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JP 2023-552757 A 2023.12.19

oooooo
1.
R BREeSY
{LFERER FAT R, CYTOXANBREFFEE)) 7 vehRA7 7 I K

(cyclosphosphamide); A/ KRBT VXN, FlZIETANT
7Y, ATRANT 7 BIXOBEYRANT 7 TUYY
v, Bl ALY Foibenzodopa), VR A LR
(meturedopa)., BL Y L FoX(uredopa); 7V -2, |
VxFL A5y, MIZFULyRARFATIFR, M=
F L FAHRAFNT T Ftiethiylenethiophosphoramide) ¥3 X
MY AFr— 25 I (trimethylolomelamine) % & ¥ 7z =
FlLiAfIrBLTAFa—IL AT I (methylamelamines);
TEMF=VWIZ, 72820 BXRTITZ 0y T
295 FF e Rabr e —A(Ratt /—i,
MARINOL(B ), ~—F-F/a; FAa—4,; 3L
bR, XYV AT N TU(ERT TR T THL
AT H - (HYCAMTIN(CR &), CPT-11(( V) /2 F |
CAMPTOSAR(CEFAGIE)), TEFA I +TF L, RaR
L (scopolectin), BEL TR *-T I/ AL F 7L 28T,
FVFREF L, BVAREFF L CC-1065(3 0T F¥ L

Y. APV rBRUOER LY CERT e SRSt A
FZar by REZ740) 08 =RV F;, 2070
TAVUEERS, JV T R4 IBICGIZ I TN T4
¥8);, RTIRFF L, RFHA~wA V(AR T IS, KW-
2189 BL U CBL-TML 28Te);, =V aTut'l; R 2735
REF oy PallrFly, ARCFREF L 74 b
VarwAZd—F FliEreiaisin, ruezyrPr
(chlomaphazine), 7 2 12727 7 I F(cholophosphamide), T
ARZLAF ARAZFIN, A7l ZIr Ao
VEIAFPEERE, AVT7rFr, SR EV s
(novembichin), 7x X AT U, FVFR=ARF brk
A773IF, UFIATAE—F, =t yLT
(nitrosureas), Bl IEHNLAF L FJuaS vy, 7T
LAFy, BhAFy, mAhARAFr, BLEUEF=AAF
(ranimnustine); FAEWE, ML IEo P4 P RARE, Y¥x
IVUAEREESDEVRIVY, 2 ART A Y BRETNE
ARARNT I REF 77+ T BIUBEERES /Y
BTHH-r VA Y E (antiobiotic) 7 BE T F T ), T
PIVIRAVL, TIF /AT T
(authramycin), 7 &V ¥, FLA~A 0, BIF /<A
i/ (eactinomyein), # 7 B3/ o(carabicin), A I /w4
Y, ANV T4 )y, ZvETA IV (chromomycinis), &
PF )AL, FUINEY Y FRAEY Y, 6T -
5-A4F% V-L-/ oA ¥, ADRIAMYCINCRGEFE) F &% /L
B A(TNRY SRR TR J-FE
YNEV 2R SRR AV IBRUT ARV FR
JNVEY U EEE), TEAEY L DY EYY A F)L
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(23)

vy, vty v by, FlziEeA b
A C, AT N, S AT, VR
Ay, RXFavAf, Rb7ravA
(potfiromycin), Y'a—u~<A Iy, I
(quelamycin), B K/ E i X (rodorubicin), A F L7 h=71
. AMVT NIV TRV URZA TR V)
AL Fr, STy BN E, FlEA N LEE
— FBIWS-ZAA T T U(5-FU); 87 e, flx
1£5° 7 77 U (denopterin), A kL ¥E— K, FFEFT
D > (pteropterin), P Y A b L FE—F; FVTFud f#
ZETINFTCL, 6 AN TN T v, FTISY L, F
FTT = BN IPyTrnl AT VA T
FLFUr 6 THFIID ANLET—N, ¥ETE,
CFEFFLTY P KRy TADY ALY T
By AZY Py, Trialy, flREANATar, Fa
VA CBRRERAR Sy TEFFRE )=, AT
2BV TFARNS I b BIBRERNAE A L E K (anti-
adrenals), FIZIZ7 I/ NFFIF, I &, PR
&, BEEEHE ¥ replenisher), Fl 2 (7 4 U 1 (frolinic)B;
FTEZZ b, TARERAT 7 1 Faidophosphamide) ' U =
VR, TIVTVE =Ty TAYS YL, R
A kT 72 N (bestrabucil); BV b LYy =2H T HE— b
(edatraxate); 7 7 4 7 7 I M (defofamine); ¥ A 2 /VF 1 ¥
Ty A, £ a =T (elfornithine); BfERE Y FF = v
by mARFa; TSNV, EEBAF Y DA B PR
%, LFFr; u=F 3 r(onidainine); v A F S A

F, BlZEAAZ 2 BIUOT <A bl S RI77
Yy 2 VY ey Y H F— L (mopidanmol); = b
1) V(nitraerine); R FRAFF 1 Tt Ao b EFA
iy, nYyEFHrhnr;2-nFae RIVP R, Fahis
21 PSK (B R HHE )25 HE 378 & R (JHS Natural Products,
Eugene, Oreg), 7 ¥4y U XLy, VW75 A
e uh; FRTSUE, NI TYar;2200Y
raa b )=FAT I P aFy @i, T25%F. N
Z AU V(verracurimA, B Y P ABIGT AP
(anguidine)); 7 L' & /(urethan); b > 5 3 1/ (ELDISINE(Z &
PARE), FILDESINCR@&MEifR)); FANAT Yy, v ) ARF
Vi I hFE=Zb—; TGS = R Ty, HY
ki (gacytosine); 7 F v/ I F( TAra-Cl ); FATF%; ¥
¥4 F, #l 2T TAXOL(B#EFEEZE) Y7 U # &/ (Bristol-
Myers Squibb Oncology. Princeton. N.JI), 7 LV E7 +— /%
B E 72\ ABRAXANE(BRE), 7 V¥ FEADOTFAT I
FAMR T ) KT BIA| (American Pharmaceutical Partners.,
Schaumberg, IIL). 3 XU TAXOTERE(R&HIE) FE ¥ %=
JV(Rhone-Poulenc Rorer, Antony, France)% &7 & &4,
7 15 A7 3 V(chloranbucil); 7 A3 # B L(GEMZAR(E
Y, 6-F 3 T = ANAEZT T AP PLFE—
b BETFuY, PR ATSFOBIOIARTFF
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oooooo

vy B 75 AF (VELBANGREEIR);, HE; = hFRVE
(VP-16); A RRXT77 I F; 2 hFHFrrbu; U7 URF
(ONCOVIN(HERIE)); AFVV7FF; g afy
(leucovovin); ¥/ L /L € (NAVELBINE(BSRFGE)), /3
fry; 2F Xt b FU/svAvy, TI)TFY
Vi AN FrEx— by bARA VAT —FRER RFS 2000;
VI NF O AFNFNZF L (DMFO);, LF /A K, BlziE
LF A VB 2 F UL (XELODACR IR REIE))

ks EA A BV A F@EZE, DML); 7o) 2&2F @ik,
MMAE, MMAF)

iz R AL | FEF 7 = V(NOLVADEX(RFFEEVFEX L 7 = V5 E

BLUERHI=Z | ), EVISTAGSBER) 72X 7=, FroXxiyJx

fa#F ZRBEET |V, 4t Fa¥di ey 7y, NI FXT 70 F

Jal—F— 72l LYI17018, FFFVR Py, BLD

(SERM) FARESTON(BREEE) ML I 7=, I/ AFny,; =

A b R EETHHEHEF(ERD);, IREOM & & M $
sl X85 X 9 ICie T oA, HlaE, &
(leutinizing) R /VE VAR VE ALHRED) 7 T =2 b, iz
¥ LUPRON(CE &) L (R ELIGARD)Y= f 7’12 U KEREE
H, By, TV ) CEREBEEB LG R R LY
o (tripterelin); fOFATF > Fu 788, HlAEX702 I F,
=N FIFBICEALE I F,;, ROoTRRAIBBVWTTA
e rELERREESTS, Tuvsd —~YBEELHETLST
< Z—PHREH, FiE, 46)AIFS =N, TI 2 INT
FI R, BifeA Y R b —/Th D MEGASE(RERFGE),
AROMASINCERSFEIE)=F ¥ AR F 2, RARARF AL
(formestanie), 7 7 K/ —/l, RIVISOR(ZR&HHE)R z /' —
. FEMARA(BR@EIZE) L ko /' —/1, ARIMIDEX(E &
BYy7+ A bu i b,

ERARRAFFR— b

7 Frkx— MFlZiE, BONEFOSCE&ERE)E -k
OSTACCE &), DIDROCAL(BRERIE)TF Fuf— b,
NE-58095, ZOMETA(BREE) L Fo B/ L Fri—
b, FOSAMAX(B&RGE)7 L Fu % — b, AREDIA(RE
FAtE) S Fuik— b, SKELIDCR&ERAEF L Fu ik — b,
F ik ACTONEL(R&EAEE) Y £ FeXx—F;, 20TIC b
FHL AL LAV IR I VAY R P T R
7Yy, TrFirAAY IR LAF R, BIC 5 (abherant) il
R ST 5 A CEERCB A BETRELH
E+ 340, Hlz2iE, PKC-7 V7 7, Raf, H-Ras, BILTE
ERENTFZREEGFRYZ Y, U rFL fIZIX
THERATOPE(R &)Y 7 For- B X USEEFIEEY 7 F
v, FlziE. ALLOVECTINCREZRGIE)Y T 7 F 2,
LEUVECTIN(RSEE)Y 7 1. L U VAXID(REFEE)
U 7 5 LURTOTECAN(BR &) F RA ¥ 2 7—€ 1 F
#: ABARELIX(BR B EYmMRH, 5 3F =7 3 L— b
(GW572016 & L THAHD ErbB-2 B LT EGFR “HF 1 &
v —F S THEARD
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(25)

7182

F L by A 7 (Campath), /33 A= F(AVASTIN(E & fE
), Genentech), &7 % i< 7 (ERBITUX(B&KAIEE),
Imclone); »3=Y A< 7 (VECTIBIX(Z &R E). Amgen), V
% 3 F(RITUXAN(R S HZ), Genentech/Biogen Idec), 2
N R 7 (OMNITARG(E R BFIE). 2C4, Genentech), 7
AV A< 7 (HERCEPTIN(CH i), Genentech), F I &<
7 (Bexxar, Corixia), B L UHEEH = P aF— 1, F A
W R T A H A ¥ (MYLOTARGCREFEIE), Wyeth),
FEHOGHERLGLENIERE LCEREER LA

LTW5a6hde Mt/ Za—FAfEciE, 7R X
<7, Tk U AX<=F(aselizumab), 7 k) X=7, RixziX
<7, BV X (bivatuzumab) A V2 L B Xw
TANVEY Y, BT VAT B M) XwTRIN, &

K7 27 A= 7 (cidfusituzumab), 3 K7 X< 7 (cidtuzumab),
FrYVR=T =2y RAe7, =277 ) A<w7 =5 X
<7, oAV XvwT | 7z b X7 (feMzumab), 742 Y
Awd, BFERYXe TS Hef v, AT+ H
AV, ATV AT TAVAT VoV AT, =
VAT, ARV AT REFERAYT, BT
(motovizumab), ¥ J X< =—2VAX<T7, JepbEX<wS
(nolovizumab), X< B X< 7(numavizumab), 77 1) X=
T, AV AT R EXwT RRa AwT Ay T
17 X< 7 (pecfusituzumab), X7 ¥ X< 7 (pectuzumab), /%
Ft U X7, TV LAY (ralivizumab), T =ERX=7
LA ) B A F(reslivizumab), LAY X< LX<
(resyvizumab), ©-XY X< Y A+ oV A<
7 (sibrotuzumab), IV X=wF, oV RXeT
(sontuzumab), ¥ BV X< T7F FFHEFL, X R AT
(tadocizumab), # U X<, T 7 4 73 X< 7 (tefibazumab),

F ) R=F FZURwT | V=Y A< (lucotuzumab)
AETAF 2, VIV Xw T (tucusituzumab), Vv X7
7 (umavizumab), VN hFHRTT, TRTFF XS BV
VX=T, HiAvF—12A% 2 -12(ABT-874/J695, Wyeth
Research and Abbott Laboratories)* & £ 5

FruL L EF—E
REE Al

EGFR #AHEA(H 21E, Mo+, Filkdi Y); /hoF HER2 F
ook —ERER, HlEREMS AFATEES TAKIES;
CP-724, 714, EbB2 Z2FEFn v ¥ F—FP OB ORBEH
FHZE HI(Pfizer 38 L * OS1); - HER FREH. #%1X EGFR
IELEMICHEET 53, HER2 8L (REGFR BRIBEHMBED
5 & ¥4 5. EKB-569(Wyeth 2> AN FT[fR), F3F =7
(GSK572016; Glaxo-SmithKline 7> 5 AFHHE), #£ A HER2 &
X VEGFR F 12 ¥ v & — PR EH; PKI-166(Novartis 7> H A
F W[ HE), pan-HER FLEA], #Z X4 25 =7 (CI-1033;
Pharmacia); Raf-1 & 7" F A {n @& L'E T % Raf-1 FHEHR. #]
Z X ISIS Pharmaceuticals 7> 5 AF AR/ T o F & o ZEKH|
I[SIS-5132; 7k HER {Z/9{k TK FREHA. A XA D AEBEA <
=7 (GLEEVEC(R&M1ZE), Glaxo SmithKline 7>5 A FA[EE),;
ZHENLT L o P—PHER., flziEA=5="7
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(26) JP 2023-552757 A 2023.12.19

(SUTENTCREAGHZ), Pfizer 2> & AFWHE), VEGF ZEEF o
VxR F—vlREA. FlEIANFT =7

(PTK787/ZK222584, Novartis/Schering AG 7> & AFAT4E);
MAPK #faslgagh=%+ —¥ 1BE A CI-1040(Pharmacia /> 5
AFETEE);, TV, #l21E PD153035, 4-3-7 T =
UNNxFSUy; U R IVY; VI RFED I Dy,
un bl 3Py, FlE2IE CGP59326. CGP60261 B L ®
CGP62706; E°Z 2/ a ¥ I Py 4«(7 ==/7T 3 /)TH-¥
a3 dE VIV IANTI ANV T2 Naf AT
45-EA@-7NFaT =Y NZENA IR, =buFd 7=
VESEEHR L TWAF R AF 2 PD-0183805(Warner-
Lamber); 7 »Ft A o1(HlZ21E, HER  2— F¥4 568
WIZEETHLO), ¥ /7%Y ) 2y F 1k AF L (iryphostins);
ZD6474( Asira Zeneca); PTK-787(Novartis/Schering AG); pan-
HER [REA|. #]xif CI-1033(Pfizer); Affinitac(ISIS 3521;
Isis/Lilly); A S VEgA < F = 7 (GLEEVEC(R &FHitE));
PKI166(Novartis); GW2016(Glaxo SmithKline)}; CI-1033(Pfizer);
EKB-569(Wyeth); &= & = 7 (Pfizer); ZD6474(AstraZeneca);
PTK-787(Novartis/Schering AG); INC-1C11(Imclone); 7 & TNZ
TR A (a ) LA, RAPAMUNECRSEIE))
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BRILED

RS TTEE

FTNTZ T A(Xanax), ZRATTERFUR

(Tranxene), 7 B/ /XA (Valium), TAZ T A
(Prosom), 7V 7 ¥/ A (Dalmane), =7 /A

7N I (Doral)

(Librium), 7 =2}, AKlonopin), 7 @ 71—k

(Ativan), X # /5 A(Versed), #F F /A (Serax),
T v ¥ Ab(Restoril), NV 7 T AHalcion), 7 7€
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FEy, BEWEEREIAZI LV, TEXV D 2, TEF
VIV UBLWERR IS T I VB, TyRT Vb, T
VIV, TFHARRY - dBREIe T v R RRRE
ra7 )l FEERRE 7 o7 Y i (mmunoglobulin); HiEHR &
Era7 )y, TEXYARL, TFALEYX b Z@R{beEH; 7
WF AT, PATATABLIWEREIAMA T 7MY > T—
FAF—b;, T—FRAF—FBIWEERTEISTX Y, 7—7F
AFR—FBIVEERA 7Ry, T—FRAF—FRBELWWERE
ey oMYy g T RAaLE VEE T AT X,

T EFFEN, THEVFEALBIOWERR) FFEA, 771
—N; T RARREF L TRZ 2005 T haty, 7HF
FFV L TR ALy BBEAY U A Beg VY Fr, RS
RAE S REXD 2w RUFRRAF v RFF R0
M=y Y vy AR E Y= BRI A, REERAS
VN R TARZY Yy, RERAE S, RAVATT; E
INFIR, ERVF, By Fan—), Tldes o R
NFSIT, TFI2F TF V2 FRBLWERER LT a—
oy TERBA v VBT oA BT I Th;
RUF—hrFENTTD, TAILBREN T A, I EZEL,

TN AARI Ly IAESS = VRS TF
Vi AARTE— N, 7 LRV BT S YL BT 4K
Vb BTA IRV BRTEIOVA, BTV ABEIWER
T ERSE A BRI TRV E7ak s BV X
TTRIN, J T ATV, S uTF AT s ma—)b TR
FV HEBER—AOEY;, JeuFy; JungFisl ) —
Ny zunFoaely;, aLFUIFL; e RARY Y
graXxti, VATGFL, sV ARy, S VS
AV IuTr Iy IuliZay i TIIv T

g RIS, o b= —i Fadxgi), FuFe s,
BEE ix HTFEEE, BEF vii @7, a—AF—; 271,
IVAHAY T e —)b; I YRF T NI A DY
Vi, vradAT IR, A ruakYy; YESEL, FEY
Woyy BANRY v BFISHRAEN, BrFI)<vLv; &
NTRD vy BTy FARKRF o TAT 7, FFER,

G TN, FHF=T, FOIAEV Y, F7aadP I,

FIv= R, FUyTBUIF L FRAET VIV TRYAFY
v, FEARMNT L 70; Ly ¥ Y —(Diaphragms);, 7 E L DT
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FELYY, SITVVBLIERIRT /RENL, Tz =F
Vi, mA MU VEECRBIWERLRT /AR EN, = FF 7 U,
T /XYY T HEN, 272 R)y; mERT Y
TREF T AT 7, TR FR—F; ZRTF U —HF;,
NFANT Tz —, IR Y v zppF=F =) R
v v RIMRAERRER: S CF BRI OF—AB
FWWERIIBERE A Fax i FafAFuy,, 2 xerh =
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BIWEERYV 77y vy, =mf 7 b=, A =FYPF,
BIWEERV 7y ¥V mF /=N ZF = LE2R BTV
F—NABIWEFRZILVAR /I ANFZF L, 2 F =z A RFPF
—NBIWELR/ VZFRT O =FFFIN, bRV
IR 2hFRMVL, 2 hERVE, 7o F1HIE;
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F by, TN F = TR TAETEL, TR
SLFS s TAFLRAL Y TAFTTT I TG KT
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FwA v MR L, FREsELEE); TeeI b AT F
=T, FLAUVEE Y, FrEdeA Ly, VATV EALBIWE
ERET Vv ZREN, FVISTE, Frhdy, Fra—=x,
Fha—2B L vEfidB{bmlorideyF U v A, FAF¥F— 1,
ZHBIVEY L AV AT, TR TN ~ET 4
A+ A 7 ) 2 F(Haemophilus influenzae)p BT 27 F 1y A~E
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BIFR U ZF 2 HPV U 2 F o, ER5590; e FuZzaus
TR b RpalsdFyy, E FaEldy, B Rk yans
IV e RERI AR R, e FediooXxy; e aXF
YIFFATEIR, a3 RFURIEKERE, A 72Ty
ARATZ7IR, A=F=T, AV EAEL Y, A7) FTT
T A TATFITF o AR Y Y TR CRY
ERERNEBVIRE, 90K, 1 4+~F/—N; A 77 b U AR
tt¥, AV )FH . A VTNT o AV=TIOR, A =T
F, EZTFI R, BIWEERYV 77 0E3y, A V=T
K, BV F&Fy, A7 7 A MYy —A, BIOWEEIZ
VARV A AV=FT P RFBEWERIZYV Z 7 B30 2
BEA Y YNE R, A hFaF S — AR F o BERBET
PFUFBEIY, FIYR—R, FITVY, FITVL R
EZEy, BIWEEARY R V0, 3708 UvERER
VEFVy FRMIXNY; FHE TR AR LUARREABX
WEERYFATENL; LFYRIR; Ja—Fualrl); o3
2= VAR RABIWERRAALE RS LA T7 kY

JP 2023-552757 A 2023.12.19

10

20

30

40

50



goooaoano

(30)

Vi VRIAFARNLNA, LRFuR o, U RDAY VRS
AVBIWERLRZ X7 ) YR I R, V77 IABX
WEHIEZT LY DV /I ABLIWERIRE FrZ 2
aFT LR, REBYF UL, aXF I, o EABLOER
Y rFEn, oS, uZERL gLy, oA
Fi VA=V Bl SR UL v b RBU Y
Fiy ARUET— ) B A Fued v rufAaFar; AR
X FUFEVEBEATNIV, AF K0T RABAT LI R
FnvTa—n, AT 7T BEREEREREED 7 F L A
WHETRFY vy Arctxh, 2SR ABIWE R AR
FRE, AHFVr; AAF; ARKRAI L, AF Ry, AFw
—N; ARbLFE—F AFTVRIZFLTY a—-nR
TF L A_R—F AF LR, AFALTL R a; H{EAFL
FHF==U AL, AbFRFZFIF AT er—0; Abu=F
V=i, SatFS—; IFG A S T72FVAMNSBIOVE
iy aeR =Ny IAFEHRYVY; IR =S B
bR, EF 7R, MERERE Micronnuirient), L7
AT 7 F v AR e’y Fuaxys, FEYA
Vi RFRF T I RETF VY =ruhIf =aF o7
IR =7V mNFE IR, muF =T, =hu T
G hAy; HEREESR, =R+ AT RFOL; FE
BEIa T 2 AFF L, Ao FAEXAY
N, RUFFLEL, BEWERRY bFEN, $ATTFV—
Ny AR buay, FELEZIVL; %YV TTF A
XHbh=F; XAy, BR AXVEP-TIoHY
FOEE, TV Z xRN KIBERE, FEFE—NA; NnET
Ay RETARNVE—E, b v EF—Txa TALT 7
(Qa); RAbA U F—T 2 TAT F@2b);, N al) Xw,
NG RUFIVY RAA RN BRBET 7R,
T2/ RN EEF—) Tz ) FHVAFARZ Y 7oz b A
Vi T A RAFTRL Ay, BTV BLIWER
BE S RTE b AR, 75 ~A v RERED 7 F 2,
REZtmbdr; REZ V008 RABRT 75 R
AUy, RY)IXVUB BED Y b ~%HT /8D Y
7 A (Potassium ferric hexacyanoferrate); = 7{b U U A; <2
YBA YT A RERrI— 8 PIRREFL,, TIUAT
oy T R=yny, FIwdy, 7ol oAz
i, TIuANAD s, FuFRTu B Y, Tu T o,
FaRT g — )\, TaTFF ) a—N, TubLFFrusio, 7
QAR TZoDrel, FuAETZ 00 el; M7 oZ Iy,
EFF N, BFOFIR,;, BV FAFIIy; BV FEy,
EIVAZIV, F=—F BRFEVIF; SATTITEN; T
=F T ; Realgar-indigo naturalis; FRILER;, LF ./ —s; U SEY
Y URTZIEY, UTrTFr, V77 vy; Yor2y
Fu; UASRY Ry UV RFEA;, VYF =T, JaA—aXxd
Ry aB QA NATZF L BB Fr, YT Z2E—,
YU F AR, ik Ly, Bt AT T UVR, o
AEZFv T MNBRANV T AT RY O A HB{ET N A 7
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2w BBO S F DTV RS

Oooooooooooooooao
Ooooooooogooooooao
Oooooooooooooooao

Ooo0ooooooooOoooooao

OoOoo0oo0oo0oooao

O 0ooO0oogooo

Do oooooobooooogoao

ooooobDooooo
oo ooobDooooo
ooooobooooo
ooooobooooo
oDoooobooooo
ooooobooooo
ooooobooooo
ooooobooooo
ooooobooooo
ooooobooooog
Doooobooooog
D oooobooooog

|
O

[
]

Ccooobooood
ocooobDooooo
ocooobDooooo-o
ocooobooooo
ocooobooooo
ocooobooooo
ocooobooooo
ocooobooooo
ocooobooooo
ocooobooooo
ocoooboooodg
Ccooobooood
Ccoooboooodg
OooooBooooao
ocooobDooooo-o
ocooobooooo-o
ocooobooooo

O d
O d
O d
O O
O O
O O
O O
[ |
O O
O O
O O
O d
O d
O d
O d
O d
O O
O O
O O
O O
O O
O O
0O O
0O O
O d
O d
O d

OooDoDoUooooo

Oo0ooDoUooooo

OoDoDoUooooo

OooDoDoUooooo

OoDoDoDoUooooo

10

20

30

40

50



(32) JP 2023-552757 A 2023.12.19

Ooooao

# 5.
BE g k)
TRV T | THALR—R, T2 rBIOALELE Y TARIE V-
K ANAFNEZ ) TTFubEF L ER/SR, 7RV RSN, Fan

XtrFL, Txua PV UER, Tx /7 47—k Fy AT
vy VTV KIARKNVI Y, AN FY, SERYF L,
LOSART/HCTZ; A b7r— )L SUCER; INZHFE: %
FYNVHCL, £ TNHABNSOD;, ATV E2 v J2FT
vy T, JARRY Ry aE=a—); BARRAFF
v, bETFw—hk; FLEI RN, RUFT77HT0, RTF7T7 7
* 3. ER CP

OO O0OOoOoOoOooood
o e e Y Y O O e R
o O e e e e e O O e R
o O e e Y e Y O O e A
o O e e Y e e O O e A
o O e e Y e e O O e R
OoOoOooOooOoood
OoOoOOooOoOooood
OO OoOOoOooOooood
OO OoOOoooOooood
OO0OO0OOoOOooOooood
OO0 O0OOoOOoOoOooood
OO0 O0OOoOOoOoOooood
o O e e Y e e O O e R
o O e e Y e e O O e A
o e e e o Y o

ODooooooobo-
OCooooooobo
OCooooooobo
OCooooooobo
OCooooooobo
ODooooooobo
ODooooooobo
O ooooooobo
ODooooooobog
Oooooooobao
Do oooDooobo-
Do oooDooobo-
ODooooooobo-
ODCooooooobo
Dooooooobo
OCooooooobo
OCooooooobo
OCooooooobo

Oo0ooooooooooooooogogoQgdg
Oooooooooooooooogooao
Oo0ooooooooooooooogogoQgodg
Oooooooooooooooogooao

Oo0Ooo0oo0oo0ooaoo
O O0Oo0gogoao
O O0Oo0oooao
O Ooo0oooo
O OooOoooo
O Oooooo
O Oooooo
O Ooo0oooo
O 0Ooo0oooo

Oooooooooooooooogoggooao
OoOoo0oooaoo

000 000o0oo0o0oao
chronic myeloidODOOOOO
O0o0o0oo0oo0ooDooooooooao
gdooooooobbbobboood
bocytopaenicOODOOODOOORDO
gdodooooooboboboboood
00000

godoooooobbboboooad
000000 o0oDooooooooao

Upopoooooo
OpoooYooooooad
OpoooYooooooad

Upopoooooao

OUOooooooo

Oooooooo

Oooooooo

OUpopoooooo

Uopoooooo

Upopoooooo

Uopoooooao
OpopooYoooooono

Upopoooooao
Oooooooo
Oooooooo
Oopoooooo
OUooooooo
Upopoooooo
Upopoooooo
Upopoooooo

a
O
g
u
O
a
O
a

oooooooooddo
goooooboooan
gboooobooobodd
gooooooboooaon

Oo00ooooao
OO0OO00O0Thro
oooooao
Ooooooao

OoooUooooooo
OoooUooooooo
OpopooYoooooono

O
O
OJ

oooooooood
oooooooogodo

O
O
OJ

gogooaoan
oooooanb

Oooosoooo0o oo oDoDoooooogooDoDoooogoQgdg

O
O
O
O
O
O



goooaoano

(33)

# 6.
B BREED
TRIREY T RASZEF L VS 27 YA A MR AEERE, 7o
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TurFdy, AT TR T e, BRNRREZF L, TIFRARAEZF
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TR/ 7z TENVEE =) ARV FITNT o, rha
F =) FeERA TIAF o EEEGE, E RealF o,
A FUoRBRE, hF SV onYr, eSSy kAR I
VAFa=rF )T h UF UL O%A o L EERE 7
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B e HELED
HLEEEA 7 ¥ Y3 (Eliquis);, # Ak F 2(Pradaxa), = F¥%¥%

X (Savaysa); ~oN Y (LAY, U o—mFHH Ay
(Xarelto); 7 /L7 7 V > (Coumadin)

A REBLCIE

TAVD Y et RS LLPlavixy, VU FE—L

P/ MRIERIFE (Persanting); 7 5 R J L /L (Effient); F X 7 L b
(Brilinta)

TrIdT v ER | ~FE T Y NV (Lotensin); &7 k7Y L(Capoten); =)

B3R (ACE)LEA 7V v (Vasotec); &3/ 7V A (Monopril); V3 /F U

(Prinivil, Zestril); &% 7 I sl (Univasc), ~~Y > F 7
U JL(Aceon); ¥ F 7 U L(Accupril); 7 I U A(Altace);
b BT 7Y A Mavik)

VI AN |
TR Iy 3

TNV F o (Bdatbi), 2TV F 2 (Atacand), =
=L & L (Teveten);, A /L340 # L (Avapro);, &L
# #(Cozaar); AV A Y ¥ /(Benicar), T/ I ¥4
{Micardis); /S/L# v % 1 (Diovan)

FUoOAT VTR
-7V 51 E

H7 h U RN L Z L (Entresto)

#l

- IR B 77 hu—(Sectral); 77 ./ 22—/ (Tenomin); <%
F Y e —/(Kerlone); ¥/ 7Frun—/k FurauasdyF
¥ K(Ziac); VY 7 wr—/l(Zebeta), * b7 E—)L
{Lopressor, Toprol XL); F K2 —/-(Corgard); 71175
/ B —J(Inderal); Y # o — I (Betapace)

BT EF X RE | T Ao P (Novasc); VT T E A (Cardizem,

Py 3% Tiazac), 7 = 2 ¥ E' 2/ (Plendil); =7 = 3 "1/ (Adalat,

Procardia); =% I/’ (Nimotop); = >/ /L3 £ (Sular);
~17 X2 L (Calan, Verelan)

Al ATFe—/ETE
-7

T RS R EZ F L (Lipitor); 7L 2NAZ F o (Lescol); H
2RA B F o (Mevacor); B H XA EF (Livalo), 7 F AR
& F 7 (Pravachol); @ A 3R & F /(Crestor); 3SR H
F 1 (Zocor); =2 F B, =EF I F(Zetia); = FF I
713 S R F F L (Vytorin)

XL RFER

¥ d'% I/ (Lanoxin)

FIRA

T H VT I F(Diamox), 7 2 2 74 FMidamor); 77 A
# = FBumex); 7 0 aF 7 ¥ FDiuril); Z oAU K
V(Hygroton); 7 2% I F(lasix); & FeZaouF7IR
(Esidrix. Hydrodiuril); A > # /%3 R(Lozol); A # 12/ v
{Metalozone)}(Zaroxolyn); A t'a ./ T 2 b r(Aldactone);
k1 % F(Demadex)

1 & 4 AR

TR A Y VY R(sordil), —fHfEA Y JNVE R
(Imdur); & KF 5 2/ (Apresoline); = hr 7 UV&V

{Nitro Bid, Nitro Stat); I ./ ¥ T/
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means %"  document member of the same patent family

YP"  document published prior to the international filing date but
later than the priority date claimed

Date of the actual completion of the international search Date of mailing of the international search report
15 March 2022 15 March 2022
Name and mailing address of the ISAJAU Authorised officer
AUSTRALIAN PATENT OFFICE Anthorty Lai
PO BOX 200, WODEN ACT 2606, AUSTRALIA AUSTRALIAN PATENT OFFICE
Email address: pet{@ipaustralia.gov.au (IS0 9001 Quality Certified Scrvice)
Telephone Mo. +61262832642
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT PCT/US2021/061206

INTERNATIONAL SEARCH REPORT International application No.

Category*

Citation of decument, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Fraguas-Sdnchez, AL, ¢t al,, ‘CBD loaded microperticles as a potential formulation to
improve paclitaxel and doxorubicin-based chemotherapy in breast cancer’, liternational
Journal of Pharmaceutics, 2020, Vol 574, 118916, pg 1-12

Abstract; pg 2,2.2.3 and 24.2; pg 10, 3.5

1-5, 21-40 and 56-72

Fraguas-Sanchez, AL, et al., ‘Enhancing ovarian cancer conventional chemotherapy
through the combination with cannabidiol loaded microparticles’, European Journal of
Pharmaceutics and Biopharmaceutics, 2020, Vol 154, pg 246-258

Abstract; pg 249, 2.4.5 - 2.4.6

1-5,21-40 and 56-72

Greish, K., et al., ‘Synthetic cannabineids nano-micelles for the management of triple
negative breast cancer’, Journal of Controlled Release, 2018, Vol 291, pg 184-195
Abstract; pg 186, 2.4.3

1-5,21-40 and 56-72

W0 2020194237 Al (SCICANN THERAPEUTICS INC.) 01 October 2020
pe 20-21, Example 1, [0190]

1-5, 21-40 and 56-72

Nabissi, M., et al, ‘Triggering of the TRPV2 channel by cannebidiol sensitizes
glioblastoma cells to cytotoxic chemotherapeutic agents’, Carcinogenesis, 2013, Vol 34,
No.1, pg 48-57

Ppg 49, Doxorubicin update

1-5, 21-40 and 56-72

WO 2016/084075 Al (ONE WORLD CANNABIS LTD) 02 June 2016
Pg 33, Example 2

1-5, 2140 and 56-72

WO 2019/193112 Al (JAY PHARMA TNC.) 10 October 2019
pg 115, Example 4, line 3-12

1-5,21-40 and 56-72

GB 2553139 A (GW RESEARCH LTD.) 28 February 2018
Abstmct; pg 15, [00113]-[00116]

1-5, 21-40 and 56-72

US 2019/0224327 Al (Heidi ROWLES) 25 July 2019
Abstract; pg 2/3 of Drawings, Fig 2; pg 4-5, [0035]

1-5,21-40 and 56-72
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US2021/061206

Box No, IT  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a} for the following
Teasons:

L. D Claims Nos.:

because they relate to suhject matter not required to be searched by this Authority, namely:

the subject matter listed in Rule 39 on which, under Article 17(2)(a)(i), an international search is not required to be
carried out, including

2. I:‘ Claimns Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3 D Claims Nos:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4¢a)

Box No. TII  Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

See Supplemental Box for Details

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims.

Aag all searchable claims could be searched without effort justifiing additional fees, this Authority did not invite
payment of additional fees.

HEERE

As only some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4, No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restrieted to the invention first mentioned in the claims; it is covered by elaims Nos.:

1-5,21-40 and 56-72

Remark on Protest I:I The additional search fees were accompanied by the applicant's protest and, where applicable,
the payment of a protest fee.

I:I The additional search foes were accompanied by the applicant's protest but the applicable
protest fee was not paid within the time limit specified in the imvitation.

I:I No protest accompanied the payment of additionel search fees.
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US2021/061206

Supplemental Box

Continuation of: Box III

This International Application does not comply with the requirements of unity of invention because it does not relate to one
invention or to a group of inventions so linked as to form a single general inventive concept.

This Authority has found that there are different inventions based on the following features that separate the claims into distinat
groups:

s  Invention 1: Claims 3-5 and 38-40 (fully); and 1-2, 21-37 and 56-72 (partially}, are directed to compositions comprising
cannahinoid compounds and chemotherapeutic agents.

e Invention 2: Claims 6 and 41 (fully); and 1-2, 21-37 and 56-72 (pertially) are directed to compositions comprising
cannabinoid compounds and ketamines.

s Invention 3: Claims 7-10 and 42-45 (fully); and 1-2, 21-37 and 36-72 (pertially) are directed 10 compositions comprising
cannabineid compounds and statins.

e Invention 4: Claims 11 and 46 (fully); and 1-2, 21-37 and 56-72 (partially} are directed to compositions comprising
cannabinoid compounds and dextromethorphans,

¢ Invention 5: Claims 12-15 and 47-50 (fully); and 1-2, 21-37 and 56-72 (partially) are directed to compositions comprising
cannabinoid compounds and NSAIDs.

o Invention 6: Claims 16-20 and 51-55 (fully); and 1-2, 21-37 and 56-72 (partially) are directed to compositions comprising
cannabinoid compounds and benzodiazepines.

s It shonld be noted the above list does not fully represent the inventions encompassed in claims 1-72. Independent claims 1,
36 and 71-72 further describe compositions comprising cannabinoid compounds and nen-cannabinoid compounds wherein
the non-cannabinoid compound belongs to additional classes of drugs (not listed in the inventions above). Tt is noted that
these claims make reference to additional non-cannabingid compounds as listed in any of Tables 1-10. However, according
to PCT rule 6.2 (a), the claims must not rely on references to the description and/or drawings. Thus each additional non-
cannahineid compound which falls into an individual dmg class and is listed in independent claims 1, 36 and 71-21 (and
does not rely on a reference back to the description) is also considered to be an additional invention.

PCT Rule 13,2, first sentence, states that urity of invention is only fulfilled when there 1s a technical relationship among the
claimed inventions involving ene or more of the same or corresponding special technicel features, PCT Rule 13.2, seeond sentence,
defines a special technical feature as a feature which makes a contribution over the prior art.

‘When there is no special technical feature common to all the claimed inventions there is no unity of invention.

In the above groups of claims, the identified features may have the potential to make a contribution over the prior art but are not
common te all the claimed inventions and therefore cannot provide the required technical relationship. The only feature common to
all of the claimed inventions and which provides a technical relationship among them is the composition comprising a cannabinoid
compound and any of the non-cannabinoid compounds described.

However this feature does not make a contribution over the prior art because it is disclosed in:

« Fraguas-Sanchez. Al ¢t al, *CBD loaded micropatficles as a potential formulation to improve paclitaxel and doxorubicin-
based chemotherapy in breast cancer’, International Journal of Pharmaceutics, 2020, Vol 574, pages 1-12

This document discloses compositions for treating breast cancer comprising cannabidiol encapsulated in polymeric microparticles,
and paclitaxel and doxorubicin (chemotherapeutic agents) (see Abstract). Therefore in the light of this decument this common
feature cannot be a special technical feature.

Therefore in the light of this document this commaon feature cannot be a special technical Teature. Therefore there is no special
technical feature common to all the claimed inventions and the requirements for unity of invention are consequently not satisfied 2
posteriori.

For the fee already paid, the ISA will undertake & search on invention 1 as described above, specifically claims 1-5, 21-40 and 36-
72 to the extent that the claims define cannabinoids and anti-cancer agents. Given the technical differences that exist between the
inventions, search and examination for the other inventions will require more than negligible additional effort over that for the first
invention, and therefore an additional search fee is warranted. The ISA will search the other inventions for a single additional fee.

10

20

30

40

50



(92)

JP 2023-552757 A 2023.12.19

INTERNATIONAL SEARCH REFORT

Information on patent family members

International application No.
PCT/US2021/061206

This Annex lists known patent family members relating 1o the patent documents cited in the above-mentioned international search
report. The Australian Patent Office is in no way liable for these particulars which are merely given for the purpose of information.

Patent Document/s Cited in Search Report Patent Family Member/s
Publication Number Publication Date Publication Number Publication Date
WO 2020194237 Al 01 October 2020 WO 2020194237 Al 01 Oct 2020

EP 3946315 Al 09 Feb 2022
WQ 20146/084075 Al 02 June 2016 WO 2016084075 Al 02 Jun 2016
AU 2015351937 Al 29 Jun 2017
CA 2968929 A1 02 Jun 2016
EFP 3223804 Al 04 Oct 2017
US 2018303791 Al 25 0ct 2018
US 2020093786 A1 26 Mar 2020
WO 2019/193112 Al 10 October 2019 WO 2019193112 Al 10 Oct 2019
AU 2019249887 Al 22 Oct 2020
CA 3005970 Al 10 Oct 2019
EP 3773722 Al 17 Feb 2021
US 2021030779 Al 04 Feb 2021
GB 2553139 A 28 February 2018 GB 2553139 A 28 Feb 2018
EP 3503921 Al 03 Jul 2019
US 2019175547 Al 13 Jun 2019
US 11065227 B2 20 Jul 2021
WO 2018037203 Al 01 Mar 2018
US 2019/0224327 Al 25 July 2019 US 2019224327 Al 25 Jul 2019
US 10688191 B2 23 Jun 2020
US 20202896354 Al 17 Sep 2020

End of Annex

Due to data integration issues this family listing may not include 10 digit Australian applications filed since May 2001

Form PCT/ISA/2190 (Family Annex)July 2019)
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