We claim:

1. An aqueous formulation comprising a conjugate comprising a compound linked

to a polypeptide, wherein the compound comprises the structure:

_ NQSN Ho
I
wherein === is a double bond or a single bond;
wherein when === is a double bond, X and Y are each CH; and
when === is a single bond, one of X and Y is CH> and the other is CH», O, or NH; and
the structure is optionally substituted at any position other than the -NH>;

wherein the pH of the formulation #s-ranges from about 4.5 to about 5.2-erfrem-4-4-te
5-4; and

wherein the polypeptide is an antibody that binds to a tumor associated antigen selected from
HER2, Nectin-4, ASGR1, mesothelin, PSMA, rsPSMA, TROP2, LIV-1, MUC16, CEACAMI,
CEACAM3, CEACAM4, CEACAMS, CEACAM6, CEACAM7, CEACAMS, CEACAM16,
CEACAMI18, CEACAM19, CEACAM20, CEACAM21, URLC10, NY-ESO-1, GAA, OFA,
cyclin B1, WT-1, CEF, VEGRR1, VEGFR2, TTK, MUCI1, HPV16E7, CEA, IMA910, KOCI1,
SL-701, MART-1, gp100, tyrosinase, GSK2302050A, survivin, MAGE-3.1, MAGE-10.A2,
OVA BiP, gp209-2M, melan-A, NA17.A2, KOC1, CO16, DEPDC1, MPHOSPHI1, MAGEI12,
ONT-10, GD2L., GD3L, GSK2302032A, URLC10, CDCAI1, TF, PSA, MUC-2. TERT, HPV16,
HPV18, STF-1I, G17DT, ICT-107, Dex2, hTERT, PAP, tyrosinase related peptide 2 (TRP2),

and LRRCI15.
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12:2. The aqueous formulation of claim 1, wherein the pH of the formulation is-ranges

from 4.7 t0 5.0.

+4-3. The aqueous formulation of claim 13, wherein the formulation further comprises

at least one buffering agents selected from histidine, citrate, aspartate, acetate, phosphate,
lactate, tromethamine, gluconate, glutamate, tartrate, succinate, malic acid, fumarate, o-
ketoglutarate, and combinations thereof.

15-4. The aqueous formulation of claim 443, wherein the at least one buffering agent is
comprising histidine and aspartate.

1+6:5.  The aqueous formulation of any-ene-efclaims +3-154, wherein the total
concentration of histidine and aspartate ranges from buffering-agentsin-the-formulationis-about
15mM to about 25mM.

+7%6. The aqueous formulation of any-ene-ofclaims 3416, wherein the aqueous

formulation further comprises at least one lyoprotectant selected from sucrose, arginine, glycine,
sorbitol, glycerol, trehalose, dextrose, alpha-cyclodextrin, hydroxypropyl beta-cyclodextrin,
hydroxypropyl gamma-cyclodextrin, proline, methionine, albumin, mannitol, maltose, dextran,
and combinations thereof.

18-7. The aqueous formulation of claim 476, wherein the at least one lyoprotectant is

comprises sucrose.
49.8. The aqueous formulation of claim_747erelaim18, wherein the total

concentration of the atleast-enelyoprotectantsucrose is about 7% to about 9%.
20:9. The aqueous formulation of any-ene-efclaims +196, wherein the aqueous

formulation further comprises at least one surfactant.

21+:10. The aqueous formulation of claim 209, wherein the at least one surfactant is

selected from polysorbate 80, polysorbate 20, poloxamer 88, and combinations thereof.
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22:11. The aqueous formulation of claim 2410, wherein the at least one surfactant is
comprises polysorbate 80.

23-12. The aqueous formulation of any-ere-ef-claims 202211, wherein the tetal
concentration of the polysorbate 80atleast-one-surfactant is about 0.01% to about 0.05%.

24-13. The aqueous formulation of any-ene-efclaims 1-23, wherein the concentration of

the conjugate #+the-agueousformulation-is about 70 mg/mL to about 100 mg/mL.




3+:14. The aqueous formulation of any-ene-efclaims 25-301, wherein the antibody is an
anti-HER?2 antibody.
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37%15. The aqueous formulation of any-ene-ef-claim_1s25-30, wherein the antibody is

an anti-Nectin-4 antibody.
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25301,
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54-17. The a
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62:18. The aqueous formulation of any-ene-ofclaims 1-6+, wherein the compound is a
TLRS agonist.

64-19. The aqueous formulation of any-ene-ef-claims 1-63, wherein the conjugate is

represented by Formula (I):

O1<OAD)
z (D
wherein:
A is the polypeptide,
L is a linker;

Dx is the compound;

n is selected from 1 to 20; and

z 1s selected from 1 to 20.
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%MMMWMH&MW}O%}O%
NERIHENRI)—CNRIOINR ) NRIHENROINR)5—-8(0)2-—08(0)
—S(OHO-—5(0)-—08(0)2—5(0)0NR)S5(0)2—S(0)NRM)—NR)S(O)
-S(OMNRH)—DNRH)S(ORNR ) -and —NRISOINR )

R'and R are cach hydrogen:

Rt and R are independently selected from: -ORM -NIR ™2 <CLOINER™ ) -CROIR'
-CLOYORM_S(OIRM_and—S(O)RR™: C, 1y alkyl-Co 1g alkenyl-Co g alkeynyleach-of which s
optionally-bound-to-1>-and-each-of whichis-optionally substitated-with-one-or-more
substituents-independently-selected-from-halogen;—OR™*—SR**—C(OINR);
NRYCUOIRINRIYCUOINR ) NER 1) CLOIR . CLOIOR M —OC(OR—NO;
=0; =8 =NR'"),_CN,C; > carboeyele;and 3—to-12-membered-heteroeyele;and-Ca 1
carboeyele and 3—to 12 membered heteroeyele, wherein-each Ca 1> earboeyele and 3—to-12-
membered heteroeyele in R*-and R%is optionally bound to L and each Ca_i>-earboeyele and
3—to12-membered heteroeyele inR*-and Rois-optionally-substituted-with-one-ormore
substituents-independently selected from halogen,—OR",_SR*,_C(OYN(R),,
NRYCORYNRYCOINR o NR Y- COIR Y- C(OIOR M, —OC(OR M NO;
=O0=8; =NR1)—CN:-C s byl Ca g atkenyl-and-Ca g abiynyk:
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R*- s independently selected-ateach-occurrence from 3 hydrogen,—NHo; 2CsHs3

idependenthyselectedHromhdocenr—ENNO - —NH =0 =5—-CHOCHCHs—
NHCEOKOCHEHC 10 atkyl-Coo atkenyl Copatkorml-Capearboeyele 3—to2-
membered-heteroeyele—andhadoatod:

Lg. ]. ] . i 1 . 1 . ] Elgi

R* is-independently selected-ateach-occurrence from-halogen,—ORM. —SRM_NR "),
-CLORM—CLONR ) NRIHCORY_CLOYORM—OCORY—SIOIRM—S(O0)RY;
PONHOR ) —OPONOR ) NO2=0:-=S=NR")-and—CN:-C; 19 alked-Ca o alkenyd;
independently-selectedfrom-halogenr—OR ™SR NR ) CLOR —CLONR;
NRHCOIRY -COHORY;—OCORM —S(OIRY—S(O)R Y PLOHOR)—OPONOR);
NO»=0=S;=NR¥)_CN_C; ,gearboeyele-and 3—to-10-membered heteroeyelerand Cs 19
carboeyele-and 3—to10-membered-heterocyelewherein-each-Cs 10-carboeyele-and 3—to10-

T . . .
independentlyselected from-halogen,—OR™—SR™ - NR ) —CLOR M —COINR )
NRHCOIRY -COHORY;—OCOR—S(ORY—S(O)R Y PLOHOR)—OPONOR,;
NOL =0, =S, =N(R") -ONL Crealkyl. Cooatkenyl. Cogalkynyl: and

NER)—SOIRY—S(O)2RY; -@G@RJ’Q—G@QRJ’Q—QG@RM—N@Q—Q—S-
=NRY—EN-C 1 aberh-Co o abkenyland-Coyp abkeynyhand

R*-and R4 e d-from hydrogen, haloges
S(ORM—S(O)RRY; —GGQ}RJ’Q—GGQ}QRJ‘Q—QGQQ)RM—NQQ—Q—S—NGRM}—GN—@HQ
alkyh-Co o atkenyl-and-Co g alkynyl-or R**-and R taken-together form-an-optionally
substituted-saturated-Cs - earboeyele:

_ .n SR-I-O %l(R}Q};-
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R1

\N\RZ
L2 N=
RN
P
|_22—R4
(IVC)
R'"and R are cach hydrogen:
L= s -CO)-:
R*35NR*),:
R*- s independently selected-ateach-occurrence from-hydrogen,—NHo—COYOCHCeHs:-and

from hatogen, -CNL-NOz. -NIH. =0, =S, -CtOIOCHC s -NHCO)OCH:Colls. €y nalkyl

Co g alkeny-Co 1o alkynyl-Cs1o-earboeyele; 3—to12-membered-heteroeyeleand-haloaley:
L5 CONR) = _wherein represents-where L™is bound-to R%;

halogen;,—OR":—SR*—C(OINR ) NRICIOIRH—NRYCOINR )2 NR ;.
ORI —CLBHOR ' —BCOIR ' —NO»=0=S=NR ' Y-and—CN:

Crioatkyl-Co 1o atkenyl-Co 1o alkynyl-each-of which-is-optionally-substituted-with-one-or more
substituents-independently selectedfrom-halogen, —ORY, SR _CLOINR "),
SNRMCEOIRM -NIRTCEOINR 2 -NR . -COR™ -CLOIOR. -OCOIR. -NO:.

with-one-ormore-substituentsindependently selected from halogen,—ORW__SR0,
CLONRDHNRICOIR O NRYCOINR ) NR M —CLOR M —CO)OR™;
-OC(OIRNO2;=0,=S=NR'"),-ENC s alkyl-Co s altkenyl-and Crs atkynyl:




70:20. The aqueous formulation of any-ene-ef-claims 64-6919, wherein L and Dx

together have a structure selected from:
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)OL o)
N
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H 0 = H H
f = N//\
HN 5 T\
H,NT 0 ,

and salts thereof,
wherein the RX" is a bond, a succinimide moiety, or a hydrolyzed succinimide moiety bound to

a residue of a polypeptide,

wherein ¥ on RX* represents the point of attachment to the residue of the polypeptide.
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3 RX* g/\l’\

73:21. A lyophilized composition comprising a conjugate comprising a compound

linked to a polypeptide, wherein the compound comprises the structure:
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o~ N=
HL )
wherein === is a double bond or a single bond;
wherein when === is a double bond, X and Y are each CH; and

when === is a single bond, one of X and Y is CHz and the other is CHa, O, or
NH; and
the structure is optionally substituted at any position other than the -NHb;
wherein upon reconstitution of the lyophilized composition in water to form an aqueous
formulation, the pH of the aqueous formulation #s-ranges from about 4.5 to about 5.2-erfrem4-4
to-54; and

wherein the polypeptide is an antibody that binds to a tumor associated antigen selected from
HER2, Nectin-4, ASGR1, mesothelin, PSMA, rsPSMA, TROP2, LIV-1, MUC16, CEACAMI,
CEACAM3, CEACAM4, CEACAMS, CEACAM6, CEACAM7, CEACAMS, CEACAMI16,
CEACAMI18, CEACAM19, CEACAM20, CEACAM21, URLC10, NY-ESO-1, GAA, OFA,
cyclin B1, WT-1, CEF, VEGRR1, VEGFR2, TTK, MUCI1, HPV16E7, CEA, IMA910, KOCI1,
SL-701, MART-1, gp100, tyrosinase, GSK2302050A, survivin, MAGE-3.1, MAGE-10.A2,
OVA BiP, gp209-2M, melan-A, NA17.A2, KOC1, CO16, DEPDC1, MPHOSPHI1, MAGEI12,
ONT-10, GD2L, GD3L, GSK2302032A, URLCI10, CDCAI, TF, PSA, MUC-2, TERT, HPV16,
HPV18, STF-1I, G17DT, ICT-107, Dex2, hTERT, PAP, tyrosinase related peptide 2 (TRP2),

and LRRCI15.
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—NGR*%G@),—NGR*QBG@NGR”},—NGR*@)G@}@,—@G@}NGR*@%GGNR*@%
NERIHENRI)—CNRIINR ) NRIHENROINR)5—8(0)2-—08(0)
—S(OHO-—5(0)-—08(0)2—5(0)0-NR)5(0)2—S(0)NR)—NR)S(O)~
SONR)NRI)S(0)NR ) —and NR)ISOINR )~

R*-and R?are-each-hydrogen;

Rt and R are independently seleeted from: -ORM -NER ™2 CLOINER ) -CROIR'
-CLOYORM—S(OIRM_and—S(O)RR™: C 1y alkyl-Co 1g alkenyl-Co g alkeynyleach-of which s
optionally-bound-to- L7 -and-each-of which-is-optionally-substituted-with-one-or-more
substituents-independently selected from-halogen,—OR 'SR —CLONR )o—
NRYCORYNRYCOINR o NR - COIR Y- C(OIOR M, —OC(OR M NO;
=0, =S, =N{R*), -CN; C3 ;> carboeycle; and-3—to-12-membered heterocyele; and Cs 12
carboeyele-and-3—to-12-membered-heteroeyelewherein-each-Cs o-carboeyele-and 3—to12-
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membered-heteroeyele-in R*and R%-is-optionally bound-toL>-and-each-Cs 12-earboeyele-and
3—to12-membered-heterocyele-in R*-and R%is-optionally-substituted-with-one-or-more
substituentsindependently selected-from hatogen,—ORM—SRY_COINR ) —
NRMCEOR-NRMCEONR ™ -NER M- -CEORML -CLONOR . -OCIOIR ™, -NO-.
=0. =S, =NIR "L -CNL €y oatkyl C2 palkenyl and Co ealkynyl:

R*-is independently selected-ateach-occurrence from L, hydrogen—NHo—COYOCH-CHs:
and-C g aterl-Copy abkeny - Cop atkoynyh-Caecarboeyeleand 3—to 2-membered

independently-selectedfrom-halogen,—CN-—NO»NH, =0, =S, C(OYOCHCeHs—
NHEOHYOCHEeH s+ C 110 alkod-Co 1o atkenyl-Co 1o alkeynyl-Cs1o-earboeyele; 3—to12-
membered-heteroeyele—andhadoatod:
L3 o tinl ioty_wherein there is-at ST
R-I—Z' : d L - . -I-OA_R-I-O_NGR{-O)%_
%R”—G@NGRJ‘%- —NGRJ’QBGGQ}RJ’@ -GQQ}QR”—@G@Q)R”—S{Q}R”—S@Q};R*@
PLOHOR )2 OPIOHOR )27 NO2=0=8=NR")-and—CN;-Ci 0. alkyl-Co 1o atkenyl;
Ca g alkynyleach-of whichis-optiona abstitated-with-one-or-more-substituen
independently-selected-from-halogen;,—OR'—SR'N(R);—CIOIRM—CLOINR )
NRHYCORY -C(OHORY—OCIORY—S(OIR;—S(0)R ;- PIONHOR ), —OP(OHOR ),;
NO;=0; =5 =NR"),—CN-C3 1p-carboeyele-and 3—to-10-membered-heteroeyele; and-Ca 1o
carboeyele-and-3—to-10-membered-heterocyele,-wherein-each-Cz 1o-carboeyele-and 3—to-10-
bered] loin R onallv substituted wid beti
independently-selected-from-halogen;,—OR'—SR'N(R ) CIOIRM—CLOINR )
NRHYCOIRY -C(OHORY—OCIORY—S(OIR;—S(0)R ;- PIONHOR ), —OP(OHOR ),;
NO2=0;=S=NR)—CN-C ¢ k-G s atkenyl-Ca s atkynyk-and

NR Y —SOIRM—S(O)R™; Q@%”—G@}GR*‘*—GGGG%”—NGQL—G—S
=NR¥)_CNCy g alkyl-Cy 1o alkenyl-and-Ca 1o alkynyl:and

R* and R¥5

dep d g m-hvd L - J-O_SRM NERJ—O};_
-SOIR_S(O)R:; —GGQ}R*@—GGQ}QRJ‘Q—QG@R”—NQ;—Q—S—NGR”}—GN—GH@
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atkyh-Co 1o altkenyl-and-Coo alkynylor R*-and R -taken-together form-an-optionally
substituted-satarated-C3 7 earboeyele:

R1
12 N \N\RZ
Re NS
P
|_22—R4
(IVC)
Rtand-R*>areeach-hydrogen;
L2145 C(O)—;
R*35NR*),:

R*- s independently selected-ateach-occurrence from-hydrogen,—NHo—COYOCHCeHs:-and

fromhatoeenr—ENTNO 1 NH =0 =5—-C6010CHCH=-
-NHCOHOCH2CHs € o adhvlCop abkeny-Coalkynylh - Caocarboeyete 3—to12-

halogen—OR ™SR —C(ONR ) NR ISR NRHSONR Do NER )
CORM—CLOORM—OCOIRY—NO;=0,=5=NR")-and—CN;

€ oatkvlEooatkenyh € alkyavlecach-ofwhichis-optonalhysubstitated-with-one-ormeore
substituents-independently-selected from-halogen,—ORY,—SRY _CLOINR )
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14922, Use of a therapeutically effective amount of the aqueous formulation of

claim 1 in the manufacture of a medicament A-methed-effor treating a cancer in a subject;
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(IVB)

L isselectedfrom X7 —X-Cy calkylene X3 —X3-Co g alkenylene X —and —X-Cay
I | X3 C ) ) ’ ,

-E(0)0-—0E(0)—OE(0)0-—E(ONR)—CLOMNR)C(O)—CLOMNR)ICOMNR )
NRHEO)—NRHSOINRI)NRHE(O)O-—OC(OINR ) —CANR )~
NRIHENRH)—CANRINR)NRIHENROINR ) 5—8(0)-—08(0)
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—S(0YO—S(0)—OS(0)—S(0)O+NRMIS(0)—S(ORNR M) NRM)S(O)
SSIOINER' - -NER SO 1LNR - and -NR'MSEOINR )2

Rtand R*>areeach-hydrogen;

R*and R3-are-independently-selected from: —OR™NR ), - CLONR ), CLOIRM;
-COYORY;—S(OHRM; and—S(O)RRM;-C g alkyl Cy 1o alkenyl-Co 1o alkynyl-each-of which-is
optionally-bound-to-L>-and-each-of whichis-optionally substitated-with-one-ormore
substituents-independently-selected-from-halogen;—OR'*—SR**—C(OINR);
SNERMICEOIR T -NIRCEONER ™ -NER M -CUOIR M. -CHOIOR ™. -OCIOIR. -NO-.
=0, =S, =NR '), —CN;-Cs 12-carboeyele;-and 3—to12-membered-heteroeyelerand-Ca 1
carboeyele-and 3—to12-membered-heteroeyelewherein-each-C; 2-carbeeyele-and 3—to12-
membered heterocyele in R and RY is optionatly bound to L and cach C 12 carbocyele and
3 10 bered.| o in R and R% is ontionallv sabstitted wid
substituents-independently selectedfrom-halogen,—ORY, SR _C(OINR ) —
NRCORNRHCONR Y NR D —COIR M —CLO)OR P —OCOIR Y —NO»;
=0, =S =NR"}—CENC, c alky-Co s atkenyl-and-Co s atkynyk

R*-is independently selected-ateach-occurrence from L, hydrogen—NHo—COYOCH-CHs:
ard-C o atlerdEo o ateenrr-Co o eyl earboeyeleand 3o 2-membered

dependenthyselectedHromhdocenr—ENNO - —NH - =0=5—-COO0CcHCHs—
NHEOYOCHEcHs5-C1 10 alleo-Co 1o alkeny-Co 1o atkynyl-Ca_1o-earboeyele; 3—to12-
membered-heteroeycle—and-hatoatkyl:
L3iis o lin] ety wherein i s at] ST
R*2is-independ d-at-each-ocen m-halogen,—ORY_—SRP_NRH),
-CORM—CLONR ) NR ISR -CLOYOR M —OCOR SR —S(0)RY;
PUOHOR' )2 OPLOHOR )2 NO=0=5=NR)-and—CN:-Cio alieylCa-so alicenyl;
Co o alkynyleach-of whichis-optionally-substituted-with-one-or-more-substituen
independently selected-from-halogen—OR' SR NRM ) —COR T —COINR )
NRHYCORY -C(OHORM—OCIORY—S(OIR;—S(0)R ;- PIONHOR ), —OP(OHOR ),;
NO2;=0;=S,=NR"), —-CN;-C;3 1y carboeycle-and 3—to-10-membered -heterocyeleand-Ca 1y
earboeyeleand 3—tot0-membered-heteroeyelewherehreach-Caearboeyeleand 3—to10-
independently-selected from-halogen,—OR™, SR _NR ), - CLOIRY —CLOINR),;
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halogen—OR"—SRY;—CLOINR ) NRHYCLORINRIHCIOINR ) NR ;5
ORI —CLBHOR ' —BCOIR ' —NO» =0 =5=NR ' Y-and—CN:

Crnalkyl Copatkenyl Co palkynyl cach of which is optionally substituted with onc or more
substituents-independently-selected fromhalogen;,—OR™, _SRY_C(OINR ),
“NERHYCEORHMNRIICCOINRM N2~ CHORM—CLOIORM —OCOIRY —NO3:

with-one-or-more-substituentsindependentlyselected from-halogen,—OR, SR,
“COMNR ) NRIHCOIRNRIHEONR ) NR - E(OIRY—C(OIOR™;
SOCIOIRM -NO2 =0, =S, =N(R"1 -CN. Cypalhyl Co o adkenyl and Coalhynyl
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