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oz 98.6 85.2 74.8 8.7
EgE 94.1 833 63.0
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P 93.5 85.5 53.8 15.6
EIAAMTI Y — SEFHE 2016615208



IR RE - ETBRXBEICHT S
NERIGROZEE
1980 1985 1990 1995 2000 2005 2010

Best supportive care

(BSC)
BAIC#13 3 &ER

‘l‘VYVV

5-FU Oxaliplatin

Irinotecan in 1994 Bevacizumab

S-1in 2003 | = :
Oxaliplatin in 2005 Cetuximab
Capecitabine in 2007 e = :

Bevacizumab in 2007 gﬁo)ﬁiﬁ FEUNTOUITED | g
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Aflibercept in 2017 Z2OFES




—RBEDOS L PFSOEE
(ETEFEXEE)

—aED0SF30MA sx . EEL TS

w
(&)
|

30 - - - —

— RREUEDABERENE T E SRS

ARIKDICBROTEELEZASND,

5 - —rsagnPrsiZ 10D coarEnzern L

D
2014

m%@ﬁsmﬁ%éﬁﬁf?u&%nﬁg

A A




IKEREBRED A RS >/ [EEFR20165Eh ]

PN
(( o) :l:lﬁjj:f otctal7anj 4

BB 20165EhR

KBRS i

Japanese Society for Cancer of the Colon and Rectum

SRHRFRIET




(Stage VKISED;aRSE)

EIBEBEVIRR
[RFEE VIR AoJgE
E%%k&%ﬁﬁ‘
724 A
BREEYR BRE GBELD [RFEEVIBR

+ERBRIR PR DXL +EBRYIBRUAN ORI

" RERCLHER AHM, SERM, Z8- F7, RREFLLSER,
™ PIRUA O G RERENFE, CF2RE BARRELSUKNTHERICN TS
BRAHEESR,




2) MEFBOERGEH

- FRERBDBRICIE, FUBREEREFREE, BEREENSS.
- FERIBERDYIBRN el gE THNIIRFIREZEE T D
- BRUIBR(C(IRATEVVIBREBPS GER#REY) CIBRN'SHS.

Rt U BR DB L E 2

(1) Mia=IaE,

(2) ERBENFHE=NTNDD, #IH0IEE,

(3) FHERiSE = BRI < UIBROIAE,

(4) BOSVEREBARLVDY, HIEIETRE.

(5) +HT1RFERAIHERE.

- YIBRAsERtenis C2BREN—ELU LITRENDIHEE, 2BIEFEEEEET D,

- MMABEIMSA TS, REEECMNGBIFIHENTUDD, 08T, ScmElAOIMERBESN'3
B THNIHFHEMEHRABEEZEE T 5.

- EBRENRRMSS(LEYZBSCEITD,



3) B DaRG#H

- BERBERBERLE UTO—EL UTRREENZ I ENDRBLY, AFNIRN I SN ZRE
(T LTI, FlEEH3 U\ EHEHEEEZEET S,

- EBIRRE, MOEBEDIRREZREL, MEBEOASSE, M, MERBENZHEL CTRENEE
BEEIRT Do

o VIBRABERI(C (SHEHEELEEZE T Do

(FhEuE)

Rt R DB G E 2

(1) BHRULDEGHFE.
(2) UBRICEKDEBRIIERERE SIS,
(3) AhAEBRODERAZNRLDY, HIGHIDIEE,

(R RE)

o BFERAER P EEEARE T UEEIR R EOIEREN S BPABIHIC L DiEsZ BN E 33,
o ZFMBERABHIOCINHIBROXR EIRSIR I S RERAEH TR EZEET D,
- BBRIBAEIEN S L T3~AELINTIcmE T THNE, EMRGHREFHEEET B,



tJPRAEE

\

MNEENEREIRDES

DEIN

—REHI>

FOLFOX/CapeOX/SOX
+ Bmab

FOLFIRI
+ Bmab
FOLFOX

+ Cmab/Pmab

FOLFIRL
+ Cmab/Pmab

)

)

or
FOLFOXIRI

FOLFOXIRIL
‘ +Bmab

1

FL/Cape/
UFT+LV/S 1
+Bmab

/

< ZREE> <=REE> <WREE> <ERAEE>
FOLFIRY/IRIS/IRI IRI regorafenib ]—{ Ths 102
+ Bmab + Cmab/Pmab SREEGE IHEEE
or or
FOLFIRI Cmab/Pmab [ TAS-102 J_{ regorafenib
+Rmab or or
Afliberce pt FHREFEE SERG
regorafenib }‘{ TAS-102 J
FOLFIRI/IRT I oo
et St SR
TAS-102 J‘{ regorafenib J
or or
HIPREETA SHREEE
regorafenib TAS-102
IRI or or
FOLFO):{'C%P:OX/ SOX }_> + Cmab/Pmab SHAEESE ARG
or
Cmab/Pmab TAS-102 J_{ regorafenib }
or or
ESph SHREEGE
regorafenib }_{ TAS-102
FOLFOX ol LN
+Cmab/Pmab IPREEGE IPEELA
S TAS-102 regorafenib
or or
FOphe s SPREEE
regorafenib { TAS-102 J
FOLFIRI/IRIS IRI or or
+B mab SREEGA HHREEE
FOLFIRI TAS-102 rego:)arfenib
+Rmab T SRS
4Aﬂ|-b—er—c-e\Pt regorafenib [ TAS-102 }
or '—) or
FOLFOX/CapeOX/SOX SIfEESE FfEE A
+ Bmab TAS-102 regorafenib
or
pORE s ik
regorafenib [ TAS-102 }
IRI or or
+Cmab/Pmab IPERE FHEEE
Cmab?/erab TA‘_-‘gr]_UZ regor(’;’:lrfenib
SPREEGE"? SHERE
\
J;_j%ﬂﬁé’}ﬂ A {iﬁ‘@mt Lr%%%%’ Jﬁb‘@mt Lﬁ%ﬁ%ﬁgﬁﬂ :L;E:'ﬁh:‘fiﬁmt
i . 1DF DR =5
s mclicns ﬁ‘nn\*?—@ CHlN % b B LRI 1S
LoAVEIRIRD B, LoAVEREIRD 2, LoX 2 ERT 3.




IR BEEITBRKIBZE(CTT D
{EFFEDPIVIUXL (1/5)
[ BHARNEGE RS EE

<—RaE> <ZRaE> <ZXREE> <mxaE> <AEGAE>
HLIVEGFin {463
(~ FOLFIRI/IRIS/IRT ) IRI+Cmab/ regorafenib I TAS102 ]
==sAD, j’ﬁ}\/%’_ +Bmab Pmab
or [ TAS102 | regorafemb ]
SOX+Bmab ~ regorafenlb TASlOZ
FOLFIRI/IRI
+Cmab/Pmab \[ TAS102 ] — [ regorafenib ]

\_

< meg— IRI+Cmab/ regorafenib | TAS102
14 51> 51T FOLFOX/CapeOX/ Pmab 9 I ]
SOX+Bmab TASlOZ regorafenlb ]
Cmab/Pmab

[ FOLFIRI+Bmab
regorafenlb TASlOZ

FOLFOX J
+Cmab/Pmab N(TAS102 | — [ regorafenib ]

KGEBENA RS5A > 20165FhR



VIBR AR REEITTHRRKBE(ICHNT S
{EZREDOZIVIVUXA (2/5)

[ﬁnm SRDEGE RS RS

—RaB> <ZXai> <=Xa’E> <XaEE>
[EIEN RASHER
AFHFUTSF T N,
FOLFIRI/IRIS :
FOLFOX /IRI+Bmab | 7 | regoratenib J_{ TAS102 J
+Cmab/Pmab [ or N ]
\FOLFIRI+Rmab/ TAS102 J_> [ regorafenib }

1 TR HT

regorafenib TAS102
[FOLFIRHCmab ‘ FOLFOX/CapeOXJ/ N 9 ]—)[ J

/Pmab /SOX+Bmab [\ _
TAS102 ]..,[ regorafenib ]

KiEEBENA RS51 > 20165FhR



VIBR AR REEITTHRRKBE(ICHNT S
{EFZEEDO7IITUXLA (3/5)

(EHRERERE RS EE

<—RaE> <ZRiaE> <= RaE> <REaEE>
Triplet
" FOLFOXIRI 1 (* IRI+Cmab A regorafenib}—{ TASlOZJ
or /Pmab A\
FOLFOXIRI > or N fenib
+Bmab AN Cmab/Pmab \ TAS102 ] _>[ regorafeni }

\_

KiEEBENA RS51 > 20165FhR



tIBERAHE

ITBEXBEICHNT S

{EFZEEDO7IIIUXLA (4/5)

[Eﬁb T iaEbY, rﬁtaa.%a%]
<—raE> <ZRigE> <=xRaE>
FL/Cape/ )\
/UFT{I-LVp/S/- 1 /J:EEGD H‘Eﬁbmﬁ\ 4 Rl H‘Eﬁbmﬁ\
| BOERERZE || BOEGERSE
+Bmab E] O—IEED E] D= IGAED
o hh S B & $Ib 5 5258 & HIbR
TNB3LSAE ENBLSALE
Cmab/Pmab BIRT B BIRT B
N AN AN %

<MR;aRE>

BOGEIGE 12D E
#l D=REBED
FRh 5 i & 3 i
SNBLSA> &

EIRT Do

\_

/J:EEGD raghiia

\

/

KBERBH A RS51 > 20165FhK



TRIBERER (SBIIT4HESPRRBR)

FOLFIRI+BEV
RIBEOET - (n=256)
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Loupakis, et al. N Engl J Med.. 2014 ;371(17):1609-18




FOLFOXIRI+BEVHEEA
5 A>3 —)U (TRIBERSR)

BABE: K120 —XZET

BEV CPT-11
5 mg/kg 165 mg/m?
5-FU cont
' ' J 3,200 mg/m?
30-90m 30m 1h \ I ' _ J

2h 48h

HESEGE: PDET

BEV
5 mg/kg

TNEN2BRAZ10—-XEUTRDIEY

Loupakis, et al. N Engl J Med.. 2014 ;371(17):1609-18

5-FU cont
3,200 mg/m?2
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OS (&REHmER )

PFS (E&5MlER)
.. 1.0y — FOLFIRI+BEVE¥ 9.71H

)

% 0.9
= 0.8
90.7-
S

E 0.6-
7 0.5
O 0.4
5 0.3
0&3 0.2
S0.1.

2 0.0

FOLFOXIRI + BEV&F 12.11H 0.9

1.0n, = FOLFIRI+BEVE¥ 25.841H8

S, — FOLFOXIRI + BEVEf 29.81 A

>
= 0.8
HR=0.75(0.62-0.90) 8.7, HR=0.80(0.65-0.98)
= o =0.03
p=0.003 S e p
20.5
g 0.4- 5ys-0S rate
%) 24.9% vs 12.4%
= 0.3
3 0.2 ’
. ©0.1
T —— 0.0 Median follow up: 48.1 :
0 6 121824303642485460667278 0 6 121824303642485460667278
§§b$ (months) (months)
FOLFIRI+BEVE} p
BN 53.1% 65.1% 0.006

Loupakis, et al. N Engl J Med.. 2014 ;371(17):1609t&molini C, et al.: Lancet Oncol. 2015;16(13):1306-15.
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G3 / 4 EE.:.E%% n (0 /0) FOhFIEIEBSa/ﬁ FOLFNOER;—SI%IEVﬁ
GFHPEREUR 52 (20.5) 125 (50.0)
FERNEYFREKRIMIE 16 (6.3) 22 (8.8)
TR 27 (10.6) 47 (18.8)
OO 11 (4.3) 22 (8.8)
CEIN 8 (3.2) 7 (2.8)
ME0t 8 (3.2) 11 (4.4)
B|PE 23 (9.1) 30 (12.0)
RS 0 13 (5.2)
= IME 6 (2.4) 13 (5.2)
ARATRINASYE 15 (5.9) 18 (7.2)
BEBESIE 50 (19.7) 51 (20.4)

Loupakis, et al. N Engl J Med.. 2014 ;371(17):1609-18




FOLFOXIRI+BEVE X
15X 11— (AF HxE modified)

BABE: K120 —XZET

BEV CPT-11
5 mg/kg 150 mg/m?
5-FU cont

oo mm] 2400 mgm
30-90m  30m th | " : .

2h 48h

HESEGE: PDET

BEV
5 mg/kg

TNEN2BRAZ10—-XEUTRDIEY

Loupakis, et al. N Engl J Med.. 2014 ;371(17):1609-18

5-FU cont
2,400 mg/m?2




B CHIFSFOLFOXIRI+BEVER

A S =

FOIB TRIBE OPAL STEAM CHARTA
n=57 n=508 n=97 n=280 n=250
FoLFOXIRl)  FOLFOXIRY/ FOLFOXIRI/ FO;ES?_C,RI/ FOLFOXIRI/ FOLFOX/
LSIA> BEV vs BEV + FU/BEV BEV — BEV % BEV
BEV FOLFIRI/BEV maintenance FOLFOX/BEV CT + IRI
(seq’l vs conc’t)
BEhE 77% 65% 64% 60% 63% 70%
mE> dO—JLER 100% 90% 87% 91% 91% 91%
PFS, B 13.1 12.3 11.1 11.7 9.5 12.0
0sS, A 30.9 29.8 32.2 Too early Too early Too early
- Y an f— =]
frn e | (| -
B £ WEUII*E Eﬂﬂ)*ﬂitl%ﬁ
= JACCRO-CC 11 JACCRO-CC 13 QUATTRO
S~ n=64 n=360 n=69
LIRS FOLFOXIRI/ FOLFOXIRI/ BEV — 5FU+LV/BEV vs FOLFOXIRI/

BEV FOLFOXIRI/cet — 5FU+LV/cet BEV

Masi et al. Lancet Oncol 2010; Cremolini et al. Lancet Oncol 2015, Stein et al. Br J Cancer 2015; Bendell et al. ASCO GI 2016
Falcone et al. ESMO 2016; Schmoll et al. ESMO 2016, https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000017623
Sunakawa Y, et al.: Crit Rev Oncol Hematol. 2016100:117-26, VE. Oki, et al.: JISMO 2016 #ISY-17-2
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Research Paper

A phase II trial of 1st-line modified-FOLFOXIRI plus
bevacizumab treatment for metastatic colorectal cancer

harboring RAS mutation: JACCRO CC-11

Hironaga Satake'*, Yu Sunakawa?”, Yuji Miyamoto?, Masato Nakamura“®, Hiroshi
Nakayama®, Manabu Shiozawa®, Akitaka Makiyama’, Kazuma Kobayashi®, Yutaro
Kubota®, Misuzu Mori'’, Masahito Kotaka'!, Akinori Takagane'?, Masahiro Gotoh'3,
Masahiro Takeuchi’é, Masashi Fujii'°>, Wararu Ichikawa'® and Takashi Sekikawa'®
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Surgical Strategies for Synchronous Colorectal Liver Metastases in
156 Consecutive Patients: Classic, Combined or Reverse Strategy?

MDACCIcH T2 AR tIBRe]sE RSB AE B S SRR EIFRRLD 1 566 DEFE T —F DEZAT
v HIBRAN
- combined ([RRELATEFEEOERYIBR) Brouquet et al.,J Am Coll Surg 2010;210:934-941.
« classic (IRFEEVIFR = ATERiZEUIFR)
- reverse (flTRIFHBMEZEEE = FERZEUIER = [RFEEUIFR)

45

40
354 M Reverse strategy I

1.0
.71 Classical strategy

—1Reverse strategy
M Simultaneous strategy

2

Combined strategy
W Classic strategy

o
@
|

o
b
1

Cumulative survival (%)

Number of patients
e o o5 o« 3
1 1 1
!
il
o

0. 1 T T T
T x 0 00 500 1000 150.0 2000
,\cs"gb .@°’b o .@‘bq' ,,9‘3\ ,.;_:P”’ ,L&h S ,]900’ Months
Years Figure 2. Overall survival of 142 patients treated for synchronous
Figure 1. Patients operated on for synchronous liver metastases at colorectal liver metastases, log rank test p = 0.389.
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WBRT vs. BSC

Dexamethasone and supportive care with or without

whole brain radiotherapy in treating patients with non-small $ of,'lii‘ ‘b ;'_E 11 Ha %‘J’ 0) WBRT* +B SC

cell lung cancer with brain metastases unsuitable for resection

or stereotactic radiotherapy (QUARTZ): results from a phase 3, SE Fl:‘ 75“73: L \ NS CLC

non-inferiority, randomised trial

i ”. lyMargan, Caroline Lee, Kathryn Waite, | Pugh, Benjamin Sydes, Richard Stephens, ]
T—T— ANV U Jk,.,‘ EVEFIZ S BT study THh5. A

—— 0OSC plusWBRT
—— 0OSCalone

OS ITBEEZEFL

Overall survival (%)
(¥n
o
|

Mulvenna P, et al. Lancet. 2016



WBRT vs. BSC

GPA N B IFSEH TIL WBRT T OS AA=EJ AAIEEM
\ 4

F#h (<60 &%) [ WBRT HCTHEIZTHRRE
KPS > 70 2T+ WBRT TH R RED AIREN
Primary NSCLC controlled THFHNED AT REE

Mulvenna P, et al. Lancet. 2016




SRS (JLGK 0901)

Stereotactic radiosurgery for patients with multiple brain
metastases (JLGK0901): a multi-institutional prospective
observational study

INERFS 1-10 {8, 3 cm KL, 10 ml AT, #4AF& 15 ml LT,
KPS > 70, Gamma Knife-beased SRS (20-22 Gy)

Median overall HR {95%Cl)

survival, months 6 months 12 months 24 months HR (95% CI) | p value
{95% Cl)

Local recurrencet§
-1 tumour 13.9 (12.0-15.6) 076 (0-66-0-88) 1 tumour 6-5% (4-1-8-9) 12.7% (9-515:9)  155% (11-9-192) 115(0-80-1-65) 045
— 24 tumours 10-8 (9-4-12.4) Reference B . , i
—Rlotmeln 30BN, Co7iedte) 78 2-4tumours  30%(14-45)  7:0%(46-93)  121%(89-153) Reference NA
S10tumours  43%(1473)  65%(29-101)  98%(51-146) 090(053-153) 070

100 ;
New lesions§

N 1 tumour 23-.9%(19-8-28.0) 367%(320-41.4) 47.9% (43-0-53.0) 055(0-46-0-66) <0-0001
s : % 2-4tumours  40.0% (35.5-44-4) 54.5% (50-0-59-0) 65.5% (60.9-70-1) Reference NA
5-10tumours 45-9% (387-531) 63-8% (56-8-70-9) 72-0% (64-7-79-4) 1-22(0-99-1-50) 0-067

R Hl{E & 8 Flad.
ELESRICHRRENHIR.

60

Overal survival (%)

2 -_"|4 30 3|6 4:2
Time after stereotactic radiosurgery (months) Yamamoto M, et al Lancet 2014




SRS + WBRT vs. SRS alone (JROSG 99-1)

Stereotactic Radiosurgery Plus Whole-Brain WBRT* + SRS
Radiation Therapy vs Stereotactic Radiosurgery vs.
Alone for Treatment of Brain Metastases SRS D&

A Randomized Controlled Trial

v e— *30 Gy /10 fi
IXEEFS 1-4 {8, 3 cm LR, KPS > 70 Yo

——— WBRT+SRS |
— SRS Alone

OS ICAEEELL

FProportion Surviving

| C—

12 18 24 30 36 42 48 54 60
Months

Aoyama H, et al. JAMA. 2006



SRS + WBRT vs. SRS alone (JROSG 99-1)
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SRS + WBRT vs. SRS alone (JROSG 99-1 — X f&#T)

Stereotactic Radiosurgery With or Without
Whole-Brain Radiotherapy for Brain Metastases
Secondary Analysis of the JROSG 99-1 Randomized Clinical Trial

[A]DS-GPA scores 2.5-4.0 DS-GPA scores 0.5-2.0

100+

Overall Survival, %
Owverall Survival, %

WBRT+5R5

]
et T
[ WERT+5RS

T T T 1 T ! T T
24 36 36
Time Since Registration, mo Time Since Registration, mo

GPA BEBIWFLETIE WBRT ZMMZ45_&ETOS LEEICHE.

Aoyama H, et al. JAMA oncol . 2015




WBRT & DB MIEEE (RTOG 9104)

CLINICAL INVESTIGATION

IMPORTANCE OF THE MINI-MENTAL STATUS EXAMINATION IN THE
TREATMENT OF PATIENTS WITH BRAIN METASTASES: A REPORT FROM
THE RADIATION THERAPY ONCOLOGY GROUP PROTOCOL 91-04

ixEsFg 4y, KPS >70, WBRT 30 Gy / 10 fr

Neurologic function classification score 1-2 (none or minor symptom)
Table 8. Change in Mmi-Mental Status Examination (MMSE)

score during follow-up

Dead and with
Baseline no follow-up Stable or 7
MMSE MMSE decrease Increased

11 (26%) 32 (74%) 0

12 (37%) 3 (419 7 (22%)
7 (26%) 9 (33%) 11 (41%)

15 (35%) 12 (28%) 16 (37%)

3 (38%) 1{1256) OOl  Mecdian survival 4.2 months
14 (48%) 57 | 10(35%)

IMERFEZHH I DL TRIMEENRET 5.

Murray KJ, et al. Int J Radiat Oncol Biol Phys. 2000
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SRS (JLGK 0901)

Total (n=1194) 1tumour 2-4 tumours 5-10 tumours  p value
%D * A% — - (A)(n=455)  (B)(n=531)  (C)(n=208)  (Bvs()
DIL,\
Treatment-related adverse events* 0-89+
None 93 (92% 422 (93%) 481 (91%) 190 (91%)
Grade1and 2 22 {5%) 36 (7%) 11 (5%)
Grade 3 % 6 (1%) 10 (2%) 4(2%)
Grade 4 3 (1%) 3 (1%) 2 (1%)
Grade § 4 (<1%) 2 (<1%) 1 (<1%) 1 (=1%)
Had MMSE at baseline 1132 (95%) 430 (95%) 504 (95%) 198 (95%)

Maintained neurocognitive functions N

4 months after SRS 623/662 (94%) 243/256(95%) 263/284(93%) 117/122(96%) 027
12 months after SRS 333/366(91%) 141/154(92%) 139/152 (91%) 53/60 (88%) 0-60
24 months after SRS 120/128(94%)  55/60 (92%) 47/48 (98%) 18/20(90%) 020
\36 months after SRS 28/30(93%)  14/15(93%)  10/11(91%) 4/4(100%) 100

Data are number of patients with one or more adverse event (%), unless otherwise specified. MMSE=Mini-Mental State
Examination. SRS=stereotactic radiosurgery. * Graded according to Commen Terminoloagy Criteria for Adverse Events,
version 3.0 tpvalue is for the number of patients with no adverse events versus the number with at least one or more
grade 1-5 adverse event across all three tumour number groups. #Number of patientswhose MMSE score did not decrease
by 3 points or more from baseline (ie, same day or one day before or after SRS); percentages are based on the number of
patients who completad MMSE at that timepoint.®

Table 6: Adverse events and maintenance of neurocognitive function

KRB X REAICH -2 TR S.

Yamamoto M, et al. Lancet. 2014




SRS + WBRT vs. SRS alone (JROSG 99-1)

s K1 1% HE

T ERTSRS (4= EO AT RE DMEFFIE, = MMERSY
W EMATHEEZEIAL.

2 FLURFL LA E MRS EF
DAMNERL CBEZEAFIEIZRIC
&KF?).

2 FZHADEE BRI

BiLY 5.

of MMSE
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-] 12 18 24 30 36 42 48 54 50
Months

Aoyama H, et al. Int J Radiat Oncol Biol Phys. 2007




SR TOE LS (SRS, SRT)

Frameless Radiosurgery % its (E > B %€ 75 L O fixi FE 22 B2 &)
ExacTrac X-rayl[ZCKSBEEMBIOF Y —Txl)—

Frameless SRS Mask System and 6D IGRT Verification with ExacTrac 6D Robotic Couch Setup
Imaging Couch Top

Imm! DFEETIYRYEREICLS SRS/ SRT;AEZERE T HEGFERM
ELWVIEROXIFEBZTIRET 2HDID—HROEAVDFXIR
BREEIDVE—MIKENVFREFRANDEECEMIE

ARy RN FIZEDEEMN DEFEEGROIL, Pitch7T R~ D IE

(Roll max. 3° ; Pitch max. 4° )

1) A phantom study on the pos. accuracy of the Novalis Body system. Yan H, et al.; Med. Phys. 30 (12), Dec.03: 3052-3060;







ExacTrac X-ray

ExacTrac X-ray
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Axial View M=
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MR #1 (Sagittal Oblique) -

Sagittal View
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Coronal View
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Yamada M et al: Anticancer Res. 2015;35:6175-81
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