CLAIMS
Whatisclaimed-is:

1. A drug delivery system or pharmaceutically acceptable salt thereof comprising D-R, that
is represented by Formula (1), where D eemprisesis an ANGPTL3 polypeptide comprising
at least one primary amine; and
Riicatinl able f | ‘D

R has the formula:

0O ",

where the dashed line indicates attachment to the primary amine_of D;

R'is hydrogen or C4-Caalkyl;

R'@ is hydrogen or Cs-Caalkyl, or CR'R"3, taken in combination form a Cs-Cecycloalk-1,1-
diyl;

R? is independently selected at each occurrence from C1-Caalkyl or oxo, or two R? groups
taken in combination with the carbon atom(s) to which they are attached form a
fused Cs-Cs cycloalkyl or spiro Cs-Cscycloalk-1,1-diyl group;

ais0,1,2,3or4;

R? is hydrogen or C+-Caalkyl;

R32is hydrogen, C4-Caalkyl, or CR®R32, taken in combination form a Cs-Cecycloalk-1,1-diyl;

Y is C(O)R?*, C(O)OR*, C(O)NHR*, C(O)NR®RS, SiR°R®R’, or CR'?R'220R"3;

R is hydrogen or C+-Caalkyl;

R'22 js hydrogen or Cs-Caalkyl, or CR'?R"?2, taken in combination form a Cs-Cecycloalk-
1,1-diyl;

R" is C4-Caalkyl; or

R' and R, taken in combination with C(R'%?) and O form a 5, 6, or 7-member cyclic ether;
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R* is C4-Cgalkyl or Cs-Crcycloalkyl, wherein cycloalkyl is optionally substituted with 0, 1,
or 2 independently selected Ci-Csalkyl groups and wherein alkyl is optionally
substituted by C4-Caalkoxy;

R® and R® are each independently selected from C4-Csalkyl and Cs-Cscycloalkyl;

R’ is C4-Csalkyl, Cs-Crcycloalkyl, C1-Csalkoxy, Cs-Crcycloalkyloxy, heterocycloalkyloxy,
or -(OCHR3CH.),0-C+-Caalkyl, wherein the heterocycloalkyloxy is a 4 to 7 member
saturated heterocyclic ring having one ring heteroatom selected from N, O, and S
and optionally substituted with 0, 1, or 2 independently selected C4-Caalkyl groups;

b is an integer of from 1 to 10;

Z is-CH-E-A-CH-A, N-L-A, [[or]] N-A,_or NR®;

L is an optionally substituted bivalent linker Q-[Sp-QJh-

Q is independently selected at each occurrence from a bond, O, C(O), N(H), N(C4-Csalkyl),
C(O)NH, C(O)N(C4-Casalkyl), N(H)C(O), N(C4-CsalkyC(O), N(H)C(O)O, N(Ci-
Caalkyl)C(0)O, OC(O)N(H OC(O)N(C1-Csalkyl N(H)C(O)N(H N(C;-
Csalkyl)C(O)N(H N(H)C(O)N(C1-C.alkyl N(C1-C4alkyl)C(O)N(C4-Csalkyl
C(0)O, OC(O), OC(O)O, S, S(O), N(H)S(O)2, N(C1-Csalkyl)S(O)p, S(O)oN(H
S(O)N(C4-Caalkyl), C1-Coalkyl-C(O)N(H), N(H)C(O)C4-Coalkyl, C4-Coalkyl-C(O)O

OC(0)C4-Coalkyl, 1,2,3-triazole, OP(0O)>, P(0)20, C1-Csalkyl-P(0)>-O, or O-P(O),-
Ci-salkyl;

Sp is _independently selected at each occurrence from an optionally substituted C;-
Cooalkyl, Co-Caoalkenyl, C,-Cooalkynyl, [W-Oly, C1-Csalkyl-[O-W]g, [O-W]4-O-C;-
Cogalkyl, C4-CgCalkyl-[O-W],-O-C1-Csalkyl, or oligopeptide;

h is an integer of between 1 and 20;

g is a weighted average number of between about 2 and about 50;

ER® is anselected from hydrogen, C+-Cg alkyl, C(O)-(CH,).-Q-A, C(O)C1-Cs alkyl, or —
C(O)(CH2)[O-W]g(NHC(O))m(CH2)([O-W],-Q-A, wherein the alkyl group is
optionally substituted bivalentlinkerwith 0 or 1 Q-A;

W is C,-Casalkyl-1,2-diyl in which a hydrogen, methyl, or ethyl side chain may be present
on either backbone carbon atom;

A is hydrogen, C-Csalkyl, C(O)C1-Csalkyl, C(O)N(H)C1-Csalkyl, C(O)OC:-Caalkyl, [R'%],
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R" is a carrier.

The drug delivery system or pharmaceutically acceptable salt of claim 1, wherein D
comprises an ANGPTL3 polypeptide having at least 95% identity to any one of SEQ ID
NONOS: 1 or 3—-45.

The drug delivery system or pharmaceutically acceptable salt of claim 1, wherein D

comprises any-one-of SEQIDNO:+-or 345

eomprises-an ANGPTL3 polypeptide comprising amino acid residues 201-460; 207-460;
225-455; 225-455; 225-460; 225-460; 226—455; 226—455; 226-460; 226—460; 228-455;
228-455; 228-460; 228-460; 233-455; 233—-455; 233—460; 233-460; 241-455; 241-455;
241-460; 241-460; 242—455; 242-455; 242-460; or 242—460, each in reference to SEQ
ID NO:1.

The drug delivery system or pharmaceutically acceptable salt of elaim—tclaim1, wherein
D comprises an ANGPTL3 polypeptide comprising at least 95% identity to amino acid
residues 242—-460 in reference to SEQ ID NO:1 and a K423Q substitution.

The drug delivery system or pharmaceutically acceptable salt of claim 1;,—wherein—D

orapTEice N AN D O nantide comy NG 91INA 1drecidie 4 Vi
a v a a H

wherein R' is hydrogen or methyl, R'" is hydrogen or methyl, or CR'R', taken in

combination form a cyclopropan-1,1-diyl group.

The drug delivery system or pharmaceutically acceptable salt of any-ene-ofelaimsclaim 1

to-8, wherein the variable a is 0.
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107. The drug delivery system or pharmaceutically acceptable salt of any-ene-ofelatmsclaim 1

te-9, wherein R® and R® are each hydrogen.

H8. The drug delivery system or pharmaceutically acceptable salt of any-ene-ofelaimsclaim 1
te10, wherein
Y is C(O)R* and R* is C1-Cgalkyl, C3-Cecycloalkyl or C1-CalkoxyC+-Coalkyl-, or

wheltel-n%s—s&él%élﬁ
Y is SiR°R®R":

wherein

R°® and R® are each methyl, ethyl, propyl or isopropyl; and

R’ is C4-C4 alkyl, ethoxy, propoxy, isopropoxy, butoxy, iso-butoxy, sec-butoxy, 2-
ethoxyethoxy, 2-isopropoxy-ethoxy, tetrahydropyranyloxy, or -(OCHR3*CH,),O-C+-
Casalkyl -where b is 2, 3, or 4.

$49. The drug delivery system or pharmaceutically acceptable salt of any-ene-efelaimsclaim 8,
wherein Y is C(O)R* and R* is methyl, ethyl, propyl, isopropyl, 1-te13—whereinZ-is-CH-
Lﬂé,rGHﬁA,rN—LA-methvl-cvclopropvl, or N-A:methoxymethyl.

%@Né@k@o&l%:—gqsgg
%@4@2@%%@%@%@%4@4%%@%%?
Camaalic:
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1611.

The drug delivery system or pharmaceutically acceptable salt of any-ene-ofelaimsclaim 1

to-13, wherein Z is CHR®*er-NR?;

R® and R® are each independently selected from hydrogen, C+-Cs alkyl, C(O)-(CH2)~-Q-A,
C(0)C+-Cgalkyl, or —C(O)(CH2)q[O-W]g(NHC(O))m(CH2)q[O-W],-Q-A, wherein the
alkyl group is optionally substituted with 0 or 1 Q-A;

g is independently at each occurrence 1, 2, or 3;

g and p each independently have a weighted average length of between about 2 and
about 50;

mis 1 or O;

W is C,-Caalkyl-1,2-diyl in which a hydrogen, methyl, or ethyl side chain may be present
on either backbone carbon atom;

Q is a bond, O, N(H) or N(C+-Caalkyl);

A is hydrogen, C4-Csalkyl, C(O)C+-Csalkyl, C(O)N(H)C+-Csalkyl, C(O)OC+-Csalkyl, R%;

F_l_l_, ] . ] ]] ] . . ]] ] . ] . ] E ] F_l_@él and

R'"is a carrier.

The drug delivery system or pharmaceutically acceptable salt of claim 15,-whereinZ-is
NR’:
Ri5-CLOYACH)-Q-A-0t—-CLOWCH ) JO-W]NHCONm(CH2) JO-WT,-Q-A
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R" comprises a hydrogel comprising one or more cross-linked polymers.

2212. The drug delivery system or pharmaceutically acceptable salt of any-ene-ofelaimsclaim 1
to+6-and19-te-21, wherein R'" comprises a polymer, cross-linked polymer, or hydrogel
comprising one or more of hyaluronic acid, polyethylene glycol, polypropylene glycol,
polyethylene oxide, polypropylene oxide, polyglutamate, polylysine, polysialic acid,
polyvinyl alcohol, polyacrylate, polymethacrylate, polyacrylamide, polymethacrylamide,
polyvinyl pyrrolidone, polyoxazoline, polyiminocarbonate, polyamino acid, hydrophilic

polyester, polyamide, polyurethane, polyurea, dextran, agarose, xylan, mannan,
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carrageenan, alginate, gelatin, collagen, albumin, cellulose, methylcellulose,

ethylcellulose, hydroxypropylmethylcellulose, hydroxyethyl starch, chitosan, nucleic acids,

derivatives thereof, co-polymers thereof, or combinations thereof.

and19t02613. The drug delivery system or pharmaceutically acceptable salt of

claim 12, wherein R' comprises a hydrogel comprising cross-linked hyaluronic acid,
wherein the hyaluronic acid comprises at least one side chain selected from -NH(W1)
(O(W1))¢-V, wherein W1 is C2-Caalkyl-1,2-diyl in which a hydrogen, methyl, or ethyl side
chain may be present on either backbone carbon atom;

d is a number average of 0 to 500; and
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V is a suitable functional group comprising azidyl, alkynyl, substituted or unsubstituted C+-
C12 cycloalkynyl, substituted or unsubstituted C7z-C12 heterocycloalkynyl, C7-Ci2
cycloalkenyl, norbornyl, vinyl carboxyl, vinyl sulfonyl, C»>-Cg alkenyl, amino, thiol,
C+-Cs carboxyl, C+-Cs carbonyl, -O-NH2, carbohydrazide, maleimide, alpha-halo

carbonyl, furan, substituted or unsubstituted tetrazinyl, lysine, glutamine,

cyclodextrin, or adamantanyl.
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R (R?)a
@]
v
Rt*is-hydrogen-or-Ci-Caalleyk:

R is hydrogen-or-Ci-Caalkylor CRIRY taken-in-combination-form-a-Ca-Ceeycloatit -

R*is-independently-selected-at-each-occurrencefrom-Ci-Cualkyl-or-oxorortwoR> groups
takenin-combinationform—afused-C3-Coeyeloalkyl-orspire-C3-Ceeyeloatk—+:1-

ais0: 2 3-or 4

Riishydregen-or C-Caalkyl:

R_ishydrogen._Ci-Caalkyhor CRAR™taken in-combination form a-Ci-Cecycloatkti-

Yis CLOIR*CLOYOR*-CLOINHR - CLOINRRE_SIR'RR?- or CRERFOR™;

R s hydrogen-or-Ci-Caalkyl:

R¥%is hydrogen-orC;-Caatkyl_or CRPR'_taken in combination form-a-Cy-Ceeyeloatic
Hidivh

R¥is C;-Caatkyk: or

CHRZORP taken incombination forma5-6;or 7-membereyelicether;
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R*i5-C-Cealkyl or C3-Creyeloalkylwherein-eyeloalkylis-optionallysubstitatedwith 01
or2-tndependently seleeted € -Calkoylsroups—and—wherem—alkyl-is—optionally
substitated-by-hydroxy;-amine;-C1-Caalkoxy-or moneo—and-di—C-Ciallflamine:

R%-and R®are-each-independently-selectedfrom-C1-Caalkyland-Cs-Coeyeloalkyl:

R'——is—C,-Csalkyl——C3-Creyeloaltkyl—C,-Csalkoxy,—C3-Creyeloalkyloxy;
heterocyecloalieyloxy;——or——(OCHR CH2),0-Ci-Caalleyl——wherein——the

Z is CHR®or NR®:

R¥-and R’-are-each-independentlyselectedfrom-hydrogen;-C,-Cs alley-C(O)C,-Cs alley;
OF—C(OHCH)f O WHLNHE(O ) m CH2)O—WHp-Q-As-wherein-the-alkyl-group
. < onallv substituted with € A
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R is hydrogen or C-Caalkyl:

R* s hydrogen-orCi-Caallepl-or CR'R " taken-in-combinationforma-Cs-Ceeyeloalk—1-

R?is-independently-selected-at-each-occurrencefrom-C;-Cualkyl or oxo-or twoR> groups
takenin-combinationformafused - C3-Coeyeloalkyl-or spire-C3-Coeyeloatk1:1-

ais0- 2 3o 4

R3-is-hydrogen-or-Ci1-Caalkyl:

R3_ishydrogen. Ci-Caalkyl or CRAR™. taken in combination form a Ci-Cecycloalkti-
divh

Y is C(OYR*-C(OYOR*-CLOINHR CLOINRRE-SIRSRR-or CRPRHOR™:

R is-hydrogen-or-Ci-Caalkyl;

R0 i hydrogen-or-Ci-Caatkylor CRPR¥_iaken- in-combination form a-Cs-Ceeyeloatk
Hi-diyl;

R*is C,-Catkyk:oF

CHRPOR" taken-in-combinationform-a-5-6;-or 7-membercyelic-ether;

R*is5-C;-Cgalleyl-or C3-Creyeloalkylwherein-eyeloalleyl-is-optionally-substitated-with -0

, - Cualicy] | wherein alkvl onall
substituted-by-hydroxy;-amine; Ci-Caialkoxy-ormono—and-di—C,-Cualkylamine;

R and R” arc cach independently selected from C-Caatkyl and Ci-Cocycloalkyl

R v CpCalkvl——C-Coeveloatkv € -Caatkoxye—— CCeveloatkvloxy:
heteroeyeloalkyloxy,—er— (OCHR?*CH,),0-Ci-Coalkyl— wherein—the
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Z is CHR® 0r- NR%:
R% and R’-are-each-independently selected from hydrogen;C,-Cs alkeyl, C(O)C,-Cs alkeyl:
%@G@@Hﬁq{@%géNHG@ﬁm@H@q{Q%rQﬂH‘h&eﬁ%eﬂ%gf%m

A-ts-hydrogen €1 -Cualky - CO)E-Crallo CEONHY 6 -Crallodh 106 -Crallerk:
Rm—e%R“—where&Hh&aHeyJ—gmup%ep&m%aﬂys&bsﬂm{ed—wrﬂ%eH—Rw
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Rtis-hydrogen-or-Ci1-Caalkyl:

R**is hydrogenor C1-Cialleyl-or CR'R' taken incombination form a-Cy-Ceeyeloatk—1-

R%is-independently selected-at-each-oceurrencefrom-C1-Cy , proups
taken-in-combinationform-afused-C3-Co-eyeloalkyl-or-spiro-Cs3-Coeyeloatk—t51-

Ri-is-hydrogen-or-C-Caalkyl:

R is hydrogenC-Cialkylor CR*R* taken incombinationforma-Cy-Ceeyeloatk—1-

%S‘GGQ')R“ ,—G(Q}QR4 ,—G{Q}N—H—R“ ,—G{Q}NRsl%é _SiR ROR7_or- CRPRI22QRP:

R*.ishydrogen-or-Ci-Caalleyk:

RP% s hydrogen-or-Ci-Caatkyl-or CRPR™_takenin-combinationforma-Ci-Ceeyeloatk-

RB4sCy-Cualkyl:-or

CHRZORPtaken-in-combinationforma-5-6,-or 7-membereyclic-ether;

R s C-Cuadkvbor C-Creveloatk vl wherem eyeloalkvbis optionatly substituted with 0. L

) ind Jenthy_selected_Ci-Caalicyd | wherein_allovl i onall
substituted-by-hydroxy;-amino,-C1-Caialkoxy-or mono—and-di—C1-Caalkylamine;
R and Ré-are each independently seleeted from C1-Caalkyl and Cs-Coeyeloalkyl:
R'——is—C,-Csalkyl——C3-Creyeloaltkyl——C,-Csalkoxy;—C3-Creveloalkyloxy;
heteroeyeloallodexy,——er— (OCHR?*CH,),0-C-Coalleyl——wherein—the

B
hotoro a A 1 a A’ 1 -.- 1o one
; . v . S HaV




Q-is-a-bond:- O NH)-or N(C1-Cuatkeyhy;

Acis-hydrogen;-C1-Caatkyh-C(O)C1-Caalkyl-CLONIHC1-Caalkyl-E(0)O0C,-Caalkyh

RY_er R, i 0,

R* s hydrogen-orCi-Cialkylor CR'R™ taken-in-combinationforma-Cs-Ceeyeloalk—11-
diyk

R*is-independentlyselected-at-each-oceurrencefrom-C-Caaltkyl-or-oxo-or two R groups
taken in combination form a fused Ci-Co cycloalkyl or spiro Ci-Ceeycloalk-1,1-

atsOt23ord:

R3-is-hydrogen-or-Ci-Caalleyk:
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R is-hydrogenCi-Caalkyl-or CR'R** takenin-combinationform-a-Cs-Ceeyeloalk—1-
divd:

Yois- CLOIR*-CLOYOR - CLOINHR - CLOINR R, SiR SRR —or CRPRIOR™:

R" s hydrogen-or-Ci-Caalkyl:

R is hydrogen-or Ci-Caalkyl-or CR™PR'_taken in-combinationform-a-C3-Ceeyeloalk-

RP4sCy-Cualkyl:-or

CHR™OR®_taken i bination 6 s 607 | lic-ether:

R*is €, Crallyl or s Creveloallyl wheres Loalluld ionally substituted with 0.
eH—méepend%éee%@;@mﬂql—gme@s—m&d—w%m%akﬂ—m—ep&m%ﬂy
substituted by hydroxy. amino, C-Coalkoxy or mono- and di- Ci-Caalkylamino;

R’-and R%are-each-independentlyselected fromC,-Cualkyl and C3-Ceeyeloalkyl:

R¥——is——C,-Calkyl,——Cs-Creyeloalkyl,—C1-Calkoxy;,——Cs-Creyeloalkyloxy;
MWW@W—GT—EQGHRQGHQ%Q-GrGwHeﬂ—Wh%H

Z is CHR®-or NRY:
R% and R’-are-each-independentlyselectedfrom-hydrogen;C;-Cs allar- C(O)C;-Cg alleyl:
or—CONCH2)f O WHLNHE(O N mt CH2)of O WHp-Q-As-wherein the-atkyl sroup

Q-is-a-bond-O; NtH-or N(E 1 -Caalieyl);
Ms%y@eg%—@;@g%@(@}@;@mﬂa#@(%@;@gaﬂ@—@{@}@@;@g&%%
R—l—@ orR -l—l- -1-9
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4514. A drug delivery system comprising Formula (lll):

|

Nz
H NN

\—Carrier

0 KH/ANGPTL3
O (1),

wherein ANGPTL3 comprises an ANGPTL3 polypeptide having at least 95% identity to
any one of SEQ ID NO: 1 or 3—45, or combinations thereof.

46——A15. The drug delivery system eemprisingFormula-(\V):

Ny
\ |

H N\/Carrier

V5
according to claim 14, wherein SEQID-NO:19—comprises—an—ANGPTL3_is a polypeptide

comprising amino acid residues 242-460 in reference to SEQ ID NO:1 and a K423Q
substitution.




49——A16. The drug delivery system or pharmaceutically acceptable salt thereof eemprising

according to claim 1, having one of the following

e

formulae:

O HOo

0 HO  _OH H\I\T ol

R off 05 o

\OJFSQOFP 0 HO
HO NaO m H

/"0

~_N
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o "'3 .
e
N o, N:\j’N
oo o~ \N [
H ONa 0 10—
Jroggyw %&w %M
(XXVII),
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H OH
NH
g © oHos
to
oH o

N
o)
T A
H
X
/\/o\/\N\ i
N—N
OH
0 ONa o
HO
o} o) 0. 0
HN
NH
HO OH 0=

O\*
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O  HO___o
0 HO___OH HN 3!
NH Oo \\\*
. P off o NTO P
~0l 050 0 HO
HO NaOo m H
N=N, . _0O~"0
N @)
=
H
N D
J H R

/ N
—O N\N"
O 2
O C
H (0]

S
~_ O N

;\/\O NN 0" on
ONa OH O+ N o
oo £ 1lo O gios oo LA 20~
it gao N AN | HO™ on g2 @
(XXVIIL), o\
oA,
5 A
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NaO m
HO
—N o0
N=—=
\ /\/
N— O
=
H
\ H
o
o) o
R
HN = h
0 H
0 /J]\/o
o O
w /N
"o N-
0
H E
H (0]
o
~
o/ N
oo =N
OH o
ON 0—.
0-__NH OH o ﬁo O O
oHos 0 0 0. 0 HN
JFSO NH | HO~ " “on (;'N
OH  o=AL
(XXIX).

17. The drug delivery system or pharmaceutically acceptable salt thereof eemprising D—R;
ﬂ&&t—xs—repfesemed—by—l;eﬂﬁu}a—accorqu to claim 16, wherein each R has the following
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HO NaO m
\N\/\O/\/
~
H
S H ,D
\ R
Oﬁzo =
~ H
HN H%
0
/}—O\/k\ /\}\/O
0] O lw ——
HN. NI
0 °N
H ~
H 0]
o)
o/ N {

wherein the dashed lines indicate attachment to D and the bicyclo[6.1.0]non-4-yn-9-yI

moiety, and
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o
O\/\o/\/o\/\N X \/'
\
N—N
Os_NH OH ©
WLO o~ o Oy ONa 0 O(NH_ OH
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H 0
o
~
o\/\N [
oo =N o
OH
ONa  OH o5 Mho 0. }0—
o °Y o O‘g@o
HO 0 o o_o0 HN ‘g
Jr 0 HN HO OH o
N (e HOT o g
o OH o
CoID-
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N—N 0
OH o) o
ONa HO O }0—.
o M Oy Ho_ 8 0 Oggyo
. HN
0 NH'  HO m 0
oo OH o=
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N o0
N="\ S~
N—_" O
N
H
s H
O§O D
R
HN H
0 H
o
o) (6]
W —
N
HNT\_O Ny
0
H E
H (0]
o
~
o\/\N [
oo =N o
H 0 NH OH
OH 0~__ONa OH HO O—.
0~_NH 0 0 o_ o
OHo o o o__0 HO HN Ja
\Lo 0 NH 1 Ho o (I;N m OH o
HO OH oA

: R*is methyl, ethyl, propyl, isopropyl, 1-methyl-

cyclopropyl, or methoxymethyl:.
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O HO__.0
0 HO___OH HN 3!
NH oﬁ»oﬂ’eogioopf) o Ve
*\o{%@oﬁj s "3 OhN 0 rt
HO NaO m ﬁ z’
N o 7/\N
D N0
H r
\ A
Oﬁo o)
7
HN H, A LH
/ 0 aYAVS
o 10
(0] O lw
HN,_ N N

o)
\
o 3
H o)
o/
o/ N [
;\/\O/\/ NN 0 OH
ONa OH ON 0
oy OH OY 10- S0 o-goffoﬁe]‘ =
(ﬁo o._lo o FN
Jv OL"NH; Ho~ o N mHO OH o= ¢
I-PO OH 04\ p o=\
a'a'a'a R

56—A
18. The drug delivery system or pharmaceutically acceptable salt thereof eemprising D—R;

1, wherein
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NS

Y is C(O)R%;

R* is C4-Cgalkyl or Cs-Crcycloalkyl, wherein cycloalkyl is optionally substituted with 0, 1,
or 2 independently selected Ci-Csalkyl groups and wherein alkyl is optionally
substituted by C+-Casalkoxy;

Z is N-L-A;

L is C(O)CH2CH2NH;

Ais R"; and

R" is a hydrogel derived from a cross-linked hyaluronic acid, wherein the hyaluronic acid
comprises at least one amide-linked side chain of N(H)(CH>CH>0)3 CH2CH2N3,
and wherein the cross-linker used to form the hydrogel comprises PEG(2000)-bis-
[3-(((((1R,8S,9s)-bicyclo[6.1.0]non-4-yn-9-
yl)methoxy)carbonyl)amino)propanoate}:], or
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HO NaO m J
N=N o0 (@)
\N\/\o/\/ 7/\N
= NIV
D 0
H
\ PN
O0=.0 _/o o
HN He A LH
0 AL
/}—Ov%\ /\}\/O
(@) O w
HN o
N. -N
5 A N
H ~
H 0
o
X
o/ N [
o\/\o/\/ \NzN o
OH
OH o/ ne  oH O N5 {0 Jo—.
0-_NH HO o_Ljo o)

\L oHo O 0 o on N Yq
0 NH|' HO m O
o "on o 0 OH o=

fa'aaainy
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hore the dashed line indi : he s ines

4.

2

R s C-Caadhvbor C-Creveloatkvlo wherem eyeloalkvbis optionathy substituted with 0. L
or—2-independently—seleeted—C1-Cuyalkylgroups—and—wherem—allkylis—optionally
substituted-by-C1-Caalkexys

Z s N-L-A:

Lis COOYCHCHaNHE

Ads R and

R" is a hydrogel derived from a cross-linked hyaluronic acid, wherein the hyaluronic acid
comprises at least one amide-linked side chain of N(H)(CH>CH>0); CH2CH2Ns3,
and wherein the cross-linker used to form the hydrogel comprises PEG(2000)-bis-

[1-((((1'R,8'S,9's)-bicyclo[6.1.0]non-4"-yn-9'-yl)methoxy)carbonyl)amino-

cyclopropane-1-carboxylic acid ester}:], or
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HN ~HO OH 0=
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NS

Vs CLOR:
R*is-C-Cralkydor €3-C 5 ' tS-opti ' #th-0;1
> ind Jently_seleeted_C,-Caliy] I wherein_alkel i omall
substituted-by-C,-Caatkexy:
s N-EA
LHs-C(O)CHCHoNH;
A-is R and

R" is a hydrogel derived from a cross-linked hyaluronic acid, wherein the hyaluronic acid
comprises at least one amide-linked side chain of N(H)(CH2CH20); CH2CH2Ns3,
and wherein the cross-linker used to form the hydrogel comprises PEG(2000)-bis-
[1-((((1'R,8'S,9's)-bicyclo[6.1.0]non-4"-yn-9'-yl)methoxy)carbonyl)piperidine-4-
carboxylic acid ester}], or
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4

b

R*isCy-Caalkylor Ca-Creveloalkylwherein-eveloalkylis-optionally substituted with-0-1;
> ind tont] | | C,Caatied | wherein_alkyli onall

substituted-by-C1-Caalkoxy;

ZAs N-E-A:

LHs-C(O)CHCHNH;

AdsRM:and

R" is a hydrogel derived from a cross-linked hyaluronic acid, wherein the hyaluronic acid
comprises at least one amide-linked side chain of N(H)(CH>CH->0); CH2CH2Ns3,
and wherein the cross-linker used to form the hydrogel comprises PEG(2000)-bis-
[7-(((((1'R,8'S,9's)-bicyclo[6.1.0]non-4"-yn-9'"-
yl)methoxy)carbonyl)amino)heptanoate}:], or
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> ind tont] | | CCaatied | wherein_atkyli onall
substituted-by-C1-Caalkoxy;

ZAs N-E-A:

s CO)yCH.CHoNH;

Adis R and

R" is a hydrogel derived from a cross-linked hyaluronic acid, wherein the hyaluronic acid
comprises at least one amide-linked side chain of N(H)(CH>CH>0)3 CH2CH2N3,
and wherein the cross-linker used to form the hydrogel comprises PEG(2000)-bis-
[2-methyl-3-(((((1'R,8'S,9's)-bicyclo[6.1.0]non-4"-yn-9'-
yl)methoxy)carbonyl)amino)propanoate].

he AdArmio de ars em a a at a V=W aa' a2
Cl = vV Y Y o1 y—O O l OO

R*is—CH3,-CHCHs,—CH(CH:)CH:-or-methyleyelopropyl
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