo], Be IFS £33 SIA A,

dE 5, Vang £, Rink 4 £ 2-F22egd-F2aols FAY $ Yt}

F7t, #8947 mE A FUHR E2Aste RE B owde 832 g 7)1 Boke] Huste] FTAE Y
of oa) g wr) we f7] @Y EE P EE 7] Ao Al o5 Qo ART & Yok ¥
el el 4¢ HE /)%l o8 ol5e ful @Y w4 Few ABY F Ao

a7] whgae Bodge] g3ES Alxste dAH S ARt @ v)E Boke Hdsb} fAbE W
Hom Fa] 7% Hope] LAstelA FAW tE YRS xFete] o5 HFAES A2 & At AL ol
stolop @itk @l 7% Hokel Hub} arle fAle HMQE, A Fuk YRS AHgsn Bad FA
et e g WHA A ge gE 72 (DY FFES AT 5 Jdve AL =T

olgslodor sy, dwkyo=w  FW MES ¥, ol& £W9, Sigma Aldrich, Lancaster Synthesis, Inc.,
Maybridge, Matrix Scientific, TCI, 2 Fluorochem USA SO 2RE U7, Fal 714 Foke] &7l
FAE T wg A dAHHAY (dF 5, B3L FZ3: Advanced Organic Chemistry: Reactions,
Mechanisms, and Structure, 5th edition (Wiley, December 2000)), & wtmof 7|15 nle} o] A=x3 4= 9

JEOL 400 MHz ¥47]ol4 S5%ch, H 29 E0S Tisel o) #zdch. 9 4 HPLC 9
A &= 2. 1mm x 50mm Acquity BEH-C18 HA#S zt& Waters Acquity UHPLC Al ~E1S AE
sto] it} A= ~HET] EA4S MassLynx 4.1 acquisition AZEY ]S AME3= Waters/Micromass
Quattro micro MS/MS A8 (MS @& wox)elA F3gct. d8 A LC/MSel thal AL&%+ olF A2 100
mM 1,1,1,3,3,3-FXEF2-2-T2 %2 (HFIP), 8.6 mM Ego€oll (TEA), pH 8°]t}. EAX Zoln|tjo]E
9 AR EAE goles offlo] HEV|E b Agilent Infinity 1260 UHPLC A]2%] 2 Aapptec© Spirit™
Peptide C18 A= (4.6mm x 100mm, S5pm YA I7]1)S A3l High Performance AutosamplerE AF-g-3le] £

T
X
lo

S

<1

2

R i)

% o
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[0359] % U A -PRG-o} A o] HA
o]
o]
5 o]
Ns\/\o/\/o\/\NH2 - Ns\/\o/\/O\/\N)K/\I(OH
7-1 72 H o
EDC, ACN o -
E N3\/\0/\/O\/\N)k/\mo F
H
HO F o, _
7-3 F
F F
F
z H O
O O OH o -“N\H/\)J\N/\/o\/\o/\/Ns
T ©OH
7-4
£23041 -PEG-oHA=
[0360]
[0361] SXFEA-PEG-o=E 50 mg 2ASlolA 37] el Wk Aol miek FAsT. o= 7-12 tlsel=
2FT-2,5-123 %%A]yq 274 7-22  EEa, o2 WERowumy uSeA#d Z7HH 73S
FEIUT. A 7-3S SAFHRIY AZHIY BAS = AAE, SAFHR-PEG-oIRES $33 5
(74%) 2 F58tlth. B8t A= EAE LCNSE skl
[0362] Al 8
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HdE =
SEQUENCE LISTING
<110> SONY CORPORATION
SONY CORPORATION OF AMERICA
<120> PROGRAMMABLE POLYMERIC DRUGS
<130> 870268.417W0
<140> PCT/US2018/061463
<141> 2018-11-16
<150> US 62/587,217
<151> 2017-11-16
<160> 6
<170> KoPatentIn 3.0
<210> 1
<211> 10
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic sequence
<400> 1
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly
1 5 10
<210> 2
<211> 10
<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic sequence

<400> 2

Gly Asp Gly Asp Gly Asp Gly Asp Gly Asp
1 5 10

<210> 3

<211> 10

<212> PRT

<213> Artificial Sequence
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<220>

<223> Synthetic sequence

<400> 3

Gly Lys Gly Lys Gly Lys Gly Lys Gly Lys
1 5 10

<210> 4

<211> 17

<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic sequence

<400> 4

Gly Gly Glu Glu Phe Met Leu Val Tyr Lys Phe Ala Arg Lys His Gly

1 5 10 15

Gly

<210> 5

<211> 10

<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic sequence

<400> 5

Gly Gly Met Ser Met Val Val Ser Gly Gly
1 5 10

<210> 6

<211> 8

<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic sequence

<220><221> MOD_RES

<222> 1, 7

<223> biologically active moiety

<400> 6
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Gly Gly Gly Gly Gly Gly Gly Gly

1 5
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