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AR b KA E 2 BAANA (R 8 Fa s A4 R F R LA FRNE), B RGFEFHA
EEER., ZEFMEFENLTHFERNE
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E LW RAAE R A RS R R 6 Bu oy /A AL SRS F A AARAE R R 25 A TR
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LiR 7 HOBERRAFHEE L H/EH v FOIKIERA I FLALK4H= (5] 7
HE IR BT £ B A GGG RA S ), ATa LR E R 8RR A (S AR £ B 211 .8 ).
ER. REEZEER, RFRLAEEFA,
1.2 HiER

4/ 6



|

AE) B A A B RA LEMEIR, BERTRINE, FALAMLAFEE.

o

1.3 FHR
V.

1.4 &%

= fiR A LR

8] BAR LA £ B IR AEATHAT T R E4E RO BRIl FRE 2 4. JFn (B34S
RFFREFF ). . AL, LARERTR/E HRE.

ZRFEIAAT, FREALIITR G I T B4 LTI 24915 8,

. REAEFERE. FEBAANSAGEETLSMANEB R ERERL

B BARE R BARMEAAX NG EREG . TEHRAARCIEEF. FRE. K.
LAHFOA, B OARHRTHIN, LR LZCIHERMEEKRFE. KOSAN £ 44
# A PesxE] (Kason Biosciences Inc ). KEE T KF. ¥P.LhXF. Al RERKFEEL L
sE. ERBRAMAMEHNE . M KFMEALA 454, Panomics A 3] . RARFIZH) .
w9 )| E B A PR E) . AR ARE IR A B B A ] .

ssh, 2r8) 49 2 F LS BARAEE A RE IR E T LMAE 1A,

fsbikal b, RAE IncoPat & A4 & P A R A LA WIAZ —4FH K A BA iR
WAZ —RA LR EEH FHALN, BREATERAFELLOPWNEBEA], £4
1S REBEA, EAREAMZEALME=Z (NFERG. TEHARAAR SN T EL
FAAK M ZEE AT R ).

fbid 15 REBEAE, H 14 AFHLLK, BITETNE LELE =4 A,
*F B I 1 RARAA B F A (US8895590B2 ), o4 B FAE A b ik A b i 3R 43448
AEEA, AEHBRADNLEEARTEREF RADELBRDARNE), BT AH

5/6



A, B RaxtN 8] 2G4 H

Zr, 43NaERE. TEHARARNSN) T T LEAMEY LB 5B EHFEA, &
GAEFERENA LS NE) 2T LS T ARG ER,

W, ¥&75W

1. 28 L& H RiEFeRiE, LORBEFT AR BERRENLEY. AEn. 7%
HaTREFPHA, EMRETH LGEF/RPEHALE. A ARG LFRE
SPAA S EAR R R A B HATRAR TR A A E . A, & LEMITH.
RFUFRAERERE R, KFRENE) RS T A8 GABFL, 40T 503
& (FleB Rpit FRAHMTHEE (YEHAS B AT ELEEH ). USPTOER. £
HiFnE A MsE. HEKIEES) AR IncoPat §ASHEIEE. FEF L AHBEEME
iR FREFABNEER G, TEHARAARGEATHFL, LMLz,

2. RFPAREN S RN A THN L LB LR PR ERLAERENL, AP RE
HEAM &4, Fit. AREHFERFTEFELER,

3. ABERL B NE EBHEBRETZEER. KREKFRRERFEIR/EHKRIZITHPH
BE &, 28 REMAITEA, FEALRINMATEEAIRE AEETLEE 8,

AT AL IFE S AT

WE—: N8 EEsRARA S FEE
W= NG T LR EATE A E B A 60 LA

M= & ETURE. EEHAATR BN LT LSMAHEE £H5 &

6/6



EEHHARFRZRFBRIS
Fo&R P ohOBR#I8E  #i4R: 100020

18th Floor, East Tower, World Financial Center
1 Dangsanhuan Zhonglu
Chaoyang District

4t CRUT SR 5 S
KING&W@D T +86 10 5878 5588

F +86 10 5878 5566/5599

MALLESONS ww owm.com

H 3 WW 0. 7/17
B AFIERFREAE BEAH B

AT AR R R R AR A AR SR LB FTO 448 L5

\, '/

T T EHEEIFESH (AT HAFEHREN) LATRERFREDEZRSH
P (ATEAERL”) 6924t SERPFRETERERK OXATEHA “BIFERK") £
£ERE AW A B E®R (FTO, Freedom to Operate ) A& FAE (VAT FaR<KRE ),
FAATRAELEREEARAFTO oA E LS AL A e AEBL B Hh 2024 £5 A 31 8,

EARmE, 43t BARBAR, EMNARTE FLAT 0 HMAEH4]. 0 7P Je£ 4,
0 AR £ H]. AR 16 RAREME T EH), £ab4a 2 K Fe Fl o) B o A L&
JUE O

FRERNRE, BRKF CEBRATEMBBT TR, 25T ETLg
G 69 B AT S, B AT R R A HR B R AR X LR T A8, R4S R
BEPAEE, WwBFP RAH BT AR RIGIR, SOFRBLRF, BFHEREFRKELS

HATH AL E

1/ 33



B X

B ATFRAZ G T ettt 3
e BT T I ettt en ettt aeaeed 4
2AARFRIIBEIE oottt et eneen 4
22K B FIBATAE TR LE R oottt 4
Z B ARAZAIITUE AT vttt st 5
3.1 BRI B A ettt 5
3.2 FREE B AU oottt 6
3.3 ARRUE F ] oottt 6
TG 0 B R EE L oottt ettt et e e 32

2/ 33



s E]*T#i)f\ a‘u ﬁ]

ATEPREQTFEH. AT AIRIAE P AR IR AT AR BB T 55 K38
BEFERTHXTH S ARAT /T LOEE, RAOHIKD AR KD R 0475 KA
SR BIEE R AR BT AY, TRIMETEORS, FRIBETEH, LK
FLM KT

S CH,
H \\
3C’<;1\f*\/0

H3C‘</7H3
\‘/‘OH

CH

2 F XA (45,7R.85,95,165)-4,8- —#3-5,5,7,9,13- . F -16-[(1E)-1-F £ -2-2-F &
4o ) T R -+ S B IR ER-13Z-5-2,6-BF 7 B5 .

HBEEAR P XAALAR TG 2IMAEMEBE FITF, 38008 4EMBAF
ATHEGER IR, ETHREERGSTEMERAEIS, ZPpE LA PR F RS
BALFAS R I LB,

EPBEARBEEENG D LT & RARBEEEN R, LOORBEEEAHEHERS

QAR B, RATH (35) BRARbmFa LK TEE S SHAL, EHRERARLCELEE
TR REARRAR, AFat 69 1E B E IR IR E R TRAAB T 2V —Fss ke 24
BEHMIREES (RENLA T EE SR ETREELLEY).

tﬂ‘ EF Tl KK/ 7 sz MR8 B ﬂk/ﬁ&’[ﬁ’%"ﬁ%%ﬂiﬁ%, £+t 04iE
FLIE TG RMEIERE . PR E . AL AE. SR, ViSRG, %t it E
AR EA; BWRMBERIRERKA G EOIES FLE . REERBE., RV 544, PD-1
W%

e

>
X

5

3/ 33



RATFALARBEAEZE, STLEEREAY A b RENERITEE 5.

=. 9WF*
21 kA

AR E 6 & & KA SR 69438 & 2 IncoPat A £ #1448 B AR STN #42
F . IncoPat $ #15EAKE T AREEA CAF LA, LIS EFE (L4,
SEFT. FIEAF) AU ERRRERGAAT AT H, B HEL 0K FTO o4t
F 1 89 A H A 54T E R STN S8 A S22t 2 HGLE M 69 H AF 4 £ ALk F L ed
bt R CAS FHFRTeEmAER, B AFSHER TR RERGELS,N.
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ERRFRGEFEHT, KA LA, LR TEEBE B ARB AN ZH R EH,

3.2 e & A

R EFR LI, RAANTORAZREBEBFFER, BAT LML
VAR R LG 4 e T BAA BB R BAGE B R TR 8 i & B AR ARG T e A,

3.3 KRS E A

BAEFRFINGEHREA T, REDAFHBRA|EZRKEBE BAFER, AT LEZET
VAR R LIS B IR E B AFACL R B E E B AR AR RS £ H).

3.4 R+ A

ATFATILET ARA ¥ LA 16 ARKEERE F ], FFR KA TR+ )4
BABREY B RBE DA, 125 BAFRKLA —Z A0t £E P Ak4tat
BAFHARRATEARRERT L, THELAEIFTLEOEARKENTLE LR ORI TTLEA.
A1 REAMERE % A

| 5 r 2
e I v o R | ATk FUFe HER /R B
: = | AN T AN d{’?ﬂ/\/‘?%’lﬁi/\ | EF"LF] H N ”f?/lk.{‘;
1 osciences R
1| UsTosssaamy | RosanBlosciences 0000 | 0116 | A A RRAT G A
! : o | Inc ] % FA B
| Kosan Biosciences | 2008/11/ BEBA | BAFREAKATR T A
| 2 | US8410305B2 Inc ‘ 12 2013/4/2 i | N
| | Kosan Biosciences ‘ 2005/3/1 | 2013/12/ | #AA | BAFH A H F T
| 3 | US8618085B2 Inc 5 31 | @4 PEG400
| | |
| ' ) ) N B AR AT AL
h 2013/4/1 | 2015/2/1 2 . -
4| US8956657B2 Bind Therapeutics | 2013 J}xiidé]‘ B 42 T A
Inc | 2 7 kS .
_ FAL |
: Cyclo Therapeutics | 2019/10/ | 2024/3/1 | # 8K | BAFHKERER |
LS E?wéﬁ%z Inc |24 2 | AIEM RIERR
| | Bristol Myers 2014/3/1 | #BHK | B AFHAKEFE R
' 2011/6/1 . .
| 6 . U_SS6_7394_9B2 | Squibb Co _ 0 8 2 CRAGEN Zi/@?}:;i
_ | US2019032136 Acetylon 201710/ | 201900/ | oo | A AHARS AR
1A1 ' Pharmaceuticals Inc 27 24 | "7 REABERHY ]
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| US2021035358 | . 2021/117 | ErzTesy ey
I"é N
8 | sar | ComellUnivemity | 20196 | 7y | FEF | L2
| | . [l | BARE AR SR
9 | US7312237B2 Bristol Myers | 15135 | 2007712/ ’}"fmk Tt 5 fee R
| Squibb Co |25 | &K A
| __ " .
| . A A AR
10 | US7172884B2 | Bristol Myers | 2003/9721 17 6 &?ﬁ P4 B 325 H#) R ‘
‘ Squibb Co 2 2 A
| L ankAnRREE
11 | us72388162 | HoffmannLaRoche | ooyc ) m | 00778 ﬁfyﬁ fe A b 22k A
| Inc i d A
| | g |
Bristol Myers 2007/1/3 | 5}17[“7\75 iR ABH®RES |
12 | US7767432B2 Squibb Co | 2010/8/3 | Tk i |
| . | Il ... HARE AR
5 | vsT8T145m2 Brlsto.l Myers | 2007/5/2 | 2011/1/1 | J}ifx?ﬁ oA B 4 T
Squibb Co 5 8 i A
1id 200952 | 2015112/ | kA | A ARHA R AL
14 _US9198893B2 G_alc_?ra Lal_)s_LLS | ) | 1 # F%@@Eﬁ)ﬂ_%%
' Threshold 2009/6/1 | 2012/10/ | 3B | B HHATREEL |
15 | US8299088B2 | Pharmaceuticals Inc | 2 30 b5 d | FRE é’JHkﬁ] thy
The Trustees Of B AR |
Columbia University | 2016/7/2 | 2020/6/1 | #8H | fbbdpl L4 1
16 | US10633288B2 . In The City Of New 2 6 5 ¢ B
I York
VAT 452t ik e & ) 68 BLARAZE B vA BORU e HERRY B B 47 B4R 47 .
3.4.1 US7955824B2

US7955824B2 # Kosan Biosciences Inc F 2008 % 5 A 9 H ¥4

FHEELAEH, f

KB4 A H  “Methods of making epothilones” ( F &% BRI EEWH &5k ). E5 4

B35 F 2011 56 f

7 8
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1. A method for the preparation of a compound of formula
(n):

R!

7 0 0

wherein R! is H, unsubstituted lower alkyl, or substituted
lower alkyl;
the method comprising the steps of growing a host cell
comprising a polyketide synthase in a medivm compris-
ing a thioester of formula (I)

Rl

r SR*

wherein R* is C,-C, , alkyl; or R*is CH2C052R6, wherein R®
is lower alkyl; or R* is CH,CH,NH(CO)R®, wherein R® is
C,-C,, alkyl, under conditions wherein the polyketide syn-
thase converts the thioester of formula (1) into the compound
of formula (I1).

L EHE AT
1. & (1) 1845 #) &7 %

I

Rl
A FRI 9 H. RIRAAGIEBALE LRSI IRBAL K,

7 I G5 () 195 B5 6933 R K I3 IR TR B B4 6B 6 75 £ 2 o6 H
4%;1
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H# R C-Cr £E; 2 R* % CHCOR®, HF R /KA HE: £ R £
CH;CH:NH(CO)R?, B # R & Cr-Cio 8K, FERFAEEFFA (] 6958541839 K(1D) 69162
H a3 51T

B E AR BT, X (1) AW A ERE T LMo R T a4k
Z—, AEARE BB FERIPTHIREEEREH. Af, X TIHEAKT
AR EEAZF RAAR IRAZEMA ML AL F R, E2 73R AR BALESR
T LBk, Bsb Ra iy B & F ARSI A s Rabib 2 o At B ia s, A b,
BEFEROBRAERRP LR FRBE BRFBER, FEFHEFHRRELB G H LT
RN,

b LB, BAVAAZERARREFHARNEFH, Rfo, BP REEHTEEE
Mty £ 7 T L HATRAE (Bl ANF SRR ), EBLAEE GBRARENZ+ A 695K
FIEEA.

3.4.2 US8410305B2

US8410305B2 4 Kosan Biosciences Inc T 2008 5 11 A 12 H 5469 £ E 4 B+ 4,
H A BH 4 ARA “Intermediates and methods for the preparation of epothilones” ( ¥ X &§i%: &
WEFNTRAARRS G E), ZEAFIFT 201354 A 2 B HZBFER, BaTLFHERA
BORE ., BRGBIAFER 1 40TF:

1. A method for the preparation of an epothilone intermediate, said method comprising: a)
O

‘\\\\(CHS)M
x! 3
Yl
contacting a compound having the formula:H3Cx wherein the subscripts n and m
are each independently 0 or 1, indicating the absence or presence of methyl groups at the
respective positions, X" is a member selected from the group consisting of OR', N(R%);and
N(R?)OR’; wherein R' is selected from the group consisting of H, lower alkyl, a carboxylic acid
protecting group and a hydroxy protecting group, and each R’ is independently selected from the

group consisting of H, lower alkyl and an amino protecting group;Y" is a member selected from
9/33



the group consisting of O and NR?, wherein R* is selected from the group consisting of H, lower

alkyl and an amino protecting group; with an alane reagent having the formula:

RCZ

_Al

R4 |

R Zwherein each R® is independently selected from lower alkyl and cycloalkyl; R is

a member selected from the group consisting of vinyl, allyl, 2-buten-1-yl and
3-trimethylsilylprop-2-yn-1-yl; andZ is a member selected from the group consisting of CHs and
/H\ ¥
" T

“HCHY),

o l

CF3; to provide a compound having the formula: R z wherein the subscripts n and m

are each independently 0 or I, indicating the absence or presence of methyl groups at the
respective positions; X is a member selected from the group consisting of CHs, OR!, N(R?); and
N(R?)OR'; wherein R' is selected from the group consisting of H, lower alkyl, a carboxylic acid
protecting group and a hydroxy protecting group, and each R’ is independently selected from the
group consisting of H, lower alkyl and an amino protecting group; Y is a member selected from
the group consisting of OR’ and NHR?, wherein R’ is selected from the group consisting of H,
lower alkyl and a hydroxy protecting group, and R?is selected from the group consisting of H,
lower alkyl and an amino protecting group; Z is a member selected from the group consisting of
CHsand CF3; and R is selected from the group consisting of vinyl, allyl, 2-buten-1-yl and

3-trimethylsilylprop-2-yn-1-yl.
LA F T

I —FFH SR EF TR 7 %, EZHECTE a) RAF FAI91LE%:

, P Thinfom &Gz #00 K1, EFliomls E_F ALK F
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FEFH: X EHA G TFLA65E 7T OR', n(R2#NR)OR!; AF R £ H, KRER, %

BR EFaE IR H, Rzt § H, RBEBEREFRLRIPE, YV EH£EH O # NR?

#E T, AF R H BRAEEFREREFE, BEBAG F XI55 47
Ra

R Z, HpLA R Fo ikt fIRRIERF ALK, R LG CHE, HAE, 2-
Thp-1-EFr3- = PR Pt R0 ]-£; WURTEH G CHs #2CF3; WXIEHAE TA

(H3 C)n\\\\

B9 1-649: R Z, AP Fhnfm EGHIMA0K], £FbfpliiE F
FHEXGEFHE; X 2% H CHs. OR'. N(R?): ##NR)OR'; A+ R £ 4 H, KRIEHL,
ABIRG EAERNIRIHE, RP Mzt G H, KRR BERIPE,; Y 2L TG
R ORFNHR A# R £ § H, KRAREFHALERYE, R £ HH, HELERFELR
PR ZEAY CH; #2CF3; URRZEH IR, HHRE, 2-TH-1-£F3. = LTkl
A2 1- K.

(I—ISC)R\\\

18 3E P8 120 F A SR T 4e, R Z AR SREEZ RILEHOERTF
MR Z—, VAR H R E AR F A R BP T R BRE R RS, R, ST AR
Rb AR EEAZP RALB LB 2 MAEMEBA FHF, A4 7 IR AP EALSF
SR ILHE, B RAH B ik B RAHE 1% T RRAGA 4 3 A sk 3 2 sl 6
BB, Bit, ZEARAHRAEREFCEFADEDFHRR, ROSFHEAFHR
A £ B 65 AL 365 AR,
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LA, BAVAAZFAARREFHAREFF]. K, BF REZ4TREE
Bt A 7 L L AT AR (Bl NLE S RBE ), FEBLAEEQHAFEI LA R
FIEEA.

3.4.3 US8618085B2

US8618085B2 >4 Kosan Biosciences Inc T 2005 5 3 f] 15 B wiFa) £ E LA+ 4],
K BA&ARA “Therapeutic formulations of desoxyepothilones” ( F X &% BLELIKE EH
BATEIFD. ZEAIPET 2013 12 A 31 BRI, B AT TRAH ZORE. 44
I BFER 14T

1. A pharmaceutical composition comprising a homogeneous solution of a
desoxyepothilone together with a pharmaceutically acceptable carrier, wherein said
pharmaceutically acceptable carrier comprises ethanol at between about 40% and about 70%,

glycerol at between about 5% and about 15%, PEG 400 at between about 10% and about 40%,

and polysorbate 80 at between about 5% and about 15%, wherein said desoxyepothilone is
present at between about 0.1 mg/mL and about 100 mg/mL, and wherein the pharmaceutical
composition provides physically and chemically stable solutions before and after dilution into

aqueous medium.
L EE AT

1. —FPE LN, HEEMERBFEF 5T F L TRLIGH GGG 25558, B FAf

H I F LT IELAIEA OB 10% E 29 70% 65 A 29 5% E 29 15% 49 H 3. #9 10% £ %5

40% 69 PEG 400. %R %9 5% £29 15% 69K L REHE 80, H F PRI EFH U2

0.1mg/mL £ 25 100mg/mL F7£, FHHJ F Ff it Z5 428 - 1R LA FFFAFERPDSGZ 5T Fo2 5
49 29 F (L FAESHFEE 1954

ZARE, ZEFBRFNERL PR GHA LN S L = SRR E R P e sk AR
FRAA. b, ZE P AN, BPAEEREUF LS SR F T LT 68 LA E
R P OAAMRE 4 PEGA00. BHib, HHFABEROBAERRPEEFLBLE A4FHA, K
AR AFHEAL ZE 4B LA E AL LR,
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2 EPTiE, BAVAAZERAERAREFTHLREER., R, BF R RE4H4054%
M%) 7 Be & AT IAE (Fl4wil N PEG400 % L& RA|BRKIRE 69504 ER ), Fig kA
HEWMHREZIANZEAGRPECEA.

3.4.4 US8956657B2

US8956657B2 # Bind Therapeutics Inc T 2013 54 A 12 B $#HMH LB XA L], L
£ A 4 #7# “Stable formulations for lyophilizing therapeutic particles” ( P X &% B F4%-F
G BARGAEREIR ). X EAFHET 2015 F 2 A 17 8RB, B AT FHERH K
. BARGRIAFER | 0F:

1. A reconsituted lyophilized pharmaceutical composition suitable for parenteral
administration comprising: A 10-100 mg/mL concentration of polymeric nanoparticles in an
aqueous medium; wherein the polymeric nanoparticles comprise: a poly(lactic)
acid-block-poly(ethylene)glycol copolymer or poly(lactic)-co-poly(glycolic)
acid-block-poly(ethylene)glycol copolymer, and an antineoplastic agent; 4 to 6 weight percent

sucrose or trehalose; and7 to 12 weight percent hydroxypropyl B -cyclodextrin.
LA T

1. —FE T EHGIH2255 69 FHF T WAL, H &5 EARNEF I RKE
10-100mg/ml 655K G RF#L; H P EREMARTGAE L K (LB )-#EF(Z
) —HRBEHKIE (AB) -2 (ZEBE) BHET () —BRAEY, Fipf
B, 4-6 FEREBHAEAE; R T-12 FFY% 475 ALK,

ZAE, BARBEARAPH LT Z SR BEEIESRARL T RIRE/H S E ML
ARSI E N R R L ERA ZREE G CARODARBI A WA T HHEH,
I, B P AN LR S S BT A AR S 10-100mg/ml 95 (3LER)
HE-R (L) —BRERMAR (L) - - (THER) BR-RE-R (LH) —mik
AR BAL. B, ZEABRRARFZRRPEEIFRADBE A AFHEK, FAFHEHAHE
R EE 6 7 Al 523845 AR,

FEHTR, BAVAAZERARAREFHAREEF], Rf, BPF RERS4HTHERZ
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Mt ®I A R B /B AT RE, FRLAXEHNRAEANZEAGRPFEEA.

3.4.5 US11925659B2

US11925659B2 4 Cyclo Therapeutics Inc T 2019 5 10 A 24 B 5464 £ E L0+ 4|,
HAE W LARSY “Methods for treating alzheimer's disease” ( ¥ L &0F: A Fra5 M RE A
FEF ). EHEFTHT 2024 £ 3 A 12 BRI, DA THRAHZKRE., B
AAER 1A 24 30T

1. A method of treating Alzheimer's disease in a human patient suffering from Alzheimer's
disease comprising administering an effective amount of a hydroxypropyl beta-cyclodextrin

composition.

24. The method according to claim 1, further comprising administering a second
therapeutic agent selected from the group consisting of donepezil, rivastigmine, galantamine,
memantine, verubecestat, solanezumab, bapineuzumab, aducanumab, tideglusib, epothilone D

and ABBV-8E]2.
¥ LEE AT

1. —F 57 EF TR FEBANIIA K EF I T RF BB 69 71, G755 HE
4652 R B - LA 4,

2. RBRFIBK | £ 895 5%, Ad—FEHHF] % G b1 3 FRF. FEHIT. I
Zpgt., EEH. B#EA M. FEHEEL, ELRBHFEH. aducanumab. tiideglusib.
HIEEF D #2 ABBV-S8E12 285 8528 69 % =6 77 7).

ZA%9, BAFHRAPH LT SRR EEE IR T RO EREL B -4, i,
ZEPFIN, RBRETLFEPORSEERATERSOSEZERL B -, =22 1%
W& IEAR R AT G K dm, B AT BREF REFRKMR. sh, 12 E IR ARG AA]
EZRREPREFFLFLEDEHRR, FT2FHKOFEARELEDGH M TG EZBNE,

2 ERTE, BAVAAZEAARBRE FHARNEER, R, B k240802
-84 ) F) Be o iE R ATIRE, FBLAEENHAENZ TR TEEA.
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3.4.6 US8673949B2

US8673949B2 24 Bristol Myers Squibb Co F 2011 #6 A 1 B wiFa4 ZE LA H4], &
KEAEARA “Use of epothilone D in treating Tau-associated diseases including Alzheimer's
disease” ( P L&HF: RIKEF D A5 Tau MARRK( LR REERRE )T oA L),
ZERFET 2014 F3 A 18 HRFRR, DA TRAABRES., BRGE A ELR
14=7F:

1. A method of treating Alzheimer's Disease comprising administering a
therapeutically-effective amount of epothilone D to a patient in need of treatment thereof,
wherein the cumulative monthly dose of epothilone D administered to the patient is from about

0.01 mg/m? to about 5 mg/m’.

¥ LA F e T

1. —FF5 77 FT 1 K BB A 89 7 i, ELIE15) EFob 77 69 E 26 /8 76 97 B R B o E
FD, HFEpEEFFTIIREKEFE D 49 FBRATEH20.0Img/m’ £25 5 mg/m?,

BEF AIN, LEH WK EBIERE = 5 S MiE BRI L msh, SATHRY
REFRFERMA., A, ZHEHEROBRFPELRPEETLARE B WFHER, RESH
B AR AR A £ B 84 7 kb T 365 AR AR

FERTE, BATAAZEAAARE FOARRIEFF. Af, BPF REFATRAE
B ogiE R AT RYE, FBALAEEHERBENZEAGRFTEA.

3.4.7 US20190321361A1

US20190321361A1 3 Acetylon Pharmaceuticals Inc -F 2017 5 10 A 27 8 $iF545 £ F
ZAEH, LA LYK “Pharmaceutical combinations comprising a histone deacetylase
inhibitor and epothilone and methods of use thereof” ( ¥ X &1%: L4420 % & L L BLEG 374 7
Aok BEEOHWEERARRM G k). HEFFIFT 2019410 A 24 85, Ba4T
FEMBE, AFHRIARAEZR | o F:
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1. A pharmaceutical combination comprising:(a) a histone deacetylase 6 (HDACGE)
inhibitor of Formula I:

@

(0] (0]
OH
NZ N /\/\/\)’I\ N
CL T i
)\ R
III N
Rl

or a pharmaceutically acceptable salt thereof,wherein,ring B is aryl or heteroaryl; R, is aryl
or heteroaryl, each of which may be optionally substituted by OH, halo, or Ci¢-alkyl; and R is
Hor Cirs-alkyl; and

(b) an epothilone selected from the group consisting of epothiline A, epothiline B,
epothilone C, epothilone D, epothilone E, and epothilone F or pharmaceutically acceptable

salts thereof.
e

1. —F#ZGHEY, HEE: ()R 1 6928 F &8 2 B 6(HDACG) #7#/ 7/ :

@)

0] O
OH
NF N./\/\/\)J\N/
[ H
//L§§ R
N N

RI
KHBFLTRZLIGE, B F, HBEFEMFFE RIEBFEEFFK, SNIF4
F—EREI T OH, BFFHKCBAI-6-4EHK; UXRSHKCrslokh, #
(D)L RBFFA. RIFFB RBTFEC. RIRGFD, RHEFE R EF
F 49 R FFHRALF LETHEZLI7H .

GALE, BARHAR T 8 LT SR S TR A B ) F RS it 5
W FPALT TH EA S LR B, b, A TR RBMEE, SE LR
P EIR RO TRBA S 56465 ZILE . FusE, LA, PD-1 54, L+ HERE

1 LR ARA)F R PR T 45 M) 6940 & L L BLEE 6(HDACOMTHIF] . B, iZE F AT b5
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FERRPTCEFRBE AAFK, BPRLRLALKFER, LR FH BB ALEEL
8 7 WAL T AT RS,

v FRFiR, BAVAGZEAARBEFTHRRIEEFH), K, B A RS4at %0k
gL 6 05 F 7 A4 A%, §R LAZLEWHEHARAENZENGRIPFTTEEAN. i, LF
EEATFANHLTEENE, BEAEL, B/ LTHEENUELTEHA, LBN

a4 2er

RIRZFHF AR (FlaeRLFH ZF BILF) vABE L RFIAR,

3.4.8 US20210353585A1

US20210353585A1 # Cornell University T 2019 %9 A 6 B w4 £ B AN +4], £
A W4 ARA “Methods and compositions for treating laminopathies affecting skeletal or cardiac
muscle” (F XEE: A Fi675 %05 RNR-CILIEE B R QR FT EAmed ). 4t
Al 2021 11 A 18 BJr, BRI THFENR. AFORFRK 75 #7281 o F:

75. A pharmaceutical composition comprising:

a Linker of Nucleoskeleton and Cytoskeleton (LINC) complex disruptor and

a microtubule stabilizing agent.

81. The pharmaceutical composition according to claim 75, wherein the microtubule

stabilizing agent is selected from the group consisting of a taxane, an epothilone,

discodermolide, sarcodictyin A, sarcodictyin B, eleutherobin, laulimalide, isolaulimalide,

peloruside A, and cyclostreptin.

LA T

75. —HBEHA Y, Gb BHRAMIEFRERBZLINC L LMH#FF  (Linker
of Nucleoskeleton and Cytoskeleton (LINC) complex disruptor J; Fail 8728 7.

81. AR F|BK TS Pk 69 B0, F T EME RN LG A R EF.
EA. HEZA AEFB. #EZwlE HARSF. FA#EF]. peloruside A #FtE 5

BAZE, BARHART LT F BREBREERHRARESFIHEEA TREEZLE
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Y —FPAST ke AL B HIRE S, b, A TR REMGEE, LA K
MWEAR LG THEASLOE S ZE . REBME. L0444, PD-1 254, £ FH A
¥ b AR R AR MR R m IR RS BLINC) A AR T, B, L4 AN
FHRA)ZREPERFRBE BAFER, FELRLUFIFRN, LRAFHKE HFH
R A £ B 67 LA R AR,

GERE, BMNAAZEAARRETHARE A, Ko, BF REE4HR8E
et 6B 7 Xt AT A%, FRALAESNFEARENZEHGEPEEAR. oo, 5F
BEEAPFENHLTITENE, EAER, EPLTELREMBLELFEHS, L 20
ARBEZHTE® (Bl eRIEZFELF) AMBIELRFRAR,

3.4.9 US7312237B2

US7312237B2 # Bristol Myers Squibb Co F 2002 %3 A 5 A wiF6g £ E K\ & 4], &
KB4 AR A “Combination of epothilone analogs and chemotherapeutic agents for the treatment
of prolilferative diseases” ( ¥ X &13F: RILEFF LMW S5ST A 69406 F Fro 75 A A
). ZFAFETF 2007 12 A 25 B KT, B AL FRAK RS, BRI LR
AER 14T

1. A method of treating cancer in a mammal selected from metastatic breast cancer, lung

cancer, pancreatic cancer, ovarian cancer, prostate cancer, colon cancer, and/or small cell lung

cancer, comprising administering to the mammal a_therapeuticallv-effective combination of (1)

a dosage unit of capecitabine and (2) a dosage unit of Compound (1). having the formula,

or a pharmaceutically-acceptable hydrate, solvate, or geometric, optical, or stereoisomer
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of Compound (1), wherein the administration will provide a greater anti-cancer effect than the
effect obtainable with either the dosage unit of capecitabine or the dosage unit of Compound (1)

alone.
eSS

1. —FFiEIT I G RAERT T e, FTE IS B B TR, W, R,
A, HIIIIRAG, 2B KA TG, EIEL8THIZY (1) F3MbERNEEL
#o (2) AFG FREGEH (1) FIEFE147857 7 KL,

Kbty (1) 8925 F L THRRLBIKES), BT, KIITEMK, HZZHKE
AR, B LTRGBS FIR P ER FRAL KB (1) FFE T H
FEBIBR X 49 He B HAR.,

G4 5%, BARBEAT ¢FBALSHRBEEABIRENSY, FR04 EARAER
M R T TR 6 IR EAL S sboh, KRR LB TH O BT mdk LA ER &M X,
TR A N RT. Bk, Z &R RAGRA|ZRERPTCEFRBE B FRER, FEFHK
B A4 AR £ B 67 b A F A ZARANE,

L EATE, RAVADZERARBRETAORRREFR, R, BF ARES4AHE ML
S ERBATRL, B8R AKEOBRRENZEHNORPERA. Rid, ST HHER
A 0P BIFREP T 2024 5 8 A 21 BB #H. B P EEE LS MM EIPER THEAN
BERFAGKRPTCEAN, RELFTHHET 2024 58 A 21 B, AHRSHFAERZICEZE
F & & F Y R

3.4.10 US7172884B2
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US7172884B2 2 Bristol Myers Squibb Co F 2003 -9 A 22 B w49 £EH X A+ 4|,
HE KW EHA “Methods for the preparation, isolation and purification of epothilone B, and
x-ray crystal structures of epothilone B” ( ¥ L &1#F: ®RILEF B e94&. 5B fsibix
BRI TEF B &) X HERBARLEM). ZEAHTHT 2007 %2 A 6 B RPN, BHL
FHRBAZKRE. BRI FELR 14T

1. A process for isolation of epothilone B from an epothilone-producing microorganism

comprising:

(a) fermenting a strain of epothilone-producing microorganism in the presence of a resin

that adsorbs epothilone B by hydrophobic interaction;
(b) collecting the resin in a water-based medium;

(c) extracting the resin with a solvent selected to extract epothilone B and to separate it

from the water-based medium,; and

(d) crystallizing epothilone B from the extraction phase;, wherein said fermentation step
Jurther comprises feeding an additive capable of improving the amount of epothilone B

produced as compared with the amount of epothilone A produced.
P L EE AT
1. —FR LR EFAIHALE YT 5 BREEF B 6954, @.4%:

(@) B LRI ZANES] R RIE T F B 09W I T LR FEF T4 HA Y555
/ﬁé;

(b) HHRE R FE AR BT F

(c) A ZFES THRIRBESFEF B 957 JRIBB G H IS KENGHE,; o

(d) KEIRFG 24 BRI FF B, H VLB IL —H O I 5 B /> 4 65 R4
HF A GGFATIEGEBIE F T/ 4 49 R EF B 49 F 498707,

ZAZFE, LEBRF|BRBAHREEE B MRREEL A HATEESY, W84
R 675 WAL SRR AETE A LR B S, R 04 BB AR B R 24 X b AT R 6431
FAEk, B, ZEABRAGBRAZREFERFREEBFREL, REFRAFHAL
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X B 49 7 b SE 6 AR AR,

b EATE, BAVAAZFRMAAREFHARNE SR, KR, P R RE4TiEHA
S M5 B EFHATAE, FRLAESNEARAFNZEANRYPERAA., RiT,
AT R F A GR BB ST 2024 5 12 A 26 B Eik. B F ARG LS HEM B
ARRL 5 B 77 iR BARA TR BN AR AR EE N, AE LT T 2024 5 12 A
26 B, RIHIEHEZILEEF G EFRGRE,

3.4.11 US7238816B2

US7238816B2 2 Hoffmann La Roche Inc F 2006 4 A 7 B Piged £ B LA+ 45, £
KB L ARA “Preparation of epothilone derivatives” ( L &1iF: Kk ELFTA M 44 ).
EEAFIET 2007 F 7 A 3 B, B ATA TR BKRE, BROBZRAZL
1 4=7F:

1. A process for the preparation of an epothilone derivative of formula I:

1

O O

z OR!
. O
OR?

o NN
-
o
1
wherein:

R'is hydrogen or a protecting group; R’is hydrogen or a protecting group; and R’is

methyl or trifluoromethyl;

comprising reacting an olefin-precursor compound of formula II:
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T

O/// \/ f OR!
R3 _\-:/ B/
N -
)
F 3 \
., o
= OR2
wherein.

R'is hydrogen or a protecting group; R’is hydrogen or a protecting group; and R’is

methyl or trifluoromethyl;

in the presence of an organic solvent and a Ruthenium catalyst of formula III:

/_A_\ 11
R*N NR*
_Ph

N
PR N/

Cl 4,

Ay
a”

wherein:
A is a single or a double bond, R* is 2,4,6-trimethylphenyl; and R’ is cyclohexyl.
b L EF T

LA I BRI FFHTAL YA E7 %

F

R!' HRKRP K, R HAARP K, #R % FREZRFL,
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& 4512 A IT 6945 43 ok 1L -

I

A
R %R &R K,; R 9AKRIFHK, #R> G FPRE=ZFFPHL;
FEFRBEF Fo X, [T 547 HEEF B TR :

I

_Ph

" Ru——
a”

®

PR,

B4 g
A LB RpE, R 4 246-=FPRRKE, #2R’EHHK,

GAL K, LABRHERBZGX DREFEFT L2 B HFIEA T 6 F P h4s
Bty M FEFARR], BlhodTH IF R ARG EE T o Rk H, ssh, AAFHKTagEs
WA H A E P RRAAR T2 H 21 MA MR B A PTG, ek 7384 R Bk
FHERLEHBRE, LREW R LM E )RR R Fe BERT . B, % E Rl AF]
ZRRFREAFABLEOHFER, FEFHIAFHRARALEEZE N T LT EFZRAE,

b LA, BAVAAZETRARRE T HARNLEAH, Ri, BF REE4HZTE ML
S MR ST ERAATIRYE, TR AEEOBAENZEA GRS REA.

3.4.12 US7767432B2

US7767432B2 4 Bristol Myers Squibb Co F 2007 5 1 A 31 B w565 £ E L A+ 4,
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AL LARA “Methods for the preparation, isolation and purification of epothilone B, and
x-ray crystal structures of epothilone B” ( ¥ X #1#: RIKEZ B 94 &. o Ffshibi ik
ABIRIKEZE B oy X &Rk EEM ), ZFFHWHT 2010 5 8 A 3 BRMFHZAR, HAL
FR A ZRE, ERGRAZL 1 F24-5 07F:

1. A strain of Sorangium cellulosum deposited as ATCC No. PTA-3880 or a strain
of Sorangium cellulosum deposited as ATCC No. PTA-3881.

4. The strain of claim 1, wherein said strain is capable of producing epothilone B in a

recoverable amount upon fermentation in a nutrient medium.

5. The strain of claim 4, wherein said strain is capable of improving the production ratio of

epothilone B to epothilone A.
F LEF T

1. —FFR# % ATCC No.PTA-3880 69 #F 842 & & B #x3 1R4 % ATCC No.PTA-3881 #9
#4838 F B HAR.

4. BRFABEK 1 695, HFIEFREFFRIZRE P LB R4 T B o944
BEFB.

5. RFIBEKAGTEHR KL REBRGREFTFB SREFF A 494 7 HE,

BAEE, BRORERFEHRESHREEERHZ T AL A F KT, 28
ABLIREAA Y, T T LARAI B RITRAM LOTALMOBREEE B ARKEEL A,
b, B AR BFRFHAIEEN B FREARATHHEDARE AR T LERAZLF 5K
BREEF BARKEL A, BALRBREEL B oyds. B, ZEA4aF2
REPEETRZEIFER, FRAFHAAFRRKELEDMOE L ERALEFERAE,

4 EATA, ZAVAAZERAAREF O EF]. R, BF RRE43TE ML
B SE A VA BAR B 6 Sk A M B AR AT R 2, BB R IAE B GHERENZEFARPTER
A. R, BT ZRREFRGRPHARIET 2025 %3 A 21 0 6#H. BFREEHHRAE
Y EAREPAEA T fe BRI E AR E A, RELTAHET 2025 53 A 21 8,
FIAE RAHF EAZRACE & Fl 64 £ AR R
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3.4.13 US7872145B2

US7872145B2 # Bristol Myers Squibb Co T 2007 5 5 A 25 B wif4y £ B X 8 £ 4),
H & B 4 AR A “Aziridinyl-epothilone compounds” ( ¥ X &% R AEARIEEEFLEW).
EEAWET 2011 F 1 A 18 B RFBER, B AL THEAFZRE., BROBFER 1 4o
T

1. A compound having the formula X:

or a pharmaceutically-acceptable salt thereof, wherein.K is —O—; A is Cr.q4alkylene;
Biis —OH and Ry is hydrogen;R>, R3, R4, and Rsare, independently, hydrogen or lower alkyl;
Rsis hydrogen or methyl; Rizis H, alkyl, substituted alkyl, or halogen; and R,z is an optionally

substituted 5 or 6 membered heteroaryl.
KBS T

1. AFHAX d5166%:

—K—A

Q\M

R, R, R;

h)vr“
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KA F FTRLEGH, BF: k L-O-; A3 Cry BIEHE; By £-OH # R £ 4, Ra,
R3, Ry# Rs # i ERBNMRIEE, Re €K PHE; R & H, LEXK, RAMEEK G #;
AR Rz Z1EARMAGS & 6 THFXK,

A E, BAFHRAKPERESHRBEEERIIPFROASRACELEN, RIER
F| B RRZ S QLS RARELEY. B, Z5HBRRORAP)ZREIFEEFLASRE
BARRAK, REFHEAFBARAE LD G LA EEFLEZRIE.

R LA, BAVAAZEAALARETHARNEEH]., Rf, BF RRE4TERL
Sy A RATIRE, FRESAESHERENZFANRFTEA.

3.4.14 US9198893B2

US9198893B2 3 Galera Labs LLC -F 2009 5 5 A 22 B wif¢) £ E X A+ 4], H K Ef
4 ## “Combination antitumor therapy” ( X #13: 08B 457 ). i+ A% -F 2015
£ 12 A 1 BFRFRAR, BATR THRA SBRE., BRGIRIARFIEL 1 4T

1. A method of treating a cancer that is responsive fo an antimetabolite or antimitotic
anti-cancer agent in a mammalian subject afflicted with the cancer, the method
comprising:administering to the subject at least one anti-cancer agent selected from
antimetabolite anti-cancer agents, antimitotic anti-cancer agents, and combinations thereof, and
a selective superoxide dismutase mimetic to potentiate the therapeutic effect of the anti-cancer
agent(s); whereinthe antimetabolite anti-cancer agent is selected from the group consisting of
2-fluorodeoxycytidine, 37 -azido-3’ -deoxythymidine, 3’ -deoxy-3’ -deoxythymidin-2’ -ene,
37 -dideoxycytidin-2 * -ene, 3-fluoro-3 7 -deoxythymidine, 5-fluorocytosine, S-fluorouracil,
5-methylcytosine, 5-propynylicytosine, S-propynylthymine, S-propynyluracil, 6-azauridine,
6-mercaptopurine, 8-aza-adenosine, 8-aza-guanosine, 8-fluoro-adenosine, acyclovir, allopurinol,
ancitabine, arabinosyl adenine, azacitidine, azathiprine, bromouracil, capecitabine, carmofur,
chlorouracil, cladribine, cytarabine, cytosine arabinoside, denopterin, deoxycoformycin,
dideoxyuridine, dihydrouracil, doxifluridine, enocitabine, floxuridine, fludarabine, gancylovir,
gemcitabine, methotrexate, pemetrexed, pentostatin, pteropterin, raltitrexed, thiamiprine,

thioguanine, trimetrexate, salts thereof,: and combinations thereof:the antimitotic anti-cancer
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agent is selected from the group consisting of docetaxel, epothilone A, epothilone B, epothilone
C, epothilone D, epothilone E, epothilone F paclitaxel, vinblastine, vincristine, vindesine,
vinorelbine, salts thereof, and combinations thereof;wherein the selective superoxide dismutase
mimetic has no significant activity toward hydrogen peroxide and corresponds to Formula
(4419).

(4419)

\/ \/

\\\

Y,.\/

g—N T\‘\N\H

N
2

AN

wherein X and Y are ligands.
CES TS S

. AT B SR ALY R PR B YKL H ) E R F R A
HBAEG 7 7%, FTEZ % E 15 4B T E R A E S 2 G A AET, R HEPE S
)R LA LG FCAE T, Tt AL F AL AEBEAETAS, 1A I8 78 P i B F 6976 57 R ;
HF BT ARG G 2- RELRMHF, 3 -BR-3 -BHEBF, 37 -3 -HEHH
27 M, 3 -SRI A, 3-R-3 BB, 5-BAEER,  5-RAREE, 5-
PEIEHERE, 5-FREIEER, 5-FREBRER, 5-FRELEE, 6 AF7H 6
HEER, 8- AFMRH, S-RALH, 8- R, FHZES, FIEDH, £HME, i
THHEIRED, FTILGET, Fiea-F, REHE, FIEME FEA, ARGE, £I12E
£, [FTEIEH, [THEEF, &+ FPHES, BEAWEE, WELARY, —AREFE, FHAR
#, RIEGIE, LY, RBHE BHELE, ZEHME, Lg%, BEBHE, Fi#m
T, R, FEYE, BEREF, RELLSEGETLEGZ BT, RAEFFA, ##HE
FB, BBEFC, RUFFD, #BFFE, RBEFF, FH58 KE# KEid,
REHERE, HHRIELAE, F I L LRI L B AR LT B
A, FAETFA (4419 ):
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(4419)

B X Ao Y £BAH;E.

GHE, BARBRAFY 6@ LT F R RGN RS FRAKER FHRAARE LR
Y —FEATT T ikt B R RS ILRR B, s, A TE SR L, B EAEE
MEIR R TTHREEA 0162 b 2. BB, L0484, PD-1 H4;, L FHRE
$& BB ARF| B R PR 6 4% 4R M 6 B AR B AL BALEE A . B, 7 E AR
BAZRRYFCE T REE B AFEA, TEFHEAFBALE LR 697 AL F A5 LR
i

v PPk, BAVADZERAARBEFHAREER., R, BPF R k245544
ABEF 7 KAATIRE, TREBAELBEABRREIANZ AR TEA.

3.4.15 US8299088B2

US8299088B2 # Threshold Pharmaceuticals Inc T 2009 46 A 12 A #1564 £ B £ A+
#), HEBHEA#H “Compositions and methods for treating cancer” ( F L &0E: F Ti457 &
FEARE Y FTr ik ) EF A P HFET 201245 10 A 30 ARG, B AT TR ZORE.
AR IR AR AN ZR 1 42T

1. A protected anti-neoplastic agent of the formula Hyp-N, whereinHyp is a hypoxic
activator having the formula:

Ry, R R,

/
N
‘ )F—M%
Ry N
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wherein Ry is Ci-Csalkyl or C1-Csalkoxy; Rz is hydrogen;R3is —H or C;-Csalkyl; andRyis
—H, C-Csalkyl, or Ci-Csalkoxy,and N is an anti-neoplastic agent, wherein the anti-neoplastic
agent is selected from the group consisting of doxorubicin, daunorubicin, duocarmycin,
etoposide, duetoposide, Combretastatin A-4, vinblastine, vincristine, camptothecin, topotecan,
5-fluorouracil, AQ4N, hydroxyurea, maytansines, enediyenes, discodermolides, epothilones,
taxanes, calicheamicins, tedanolides, bleomycins, calicheamicins, colchicine, cytarabine,
dacarbazine, dactinomycin, discodermolides, epirubicin, fludarabine, hydroxyureapentostatin,
6-mercaptopurine, methotrexate, mitomycin, mitoxantrone, carboplatin, cisplatin, prednisone,
procarbazine, taxanes, docetaxel, paclitaxel, tedanolides, teniposide, 6-thioguanine, vinca
alkaloids, cyclophosphamides, platinum coordination complexes, anthracenediones, and an

alkylating agent; and N is bonded to Hyp by an—O- group in N.
¥ LA T

1. # HYP-N 492 R 4G 5AFBR], A HYP ELH FRGGIKEE/A:
R, R; R,

/
N
| />—Noz
R, N

HF R & C1-Co EEK C1-Cs SL ALK Ry £ 2 Rs £-H 2 C1-Cs SEE; XK RJS-H,
C1-Cs BR K C1-Co SR L Fan ZHAVER], R FRABALLHTEZ, RUE#H, 3
CEFE, IRIEBH, BIRHEAGE, FAHMITAA4, KEHK, KEFHK Zhe 1
HEE, 5- BRI, AQIN, LI, EBF, tFh, ERE, REEF, YK,
HEF, BAEF, BREF HEF BAKUFE, FHEEY, 2+4 SFEF wE
KAy, EFTEF, RLFE, ZEBFIMIT, 6-5L N, £ P, #FEF Fi
BB, 49, Nith, Eaihs, HEFE FHKE BEME, FHE, BHEF, BEE
#, 6-BEL e, KEZA Wk, HEBE, NiEiLN ##-0-£HS5 HYP #4

ZHE, BAFHRAT LT F BRE G ESRABRES FIHUEER THRAREZLE
VAT IR A RS MIRE A, I, R TE A RENEL, e EaEk

MBI R TREA B R0 2 2L E ., A, VA48, PD-1 24y, P HRE
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16 LR AR AT 645 R S A G IREGEACA] . B b, 5 ABRARGARA| ZRES5E B
FRiEEBFRERK, T2FHEAFEALREED N H AT AL LRI,

FEPTE, BAVAAZERAARE FHRREFH. Kf, BP KRS M40
/B 7 RBAT R, TR AR HBARABENZEAGRPTEEAA,

3.4.16 US10683288B2

US10683288B2 24 The Trustees Of Columbia University In The City Of New York
201647 A1 22 B w69 £ B A P &4, L& 9 % #&4 “Epothilone B and dictyostatin analogs,
their preparation and use” ( ¥ L&#F: ®R1§F & B 4= Dictyostatin E4. EA149 4| &F= A
), wEAFIHET 2020 F 6 A 16 ARFER, B TRABRE. BAGGIR TR
FlER 14T

1. A compound having the structure:

Wherein Z1is —CH3zor —CF3; Zyis absent or present and when present is —O—; Z3is
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$ . Zuis —0— of —NH—; W is alkyl-Ns, alkyl-SH, C4-Csoalkyl-OH,
C4-Croalkyl-NHa, alkyl-NH—R;, alkyl-NR:R3, alkyl-ORi, alkyl-OC(O)—R,, alkyl-NHAc,
alkyl-NHC(O) — Ry, -alkyl-NHC(O) — R4, alkyl-OC(O) — OR}, alkyl-NHC(O) — NHRy,
alkyl-NHC(S) — NHRjor alkyl-maleimide,whereinR;is alkyl-N3, alkyl-SH, alkyl-OH,
alkyl-NHa2, or alkyl-maleimide,R>is alkyl-Ns, alkyl-SH, alkyl-OH, alkyl-NH,, or
alkyl-maleimide,R3is alkyl-Ns, alkyl-SH, alkyl-OH, alkyl-NHz, or alkyl-maleimide, andR4is
alkyl-N3, alkyl-SH, alkyl-OH, alkyl-NH;or alkyl-maleimide, ® is a bond and is absent or
present, B is a bond and is absent or present, x is a bond and is absent or present, d is a bond
and is absent or present, wherein when o, B, and Z»are present, then x is absent, and when

x is present, then «, P, and Zrare absent, or a stereoisomer or a pharmaceutically

acceptable salt or ester thereof.
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1,
R 2 RCHy HoCFy; 1) FAEAAS, AEFENS0: 2, 7

Z4 Z-O-F-NH-; W ZLEE-N3, B E&-SH, C4-C20 S H-OH, C4-Co0 22 E-NH> , 42 Z-NH-R;,

-NR2R3, £ A-OR;, £&-OC(0)-R;, S A-NHAC, L£H-NHC(O)-R;, -4 Z-NHC(O)-Ry,

-OC(0)-OR;, 4Z#-NHC(O)-NHR;, AZA-NHC(S)-NHR; HK Az K & # Bt LM, 2P R
RAEHEN;, HESH, FXOH, FEHENH XK BRBEEHE, Ry £AEE-N;, LLSH,
tR-OH, AEHE-NHy H4ER-GRBEES, Ry ZAEHE-N;, HEA-SH, HHAOH, LZHA-NH;
k4R A L F BT, T Ry ACHEN;, SEA-SH, BEA-OH, LZRA-NH; HITH- 5% BT,
a £, FTHELZAE BRER THELGE x£8, FHEXGE: o024 FF
BERGE, KF, Za, BFl, FHEI, U x FHE % x G50, Wa, BFZ FEHE;
193 F 2 RS ATIR K 25 TR 69 B KA

&

1

ZH%E, AAFHEARTHRGRENSW AN E TiZBXEMEG W RAATE, ALk
A BRIRZ A W A EATA LR (Pl h-N; JA-SHH), HReEELET,
B, ZEAERGBRABERRPLEFABLE D HEA, FOFRAFHALLENT
A Al He A AR,

&2

Pk, RAVAAZE R A RREFGRREEH], K, BPRREAT Y
ERBATRE, BRRPAEEHBERAENZFHGRFEEAA,

r"
T

9. SRS

FERTE, 4T BAFHEA, RNMREEZHAELILT 0 AHREE4], 0 R+ e+
F. 0 FURSFE & FIA R 16 FARE NG TR Fe£ #),

32/ 33



Hh, EREIEMZ A, FRERAKIFEFFGFLT, RINAAEREAEE
4 AL EHR AL H ERIIA T FIRE R,

ok, *TFAE 16 MRAMGAREFA], LA R A) 2 REPTEEHF A
ihE BARRA, 125 BAFRAK LA —Z AR, BEF R4 B AR ARBATRE, &
BRSSP T EENLRFAGRPECEAA, i, ETH PR LREEH 8 A
MATEFENR, TAEE, BEPLTEERENRELTEHS, BN RR I THHE

# (Blhe X E =5 FIF ) AR R,

AT T e E S
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