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Cownmnisstones for Pafenty
B0 Box 1450
Adexandria, VA 233131450

Conunissioner

Iy resporse to the Officlal Action dated August 15, 2017, please amend the above

identified application as follows.
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Attorney Docket No. 088887 i}‘\\ﬁf}i}w
Application No. 14432073

;’ a}.gt o

AMENDMENTS TO THE CLAIME:

This fisting of claims will replace all prier versions, and lstings, of cliims in the

sppiioation

LISTING OF CLAIMS:

L (Currently Amended) A hydrophilic loker of formula (4

‘sf"mi&g%%}“ﬁg ?"“Rs R‘g““‘?
o H
§% &, a0

whereln:

Y sepresens o functional group that ciables reaction of the b seirophilic Huker with a ol
Bincing agemt;

Crand T are either -Pr=0XOM)- or -S$(Os)- or 8(O)-

w annd pare integer from Ot 5, b not O at the same time provided thay when msl, ns,
Q iy nad -PEOHOM ) and when =], w0, T s not -B=00M-

Zrepresents o functional group et snables tinkage of the hydrophitic lnker o a
eytotogic drug vis a disulfide, thivather, thicester, peptide-hydtrazone, sther, ester, carbamate,
carbonate, secondary, tertiary, or guattary-guatemary smine, nine, oyclohsternatiovane,
heteroaromatic, alkoxime or amide bond;

Ry, 8o, Ry, and Ry, Rewnd-Rorare the same or difforent and sre Molines atkyl having
from 1-6 carhon stoms, branched or eyclio alkyl having from 3 © 6 carbon atoms, inear,
branched or cyctic alkenyl ov alkyayl, or csters, other ar amide havi g 246 cavbon atoms, o
potvethvlencony wait of formula (OCHCHy Y, wherein pis an Integer from 1 to abow 1000, or
combination thereof,

ar 8y, Ry, By and By are respectively a chain of two or more sloms selected Hom the
group consisting of €, N, O 8, 81, and F that covalently connects 2 cell-surface hinding lgand, a
phosphinate or sulfonyl group, a conjugated drug and among themaelves Ry By R amd Ru):

By and Ry, are the same or different and ave B linear alky) having frony -6 carbon atonm,

branched or cvelic sl having from 3 to 6 varbon stores, Hnear, branched or cyelic alkenyl or
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Attorney Docket Mo, Q085587000003
Apphication ‘\hs TR0
Page 3

alkynyl, or ester, sther or sndde having 2-6 carben atonm, or polvethviensoxy vait of formula

{OCHUH Dy, whereln o §s an dateger from 1o about 1000, or combination thereed:

Mis H,oor Na, ov K, or NUR BBy ov 2 pharmacsutical salt,

2. (Curremtly Amended) A cell-binding agent-drug conjugate of formuta (1
3 gag i

@i}m{?{{‘%‘(}j*‘ﬁ1H fME§ Réwi}rﬁm
s N ! (n

wherens:

Ch represents & colbvnding agent;

Drug reprosents # deug Haked to the cell-binding agent via the hydrophitic lnker bya
disulfide, thivether, thivester, peptide, hydrazone, sther, ester, carbamate, carbonate,
eycloheteroaiiyans, heteroaromatic, alkoxime or amide bond:

Q and T ave pithey -F{=OXOM}-, or SO, o -8

o and wave weger from €t 5, but not O at the same time; provided that when s [ISEN R
{315 not -PEOYOM Y- and when nst, ms0, T s not ~PL=ONOM -

Ry Ra Ry, and Ry, RevaadRgeare the same or differont and are Helinear atkyt having
from 1-6 carbon stoms, branched or eyelic alky! having frons 3 1o 6 carbon atonss, Huear,
hranched or cyelic altkenyl or alloynyl, or esters, ether or amide having 2-6 carbon atoms, o
polvethylencoxy it of formuly (OCHO Hakp, whereln p is an integer from § o abowt 1000, oy
combination thereef,

or Ky, Ry Ry and Ry are respectively a chatn of gwg e atoms selected from the

group consisting of €, N, 0, 8, 81, and P that covalently conmects @ poll-swrface binding Heand, a
phosphinate or sulfonyl group, s conjugated diug and among themsalves (Ry, Ra. By and Ry):

Bl Ro ave the same or different and ave H, linear aliod having from 16 carhon B E

branched or evelic alkvt having frons 316 6 carhon sloms inear branched or ovelic alkenyl o

alkynyl, o eser sther or sonde Baving 2.8 carbon atens, o polvethvieneoxy wnit of fornuila

(QUHCH b wherein pis an duteger from e abont 1000, or combination therea:
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Attowney Docked No, QUE8507-000003
Applivation No. 14432.07

M i B, or Ma, or K, or NTR(BRy ov a pharmaceutical salt,

3 (Qurrently Amended) A compound of formula (1)

h-{&%{}mgﬁH mgg%mmws;

"R R fq (1

whereiy

b represenis a cell-binding agont;

2 and T are either PO WOMY-, o8 -S(O2)-, or B

e and 1 are infeger from 9108, but ot O at the same Hime: provided that when m=i, n=l,
Q b not -PEOROMR and when o=, m=d, T is sot -PEOROM

g s an uteger from |io 2

£ reprosents a functional group that enables lnkage of the compound 0 & eytotoxic dmg
via a disulfide, tivether, thivester, peptde-hyidrazone, sther, ester, varbamate, carbongate,
spcondary, lertary, oF quastae-utarnary amine, imine, ovolohetero: slkvane, helerpgromatic,
atkoxine or amide bond;

8, Ry, By, and Ry, Beand-Bgeare the same or different and sve Bolinear alkyl having
from -5 carbon atoms, buaached or evelic alkyd havi g from 3 10 6 curbom atonms, Hnsa,
branched o oyolic slkenyl oralkynvl, or esters, ether or amide having -6 carbon stoms, or
potyethyioncoxy wnit of formulad QCHCHy Y, wherein p is an integer from 1 to about 1000, or
combination thereaf,

o Ky, Ry Ry and By ave vespectively o chain of Geg o o aiomy selected frown the

group consisting of O, N, O, 8, 8§ and P that covalently connects a eelt-surface bimding leand, a
phosphinate or salfonyl gronp, & vonjugated drug and among themsedves (Ry, Ba Ry and Ry

Ksaod Roo ave the same or different and are 1 Hoear alkyd having from | 5 onehon soms.

branched or evelic allyl having from 3 10 6 cathon stoms, Hnear, branched or ovelic alkeny o

atkynyl or ester, ether or gudde having 2-6 carbon mioms, or palvethylengoxy wt of formuls

QUL CH o whevein p s an integer from 1 1o about 1000, or combination thereof
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Antorney Dovket No. QOERST-00IER
Appliostion No, 4432073
Tage &

Mg HLoov Na, o Koo NR(RGR: oy o pharmacentieal salt.

4. (Currently Amended) A conpound of formuda (Vy:
%"m;ai-%@««tﬁﬁ |

wherein:

. ‘.TwRB Ry—Drug
. : ..‘i“ ¥
Ry Ry av)

¥ vepresenis o functional group that enables regetion of the compound with & cell-hinding
fgen;

€ and T are either ~-POYOM-, or S5, ot S

m gnd noare nteger from 8 to §, but net  at the seme Hime; provided that when s, ned,
Q is ot -POOHOM Y and when sl ms=Q, T s not -F=OXOM)-

"Drug” reprosents & drug Huked to the coll-binding agent via the hydrophilic linker by a
disulfide, thivether, thioester, peptide, hydrazone, ether, sster, carhaniate, carbonate,
cycloheteroalkyane, hetercaromatic, alkoxine or smide bond:

Ry By, Ru and Ry, Rpveb Beears the same or different and are Bolincar atloy! having
from 1-6 carbon stoms, branched or evelic alky! having frons 3 10 6 cadbon stoms, Hnear,
hranched or eyelic alkenyl or alkynyl, or esters, ether or amide having 246 carbon atoms, oy
polyetivloncoxy unit of formula (OCHCHy),, wherein p is an Biteger from 1 to about 1000, or
combination thevsof,

or Ry, Ry, Ry and Ry ave vespectively a chain of tweg or maors atoms selecied from the
group cousisting of O, N, O, 80 81 and P hat covalently connects a esllsigface binding Hpaad, 2

phaxpﬁimﬁe or sulfon yi SEOUD, &< mzﬁ ggated drug and mmong themselveg { Ky Ko Roaud Ra

i‘nmcm‘ﬁ or wgisu eyl having from 3 10 6 cubon stoms. e, branched or ovelic alkenyl or

alkynyl crester, ether or sanide having 2-6 carbon atoms, oy polvethylensoxy it of formula

QCHH ), whersin pois an dnteger from Lo about ID00, or combination thereof:

MiH orMa, oo KLor N R R:Ryor g pharmacentical salt,
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Atormey Docket No. BRBRSST00003
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S Currently Amended) The conjugate of claim 2, wherein the-Di ug is sefected from the group

Iy shamstherapemtic sgents selested S-EEGHP-COREINRG

Albylating agents seleetad-fronsths sesistingafeomprizing Nitrogen mustards selected

- SROUE-CORSINtE, g chitorambactl, chlornaphasine, cyclophosphaniide,
dacatbaring, estramusting, Hosfamide, mechivrethamine, mechlorethamine oxide hysirochloride,
mannomustine, miohrontiol, melphalay, witelactol, pipobroman, novembichin, phenesterine,

predunmustine, thistepa, trofostanide, wacll mustard: CC-1065 and adozelesin, carzelesin and

bizeleainees
CBITH ben

analppues-thered] duocarnovein, ands

rodiazepine dimers selscted-faan

dimerg‘p‘i‘ IVIT

ranimustine; Alkylsulphonaiesseloctss

-prouponsisting-el comprising busulfan,

treosultan, mprosulifin and piposulfan; Triazenes{]: 1L {dacarbazivg): Platinum containing

compoundssetested-from-thegre maet comprising carboplatin, visplatin, oxaliplatin:

dziridines selectad-Honvthe-ane ststing-afoomprising benodops, carhoguens, mettredopa,

and wredopas ethylonimines and methylamelamines inclaling dltestamine, tiethyienemelaming,

Estlenephosph

unside tricthvlenephiosphoramide, tisthylencthiophosphavranide aud

wimethviclomeluninel; b). Plant Alkaloids sedeetes
Y¥incs albaloldcsslected-fram

vindesing, vinorelbiog, navelbing Tusoidsselesst

fromrthe-proup-consistingofcomprising

sonsisting-of vomprising vineristine, vinblasting,

-k ponywising

pastitaxel, and docetaxcland-analogetheresl, Maytansinoid ek

sfcomprising DM, DM2, DM, DM, DMS, DMS, DM7, mavtansine and ansasitocins-and

analops-thermef, cryprophycing selectad fro entsisting-efcomprising cryploghyein |

&7

and eryplophyein 8; epothilones, eleutherobin, discodermolide. Bryostating, dolostatins,

suristating, tubulysing, cephalostating pancratistating a sarcodictyin; spongistating ¢). DNA

Topoisomerase lnbibltorsseleeted-frons tho-group-conssting-of commrising Fpipodophiting

P ecsisting-stopraprising Y-aminocsreplothecin, camptothesing erixaatol,

;"r’r

daunenyein, ampm:ida, ctoposide phosphate, rinolecan, mtosaations, sovantrone, retinoio
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Anorsey Docket Mo, 008 ‘?ﬁ‘}“’ 00003
Application Na, §

actds, frotinolsy, teniposide, topotecan, $-nitrocamptothecin (RFS 2000} wiomyeinsi DL 4.

~fromrthe

Anti-melabolitos selocisd-faer up-ennsshing-efcomprising Anti-folate

S5

g DHER Inhibitors selee

grenpeonsstisg-sfooom - STONP eaRsINtngS cosuprising

&

mothotrexate, rimetrexate, denopiorin, pteropterin, gnd aminopterin {4-aminepieroic ackd pepthe

Do

wak, IMP debydrogeaase Inhibitorsselss he-group

Feomprising mycophenolic seid, tazofurin, and ribavizin, BICAR: Ribonucleotide

veductase Inhibborsselosted fros -eemsisiingef comprising hydeoxyures and

deferoxantine: Pyrimiding anslegs-compounds Hselectsd-fromthe-grospsonsisting ot

o

compounds seleetsd

compounds comprising pracil-analess fe-mroupaonsisting

fasy

comprising ancitabine, axacitidine, S-azauridine, capecitabing (Xeluda), carmofur, cvtarabing,

dideoyyuriding, doxifhuridine, enocitabing, §-Fluoreurasi], floxuridine, and tatitrexed

{Tomudex ) Ovlostnc-ansloss compounds ss he-proupemmsisi

TR,

cytamabine, cylosine arabinoside, and fludarabine: Purinc-ansloss compounds 4

sroup-consistag-of comprising arxathioprine, fudarabine, mercaptopurine, thizmiprine, and

thiogaanine; folic acld replonisher; @) Hormonal therapies selosted fross

stcomprising Receptor antagonists s g sy

1 LHRH

steting-ofcomprising goserclin, and leuprolide seetate; anti-

agonists selected e

adrogens selegted feomprisiny hicalmtanide, flutnide, colusterane,

dromostanelone proplonate, epitiostanol, goserelin, lenprolide, mepiiosisne, nilutamide,

oltaids-sudep E¥ Handn D3

teatoactong, angd trilostane; - EEUD-TORHI

anslemecompous romrtheges sasefcomprising OB 1003, ER 1088, KN

1360, choleealciferol, and ergocaleifiorol photodynanie therapies selected. fraanvthus-group

esnsisting-ofcomprising verteporfin, phthalocyanine, phote sensitizer Fed, and dempthosy-

Bypoorellin &; oytokines selests 3 .“gﬁmg«g{eﬁ&isiéﬁg%gg{zg;g. rising huterferon-alpha,

{1 Kinase inhibitors sslected-from-tho-gsa risinge BN Laniy-
EGER/ENZ), hatinh, gefitin, pﬁgﬁg}ieﬁ}ih, samf&;‘xi& dasutinib, sunitinib, erlotinib, nilotinib,
fapatinib, meitinib, pazopanibl].{], vandotanib, EI080Lanti- VEGPR ), mubritinih, ponatinth
{API4534), bafotunily {INNCR408), bosutinib (SKL-808), cabozsminid, vismode euily, iniparth,
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Atewney i“!ux:i.ﬂa,t ;\fo i}ﬁ &‘a{}“’ {}{}G{I‘i’h
{T’F?_

ruxelitinib, CYTIE7, axiiind, tivozanth, sorafenib, bovacizama, cotnximab, Trastuzumab,

Raniblzumab, Fanttumumab, and iapinesity g). antibiotics selested-fonsthe-grax ST

stoomprising enodivne antibiotics selestad froath

X Wiﬂ%ﬁ%@ﬁémmmmn

calicheamiving selested-fromthease sng-efoomprising calicheamicin

i 81 od eedand B dynemicin selecied from the group consisting of dynemicin A and
deoxydynensicing esperamicin, kedarcidin, C-1027, madnropeptin, nevoazinostatin chromophors
and chromoprotein enediyne antiobiotic chromomophores, aclaciomysing, actinom veing,
authramycin, gzaserine, Meomyoins, cactinomyein, carabicin, carminomycin, carzinoghiting
clusmeniyeing, dectinomyein, daunorabicin, detorubicin, 8-diaze-S-nxo-Lenork SULHE,
doxorubicin, morpholino-doxorabicin, cyanomaorpholing-doxonibicin, 2rpyuaiine-dogorabicin
and deoxydoxorubicin, epirubicin, esorubiein, sarabicin, mar cellomyctn, nitomyeins,
mycophenolic actd, nogalamyin, olivemyeins, peplomyain, potfivomyein, puromyain,

quelamyein, rodommbicin, streptonigrin, streptoroctn, tubsreiding, uboninie, vinostatin, zorabicin

). polvketides oseninnrsales g bullatacin snd

HR-greup-consistia

bullniacinone; gameltabine, epoxomicing, bovtezomib, thalidomide, lenatidentde, poatabidonnde,
tosedostat, aybrestat, PLXAU3Z, STAS090, Stmwva, sllovectin7, Xegeva, Provenge, Y ErVary,

Emg}reﬁy tion mhibitors, Dopaminergic newratoxning, Cell oyele inhibitors, #

i

romthew

»3--\‘,

whnpebActinomyein D, sad-dastisn

EREEY

OIS

rofbleemycin A2, bleomyein B2, and peplomyein, Anthracyelines

sssting-ofoomprising dauneruhicin, doxen Ladriamyeing,

idarubicin, epirubicin, pirarabicin, xorubicin, and mtoxantrone, MDR inhibitors, O 4T Pase

wdibsitors, Histone deacetylase inhibitors sale -the-granpesnsisting-ofcomprising

Vorinostat, Romidepsin, Panobinostat, Valproic acid, Mocetinostat (MGODO 103, Belinostat
PCL24T8 1, Entinostat, SB39, Resvinostat, Givinostal, AR-42, CUDC-101, sulforaphans, and

Trichostatin A Thapsig

slecoxib, glitazones, epigaliceatechin gallate, Disulfinam,

Salinosporamide A Auti-gdrenals selestes - greup-censising-ofcomprising

aninoghutethinide, mitotane, and trilostane: aceglatone; sldophosphamide glycoside;

N

aminolevalinie acid; smsscrine; arsbinoside, bestrabuctl; bisantrone: edatraxate: defofoning:
demecoloing: diazigoone; eflomithing (DFMO), elfomithine: elliptiniun seetite, stoglucids

gallium nitratel gacyiosine, hydrowyumaribandrenste, ntinen; lonidaming; miloguazone;
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Attomey Docket No, SOSRS97-000003
Applivation No. 14

mitoxantrone; mopidamol; sltracrine; pentostating phenamet; pirarnbicin: podophyilinie acid: 2-

cthytbydrazide: procarbazine: PSK®; razoxane; thizoxin; stzofiran; splrogermantum: temayemic

acid; wiagiguone; 2,202 irichlorotriethiyiamine; trichothocenes seledte - RERRP
consisisg-oicomprising T-2 toxin, verruearin &, roridin A and anguidine; wrethane, sIRNA,

antisense drugs;

23 anti-antoimnwne disease agents s w-the-greny ofcommprising

cyelosporing, eyclosporing A, aminocaproic acid, sxathioprine, bromooripting, chiorambucil,

ehleroquine, oyclophosphamide, eorticosteroids sel cmrthegre stinsafcomprizing
3 - &2 & SRS AESEAS

ameinonide, betamethasone, budesonide, hydrocortisone, flunisulide, Muticasone propionate,
Huocorinione danazol, dexsmethasone, Triamcinolone acetonide, and beclometasone
dippopionate, DHEA, enanercept, hydroxyehloroquine, infliximab, meloxicam, methottexate,

meted], mycophenylate, prednisone, sirolimus, tacrolimus;

3. anti-infectious discase agents selosted-fromathegrou ng-efomnarising ab

Aminogiyeosides selected-from-the soupes teomprising anskacin, sstromicin,

gentamein (netilmicin, sisonicin, sepamicin, hygromyein B, kasamyein {amikacin, arbekacin,

b

bekanamyein, dibekacin, tobramyein), neomycin (framyeetin, paromomycin, tihostamycing,

netilmioln, spectinonyoi, stropteanyein, §

wrand verdamicing b, Amphenicels seleeted

spemsdstingeioomprising azidamienion, chloramphenied, florfenical, and

o]

thismphenicol; o). Amamyoing selected-from-tiy

caststing-eloomprising geldanumvein,

and herbimyein; d). Carbapenoms selested-from-the-sronpeonsist s-ofcomprising Mapenen,

P

deripenem, ertapencm, imipesemdeilasiatin, meropenem, and panipener; 2). Cephiens seleeted

g carbacephem (loracarbed), cefacatrile, cafaclor,

peorsup-eoiintine-aly
cefradine, cefadroxil, colalonium, cefaloviding, cefulotin or cefalothin, cefulexin, cofaloglvein,
cefamandole, celapirin, celairizine, ceforafhur, cefazedone, cofazobin, vetbuperazone, cefapene,
cefdaloxime, cofepime, cofminox, cefoxitin, cefprozil, cofroxading, vefterole, cofurosime,
cefixime, cefdinir, cefditoren, cefepime, cefetamet, cofimenonime, cofodizime, cefonicid,
cefoperazone, ceforanide, cefotaxime, cefotiam, cofozopran, cophalexin, cefpimizale,
vefpivamide, cefpirome, cefpodexime, cefprozil, cefguinome, celsulodin, ceftpzidime, cofteram,
ceftibuten, ceftiolene, veftizoxime, cofiobiprode, cefltriaxone, cofuroxime, cefuzonn,

cephamyoin (cefoxitin, cefotetan, cofmetazole), and exacephem (flomoxe!f, lntamoxefy; £
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Aneaney Docket Mo, QUEEI87-000003
Appheation No, 148432073
Page 1

dizithromysin, eryhromycin, Hurithromycin, josamycin, kewolide Gelithromycis, cothromycin),

midecamyein, miocamyein, oleandomyvin, rifamyeins Gifampicin, rifampin, rifabutin,

rifapentine), rokitamycin, roxithromynin, spestinesyein-spiramyein, teesalis
noleandomyeln, and telithromyein 1), Monobactams selecte

-SEORpEsRNistng

uprising satreonam, and tgemonan: m). Oxazelidinones: nt. Pondeillins selectod fromsthes

soup-eansisting-oloomprising amoxicillin, ampieillin (pivampiciilin, hetacillin, bacampicillin,

metampiciling tatompiciiling, azidocillin, azlocillin, benzylpenicillin, benzathine
benzylpenicillin, benzathine phenoxymethylpenicillin, clometocillin, procaine henzyl penteitiing
carbenivillin {earindaciiling, doxacillin, dicloxacillin, epiciilin, fucloxecilliy, meciilingm
(pivmeciilinam), mexloctllin, meticillin, nafcillin, oxacillin, penamesiliin, peaiciliing
pheneticitlin, phenonymethylpenictllin, piperaciilin, propicillin, sulbenicilling tomocillin, and

ticarcitling o). Polypeptides selested-Sromthe

semsisting-sdeomprising baciisacin, colistin,

seut polyavrin B ph Quinolones selested-frosr eesistinseiromprising
alatroflioxacin, baleflosacin, ciprofioxachy, clinaflexacin, danofloxachy, diffox acin, enoxacin,
srrotiovacin, foxin, garenoxaciy, gatifloxacin, gemiflosacin, grepafloxacin, kane tmvallogacin,
levolloxacin, lomefloxacin, marbofloxacin, moxiflonacin, nadifloxacin, norfloxacii,

orbifloxacin, ofloxact, pefloxacin, trovatloxacin, grepafionscin, sitaflosscin, sparfloxatin,

tematioracin, tosuflexgeln, and trovafloxacing ), Streptograming s

eted-frem-tho group

eenstvhag-etoamprising pristinamycin, snd quinupristin/dalfopristing ). Sulfonamides seleeted

sisting-etcomprising mafenide, promtosil, sulfacetamide, sulfamethivele,

stdfanilimide, sulfasaluzine, sulfisoxarole, trimethoprim, and irimethoprimesuifamethoxaole

{eo-trimoxazole); ) Steroid antihacterials: 1. Tetraeyelines selectad frem-ths

efcomprising doxyeyeline, chlonetracyeline, clomocyeline, demeclooyaling, vmeeyeling,
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Antomey Docket Mo, QOB T000003
Application No, WM073

E}Q.&.ip ; i

meelocyeline, metacyeline, minoeyeling, oxvtetracyeling, ponimepioyoline, solbetoacyeline, and

tetracycline-end-glverlevelines, v). autibiotics selected-Srom-the-sra pconsistisg-eloompising

anonsein, asphenanine, bactoprenel iwhibitors<Basliesdind, DADAL/AR inhibitory
teyelossdiae, dictyostatin, discodermolide, eleutherobin, epothilone, sthambatnl, stoposide,
faropeneny, fasidic ackl, furarolidone, sonaxid, lnddimadide, metronidarole, mupirocin,
myenlacione, NAM syathesis tahibitors, nitrofurantoln, paclitaxel, platensimyein, pyrazingmide,
quinupristinddalfopristin, sifampicla-teifamping, lazobactam tinidarole, and wvaricin:

43, anti-vival drogs seleeted $

sHselcomprising ). Entrvffusion

inhibitors selestes s-efcompiising aplaviroo, maraviveg, vicriviroe, gpdd

cenfuvintided, PRO 140, and EB4-¢halizumaby b), Integrase inbibitors seleetes ront-the-moup

togravie, elvitegravie, and globoidnan A; ©). Maturation inhibitors

sotuetad: a‘z@%{%&W@ﬁﬁbﬁﬂ&ﬁkaﬁzpazsmg hevivanat, and vivecon: 4} Neouraminidase
inhibitors selected-frem-the-grev

peramivin g). Nacleosides & nuclsotides s

mpofvompiizing vseltamiviy, zanamivie, and

whng-elcpmpriaing

abacavin, actelovir, adefovir, amdoxoviy, apricitabine, brivading, cdofevis, cleviding,
dexelvucitabine, didanosine (ddly, elvucitabing, amiricitabive (FTO), enteeavis, fameivdovir,

N

Huorouracit (5-FUJ, 3-fluoro-substituied 2 3-dideox ynucieoside anstesses-comgs

oy SR 2

comprising S 3-fluoro- 2 Vdideoxythymidine (FLTY and 3-flnore- A A3 -dideoxygugnosing

(FLEG), fomivirsen, gancicloviy, idexusiding, Janivudine (3TO), Taucleosides sploctie

safgomprising - -thymidine and 8-1-2-deoxyeytiding, penciclovin, rmeiviy,

stampiding, staviding (ddT), tethavivin (viramiding), telbivadine, tenofovir,
triffuridine valaciclovir, valgancicloviy, zaleitabine (ddO), and sidovadine (AZT): £1. non
amantading, afeviridine,

nucieosides selected-fromr-the-sro -ofcomprizing

capravirine, diarylparimidines-tetspdsinersiipiviniaeg, delavirdine, docesanol, emivirine,
efaviveny, foscarnet (phosphonoformie actd), imignimad, imerforon alfy, loviride, lodenns Shtcs

methisazone, novirapine, NOV-205, peginterforon alfa, podophyllotoxin, sifaspiein

vimantading, resiynimod (B-848), and romantading; g). protease inhibitors seleeted-from-the

comprising smpwenaviy, atazanavic, booeprevir, darunaviz, fosamprenavir,

SFORT-CORSIE

R
mdinaviy, lopuueir, nelfinavir, plecoratl, ritonasie, ssquinevie, telapravie (VX-050), and

abzyioe, arhidol,

tipranavin Bl ant-virns drugs selectod-fron-ths re-afonmprising
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catannlide g, ceragenin, eyanovirhe-n, depvipysinidinescoplgaliocatechin gallate (BGUG),
foseamel, griffithsin, taribaving {viramidiog), hydroxyares, KP-1461, nuliefosine, pleconaril,

portnaniesy inhibitors, nbavicin, and selicieliyg

3 oany of Do) having a radinbotopes selected-fromol £

i

Py By g i, B B0ys Wy 23y iy 19y AN 1 3 3 i3
B, Pp, UR Mg g, By W, Wi, LWL LY B T ;,,“ or YR and

&3. pharmaceutically acceptable salts]L 1] o acids @

wof mny of theabewvs

deused Yo 8

&, {Curently Amended) The conjugate of claim 2, whereln "D s seleted from the group
eonsisting of twbulysing, calicheamicing, suristating, mavtuninoids, UC-1085-cnaloey
compounds, morphadines iie‘;xs}razi};ici_rm,, lasanss, crypiophycins, epothilenss, and benzodiasepine

dimers, sIRNA of 2 combination therend, and pharmacentically aceeptable salis{{ 1 or actds o

-of any of the gbove.

7. (Previousty Prosented) The conjugste of clatm 2, wherein the ooll binding agent is selected
from the group consisting of antibodies, protuing, vitaming, peptides, polymeric mivelles,
Liposemes, lipoprotein-hased drug carriens, nano-particle drug earrlers, dendrimers, and

coartination theseof.

K. (Proviously Presented) The conjugate of olainy 2, whersiy the celb-binding sgent is
configured to bind to targel cells which are selected from the group consisting of tumor cells,
virgs infscied cells, microorganiso infected ooy, parssite infectsd cells, muvimmune cells,
setivated cells, myeloid cells, activated Tecells, B celly, or melancoyiey; vells sxpressing the
COe, CORG, CH22, DA, CDAZ, CD37, CD3B, CR40, CDSL, CDS2, CDSs, Chsa, D7y,
D74, CD79, COBO, CDAR, T 25, CD221, €227, CD262, CD30Y, CDA26, CEATAME,
CEACAMS (carcinoembryonic antigen), DLLA (&~like-d), BOFR, CTLAG, UXCRA (CIN &N,
HEadoglin (CDI05), EPCAM {epithelial coll adhesion molecule), ERBB2 (Epidernnt Growth
Factor Beeeptor 23, FOGRI, FOLK (nlate receptory, GRY ganghioside, G428 {a vell surfaes
antigen ghyvolipid), G idiotype, Heat shock protets, HER L, HERZ, HLADR I HLA-DRB,

human chorionie gonadotopin, JOFIR Gosulin-like growth factor ¥ receptor), -2 receptor
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{interteudan 2 yecepton), H-6R (utodeukin 6 recepton), Integring

{eovB3 oSBT, ool ol IR, oS85, o), MAGE-1, MAGE-2, MAGE-3, MAGE 4, anti-
fransfornin reeeptor, p97, MESAAT {(nigmbrane-spanning d-domaing sublinuly A member 1),
MUCT or MUTULKLH, MUCIS (CAIRS), TEA, op 100, MARTI, MPG, MSB4AT {membrane-
spaning 4-domains subfanuly &), Nocleolin, New oncogene product, B2 Parstope of aati-(N-
glveolvhouraninig acidy, PLAP-Tike tosticular alkaline phosphatine, PSMA, PRA, ROBOY,
TAG 72 fuanor assoviated ghveopratein 725, T cell transmembrane protein, Tis (CI202h),
TNEFRSFIOB (tumor necrosis factor receptor superfandly member 10R), TRERAFIZE (hwaer
necresis faotor revepror suporfamily member 1381 TEBG (rophoblaxt glveoprotain), TRAHARY
{Tumor neceeis apoprosts Inducing ligand Receptor 1), VOAM-LCDIGS), VEGE, VRGRA,
VEGE-2 (CD30W), CandAg, CALLA, and cells expressing insulin growth factor recepior, or

epidenmal growth factor recepior.

8. {(Previooasly Presented) The conjuzate of clatm 2, wherein the coll-binding agent s i
antibedy, & single chai antdbody, an antibody fragment that binds 1o 2 target cell, 8 monocional
anttbody, 2 single chain moneclonal anttbady, or 2 monccional antibody fragmerd that hinds the
target cell, a chimerie antibody, o chimeric antibody fragment that bids to the taepet cell, 2
domain antibody, 2 domain antibody fragmoent that binds to the tavget eedll & reswrfaved antibody,
a resurfaced single chain anttbedy, or & reswifaced antibody fragment that binds o the targer eell,
a tnanized antibody or & resurfaced antibody, @ humanized single chain antibody, ora
humamzed antibody fragment that binds to the target cell, 3 lymaphakine, o hormone, ¢ viamin, a

growih facter, 3 colony ativndating factor, or & nutvient-transport molecule,

L (Previously Presented) The conjugate of claim 8, whereln the tumoe cells are selecied from
the group consisting of lymphoma colls, myeloma celly, renal cells, breast cancer cells, prostae
canver cedls, pvarian cancer cells, colorectal cancer cells, gastrie canver cells, squameons canger
cells, smalbcell lnng cancer cells, testicular cancer cells, and cells that grow and divide &t an

wreguiated, quickensd pace {0 cause cancurs.
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. (Previousdy Presested} A phatmaceutioal composition comprising s therapeutically effective
amount of the conjugate of atm 2, and @ pharmaceutivally acceplable salt, earrier, diluent, o

i

excipent therefor,

1. (Proviously Presented) The conjugate of olaim 2, wherein the drug s selveted from the

group consisting of a toin, & chemotherapeutic agent, a drug molety, an antibiotic, 1 fadicactive

isotope, and & nuclenlytic snzyme.

13, (Caneeled)

14, {(Proviously Presented) The conjugate of claim 2, wherein the confugate comprises one or
more Hinker components of S-maleimidocaproy! {MC), maleimidopropanoyd (MP), valine-
citeadline (eal-ci), slanine-phenylalanine (ala-phe), p-aninobenzyloryearbonyl (FARL 4-thio-
paranoate {(SPP), 4-{N-maleinndomethyhoyelohexane- Toarbogylate (MCO), d-thio-butyrate
(SPBBY, maleimidocthyl contalning (ME), 4-thie-2-hydroxysulfonyl-butyrate (2-Sulfe-APDE)

amt (descetyhaminobenzoate (SIAR)

15 (Currently Amended) The conjugate of elaim 2, wherein Drug is selected from the EYOUP

consisting of tebulysing, maviansinoids, taxanoids {axanes), OO 1 D S-ennloes compounds,

daunorubicin and doxorubicin compourds, benzodinzeping dimers(egs

NI,

secliareping,

e, Calicheamicing and the encdiyne
antibittics, actinovaycin, azaserings, blenimyeing, epirubicin, tanexifon, idarabicin,

e DEMAR ausist

dolastatinsfanristatinsfe-grmonomethyl ansislgin B e E-wurisialin

FRGARER,, duocanmyeing, thiotepa, vineristine,

sepef

hemiastering, gid esperamicinse-aadanalopues-and-degt

16, {Previousty Presented) The conjugate of claim 2, having in vire, i vivo or es vive cell

kalling activity.
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V7. (Previously Presented) The conjugate of claim 2, wherein the conjugate comprises either
peptide of 120 units of naturad or unnstural amine acids, ora praminebenzyl anit, or 8 &
sutleinidocaproyl anit, or s diselfide uni, or a thivether unit, or o hydrozone unit, or an

alkoxime noin

8. (Previously Fresented) The conjugate of claim 2, wherein the conjugate is cleavable by a

19, (Previously Presented) A phavaiaceutionl composition comprising the conjugste of cluim 2,
and & pharmacentically acpeptable carrier,

20 Previously Prosented) A pharmacentical composition cornprising a therapeutically effective
amouat of the conjugate of claim 2, and a chemotherapeutic agent, radiation therapy agent,

immunotherapy agent, adtolmmune disorder agent, or anti-infectious agent.

210 (Mew) The hydrophilic Hoker of claim 1, wherein 7 comprises a thiol, diselfide, amine,

carbory, aldehiydes, maleimido, haloucetyl, hydrazive or hydroxy! group.
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REMARKS

Entry of the foregoing, reconsideration of the subject mstter identified fncaption, ss
amended, purstant o and consistent with 37 CER, §1.111, and in light of the remarks which
follonw, are respeotidly requested.

fn the Amendment, claims 16 and 13 have been smended o further inprove their form
anclor clarity. New claim 21 has beon added. Suepport for elaim 21 can be found in the
specitication, for oxample, page 12 Hoes 17200 Clainy 13 was previcusly cancelled, No new
mattex has been added. Upon entry of the Ameadment, claims 1-12 gnd 14-21 will be all the

clatms pending in the spplication,

i Response to Claim Objection

Claim 5 was objected to for informalities. Applicant respeetfully subwmits that olaim $
amended doss nob contain informalities,
In the Amendment, claim 3 has been smended to address the fsses raised In the Office

Action. Accordingly, withdrawal of the ohjection is respectfully requested.

. Hespowse to Rejections vader 35 U.8.C. 112

& Clatms 112 and 1420 were rejected under 35 U.S.C 112 {pro-ALA), sevond
paragraph, as being indefinite. Applicant respeetfully submits that the olalms oy amended are in
comphiancs with the § 112 requirements.

in the Amendment, the clabms have been amended to addross various issues raised in the
Office Action. Particolaly, Ry, Ry, Ry, and Ry, as defined are not B

{B) The Qifice Action asserts thaty

Cladn T recites “F represents & functional group that enables Hnkage of
the hrydrophitie linker 10 a oytotoxic drag via a disuliide, thivether,
thioester, peptide, hydrazone, ether, ester, carbamate, carbonase, z»u.miwss
or tertiary or quaternary amine, fmine, oyolohsteroslkyane,
heterogroniatic, alkoximine or amide bond”. s wnclear if the recited
species of disulfide, thicether, thivester, peptide, Bydrarone, other, exter,
carbamate, carbonate, secondary or tertiary or qustemary amine, intue,
cycloheteroaikyane, heterogromatic, alkoximine or amide bond are
seguired as partof the 4" molety, ovif the recited species are niended to
be part of the ovtotoxic deug. (Office Action of pages 3-4)
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Applicant respectinlly submits that the definition of 2 1 clear and understood by one of
ordinary skl in the ot As correetly undersiond by the Examiner, 2 is only required 1o enable
finkage of the hydvophilic linker to 2 cytotoxie drug via o specified bongd, That is, there s no
requirement that the specificd bond be, cither entively or partially, contained In 7 or i the
eytotoxic dmg,

Further, # is well established that breadth of & claim Is 00t ©o be cquased with
ndelinitoness, &t e Miller, 441 F 20 689, 160 USPQ 387 (CCPA 1871 s re Gardner, 4327
F2d 786, TRE, 166 USPQ 138, 0 (COPA 19700

() The Office Action asserts thai:

clurm § reciies the road recitation "retinols”, and the cluim also
recites CRIDW, REINRS, KHIU6D, cholecalviferal and srgoacaleifercd
{page 7, 1o} which s the narrower statement of the rangeflimitation.
(o Action at page 4}

Applicant respectfully disagroes, Specifically, as shown in the fermulae balose {see
hitps/iwww thoughico.comfvilaomin-chemical-structures-4084 208, Vitanun A (Retinod) 38 differamt
from Viamin D3 which asalog UB 1093, REIOSS, KEI080, cholecaleiferol and erzocaleifernl

belong to.

\\ ':, §
X S
TSN f“\\ - \ _,-»‘\\\ ‘, \ e “
Er% \{ N \ \ o 8 QH .
SN
ST
Yitmmie & (Betinal) YHangn D2

As such, CRIODE, RBIO8Y, KHINGO, choleenloiferol and ergocalviferol are not “the
narrower statenent of the rangedlimitation” of “the broad recitation “relinols,”™ contrary to the
Examiner's gsseriion,

Moreover, it is well established that “the double inclusion of an elenent by mombers of g
Markush group s not, i dtself] safficient baaix {or objection © or relpetion of clains.”

Therofore, the mere fhet that a compound may be enbraced by move thun one momber of a
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Markush group reciied in the clabm does not nocessarily vender the scope of the cluim unclesr,
For example, the Markush group, “selected from the group consisting of amine, halogen, pitro,
chioro and alkyl” should be scceptable even though “halogen™ is generie 0 “chlora.” Ree MPEPR
2373.05hy.

Inview of the above, reconsideration and withdrawal of the rejection are respectfully
requested.

B Cladms 3, 6 and 15 were rejected wnder 35 USC 112 (pre-ATAY, first paragraph,
as fatling o comply with the weition desaription requirement.

The Office Action axserts that

The instant specification bas fatled 1o deseribe any anatog or derivative
originating from the large genus of chemotherapeutic, smtt-putninmne,
ati-infectious, or andi-viral compounds or radioisotopes recited v the
specification to be analogs ov dertvatives. {(Office Action at page 7)

While ot conveding the propriety of this rejection, and to expedite prosecution, the
clatms have been amended to dolete the phrases "gnalogs” and “derfvatives.™ Accordingly,
withdrawal of the rejection is respectiidly reguested.

AN Cladms "13 and 30-327 {sic] were rejected under 35 LS., 112 fpre-ATA), finst
paragraph, as failing to comply with the eanablement requiverment,

The Office Action asserts thaty

iy clear that the biclogical activity of the Dug {tectied in cluim §
incorporated i the conpound must be preserved in order for the
claimed compounds to bewsed by one of skill in the art.... The
specification provides so teaching or guidance on the modification of the
muliitude of drugs, tncluding mudti-component products and selly, to
provide a free thdod group for conjugation to the Hoker such that the
modification and/or the conjugation of the drug, products oy vells
proserves the reguired fanction of the drug, multicomponent producss of
cells. .. one of skill in the art would be sabject 1o undue experimentation
withons reasenatrle sxpectation of speeess inorder to make and use the
brogdly clalmed compounds of claim &, (Office Action at pages 7-8)

i

The test of enablement & whether poe reasorbly skilled i the st could make oruse the
invention from the disclosures in the patent coupled with information known i the st without
widue exporimentation. Snited Stres v, Telectrondes, Inc, 857 F 24 778, 785, 8 USPO2 1217,

1223 (Fed, Cir. 1988}
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in the prosent case, the drugs vecited in olaim 3 each have a functional gronp orcan bhe
tatroduced with a functional group through @ chenvieal reaction. Ope skilled in the art would be
able to synthesize conjugates of the dmgs via a disnlfide; thivether, thivester, peptide, hydrazone,
ether, wster, carbamate, carbonate, sccondary, tertiary, or guaternary sming, iming,
cyclohetercatkyane, hetorowromatic, alkoxime pr amide boad by using the Hnkers deseribed in
the present application.

I view of the above, reconsideration and withdrawal of the refection wre respectindly

requested.

i Response to Relection snder 3R USC, § 102

%

Clairs -7 were refectod under pre-ATA 35 ULS.CL 102(b) as being antivipatad by ULS.
Patent No. 3094848 1o Brixner. Applicant respeetiully traverses the rejection for the following
TERSONS.

Brixner discloses 3 pharmaceutical agent covalently bonded via 2 diphosphate or
amidated diphosphate bond, e, ~BaDP—L3 o Ll DRARL3— o 5 rgeting moisty

O O

] ¥
. : T : - - 1 {
{abstract). Particndarly, Brixner disvloses & Q@ and R ¢

wherein one X is O and the other s NH.
The Office Action asserts that:
The compound of Brixnoy comprising the diphosphat meet {sie] the
Hmitation of the instant olaims -4 wherein @ and T are both -P=C(OM)-,
me e | owherein K 4 0 that cevalently connects the phosphinate
group 1o the second phosphinate group. (Office Action 8t pags 1)
Apphicant respectfully disagrees, Specifically, the present claims define, among athers,
Ryt be "2 chatn of gromy selected frony the group consisting of €, W, O 8, 31, and P that covalenty
connects.... JHis olear that the “chain of atoms” contains wiore than one alom. As such, the
<§ip§wsp§mm bond disclosed in Brixner docs notmest the regquirements of the present cladns.

Monetheless, to expedite prosecution, clatnw 1-4 have boen amended o specify “a chain

of two or mors atome”
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fin view of the shove, reconsideration and withdrawal of the rejection are respeotfully

reguesid,

IV, HMew Cleim
Newly added clasn 21 depends from elatin ¥ and thus is patentable at least by virtue of

its dependency.

Y. {onclnsion
From the foregoing, further and favorable action wthe form of s Notice of Allowanee &8
helieved to be next in order and such action is carnestiy solivitad. If there are any questions

concerning this papar or the application n general, the Examiner is tovited 1o wlephone the

wideraigned at his carlios! copvenience,

e
el

The Director is hereby authovizod to charge soy sppropriate fees ander 37 CER. 8§ L6,
.17 and 1.200d) and 121 that may be rowpaived by this paper, and o credit any nverpaymen, 1o

Depoait Account Mo, 02-4800,

Respectfully submitted,

BUCHANAN INGERSOLL & ROONBY 00

Dater November 13,2017 By

Fang Liu

Registration No. 31283
Customer Neo, 21838
TR B30 6620
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