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CLINICAL EXPERIENCE OF TREATMENT OF LIVER
METASTASIS OF RENAL CELL CARCINOMA TREATED
WITH SMANCS/LIPIODOL THERAPY
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The treatment for metastatic renal cell carcinoma (RCC) has changed dramatically after the beginning
of molecular-targeted therapies. However, the treatment for liver metastasis is still difficult in patients with
metastatic RCC. We treated liver metastases (8 target lesions) of RCC with stylene-maleic acid
neocarzinostatin (SMANCS)/Lipiodol therapy. At the treatment procedure, a catheter was inserted at the
femoral artery (Seldinger’'s method), a microcatheter was selectively inserted into the branch of hepatic artery
which fed the liver metastasis, and then SMANCS/Lipodol was infused. We treated 1, 2 and 1 patient 4, 2,
and 1 time, respectively.  One lesion treated with SMANCS/Lipodol was further treated by radiofrequency

ablation 13 days later. Of 6 metastatic lesions which could be followed up for more than 6 months after the
treatment, one had partial response for 4 months and 4 had stable disease for more than 6 months. Four of

the 6 lesions shrunk after SMANCS/ Lipiodol treatment.

Two of 4 patients survived more than 18 months

after the first SMANCS/Lipiodol therapy. In all 9 SMANCS/Lipiodol treatments, grade 1 liver
dysfunction (44.4%), ascites (11.1%) and fatigue (11.1%) occurred after the treatments. These adverse

events were all improved by conservative treatments.
option as local treatment for liver metastasis of RCC.

SMANCS/Lipiodol therapy can be a treatment

(Hinyokika Kiyo 56 : 543-549, 2010)
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Table 1. Clinical characteristics and results in RCC patients with liver metastasis who were treated with
SMANCS/Lipiodol
Case ’ : Presentation of liver O Maximal sizes of  CRP levels o . ##
(age, (prll)rgta}llorli)gxl n) metastasis after RNx ?;)}lllt;ryl/ liver metastasis before S/L l({;sgor&:;t Prognos]is
gender)? "y lesio (months) pic (cm) (ng/ml) Criods (months)
Clear cell type . Lesion 1*: 8.4 SD (7 months
166, M) Go> 1, pTl 165 multiple Peon 9%: 9.3 <03 SD§7nmnm$ 9
: Lesion 1% 2.1 PR (4 months
2(77, M) Garcell iype 39 multiple  Lesion 2%%: 2.0 <03 SD §7 momhsg 24
P Lesion 3%*: 1.5 PD
Conventional type>
3 (45, F) il;indle cell t{\}[)e 22 solitary  Lesion 1: 11.7 24.6 SD (1 month) 2
3, pT3a, pN2
n  Clear cell type : Lesion 1; 2.2 <0.3 SD (15 months)
$6LM) - G3>o pTi, M1 ! solitary  Tiesion 91 10.9 0.6 5D§1mmnm 19

RNx : radical nephrectomy, S/L: SMANCS/Lipiodol therapy. ¢ Age at initial presentation of liver metastasis. * These lesions were
treated 2 times by SMANCS/ Lipiodol, ** These lesions were treated 4 times by SMANCS/Lipiodol.  # A new lesion which was presented
14 months after the first SMANCS/ Lipiodol treatment, ** Living periods after the first SMANCS/ Lipiodol treatment for liver metastasis.

B, 1 BT, FIZ4SENSTTH TH 572, KIS
SMANCS/LPD #ED HiEIZOWTHRRD . AT
TIAHKRBERZZER LA 7 — T VEIFAL, S5
FFEIRIC 7 70— F L 72 (Seldinger #). #% CT T
PR & Hi L 7o t%, BRI TR % 528§ 2 I
lZvArah -7 VEHAL, BIRERWETH L
Lipiodol (6 ml) 12 SMANCS (6 mg) % ¥ S ¥ 7-ii %
JEZMENNEANLZ BoFeaERNTH S
SMANCS (EilExE## T % Lipiodol |2 W5 %%
WORFR S, RILL D28 H DS 800 AIZh7: D 3
A SET 5% BIIE SMANCS O fF# e 13 A1
$5 0O A CHERSPERTHE 10§ 2 @I 7 . RGO
ATHIS, TRTOBFIIH LERMOFHL & 12
SMANCS O OFHZ ATV REZF/. fEF 1T
&, 1AH 5mg 2 H 4mg ® SMANCS % H\» 7z
75, JEB] 2 LLFEIE T RTORZEIZ 6 mg © SMANCS
w5 L7z Ak 16 GERI4) T, IR
U2k LT SMANCS/LPD Shifffk s £ 317\, §
2 A FEFA IR L TR E) RFA 217072, 4

FEB O BEROEEE (8 BWHE) o4k, Tk
(Table 1) B L OFEEREZIIOWTHE L7z, ik
BEOWGHER AL RECIST (response evaluation criteria in
solid tumor) & V> CEHilli L 72, & 72F HHR O ifi
(&, CTCAE v3.0 & HI\Vafifi L 72.

fiE i

FEBI 1 : 525%, FE 19884 (S B LR LARIGIY
BRI 2 1T L7z, JRBEEESINI clear cell type, G2,
pTlb TdH o7z, 2000410 A |2 filitnfs % 72, Zolifi I
FEYIRR RIS IL-2 WA & IFNa O TH5-% Bts L 72
200 14F LI E B s DY) B, AR 0 544
Wl & B R % 1T L 72, 20k 2 D0k
(8.4x5.5, 2.3%x2.0cm) % &, 2002410 H 12
SMANCS/LPD &k % a7 L 72 (Fig. 1A). CT T
SMANCS/LPD DDA A5 Tdy o 72720 M mlH 5
P H40H BISBIHE G 21 T-72. ZORIENT VAT
I F— VAR EA U BG4 7 H HIZHT
RRIEZENZN 7.8x3.7em (Fig. 1B), 2.0x1.8cm

Fig. 1.
liver metastasis (8.4 X 5.5 cm).
treatment.

A': Abdominal CT scan before SMANCS/ Lipiodol treatment in Case 1.

CT showed a highly enhanced

B: CT scan which was performed 4 months after the SMANCS/Lipiodol
The liver metastasis shrunk slightly (7.8 X 3.7 cm).
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Table 2. Changes in maximal sizes of liver metastases in Case 2 after SMANCS/ Lipiodol

Sizes of primary

months after the first SMANCS/Lipiodol treatment

Lesions . ¥
lesions (cm) NIHH 4M ™M oM 15M* 19M® 93M
Lesion 1 2.1 1.9 11 1.3 ? 1.8 2.1 1.7
Lesion 2 9 23 18 1.9 25 28 29 4
Lesion 3 15 25 9.9 35 41 48 9.8 10

* Time of first SMANCS/Lipiodol treatment, ** Time of the second treatment.

the 4th treatment.

RGN L SD (stable disease) &HIESI Nz, F 72

7 H%D CT b SD ODHETH -7z, oK
IERBD B h o 7278, 20034 7 B, #EEBHE (B, .
B, HEE) okl EHERES, IFRASTRE
L7z,

FEG] 2 ¢ 74i%, FBYE 20004F, BRI LG
RN & fiAT L7z, ERZ N clear cell type, G2>
G3, pI3b TH o7z 200249 A, RATFIEIIA LIE
Termmal (RAaPEmiE, B, Bk 2Tl
Z D% IFNa e L7z, 200345 H, 3 WETO iz
B (2.1x1.9, 2.0x1.6, 1.5x1.3cm) &0,
SMANCS/LPD #E% 51T L7z, F4E S H, 3HEH
2 OMMRL, 2 \H® SMANCS/LPD # % HifT
L7z, 2@ 1 7 A& 3 DDEBEIT T T/ L
72 (Table 2). 12H® CT Tt | WEDHOH KL 7
728, TFNa % 112 IZZ®H L 72, 20044F 2 HIZ1X 3 9%
B KL, 3 HIiZ3HHE® SMANCS/LPD #
FERGAT L7z FEI2H121E 1982 (esion 3) AYEHH
WKL, SHICHMEDHBELZAD, 4HHD
SMANCS/LPD i % iif7 L 72. i AR Ok
(grade 2) & FBO72H%, FIRH R HFFEFERA 72 & 0 AF
FGHRE 2TV 2 M TeE L7z, 2o%RIE3wEL
LEW WK ZBD 2o 7208 (20054E 4 HD CT T
FERR), 5 HICHIMZIC L 2 EEMED DI e L
YT L7z

JEB] 3« 435%, i 20034F 7 A, AR (N2,
MO) (Zoxuf UBGR BB bsaly, £ REIIR Y > 2 SEi#hih
AT L7z, #WELFS ML conventional > spindle cell
type, G3, pT3a THo7z. 20044F 3 H, Hifste & 3
KEVIRY) >/ EifRfEAT NI L, IFNa #25-& 112 O
Ax B L7z, [F4FE 6 H 2 Stk L RFA %
7 AT L7z, 20054F 1 A, EEKREIARY >/ SHifmts o
BT UG IRS (BT 50 Gy) & Hif7T L7z, [W4E
5, b5em KO HEA I E L, BAY43-9006
(sorafenib) OF5-% B L7z, 49 Ho CT Tz
B L (8.9%8.0em), BAY43-9006 % Hilk L 7-.
HFIE%IOH B CT THEBEO 28R (11.7%
8.9cm) ik, [F4FE10H 12 SMANCS/LPD J#: # jiti
L7z, 17 A%ZO CT THEBORESIZIZEALY
A o 728, 12 IR D 720581 L7z,

# 5 months after the 3rd treatment, ® 4 months after

FEB 4 : 61, Bk 20044E 2 H, HERE (NO,
M) 2R LA R BRI, T H IR N 5 254 1
Pl = W4T L7z, RERRS NI clear cell type, G3>G2,
pT4 (FFE#) Th - 72, ik, Bifsficxr L IFNa o
5L 12 O AT L. #iitk15HEH® CT T
2.2ecm KOFHBEOMIZ A O, FE4LHIC
SMANCS/LPD #iE & jif7T L7z, & BIZ13HZIZ IR
ZEIZxF L C RFA % jfifT L7z, BhEMEERICERED
AST, ALT @ LR %5807 G#E %, T R IdkE
MBI T o 7255, 20054 5 HICHi 727 11em Ko
PR A I L, FRE SMANCS/LPD # i % fiifT L
72, WifTi212 AST, ALT @ _EF L RERKE o 7275,
JFIEEHR OG- Cl4H HICIERIL L7z, 35H%ED CT
THFER I NC THo 72708, U ¥ 3EEmB O LA
BEHAORMIC L 2 AN, B Ca MUER EI2LD 4
LREEAE 2 (IZBAL L, [W4E10 ISR &0 72058
L7,

GERIAR ¢+ 4 AEBIOGRIEERGEE % Table 1 1278 L7z,
6 7 HLLERGEATBIER T E 2 6 IR 1IRE (fbod 2
A SBSEIAE AL L) 2B T4 HHO
PR %88, 4RZICBWTPREL LD SD Ox)E%
B2 HRICHER 2 TIE, SR ER IS L
SMANCS/LPD BjiiFEfE A K LITH 2 LT, Rl
Baate24 7 A (2B 526 AR AfF L
7. FEG) 2 OIFER IR D 3 O OFHEIHAED K E &
OHEFE % Table 2 1278 L7z, Lesionl & 2 1ZBF LTI,
FOEORMTHEWEIFIZT Y Pa— v ETwn
72. Lesion 3 2ME 4 (28K LIgET I & b 0 — VSR
Tholz. LL, WMRPRHEEE R Wb H
Y, SMANCS/LPD #ik A0S EHE O BgE 2 #0] L T 7z
THEMEH A, EHS L 4I2BVTHRAE 10em %
B2 DU HAKR UL AT 7285, 2 B & i/
MEEZ SN Loz, HEEDE 10em 22 T
PO OEFEMIE, FnENR 1A GEBS), 57
H GEf4) THY, HREELBEWMEIIET L.
T FEBEO T Y O — VAR BITFTH o 72
1, 2, 4 (lesion 1) 1238V TIE, SMANCS/LPD &
EARATH) AT CRP EAT TS 0.3 ng/dl Kiili ThH
D, FHEREEA LY slow growing T - 72 BRI
H5.
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HEHS 59 B SMANCS/LPD #4112 B\
T, 4 M (44.4%) 12 AST, ALT @ £ & (¥ T
grade 1) ZFBD7ZA, WD JFILER] 2 & ONEHY
HHT 3 HAMPDAICIEREAL L7z, EB 2 12BWT, 4
Il H @ SMANCS/LPD #iE&IZHEK (grade 2) % 720
72 SFIRFEN 7 & OWNEHRRIC L) 2 AR TR L
7z. JEBI4 @ 2 B H OWRHERIC grade 2 OB R (IF
BRER T 210E)) #3807, BHIMERRA R i/ MR
RO THIEGNE e Do 72,

£ =

SMANCS 13 AFE CTHiH & 3B 5 L 7= TR o
B THRIERY T, 19954F 1 FERRRE A R L L C IR
BRBIS & 722 o 72, SMANCS (&, B MOUEEE
PUEME AT HNTF ) A F N, BkEES T AF
Ly, kv LA Y BRILEARE AR S S Sk
REOIHIERITH B, T RER15,0008 ) EST
HWHR)T, BIRAZG-%, EEIME o0& &M TS
Lo THEBRIIA~FET L0 KI5y 771N —
VAT A EFMLZHEHTH L. Lipiodol H D
SMANCS 2755 F T % 72 E 5 R - HEEIZ b7z
D EER AR S, IR L oo HERg R O T R
RIAES A, EICHFHIIRE N 2B Ic s NS
AW RIS N R LR R
21219 mEERICH L CHC S NS b Ak
WADRSHR SN EEH Sk, BRI
JFEER2 12k L C 2 B> SMANCS/LPD Bk & 7k
Pk SMANCS O#HE % 1T 5 72 B FFEB 3 Y B & 170>,
YIRS viable 72 BHEAINL DRI % 706D 7 A o 724
BlEHEL T2 Y, 2 oMk, BT
1235V T SMANCS/LPD A3 %) % /R $4E 1 03 1E
THLIERERBELTNS,

Allb b i 4 6o B TR B (8 9%
25) 2%t LT SMANCS/LPD B)JEs% i % fif7 L 72
67 HU ERBBENTIETH- 726 WL 1 HT
PR, 4#ZT6HHULD SD 2450, 5126
TZER 4 2SI — B 2 BB DR/ D 7. E 70AE
% 2 T3 ZNFER 2% LT SMANCS/LPD % %
BVET & T, FFERBE OB A% P T X TR
Dd b, W HH&wNY HRAEFE L. 20—)
T, B 10cm %82 5 FEBE I LAREEE i
fTL7z 260 GEGIS, 4) Tid, WRZEH L72w5e
Hixd 205, TOBROEFMMIE,Ir -7, 20X
ZRE VIR 2 A 5 R0 CIESRARE L R E <
F R GREMET LTV I ENBNTz0, Kbk
& BB BRI RIS T 20 E L L
. —F, JEFI2O &S 125 51T iR OIEE
BEAEA/ N S VIR CABR 2 BT UL, iR
2Oy hO— L ERTVAHIR%E T B WRENA
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HDH. F72, RIBFEOIATHERT O CRP HE2HET 5
& (Table 1), HWEMFEREED T > b o — Vs Bif
THo7EB 1, 2, 4 (lesion 1) TIEARFE NI THI D
CRP fEA%0. 3K Tdh o 72. fLFE B % acute phase
reactant CTd %5 CRP O A, WFisFE B A5 IL iKY
slow growing TH 5 Z & Z XL T 5 ERETN
12, CRP L& LCw i WARAORRIZB VT
RERZHAITTAERDD LS LNk, 35121
CRP %13 U &3 % acute phase reactant O L N )b {d
KGHOMNFEETFMNTH2HF L0 b Lk
Wy,

PURE S %D F 12 2 C SMANCS/LPD JEZED b 9 1
DOF 1L, SMANCS/LPD 78BN 121354 5 72
O, BERERIC CT CEEIOILDSY) 2SEEIIIC %2 5
HTHD, FEM 4128 WTIE Lesion 1 I2x LT
SMANCS/LPD #2147\, S 5124 2 % 1C RFA
THENNGEHE L7z, RFA B L T SMANCS/LPD o
S & D BFRRE R O AT H T S AL, BEROHEB
HIME I 2o 72 (Fig. 2C). 2 @ SMANCS/LPD &
RFA % GFH L7292 3 A (187 A 1o
KEEDT, BL&lZay ba— NV T&7. ZOREIR
M TIHIERHETE o 2R R L, JFiE
BEAKDOAVY— FEHEVWEREZITZ. 2020
SMANCS/LPD o HjlygE:Cl3JmaTa > b o — L
LWwEEz X512 RFA #BIL 7. #R0ICER
WM A® U CHRIFICa Y Pa— LT X7,

SMANCS/LPD #ik0 i 0HES & LT, Abb i
FEMfa R LR AT REE R L€, —BbE &Rt
(= ba—)v) &h7—7 )V XD HlHEH & R
B L, 8527 v IF 7 vy v I 2 IR TE
AT B REREE T 5 2 & CEE RO %
RS, F—r 71y 7e7)N) =% E&e7:
HEEZLTWRY, ok It LT 5
Z X T, & 512 SMANCS/LPD D F % & o
HIENTELWHREND L.

SMANCS/LPD BhiEi:0BIEH & L THFARL, &
PEEA L, HALELMCESE 7574 7% -
YavrhEPREEINRTYS. SEO 4 EFTIRE
EAREH %0, IR EIHTS 5 2 &5
RTho7z. FHIEOBERE R, 4 RBIZEWT
grade l D T AT IF—X¥OLERZHD, 1HEI
JEK DB %2R0 7. JEKZ O 72ER 21, 4 HH
DENERERIAR S o RIEH CTH - 7255, FURHR
KERERER] O 5-70 & TR L 72, 2 O EH
&, BB RD T2 3 DO E oK
Z, A D S5 B LB RO IFEN T o bt
FE2SHINL 2R TH Y, EHEAS h—F LY
VEYHER 2.6mg/d) L, IV Yy TATIT—ED
M (94U/) TholzZ b, BEEDFNI VAT I
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Fig. 2 A: A solitary liver metastasis (2.2 X 2.2 cm) was found 15 days after nephrectomy. B: CT at
SMANCS/Lipiodol therapy. SMANCS/Lipiodol was infused the branch of hepatic artery which fed
liver metastasis. C: CT 13 days after the SMANCS/Lipiodol therapy. By Lipiodol accumulation the
margin of liver metastasis was clear. D : CT 14 months after the first SMANCS/Lipiodol therapy. The
lesion was still well controlled.

F—=XD LA o722 N6 Y, RO FHEED
BFLARETH-7-LEZONL. ZO L) IR
T, BEILLET A HEZ IS L SMANCS/LPD %
JRCEIH TG L7z 72010R 2 - - AHHE L ER S h
7o, BENEG I EETH S D b SMANCS/LPD #
FORBHENZ D, EFL, 212BVWT, wihd ]
BHCTE a2 E2260n3 2 0HHED
SMANCS/LPD ® #5288 B O ff /% 786 T
%. 1 ETKED SMANCS/LPD % V2 D Tld 7

<, 1 6mg ® SMANCS # L& LCTHW, %5
BRF SR TRVESIZHRZ L BS54 2
ECEMERZIRMTE, SOIREIEO SN L
Pd 5.

Lipiodol .o ZE44f7 & Mk L ¢ SMANCS/LPD 12
SMANCS 12 & 2 FIFEERIRD D 5 2> &) BERT D H
5. YIBEAREOE R OIFRFER IR 3 5 M2 1E—2
DR ENEDO 5N L0 B FTEGRED
YGRS 2 HI & L7z pallative 2R TH 1,
B A R LM E RO R WS LA HETH L. BRI
MEBEIZE ATIER Td 25655 MENAT )
FELTWDLI LY, ERATHEMTERDED T
Ko 1oEEbd, ZORLRDERMIZESIZTT A

ThVI7ORPEEMNBSELIE2HNE LT
chemoembolization #4179 Z &1 1 2D ke Bb
N5, BT L T Lipiodol HHt & SMANCS/LPD
B LS E 2w, HEoEmE TV (V4
F) & 72 FEERTIL, Lipiodol B T & i L
SMANCS/LPD #5825\ 1 BE H OO KR
SIHEWRAEE RO TV,

PRERBIGASFR & LT B ) SR I 253 2 PRbs i
BV ENEIT SN A, —TF7, SMANCS (& In
vitro O 7 — & T HF MR AR DA b B R Ak
(ACHN) ® &gk (B, U8, Bimz &)
25t LC b BTEimsh R 2 2o Tl 0, MR DAL
ORFEOWEFICHICH L ) 2 EEEAI RSN T
W WAL IIEEOEER ISEE) 12
SMANCS/LPD J&ik: % F R vy, 460 (30.8%)
1220% 2Lk, 961 (69.2%) 1210% Lh Lo/ R %
HHTWSY . 20X B CH MM RIS
SN, BB s b FIRSEREY BOTHMEDND D IS
bhb 6, RGFEEDEREITEZ A 2 H#E:
ELTERLZVOIR, BB EOBISAZ NI AR
SLHETHDL EEDNS. falr, HHIEOERT
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12 chemoembolization # HJ & L TH L W7 T F 3
Fl (V775 Y) S NRBGEL E %o 7.
Lipiodol & 3 77 F ¥ & 6FH L 72#13, I
JEIZRT L Tlk SMANCS/LPD &t U HulEB5 50 4212
BEND T EHHE SN, FEMIIRE OB L ik Rk
ELTHIfRESN TS, Lo L, BEICH L Tl
M7 —5 225 VORBIRTH Y, BRI T %)
PR TH L. SMANCS 3 755 v %G,
B NTERFZ 289 A chemoembolization O Fi AR 3% %
LSBT T EDH DL LD EZ D,

M % B3 5 0 RIS S L BUfEIC
BV, SRIGMEREHER %17 %555 RiGHEE
FUHT AEDH B EBbNBA, ERITIIIEE~
DMFL WP SEDLERTH DL EEERD &, HE
DN & L CHEBAO I % - TB < 72D Mg
AHERZ FTRITSELLENH L E bR D, 1
B THE AN LS 2SR T 2RI B W
SMANCS/LPD 2 ZETX& L Bbhd. 7
SMANCS/LPD % FI V> 72722 (3 L8 5 Ak PR 5535 o B
B REOHEIH G S NS Choi 22 % M € X 72
b)) RESL H 5. LIENZmss sk EsEoR)
HH5E 1L RECIST 28V S N5 2 &% h o 7205
& D CT EDZAL S MR L 72 Choi Fi#E% v 2
LTX )RS P REIETE 5 2 EAVRIRE R,
41513 Choi 2EMEDS T & R A REMED B B, L
L, SMANCS/LPD ##: &, Lipiodol DEHIZ X Y
CTEDEEI EA3 5729, Choi Z#E|(Z X 5 505%
HEIEHEL < RECIST ICX D HELARTNEARS %
WwhptiEbis.,

R DRI DY A N A ViRETIET Y b
O— VAL <, F 720 FREARRIC BT b TR
RO POV T 201Z L OBEHE L. BT
RIS 2 LR R OB ERFAREO T REME)S
HY, ENARPEGFRICERST A720, FiEER
AT S DD RATEFEOIHH T 2 2 &L TTFROERENZ
SNATHREMD S 5. BROEN D%, /NS
WITEER AT L C RFA WA 2 RITE#HCH D, L
ML, HRBEOKIL VAR IR S LT
WCIERFA ZBHT A LY. 2ok ) &Ik
MTFIZBWT, SMANCS/LPD O @IS & 72 % T
WMBIEG SIKRE LTS 2 L BbNE. 5%D
SMANCS/LPD &G & LT, 4 FIEAY3E 3Pt
LR 29T, H2 RFA 258 L WER] (£5 3 em
Dl otmfls, L WA, BRBEOHNF L VIEA
HE) REREELTWS, FEM4D LI,
SMANCS/LPD #{: & RFA #BfH$ 5 2 & THER)
REEDDLZENTEDLND LG, E5612, A
M A PEEERLGTEGE T Y P — L& TW»
BHFRERECKT LT, FHIDRR % 320 Iy 4t
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DEWE 12 SMANCS/LPD #i#E:%47vy, SD PLEIZ
I U= VENLYMERELTAZERZHIELTD
Budrd Ltk

& B

RN ITR L€ SMANCS/LPD 3B %17
72 4IEBNZ OV T L7z, Z o CEW LN E
TR BAEBNI A 7\ 2, stable disease DIARTE % fR-DO%)
RIIWFFTE L. o FENEER [FNa & OfFHIZB W
T, WERBEORFEEOEREE 2 ) ) 5 2E2 5
nrz.
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