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5 A 4
F7H9)

A7 1
213894 A =9k (advanced oesophageal cancer) Hi= Ho]A A=<t (metastatic oesophageal cancer)< X #3}7]
2t kAt 2dERA,
A7) 2AELS S FFE 1 Ex o9 HAFgHoR LY AS TS A, FATH A=

H

N,
| (o]
o. N T
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X
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i

AT 2
A 18l le] A,

A7) AP At B dold xS A% AL M XU (esophageal squamous—cell carcinoma) % A%

M=
A9 (esophageal adenocarcinoma) o ZHF-E] MEE = 71, oAy ZAE.

A7 3

Al | 2AoiA

A7) AEPA Aok s Mol A meke EAl(taxane) A, WIFF & Ro|=(vinca alkaloid) A,
= 534 2 Jvd dAZRE AgE shu oo 2] X5 Ak $o] Ad, At 2A4E.

A7) Bab gkl = EE] 8 (paclitaxel) @ =AIEA (docetaxel ) 2H-E] AeEar; Ay Wy dA2ol=
dA= WEE~®l (vinblastine), W AE 28 (vincristine), WAl (vindesine), % H]%=#Hl(vinorelbine) 2
25H AgE; Ar] Wg BEFAe wgE@d®iriplatin),  Al&=E#®(cisplatin), FHEEEGE
(carboplatin), UlthZet® (nedaplatin), % S48 E#te(oxaliplatin) 256 MEsa; g A7) fgvd
&A= Abo]Elel) (cytarabine), SFAIEMY (ancitabine), ZF#IAIEM] (capecitabine), #A1EFHI(gemcitabine),
ZF o 2924 (fluorouracil), ©F&Fd(difuradin), SAZFE Y (doxifluridine), H7FFE(tegafur), =
FFERF 2 (carmofur ) 25-H AEE = A0, FATH 4=
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[0001]

[0002]

[0003]

A7% 13
A28 AolAl,
A7) AT 2R AA EE AEd 3, JE.
AT7Y 14

AHA

AT% 15

AHA

273 16

AHA

AT 17

AHA]

A7 18

AHA

7% 19

AHA

7% 20

A

gige] 41y

g e

(o]
21 %= 9+ (oesophageal cancer)e 2]%=9] HHA}Y] (squamous epithelium) T+
H] A2 Z2] (abnormal hyperplasia)ol €3] 3@ <t WH(malignant lesions)S W] 3}aL

A H4E8 A9
(infiltrating carcinoma)

Z2l(epithelioid atypical
59 dAES

hyperplasia),
Az}, o] =, Azere] ok 90%:=

s=s5
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A3 (glandular epithelium)2]

e
Aot (carcinoma in sitw), IHAY
3 Al 3 L (squamous—cel 1

o}
-4 A& (oncogene) ,

1:1

=
Al = olOo.
<

carcinoma)©|al, °F 10%% A <(adenocarcinoma)olth. A=t @ T A F4
A& (tumor suppressor gene) @ WA Eo| F} oA o] WSS Fukgh),

Aok o FF oF 2%E AAEH, A AAAN SR, wid oF 229k ] A wgl BxlEo] vt FEE Ae
eFel W ol & A9(high-incidence area)e]al, WFF, AL=gto® Qg AbgEo] 7MY 2 =71 T shu
ojth, Awto HuE & %, WAMA 2% (radiotherapy), 318 Q¥ (chemotherapy) o] =2 HQ3}t}.
I Ax B FAEAA Aol #Fo 5 T ALF(agony)S op71gth. BlFo], 97 Hol(distant

=
=
metastases) & ZHe FAES WA o2 pEof KA, dAH MW (palliative treatment) & 33 &
P
A

H
2 F e gEs Mdshs AL g dasit.
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2o g
A2 H2 7

AL ZHolA, e 3 1 EE oo chstow s o d & 2
A Felohs WS EQes, Arael A e Asut

3A3E 19 FIFE He 1-[[[4-U-ZFo2-2-WE-1H-A05-5-9) LA -6-HEX A 5 U-7-d | LA [ HE A F=2
z2golylola, thge] FFRAS ZHeth

A2 SHoA, 2 e Aok AFshy] 9% oFAISHA A= Azl oA, sEE 1 Es o] ofA
A o =
=1 =

AN, B oWe BFE [ EE o9 fAHom sgHE 4, D Holw st AR 5§
A [e]

A4 ZHOIA, W E (a) S g5t Aol Holw shtel us Fole of
AT 2AE, B () JEge] ARE AR AANNGS TFHE, 7ES ATHT

AL SWolA, e 3 1 EE oo chstom gt 9o AR fEFS Anst Ve B
Aol Folsh: WAE EesHs, A An PHS ATAY. 37 RGeS A=A ALY 2 A
EHGE EFShE, ol WAHE AL ohin

Aol 7] , 2}
2 oggel Wy HE, B | it old sHon HeHt 9o AR FEFS Anst BW @
Aol Folshs BAE Egehs, HEAete] Aye] AT

B ougel Wy gElm, S | Eb oo MstHom Hent A

ul

o ARYH FEFS ADt DG B
2] %= 9k (advanced oesophageal cancer)

A Al Folsks wAE Edehs, AHA
o] Alg et

(metastatic oesophageal cancer)? X &4

Hodbyo] 9y okelR | FHE [ T ol9] FAEHoR FHEEHE do Aastd fFags Anvt Tadk 3
A Al Fosls HAE xdslh, Sib(taxane) A, HI7F B Ro]=(vinca alkaloid) A, WNa 5%

A g/ dend APAE A57E g 5o Amcre] Amge] Algdnt

2 oabgo] Hdl okelo A, EBAF kAl wE e el (paclitaxel) 2 =AIEA (docetaxel) S FE S}, o] g
AE= AL olya,; W7l dERol= A= HlEgZ ¥ (vinblastine), W AZ]2~®(vincristine), R4l
(vindesine) @ H|:=#=H (vinorelbine)S Eda}, olo A= AL ofya; wWg BdAE vgZed
(miriplatin), Al=Z&€ (cisplatin), 7}RZT¥ (carboplatin), YthE2}€l(nedaplatin) % 28 Z8d
(oxaliplatin)& Egsl, old dFAE = A2 ofya; IAv|d A= Alo]elehil(cytarabine), SHAJER
(ancitabine), ZFH|AEMW (capecitabine), #AJEFH](gemcitabine), =F2 28 (fluorouracil), TFd
(difuradin), H5AIEF2d(doxifluridine), EI7FFZ(tegafur) ¥ JFE2EFZ(carmofur)E EF35I, ol 3+
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AEE AL oh,

skt 12 o9l fre] @7](free base) FE= Fold 4 lar, L3 o9 94, F3t&(hydrate), R AT-oFE
(prodrug)®] FERI:= Fojd & At (HFFES AdelA sigts 19 f2 97 Fez dsdeh). o5 =
a
=

rr

A=y
o], BFE 19 kAstH o w 3] 8%= 9 (pharmaceutically acceptable salt)S ¥ o] W Qo] <&l
2 7)EEore] FAE Wil wek, Aold f7]4H(organic acid) ¥ F7]4k(inorganic acid)oll 2ls| A€
[e)

o3 olo] dlol=gFRe}o|=(hydrochloride)e] HE|Z Fol= 4 vy, =HH
oA, 3E [S o]9 Ridlo|E & FZeto] & (monohydrochloride)d] FE|Z Fo=d 4 9dvp, 9WdE o
A, FFE 1L o]9 ysloleRZEFZelo|=(dihydrochloride)?] FE|Z Fold 4 rl. P FEo A,
FE 12 o9 slo|l=zF2ol=e] AP (crystalline form)Z T2 § vy, 5A oA, I3g&E
2 ole yslolEzF2Eo|me] AAYHE FoE § Q).
o)

SIHE 1 & o] At H o R 34 A O%s F2E 33 Fod 4 Jor, usY H=R: AF=E
(orally), WA +Z(parenterally), HZWZE(intraperitoneally), “AWWZ(intravenously), SHHZE
(intraarterially), 73| Z(transdermally), “d3}=Z(sublingually), TS Z(intramuscularly), ZFo=
(rectally), & FH=oZ(transbuccally), WZWZ(intranasally), &(inhalation)& F3, ZHU=
(vaginally), <k WZ(intraocularly), =4 FJ(local administration)& %3, I|3}Z(subcutaneously),
A w4 WZ(intraadiposally), #HEW=Z(intraarticularly) %2 247 W Z(intrathecally) 25 Ag® J
s x3ssiy, oo gy AL olytk. 54 SEAA, Fole ATFE FdE 5 A
st I e o9 ofAFgHor FHEEE do FARS AW F5=, AW W, d99 Am-#
JEel mEbA Add & ok, 2R GEjelA, sEE 1 e o]o] oFA|EHA
2 mg WA 20 mgelvhk. B FejolA, 3= 1 2
5

2 09 wE > n2
02
| =
=
>
Lot
st
e
rlo

mg WA 20 mgolvk. HH FejolM, et
mg WA 20 mgoltk. B FHjelM, e I &=
T =

o
10 mg WA 16 mgolth. B FefollA, 3hgh= T ®

Folge
210 mg WA 14 ngeleh. 57 FelolA, SE 1 EE old] AN oR H85:
ngolth. 574 FHA, BHE | wE oo AFHOR HEHE 4 AU FolFE 12 ngol
B, S [ EE ol AHoR HeHt Ao U FoFE 1 ngolth 2
E oo AT OR HEHE B 2 FolFE 16 ngolth.

(3

Folye dudos ofEel 4 WS4 B4 WP (tolerability) Sol wet 248 & A, v
A3, SEE 1 EE old Ao HEHE 9 17 Folo] YHoE FolEd. 17 Fel: o
719k FA71% LI, Felv] ok, B [ Ex old pHoR HEHE G A A oy Fojd
F vk eF Eol, SR [ B od AR HgHE G FolsldA U Fold thg, FA1
A AR Bk ol FUHa, Holo] Rolv] thge] FA/E FH, olei@ Fol ave 5 3 wnm &
ek, 7 FolM, AFE /1EOE(in days) Fol7l T FAVIS MES 2:0.55, mEASAE 2:0.53, nek
BRRHSIE 2:0.5-2, 7 miAslE 2:0.5-10]

ezl = 7}
NN [ . =
99 9 FAH 79 FAAL, Folo] A%Aow LAY AY A8 FojHn 1A% FAHM, oleldt 2
F A% Rol7leh 13 FAVIe 14 el awe & 3 wEd & g

Wy o], Roli d&How 5U7 FANIL 207 FAHG, WY o, Foli A&H o 53
A9 A3 FAEn 227 FAHL, Holo] A%HoR 5A7 AY AT FolHn 293k FAHH, o] 7 5%
A% Fol7%h 29 FA7IE) 1A el aWe & 3 wEd &
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e 1 Ei olo] opaston FguE: Qo Fode dwe] FEE, AW wg, wE An-vd B4
9 gixje) o] W AggHel weh A4E 4 ol #R HelA, HEE 1 i ol ohstdon 4
9 o A Felge 2 mg WA 20 mgolth. WY dElold, SR 1 EE oo opAsgoR HEwHE
o) Q19 Fojare 5 mg UK 20 mgolth. WU Felol A, obAEH 2R U] HEE [ = o] ofsto
= 585t 9o FL 8 mg WA 20 mgolth. B FEjolA, HFE 1 EE oo oA on FEHE Ao
FE 10 mg A 16 mgolth. W Feol A, SFE [ i ol ofAstoR & 4FE Aol P& 10 ng A
14 mgolth. 574 FHlold, SFE 1 i o]o] ofAstHoR Sgut o de 10 mgolth. 5A ejoA,
3 1 mE oo opsgoR et do] de 12 ngolth. 54 FelelA, HER 1 EE o] opAY
o HEHE Ao G 14 mgolth. 54 Feleld, HER 1 EE olo] oAt om Heus Qo Fe

16 mgo]t}.

gl Bl FEjel A, ofAle 2AES A RS AAlR, AAl(tablet), M (capsule), EAl(dust),
Al (granule), A A (drip pill), FHo]=EA|(paste), 5Tl (powder) & *3Fstar, utedAsiA= A

A} Aol o] F, AAl+= B9 AHA(common tablet), #AF(dispersible tablet), XA
(effervescent tablet), A® 7 (sustained release tablet), A&A A (controlled release tablet) T+ &

24 (enteric coated tablet)d 4 Ui, FAFEL F49 M (common capsule), A< (sustained release

capsule), X &4 79<(controlled release capsule) H3= #8714 (enteric coated capsule) ¥ < ok, 74
T& AAE Fde el 93, 7ledokd sA" AR EHE FARE ZAE F Utk FAIEHA
o2 &= PA= PAA (bulking agent), F5Al(absorbing agent), HF&#l(wetting agent), ZAF A
(binding agent), &3llAl(disintegrating agent), &ZA(lubricant) 5& Xg3t}. HIA= =E(starch),
ZAF(lactose), WUZ(mannitol), "AAH WEZQ ~(microcrystalline cellulose) 5 EgH8ta; S5A
Ak (caleium sulfate), S1AH=2Z+¢(calcium hydrogen phosphate), BHFZ¢(calcium carbonate) &
Xstelal; FaAe 2, JdEE 55 ¥dsta; AfAle slel=EAz2d HEeAE R Q 2 (hydroxypropyl
methylcellulose), ¥HB]=(povidone), "AZAR AEZ QA 55 ¥3sla; BaAls 7la FFEAHEAAERQ
ZUEF(cross-linked carboxymethyl cellulose sodium), A ZA3¥H]=(crospovidone), 7™ A
(surfactant), AX$H Slo]=FAZ2HAERZ O ~(low-substituted hydroxypropyl cellulose) &2
i, 8 vladlg 2HoldlolE(magnesium stearate), B 3-9-U(talc powder), ZzjolEl

tlo rir

ol
o

3}
=
o=

iUt

_9_
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(¢

oA 3
F(colorant), Zv]A](sweetening agent)
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FA A
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oAl 8
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3] Al (N102344438A°] 7A€ ZAAIGH A,
A ¢} BE AA4(crystal water)$} o2 &
[e)

E =
S RAE HEE Aot 9y e,

Mol E707h gk, B e BHe 98, wae] A Ayn J7YlA AsE vhee] folEol oty

ohAlety AR 2AC f8F AL elmsE, dwgo

2 3&He g TR RY P49 A F7Fd(acid addition salt) HEE F7]AFo 2 HH

S xFehy, oo dA-dE = AL ofYth. o] of, F7]4k2 A4k (hydrochloric acid), EF3}
222t (hydrobromic acid), #Ak(sulfuric acid), ZAk(nitric acid), $14F(phosphoric acid) &3 #aL, 7]
& olM|E4H(acetic acid), E#EFQR2olMEAH(trifluoroacetic acid), Z2322H(propionic acid), 7}=
22 (caproic acid), #eHit(heptanoic acid), AlEZ#Hg 23] 2A(cyclopentane propionic acid), =8&F
2H(glycolic acid), I|FHAk(pyruvic acid), A*F(lactic acid), Z&4F(malonic acid), %4l4k(succinic
acid), ik(malic acid), Z#l4k(maleic acid), FPFEAF(fumaric acid), EFEEF=AH(tartaric acid), AEZ
2(citric acid), #MZFAH(benzoic acid), Al'd2F(cinnamic acid), Tr2@4k(mandelic aicd), "€ &E2H(methyl
sulfonic acid), ol® % &4H(ethyl sulfonic acid), 1,2-°l&t]&EAH(1,2-ethanedisulfonic acid), 2-3}o]=
F Ao gh& E4H(2-hydroxyethanesulphonic acid), WAl&E4H(benzenesulfonic acid), p-EFZZWAEEL(p-
chlorobenzenesulfonic acid), p-EFM&EE 2 (p-toluenesulfonic acid), 3-¥'d X232 3-phenylpropionic
acid), EFH"olAEA (trimethylacetic acid), t-F48 oFAEALH(t-butylacetic acid), EdlA Z4k(dodecyl
sulfuric acid), =FZAH(gluconic acid), ZFHEiH(glutamic acid), 3to]=FAYZEAF hydroxynaphthoic
acid), Arg]a4k(salicylic acid), 2EHo}22F(stearic acid) 52 #t}.
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[0070]
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[0073]
[0074]

[0075]

[0076]
[0077]

[0078]
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[0080]
[0081]
[0082]
[0083]
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[0085]

[0086]

[0087]
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[0089]

[0090]

SSS0l 10-2708246

of\

A

g A= A)

& ¥,
"PR"E "REA w2 (partial response)"o] oFol® REA 73 (remission)S UERATE
"PD"= "W A W (progressive disease)"9] Foj®, W ol WS eI,

"Sp"= "orA A WwW(stable disease)" oFol® | WOl oA eI,

"Xz Aof(failure of treatment)"v F-2&3 ZAo WA, A= F WHe JY, = AR F ALTS
el a; o714, fBHAde S5 Ve dasts =4 (hematological toxicity) (55 III o|Ae dauptirs
(thrombocytopenia)), &3 [I119 H|&Ns4 ZA(nonhematological toxicity), & I o]S ¥3ts), o]

o A= AL ofr.
"3 (advanced) "2 "=A2% Z3P(locally advanced)"S ¥E3}3c},

AA 4

I 4-(4-EF 2 2-2-E-1-Q1E-5-) SA-6-m SA A =2l -7-d | SA I A SR L2 doinl tsjo| =2 g
z2ehol= (3= 19 Yslol=rFRdol=)

o N7 - 2HCl
KZENHZ

1-[[[4-(4-ZF 22 -2-WEd-1-A E-5-Y) S A -6-1| EA] %%—7—0&]%}\]]tﬂ]9]A]ﬂiﬁirﬂo]_u]%
020081124072] A Al 249 ¥WHE Fxsto] Az the, FA SHEHE-S W020081124072] W o] FAg A
o "l A A" AxHS Fxste] Azxdd. gk o=, #A ES Fm 3/ 53 A
(N102344438A%] MA1H wWHS #zsle] A ZFH T},

c¢
rlo

Al 2

1-[[[4-(4- 552 2-2-T] Q- M- F-5-2) S A -6-v| A 735 A-7-2 | S A [ R A FZZ2 oyl Ystol =2
2efol= (B 19 dselmrIretel=)E TFshe Ak

AE/Z7HA = & (1000 &)

33E 19 fife|lErF R 14.16 ¢ (3= 1 12 gl =)

T E 89 g

nAAd AERQ A 138.4 g

SlolEFAIZRYE AERQ X~ 5.9 g

kg ZHolg ol E 0.99 g

33HE 19 Yslol=2F2etol =y B ar 80m 4 (mesh) A2 A thg, TUET So|l=sAz2d AF

2w wdstA EFEHI; mAAAY AERQ o Aduke] 1 Fof Hafxal, ddaAl EFE F 0.8 mn
= o 2 -

CwbTre, whvlg seololEel wel Fad el HAn FAA EFHH, A5
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[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

SSS0ol 10-2708246

474 Aoz 2012 3o Adlt#(dysphagia)e]l TAEJI; 9l WA A (gastroscope) A= AX
(incisor)ZFE] 28 WA 31 cmoll A= AEV vHdE FEahe] 22 dolgE Belem; ¥HEe Awst 4F
(poorly differentiated carcinoma)?l # ﬁ“}lﬂ/‘ﬂﬁou’* BTk 2012y 4€ 199, CT A¥E the 352
dolg 55 ByEd, 4= HUYg & AL 9k 2.9 x 2.1 oY, FHA= L 2k AH3 Ty WxA
ol & AL Aazol AAFa, oF 3.3 x 3.2 ecmo] U}, 20124 49Y 289 g 20124 9€7HH], HEFEEA

X (paclitaxel liposome) + UlthZelel + ZF Q9o stgtare] 63 A=A, a5 a3

(PR)Z H7FEek, 20129 99RE 201249 11¥€71A], ®l7FFE2/71W 22 (gimeracil)/ 822 (oteracil) ]
A8E 98 A7E FoEgar, 2012 119 Ao zege] AAFATH. 2012 11Y 30¢HH 2013 29 28
A7, AMAJEFH] (gemcitabine) + Z¢ FHEZZU9]E (calcium levofolinate)/ZFQ 258 3tstaw o]
23] F3E F, v=dnl + A ERLY] steta o] 23] FE =, AW (PD) o2 HrhE ATk, 2013
W39 199%F 201393 49 19974b#] 5= 2] 9FE yijinshengo]l AMEE =, Wy (PD)o2 HFE A,

2013 5¢ 64HEE 20139 6¥€ 1597b4] FH @A 29 DT60G7 H7F glo]l = ga, 2013d 79 199%

Bl 20144 297bA] =AEA + vvsdhd /S EEe] shstane] 83 FyH A=, J'ﬁ‘ﬂétﬂ (PD)o= ¥
7HE At

I 9 L3 (qd) d72 F

ol

2014 39 214 %H, sgh= 19 HslolmgImdtol=e] e 12 mgo] ARE 9

oA AaL, Fole AEA o R 253 FHa 1577 FA AT

2) CT A=}

SIRtE 19 Ysfole=mEretel=9] AE H& A 3} W 7F(imageological evaluation)7} = Avk: E4 W
el A7 g2 82 molAiL;

SHE 19 tsfe|l=2FRete|=o] g B89 233 Wl s b FAEAT: 24 WWe] AA e
78 mmo] $13L;

SEE 19 tslol=2FRete|=o] A& B89 633 wol s b FAEAT: 24 W] AA e
75 mmO] A,

3) WA

AAZ WAL 3k, I° 1ZY 2 E3Z(hypercholesterolemia), 1I° 21%%Z(pharyngeal pain), I°

2]
A (loss of appetite), I° @z (proteinuria), I° 4% I%¥4¥FS(hand-foot skin reaction), % I°

25

A A= F 2R F7 (thyrotropin increase)Rto] wjw 2 AL A},

o o] upgkA gk AAo 7 ZHAE] Tl E o, oA Y] AAdEY 5 AR S HE A
oftar, & el 7)A 4] WUl e, i dwe] wejel x3tH = e Ve A gold W
ol 3= 5 Ut

T3, A7l 54 AAdE Tied 54 TeA 5AE5c] RE A% wAom Be glo] A%E 9o,
Eodt vES H5hy] Y&, 2 Iy gdsta e 235 4, HER AYEX gEvsE He 79
sfjof gk}

o] %ol , <]

we] thpat AddEe W oAy Y PalsA 2 @, 239 S Age BE, L ouy
]
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