IH20FE~22FF

BREFEBHFAREMBIE
NABRKRIIRE R

BT 7IZEITS VR DFEILICDONTOHR

MERETE FH KA
k23 (2011) & 5AH



B 2

[. HENTEES
WFIERess
TR
IT. WFZERROTATICET 2 —ER

IT1. WFFZERROTIAT - Bk

R

13






B 3

RAET @R AR MBI (3 A BRIRITIE )

NSRS

A 7123 B IVROFESLIZ DU T DOIFZE

WrseERE

TR B AT 2 — gk

P RZ TR RHR

R

¥EF1 IVR @5 LB NHRRE TOT —2 0855 TV D ERMEEKICRT 5> v b
i, AREBEBICRT AN A > MEAN, HLE@EEE T 5 R R RE
BEAN, UIBRAREEE KRR ICHT 5 AT > MER, KEFIREGERIZY T2 AT
v RMEBEED 550 IVR IZ2OWT, Mi% IVR BEFZ 71281 T AHEERTEE L 720 155
D EWGEYT 5 BAI T, BETEIRIR 2 % BICEEF IVR OEBMEZ M+ 520D T Z 41k
B O 7 e ha— a2 E L, BBRE1To7, REZ, BRBROK T, fROBRIIT
FE o TRV ARBRITER 7 7 I2B T ABMIVR OALESITEZHMEICILE S &35
HHRTHDTOLOTHY, ZOERITEMT TICRKE2EEERITT LTRSS,

WFoEsr R
Hh s e e
IR B
BMRES
T4 P4
TR Wl

B VT UoFTERKYE #HR
F)NRSL RSP R
BHFERKE HA
THEN AT Z —HRERE BE
B ST N A 2 — [ER

A. WFIER Y

Interventional radiology(LA T IVR)IXMH{EF5E T (2
REBFHICLVIBEEZITO DO TH Y | Bk,
(KRN G DS, FFIC QOL Z B8 L /=& An
TTICBT2EMENRFENA TS, LL, Z
NETEBNT —ZICZ L, BENERE LTE
ATEHEDOTET VRIIR+ R Thol, AR
DHEMIZ, THETICHARES IVR B LV—7
JIVROSG(Japan Interventional Radiology in Oncology
Study Group) TIT LA/ ERRABR THEM 7 71281

HIRMERIIEIR & 72 5 FIREMEAS R S 72 IVR 2DV T,

BEfFOIRRIE L DT o Z MU 21TV, FEFn
TTICBITAHYZIVR OMBESITEZHELMICT S
LIiZH D,

B. #fF%EJ5ik

IVR i34 BHARIC A~ — I (KR B & 13 % (258
BRI CH Y, IVR ZNMASHD T ¥ MMEiR
B % AR AN BB DIE B 2 P RITAT O 7o I, B
ISR S, O EATARERRRT VA~ OIERS
ROEELWVIRETH D, o, MBS ORERF 2 2
TIERIIBD TEE TH D2, b DIERITH
TORENBEPLT L O L TRELT, BAKRH
BCIRERELBELOREILLY., thokzET
VARIEDEE, fEx OIFFREN

CRITL2TFTRTHBELLTHVWLAD

TORTWDORBRTH D, 2D XKD RNz
L., AFETIT 1 ERICT & 2bHERER O K
KT HA ORI EITV, 2HEKRIZZ DEAT A
VICESELERBROT o ha—LEEETHELD
(2, RBREITICBI D 2 BRET 4 % i L 7= | Tl % B
th, 3HEWITRHABRZ M L TIT- 72,
(fRERE~DEE)

AR TIX, ~NV X EE, BRABRGEEEH 2
BT U CRERAABREH I E 2 /ER L, #eBRE RN K}
THXLEZHWEHA L XEICLIRABEORSGZ &
HETHELEBIT, BlEROlERHEEEEZEES
DEARBEZITTRBREITo7T-, RBRPICRELEZA
EFERRBIIOWNTIL, EONIHFERRE ICHRE SN
HEEBHIT, IREZEMTIMEREXOFMZ2Z TS
e L, #HBREOEAFHRICONTIE, ABD
EHEMEZRET L7 ORERFICIT N2 ERT 525,
BEkZII 52 N EFREESOATEHL,
SIZEREIFCAV O NZEAFERIZ, RERT 7
2z LR ICRE S, o, TXRTOMENT
BENDVATAEERTWE I a—FNICE
FETHZ L0, EAEFRRESRETEL LT,

C. #&%

1. EARBRT 1 > O1ERK

FRFnaEE CRETF OIREE %2 *HRIZIVR 2 ARk
LTI MR 21T 9 L) KRR
HTHDHIH, 1FERITERELRDIRBT A I
DN TOREFTZITV, LT ORERERT,
(DFE il PR 7
BANBMIEF DIREN S E THHZ L #EE L, &
HOBMKRBR CTCHWLNIHEEOE W PS.
(Performance Status) & = fif#rEfREF 2 B
I, RRFNAEIK

P.P.I.(Palliative Prognostic Index)<6 #f-fH7 %



ZEELT

Oxt&IBHE

BRMICBIT HEENIREEZERETH I L HET
HY, T, MENICLERNEEZRET S L
BHEEIRZWEH SN0, SRIERITY
FIVR 2R TRTOREE L,

QFFHIE B

Wi IVR IR OBAMMEFHERFIRE TH D, oe
HH72 QOL ~DHE FEERETHRE L TR
YU IVRIBEOFHME A FIEELE 25 K 5, FEFE
fhIE B % e R e QOL RE,| BlRAFHMIER %
EFEH) QOL RE(EQ-5D., SF-8). §EELH O
CHEFE  RRE. ATHME L
@FTAf - L' HIE

Bt DBRERLICL D7 v A F—"—%E et
BEANOEREZHETHZ EBMBMIZVNATH
D, DOMBORBFEELHERT L0, £E
FHETE B 72 O CICRIRFHETER & LTRIES
72 QOL {22\ T, A DEFICIITH e ha—
NARFREGCEAR  © QOL Hi#R Z {ER L. Z D ehifi
THEFE(AUC: Area Under the Curve) %} 35 Z &
L L7, 1288, AT 1X FAS(full analysis set) & L
T, BREEOR—RF A EEREREE L35y
BT 21T, RBRIBEIEO R FBEE IO 5 FB
MERIET DL &L,

OVEIEFIEE DR E

REFN T TR HEEERIRENZ LWRIE B E
LT, HIREME O & 2R E > THERT 5 FlHRE
] WL 570, RSBBEE TORBEKYEZ IR
10%. E A% 90% & U T HEEFIBERE LT,
®QOL Al E ik

WEE OIREE AT 3 LENER O BB Pk
T 5770, Bx O#EEREO QOL B ER R IGEIC
HbsERENMVBLRVWIATLAEL, ZThE
HEBREICTHELED L L bz, AEAKDEIR
HIARICELIERELUSNOELTHZ L L LT,
@RBAARR
RABAAMITIIIVROSG L L, T—F & ¥— (F—
2 &) 1XJIVROSG FERE Liens, A 74
VEGIZE DT o F MEBIF T 2 REEICITV, 2

DT —FIRX VAL VOB BRI IBRND,

Fe B2 R—V R MIOWTIIINEZHEMH LT
BREIINREFET AL LT

2 ZRBROME

LROERRBRTVA v 2b Lo, 28KRICIZ
LUTF D5 >0 IVR 122\ T T v & AHEEAR
D7 ba—LEERL, RRZEKRLE, AR
DOEEIF LT TH 5,
OB AT 5> v NEBEOFEDE LT
i 57 ¥ AMEEAER (JIVROSG-0803)
FEMBER : AR D IEIRNRS) Dk E,
BlRAREMIE R - 845EM QOL (EQ-5D, SF-8)Dk
E. AEFRONELHEE, £FHR. TEEH

40 B, BINHEER 14 SEsk
QBFRMEMEEBOEREMICHT 2BENE
R OB NEEZFMT 2 7 v ¥ AMELE R
(JIVROSG-0804)
FEFHBER ;. HEHEREER O L ENRS,RDQ),
BIRAIFEMIE R - B QOL(EQ-5D. SF-8)Mik
#, THE QOL DE, AEFRONELHE.
AR, TEEME 40 51, BINKERR 27 KEak
QOB X AHLEEBEE I T A2 REERE
BERAOENELFIMT 2 7 o & AMLHERFER
(JIVROSG-0805) ,
FEFMIER : EER A 27 OkE, BIRAFEEIE
B : 658 QOL (EQ-5D. SF-8) Dif:E, AEHEL
DOWNELBE, AFHM. TEEGIE 40 Fl, B
MEER 10 Hai%
OUIBRARREEMSKIBREICHTE AT v MEED
EOWHA2FTMT 55 o X ribBRABR
(JIVROSG-0806)
FEFMEER : ER R 2 7 O E, BIKEEFEE
B : @E# QOL (EQ-5D, SF-8) Mik#:, HEER
DONELHE, AFHR. TEEFL 32 6. Sm
W3Rk 10 HazR
OEMRFIIEREEIINTH2EBAT » MEED
EOME2FMT 57 % Ak ®BmAR
(JIVROSG-0807 )
FTEFMED  ERA 2T ORE, BIROEEE
B : @458 QOL (EQ-5D. SF-8) nithE, AEHES
OHNEEHE, £FHM. FTEEFIZ 32 7], &M
WER% 17 Mk

3 REBRDFIT

2ERD D 3ERIT T T Y LR R & fkkt
LTiTo7, ERBOEBRIIIULTOML TH
%,
(DIJIVROSG-0803 : 8 %k, REMIBERAERLF,
@IJIVROSG-0804 : 1 Fil%r gk, JiE BB SRk .
@IIVROSG-0805 : 13 % &k, SEHIBEAKRTH,
@IIVROSG-0806 : 1 il Bk gk, EHI B Gk,
®JIVROSG-0807 : 10 fFl &k, AEFIBERAERE P,

D. Z%

B IVR IIERETHITEN TV B A, #illA &R
FRRBRIC KL 25 ETHD, 20k, b
Weitni, BEMEETHE IVR XD L3I
B OBRMETIERT &2 E W5 BRI
TAHEEE, HEATE<E LR TWARY, —F,
BEPEOBRICE ZRTHIR, R IVR x4 5
BfE, BRI EEA TS THY, B ER
T& 5 IVR B, ZDX57%, BUREFTHK
TADIZIX, B T8I A IVR OALE-ST
AT A ENSLATHY ., IRIT IVR 2388
TTICBT AIEENBR THA LI ET A
DaREnE, BR2RELKEZZEBHLERS
ZERMFEENG, AR, 20X RERO



t L2, JIVROSG T TIZH NARRER = TOHM
DT -{Thbi iz 5 2DFEF IVR IZ W TEEF
BREDT ¥ MEEGABRIC L D, Y3 IVR A3
IEUERRIR E eV B AL L S L L=b D
TH D, &M IVR OEFRFAERBAENEK S S OI1E
THETH DRI EA L, Z OWFFEIIHED T
HERNTHY, MHOF ¥y LoV I RhbDEtEx
%o JEBIBERITELE LTV 528, JIVROSG-0804 |2
OWTCIE, TS F ' A MK O FE AR,
PRIRILHL 72 & ~DBEM I SO0 -T2 & ) S
A #R° JIVROSG 25 @ EE SRR & L TiT > T
7z JIVROSG-0703 #Bk & 5T 5N H-o7-2
EMER LB Z DAL, A GBS BE A N 5
HZENRIAEND, £7-. JIVROSG-0806 iABRIT .
Heb ERENTRINZABRTH Y, EHRE
HHZER LT, T 5 TFETH D, ftho 3
RHERIZOWNWTE, RRPEBRL TRV b0, +4
WSETHRIAENARNRICH D, KRBNZET L
TEBEIZIZ, BIERIMEE L CWAEMZTIZRBIT S
IVR OiBSTFRTET L RCESWTREND
ZLERY, BIEROBBIIKELSFEGTHZ
EnHIEEIND,

E. f&im
BHNHRBRE TOT—Z NG LTV D HEEEM
AT T 2 > o Mit, BRREETEE TS
REHIE A MEAM, HLEERREE KT 2
TR AR A H BTN, UIBRAREEAME K42 12
X HAT 2 Mal, KiplEFERICR+ 2527
¥ MBFED 5 5O IVR IZ2WT, %43% IVR 2B
TTIZRIT DIEERENIERE R VG N RiET 5
HHT, BEfFIRRE DT v MMl BR D 7 o
Fa—nZEE/RL, ZhEiTolz, RBRITRI-E
TR TH BN, ARBRITFEM IVR 2 Y3%EMIAHR
WZBIT DIEENIERICMNEBESIT XL E+5HAT
MOTOF ¥ Lo P 7 REBRRBETHY, AR
BROFMERITEM T 7T OESHICKRE B ELEZD
ZENHIRFIND,

F. fEREfalR i
72 Lo,

G. HFEREE

15w L FEFR

1.Arai Y, Inaba Y, Sone M, et al. Phase I/II study of
transjugular transhepatic peritoneovenous shunt, a new
procedure of management refractory ascites in cancer
patients: Japan Interventional Radiology in Oncology
Study Group 0201. Am J Roentgenol, AJR 196:W621-6,
2011

2. Takizawa K, Nakajima Y, Ogawa Y, et al. A new
method of an axial puncture approach for draining
loculated pleural effusions. Cardiovasc Intervent Radiol.
2011 Mar 24. [Epub ahead of print]

3. Inaba Y, Arai Y, Yamaura H, et al. Phase II

clinical study on stent therapy for unresectable
malignant colorectal obstruction
(JIVROSG-0206). Am J Clin Oncol. 2011 Feb 2.
[Epub ahead of print]

4. Inaba Y, Arai Y, Yamaura H, et al. Phase I/II
study of hepatic arterial infusion chemotherapy
with gemcitabine in patients with unresectable
intrahepatic cholangiocarcinoma
(JIVROSG-0301). Am J Clin Oncol. 34:58-62,
2011

5. Sugawara S, Sone M, Arai Y, et al
Radiological insertion of denver peritoneovenous
shunts for malignant refractory ascites: A
retrospective multicenter study
(JIVROSG-0809). Cardiovasc Intervent Radiol.
2010 Dec 30. [Epub ahead of print]

6. Nishiofuku H, Aramaki T, Inaba Y, et al.
Hepatic arterial infusion of 5-fluorouracil for
patients with liver metastases from colorectal
cancer refractory to standard systemic
chemotherapy: a multicenter, retrospective
analysis. Clin Colorectal Cancer. 9:305-10, 2010
7. Koike Y, Takizawa K, Nakajima Y, et al.
Transcatheter  arterial  chemoembolization
(TACE) or embolization (TAE) for symptomatic
bone metastases as a palliative
treatment.Cardiovasc Intervent Radiol. 2010
Nov 13. [Epub ahead of print]

8. Sone M, Arai Y, Shimizu T, et al. Phase I/II

multiinstitutional study of wuterine artery
embolization  with  gelatin  sponge  for
symptomatic uterine leiomyomata: Japan

Interventional Radiology in Oncology Study
Group study. J Vasc Interv Radiol. 21:1665-71,
2010

9. Sakamoto N, Arai Y, Takeuchi Y, et al
Ultrasound-guided radiological placement of
central venous port via the subclavian vein: A
retrospective analysis of 500 Cases at a single
institute. Cardiovasc  Intervent  Radiol.
33:989-94, 2010

10. Yagihashi K, Takizawa K, Nakajima Y, et al.
Clinical application of a new indwelling catheter
with a side-hole and spirally arranged
shape-memory alloy for hepatic arterial infusion
chemotherapy. Cardiovasc Intervent Radiol.
33:1153-8, 2010

11. Kobayashi T, Arai Y, TakeuchiV, et al: Phase
I/1I clinical study of percutaneous vertebroplasty
(PVP) as palliation for painful malignant
vertebral compression fractures (PMVCF):
JIVROSG-0202. Ann Oncol. 20:1943-7, 2009

12. Takizawa K, Shimamoto H, Nakajima Y, et al.
Development of a new subclavian arterial
infusion chemotherapy method for locally or
recurrent advanced breast cancer using an
implanted catheter-port system after




redistribution of arterial tumor
supply.Cardiovase Intervent Radiol. 32:1059-66,
2009

13.Iguchi T, Arai Y, Inaba Y, et al. Hepatic arterial
infusion chemotherapy through a port-catheter system
as preoperative initial therapy in patients with advanced
liver dysfunction due to synchronous and unresectable
liver metastases from colorectal cancer. Cardiovasc
Intervent Radiol 31:86-90, 2008

14. Satake M, Uchida H, Arai Y, et al. Transcatheter
arterial chemoembolization (TACE) with lipiodol to
treat hepatocellular carcinoma: survey results from the
TACE study group of Japan. Cardiovasc Intervent
Radiol 31:756-61, 2008

15. Sakaino S, Takizawa K, Nakajima Y et al
Percutaneous vertebroplasty performed by the isocenter
puncture method. Radiat Med 26:70-5, 2008

H. FE9REEHE D HHFE - BRI
LAFRF IS

2L

2.ERHER

2L

3.7 Dt

el



1. e RDOTFHATICE T —&EFR



BIHK 4
WRBRREOTUTIZET 32— &R

REERAL WX Z A M4 RRK4 EE | XU | HRE
Arai Y, Inaba Y. Phase': /11 study of . Am J Roentgenol, AJR 621-6 2011
transjugular transhepatic 196
Sone M, et al. peritoneovenous shunt, a
new procedure of
management refractory
ascites in cancer patients:
Japan Interventional
Radiology in Pncology
Study Group 0201.
Takizawa K, A new method of an aXlalCardiovasc Intervent Mar 24. 2011
B puncture  approach forRadiol. [Epub
Nakajima Y, draining loculated pleural ahead of
Ogawa Y, et al. effusions. print]
Inaba Y. Phase II clinical study|Am J Clin Oncol. Feb 2. 2011
Apai ¥ on stent therapy for u [Epub a
R— nresectable malignant head of
[Yamaura H, colorectal obstruction print]
(JIVROSG-0206).
et al.
Inaba Y Phase. 111 ' stpdy .ofAm J Clin Oncol. 34 58-62 2011
_ hepatic arterial infusion
Arai Y, chemotherapy with
Yamaura H, gemcitabine in patients
with unresectable
et al. intrahepatic
cholangiocarcinoma
(JIVROSG-0301).
Sugawara S, Radlologlca! Insertion OfCardiovasc Intervent [Dec 30. 2010
_ . |[denver peritoneovenousig, 4iol. [Epub a
Sone M, Arai Y,ishunts for malignant head of
ot al. refractory ascites: Al print]
retrospective
multicenter study|
(JIVROSG-0809).
Nishiofuku H,  Hepatic arterial Clin Colorectal 9 305-10 | 2010
Aramaki T, infusion of Cancer.
Inabay, et al. [5-fluorouracil for
patients with liver
metastases from
colorectal cancer
refractory to standard
systemic chemotherapy:
a multicenter,
retrospective analysis.
Koike Y, Transcatheter arterial Cardiovasc Intervent [Nov 13.|[Epub a| 2010




Takizawa K,

Nakajima Y, et
al.

chemoembolization
(TACE) or embolization
(TAE) for symptomatic
bone metastases as a
alliative treatment.

Radiol.

head of
print]

Sone M, Arai Y,
Shimizu T, et al.

Phase I/11
multiinstitutional study
of uterine artery
embolization with
gelatin sponge for
symptomatic uterine
leiomyomata: Japan
Interventional
Radiology in Oncology
Study Group study.

J Vasc Interv Radiol.

21:

1665-71,

2010

Sakamoto N,
iArai Y, Takeuchi
Y, et al.

Ultrasound-guided
radiological placement
of central venous port
via the subclavian vein:
A retrospective analysis
of 500 Cases at a single
institute.

Cardiovasc Intervent
Radiol.

33

989-94,

2010

[Yagihashi K, Taj
kizawa K, Nakal
jima Y, et al.

Kobayashi T, Ar
ai Y, Takeuchi

Y, et al:

Takizawa K, Sh
tmamoto H, Nal
kajima Y, et al.

[guchi T, Arai Y,
Inaba Y, et al.

Satake M, Uchida
H, Arai Y, et al.

Clinical application of
a new indwelling cathe
ter with a side-hole an
d spirally arranged sha
pe-memory alloy for he
patic arterial infusion
chemotherapy.

Phase I/II clinical stud
v of percutaneous verte
broplasty (PVP) as pall
iation for painful malig
nant vertebral compres
si)on fractures (PMVC
F):

Development of a new
subclavian arterial infu
sion chemotherapy met
hod for locally or recur|
rent advanced breast ¢
ancer using an implant
ed catheter-port system
after redistribution of
arterial tumor supply.

Hepatic arterial infusion ¢
hemotherapy through a po
rt-catheter system as preo
perative initial therapy in
patients with advanced liv|
er dysfunction due to syn|
chronous and unresectable]
liver metastases from col
orectal cancer.

Transcatheter arterial chem
oembolization (TACE) wit]
h lipiodol to treat hepatoc

Cardiovasc Intervent
Radiol.

JIVROSG-0202. Ann
Oncol.

Cardiovasc Intervent

Radiol.

Cardiovasc Intervent Rad
iol

Cardiovasc Intervent Rad
iol

ellular carcinoma: survey r|

33:

20:

32:

31:

31:

1153-8,

1943-7,

1059-66,

86-90,

756-61,

2010

2009

2009

2008

2008




sults from the TACE sty
y group of Japan.

Sakaino S, TakizalPercutaneous vertebroplastRadiat Med 26: 70-3, 2008
wa K, Nakajima |y performed by the isocen|
Y et al ter puncture method.




II1. A FER R OTATY - BRI




Vascular and Interventional Radiology * Original Research

Phase /1l Study of Transjugular
Transhepatic Peritoneovenous
Venous Shunt, a New Procedure
to Manage Refractory Ascites in
Cancer Patients: Japan
Interventional Radiology in
Oncology Study Group 0201

Yasuaki Arai'
Yoshitaka Inaba?
Miyuki Sone3

Hiroya Saitoh*
Yoshito Takeuchi'?
Yasukazu Shioyama®’
Yasuo Nakajima®

Keywords: ascites, palliati

care, peri shunt

DOL:10.2214/AJR.10.4716

Received March 30, 2010; accepted after revision
September 8, 2010.

This study was supported by a Grant-in-Aid from the
Japanese Ministry of Health, Labor, and Welfare.

'Department of Diagnostic Radiclogy, National Cancer
Center, 5-1-1, Tsukiji, Chuo-ku, Tokyo 104-0045, Japan.
Address correspondence to Y. Arai
(arai-y3111@mvh.biglobe.ne.jp).

Department of Diagnostic and Interventional Radiology,
Aichi Cancer Center Hospital, Nagoya, Japan.

3Department of Radiology, Iwate Medical University,
Morioka, Japan.

“Department of Radiology, Asahikawa-Kosei General
Hospital, Asahikawa, Japan.

SDepartment of Radiology, Kyoto First Red Cross
Hospital, Kyoto, Japan.

®Department of Diagnostic Radiology, Ibaragi Pref |

OBJECTIVE. This multicenter phase I/II study evaluated the safety and the efficacy of
transjugular transhepatic peritoneovenous shunt (PVS), a new palliative treatment for malig-
nant refractory ascites. ,

SUBJECTS AND METHODS. Patients with refractory malignant ascites and patent
hepatic veins and vena cava were included in this study. Eligible patients underwent the place-
ment of transjugular transhepatic PVS catheter via the jugular vein into the abdominal cavity
through the hepatic vein. In phase 1, a step-by-step analysis of the safety was performed. The
safety and the efficacy were determined through phases I and II. ,

RESULTS. Thirty-three patients were entered in this study, nine in phase I and 24 in
phase II. Transjugular transhepatic PVS was technically successful in all patients. No severe
adverse events were observed during the placement procedure. After the placement, 22 ad-
verse events (grade 2 or higher) occurred. Frequent adverse events were hypoalbuminemia
(24%) and decrease in hemoglobin (18%), which resolved within 1 week without additional
treatment. The clinical efficacy rate at 1 week after the procedure was 67%. Occlusion of the
catheter due to fibrin sheath was observed in seven patients, and the revision of the system
was performed.

CONCLUSION. Transjugular transhepatic PVS is a safe and feasible procedure for
managing refractory ascites in patients with cancer. Sufficient efficacy was observed in our
initial experience, but a larger clinical trial is warranted.
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i} alignant ascites is defined as ab-
: normal accumulation of intra-
: peritoneal fluid as a consequence
of advanced cancer [1-3]. It is
often refractory to medical therapies and is
associated with a decline in patients’ quality
of life [1-3]. Management of malignant as-
cites is still a major unsolved problem in the
palliative care of patients with cancer.

The causes of refractory (i.e., resistant to
various medical treatments) ascites include
dissemination of malignant tumor, portal
hypertension, and obstruction of the inferi-
or vena cava or portal vein. In patients with
portal hypertension or mechanical venous
obstruction, a transjugular intrahepatic por-
tosystemic shunt (TIPS) or stent placement
in the obstructed vein may be the treatment
of choice for reducing production of asci-
tes [4-6). However, patients for whom these
procedures are not appropriate or for whom
these definitive treatments fail require pallia-
tive treatment, such as paracentesis or perito-
neovenous shunt (PVS) [1, 7-9].

The Denver shunt has been widely used for
PVS, and favorable clinical outcomes have
been reported [1, 7, 10-12]. An implantable
shunt tube with a one-way valve allows as-
cites to drain into the systemic circulation.
The shunt tube can be implanted either surgi-
cally or percutaneously. Recent studies have
shown the feasibility of the percutaneous im-
plantation, which is less invasive than surgi-
cal implantation [7, 11-13]; however, exten-
sive subcutaneous tunneling is very invasive
compared with other interventional radiolo-
gy procedures. In addition, removing or ex-
changing the system in cases of infectious or
occlusive complications is not easy. Conse-
quently, the development of less invasive and
exchangeable PVS is desirable.

Arai et al. [14] have described a nov-
el PVS, transjugular transhepatic PVS, in
10 patients with malignant ascites. This is
a PVS through the hepatic vein with minor
penetration of hepatic parenchyma using a
TIPS needle. With this technique, transjugular
access to the abdominal cavity is possible, and
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the long subcutaneous tunneling required for
the Denver shunt is not necessary. Transjug-
ular transhepatic PVS may be less invasive
and more advantageous if catheter exchange
is needed; however, a prospective clinical tri-
al is mandatory for evaluating this complete-
ly new interventional technique. Thus, we
conducted a phase VII clinical trial (Japan
Interventional Radiology in Oncology Study
Group [JIVROSG] 0201) that aimed to de-
termine the safety and the efficacy of trans-
jugular transhepatic PVS, a new palliative
treatment for malignant refractory ascites.

Subjects and Methods
Study Design

This study is a prospective multiinstitutional
single-arm noncomparative phase I/II study for
evaluating the safety and efficacy of transjugular
transhepatic PVS for the treatment of malignant
refractory ascites. The study design of the phase I
portion consisted of the JIVROSG 3 x 3 method,
which has been described in detail elsewhere [15].
In brief, this is a step-by-step safety evaluation in
the first nine patients: a cohort of three patients is
treated with transjugular transhepatic PVS, and if
no severe adverse events occur during the obser-
vation period of 4 weeks, the next cohort of three
patients is treated followed by the next observa-
tion period, and finally the third cohort of three
patients is treated. The phase II portion was de-
signed to enroll an additional 24 patients. To de-
termine study outcomes, all enrolled patients were
included in the intention-to-treat analysis.

Patients

Patients with refractory malignant ascites inter-
fering with their daily life were eligible for partic-
ipation in this study. Additional inclusion criteria
were as follows: clear and serous ascites; patent he-
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patic veins and vena cava on contrast-enhanced CT;
Eastern Cooperative Oncology Group performance
status of 0-3; adequate organ function as defined
by a hemoglobin level of 8.0 g/dL or higher, WBC
count of 3000/mm?/dL or higher, platelet count of
50,000/mm®/dL or higher, prothrombin time of 50%
or more, bilirubin level of 2.0 mg/dL or lower, serum
creatinine level of 2.0 mg/dL or lower, normal ECG,
Pa0, level 70 mm Hg or higher at room air; and a
life expectancy of at Jeast 4 weeks. Exclusion criteria
were as follows: manageable ascites with standard
anticancer treatments; planned intraperitoneal drug
administration; ascites caused by liver cirrhosis,
mesothelioma, pseudomyxoma, or mucin-producing
tumors; hemorrhagic or chylous ascites; active in-
fectious disease; varices or ulcers in upper gastro-
intestinal tract; a history of hepatectomy; implant-
ed cardiac pacemaker; or pregnant or pursing.

The study protocol was approved by the in-
stitutional review board at each institution be-
fore patient enrollment. Written informed con-
sent was obtained from all patients. This study is
registered under Clinical Trials Registry number
C000000040 (www.umin.ac jp/ctr/index.htm).

Technique of Transjugular Transhepatic PVS
Transjugular transhepatic PVS procedures were
performed using a dedicated transjugular transhe-
patic PVS catheter and a TIPS system (Rosch-
Uchida Transjugular Liver Access Kit, Cook Med-
ical). The transjugular transhepatic PVS catheter
is a urethane catheter with a hydrophilic coating,
8.2-French in diameter and 120 cm in length, ac-
commodating a 0.035- or 0.038-inch guidewire at
the tapered tip (Fig. 1). Ithas atapered 5-French pig-
tail-shaped tip, five side holes along the 8.2-French
section 14—40 cm from the tip, and a one-way valve
located 70-80 cm from the tip. We designed a ta-
pered pigtail catheter to soften its tip so as to avoid
injury to the abdominal organs. The diameter of the

Fig. 1—Transjugular transhepatic peritoneovenous shunt {PVS) catheter.
A, Image shows tapered (5-10-French) transjugular transhepatic PVS catheter.
B, Image shows one-way valve designed to be positioned in right atrium.
C, Image shows pigtail-shaped catheter tip in abdominal portion. Side holes (arrows) to collect ascites are seen along 8.2-French section.
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section containing the valve is 10-French. The pres-
sure-activated one-way valve opens when the inter-
nal pressure is greater than 2 cm H,0O pressure, thus
allowing fluid to flow one way from the abdominal
cavity to the vein.

Prophylactic IV antibiotics were administered
just before the procedure. Each patiént under-
went conscious sedation with analgesics, and sed-
atives were administered according to individual
needs. The patient was placed in the supine po-
sition on an angiography table. After administra-
tion of local anesthesia, the internal jugular vein
was punctured under ultrasound guidance and an
11-French hemostatic sheath was placed into the
inferior vena cava. A 5-French selective angio-
graphic catheter was inserted through the sheath
into a peripheral branch of the hepatic vein, and
digital subtraction angiography was performed to
confirm the shape of the hepatic vein and the posi-
tion of the catheter tip. The 11-French sheath was
advanced deeper into the hepatic vein by the over-
the-wire technique. The choice of hepatic venous
branch depended on its shape to fit the curve of
the Rosch-Uchida needle of TIPS system. An in-
ner catheter of the TIPS system was inserted into
the tip of the sheath, and a R6sch-Uchida needle
with a 5-French catheter was passed through the
liver parenchyma to access the abdominal cav-
ity. A stiff 0.035-inch Amplatz guidewire (Cook
Medical) was inserted into the abdominal cavity
through the catheter connecting to the abdominal
cavity. The 11-French hemostatic sheath without a
curved guiding cannula was advanced to the ab-
dominal cavity, and the backward flow of ascites
from the sheath was confirmed.

Subsequently, a transjugular transhepatic PVS
catheter was inserted into the abdominal cavity
through the 11-French hemostatic sheath, and then
the sheath and guidewire were removed. The posi-
tion of the transjugular transhepatic PVS catheter
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TABLE 2: Patient Demographics

Arai et al.

Characteristic

Value (n= 33 Patients)

Age (y), median (range)
Sex

Male

Female

Performance status (Eastern Cooperative
Oncology Group score)

0
1
2
3

Primary site
Stomach
Pancreas
Lung
Colon
Breast
Other

Use of diuretics
Yes
No

53.2(33-77)

11(33)
22(67)

13)
1(33)
6(18)
15 (45)

13(39)
4(12)
3(9)
2(6)
2(6)
9(27)

26(79)
7(21)

Note—Except for age, all data are no. (%) of patients.

lar transhepatic PVS procedure. Overall, the
transjugular transhepatic PVS procedure was
well tolerated, with no severe adverse events
encountered during the implantation. The most
frequent adverse events were hypoalbumine-
mia (24%) and decrease in hemoglobin (18%),
both of which occurred within 1-2 days after
the procedure and resolved within 1 week. No
grade 4 adverse events were encountered. No
bleeding event related to the penetration of he-
patic parenchyma was observed, and dissemi-
nated intravascular coagulation syndrome did
not occur in any of the patients.

Clinical Efficacy

The efficacy of transjugular transhepatic
PVS is summarized in Table 4. The clinical
efficacy rate (significantly effective or mod-
erately effective) 1 week after the proce-
dure was 67%. In seven patients for whom
the procedure was initially effective (signifi-
cantly or moderately effective), an increase
in ascites volume and progression of subjec-
tive symptoms was again observed 19-51
days (median, 25 days) after the transjugu-
lar transhepatic PVS procedure. The cause
of the reincrease in ascites was catheter dys-
function in all seven patients. Catheter dys-
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function was caused by fibrin sheath forma-
tion around the one-way valve in all patients,
which was confirmed by angiography via the
transjugular transhepatic PVS catheter (Fig.
3). Subsequently, additional treatments, such
as catheter exchange or stripping of the fibrin
sheath using a catheter and a guidewire, were
undertaken. These procedures corrected the
malfunctioning catheter in all patients; how-
ever, in five patients, reocclusion occurred
within 10 days.

Discussion

This phase /I study was performed as the
initial step in the evaluation of transjugular
transhepatic PVS. The JIVROSG 3 x 3 meth-
od, which was developed and validated in pre-

vious studies [15] by our group, was used for
the phase I portion of this study. Because the
concept of “dose escalation” in a phase I drug
study is not applicable, the same transjugular
transhepatic PVS intervention was performed
throughout the study, and clinical efficacy
‘was evaluated in all enrolled patients.

The inclusion criteria of this study were es-
tablished according to the indications for the
Denver shunt. In addition, patency of the vena
cava, no history of cardiac pacemaker, no his-
tory of hepatic lobectomy, and no dilated in-
testine were included to secure a safe access
route for transjugular transhepatic PVS. The
exclusion criteria (i.e., cirrhosis and high risk
for gastrointestinal bleeding) were added be-
cause of previous reports of severe adverse
events resulting from PVS placement in cir-
rhotic patients [7, 11, 17, 18]. Won and cowork-
ers [7] reported that 63% of 55 patients with
refractory ascites developed variceal bleeding
after Denver shunt placement. The character-
istics of patients in this study, such as primary
tumor, age, performance status, and the use of
diuretics, may be consistent with typical pa-
tients with malignant refractory ascites.

For most of our study patients, the access
site and the hepatic vein penetration site were
the right internal jugular vein and the right he-
patic vein, respectively, most likely because of
the familiarity with right internal jugular ac-
cess and the selection of the right hepatic vein
resulting from experience with TIPS place-
ment or other interventional procedures. In a
few patients, however, the left internal jugu-
lar vein and middle or left hepatic vein were
used, and the feasibility of these access sites
was shown. Technical success was achieved
in all patients from seven participating insti-
tutions, and the procedure time was approx-
imately 1 hour. Thus, this technique is pre-
sumed to be feasible and can be generalized.

Concerning the safety of transjugular
transhepatic PVS, it is significant that eight
patients died within 30 days after transjug-
ular transhepatic PVS placement, because
patients considered to have 4 or more weeks

TABLE 3: Summary of Adverse Events Occurring in 33 Patients

Adverse Events Grade 2 Grade 3 Grade 4 Total (%)
Decrease in hemoglobin 3 3 0 6(18)
Hypoalbuminemia 8 0 0 8(24)
Skin irritation at the access site 3 0 0 3(9)
Pleural effusion 3 0 0 3(9)
Congestive heart failure 0 1 0 1(3)
Fever 1 0 0 1(3)
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Transjugular Transhepatic Peritoneovenous Shunt

TABLE 4: Clinical Efficacy of Transjugular Transhepatic Peritoneovenous
Shunt for Malignant Refractory Ascites

Efficacy Parameter

No. (%) (n= 33 Patients)

Significantly effective
Moderately effective
Not effective

11(33)
11(33)
11(33)

Fig. 3—Fibrin sheath formation around transjugular
transhepatic peritoneovenous shunt (PVS)
catheter. Angiogram shows tip of transjugular
transhepatic PVS catheter at right internal jugular
vein. Contrast material stagnated within and
around catheter (arrows), which is compatible with
fibrin sheath, is seen.

of life expectancy were enrolled. However,
previous reports on PVS have also described
early patient deaths independent from the
procedure [1-3, 19, 20]. Thus, this phenome-
non can be understood as a general tendency
in patients with malignant refractory ascites
who are candidates for PVS. Decreases in se-
rum albumin and hemoglobin have been re-
ported in previous studies of PVS and were
explained as the results of transient dilu-
tion caused by the inflow of ascites into the
blood circulation [3]. Transient pleural effu-
sion and congestive heart failure have also
been reported as adverse events after PVS
and could be also explained by the increased
blood volume caused by the inflow of asci-
tes. Thus, these adverse events in our study
are not thought to be specific to transjugular
transhepatic PVS but to be the general results
of PVS. Skin inflammation around the trans-
jugular transhepatic PVS catheter insertion
site was an adverse event unique to this pro-
cedure, although it was not a severe adverse
event. Bleeding events related to the pen-
etration of hepatic parenchyma, which was
considered as an adverse event specific to
transjugular transhepatic PVS, were not ob-
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served. Therefore, on the basis of these safe-
ty results, the transjugular transhepatic PVS
procedure is thought to be sufficiently safe
to apply future clinical usage and evaluation.

Concerning efficacy, 67% of patients
achieved symptomatic improvement (signifi-
cantly effective or moderately effective). The
efficacy of PVS in previous studies is con-
troversial because the evaluation criteria,
including objective findings, varied and the
comparability was uncertain [1, 3]. Given that
the goal of this treatment is to palliate subjec-
tive symptoms, precise and consistent evalua-
tion of the efficacy of transjugular transhepat-
ic PVS in comparison with previous reports
of PVS is impossible. However, in most of the
previous reports, efficacy rates based on the
improvement of symptoms were approximate-
ly 70%. Therefore, the efficacy of transjugu-
lar transhepatic PVS with regard to symptom
improvement is equivalent to that in previous
reports of other types of PVS.

The reason for fibrin sheath formation in
seven of the 22 patients in whom the proce-
dure was judged as significantly effective or
moderately effective may be that the intra-
vascular catheter used in transjugular trans-
hepatic PVS is longer than the intravascular
catheters used in other types of PVS or that
the transjugular transhepatic PVS catheter
has a one-way valve in the central vein. If
these explanations are correct, they are in-
trinsic drawbacks of transjugular transhepat-
ic PVS and cannot be avoided. However, no
increase in ascites was seen in the other 15
patients. There have also been quite a few re-
ports of fibrin sheath formation in previous
PVS procedures [21]. The device of trans-
jugular transhepatic PVS is developing and
can be improved. Thus, the efficacy of trans-
jugular transhepatic PVS should not be de-
nied on the basis of this rate of fibrin sheath
formation. In cases of fibrin sheath forma-
tion, exchanging the transjugular transhe-
patic PVS catheter is much easier compared
with exchanging catheters of other implant-
ed shunt systems, such as Denver shunts.
This attribute seems to be a great advantage
of transjugular transhepatic PVS. Neverthe-

less, improvement of the device may be the
key for better clinical outcome in transjugu-
lar transhepatic PVS, particularly in the sur-
face of the catheter where the fibrin sheath
is formed. Antithrombogenic coating on the
catheter would be one of the solutions. Other
possibilities for refining the transjugular trans-
hepatic PVS system include improvement of
the function of the one-way valve and enlarge-
ment of the inner diameter of the catheter.

The following study limitations should be
noted. The first is that the sample size was
limited to 33 patients. Thus, there is a possi-
bility that uncommon adverse events of trans-
jugular transhepatic PVS were not detected.
The second limitation is that this study was
a single-arm and noncomparative study. Al-
though the reported clinical efficacy of Den-
ver PVS is 77.95% according to a systematic
review by Becker et al. [1], which is higher
than our results of 67%, we cannot determine
the superiority in efficacy without direct com-
parison by randomized controlled trial.

With this clinical trial, we conclude that
the newly developed transjugular transhepat-
ic PVS is feasible and a safe procedure for
managing refractory ascites in patients with
cancer, and transjugular transhepatic PVS
has sufficient efficacy to be evaluated by a
larger clinical trial in the future. In addition,
improvement of the transjugular transhepat-
ic PVS catheter is needed to reduce fibrin
sheath formation and to obtain better clini-
cal outcomes.
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Abstract

Purpose The authors devised a new method of an axial
puncture approach through the pulmonary apex (PA) for
percutaneous catheter drainage (PCD) of loculated fluid
collections extending to the PA. The purpose of this report
is to introduce the new procedure.

Methods Percutaneous catheter drainage by the axial
puncture approach was performed in two patients with
limited supine position and loculated pleural fluid collec-
tion in the posteromedial part of thoracic cavity.

Results The procedures succeeded in two patients without
difficulties while keeping them in a supine position, even if
the loculated fluids exist in the posterior side of thoracic
cavity.
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Conclusions Percutaneous catheter drainage by the axial
puncture approach is particularly effective in patients with
limited supine positions and loculated pleural fluid col-
lection in the posteromedial part of thoracic cavity.

Keywords Percutaneous catheter drainage - Loculated
pleural fluid - Axial puncture - Pulmonary apex

Introduction

The patients with pleural fluid collections and empyema
usually have been treated by needle thoracentesis and chest
tube drainage. However, technical difficulties and failures
may occur as a result of improper placement of the needle
and tube, particularly when there are loculated and multiple
inaccessible pleural fluid collections. Percutaneous catheter
drainage (PCD) of pleural fluid collections using computed
tomography (CT), ultrasonographic (US), and fluoroscopic
guidance has widely been accepted in such a difficult case
[1-3]. The success rate of PCD is 80-90% [2—4]. A patient
may be placed in the optimal position (supine, prone,
oblique, erect) to allow needle placement into the fluid.
However, PCD of a loculated fluid collection in the pos-
teromedial part of thoracic cavity is technically difficult,
because a puncture approach through the back of the
patient with a contralateral decubitus or prone position is
usually needed. The procedure provides relatively a lot of
burden from the standpoint of patient’s care during the
procedure and the following observation. Particularly in
patients with limited supine positions, the puncture
approach through the back is not indicated. We devised a
new method of axial puncture approach through pulmonary
apex (PA) under fluoroscopic guidance for the pleural fluid
extending to PA The precedure can be achieved by
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keeping a patient in the supine position and already has
been successful in two patients without difficulties. We will
introduce the technique and its advantages of this new
procedure.

Materials and Methods

The first patient (50s man) with diabetes mellitus had been
suffering from septic arthritis of left shoulder joint and
sternoclavicular joint complicated with pyoderma of anterior
chest wall spreading to the level of the ipsilateral axillary line
with positive f§ streptococcus at blood culture examination.
He had dyspnea and chest pain due to large amount of pleural
fluid extending to PA in left hemithorax (Fig. 1A, B). The
conventional intercostal approach for PCD was not indicated
because of the pyoderma. It also was difficult due to his
shoulder pain to place the patient in the optimal position to
insert the needle into the fluid. Therefore, PCD by the axial
puncture approach through left PA was performed.

The second patient (40s man) was admitted into.the hos-
pital with a diagnosis of multiple loculated empyema in right
hemithorax. He was treated by chest drainage with a 22-Fr
tube of which the entry was made in the midaxillary line at
the fifth intercostal level just after admitting. Because the
patient’s symptoms included chest pain, dyspnea, and high
fever >39° were worsening the next morning, an artificial
ventilation was started. Computed tomography examination
revealed that the tube failed to drain the loculated fluid col-
lection on the posteromedial side extending to PA. It was
difficult to place the patient in the optimal position to insert
an additional drainage into the residual loculated fluid.
Therefore, the axial approach was selected.

Procedure of the Axial Puncture Approach

Indication of this procedure includes patients with loculated
pleural fluid collection in the posteromedial part of thoracic
cavity who are limited to supine positions or have difficulty
of puncture approach through the back. It is essential to the -
indication that the pleural fluids are extending to PA.

In two patients, PCD by the axial puncture approach was
performed under fluoroscopic guidance on anteroposterior
view. Fast of all, they were placed in the supine position on
the examination table. The longitudinal puncture line was
decided to overlap the part of the first rib running down-
ward under fluoroscopy. The initial target was the superior
aspect of the posterior third rib. The entry site on the skin
was decided to be located just above the posterior third rib.
The entry site can be decided on the monitor of CT taken
before the procedure. Keep placing a cursor of CT monitor
on the target point of the posterior third rib, the slice level
on the CT monitor was adjusted to the level of the skin. As
a result, the entry site pointed by the cursor was located
around the skin covering trapezius muscle, and the depth of
the entry site was almost equivalent to around the tip of
spinous process of the seventh cervical spine which could
be palpable. Actually, a patient was placed in supine
position. The entry was decided by both the location of the
first rib under fluoroscopic monitor and the palpation of the
tip of the spinous process of seventh cervical spine, which
should be confirmed on the prior CT examination before-
hand in each case. After local anesthesia and dermal cut on
the entry region, a 20-cm length, 18-gauge coaxial needle
was axially and horizontally punctured and advanced
overlapping the first rib on A-P view under fluoroscopy to
reach the superior aspect of the third rib (Fig. 2A, B).

Fig. 1 Axial CT and sagittal reconstmctior‘) showing the loculated pleural fluid extending to pulmonary apex in posterior part of thoracic cavity.
Arrows septic arthritis of left siemociavicular joint vomplicated with pyoderma of anterior chest wall. Asterisk loculated plearal fluid
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