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To determine the best parameter to collate changes of tumor sizes in time
intensity curve (TIC) of contrast-enhanced ultrasonography (CEUS) and to evaluate whether the
determined parameter could predict tumor response in intravenous Irinotecan therapy and
intra-arterial micellar nanoparticles incorporating SN-38 in a rat colorectal liver metastasis

model .
The value k in TIC obtained by CEUS can be a sensitive parameter to predict tumor response in

intravenous Irinotecan therapy and intra-arterial therapy using micellar nanoparticles in rat
model. Further clinical investigation is mandatory.

RCN-9 time intensity curve



@ RECIST

@
NK012 NK012
SN-38 SN-38
( )
SN-38 NK012
NK012
®

time intensity curve

(1)F344 RCN-9
F344 ( 10-12 240-2709)
RCN-9
(1x 10" /0. 2ml) 4 us
@
i 30 (n=6)
o (n=24)
0 f‘ o (n=14
ey e “\ 66.7mg/kg) NKO12 (n=10 30mg/kg)
LWy NK012
-~
. 1.6Fr.
« D
TidB) -71.3
©) time
intensity curve
GE  LOGIQ7 0
3 10
D.‘ﬂ 20 ‘1'0 ) ' 60 ' ' s O 3
Fitted curve: F(t) = Pl x {1-exp(-kt)} + B us 369L 51
dB :
Slope: Pl x k Raw data ’1 s
oL 74
%‘ 51 18
= Mechanical Index(Ml ) 0.18
B (FP-1000,
_ Melquest ) 0.3mL/kg
second w2 2.4mL

curve fitting




85 LOGIQ7

time intensity curve

Curve fitting

F(t)=PIx (1-e*) B
TTP(time to peak) Pl(peak intensity) Slope(t=0

PIx k) (

(curve fitting)

k
2)

)
(b-a/a a a b:b )
10 20% responder 20% non-responder
responder
non-responder
®)
10 -
responder -non-responder
() 3 4.25% 10 57.1%
20% 0 3
3 4.33% 10 23.4% NKO012 3
4.81% 10 -5.85% NK012
14 responder 6
non-responder 8 responder
3 2.81% 10 5.62% non-responder 3 5.47%
10 36.8% 3
NKO12 10 responder 7 non-responder 3
NK012 responder 3 4.26% 10 -16.3%
non-responder 3 5.96% 10 16.1% NK012
3
3 responder  non-responder
@
k (r=0.911) TTP(r=-0.741) Pl Slope
D
k TTP) responder
TTP -0.741 0.033 non-responder
k 0.911 0.010 3 10
Pl 0.513 0.875
Slope 0.666 0.279
TTP time to peak, Pl peak intensity 4)
(€)) ,"'(- e s (b)
NKO12 responder
non-responder
« 3
®)

responder

non-responder

(©)




2
Early prediction of tumor response using contrast-enhanced ultrasonography
in intra-arterial therapy by micellar nanoparticles in a rat liver tumor model Society of
Interventional Radiology (SIR) 2019 3 27 ( )

Impact of intra-arterial therapy using micellar nanoparticles incorporating
SN-38 and early prediction of tumor response in a rat colorectal liver metastasis model
Invitational lecture at MD Anderson Cancer Center 2019 3 29
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