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Atwrney Docket Mo, QOSEIRT-000003
Appheatin Mo, 3073

;}«'3 G 2 }

AMENDMENTS TOVTHE CLAIMS:

Thiis Hsting of clairms will replace all prioy versions, and Istings, of cloims in the

spplication

LISTING OF CLAIMS:

L {Previoosty Prosented) A hydrophilio Hadker of formula {D

z\f'wﬁ.g»%s:gwf&g

wherehy
¥ reprosonts a funcions! group that cuables resction of the hydrophilic linker with a vell
binding agent:
1 and T are either -PE=OOM -, o <SG}, or 8O
sl are integer from 0o 3, but not O ot the same Ume: provided dat when mesl, nst,
Q is not -POROMM when nel, msf), T s not -PEOROM- and whea Qoor T is - ~S{Q ), m
and 0 ave not

Z vepresunts & functional group that enshies Hakage of the hydeophilic Iinker to g

eytotoxio drug vie a disulfide, thicether, hicester, hydrazone, ether, sstee, carbamate, carhonais,
seopndary, tertiary, of quaternary amine, iming, eyvclohoieroalkane, heteroaromatic, alkoxime or
anude hond;

Ry B By, and By, ave the same o different sud are absent, Haear oyt

i
tonps
o)
¥
,,,-
jo3
s
i
P
b
poocd
Lo
it
s

i

o
<&

carhon stoms, branched or oyelic alloyl having from 3 1o 6 carbon atovs, Hnear, branched or

eyoliv alkenyt or alkynyl, or ester, ether or amide having 2-6 carhon ators, or pobvethylensasy
wait of formuls (OUHOH: Y, whereln pis an nteger from 1 o about 1000, ar combination
theread,

1

or By, Ko, Ry andd By are respectivid ¥ achain of two o mote atoms selected from the
group consisting of € NoQy 8, 8, and P that covalently conneets a cell-surfase blading Higand, 2

phiosphinate or sulforyl group, a conjugated drug and among thenmelves (Ry. Ry, Ry snd Rax
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Attoroey Docket Mo, QURESQ 00003
Application Nix, | 3

Ry and R, are the same or different and are absent, H, Hneor allcyl having from 16
carbon stoms, branched or eyelic alkyl having from 3 © & carbon sloms, linear, branched oo

eyolie albenyl or alloynyl, or ester, ether or amide having 2-6 carbon atoms, or polyvethvlencoxy
unit of § s (OCHUH,, whereln p s an Dteger from | to about 1000, or pontbination

thereol;

MM, or M or K, en N'RiRsBora phvarmaceution] salt

2 {Currently Amended) A cell-binding agent-drug conjugate of formula (11

§ ;
Qz‘%@“%H ¥ mga}%x s~~Dhrug
N [

PR, Ry Ja (i)

wheresm

b reprosens a cell-binding agent;

Drug represents a drug Hnked o the coll-binding apent via the hydrophilic linker by a
disulfide, thinether, thioester, peptide, hydrazone, ether, cster, carbanate, carbonae,
eyclohetercalkane, hetoroaromatic, alkoxine or amide bond;

{3 and T are eithor PE=0ROM - o0 -S{00, 08 -8{C-;

e and wy ave integer from 010§, but not O at the same tme: provided thas when mes1, =,

Qs a0t -PEOHOM - andwhen n=l, me), T is not - SPEOROM- and when Qo T -S{8-,

mandn are not
Ry, Ry By, and Ry, ave the same or $ifferent and are absent, Hoear alkov having from -8
carbon atowms, branchd or eyelic alkyl having from 3 1o 6 carbor o, lnear, hranched o
cyulic alkenyl or sliowyl, or ester, ether or amide having 2-8 carbon stoms, ar polvethyleneoxy
of formula (OCHOHy i, whereln p is an nieger from 1o about 100, or contbina omn
thereot,
or Ry, By Ry and Ry are 3‘@&9&@&.&\9& v a chain of two or more atoms selected from the

group consisting of O, N, O 8, 81, and P that covalutly connecss a cell-surface binding ligand, a

§§1€¥s‘§331i e on sulfonyl group, & conjugated drug and among thamselves (R, Ro, By and R Wk
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Ry angd Ry, wre the sume or different sid are absent, H, Unear alky! having from -8
carbest atoms, ranched or eyelic alkyl having from 3 to & carbon atowns, Hnear, branched or
yolie alkenmyl ov alkyoyl, o ester, ether or amide having 2-6 carbon atows, o polvethviencoxy
it of forowda (QCHATH ), whersin p s aninteger from 1o sbasg 1000, or combination
thereot;

Mis Hoor Mo, or Koy KR BsRaor s pharmacentical xalt,

3 {Previously Presented) A compound of formuda (HEy

; § \
Ch Rg%i}mﬁz f“ﬁ“ng E%
e E"“é j q (D

wherein

Ch represents g oell-binding agent;

€ and T are elther -P(=0 XOM &, or <80y, or -SE3);

y and e inveper from O e §, it not § ot the same time; provided that when msd, n=0,
€ 15 not Pl OM ) wnd when p=l, mel, T s not -P{=QYOM:

g iy intoger from o 20

Zrepresents 8 fanctionat group that suables Hikage of te componnd 1o 2 ovtotoxie drug

vig a disulfide, thivether, thivester, hydrazone, other, eater, carbamate, carbonate, seoandary,

turtiary, o gualeraly aming, imine, oyeclobeteroalkane, boterogromatio, slkoxgime or amide

bt
By, Ky Baosnd Ry, are the same or ditferent snd are sbsent, Hiear alky! having from -6
carbion atoms, branched or evelie alkyl having from 3 to 6 carbon gtoms, Hnear, branched or

cyehio atkenyl or alkynyl, or ester, ether or amide having 2-6 carhon atoms, or polyethyleneoxy
o of formula (QUHUH: b, wherein pis an Integer from 1o about 1000, or combination
thy “‘9‘*\?}

or Ry, Bo, Ryoand Ry ave respectivedy @ chain of two or move atoms selected from the
group conssting of O, MOCS, S and P that covalently conneets a coll-swrface binding Bgand, a

phosplinate or sulfonyl group, a conjugated drug and among themsebves (K, Ry, Roand Ry
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Artormy Plockel Mo, QUEERRT-L0
Application N, |

Ry and Ry, are the same or different and ave absent, M, Hiear alky! having fovn 196

carhon atoms, bravnchsed or oyelio allov having Bronn 3 0 6 cabon atoms, Hnear, branched or
cyehe atkenyl or allopned, or ester, ether ov amide baving 2-6 carbou atoms, v polyethvloneoxy
unit of formala (OCHCHL),, whereln pis an integer from 1o about 100, o combination
thereaty

o 3

M, or Naor KL or NBR:Ryor g pharmaceuticsd salt.

4. Proviously Presented) A compound of formula (VY

vﬁ‘;m‘R}

Q~F; TRy~ Drug
; ] FoN
m t £ 3
Rs R (V)

wherem:

Y represents a fanctional group that anables reaction of the compound with a celi-binding
agent

Q and T are cither -PEUHOM b, or -SHER Y, o SO

i aind B oare nleger from O to 3, but oot G the same tme; provided that when me1, nef),
Q ix not PO QMY and when p=l, sl T i st 2P0 HOM -,

“Drug” reprosents s drug Haked 1o the cell-binding agent via the hydrophitic Hnker by a
disuttide, thioather, thioester, peptide, hydraxone, ether, ester, carbamte, carbonate,
evcloheteroaikane, hetersaromatic, alkoxime or amide bond,

Ry, B Ry, and Ry, are the same or different and ave absent, linear alkyt having from 16

carbon atoms, branched or ovel

atboyd having froan 3 to 6 carbon atonmy, Boear, branehed or

cyeiic atkenyt or alkynyl or psser, cther or amide having 2-6 carbon atows, or polyethyloncoxy

unit of formula (QCH UL Y, whereds pis an integer fram 1o about 1000, or combination
or Ry, Bz, Ry and Ry are rospectively o chain of two or more stoms selected from the

group consisting of £ N, 08 8088 and P that covalently conneats a celbsnrface hinding ligand, a

phesphinate or salfonyl group, 8 conjugated drug and ameng themselves (R, Ry, Ryand Rax
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Attomey Dokt Moy 088387400003
Apphivation No. 14432

By and Ry, ave the same or different avd are absent, H, lnear alloe] having from 1.6
carbon atoms, branchad or ovelie allovt having from 3 0 & carbon sloms, Hoear, bvanched oy
eveliv albenyl or alloynyl, of wster, vther or amide having 2-6 curbon stoms, or pobyvathylencoxy
unit of formuls (OUHCHa b weherein pois an steger fram | o about 100U, or combmation
thereal:

M ks HLoor Moo K, or N R RaRy or 1 pharmaceutioat salt,

{Currently Amendedy The conjugate of vlatm 2, wheveln Dhug s selected from the group

consisting of)

1} therapenbic age

o

s comprising #) Alloviating agents comprising Nitrogen mustards
compristig chiorambucil, chlommaphazine, oyelophosphamide, dacarbazing, cstramustive,
sfenfamide, mechlorethamine, mechiorethamine oxide hydrochioride, mannonmsiing,
sutobrontiol, melphalan, sxtolactol, pipobroman, novembichin, phenestering: pm{hsinmaiimfﬁ,
thivtepa, rofostamide, uracll mustard; CC-1083 and adowelesing, carzelesin and bireles
duoearmycin, KW-2189 and UBETME beneodiazepine dhmers comprising dimees of
pyrrolobenzodiazepine or tomaymycin, indetinobanzodinzepives, imidazohenzathiadiazepines
or oxanlidinebenzodiazepines; Nitrosonregs comprising carmusiine, lomustine, chlorozeinein,
fotermmstine, nimusting, ranimustive: Alkyhsolphonates comprising busalfan, treosalfan,
improsulian and piposulfan; Triazenes: decarbazine; Platinum containing compounds comprising
carbaplating ;tigpt stin, oxaliplating azividines comprising benzodops, carhoquene, meturedog,
and wredopa: eiylenimines and methylamelamines invleding dliretanine, micthviensmelamine,
fricthy i*ns:pi1{),~_:§3§:z{3r§m’zi.a’; e, iniethylencthiophosphaoranide and trinthvlolomelamine]; by Plag

Alkaloids comprising Vines alkalokls comprising vineristing, vighlastine, vindesine, vinorelbing,

navelbing Taxoids comprising pactitaxel, and docgtaxel, Maytansinoids comprising DML IIM2,

DM3, DMV, BMSDME, DM, DM, maytansine god asamitoctus, cryplophyeins comprising
cryplophycin and erypiophyein & spothilones, elemtberebin, discodermalide, bryostatins,
dolostating, auristating, whulysing, cephalostating pancratistating & sarcodictyin spongistaing o
DNA Topoisomerase lukibitors comprising Epipodophyiting comprising S-aminecamptothesin,

campiothecin, evisinatol, dennomycin, etoposide, ctopoide phosphate, irinotodun, nitoxantzone,

DAC EX. 2031 IPR2022-01531 Page 6 of 20



;*?s.i"is‘:s:‘z}t?'y 3’?0{‘%& Nio {3*"3X ‘W; {W‘%‘z

=
ot
Ry

¥ ags s

povantrone, relineic sckds, retingls, teniposide, mpoteean, Sdtrocanptothecing mBomyoing )
Anti-metabolites comprising Anti-folate conmprising DHPR inbubitors comprising methotrexate,
trimetrexate, denopterin, pleroplerin, and aminopierin, IMP dehydmgenase lulibitors compeising
mycophenolie aoid, tiazofurin, and ribavivin, BICAR; Ribosucleonide reduciase Inhiblions
comprising hydroxyuren and deferoxarming Pyrinidine compounds componnds comprising
wrac! eompounds comprising ancitabine, azacitidine, &-resuridine, capeeilabing, carmotur,
oytavadine, dwdeoxyuriding, doxifturidine, enocitabing, 5-Fluoroaraeil, Hoxuwidine, and

ratirexed; Cytosine compounds comprising oytasabing, oviesing avabinoside, and fudarabine;

Purine compounds comprising srathiopring, fludarabine, mercaptopurine, thiamiprine, and

thinguanine; folic sexd replenishert o). Hovmonal therapies comprising Receplor antagonisis

comprising anti-estrogen selected from the group consisting of mesestrol, ralosifens, and
tamoxifen; LHRH agonists comprising goserelin, and leuprodide acetate; snti-androge
eomprising biealutamide, Tatamide, calusterone, dromostanolone propionate, spitiostanal,
goserchin, leuprolide, mephicstane, nilutamide, testolactone, sad trilostane: Vitamin D3
compounds vomprising CB 1093, ER 10858, KM 1080, eholecaleifernt, snd ergocaleiferol;
photodynanio therapies comprising verteporfin, phihalocyanine, photo sensitizer Fod, and
demethoxy-hiypocrsllin AL eytokines comprising Interforon-alpha, Iterforon-gammy, tunw
neereaks factor, and human proteing containing a TNF domaing £ Kiruse inhibiors ¢ poraprising
ant-EOFRAEDL, bnatinih, gefitinth, pogapionil, sorafendt, dasatingh, sanitinib, erlatinid,
nilotiniy, fapatindd, axitioib, pazopantb, vandetanih, anti- VEGFR2, mohetinil, ponating,
baletinib, bosutindb, cabezantinib, vismodegib, iniparid, roxoliting, OYTIRT, axitinih, theonranih,
soraieaily, bevacizomal, cotaximab, Trastuzumab, Ranthizumab. . Pargteemumab, and ispinesily
g2 antibiotios comprisiug enedivoe antibiotios comprising ealicheamicing commprising
cabivheamiein ¥1, 81 ol sud B1; dynemicin selecied from the group couststing of dynemicin A
and deox ydynemicts eapersaticin, kedareidin, C- 1027, madwopeptin, neocarsinostatin
chromophore and chromoprotein eoediyne antiobiotie shromomophores, aclacinom YSI,
actinamyeing, authranycin, azaserive, bleomysing, cactinemyein, carabicin, carn Gy,
carzimophiliyg chrmomomycing, dactinomyein, daunorabicin, detorubicin, S-diaze-S-nxo Lo

norfencine, dogorubicin, 3‘1{33:}1}1;;}1%ii}iﬁ&-{iﬁ&@fi}‘i}i{:im eyatemerphioline-doasorabicin, 2pyrroling
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Attorney Docketr No, (RS s«f}{x‘ﬁm
Application No, {4

doxorabicin and denxydoxorubicin, epirubicin, esorubiodn, idanubivin, marceliom yei,
aitemyeiny, mycophenohic acld, nogalamyein, olivomycing, peplomycin, potfiromycin,

promyven, quekanyein, rwdorabioly, streptonigrin, stroprazoin, tnberoidin, ubenimex,

vinostatin, zorubicin B polyketides comprising bullatacin and bullatacinens: gomeitabine,
epoxomicing, borteromib, thalidomide, fenalidonide, pomalidomide, tosedoata,
SYBRESRA T oshroigbulin, FESG33y ik, S-S0
SHMENMNAKcconatide, ALLOVEUTIN-TE, XGEVAds

FERMOY

pibs,
osumal, BREVGENGE!

mbibitors, Actinomyein I, blevryein &2, bleomycin B2, aud peplomysing Antheacychines
comprising dmorehicin, ;zdn\xmwm sherubicin, eplrubicin, plrarebicin, zorabiniy, and
mitoxanirone, MR inhildtors, Co™ ATPase inhibitors, Hs\iom deacetylase nhibitors
comprising Vorinostat, ROMIDEPSIN, Panobintstat, Valprote acld, Mocetinosiat, Belinostat,
POLZATRL, Entinostat, SBYI9, Resminostal, Oivinostat, AR-42, LD 1, sulforapdane, and
Trichosiatin A Celecogib, glitazones, epigatlocatechin gallate, Disulfivam, Saiérif.ssgms‘a.m.is'ja’. A
Anti-adrenals comprising aminoghuethinide, mitttane, and silostane: seeglatone
aldophosphamide glycoside; sminolevalinie actd: amsacrine; arabinoside, bestrabacil:
brsantrene: edatrasate; defofamine: demecoloine; dinziquone; eflcithing, efomithine:
eiliptinium gestate, stoghocid; galliam nitrate: gacviosine, ibandronate, lentinan; onidanne;
mitoguazone: mituzanteone; mopidamol; pitracrine: peniostating phenamet: ¢ prravubicing
podophyiinie acidy 2-ethythydrazide: procarbazine; PSK®: razoxane: thizoxin: sizodivan
Spircgermaninon Runazenic sokd fraziguong 2,202 irm;?améssxih%iams:}aﬂ irichothocones
comprising T-2 toxin, verrucarin A, roridin A and mguidine: wrethane, SIRNA, antisense dmigy;
2} ante-atoimmune disease agents comprising cyslosporing, evelosporine &,
aminocaproie actd, azathdoprine, bromocripting, chlommbacit, chlorag wing, syelophosphamide,
corticosteraids congwising amoinonide, betamethasone, budesanide, ?i‘i}:{h’{}cgm_i};{3;}{3‘ fhinisolide,
fluticasone propionate, Nuscotiolone damazol, dexamcthisone, Trismcinolons aostonide >, sl
heclometasone dipropionate, DHEA, enancrospt, hvdrosys i’z*mm;m ne; milixioab, meloxican,

methotrexate, mofetll, mycophenylate, preduisone, sirolimus, teretinms:
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3y antnfectious discase agents comprising 2. Aminoglyeosides comprising auukacin,
HIromicin, gestamicin comprizing notibmicin, sisondon and isepamicin, hvgromyein B,
Kenavayois comprising anukactn, srbekacin, bekanamyein, dibekacin, and obramyoin, neomye
comprising framyestin, paromomyein, snd ribostanveln, netilmicin, spectinnmyois,
streptornyern, and verdamicing by, Amphenionds vonprising azklavnfenico, chlormupherdeot,
Horfenicol, and thinmphenteol; o Ansamyeins comprising geldansmyein, and herbimyoing 83,
Carbapenerms comprising bapenem, doripesen, erlapeneny, imipenenvicilastating merpenga,
&)

and panipenem; o). Cephoms comprising carbacephem, cefacetrile, cofaclorn, vefrading,

cefadroxil, cofalontum, cefaloridine, cofulotin or cofalothin, cefalexin, cefloglvein,

ad e

cefamandole, vefapivin, coefatrinine, celazaflur, cofaeedons, colazolin, colbuperazone, cefeapene,
vefdaloxime. cofopime, cofininey, cefoxitin, ct:'.-.f;:wv:zié, cefraxading, colfivzale, colrexime,
cetinime, cefding, cefditoren, cofopime, cefetamet, cofmenaxinme, cefodivime, cefonioid,
cefoperszone, ceforsnide, cefolaxime, cefotiam, ceforopran, cophalesin, sefphmiznie,

cetpiranuds, cofplrome, ceflpodoxime, celprozt], cefquinome, cofulodin, ceflazidime, coftorany,
ceftibuien, ceftiolens, ceftizogine, cefiohiprale, coftriaxons, vefaroxime, vefuzenam.,
cephamyein comprising cefoxitin, cefotetan, and cefimetarale, and oxacephem comprising
Somoxef, and Jatamoxel; ). Glyeopeptides comprising Meomycin, vancomyein, teveopdanin, and
samoplam, g Glyeyloyelines: hy P-Lactamase inhibitors comprising penans, and clavam: 1,
Lapwosarmides cs}:nﬁ.:px‘isin g clindamyeny, ond Hovonyein §), Lipopeptides comprising
dapromyein, ASMIAS, and calofum-dependent antibiotics k. Macrolides COMPEISInG
axithromycin, cethromyeis, clatithronyeln, disthromyein, erythromyein, Susithromynin,
josamyein, ketolide, midecsmyein, miveamycin, oleandomyein, rifamveing, rokitamycin,
roxithromyein, spivantyein, toleandomyein, and telithromyein 11 Monobactams COmpTising
axtrennanm, wid tgenonany i Oxazolidivones: 8}, Penicliting comprising amonicillin,
anpiciilin, azidocitlin, azlocillin, benzylpeniciilin, benzathive benzyipenicillin, henzsthine
phenoxymethylpeniciliin, cleanalocilling procaine benwytpenicillin, carheniciiting, closaeillin,
dicloxacillin, epiciiling flucloxacillin, neciliinam, mexdne Hhin, meticillin, nafeiilin, oxaciiling
pesameciiting penicillin, pheneticiiting phenoxymethylpeniciltin, piperaeilliv, propieiliin,

sulbenieillin, tomecillin, and Hoareilin o). Polypeptides comprising bacttvacin, colistin, and
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Adgrney Docket Mo, JOBRRT- G003
Application Mo, 14

polvimyxin B; pi Quinolopes comprising alatrofloxacts, halofloxacin, ciprofioxaciy,
clinafloxacin, danofloxacin, diffoxacin, cnoxacin, enrofloxacin, floxiy, guenoxacis, gatifloxacin,

win, ievofloxacin, lorsefloxacin, mubofloracin,

semifloxaciy, grepalloxacin, kavo ovaflons
moxiflosaein, nadiffoxactn, norfloxacin, pebiflovacin, offoxacin, peflogacin, wovatlonacin,
prepatloxacis, sitalloxacin, sparfloxacin, temafloxacin, tosufloxacis, and rovaflogachy g
Streptograming comprising pristinamyein, and guinepristin/dalfopristing o Sulfowannides
coraprising mafenide, promostl, sulfacotamide, sulfamethisole, suifanilimide, sulfusalazing,
sulfisoxazole, rimethoprim, and rimethoprim-salfamethoxarole: 51 Sterold sntibacterials; 1L
Tetracynines eomprising doxyeychine, chlortetracyoline, comocyeline, demeclocyeling,
Iymeeyeline, meclocychine, metacycline, minocyeling, oxyietracyveling, penimoepioyeling,
rediletracyeline, and tetacyeline: u). antibiotics comprising smonacin, arsphenamine,
bactoprenol inhibitors, DADAL/AR inhibitors, dictyostatin, discodermotide, sleutherobin,
epothitone, cthambutol, ctoposide. faropenem, fusidic acid, furazolidone, sontazid, aulimalide,
metronidarole, muplrocin, mycolactons, NAM synthesis inhibitors, nitrofurantomn, paciitaxel,
platensimycin, pyraginandide, quinupristin/daifopristin, rifampin, tzobactan tinidavole, sud
pvarioing

43 anti-vival drugs comprising a). Batey/fusion inhibiiors comprisivg splavivoe,

maraviroe, vieriviroe, enfuvirtide, PRO 140, and thalizumab; b). Integrase inhibitors comprising

raltograviy, elvitegravir, and globoidnan A o). Maturation inhilitors comprising bevivienat, and

viveron, d). Newranumidase inhilitors comprising oseltamiviv, zanamivir, and peransivis e
Nucleosides & nuclootides comprising ahseavir, aciclovie, adefoviv, smdexoy ir, apwiciabine,
brivadine, cidofovir, clevading, dexelvucitabine, didanosine. sivucitabine, omiricitalne,
extecaviy, fanciclovir, fucsrowract], 3-Hoore-substituied 2 3 dideogynucisosids compoands
comprising 3-fluere-2' Fdideox yihymidine aod 3-fluore-2° 3 wdideoxygaanosine, fomivivsen,
ganaicloviy, idoxaridine, lamivadine, T-nacleosides comprising B-1-thymidine and B-1-2%
deoxyeytidme, penciclovir, racivir, stampidine, stavuding, tarthavivin, telbivodine, tonofovic,
wifluriding valacicloviv, valganciclovir, zalciabine, and zidovudine {1 non-nucieosides
comprising amantadine, ateviriding, capraviring, diarvipysimidines, delovivding, docosanol.,

ernivivine, sfavirehz, foscarnet, itigueimod, interfenon alfa, lovivide, Indenosine, metlisazone,

DAC EX. 2031 IPR2022-01531 Page 10 of 20



Attorney Dockes Mo QORES ~(‘52ﬁ§}{‘°‘

Apphcation Mo,

Page 11

nevipapie, NOQVL205, peginterioron aifa, pedophylintoxin, rimasadine, resiguimod, and
rromaniadine: g protesse inhibiors conmprising amprenaviy, sazanaviy, bocepreviy, danumavir,

fosampronaviy, inhinevie, fopioavie, selfinaviy, pleconartl, ritosavis, sapainavin, felapreva, aud

sovie, calanodide g

tipranavin bl anti-vives deugys comprising ABEYME, SRBDSan

ceragenin, cyanoviren, epigaliooatechin gallate, foscamet, griffishsin, hydroxyurea, KP-1461,
smiltefosine, pleconantl, portoantesu inhibiiors, RIBAVIRIN, and saliviclit:
& I o ¥y b Bl P 3y 38 8 Fp o B W FTTy E3Fe By 1285
Sba ra*u‘hmxm{mﬁ of M, M e, He M Bg Yoy, Bae, By, Wi, Wi, 1, My I8y

EL’L‘X.Q' Ea Fan or M i and

5,

&), pharmaceatically soceptable salts oy scids of any of 1hie 5),

o {Previowsty Prosented) The confugate of daim 2, wherein Drug is solected from the greup
consisting of tubnlysiog, calicheamicing, muristating, mavtanainoids, CC-1065 corupounds,
marpholines doxorubicioy, taxanes, cryptophyeiny, epothilones, and benzediazepine dimers,
SIRNA or o cowbination thereof, and pharmaceutically accepiable salty o acids of sy of the

shove,

- {Previously Presented) The conjugate of elaim 2, whersin the cell binding agent is selected
from the group comsisting of antibodies, proseins, vitamins, peptides, pobymeric micelis,
Sposomes, lipoprotein-based drug cavviers, nano-particle deug carriers, dendriners, snd

coninnation thereof

8. {Canceled)

S (Previousdy Presonted) The conjugate of elainy 2, whersin the cell-binding agont fs an
antibody,  single chatn antibody, an antibody fragment that binds to a target cell, 2 moneclonal
antitady, 8 single chain monoctonal antibody, o & monoclonal antibody fagmens that bingds the
target cell, o chimerie antibody, a chimeriv sntibody Tragment that Buds fo the tar gt ondl 8

domain antibody, & domsio aattbody fragment that binds o the i wget cellow resurfaved antibody,

a resurfaced slugle chain antihody, or a resurfaced sutibody ¥ fragment that binds to the target esdl,

DAC EX. 2031 IPR2022-01531 Page 11 of 20
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s humanized antibody or o seserfaced antibody, & huntsnized single chain antibady, or g
humanized antibody Tragment that binds to the target cell, a hvnphokine, @ hormone, 2 vitamin, a

growth factor, a coleny stimulating faotor, or 8 nuirient-transpon moleade,

10, Caneeled)

HL {Previously Prosented) A pharmaceutical compuosition comprising a therapeutically effective
amount of the venjugate of claim 2, and & pharmacentically acceptable salt, carrior, difuent, o

exvipient iherefor,

12, (Proviously Prosented) The conpgate of claim 2, wherein the dn rug s selected from the
group consisting of a toxin, & chemotherapeutic agent, & drug molety, an antiblotie, ¢ radivactive

woteps, and a sucleolyiic enzyme

13 {Canceled)

b (Freviously Presented) The confugate of claim 2, whereiny the conjugmie comprises oae of
more Hnker components of S-analeimidocaproyt, maleimidopropanoyl, valine-curalline, alanine-
phenylalaning, p-aminobenzyloxyearbonyl, d-thio-peatancate, d-{N-

mateimidomethyl jovelohexane- I-carbosylate, 4-thin-batyrate, malaimidost] byl $thio

hydroxyanifonyl- bt yrate and {4 -geetyiminohenzonte,

18, (Previcusly Presented) The conjugate of olaim 2, wherein Dy ug is selectd from the group
consisting of tubulysing, maytansinoids, uxanoids, CC- 1065 componnds, daunorbici aes
doxorubicin componnds, benzodiazepine dimers, calicheamicing snd the one sdtyne antibiotics,
actinomychy, szaserines, bleomycing, epimbicin, tamogifen, idarubicin, dolustati asfauristating,

duocarmyeing, thiotepa, vineristing, hemiasseriing, md gyporanticins.

16, (Provioushy Prosented) The conjugaste of claim 2, havin & i vitro, i vive or ox vive cell

DAC EX. 2031 IPR2022-01531 Page 12 of 20
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killing activity,

17, (Proviowsly Freseoted) The vorjugate of olaim 2. whereln the conjugate comprises eithey o
peptide of 120 units of natural oy wimatural awine acids, of @ p-aminsheazyt wnll, or a &
maleinddecaproyt unit or a disulfide wit, or o thivether anit, or § hydrozone nnil, or an

atkogime anil,

18, (Proviously Presented) The conjugate of claim 2, wherein the conjngate is oleavable b

et
Lo

CHOEAsE,

v TR
IE 2,

19, (Previously Presented) A pharmaceutice] composition comprising the conjugate of clab

anid » pharmaceutivally acceptable carrier,

‘(

20, (Previously Presented) A pharmaceutical composition comprising  therapeatically effect
amount of the conjugate of daim 2, and 8 chemotherapeutic agent, radiation therapy agen,
inununotherapy agent, awtolmmune disorder rpent, or anti-infectious ¢ sges.

- Previoushy Presented} The hedrophilic linker of claim 1, whesein 2 comywises & thicd,

disnifide, amine, carhoxy, aldehydes, maleimido, halosversl, hydrazine or Bydroxyd group,

22, (Frevionsly Presomted) The corjugate of olaim 2, whersin the ¢ drug is dertved from a dig
containing 8 -8H, CONHNH, <8, COR or -NHRY, wherein B ix H, UHy B P, Ba, or Py
and/or the cell-binding agent is an antihody oy protoin,

23, (Frovioasly Presented) The conjugate of olaim 3, wherein the cytetosic dvng s a diag
contaming a ~SH, ~CONHNH,, -2, -COR™ or -NHR™, wherein 87 v KL CHy, B P, By, or Py

andfer the cell-binding agent bs o antibody or protein.
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24, {Previowsly Preseatedy The conjugate of elain 4, wherein the drug i derived fron a drug
contatning g ~5H, CONHRH,, -8, -COR"™ or ~NHR", wherein B” 45 H, O, Bt Pr. Ba, or Pl

smbior the vell-binding agent is an aviibody or protein.
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REMARKS

In the presemt Amendment, olaim 2 has heen amended o forther define 9, T, moand n,
Suppeset for these amendments can be found throughout the Specification, partivalarly, the
Examples (see, e, Examples 208, 218 and 230). Cladm § has been amended o further fimprove
ity form, Clauns § and 1Y have been eanceled without prejudice or diselatmer. Claim 13 was
proviewsty cancelied. Mo new matter has been added,

Applicant respectinily submits that entry of the amendments, sfier final, is proper, at loast
because they place the apphication either in condition for allewance or in better form for
appeal. See MPEPR § 71412, Upon entey of the Amendment, clatms 17,9, 11, 17 and 1424
will be all the clabms pmtmw w the applicstion,

Applicant notes with appreciation that elabms 1 and 21 are allowed,

%

i Besponse to Clatm Oblecticn

Cladm § was ohjected to for informadities. Applicant respectiully subngts that claim 5 ax
annudod does ot contain informatities,

In the Anendment, olatin 3 has been amended to corred a typegraphical erves, by

vephaciig UDMET with - DMS--, ax suggesied by the Bsamiver. Accovdingly, reconsideration and

withdrawal of the objection are respeotfully roquested.

I 8 Respouse to Redections under 33 US.C 8 112

& Clatms § and 8 were rejocted under 38 USB.C0 112 (ore-ATA), second paragraph,
as being indefinise. Apphicant respectfully submits that the claims as amended are oot indefinite,

I the Amendment, claim § has been amended © replace varions iradenames with
chumical e, Spectfically, ZYBRESTAT, PLX403Z, STAS00, STIMUVAK,
ALLOVECTINGT, XGHEVA, PROVENGE, YERVOY and RIBAVIRIN have heen replaced with
fosbrotabutin, vemurafenib, ganetespib, tecometide, Allovectin-T¥, dencsumab, stputencel T,
ipthimmanad and umifenovis, respeetively;

LY BRESTAT (foshretabulin, combretastatin Ad phosphate made by OXIGENE Coy

PLXAG3Z (vomurafenih, marketed as Zelboral, by Plasxikon (now pant of Datichi-

~ 3 "~ g - N
Sankoye) and Genenteoh
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STA-SR0 (panstospiby,
STIMUVAX Qecomatide, by Onwoth _\,:mm-i s Merck KGady

i

Allovectin-T", developed by Vical, Ing., 8 2 BNA plasmid containing the gones coding

or foreign human HEA-BT fan alfogensie MBC class 1 protein) beavy chain and B2-

£33

gicroglobuling, inserted Into 2 stmpdified cukaryotis expression vegtor (pBRIZY). Noother nanw

orgfwikiid Alleveotiny Ty and Bedikian, of

s provided. For more details, see htipsiffen sikipod

al., Alfoveetin7 therapy in metastatic melanoma, Expert Opin. Biol Ther., 2008, 86, pp&i.
843 (n copy is attached hureiol,

AGEVA (denosunab by SAmgeny;

PROVEMNGE (sipulesced-T by Dendreon Co., now Valeart Pharmacsuticalsy;

YERVOY (iptnnumab by Medwex, now Bristol-Myers Squibby,

ARBIDOL Gamifenoyir by ISC Pharmstandard),

Further, Applicant provides the following saplanation:

ROMIDEPSIN, alse known as Iatodax (brand name by Gloncesier Pharmacsuticals, now a part
of Celgenel. I was mitlally codenamied FR228 and PROGIZIR. See
hipsfen wikipedia org/wiki/Resmidepsing

Ag abzymie (from antibody and enzyme), also called catmals (e catalytic nomoctonal
antibody), and most often calted catslytic antibody, is 2 moancloval antibody with catalyiie geliviey,

See htipefen wikipedigorgfwiid A baane;

Ribavirin is the INN and USAN, alse known as tribavivin; its brand nane is {Copegus, Ri
hasphere, Rebetol, See ﬁhz‘igﬁss:,«‘f‘m,wiki}ped3 wpfwik iR ibasirin

Claim 8 hay been cancelesd,

Accondingly, reconsideration and withdeawal of the rejoction e respoctiully requested.

. Clabm 8 was refected under 35 USO LMD or 35 URL 112 {pre-ALAY, frgt

i*}az*agra;;h} as failing to coraply with the written {;_h::s;;‘.rip‘:.im requivement. Apphicant respectiully

subrnits that this rejection s moot becanse olainy € has been canceled.
£ Cladms 2-12, 1420, and 23-24 were rejected under 35 U0, 112 {pre-ATAL fird
paragraph, as failing to comply with the enatdement reguirement. Applicant respeectfudly

fraverses the refection for the reasons of revord and the ollowine sdditional FOUBORS.
2
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Applicant respeetfully submits that it is well knowy o the a1 to use antibiotio drags and
anti-vivad drugs for conjugation. For the Examinet’s sonvenionce, Applivant sttaches hereto
copies of some publivations,

For example, Pletcher, et al. desertbes Peptide-IgG Conjugate in A Novel Peptide-
feG Conjugate, CAPI R . ne- 10, that Binds toand Nentealives Endotoxin and Kills Graane
Nﬂg&‘ii ve Bacteria, The Journal of Infections Bhisease, 1897, 173, pp. 62132,

wilik, el al desoribes antibody -beefeldin A conjugates aod antibody-glancarubalone
comjugates i Dug-Amtibody Conjugates with Anti-HIY Activity, Biochemieal
Phanmacology, 1998, Vol. SR, pp 17811780

Zhon et gl describes THIOMAB antibody antitnotio conjugate in Pharmacokinetics
and pharmscodynamics of DETASGITAL A novel THIOMAB antibody antibiotic conjugate
against Maphyococons ererr By mice, MARBS, 2018, vol. 80 no R, pp. 1612-1818. See.
also, Lehay, otal, Novel antibody-antiblotic conjugate elimivates infracelindar 30 gurens,
Natupe, 2018, 527, 323-328, g copy of which was previousty submitted.

Stromg et al. describes BD and BC conjugates i Antthody-targeted Photolyais,

Annals New Yeark Academy of Sciences, pp 297-32¢

FIGURE Is. Schomatio structuse of ED immuaoconingste.
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Natore Reviews Drug Discovery desoribes Antibody-antibiotic conjugate tracks

down hidden 8. srerer, Degember 31, 2018, wowhw nature comvurd.

Larhing, ot gl deseribes PAP and PAP-mal conjugates (PAP-anti OD4, PAP-auti
L07 and PAP-ani COS) in Juhibition of HIV-1 Replication in Scropositive Patients’ 0D
T-Cells by Pokewesd Antiviral Protin-Monoctonal Antibody Conjngates, Int, 1
Inmuenopbarmac, 1981, Vol, 13, Suppll 1, pp. 63-88.

Nenrath, et al. desoribes poptide-B-actamase conjuzates in Detection of Antiviral

B

]

Antibodies with Predetermined Specifioity Using Synthetic Peptide-f-Lactamase
Conjugates: Application to Anibodies Specific for the pres Kegion of the Hepatitiy B Viras
Envelop Protelng, b gon. Vivel, 1986, 87, 4533461

Touott, ot ol desertbes antibody-basterial macrocyclie peptide conjugstes i
Antibody-Bacterial Macroeyelic Peptide Conjugates to Target Orarp-Megative Bacteria,
ChemBioUheny 10.100%/cbic, 2018003058,

Fnous, ot sl desaribes in Design and in ¥ive Charactorization of Immnoeonjogates
Targeting HIV gplod, Jonmal of Vieology, February 2017, Vol. 81, Isaue 2, ppe 1016,
various cytotonie I0s consisting of 3 MAD or other targeting agen Haked 1o a moiety hat is
toxie to wells wherein the 1okl medety s 2 protein toxin dertved from bacteria ar planes (IT),
& smail drug (ADC) or @ high-energy radionuchide (Radio- O See, also, Plocus, et al,,

Lewigre and &n Vive Charavterization of Bamunoconjugares Tergeting HIV gpd s, Jourmal of
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‘roipgy, ontine publivation, Gotober 19, 2018 {51 pages), & copy of which was previously
submitied,
Therefore, one of ordinary skill in the ant would be able to make and use the claimed

invention, based on the teschings of the present application and common knowledes in the
art.

tn view of the foregoing, reconsiderstion and withdrawal of the rejection are respeetially

IE Respouse to Rejeotion spder 38 BLS.C. 8 12

Cladms 2, 532, 3417, 19, 20, and 22 under pre-ALA 35 LSO M2 and pre-ATA 3RS

U5 10200} a8 being anticipated by WO LRI o Fichkin as evidenoed by Kovinn et gl
Cancer Research, 201 vol. 70, pp. 25282537 and Widdison of al., Iournal of Medicing!
Chemistry, 2006, Yol 48, pp. 43924408, Applicant respeotiully submits that the claims as
amended are patentable over the cited references for at least the follswing reasons,

In the Amendment, olabm 2, from which clainms 57,9, 11,12, 1417, B 20, ansd 22
depend directly, has been amended to regite that in Pormula (I, when QG or T 5 -5(0k, mand it
ave noth, thereby excluding compound 2 descrbed in Fishkin, Kovian ot sl and Widdison ot ol
do ot rectify the deficiencies of Fishkin,

I view of the above, reconsideration and withdrawal of the rejection are respectfaily

requested.

IV, Coenclusion

Frown the foregoing, further and favorable action in the form of a Natice of Allowanee is
heleved to be next i order and such action i carnestly solicited, If there are any quostinns
concerning this paper or the application in general, the Examiner i§ fnvited to telephone the

undersigned at his carlinsd conventenoe.
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Customey No. 21838
TOR R36 &820

zed wr charge any appropriste Tess wmler 37 OFR. §§ LS,

wired by this paper, and to credit any overpayment, @

Respectfully subaitind,
BUoRavay ivceesornn & Rooney i)

W

‘°\\

\\\\

Fang Lau
Registration No, S1T2R3
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