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Randomized Trial of TAS-102 for Refractory
Metastatic Colorectal Cancer

N Engl J Med. 2015 May 14; 372(20): 1909-19

vl Suril FTD/TPI vs placebo

20+

&0+ Hazard ratio for death, 0.68 (95% Cl, 0.58-0.81)

P<0.001
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Overall Survival [35)

04

204

104

o

! * 1 ! ! I v 1 ! ! ! v ! ! | ' . 1
1] 3 & Q 12 15 18
Months since Randomization

Mo. at Risk

TAS-102 534 459 204 137 64 23
Placebos 266 198 107 47 24 9 3

=i

Median OS 7.1 vs 5.3m
(HR 0.68, 95%ClI 0.58-0.81, p<0.001)
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Trifluridine-Tipiracil and Bevacizumab
in Refractory Metastatic Colorectal Cancer

N Engl J Med. 2023 May 4; 388(18): 1657-1667

FTD/TPI+BEV vs FTD/TPI

Owerall Survival

100+
a0 Hazard ratio for death, 0061 (953 CI, 0.4%-0.77)
P<0.001
.E ED+
2 70
]
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@ 1 2 3 4 5 & 7 & 9 10 11 12 13 14 15 1& 17 18 19 20
Manth
M. at Risk
FTO-TPI plus bevacizurmab 246 244 239 230 Z17 203 183 160 149 131 119 104 BB 69 52 37 24 13 2 O @
FTD-TFI 246 247 30 205 184 163 143 120 10B 95 B5 76 63 44 24 16 10 5 2 1 @

Median OS 10.8 vs 7.5m
(HR 0.61, 95%ClI 0.49-0.77, p<0.001)

Grade3A Eogrd ka4 43.1vs 32.1%
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Low-dose versus standard-dose olanzapine with triple | j1cet Oncol 2024: 25: 246-54

antiemetic therapy for prevention of highly emetogenic

chemotherapy-induced nausea and vomiting in patients ® - 4 o o/~
with solid tumours: a single-centre, open-label, ] 7-1.0%(95%Cl -100.0 to 9.0)

no n-inferiuriti, randomised, controlled, phase 3 trial

Difference in percentages -1-0% Non-
(one-sided 95% C1-100-0t0 9.0) | inferiorily
7P E2.5mg(low-dose) vs 10mg(standard-dose) P o ’
N = 267(ITT population) FELET—T 2 10% BPI /I S SRS S R S A

Difference in percentages for complete control on 4-point
categorical scale (n=267)

TEFHMER -

100 4 .
=) =1 _/\. / 37 — = 10-0 mg clanzapine
CO m p | ete CoO ﬂtl’O| <ulﬂ__ﬂuj:7|:_:|:_ﬁ%u'fﬁ|]) ZA;\_—\ *ii 80 ™ 2.5 mg olanzapine
\ ~ o
(0~120fsfE DMERE A L. HIREEEIAZ L. bk L 70 I 3BE) .
5 .
=3 L MR (5555 3o E 7 | 7635 73132 .
2R AF - R, FEEr(BOE). LY XV £ 20q |(66%) (55%) iﬁ? 5315“}
[
= o0 T |
Mo Yes
§ 250 'ﬂSE\ EE : fg%ﬂiﬂﬁﬁ:ﬂ:e : 0-80 ﬁfﬁ\j—,\{ﬁ—F Complete control in the overall phase
g 2007 } i £ 0.60- Figure 2: The percentage of patients with complete control in the overall
¢ 1504 i |4 phase (0-120 h)
5 E E ﬁ 040 The proportion of patients with complete control in the overall phase in the
£ 100 i 8 10-0 mg and 2.5 mg olanzapine groups as per the 4-point categorical scale. The
E\ E 3 8 0204 difference in percentage with one-sided 953% Cl is shown with the
s 0501 i ® = { non-inferiority margin.
=
0 T T T T 0 T T T T 1

1 2 3 4 L 1 2 3 4 5

—_— \Y
Days since chemaotherapy administration Days since chemotherapy administration j_ 7 \/ -Ul to \/ Lj: 2 . 5 m g T\\ L \ L \ ?
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AF/—H; ﬁ4ﬂmg

Stivarga tablets 40mg

6. RERURASE

iﬁ?’ JJE-H.LELJ?'}:_ FEL gll]l["[lﬁl]mg?“r'

_ﬁtﬁ‘w

_#L%I*H#JLPL"L'J“ HighEd, f::.i:.-
HEIZEDETMERT D,

7.2 Bl ZEREEYS LIS, SRS ERELT
FEHEOCmax EFAUCOER TFHESH GRS EH
B, TR TS, £, MERLELRHLE
A = e LS, iRl fEody & e
LTt #E®OCmax B TFAUCHOE FAESH IS

Skdn, AMEEREEEOLS ERTLS D LY
F Ly, [16.2. 18]

F REERE(50.3%)
AT REfE = (7.7%)
BUIE AT 2% (BEEE~8R)
FF2(0.3%)

=78(0.9%)

Orerall survival (%)

Mumber at risk
Regorafenib
Placebo

754

25
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5682.6 1/ £E

Regorafenib monotherapy for previously treated metastatic
colorectal cancer (CORRECT): an international, multicentre,
randomised, placebo-controlled, phase 3 trial

Lancet. 2013 Jan 26; 381(9863): 303-12

—&— Regorafenib 160 mg
—&- Placebo

HR 077, 953% 01 0-64-0-94 p=0-0052

Median OS 6.4 vs 5.0m
(HRO.77, 95%Cl 0.64-0.94, p=0.0052)

o T

T T T
] 2 4 é é 10 12
Manths after randomisation

: 187 93 13 7
150 75 32 ] 3

b

452
21



N HR (95% Cl)
All patients 760 —_— 077 (0-64-0-94)
Race
White . £93 — 076 (0-61-0-94)
asian )7 S0 )7 N 11 . 079 (0-44-1.45)
Sex
Men 464 —_— 077 (0-60-1-00)
Women 296 —_— 0-75 (0-55-1-02)
Age group
<G5 years 475 — 072 {0-56-0-91)
=65years ()5 },%:Z 2L s 285 — 0.86 (0.61-119)
Region
Morth America, western Europe, lsrael, and Australia 632 —_— 077 (0-62-0-95)
nsia )7 < )7 104 . 079 (0-43-1.46)
Eastern Europe 24 - 0-69 (0-20-2-47)
Time from first diagnosis of metastatic disease to randomisation
<18 months 140 —_— 0-82 (0.53-1-25)
=18 months 620 — 076 (0-61-0-95)
Previous anticancer treatment
WithVEGF-targeted drugs 760 —_— 077 (0-63-0-93)
Fluoropyrimidine, oxaliplatin, irinotecan, bevacizumab eyl — 0-83 (0-63-1.09)
Fluoropyrimidine, oxaliplatin, irinotecan, bevaczumab, anti-EGFRagent 385 —_— 071 (0-54-0-94)
Previous treatment lines
=3 i —_— 071 (0-52-0-97)
»3 459 — 0-80 (0-62-1.04)
Previous treatment lines for metastatic disease
=3 395 e s 079 (0-60-1-04)
=3 365 —_— 0-75 (056-0.99)
KRAS mutation at study entry
Mo 299 —— 0-65 (0-48-0-90
Yes R A S ’ZJ—\‘ E 2(7) U 430 —_— 0.87 Euﬁ?—nz}}
Baseline ECOG score _
o 411 — . 070 (0-53-0-93)
1 349 077 (059-1.02)
Primary site of disease
Colon E' - 495 — 070 (0-56-0-89)
Rectum |B H?w— 220 . 0.95(0.63-1.44)
Celon and rectum 44 = 1-09 (0-44-2-70)
T T T T T 1
] 05 10 15 2.0 25 30
o — o *+— BE—
[/ — -7 7 T - 7 'T% 'Tiz Favours regorafenib Favours placebo

S:Saitama Citizens Medical Center

(B) Subgroup analysis.

HR=hazard ratio.

ECOG=Eastern Cooperative

Oncology Group.

Lancet. 2013 Jan 26; 381(9863): 303-12
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REG=EMETHIIB L, #NET 277 ED
DR & B % 3 L 7228 ZE SR,

Regorafenib dose-optimisation in patients with refractory
metastatic colorectal cancer (ReDOS): a randomised,

multicentre, open-label, phase 2 study
Lancet Oncol. 2019 Aug; 20(8): 1070-1082

Dose-escalation group

l"-’n-r‘"?“ — Dose-escalation group
an) LH — Standard-dose group
30 ¥, NEI -l =
_ e 80 — 120 — 160mg/day & LIEZ & (1215 =
ti‘u— ‘-»1‘ _—‘Ll, X éiﬁ%(OS) A - - — .
. S ™ DABEILTY 2 o 1 5 FBE Thlkic
= 604 & . \
; 50 5 1 e
3 N, Y
Sl o Standard-dose group
30 e ‘\_\\—A% - <
— 160mg/day CR#B L. M A >N 5ER Y kit
10~ ——tyy
Ve 3 6 9 12 15 18 21 24 . R . .
N:mberatri;l; _U_ \/ 7 }l/_U_ /r X @ ﬁ:ﬁ% :E) % U 1%@4\% Cj:/j_\‘d_ T
(number censore >, > ZIN
Dose m-:a|a;|on 24 (0) 44 (4) 5?)4»‘: 26(4) 14(4) §(11) 5:11;‘,1 0(14) > \» A fd: L N :E) 0) 0) N E_yji\’—% E/\j fd: 'fﬁﬁﬁ 7£ (/\—— j/Jj 2 T L A fd: \/ A o
Standard dose 62 (0) 45(2) 28 (3) 21(7) 10(12) 3(14) 1(16) 0(16) N — e
BEEERILIZIIFRE,

Median OS 9.8 vs 6.0m 3 A ZILBICBITTCE-ESIIEZ TWE -9,
(HR 0.72, 95%CI 0.47-1.10, p=0.12) HIREIIREREICRYES,
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ENCO -+ CET =£=BINI
(ESTRE +7—E BudR + ATRE)
CET 7—E%v o X

400mg/m 12049 L/(l?¢250mg/m 60 LEEZ &
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Encorafenib, Binimetinib, and Cetuximab
in BRAF V600E—Mutated Colorectal Cancer

N Engl J Med. 2019 Oct 24; 381(17):1632-1643

A Overall Survival, Triplet Regimen vs. Control

Median Overall Survival
1.0+ mo (95% CI)
03+ Triplet 9.0 (8.0-11.4)
= 0B+ Control 5.4 (4.5—6.6)
'E [ l‘"\ Hazard ratia for death,
& 06 "\._h 0.52 [95% CI, 0.3%-0.70)
5 LY P=0u001
0.5 .
E
= - -
|
-g 0.3~ :
024 h
014 ] Dnrlj.rl:ﬂ
Lt T T T T T T T T T T 1
o 2 4 [ & 10 12 14 18 1&8 20 22
Maonths
Mo, at Risk
Trigslet X4 186 141 103 6% 37 24 14 @& L] 2 1]
Contral 221 158 102 &0 34 183 15 L | 2 1 1]

B Owerall Survival, Doublet Regimen vs. Control

Median Overall Survival

L0= mo (95% C1)
0.54 Doublet 2.4 (7.5-11.0)
- 084 Control 5.4 (4.5-6.6)
E 074 Hazard ratio for death,
0.60 [95% CI, 0.45-0.79)
5 He Y T
0.5 '
B
B 44 b
=
-2 0.3 L L Doublet
0.4 ! T 'I.-.-.—.—I.
o1d |Cun5m
I:I[: T T T T T L] T T T T 1
0 2 4 6 & 10 12 14 16 18 20 22
Months
Mo. at Risk
Diublet 20 1%4 133 £7 57 33 21 12 E 3 1 O
Control 2210158 102 &0 34 1 15 7 4 2 1 0
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ENCO+BIN+CET or ENCO+CET vs CET+ IRl or CET+FOLFIRI

(Triplet) 1

(Doublet) 1

[3FiH R

(Control) 1

_p | ETTHEB00mE GO AT (4Eme 2 BID
+ v T 71658
. S — J mmEa. HETSSLEED jﬂn
R 5 EhLy
P vl PN [2R5+AR] RREC XORNRRED | )
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Pembrolizumab in Microsatellite-Instability—High Advanced
Colorectal Cancer
N Engl J Med. 2020 Dec 3; 383(23): 2207-2218
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Mo. at Risk Stable disease 32 (20.9) 65 (42.2)
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