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A7 AellA, Y, Vs, Yy, B Ve A2 CHy, S, 0, NH, 2 N-94Z FollA dedrt.
54 AA G, g el AFSE = ok=rubAl AAAlE S [Va = 1Vbe 3§tE, Ex o]
A o] GAA, HE AFSFE, BE FAFgHoR FFHE Aol

H,N X' ) &
e

K
R' COOH

[3}e4] 1Vb]

HoN Xl .=x3

e

K
R' COOH

1

X'& —(CHy)-o AL}, A3k o]% Ado] X 2 X Aol ZAaE 49 X & —(CH)-o];

X'& ~(CH)- EE= -OR)-o17A, QA5Fe o Aol X @ X Apo] = X % X Aelo] EAlshs 4% X'e
-(CH)- T+ NoJaz;

= o(CH)-o1 AL, -S-, -0- @ -(NR)-2 o]Fo]7 wellA Held = molojElo] ALt AFE o]F
Agte] X @ X Afo] mE X @ X Apolo] EAEHE A X —(CH)- X Noji;

X'E —(C)-ol A, AFE o]F Aol X L X Atolo] EAleHE 4% X'E ~(C)-o|3 ENx Fejo]a;

o, X 2K F skt ol —OR)- Ei AF@ slElR U} 2olojElsk oha;

\(NHZ

N
~ , f
o, 77} OH o u) x'= -(\R')-o]1L;

X, X, X, X Afolel 27) olake] o] Adte] EAlekA] %a 27]e] o]F Adte] v A THeA o

al;

R H o]9l9] 17} BolojelolAL}; R'¥} AFe a-st3deelEx 3 =S dgsha;

R Sgdo |, Wy, == dgolt},

54 A Gl A, B o) we] AR ol2rukAl oAl B 884 Vel g3tE mi o]e) =R,
i ok
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[0339]
[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

[0351]

[s}ek4) V]
H,N_ COOH
(CHy),
HO\$ [Nj
OH X
471 2elA
ne 0, 1, T+ 20]31;

X= MR, RR, 0, S, S(=0) E= $(0),0]L;

R=H, OH, OR’, (N %= NR'R©]iL;

5 6 8 9

ZIHSd 10-2018-0021117

R, B, B 2 R S94em 1, (002, ofd, sHzZold, ofd(-Cetz, slHzobd(C-Cy2a,
=0 (B, -C(=0)(ok), ~C=0)(aNENZebR),  -S0,(C-C) 2,  -S0(ck),  -SO,(aEl=ol2),

-CONH(C,=Cs) &4, —CONH(o}&), = -CONH(E] Hl = o} ) ol .

Bl Z1AE el wel A88 Qi ofZ Ul oA ¢lA
H gra.

o
= A0 ZAE sgtee ®
g

S ootk oleldk B4 AAGENM, ATFEE A ol A

AR
she slol= B4 ER ARANeR b BalE).

g3 A AEH Fx <l

o

i

58 AATHAN, SR A A 1 1] TS 19 SEE QTR ) Elarent) 3
O SolBie] diHE wi AudoER EASAL, B SRS ARuNe] oiHZE EAHY

24 2 ggeEs gardu(e: daHEs S

54 AAgeel A, B owwe] oh2 Al oAl SRS SArAY £ Avh. 54 AAFEAA, B 3
o oh=slihAl SiAlAl SRS shlel GEl LTl A 4 sinh g Sol, ¥ WHe] SEEE 306 co,
[e]

y =
40% ee, 50% ee, 60% ee, 70% ee, 80% ee, 90% ee, W AlX|o] 95% ee o]Ad <+ t}.
\3

2 dge] §gES sl ol dA TS M 5 A
Sty o] 9] HolxH Pt F5E 4 k. & 5o,
de, 70% de, 80% de, 90% de, T+ Alx]o] 95% de ©]AY F
EA Aol A, olZ7uAl dAAY e AAE ol=
D2 ste] AdGE oW E A AlFshe Hdd 4 Ut

shtel el emE Holw 60 B4 o4, Ei mrh whgrHaAl: A
Stk 54 AAGHelA, skl el emzh wejel okl

gersl 2354 gon, g7 4940 gt AL te
= FoA), 10% W9k, EE 5% WRE, HE 4% vRE, EE

o % I, II =& 11
el A oR Yl TFELS, dF £,
o= 75, 90, 95, HEiE 99 E4E ¥ 3T
AAA sFES AFHoR e ot
ol el thsted(d: = e 3=
3% Rk, T 2% vivk, 1% vvkdS o vy,

s KR
H y Ris =
dE 5o, of=7IvAl AAA 2= Ee= sEe] EdrEol Al dldEler 98g B A2 olFE e 2g

Foh A%, AL el en] 08 Beel 9A A2 el en] 2 B4E FH@TIn AFA,

54 AAFHAA, oAl AAlAle]l S AAE orEr|uAl AAlAl SFHE(el: sekA 1, 11 B 1T
De] shte] topaegemE A Agsts Hgd ¢ k. HotrHHemHoR ]l S,
& 50, dhte] HotzH#AleME Aojm 60 8%, & Brh wpgHsiAE Hol= 75, 90, 95, EE Ao 99
=62 EFE 9l

=] &2 HFH

T-AZ &Agstel] tigh Rl AR A2 TF A5 e Ao rheds RolEd. oHd AL T
st A ol el T-AlE W P9 CTLA-49] s F9 T-Axe] &4dsts 2gart. FuA Ho
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o
(m
i)
fm
=)
o
of
ojl
o
2
7
=
e
4

- T [e] = = o] N q‘
JAseoln TSAAYA, i 09 oAlAE, A ERER(olA glolt T-HE £8A7 2439 F ¢
the FEAE Aow yedt, EfERy @Az, of2rde AX B4 T-HE 750 727} g
stlwatolth, olzrlde] gl A% EY-Eold AT =4 T-AT= Ewd /54 AT FeAS uds)
A i, ARHow §EF F-EF WSS B, F3T, BE AT 5 gl P2 AAe] weal
o, B4 e oA ME, ZWDSCE FF Fwo] HAHo] Fh ol=ZrUAE ulste] T wAl FANA of
27de 1A

oA of2rd FEe] Asom Q% ofzride] uzo]l EHY. &

w2 54 AAYgEHE TF A B0 kBT S STMIFHOEA e A Rste], AlAle] Al
54 T-AEE @Ashels s Ay, of=rd FE2 T of=2rd sk Hl& Hol= F wE 7t
3] [e]

@ 5 Q. old@ 54 AAGEdA, A BFAA k2 . FES F

uf, 4w, 5uf, 6w, 7uf, 8uf, 9uj, 109 °]F T7}grrE.

2
9
K
w

TE A A otmrd FEs SIS @ M s okETYAE JAskE Aold. o
EANCk J

=
2A P-FF W WL QA D, AA AL B4 T-ALE BY
SHoR fET O b2 AWAE olF BLE st AA

54 AAGHdA, & 2ol e o XzEE e w4 HZTA WEW(Acute Lymphoblastic
Leukemia: ALL), ¥4 =44 W= (Acute Myeloid Leukemia: AML), 2132 <}+(Adrenocortical Carcinoma),
g+ (Anal Cancer), "zl 2](Appendix Cancer), U3 #718/3F %% (Atypical Teratoid/Rhabdoid
Tumor), 7]1A M3 (Basal Cell Carcinoma), B%=%(Bile Duct Cancer), W3&%(Bladder Cancer), & % (Bone
Cancer), &% (Brain Tumor), “3°3AH¥F(Astrocytoma), = % 4 F%(Brain and Spinal Cord Tumor),
=7] MEZFBrain Stem Glioma), FTFAPA WAH F71F/3F F%(Central Nervous System Atypical
Teratoid/Rhabdoid Tumor), %3 Al77| wjo}l F%(Central Nervous System Embryonal Tumors), -3 (Breast
Cancer), 7]#A] F<%(Bronchial Tumors), W% HXF(Burkitt Lymphoma), JFA=o]= F <4 (Carcinoid
Tumor), U9 w|d<(Carcinoma of Unknown Primary), &3 4177 % (Central Nervous System Cancer),
A4g 74F(Cervical Cancer), 20}H(Childhood Cancers), #2F&(Chordoma), % H2A W H(Chronic
Lymphocytic Leukemia: CLL), WH4 &44 M &® (Chronic Myelogenous Leukemia:CML), WHd F+S4A4 A3t
(Chronic Myeloproliferative Disorders), ™% (Colon Cancer), 2% #7&<%(Colorectal Cancer), F7HSIF
Z(Craniopharyngioma), 3% T-A¥ Y =ZF(Cutaneous T-Cell Lymphoma), ¥WjAl#e]<t=(Ductal Carcinoma
In Situ: DCIS), e} F<&F(Embryonal Tumor), A= <H(Endometrial Cancer), AT EAELF
(Ependymoblastoma), &%  A|¥ZF(Ependymoma),  2]:=%(Esophageal  Cancer), ZAZAAFRAMELZE
(Esthesioneuroblastoma), % 53%(Ewing Sarcoma), T71¢] A AM|¥EF(Extracranial Germ Cell Tumor), 3.3}k
9 AA A FEF(Extragonadal Germ Cell Tumor), XF&Je3<t(Extrahepatic Bile Duct Cancer), <FH(Eye
Cancer), = A4 Z2+%(Fibrous Histiocytoma of Bone), B'd%(Gallbladder Cancer), $1%(Gastric
Cancer), 9% 7l2Axol= F%(Gastrointestinal Carcinoid Tumor), 1783 7+ F%%(Gastrointestinal
Stromal Tumor: GIST), AJ21AM|EE(Germ Cell Tumor), A AAAME FF(Ovarian Germ Cell Tumor), VA &
T F%(Gestational Trophoblastic Tumor), 217 aolZ(Glioma), Y% W (Hairy Cell Leukemia),
T %< (Head and Neck Cancer), &% (Heart Cancer), ZFAIE<(Hepatocellular Cancer), =273
(Histiocytosis), HAIZ3~ AE U(Langerhans Cell Cancer), &A% HZF(Hodgkin Lymphoma), 3}1F%
(Hypopharyngeal Cancer), <FpWl EMZF(Intraocular Melanoma), =AI¥ZF(Islet Cell Tumors), 7FEAISE
(Kaposi Sarcoma), A1+ (Kidney Cancer), @AZ3¥2 A ¥ 22+ (Langerhans Cell Histiocytosis), &F
% (Laryngeal Cancer), W &4 (Leukemia), Y&74 % (Lip and Oral Cavity Cancer), Z+&(Liver Cancer), 4
A AR FE(Lobular Carcinoma In Situ: LCIS), #H%H(Lung Cancer), H2ZZ(Lymphoma), AIDS-¥# HEZZF
(AIDS-Related Lymphoma), "lAZaZEEF(Macroglobulinemia), BAFW < (Male Breast Cancer), A

=

i

=
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%% (Medulloblastoma), <2435 (Medulloepithelioma), ZF(Melanoma), "I27A HZY(Merkel Cell
Carcinoma,), °Md 7F5953F (Malignant Mesothelioma), FHE 4wt oA HHF A (Metastatic Squamous
Neck Cancer with Occult Primary), NUT 32 #& &A]¥ 4E(Midline Tract Carcinoma Involving NUT
Gene), T4 (Mouth Cancer), ThErEH|AZES(Multiple Endocrine Neoplasia Syndrome), WA 4%/
A AE FYOMultiple Myeloma/Plasma Cell Neoplasm), T725% (Mycosis Fungoides), ZEFo|dAFF
(Myelodysplastic Syndrome), &F°1BA/EFFA4 % (Myelodysplastic/Myeloproliferative Neoplasm), ®F
A A Mg (Chronic Myelogenous Leukemia: CML), ¥4 =44 W4 (Acute Myeloid Leukemia: AML),
Z4%(Myeloma), oAl F4F(Multiple Myeloma), WA F%2]4 A% (Chronic Myeloproliferative
Disorder), W77 (Nasal Cavity Cancer), §-H|%s%(Paranasal Sinus Cancer), H|?15$H(Nasopharyngeal
Cancer), Al7o}A|3EF (Neuroblastoma), WB]-ZX]Z1™ & (Non-Hodgkin Lymphoma), W®]-2:xA3Z% < (Non-Small
Cell Lung Cancer), T74%(0ral Cancer), T74%(0ral Cavity Cancer), T<(Lip Cancer), T35
(Oropharyngeal Cancer), =% (Osteosarcoma), w2~ (Ovarian Cancer), #73<t(Pancreatic Cancer), 7%
(Papillomatosis), %417 %(Paraganglioma), F &= (Paranasal Sinus Cancer), H]7Z%(Nasal Cavity
Cancer), -7’3t (Parathyroid Cancer), 7% (Penile Cancer), <17 (Pharyngeal Cancer), ZAAMXEE
(Pheochromocytoma), 4¥A| %7+ 23}%(Pineal Parenchymal Tumors of Intermediate Differentiation), %
A BAEZZF(Pineoblastoma), sF5|EF(Pituitary Tumor), ¥& AE F%Y%(Plasma Cell Neoplasm), 7F&9
¥ RA¥F(Pleuropulmonary Blastoma), -#'0%(Breast Cancer), 1x} %3 21747 #FZF(Primary Central
Nervous System(CNS) Lymphoma), < (Prostate Cancer), 2°g<(Rectal Cancer), AIMXE(Renal Cell

-

A
2
Cancer), AIAI¥<(Clear cell renal cell carcinoma), A1-$-%H(Renal Pelvis Cancer), L3 (Ureter
Cancer), o] Y A (Transitional Cell Cancer), kol 4| 33 (Ret inoblastoma) , FRIEE

(Rhabdomyosarcoma), FA<¢H(Salivary Gland Cancer), & (Sarcoma), AlAME] FF(Sezary Syndrome), I
9H(Skin Cancer), AAE#HH(Small Cell Lung Cancer), £7<%H(Small Intestine Cancer), HZZSF(Soft
Tissue Sarcoma), HHA¥|¢H(Squamous Cell Carcinoma), #H&E 9wt ZHAF Y (Squamous Neck Cancer with
Occult Primary), 7% A9 (Squamous cell Carcinoma of the Head and Neck: HNSCC), 91%+(Stomach
Cancer), A=A AAA el % (Supratentorial Primitive Neuroectodermal Tumors), T-AH¥E HZZE(T-
Cell Lymphoma), &% (Testicular Cancer), <1$(Throat Cancer), &% (Thymoma), & (Thymic
Carcinoma), 74 (Thyroid Cancer), 21§ 2 23 oA LY (Transitional Cell Cancer of the Renal
Pelvis and Ureter), 4524 <% (Triple Negative Breast Cancer: TNBC), 941 SEAIA F
(Gestational Trophoblastic Tumor), WA 4¥H(Unknown Primary), 4o} WA 9H(Unusual Cancer of
Childhood), &%= (Urethral Cancer), A& (Uterine Cancer), Ag-S%(Uterine Sarcoma), LEIAEE i
AAZ 2B dZ(Waldenstrom Macroglobulinemia), Fx ¥E= F%(Wilms Tumor)o]t}.

g AAGFEH A, & e Wl o8 AREE 42 9 =4 MEW (acute myeloid leukemia: AML),

Wt (breast cancer), 2% &% % (colorectal cancer), T+

Ho
o,
k

Z<+4 W& (chronic myelogenous leukemia:
(ML), 2% ¢t(esophageal cancer), $1¢H(gastric cancer), #%(lung cancer), =% (melanoma), H]-AAFEA
#H ¢ (non-small cell lung carcinoma: NSCLC), #’&%(pancreatic cancer), "% (prostate cancer), B+
Al Aok (renal cancer)©]t}.

4 z= o Sl

A e ArstA, RAES Arstalr] A vl AR B4 @ kB 2TL AHEHE AR
Az AE AFAAT. BE 8ol I 8WA FHL ATHE A, A2 Y AP o, of
=710 e AlAlskel g el vlg #ale] Frksha gich

= Sy
PY(erRel Eah FAF) AL AF(eF
A8 mabl ekt 3 gl
% Agol OFE F shb Bt F vhe] £E /A W, 2PW GBS AF ) RS UEOR %o
e AN 9948 AR ¥A ANEC] "EF A%(CD(Chou % Talalay, 198023 BRIk, 23 457}
LS T Felw b o w (I vk 16 B 4% s e s on 1Rd
B owwe ob2sld AMAl(l: ok kAl AR % st olgel Fobe) Be aWAE TS o Am =
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e 54 AAGEE she 8Al R otET7IUAl AlAle] T E EFehs oF A&l #E Aol
54 A Gl A, steh e WA= WA ot

2 o] WA ol27d QWHAI(d: of271UA] GAAD S A FoxE 38 QHAIE, ol I FEE
") = (aminoglutethimide), <FAFA ¥ (amsacrine), ©FYFA~EZZ(anastrozole), oFA3a}7|vbA)(asparaginase),
A7ZD5363, ®hd @ AW E-AF MAl(Bacillus Calmette-Guerin vaccine; becg), HIZFEF|=(bicalutamide),

¢ 2vle] A (bleomycin), HE®EZY (bortezomib), F-A @A™ (buserelin), FA&(busulfan), FFXEHA
(campothecin), 7Z}¥AJE}lWl(capecitabine), ZtHZ2}¥(carboplatin), 7FEZv]H (carfilzomib), 7H¥2=¥
(carmustine), FE2ZHFA(chlorambucil), ZFEZZEHA(chloroquine), A2=ZF¥(cisplatin), F=gl

(cladribine), E2E=2MWo]E(clodronate), FBIHEH(cobimetinib), &3]%l(colchicine), Alol& =3I}
E(cyclophosphamide), AFo]Z=ZE]|&(cyproterone), AFolE}EFRI(cytarabine), TH7F2u}xl(dacarbazine), HE]
ol Al (dactinomycin),  Th$-:=FH]Al(daunorubicin), t & A ¥ 2] (demethoxyviridin), A ERE
(dexamethasone), TUlEFZZolAlH|o]E(dichloroacetate), TlolU|=EE(dienestrol), ToEEHREE
(diethylstilbestrol), =AEA(docetaxel), =Z4FH]Al(doxorubicin), ©l3]FH]A(epirubicin), AZEH
(erlotinib), ol=EZtt]&Z(estradiol), ol=EgtF2H®(estramustine), SIEXEA|=(etoposide), olH]lZz]F2

(everolimus), <=wl~Eh(exemestane), Zre}2®l(filgrastim), ZFctehil(fludarabine), ZFEZFEE
(fludrocortisone),  EFLZ2FA(fluorouracil),  EFFAH=EZ(fluoxymesterone),  EFElulo]=
(flutamide), AAIE}RI(gemcitabine), AYXE|A(genistein), AR F(goserelin), BFO)=FAFH ok
(hydroxyurea), ©}o]t}hFH| Al (idarubicin), ©]¥EATmlo]=(ifosfamide), ©]wFEld(imatinib), <SIEJHE
(interferon), ©ol@]x=HZt(irinotecan), @B Erlo]=(lenalidomide), HWEZZ(letrozole), FIEY
(leucovorin), FXEg}o] = (leuprolide), Al & (levamisole), ZR~® (lomustine), 22Ut
(lonidamine), WEZ# €W (mechlorethamine), WIESAZZA2HE(nedroxyprogesterone), HWAXEE

(megestrol), @& (melphalan), WEZEFH(mercaptopurine), ™Z=U(mesna), WIEXZW (metformin), |
EEZMo]E(methotrexate), HEH XA (miltefosine), FIEHFO]A(mitomycin), PFO]EH (mitotane), WEA
EZ(mitoxantrone), MK-2206, dFE}]=(nilutamide), =3 & (nocodazole), SEB 2= (octreotide), =7}
H2] B (olaparib), Za2ZE®¥(oxaliplatin), ZF2|EA(paclitaxel), FIWZ=2Zd|o]E(pamidronate), 3
3] (pazopanib), HWE~E}® (pentostatin), #HZEAl(perifosine), EF7HotolAl(plicamycin), EEEW=

(pomalidomide), FE3w(porfimer), ZZ7M}Z (procarbazine), ZHZEZHAM=(raltitrexed), TEAT
(rituximab), F7}9 9 (rucaparib), A F o ] d (selumet inib), 22} d (sorafenib), 2EHEZA
(streptozocin), UEIH(sunitinib), &% (suramin), ©2}Z3}H(talazoparib), EFEA|F (tamoxifen),
REZ 2V = (temozolomide), BIA 28] F 2 (temsirolimus), H Y XA =(teniposide), HAEAHE

(testosterone), ©E|%=rlo]=(thalidomide), E]27o}d(thioguanine), El 2 H|3}(thiotepa), EE=A4l UEFE
gho] = (titanocene dichloride), EXHZF(topotecan), EHEIH (trametinib), EHFAFFH(trastuzumab),
EYE xRl (tretinoin), W 3§ (veliparib), W EZ2®(vinblastine), WA Z]X~®(vincristine), RIHA

(vindesine) =+ H|:=ZW (vinorelbine)& ¥3}3hc}.

EA AAFE A, 2 FHo Wi A of27d QHA|(e: o} 27| UAl AAA) et A T 3 8 A
ojulaL ¥ 5 (abagovomab), o}El|7HFEFH (adecatumumab), oFFFF%(afutuzumab), oPFEY wlHUE2
(anatumomab mafenatox), ©F&E]FH(apolizumab), EZWHFEYH(blinatumomab), 7HF9rAiW(catumaxomab), T
w2k (durvalumab), o ZEF$F % (epratuzumab), ©)=%F% %7} Al (inotuzumab ozogamicin), <l&F%-5F
(intelunumab), ©]Z 2|5 (ipilimumab), ©JAFEAIFH(isatuximab), HHEZZFH(lambrolizumab), YEF%
(nivolumab), L7FebFF(ocaratuzumab), ZetEbFH(olatatumab), B EFFH(pembrolizumab), IH&F
W(pidilizumab), ElAEF(ticilimumab), AFEE]FH(samalizumab), £+ E#H @25 (tremel imumab) S
Eincia=

5S4 AAGHeA,  se amAls olFeFH(ipilimmab),  YEFH(nivolumab), HEEFT

(pembrolizumab), H+= I E & T (pidilizumab)o|t}.

e 4

5

Be g el o ARE A8 ArHAt. =4 AN
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L3
G ARE A% ANHY 2T 0

o8 %A

ABY Sagul, Beoviold, wieradl

ABVD SxTu)al, Beertoldl, wEe g, vobubgl

AC () Eom ), Ao]E e st =

AC (8% ST, A EoE

AC (A obA| 32F)

EBEEE eI

ACE

E2%n
Aol EF R ZAvfulole, BEARHA, JEFAE
E2%n

ACe Alo]l & A vjnjo] = 12

AD | B IS 7 el

AP SaFHA, AlaEeE

ARAC-DNR Aol epebdl, thg-t=FH| A

B-CAVe Byovtoldl, RR~E, H42uA, WEew]

BCVPP FHE2R, Alo|FRE Avpulo| = WIS AR ZRIbukzl, T sy

BEACOPP sHlerto]yl, dEZAE=, HAFHA, AlolgEEAvtulol= WA
Bleel, e, deys, Baeay

BEP By ovtoldl, EIAE, AxZee

BIP By ernto|sl, Al~Zetdl, o]¥ Avtulol=, w1}

BOMP By ovtoldl, Wige2dl, Ax~Fed, wEwfo]ll

CA Aol EpENl, of 2wz} ] LA

CABO AN2Zetdl, HEEEANOIE, Sy outolil, NIFH~E

CAF Al SR Y Avjutolt, HAFHA, SFQ R-ed

CAL-G Aol 2R ¥ amutol= - the-lmutoldl RIFEaE, TP EUE, ofx
e} 7] Al

CAMP ApelE Ry svtutolE, HATH)A, WEEHACE, E2 hupy

CAP Aol EATuto|E, HATHA, AAEHE

CaTl Ztn e, speega

CAV Aol REavulols, E4THA, W] sE

CAVE_ADD CAV 3! JEFA=

CA-VP16 Aol RFEATto|E, HAFHA, JEIAE

cc Al ERE Avjuto|t, FhE FEE

CDDP/VP-16 NaZae, dEIANE

CEF APl SR Y Avjuto|t, o9 R, SFQ R

CEPP(B) Aol F R EATlo| = EFAE, Ty=yd, By ontolal X3
T HEd

CEV Al SR Lvrto|t, A EXEAE, WA

CF MeEed, 220 R et EEdtH EHHE R 29

CHAP Ato)|EFREAvtulo| = i Alo|FREAvtulol= AEFEM], i
TR, Al =Eed

Ch1VPP SR8, whgsd, T2, Iy syE

CHOP Aol R Exmuto|lE, H4AFHA, T E, THeyE

CHOP-BLEQ CHOPell &g 2mte]4l 37t

CISCA APl S 2 Avuto|E, HATHA, A|AFed

CLD-BOMP By ontoldl, Al~Fed, Wge~d, uEnto]il

CMF HEEHAE, ZFo 2 e, Afo]EREAvufo|E

CMEP AolZ 2y vjutol =, HEELDAOIE, FFeRetd, TYryE

CMFVP ApelFREAVo| B HEEHAE, FFe 2o, NAwAH,
TH=EYE

CMV AMeEed, EEHNE, NETsE

CNF Aol Ry muole, MEAER, FF0 2 9-epal

CNOP Aol G2y amuiole, B EALER WiFgsE, Tysuyds

CoB AEeE, RigE g, By entol4l

CODE AM2Zd, RigEAE, S4AFH, JEXAE

COMLA AlelE R EAmtol = WA A8, WEEHANNE, FIHRYA, Ao
Efehnl

COMP Aol R ¥ ~vutol=, Wgead, HEEHNOE, Iysd
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Cooper Regimen 4ﬂ§§EiﬂﬂﬂE HEEHANOE ZFF229ubd, Hlag s,
TP e E

cop Aol Fm ¥ avjulole WgE|AEl, TP
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[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]

[0484]

[0485]

[0486]

[0487]

[0488]
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F : a44, dudd, Efudd Ee HEH-9A dEFEHES 2TEHA
Tk, gt 54 A &EHOHH, o] 942 L-ot=rde, wlloll(bdnthamine) |, ¥l
-, HEld, Fsited, 249, EﬂO}i(deanol)“’ﬂ, tolgrZolild, teldoldd, 2-(eldotn
m)ol eSS, olEZeolrlsd, ddditjoldd, N-vldEF NS, stol=auirlsd, WH-olvgEd, w9, L2
o, v, 4-(2-dtel=FAE) REEY JM]EPS , XEHEY, 1-(2- Stol=SAldE) v Eed
OS *ﬂﬁ}ﬂ”}, ol AFHA Gtk 5H AAGH
ol

g, Eellggorns ==,
3 FaAw, ool ABHA v,

, &aF 2
A, Bowkg el o1& Na, Ca, K, Mg, Zn =& o&

Y
o2 o
tlo b
Hd o

efAlstH o ® §8H= AF FUFEe B, g SvistE, dxdd &, WES, JdEE, grdEseis ¢
ox ZAT & Advk. old &ujstE o Z34E wI Axd F vk ol2d BE THUS AA
SvERE freEAy, Alx Be 248t Sulol WAskAY, 7] &rfel EHd AL 5 i

FA, FEA B FEAAAY, 2F heE AdolE Y miavls ZHobgo]E) Rk ofue}, ZAA, o]
I

<
"\
FA, Z-GA, AR, Fa 2 U, EA 2 sk 13, 2= Wol %ZH%L T 3l

Ao Bt FasAlel dAE thee TFBh (1) FEA BAEA, Y opx

0l solezdmetols, AF AMolE, A% vehdsoE, AF AstlE %; g
A olimeu WHHOE, FUF Shol=SAGR EBH), 3 ol EAEFAGD, AR, e
gelole, YM-EIAE 5 (3) FE-AeolEsA, dAY A=, odaurielyl HEeobAEAHETA),
REVE, BEEEY, Q% 5

g s HAJsp7] ek AL UE

o, AAE Fato] ¥ wHS nrh GAs MW, ¥ ouge b AxdE Bxsel nd Folsl o
A Aolch, ol ¥ wwel 54 29 9 AAFUE AYsy] A9 HHowy g, B wyel Wl
o5 AAeld FYHE e ohidh.

LLC ¢4 PBSol et X & o7 (57.B1/6 uf9-29] 3} o] AT},

rkﬂ

1x 10 7H4 Folx HAF A

ATT A7 PBSOl @B 1 x 10709 4T1 S8¢F AZEES 93 balb/c vh$-220] §8 A sj=ol o] 4 a}givt.

CT26 7 PBSO] @EHEl 1 x 10709 CT26 249t AEZ 97 balb/ whs-2o] 118} o] 4 akglc}.

B16 <A7-: PBSol @B 2 x 10709] BI6 2 4% AEE 9F3 C57.B1/6 mkS-2o 93h o] 48t}

D F H 7P HE-blo](Multi-Day) °FE9)SE T

\

Iy
2
2
>,
5
v
dlo
e

i

PBSe] &Agd 1 x 10 7H4 AT1 9t AEZE 93 balb/c P29 9 == o
ol E w929 p=10 IZFo| 21d FoF 1d 232 1) wWEFE, A &
190909; T+ 3) 100 mg/kgel 33HE 190909% 1P Fo8kAth. 2144, 259 n=5 vf$2E EZX AI7F-3F
QlE(trough time-point, Fo & < 16A17H) oA S| AAFH L, 25T YA sHrlgle] vlg-2e 2HE Fod &
npx et B2 EE 2A17F & S|AAIFT. SAATIHEA, TS L S FAS I daoA 55 FEAA

o FU 2 7 FEY F9 ol2rd =S LC/MS/NSO o8] SAHEATHE 2).
AAle] 3w AA F AT

PRSOl #etEl 1 x 1070e] Folx HAE AEES UA (57.B1/6 vhe-(n=20)e] I3} o]Aakgich. o
ggd, u$2E n=10 F O2Fo2 F239 wiAsa oS XNEHS 1Y 23] [P T4 1) Hs|E(d
9k A5y mE 2) PRSAIA AAISE 100 mg/kge] SHEHE 190909, Z¢e tlA Y A AR 159 33

Ao 1>
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[0494]

[0495]

[0496]
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2 AeATh: 2% 23 m) = (a x b2/2), ol7|A 'b'e THE A A Aol
T2 AHZo|t}. sxP-value < 0.01(%¥Z 7A; Two-sided T-test). ZAI}+= = 3o YERHA

ol
of
4t
=
of\
0,
fu e
,
Ll
Au)
oo
ok
1>
(o

Aere 1 x 10702 Folx HE XS oA (57.81/6 vF-2(n = 40)el F&F o] Aettt. o]4 the
@, ube2E p=10 W] ZEoRE FA wiAst e o ® Am skgivhr 1) 19 23] R EF(RIAN &%
AAE) [P Fol; 2) 19 23] 50 mg/kge] 33HE 190909 IP Fof; 3) 24, 59 2 8UAjol 5 mg/kge] 3} CILA-

22 OHI0 IP Fol; 2 4) 29, 59 2 8UAlol 50 mg/kg IP BID®] 3= 190909 2 5 mg/kge] 3
CTLA-49] Z=§ Fof. %2 gAY Adgxz 15 3 3 FAINIL FY F9E s FHe=
AMEAT: E% B9mm) = (a x b/2) A7 b A AEe AAoln 'a't A 2 A AHolr},
«P-value < 0.05(%= #A; Two-sided T-test). A= = 39 YEPJTG (= =).

14dAl, vlg-2E AT FFS 5] 109 T4 %5 24 9g. v aZGAD T, ¢S
70% AEeZ AT, 2U4S e mAst, dAT I ZE 22 A (EMD Mi lllpore PC630) =
CD3+ AIEZE AT, Z+ze] 59 3 vlgle] dEAel ojux], € dlolge T¥ X3S = 49 AA
sSltt.

2IAe] 5: ofZ o] ZH Lo ¥t ofE ISR W ofRloldlx] ¥

2-ml %) wolakel 1.5-2.5 ng®) L-ol=271Y3 e 2R e 483 Adsdtt, T2 Hrheel 10 m gAow

dlolele webs Yol els Er aglale] 47 e 98 galedn

ulo] o] A S skt -20 TolA A7) A% &N BTt
2. DMSO = PK ghe A=
2-ml 2 #Foletd] 0.5-1.5 mge] (B-909& A 33] AeFsllrt.

DMSOE H7F8ke] 1.0mg A7 A71/ml &N (32t A5 1.35)02 FHEAL}.

3. PD 24 FF(SID)S] Al

L 780 TAlA 7] A4 E£EE& Radtm

et -3kl

ﬂ
N
N
off

> [_n
ol

N
e
s
B
b
_&4
ox
.
AN
o
2L
5 BN
(o0
o
?R
_ﬁ
>
oo
~
2

I

i

off

* 2
AP Ew 2q] g-of WS -3 2.5% BSA H7}F

(udD (WS) (ul) (ul)

S1 500 10 mM arg % 10 mM | 10 ulL (arg) + 10 180
Orn ul (Orn)

S2 150 S1 30 70
S3 50 S1 10 90
S4 15 S2 10 90
S5 5.0 S3 10 90
S6 1.5 S4 10 90
S7 0.5 S5 10 90

g FF(SD)Y A=
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[0509]
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[0511]

[0512]

[0513]
[0514]
[0515]
[0516]

[0517]
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[0527]
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10 uL¢] CB-909 A

g AE 7AdA 771A] TR A IS ANE ARG Y(d: 8 F4, 3F FA).
g solution) o2 wH=9lt},

A 21,0 mg/mL)S 90 uLe] Eo H7tete 0.1 mg/mL 2 £ (workin

* 3
ANY EE 2] - (WS) WS A3 A7k 712 (pl)
%% (ng/mL) (ul)
S1 5000 0.1 mg/mL 10 190
S2 1500 S1 30 70
S3 500 S1 10 90
S4 150 S2 10 90
S5 50 S3 10 90
S6 15 S4 10 90
S7 5.0 S5 10 90

5. 23 #2E9 A=

0.1% TFAZ} ¥ 256 ACNS] APH-9¥7H0 C) |9d4e =27 MEd H7Fsta(10 ul &H4/mg =37)
Tissuelyser I #&7]E AF&3lo] 4 CollA 4% &< F W A2 H(RIE 20 1/s, TY AEL A7t

37 5 2~ )
2% 5 AUS).

6. 0.1% TFA(®=EE 10% TCA)7} 3 80% ACNOIA weld HAd 93 Ee=vl/x3 AE A
&

—

Y ¥, v B2 24 #4E AES 30 pl FHeka, IS8 A4 90 ple &

(0.1% TFAZ} ¥ 80% ACN).

o3 Egstoch

5000 RPMO.& 10 &<t BEdsta A4l Easisitt.

30 uLe AEAS 96-49 ZHolEM 90 Lo 0.1% FAR AT
7. LC-MS ¥

HPLC A= : Agilent Zorbax SB-C18, 3.0 um, 3x100 mm

S A: H,0/0.1% FA

/1 B: AcN/0.1% FA

THl: 0.5 ¥ 3% B
1.5 & 15% B
2.0 & 95% B

3.2 95% B

3.3%  3%B
4.5 8 STOP
F 4
MRM Z7A
A& Q1 Q3 DpP EP CE CXP
CB-909 314.0 278.1 61 10 21 14
CB-900 287.2 251.2 51 10 25 6
otz 7] 175.2 70.1 76 10 35 12
o =4E 133.0 70.0 46 10 25 4
C13-Arg 181.2 74.0 56 10 33 4

_79_



[0528]
[0529]
[0530]

[0531]

[0532]
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|C13-0rn 138.1 74.1 11 10 [25 |4 |

MS &2 x4

CUR: 200, CAD: low, IS: 5500, TEM: 500, GS1: 80, GS2: 40

Fzx= 28
2 ogAAel dFE BE AR 9 5SS, 47k gaEel A4 L Edew sds duH AR,
B oA FEEA QEHT. FE0| it A%, Bl AY FlE T8 ¥ E0] $HwT

3, 2 Wgs AAsy] e H3st sgtEe va 53 9 FRE 2014 /0343019, 2012/0083469,
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