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Access of Anti-cancer Treatment for Advanced Colon Cancer with Metastasis

Hyun Gun Kim

Department of Internal Medicine, Soonchunhyang University College of Medicine, Seoul, Korea

Recent estimates for colon cancer incidence in Korea have been increased and continue to rank as the second most
common in male and the third in female. Although colonoscopy has been known as the best screening tool for colon
cancer, 20-25% of patients with colon cancer was diagnosed with stage IV cancer. During the past 10 years, intensive
clinical studies helped to establish the value of palliative treatment for colon cancer with metastasis. The introduction
of new chemotherapeutic agents such as irinotecan and oxaliplatin has led to a significant increase in tumor response
and median survival. In advanced colon cancer, impressive prolongation or overall survival can be achieved through
sequential application of combined systemic chemotherapy. In addition, targeted manipulation of molecular tumor me-
chanisms with new substances such as monoclonal antibodies against the epidermal growth factor receptor or vascular
endothelial growth factor shows promising effects. Progress in the systemic treatment of colon cancer is evident, not
only because of the significant increase in life expectancy in advanced colon cancer.
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AR o&H AL = Aol did e Fuststa e 71&
of o] &Eo] 29 S-fluorouracil (5-FU)E Z{te & k= 5-FU
leucovorin (LV) A|AJe] irinotecans F7}51] AR&51H= FOLFIRI
(5-FU/LV plus irinotecan) 2%+ @ ¥} oxaliplating 37|35}
o] ARE-5H= FOLFOX (5-FU/LV plus oxaliplatin) 3 2%
o] & ARE o] gH T ek Aol YA o]t
o4 FAAY Eraro]l EEaRoz AAHNY = A
< 71&9] S-FULV AA|¢} Bl st RE o) 1 53} 253
stk A A, Aol At SRS 50% o)
A AFA Y Z el mhE 4352 (performance scale) 2] oF
3t 22 7t 71s B T2 = Qe 23 3t N=E Y] oY
7] gzl 13} A=l FH7}F 955 o JAIE FA
Fortozn AE7IZE SRt skt Yok dEAA
| =2t H| WSt S wff AA| o]2gt Btario] Mol dui
o] SHBERE 3571 ol Am|Al QA7 e
SO R o]t 2H(regimen) BH2 Mol drigere] &
& 22 A Aol

FOLFIRI z3}o]| thgt 3431 34 A== S-FULV (FL)
FAariy} Hlwste] 2 2Pt 29, vl FollA Al
ik ol& A=Y 23E A EH FOLFIRI #o] ¥k
E(response rate, RR, 39-62% vs. 14.1-21%) 3} F-ZIPA=
717 Hprogression free survival, PFS, 6.7-7.0 vs. 4.3-6.4 months),
ZAZ7]7Hmedian overall survival, OS: 14.9-20.1 vs. 12.6-
16.9 months)ofl A B om|A| & & 4&E& Holar ¢l
°] FOLFIRI £3} 2|27} o] Jehget EAtoflA 13} 2124
24 A8 4 9l 2AE AN e

Oxaliplatin®} 5-FU X|<£3£9] 9% Z§Hel FOLFOXA|A|
HA] 13} FLA2ZA 9] /it ol et i 34
AFEo] drR it 7|22 FLe¥ Y irinotecan®} 5-FU
AAAF(boluls) &3 @2 IFL A|A, irinotecan®} oxalipla-
tinh2] SR 2l IROX}HE] Bla A-Eo)|4 % FOLFOX
Z%9] 49 RR 45-50.7%, PFS 8.7-9.07114, OS 16.2-19.5

712 FL (RR 22.3%, PES 6.2 months, OS 14.7 months) &%}
7} IFL (RR 31%, PES 6.9 months, OS 15 months) 23}, IROX
(RR 35%, PFS 6.5 months, OS 17.4 months) Z&}o]| |3
<=5tk FOLFOXo| that 542 grade 3/4 357
HaF(41.7%), AAH11.9%), X772 0]/4(18.2%) o]
AT, 4] Aol JaL WA Ftol AHAE 9
Fohgnh

FOLFIRI®} FOLFOXS] 1, 23} gFoFa ¥ 0 2 o] walEo]
of| W&t Ae B ¥y, FOLFOXE A3t 5 FOLFIRI
£ 22 9o = A3t +-7} FOLFIRIE AJ3gt 3 FOLFOX
£ 221 @ o2 AI3Pst Lo thgt v]aofl A OS (20.6 vs. 21.5
months, p=0.99), PFS (10.9 vs. 14.2 months, p=0.64) 2 F o+
7ke] Zpoli= giglom, 13} X @A 2A] FOLFIRI (RR 56%, PES
8.5 months)2} FOLFOX (RR 54%, PFS 8 months)2] A%
A] Zol7} §lirkp=026)." °FE EAde] 9lojAle FOLFIRI
ARl grade 3/49] HrAT 24 H FE, grade 29| HHEZF
o] Uiebet ¥ FOLFOX®] - grade 3/49] S5 79145
I AR o)A 5438k &, FOLFOX$¢} FOLFIRI
23RS 12} A2 A 0] a7} A2 H]SEkal 13} A&
53} FoIZ stelm 1 7} ulgstel Mol grigerel ®
& ARE ZAHE ZA =Hidoh

29 Al oFA| &, 5-FUL} irinotecan, oxaliplatin®] A AJA|
£ 27 Fo¥e 1 A7 43S 254 t=2A BRagy
Q)=t), olgta]ole] GONO (Gruppo Oncologico Nord Ovest)
IFONA o] E7FE Aol ddiget S tdes
A3 FOLFOXIRI (5-FU/LV, oxaliplatin, irinotecan) g+
L3} FOLIFIRI®] LA 34 v Hof|Al+= FOLFOXIRI
7} FOLFIRIo| ®]8f RR¥} PFS, O B ofw|QIA| &4 o2
AR E3 o] 5L FUAAAEE TAHE 13 8 o]
5 A== A8 (salvage therapy) @ 2= Hskal B3}
Aoz AR 4= Qlokar Barskar Qlo} A E7ksE Aol
A olA= 34 E3a(FOLFOXIRI) o] 114121 2|
2 &3} Hol|A] FOLFIRI 2t} $43-2 ¢l5stqnt.” 12
U 28] 22] HORG (Hellenic Oncology Research Group) 1
Foll4 FOLFOXIRI £3ta o2 A3t 34 AtolA+=
A 713 GONO 59| ¢+l vlsh Hj#Adl 2iE =
S3h=tl|, FOLFIRIZ} Blw3is: o) RRoJUPPS, OF 5 H]aL 17k
Lo A E Zpol7} iler, 2hd EAe-> FOLFOXIRI
A Jmtof| A 10%= FOLFIRIT-9] 4% H]s #3tout 54
4] 2ol YAITHp=0.08)." ©]2{gk GONO 157 HORG
IF0 A} Aol= ZH FUAY &F E 2AE Aol =7
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H S| 204 Atol7F U] wizld], HORG 5]
FAA Y] o] AL 19| g} 3 FEo] BTt &
AFS BE ZFEt] APstg7] WEoZ AL
GONO 1&F7} HORG 159 A5 o= Algd
2|20 HjeHEA] ol A= FOLFOXIRIZ} FOLFIRI®| H]3 5¢]
213 9 AEgof SlojA YEe 4AE Helrka ®uska
Qo] Aol =231 AAI7t E7F3 Aol digetolA
o] A1A FF X7l SlojAls oAl A} HollAs 4HA
23999l FOLFOXIRIZ} 9482 & 4= glek” a8yt
GONO ¢3¢} HORG ¥+ 2594 FOLFOXIRI®] 7%
ChoRA| Foj2 QI3E oFF =4 $7HE Earshal lo] EA
E7Fs Aol d i dolA 9] 13 ajjesA A= Sl
T AL 35221 e HS o HA T & vk BjE=
A71=2 ok ol vl g 2 12 9 X BE
FOLFOXIRIE A|3Hke 22152 76%00]|4] 22} 38 2| =7t
7R3kt B 17} 9lon, FOLFIRI® FOLFOXIRIS) %]
7 a0E Hjugt A F3 3ol 4= FOLFIRIC) B]s)
FOFOXIRI7} 2471 A= =L A ZIck B skl
o] FS BESHA 2 5A0ke BEa R A4
TR Mol dudete] A7l lojal autet b F
Tglo] SAQl7t tiEt o we A7t Bashh Y
A @ 952 sh= o5 A ©]99f Fluoropyri-
midine®] 73+ A|A|Q] capecitabine EZF Ho|Jth et 2| &
of o] 8= T QIck. Capecitabine GA] EF-a¥ .02 oxaliplatin
%31 CAPOX 893} irinotecan %31 CAPIRI 2 ¥ o| Z+
Z} FOLFOX, FOLFIRI®} ¥ A7Eo] RuE 1 Qok>?
CAPOX¢} FOLFOXZ )3t We} B0 AL PFS (hazard
ratio, HR: 1.04, p=0.17)2} OS (HR: 1.04, p=0.41)= & AA|
Zrel| Bt R AR, FOLFOXo| v RRE Wetom, 3]
2] grade 3/42] BATZAAZ(EHR 2.07, p<0.0002)TH HAZ
(HR 1.34, p<0.0009), grade 2/3 2] hand-foot syndrome (HR
3.54, p<0.0001)%= =7 BA=ch” CAPIRIE o]g3t
EORTC40015 @ to| A= FOLFIRI®} B 3tH S o grade
3-49] GX]A AAHCAPIRI vs. FOLFIRI=37 vs. 13%)2 <l
3 STgo] A 7o} AT o] APSHAA d47t 27] FRES
1.2 Az oz o] dLo A= CAPIRIZ} PFS (5.9 vs. 9.6
months)2} OS (14.8 vs. 19.9 months) X5=oj|A FOLFIRI<]|
Hlgl 2A| =k o]9f niE7 A= BICG-C (Bolus, Infusion,
Capecitabine with Camptosar and/or Celecoxib) &)l A=
CAPIRI:= FOLFIRI®} H|w3}o] PFS (5.8 vs. 7.6 months;
HR=1.36, p=0.015)7} &Jm|A F25& & 5= e, &
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3], A9 =T ATE HARSAE7.S vs. 13.9%0) T TF
(19.1 vs. 5.8%6)2] Bl%=7} FOLFIRIo| ]3] =7 Trs]o]
Aol dhgde] A =4¢l S|4 9] CAPIRI AJA|7} et
2| o] glo] RATE” slx|ut CAPIRIZ 0|83t & of2
AAF A2l CAIRO (Capecitabine, irinotecan and oxaliplatin
in advanced colorectal cancer) -0 4]+= CAPIRI &3 A]
grade 3-49] AARE0] 2606 FEO|A Tho] W= GTE™ 4t
Al &32 ¥l FOLFOXIRI®|A] 5-FU tAl capecitabine&
0]-8-3t XELOXIRI Fo] Ao A= FA] 7]E9] irinotecan
T SHAAZ AJ3)E EE capecitabine trialof 4] HoE 4]
g A9 Hl=rt S71ste] FOLFOXIRIO] Hs & A&
2Ae ofaty Busly QukP? & capecitabine 23}
[ el CAPOX} CAPIRIE= FOLFOXY FOLFIRIQ} w13}
o AZ=A 9] BAQ] SHolY o 49 SHA &
o] Aol et 13k &2 e o] A2 tha Hojzirka

¥ 4 ek

o] SFU o]eje]l o] gAISo] ol§ ks3] AHA
X720 oy w3 choFst Aelo] 7sE) Aok =, Aol
Aete] A2 Ad x|29] vhgol wet Ho] MaPsd o2
oFg T& 2 2oz Ade g & 4 i, vd
kAo &xHQl Folol Bitawle] 214 Eojo] gigt A
e 7 5ok Bug X7 JH) tfet 22t dA St
&ew, 4o A 58 BgAoa mEsjof gk olo] gt
B 7]9] 34} AFE0] BAES| Ql=t], capecitabineS £
3l & irinotecan®. 2 WAt HH1} 22 CAPIRI £
% CAPOX Eof 448 H| w3k CAIRO d7”, S-FULVE
EoSt & irinotecan 2.2 A$F HFH3E FOLFIRI, FOLFOX
234 Fofgh F WA Fofdhs P wlmet FOAS A7,
LIFE &7 §%0] gltk. o5 a0} 354 Baray Fol
o] TrAkA o] £21A9l Fol Frch B4 FHoz ou|g)
A RR7} PFS 5-2 $-9519 o1k, median 059] - 1 2jo]
7} A0t A o|th(Table 1).

TESE o] A A9 median OSE 13.9-17.47]1€ =2 TzE]
o] 71&¢] Bataw] AT BuE 20790 2-sH= 08
of u]x]7] Eak= ATE HFAEP? ol AT o
Al 919] Al Aol E3HE REe] TATE WG Aol
it o] Erbse IS ThS O E Flo] oj%
7} 7122] Aol uls] sl ol <18 13} A& o]%
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Table 1. Trials comparing sequential and combination strategies
Median PFS Median OS
0, — — —
Study Treatment arms RR (%) p-value (months) p-value (months) p-value
CAIRO”"  C — Irinotecan — CAPOX 20 5.8 16.3
CAPIRI — CAPOX 41 <0.0001 73 0.0002 17.4 0.3281
FOCUS*  5-FU/LV — Irinotecan 28 6.3 13.9
5-FU/LV — FOLFIRI/FOLFOX 28 <0.001 6.3 <0.001 15.1 NS
FOLFIRI (FOLFOX) — FOLFOX (FOLFIRI) 49 8.5 15.9
LIFE® 5-FU/LV — Irinotecan 29.8 5.9 <0.000 15.2
FOLFOX — Irinotecan 541 ~0.0001 7.9 1 159 01

C, Capecitabine; CAPIRI, Capecitabine plus irinotecan; CAPOX, Capecitabine plus oxaliplatiny NS, Not significant

22} ojife] A&7t 7HstE ERbto] AdiF R #9)7]
ol o7} Bk &, A F7HA] A2 AHwke 13
glch FOLFOXU FOLFIRIQ] E3ta ¥o] Ho|Aduarete]

138 N2 2302 /b HEs) HolX, 919 ATES
TEfRich Bakao] 14 22N 48] ojele 49,

3], 11 9] FHEESo] Ql= SRpo| AL =850 Bt
QG W7)of o Lol TUAAY £2HEd A&
3 2o} 2 4 ik

FA] o] 39| oFE 22 oFE S5 F7HIZI=E
53], A 7k Aol SRS A AL
FUA T2 Q3] 4] Ho] =4 Hod 4= vk HEZ
BEL oxliphtin BEAY AAZS Y BHO
2 28] AHEHE AL % 908, ol oxliplatin %
FA8loF 3k ST Hlo] Hrk o]k ofkE w59
54E HA5p| $Ig HHo R di At A%
o2 5-FULVE F-A|81HA] irinotecan®]| L} oxaliplatinA]|
Al 93 77 Fol 3 A FRO7F B717F JsgshE oA
Folsht 459 “sopandgo” PHOE AT F3t FA
7] §lo] A& oz FAARE AT & BT,
o F7k0) 05 8 Ajol} gLowiA ok Foiz QIgh B4
< 3A 29dx Busta ok =, ol ghetolet
Shejeks PR Fo 7|7lo] A4PSE ok BHO
= Ag &a} gk 4 9] Rl 671 2ead F
3749e] SFULV 24 Eof 23] 52 ol 344 7t okes
& 4= W 5 S40] glo] TYY B M Y
& ol 4% Sk szl g wo} Be A7l waw
Aoz molg B
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3. MZsty BN x|2o| WA
2 4 B Aol bk SRS M= {49 Sht

2 A= AAIEC] T ol§H AL Sl ol A=t

A Al GEEIAE 34 A e S, Ae
7HA] FftE]o] o] & |1 Ql= ATt A e £4 A
FEA) 9] 25 bevacizumab (Avastin®, Roche), cetuximab (Erbi-
tux”, Merck KGaA)¥} panitumumab (Vectibix®, Amgen) S
o] glom, o]FA bevacizumab} cetuximab Tro] =1jjo]|
Ao ik

1) Bevacizumab

Bevacizumab-2 @3] AdAe1  vascular endothelial growth
factor, VEGF) 9] 2|7t=of Ajtsto] FF A3t iy
= AAIs=s FA= A S-FUE 222 sk 13 52
27 AR EFaH o R ujat AF|REQPH A (FDA)
I FHOFE7ITHEMA) 2 7E] 11 ARg-o] 53lE] o] Hol/d
tieke] B& zayos de) e w ok’ 13 2y
o2 g A5 Am R [FL A|A|of| bevacizumabi} ¢
oRs F715E 34} vl Aol 4] bevacizumab F7Hto] HE
3] 22 OSE B g Oom(OS 20.3 vs. 15.6 months, HR for
death 0.66, p<0.001),” FOLFOX3} FOLFOX®]| bevaci-
zumabZ 715t 9] H|IL 34 NO1696 A-Fol A <A
bevacizumab F7} Fol| A PFS7| 2Ju]| 1A ZAcK8.0 vs. 9.4
months, HR 0.83, p=0.0023).” T3} bevacizumab2- 23} %]
FEAWORE 2 YA Busty Qi) EE8 - irino-
tecan®|} oxaliplatin®} -2 A|A| e} HFQHO 2 AME-Sh=
A Bt} a3y} dojxu, FOLFOX2} B3y A] 22.7%,
FOLFIRI®} &3 949 A] 42.1%2] RRE Ho]1 gck”*P
53], XA EAS o= g A7 eyl izt detE
A 0]| A= bevacizumabd} irinotecan &%+ Ho| FOLFOXE
ZIRE O A2 52 OE aHET o AMES dA
Al7|H, 87H o] A&7 Ao g a9 X7 =Y
ot gofsid A3E Mol thaollA 13} 3
22} X| &R 2 A] bevacizumab} irinotecan®] Z§tQH-L 7]

L']O
o

o

:

=

R
=
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Table 2. Treatment efficacy in the CRYSTAL and OPUS trial according to the KRAS status

CRYSTAL trial® OPUS trial"!
Wild-type KRAS Mutated KRAS Wild-type KRAS Mutated KRAS
Ff]é:é? FOLFIRI P iotl;l,i{l FOLFIRI P Fngg( FO;FO P F_?ng[),( FOLFOX P
Median PES (months) 9.9 84 0.0012 74 77 0.2661 8.3 7.2 0.0064 5.5 8.6 0.0153
Median OS (months)  23.5 20.0 0.0094 16.2 16.7 0.7551| 22.8 18.5 0.3854 134 175 0.2004
Response rate (%0) 57.3 39.7 <0.001 313 36.1 0.3475| 57.3 34.0 0.0027 33.8 52.5 0.0290
CET, Cetuximab

o] IAHQl 22N AH8SHE 49 Bt RR} 059
37h HellA o astHolrt.

2) Cetuximabl} Panitumumab
Cetuximab} panitumumab-2 33 A4} (epidermal
growth factor receptor, EGFR)o|| A= 7| H|2hakA|(chi-
meric antibody)2 EGFR AT A| A& Aoz A £
S AAIFITE EGFRE dige, kel T73eke] A
szuto]] Walshs Prhild e Ao G4, F4, AP A%
Ago] Hofgieh Fdf 80%9] F=xAoA s, AH
F7L A57) Bt AR A Yk’ & EGFR #3
A FE A= cetuximabi} panitumumab, erlotinib 50| 7]
of oy, dpget eiAe] B3k gloka W T Qe o
EGFR %7 X|&A|+= cetuximabi} panitumumabo|ch.
Cetuximab2 A} A THA| 9| A HE bevacizumabi}=
99 F2 dolYigee) B4 A2 A9t AR
uhgzol ol AT o)) A AFA irinotecanc] WS-
o] gl 014 TAHIoIA cetwximibo] irinotecan®] A4
= Azhs 7Fs A AlAs e H, olzjt
7V v O & irinotecand}; B3R H O 2 AN AL}

ximeb Zg}o] tfgt dts oA JAINL AR 12} X 2A]
249 g A FE= E9l7lolth 2006W ] ASCO
meeting®]] 2E¥ CALGB 80203 7oA FOLFOX2}
FOLFIRI %3 29 0] cetuximab 2715192 w] RRo| 52
%2 cetuximab2 F7} 3}R] &2 7(38%) 9] H|3| HF3]
=oith ¥ ® o2 Jd3 2 3379 diAke 2 FOLFOX-49}
cetuximab 232 ¥1} FOLFOX-49] &3}12 u|w3t £ 9
T2k 4 AFHOPUS Aol A= cetuximab 3ol
60%0l| 717k 2 HFSES Ho|HA Ui FXEAAIA
£ 2XF AL 7hsl Foka Baska glo, 59938
tjAko 2 FOLFIRIS} cetuximab &3+9 ¥ 1} FOLFIRIS H]
WEF W) o] F2+9] AGL(CRYSTAL G)oflAl= OS]
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= & Aol AT KRAS wild typed]l 4] cetuximab &%+
QHo| PESo] A o2 =8 Ao Z H sty gJtHTable
2.4 g 22 218 CON Ao AE wildtype KRAS
9] o) dth g eASolA oxaliplatin} cetuximab =29+2

217} NE2 ARPS ) 05, PSS] 318 27} 919
t}¥ 22} X ZA|ZA Cetuximabol] Hj3t A= o]u] o7
AtellAl 2 maa7F YFE A, 13 FEA 2ol BEg-o]
Sle Aol gAY FAEE A SR cetuximabit irino-
tecan, oxalilplatin, 5-FU 3} &3 9oz Ajgjw 2y
Aol A AAA el RR2 13.8-23%0]1, OS+= 9.5-2071<
2 HjaE 2 XS Ho|u Ykt x|t 40 Bl
A Mol ol A cetuximab EFLHO = 27} X &
T 17.9%014 &S AFT 4 YY1, 132 FxjolA
T H|2LE FASHA BT o QLo cetuximab 72 ¥
Aol thig Aol A A2l 13} A=l ¥E-g-o]
ge ) 27 N2 awe) MEe] £ We 1 gk

Cetuximab =819 7hs/4dS A2 AAG A=
F=9] 24 AAF <21 BOND (Bowel oncology with cetuximab
antibody) G2 irinotecan®] AFAS Hol= Ho|AthA
¢ FAES gAAC R cetuximab =S HI} cetuximab}
irinotecan &3+Q HHS F2+9] A5} 2.0, irinotecan &t
QO] RRo| 22.9%2 =A|qh, cetuximab T Q-+ &
A 10.8%9) 9Hg-& BYE” &, EgayoR A o
=4S 1Y gohd dEa o2 AR ou|l= RRe
Hlvkar & 4= Qltk. shA|Rt ob2|7kR] = dEa o] thgt
AFEL o]A°] Q19 irinotecan, oxaliplatin, 5-FU 5] €t
SSHA = 34679 EGFR 44 SRS HC= cetu-
ximab G=X 25 Al 7| 24 A olA= PFS S
Zrol 1.470(95% CI, 1.4-2.1 months)o] 2100, OS% 6.67
2(95% Cl, 5.6-7.6 months), 14 RWEL0] 27%2 cetuximab
O A2 oz 2 G3E /| dep) Rk o 144
¢l A A= HESo] §l& A A=l & = Q=
o} X2 W % shE Basta ok gy 5721




UM 9 TS SHTH FRYNOTRS Y A=) Ot

[ o

< o2 3t Ayt Aol o9k gl OS (Hazard
ratio for death, 0.77; 95% CI, 0.64-0.92)9} PFS (Hazard ratio
for disease progression, 0.68; 95% CI, 0.57-0.80)& 2£]=|3]
A ARAIFLH, 53], FofF & A A H=E 059
FIE 5T = e P ASAAE st £3,
KRAS S3Hl0] o]57} cenximab®] &} |53} 2 712
o] 83 "7t H=d|, KRASE= EGFRE] 454 A oA
Z 2% IS sh= Thild R KRAS o7t QL2 cetu-
ximabof] #|%/go] glof A& a7t WojZlrtk &, cetuximab
8L KRAS @ 0|7} glofoF SFAL(KRAS wild type) 2FA]
SOl Qg T3 g AR WSS 2 B} S R
2 % ok

FDA2} EMA (European medicines agency):= wild-type
KRAS 2] Aol A thAet 2415 = irinotecan S-& oxaliplatin
2 a ol gt 39 cetuximab GEQHS 22} 22
Ak QAo Cetuximab 232 wl= F3 9 5l
7)1&0] ZF th=d)|, FDAQ] ¢ irinotecan B39 A&
of] Aufg A& irinotecan 2 QMO Z cetuximab AFE-S
Qgaka glon], EMAGAE TE o] ofd 2grol
o 23 A2 o] Yol 13 ARARE v ARGT 5
Q== 2015t k™ = AE|E| B cetuximab2 irino-
tecan®|4} oxaliplatin 23 H-S vEFS 2 3lo] KRAS wild
type®] &o] E7FsS Mol EAEA T2
g e, 2FaRe s 13 A5 FA A 25 (sal-
vage treatment) S 24| 22} o0]A}e] QHO R = A|E=F 4= Q)
o, G=9H 9| o= 22t ol A=A Al=E 4
A

Panitumumab-2 cetuximabi} Z-2 EGFR 3] & X =&
A o] A9, cetuximabo] A7} F o] =7} chimeric mono-
colonal antibody¢! ¥} t+2 7] panitumumab-2- £~} human
monoclonal antibody©|th.

doldrird el 13 A=A =A] panitumumabe] thgt PRIVE
A= 1,183 Ao & FOLFOX z3gtuke] F2H9] vl
2 A 34 YA AFolth? o] dFto] A FOLFOX-4
Z3ol| panitumumab-g 3715+ 77} FOLFOXA47-S thAre.
2 PFSS} RRE ¥ 23Rt panitumumabA) 4] =oj2o]
PES 9.671 €] RR 55%, PFS 87| &<f RR 48% <1 FOLFOX-
4 TS 940 BTSRRIk B3, o Aol
CRYSTAL & OPUS 9179} uls:a] KRAS <1017} 9]
£ 4% B S5y 2ok paniumunab £} 3}
7F Rtk

AL

Aol et 22+ A &A= A] Panitumumab Z3}o] o
g A 34 A At BaElET), 710 EGFR #
A 725 ALfRt 1A HQ AR 2E LE Mol et
SRS o]| 7 FOLFIRIS} panitumumab %327} FOLFIRI g
529 & 23S v wstHE 1 panitumumab 23]
A PFS (5.971¥ vs. 3.971¥, p=0.004)= oJu|UA A
RR (35 vs. 10%) = =qtom 29k OS (14.4 vs. 12.571¥, p=
0.115) HA] Jmli= QAT 2PTolA o ek 2ot
KRAS Z¢ /o] ol A= panitumumab 37} FOLFIRI
=512 PES, 06, RRE| 2}el= gigiet FDAQ} EMA= fluo-
ropyrimidine, oxaliplatin, irinotecan 2% L bevacizumab
52 cetuximab ZFA| 2o Hufj3t EGFR 2@ o] Aol of
A IAELR A OCZ panitumuab BE X2 E Q1S
Atk & 712 A7 AE2 ATEH panitimumab-2- cetu-
ximab¥} UR7RR| = K-RAS wildg 9] o] dthaere] 13
23 A2 7K58) BolA, ol7iA] o e A7t Wa
sitk. o|2gt & EGFR 34| 2|8+ 0|84 22+ EGFR &
ol Zue2 o makel AAY 2 4 Aok AEHoe
EGER " o3 o) AAM Rielzajsisie e 2kl
3 % Qs olzlat 2AsHel walsl EGRR 34 E4
27} of| Aol QHAlE ok WIeA el
2 AToIAE W25} A0 4 0] EGFR 98 A=
+ EGFR @A) #2] X &0l thgt vhgih= 783t ARt
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A 22|35t g o] EGFRE| HIFEES wHGst7|= ojEth
T B Asfoltk” EF, cetuximabo] %2318t o]
A EGFR @& o] HA] ¢b= tiad SAtoA: axE Hol
E 9FE BuEn go

I AP HFLS 2 7Sh=t] B=3H] A BAIE 2
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BOND II ¥1= irinotecan ¢} ojFof wlg}t X & 2 U
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3R =g, ot 2% OS7F 14.571 9 11,4719 =2 bevaci-
zumab X & o] §l= R}o)| A cetuximabd} bevacizumab
o] & AAE Al Foistode S0 HeHA] FOHA
g 5k £ Ao yehgrh” a8y 20099 EGFR
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Lo, yigshsel A BuE Bake) vlE CAIRO-2 79}
4 34 T @A72) PACCE A7 7129] g0} A
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Table 3. Treatment efficacy in the PACCE and CAIRO-2 trial

PACCE trial® CAIRO-2 trial61
Oxaliplatin-based Irinotecan-based Wild-type KRAS Mutated KRAS
chemotherapty chemotherapy
+ + BEV HR + + BEV HR CAP + OXA CAP + OXA CAP + OXA CAP+ OXA
BEV and PAN BEV and PAN +BEV+CET +BEV P 4+BEV+CET  +BEV P
Median PFS (months) [11.4 10 1.27 11.7  10.1 1.19 10.5.3 10.6 0.3 8.1 12.5  0.003
Median OS (months) [24.5 19.4 1.43 20.5 20.7 1.42 21.8 224 0.64 17.2 249  0.03
Response rate (%) 48 46 NA 40 43 NA 61.4 50.0 0.06 45.9 59.2  0.03

BEV, bevacizumab; HR, hazard ratio; NA, not available; OS, overall survabil; PAN, panitumumab; PFS, progression-free survival;

CAP, capecitabine; OXA, oxaliplatin; CET, cetuximab
= 235 EAH(Table 3).

CAIRO-2 A= oA A&k o] gl=
o R} 7558 A O 2 capecitabine, oxaliplatin, bevaci-
zumab £ FH(CB, 378%)3} o7]9] cetuximab-& 7}t
TCBCE, 3779) 22 tHro] PRSE Hlaatgeh” Ak
of Zo|A] 059} RRE: k7] esra]al,

Aol g

CB#¢] PES7} 10.7
N2 94704 2) CBCHE Hrt &0 3lA 231w (p=0.01),
ko] Ao| g3t B4 HA] CBo)A] ] =9tk T3 PACCE
A= 1,053 tide 2 AJ3et = A<l oxali-
27t+9] eFA| 9] bevacizumab Z g3} bevacizumabi}t
panitumumab-2- FA]o)| 23, 18] irinotecan 7+2] oF
A|o]| bevacizumab 23} bevacizumabi} panitumumab-&
TAY 22 H|w3H-S o oxaliplatino| U, irinotecan
Z3ha 2o A bevacizumabi} panitumumab FA] 23
o] PES, OSofl F3% a7t giglem, 238 panitum-
umab®] Foi2 Qg REAO| AT 2L obE B
28 5 BAHAL AT ol ATER A EGRR
RHAR Q¥e ) Zeolt Bg AR woie 7129
Yerael 14 RO F7tste] A Yol W%
o, 27) 23 ol B A g2 AEE T B2
FA Botal 235]8 419 S HolZy X849 o5&
flof Helth

platin

4. 20| =4

Hol et ol 124202 ojust X289l 4
2 Sk B VIS 9 10 e B
Tejste] gatelge] sl & Aol 53, A 72

¢

B gl y% 1 Ao A7 o2 AXSL 2 el
oA W 27h WY S ol 4L olalstaL Qlolob
SISk OB Sl o) 1b=robAl At FOLFIRIS] 7

< irinotecan© 2 ¢13] B RZo|u} AR} e A%y AW
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FOLFOX$] 7% oxaliplatin®] £J3t
ool 8 ol L i =
7} ol <lgt 2] 5 Weysy
9l EAL 10% qmi S-FU D=2 97} H|a e o =2
AL ot} Capecitabine 2] A9}4(mucositis) 2] W=+
SFU AFa ¥ B Arjar 2uEy QAR QAR fast
+= irinotecan®} B3 O 2 BT AHLo= 5-FU AF
o] sck AEo] o AlsA wAR 4 ek Teit et
%91 o 0] A% SFU 45 2y wrf Gas] uhgo]
Aoyt 5ol T4 g2 A=Y FHARAE F
& A& Aol g 4 Yok

Bevacizumab>- thA| 2 =/do] 2]A|gt 73-9-of up=t AN
A5 22 Fa8s A2 & lon, 189, B,
29 52 9o 5 Uk Bevaczumabo 2 g THYS
BT FAEYAR A 24E 5 JAT EEA 1E8Y
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2 5 o] AR B0l e W 24o] a7} 53,

THLo] 49 TYLS FHST U2 ] 1 AHEst 271
o4 Sick P BB, 8 B7 U] 5% o bevacizunad
o2 ARWE FAZoAN Rgl ubt gy, ol
P850l YT 7f-olli= bevacizumab®] AARE-S F3fof
31c}h® EGFR ®32 X249 cetuximab} panitumumab2]

RGO usin, A2 Fuist Wl 7P £ oA
FAGL v AR A W Wk, & =gt ulkgt
A (acne-like rash), W5 Az L wR 4 S} Anky)

#8FoIth” Codmab g HAL R & BE AN w3
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k7] A AAX = Pol2eAe
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og
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FOLFOX A|A|o]=, FOLFOXIRI®] 4] 892 oFF 542
A1, 9po) 1% S} ol w2 13} A2l Hhgel
AL S AT 5 9l AR §4 59 soltkFie 1).”

3L, irinotecan} oxaliplatin 28-S A 8iE 39 5-FUA|
A= 78787 capecitabine Hrh= A5 88o] Hrt bl
ot Zglto|t)k AE8HA Q] AJA|= bevacizumabd} anti-EGFR
G cetuximab} panitumumabo] o] ohgete] 12} 2|
g2 Tday] 9 z3kay 2o it A9l anti-
EGFR A= K-RAS EAWHol7} ¢l wf axp&oln, 53|,
271 o) Fe] A=A AAIY 2 A8 o5 fith
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o, B3 280 5 WE 5 HAE #ola, & o B2
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A7 B8 Ao AN, ok FF Aol

Never resectable patients by
multidisciplinary assessment

4 i N
Aggressive disease, " Risk of toxicities
tumor-related poor i Indol_ent Goease because of age
umor-related good
performance status performance staius and/or
or symptoms comorbidities
K-RAS K-RAS K-RAS K-RAS K-RAS || K-RAS
wid type mutant wid type mutant wid type | mutant
*Doublet + || +Doublet + *Doublet + +Doublet + «Tallored treatment
BEV or CET BEV BEV or CET BEV *Best supportive
*FOLFOXRI ||+FOLFOXRI | | +5-FU/Cape + || +5-FU/Cape + care
BEV BEV
«Consider early ||*Consider early
stop and stop and
intervals intervals

Fig. 1. First-line treatment options for different unresectable mes-
tastatic colorectal cancer patients categories on the basis of clini-
cal and molecular factors.
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