BOMK B58% - W65 20124128 369(49)
T3 HRTRSTRBRSAOMEBRGRESOTR #®5 AOHEHEE
Histology 0 1a 1 2 3 BHE  TME+E50HE
(N=30) (N=27g
Sce-30 Gy o 0 o0 1 0
—40Gy< 0 0 0 1 1 ISR 13 cases 112 cases
Adenoca-30 Gy 3 5 3 1 0 occurred 10(78%) 38(34%) (P=0.002552)
-40Gy< 0 2 5 4 0 ' leakege 3 9
Muc-30 Gy 1 1 0 0 0 lymphorrhea 4 5
40 Gy< 0 1 1 0 0 Urinary dys. 6 12
Tleus, enteritis 5 . 6
Other 1 3
%4 wexner score (ISR H4574) AFR - 14 cases 68 cases
rred 12(82%) 26(38%) (P=0.001178)
s || occ
gi 545t [P-value Intrapelvic abscess 3 8
1) Incontinence of solid stool mean| 2.4 | 0.3 0.0031* lymphorrhea 4 10
2) Incontinence of liquid stool mean| 1.9 | 1.0 [0.1834* Urinary dys. 8 21
3) Incontinence of gas  mean| 2.7 | 0.8 [0.0812* Vesical rupture 1 0
Tleus, enteritis 7 13

4) Need to wear a pad mean| 1.9 | 1.3 |0.5584*
5) Alteration of lifestyle mean| 3.3 | 2.5 |0.3686*

* Mann-Whitney U-test
ik g JEmsinE

Wexner n=7 =
score 12.0::4.0 | 6.0£5.3

P=0.0407*

F 7= RLFIHREIC BA U THX wexner score I & 3
ISR ST OB E T o ke ht, BEEIIRF 4
FIRSZ2ToEFON, BHOoLMS 7THT
FDRAIATAI12.0, EBHBFET6.0 EHFERZE
ZboT, BEBTHENBLWERTHH L G
4). BHECREIZAHAL T, HRICHARNZ
TodOTIX, ISREHMT78%, APR Tid

82% LHED TME+RIGHIICHLT, BASA

CEERTH-o/ (F6). EBHSOHERTOMRS
PIIALFHEE HEOHICIE 30 Gy, /MR EH
712 40 Gy ERKITH L TOABWRRTRD S
OO0, MFHBEOETLAMEDEE 28D
. BEEOEH S bSROBMEEETBIC, B
ELXHE ks 8 &% E (intensive modulated
radiotherapy +IMRT) 2 EDEAMNFEENZ &
ZATHS.

28 TME & R BHDHS

HHEIC B S EBEORBIREFRRENI

DERFERTS%THD, KD 14~30%
KHUTEWERTS . LHLanS, #F
TREBBICED & 14~30%ic L3 &0 SR
bHHW. KBEBRRTITES12TH, %2

| EEBMEIBEYIEE (total mesorectal excision: TME)

BLUHFRERZTRETHZLHALIN TN
3. Thicks&, 2,916 FOEMT, HHERN
DS TRER TE&MBERERSL D ILFf0E
FICH L 59.7%, ¥RIEEE pA LURTIE 65~80%
LEEEITDhTYE. U ESR RGBS
TOHE, 24T8% TdhDMNERE T3-T4
ERICBD & 1B1%ICBRAEELBEENTY
3. DEDASBEETS TETHREXOTFHHK
BHREBDHHILIIED. BESOKERTOR
FTERE D MERN AP TME OREfTICK
3 RIFREREREDTEE. HHISUFAEBO
Bbh3EFICHT 2 RBRHAIFRFIINATDH
5, FHERENHL RFAEHICERL TVWS
EEZTNARBN, X5 RIEDOLEREDE
HHEEL, HATEELBDNS stage VOEH
2L TH, conversion therapy /2 & % B
»iz, FIFBHEZTY, SRNERRESEZBENII
HEBREET>TVWS, L UFHRIATEBEO
B#ITDOWT, JCOGO21Z HBTOEENMHFE
h3LZATHD. BRENFRICHEALTESRLE

— 498 —



3700500

Motk = Ss%‘: SH6B Wi2HEI1ZE

S A O

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%100%
Bl FHHROLE

0% 40% 26% 30% 40%50% 60% 70% 80% 90%1 GG%
B2 HEEEHAOLE

BT BE, DT D IFHSEREHAIC b 0

T%T%%,Wﬁ%ﬁ%%ﬁﬁ&@@ﬁk&@
BWILPHREE @D BLUBERA T 0—F
& B RS RITT 5T LI & BRI

BEEE/TEL (M2, EEMFURTeH

ERBURECBLT, ROBRFERCHTS
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BOmK $58%-5687 20124£12A 371(5D)
AN1-4
1 (2000~2011)
AN1-4
0.8 {1980~1999)
0‘6 T tieees
1 s
0.4 - ""=‘.-. . l—--—-
T P=0.0157 ..-lIIIII --------
0.2 - ANO
0 -
1 (] ] ] [} [ ] ¥ ¥
0 500 1,000 1,500 2,000
7R (B)

. B3 #SERTEHROEMAR
HEEFEFAOD B, 1990~1999 £ 5 EE£FR 42.3%, 2000~
2011 4248 50.4%, FEBEFHA 278X THok. BEHACEBRERNTEH

BEERODE.

! j TME-HI SR E
038 -
BE-EELEE LR a
0.6 - &
4 ]
0.4 + P=0.9473 S
] #581 CRT B¥
0.2 4
0
o 20 4 6 80 100
E£TEAB
4 &g
TME+EIA RS &#iR1 CRT B0
© MRS NHBEEICRAK D, 20104610 AKD
3 O EkSEEE ESRHRMALOEDIT, WEET THEEE

WRIDERBEOBRIZONTE, WEEHRE
7z CRT ®86HI LB TN TWiEN. L Lz
SR BILefsl, RFEEaEC
BOTH, FRZ2ZBDHDH3OIFIHSMAIZENTS
D, BEARTERTHLI5THS. BEOH
BIREIENT VNS, FRHESICH L TOBRILE
NUECEEhS EFRISNS, EES, W
DERRAP KRBT L 3B HEOS X 2l

g 5L MmeE LT, L-OHP (VT 5y
) ZRAWE{EERE (m-FOLFOX % 3 Wik
SOX) ZHplicRELERICERZHETL, B
FRREZETETNS (F6). ThETicl4
FICHET L TE RN, REPORMERARIIEAL
Bizinof. TETO, BEBRESICHELT
SHROETHEEBREVDHO LMK XA, TO%

" TFOLFOX %5 7 —)VHEfT L CR 2B/ EH D

Ef#ERYT ([@5). {LERERSMTE, AR
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5 Casel (Age: 56, Male)

RESEHETPE TS o0, BECXVED 5.
2D, BHSSIROZ CERERARICHA ‘
EHRRIEATA. 5, SRR
Lzds, £8HHL TnSZ & TREHFITHED D
EEBEESMOL, SATERAFSTHHEN
BiEhs, ‘ ‘

CEE®

THEBERRERSEREASO/RMIcT 2T
ERSHOBETSS L Bhhaa, WHEES
LU TME 280 FHEHONEZ LTS
BARAR, BESEASHIEEE L AEIE
BEAvEies EEA Z WL SRR ERT
BICHEBT S LELNS. FLELBROME
FTHLEDRNA—F o A RBRBEETADIL

A, hNDIAREDT I SR E Bbh
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Gerard A, Buyse M, Nordlinger B, et'al: Preopera-
tive radiotherapy as adjuvant treatment in rectal
cancer.Final results of a randomized study of the
European Organization for Research and Treat-
ment of Cancer (EORTOC) . Ann Surg 208: 606-614,

1998

Cedermark B, Johansson H, Rutqvist LE; etal: The
Stockholm I trial of preoperative short term
radiotherapy in operable rectal carcinoma. A
prospective randomized trial.Stockholn Colorectal
Cancer Study Group. Cancer 75: 2269-2275, 1995

Martling A, Holm T, Johansson H, et al: The Stock-

‘ol TI trial on preoperative radiotherapy in réctal

carcinoma: long-term follow-up of 2 population-
based study. Cancer 90: 896-902, 2001

Medical Research Council Rectal Cancer Working
Party: Randomised trial of surgery alone versis
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surgery followed by radiotherapy for mobile cancer
of the rectum. Lancet 348: 1605-1610, 1996

5) Folkesson J, Birgisson H, Pahlman L, et al: Swed-
ish Rectal Cancer Trial: long lasting benefits from
radiotherapy on survival and local recurrence rate. J
Clin Oncol 23: 5644-5650, 2006

6) Kapiteijn E, Marijnen CA, Nagtegaal ID, et al:
Preoperative radiotherapy combined with total
mesorectal excision for resectable rectal cancer.
New Engl J Med 345: 638-646, 2001

7) Gerard JP, Conroy T, Bonnetain F, et al: Preopera-
tive radiotherapy with or without concurrent
fluorouracil and leucovorin in T3—4 rectal cancers:
Results of FFCD 9203. J Clin Oncol 24: 4620-4625,
2006

8) Bosset JF, Calais G, Daban A, et al: Preoperative
chemoradiotherapy versus preoperative radiother-
apy in rectal cancer patients: assessment of acute
toxicity and treatment compliance.Report of the
22921 randomised trial conducted by the EORTC
Radiotherapy Group. Eur J Cancer 40: 219224,
2004 ‘ \

9) Bosset JF, Collette L, Calais G, et al: Chemother-
apy with preoperative radiotherapy in rectal cancer.
N Engl J Med 355: 1114-1123, 2006

373(53)

10) Sebag-Montefiore D, Stephens RJ, Steele R, et al:
Preoperative radiotherapy versus selective
postoperative chemoradiotherapy in patients with
rectal cancer (MRC CR07 and NCIC-CTG C016): a
multicentre, randomised trial. Lancet 373: 811-820,
2009.

11) 8@ &, FERESE, PHE - i BT TFEE
BT 5 ERAEIIBHEFEE. W 6L 465-
470, 1997

12) HEkESE  EEESICXTHBERE%E THEBE
9 5 ARILFIENGRBERERN. QEISE
33: 119-122, 2000

13) vl X, FEEE, HEBEE - 4 [EEEKRR
OFEHR] THEBSICHNTH>ENHEEFOS
B ERR 89: 407412, 2003

14) KRBBBBIRS : KBRS RS>, &R
iR, ®IX, 2010

15) FMAES : (RFOBKRH] KB WHBHOE
F¥E2MS THEBBIZBTSAEY > EBo
THER. 7 62: 924-927, 2000

16) /MU X, HEHEBESE, HENRS : NIREOLDD
RKBBEOBH LKRER] KBEO/ARKRRE HEFH
QIABEHE TRHAIRGIBNT & AR, B
HR5LA 65: 285-291, 2010
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mREE 1

Crohn 5l &6 U=RERED 2 i

Two cases of carcinoma of the anal fistula associated with Crohn’s disease

B A kSRS TN LB R
BEME #F — HE&Rz
AL E FHEEE  EHE—

®E

EF) 11343, B 19WT Crohn WEAIFIREZREL, MR 24 FBICHEICH S AIPISeE CERER
RFERD. 25T ICAIPEERORRZI 21TV, WREOHREZK 28T, #RICBRARLKNEE
L. ER 2 39m, S 19T Crohn WEFHZREL, HRNAE 19 £B ICEANFEBOEEY A%
Bfe. ERTHBABROREZE T, BEENERYIMRERT L. RERTREERHIBRBETHHZED S,

LERICREL TOWSETREASZL. FHILEETROMRNPHEIAFHIS S GBREN, TOFRETFRT

HB.
B4 68(1) : 109~113, 2013
| -+ N

- Crohn#s, #FilifE, MMIEM, LREEYIRK

XU

Crohn 7% (Crohn's disease : B F, CD) cAB##
BT HEERBENLE VDR TEAS, AEEX, KB
CHREDHHLBED ISBICKEEERET L LD
hTwaY, CODIREHLASEROREZEDE
Web TRETZ LEBEERVT L1281 S LAt
(1982~2011 4£)2710, BYBUAHETH Y, ETHE
%L, LHEECYRTAHRNBREND LS

172

AH TR, SEDIADIAIFERL-BBRAZEDT,

CD &8 L =R 0BT PR HROMELIZONVT
XRHEEEMATHRET 5.

iE

EH 1)

B K488 BH

= #F:ILMH

BEAEEE : 1979 4EC CD L BHf s h, HBFHEN 4 H
Hoi:.

0386-9857/13/ ¥500/Ex3C/JCOPY

BURE : 1979 I ALPIMZE £ B Le. Shkcilbs -
IR L TV, 244EMBRR LA 200349 AICER
ERBAMBE L. BHICBTIERE koD,
EETCT RER HT S nrz. TP & R B

CBABY, UBEBIENL

EBRED CRILME XEEEIIH 3cm icbho T
PRLTW:. BEERERAHRCHAL 2o/,
SHERTIBEEBHIB Ok oz,

ABREFBE : 55 168 cm, 4E 48kg ThHho/z. BHE -
CIEHCH 20 cm OFFBRE R ZD k.

ABRBRERR Hb 86 g/dl L EMZE D T,

- CEA %1378 ng/ml, CA19-94%221 U/ml & LR LT

Wiz,

BESCTFiR : THEROBMEH.LE LI-BERE L

B EBD: (B1).

ERTR1 EEDWE2B2HNT, SRS TICT
PR OBBEREBOMBRF L BT L. AR
BB CREE L OREDHZE .

FiHFR2: BREFHLENE LT, FRABHMH
(D3), ERMEER, BEEX P —vERFELHETLL.

RS #6388 H1%5- 2013414 109
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ET ﬁﬂf@ﬁ%ﬂ?@ﬁ
(&),

AL 204 5T, HILFFRIG 1500 mL Chore,

GIRRIEATRR « TPV E ORISR — K 1% 22
D7z %%%ﬁ#&%ﬁ%@ﬁ%%%k%%%ma,
B DM 8 BICR L & 7 @i(@?@

FEMSSNTE | AR L REA IR0
AR S o THIE LT e, — D LI
BRI LR B, B OB 17,

FiiE pAl, pN2, pStagellb THo7z (H 2b) .

TR 4 4 H ISR A L, 27 H IR
Belofs. GrikMBfRE L L ORI SFURHIEA
OPIRE VAR 2225 #4521 2 H B IS CIHES

L.
KIRL 7.
(E# 2)
B EIVE B
* Ko LMEE

RIFEESREEOOBIC, #i#307AT

BRI © 1990 4712 CD L % g%ﬁ.@%%%ﬁwsmg

S ma%%a
(= ﬁﬁ@%ﬁ%%ﬁ%ﬁ&%&@%@t
b: ﬁﬁﬁibi%@&ﬂﬁkmﬁ@ﬁ%ﬁﬁﬁﬁﬁvfﬁﬁb?mt.

U — B L 2 O A S 1L BRI, B
; T ErBooh: (H8).
?%@%@#@%@@ﬁ&t@%ﬁ&%%%ﬁ rmor

YIRKMEATIR | PRGNS,

Hoi

AEE 1991 4F ISR 5098 L7, 194EAS8B L7
2010 4 8 A HER TR O IRILR 2 B 7z, EM
TG OBMEET, HA, FHENCSE~AE

L ~
- ABRESDSE %&K%m&@%ﬂkg0®o .t~

THOSERIC RO E B, ERRST, %mﬁ
EEpN)

ABBSRERTR © M0, 41k &%‘?* —ICRE

ERBOAEDoT

BB CTRAR : PR & — 809 B SR DRLF E A 1
SEBEHARIC AT THEOBRZ D7 (K 3b).

PET-CT B ¢ ALFIRHEA B Skl A~ M fh it e

ZEW 7. SUVmax 2549 O FDG £z o T
(B4 3c). e

FWEAR ¢ @Ezj%% i%z‘?“"%wf“ﬁf?h.%{s’f? LTS
%ﬁgﬁﬁﬁﬁwDﬁﬁﬁﬁ?bﬁ FHERE L 145 5,
Wilidk i 90 mL TH - 72,

%@ﬁhm
32x30%25 mm OB £ 7z (HMda).
%ﬁ%ﬁ?&%&@?‘f% Btk Lﬁ_ﬁ%ﬁﬁéﬁ m&m&

- DHEROEAE Mo fﬁﬁ%ﬁ?‘f@:ﬁa{x{wi AL

*ﬁL?‘%&%&%zgﬁaﬁ HEROD %ﬁ%%%st Ll

i pAl pNO, pStagell Tho7z (B4b).

WA REBERIT, SHH AT R
2 WECER L7 At 1B IERRRBARIL

'{ﬁﬁwmﬁﬂﬁw%@M% BRAORE) 2o, B

%ﬁﬁﬂ?ﬁ’& 272H ﬁf‘?:@w’,”iﬁﬁ LR OISR TH

Ei%‘”’ﬁrfqﬁ b"‘f,,@%’?ﬂ?%:ﬁﬁk%%%%ﬁ%

%%~%%%w%1%~%$ﬁiﬁ
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%1 DHFEICHTIFLROBER (1982~2011 4E)

E

Rl

BEF | HEH | |l E 3 o i WERE | AR WITHE (Fi%9) FE
2001 BB (41| |RIFIfE. RIERRGH 204F  |FIERMBRRME AR APR  |Al le.vpz. M(+). |4 BBTEE
o , ' Stage
2002 |MAY |20| &k \AIPI/BR%E. TBRS (175 |[WORE %R APR  |unknown 35 HAFEL
2002 |[BAY |20\ k|BIPIM/RoE, MoRBHE|24F (%A [£RR |FB  |unknown 10 PATEE
2002 | |39|5 (AIPIM/RAE, MBBHB|13E |HRE |48 B [unknown 24 HAREC
2002 |ZER® 37|53 | AIERRAEAL - 204 |[#5%SE |BEUER |APR AL NO, Stage I 1 HALH
2002 | R |40|B |l & VISR 204 |WEE |RRERE|APR Al.'Ncl)\., M1 (LN), [10DB4%HE
Stage
2003 [HNS |27|B [AIFIE 3F  |HRE |4 APR  |AL ew (+) 9D REEF
2004 |FIL® (38|55 |BIPIE. AIEHER 245 ESMCE (SRER |ERREEP (1) 1 DREE
2005 |KE" |38|%|AIFIE 245 |HEE |78 ATAIFI|293r (+)., P (+) |8 HDAFET
2005 'rw’ 46|55 |ALPIR, #hEGHE 84 WEm |9 APR A1, NO, Stage I |4 DB%%F
2006 |BAD |40|k|tEmBE unknown |#6HERE - |48 [TPE  |AL ew (+) 4 HAFEE
2010 |$ERE" |34 | % | AIPIH., S THE|WRE |8 APR  |Al, N1, Stagella |24 HE4TF
2011 |EErpl 43| |AIPams 0%k |tEEAE o TPE  |Al N2, Stage@lb |30 HBEFEE
2011 | BB | 39|55 | ALFIAER 19F  |[HRE  |E8 APR  |AlL NO, Stage I |15 HB4XF

APR ! BIRESSVERRYINRH. TPE : BENESHE

EHPEEVHELTWA £, REENICHER
BEEASHOROBCLHERICRBINALTWEIE, &
5Hicit, EROEIFEBIMEOE»OBMICHEEL
BWIEPEZENTWEILRL, CDICABEL:
HERLBETEL.

— B9 CD TRIFRENEBBERH L, CD
OEBIFIRECIAERIBIET 20X BETHS
7, EREAPILFRERESFEE L'sa‘s b, 20T
RTHFFERBLEABEHETE 2. EPEWeb T
[Crohn 5% - ##E# ] & [Crohn % - BEE] THRE
Lx7-FB Y Tix (1982~2011 %), KEWFEHB L CD
AR LSS 12 Ak h o220 ARFIO
2B E M A7 14 FIOMET TR 14 B9 10 BT,
BEOHFERE L ARCBENS L, IFREOERM
MY 155 £ L BPICRATW: (R1).

BROFHERL 371 REEHRENNS H o 7295,

CD DBEACREEREOREERIERTHHT L
6, FI520FE0RBHM T 30~40 BRTORE
LB bB—RBLLTEIALNS.
AEBIRMDHIEETH Y, 14 FALPIETE
G Stage N6 I TH oz, Tz, HHEICRKREEH->
CTHBREICBETAZ L20, FHERNEL LTIRYR
BB R R T 2 -0 LEAYRT 2HERBERS L
Twiz. EREOURZENL LTERABEH2

112

B, BELBRNEBIERS AT S h Tz,
DEEEREECEBEBIC X - THEYRIZARAD
2PEELSPDATHo7z. EHIC, FOFHBUER
BTHY, 2EEFEFEONLORERASDTLH
DHTH-o7z.

Lizdio T, REBISHT 5 0BERIEL LTIIEE
REAPBEOEEL 25D, ERICIEBRIESCILME
DD THARERENES TRRZVI LB N,
HEPI CREERTBIMIE O Dot 1EFATE
R T ICEBIBRET, REBHZELOLBIK
SERYERIC X AREHZ T L.

ERICER L CD OFEESIC LTI, S
DOREZEFHICEELWOBRICH - HLEND 5.
SBIIEBI, £ V7R IVRTORMKGERNOW
micfEo T, CD ORFHERBEOBBREIZE HITHL
BRI ENFHENRSE., FOBRICELTIE, B
R ILPIRZE DB £ seton drainage 7 L DRI T
B, EHNRERDFCLECHRLLLSRETO
ERPHBURESDT, CDOBEREEICHTS
Y=L T VRAOHINETNS. ¥/, CDICEH
MOBERELE L, BRCERAU L ¥ OERYH
TICHE LT, SR Ebh B EMICH LTI,
SHERICE ARESHIBONLLTYH, BLoER
BEHELL) A CHSBAERDHFEZHET TS
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1) Lightdate CJ, Sternberg SS, Posner G, et al : Carcinoma com-
plicating Crohin's disease. Report of seven cases and review
of the literature. Am J Med 59 : 260-268, 1975
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MEDICAL BOOK INFORMATION
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@B5 H280 20114
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2122-2124, 2004

7) KBERM, REE-K SEER M4 Ju—rHmcebl
AKBHO 3F. HiEEE102: 912-917, 2005

8) frAsil, FHEE, MK M Crohn Bicaf LS
Mo 1 5. HESAEE 68 : 1501-1506, 2007

9) BAKRH, WEEX FHA—, f:CrobnBicafLig

C ITEEMEOBE. 1520 : 973-977, 2006
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(Jpn J Cancer Chemother 39(11): 1687-1691, November, 2012)

Reduction in Oxaliplatin-Related Neurotoxicity by the Administration of Keishikajutsubuto (TJ-18) and Powdered
Processed Aconite Root: Takeshi Yamada ™', Hayato Kan™', Satoshi Matsumoto*!, Michihiro Koizumi ™!, Junpei Sasaki*',
Aya Tani*', Kimiyoshi Yokoi™ and Eiji Uchida™ (*'Dept. of Surgery, Nippon Medical School, **Dept. of Surgery, Nippon
Medical School, Chiba-Hokuso Hospital)
Summary

Oxaliplatin (L-OHP) is an important chemotherapeutic drug for the treatment of colorectal cancer. Peripheral neuropathy
was observed in 90% of patients who received L-OMHP. Neuropathy often results in the discontinuation of treatment or a
decrease the quality of life (QOL). The most effective method for reducing neuropathy is the discontinuation of L-OHP. To
reduce neuropathy, we administered Keishikajutsubutou (TJ-18) with powdered processed aconite root (TJ-3023), and we
report the effect of these compounds. The subjects comprised 11 patients with metastatic colorectal cancer. L-OHP (85 mg/
m?*) was administered as part of the FOLFOX6 (10 patients) or FOLFOX7 (1 patient) regimen. All patients had experienced
neuropathy. We administered TJ-18 (7. 5g) and T-3023 (1 g). After 2 weeks, the TJ-3023 dose was increased to 2 g for non-
responders. The response was evaluated according to the Neurotoxicity Criteria of DEBIOPHARM. Reduction in neuropathy
was observed in 5 cases (45.5%). Among 6 patients whose feet and hands felt warm, reduction in neuropathy was ob-
served in 5 (83.3%). Key words: Keishikajutsubutou, Powdered processed aconite root, Peripheral neuropathy, FOLFOX
(Received Nov. 14, 2011/Accepted Apr. 6, 2012)
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—Short Communication—

Test in Colorectal Cancer: Are Antibiotics a Prerequisite

for Specimen Irrigation?

Takeshi Yamada', Hayato Kan', Satoshi Matsumoto',
Yoshikazu Kanazawa', Michihiro Koizumi', Junpei Sasakl’,
Aya Tani', Kimiyoshi Yokoi'* and Eiji Uchida'

'Surgery for Organ Function and Biological Regulation, Graduate School of Medicine, Nippon Medical School
*Department of Surgery, Nippon Medical School Chiba Hokusoh Hospital

Abstract

The collagen gel droplet-embedded culture drug sensitivity test (CD-DST) is one of the
best chemosensitivity tests owing to its high success rate. However, CD-DST is often a culture
method, and contamination is a serious problem, especially in the case of colorectal cancer,
which is contaminated by enteric bacteria. It has been reported that the success rate of CD-
DST is 64.0% in the case of colorectal cancer. Therefore, the sampling and washing of
specimens before culture are extremely important. By washing specimens carefully with
normal saline containing antibiotics, we achieved a success rate of 853% in the case of
colorectal cancer. To improve the success rate, we started specimen irrigation with a large
amount of normal saline in January 2007. As a result, a success rate exceeding 90% was
acquired. For the success of CD-DST for colorectal cancer, it is important to irrigate specimens
many times with a large amount of normal saline.

(J Nippon Med Sch 2012; 79: 163-165)

Key words: collagen gel droplet-embedded culture drug sensitivity test, colon cancer,

Success Rate of Collagen Gel Droplet-embedded Culture Drug Sensitivity

chemosensitivity test

Introduction

The progress of colorectal cancer chemotherapy
has been remarkable. Excellent treatment guidelines
are available, and the standard treatment regimen is
FOLFOX (leucovorin, fluorouracil, and oxaliplatin) or
FOLFIRI (leucovorin, fluorouracil, and irinotecan)
with or without molecularly targeted agents.
Although response rates range from 40% to 50%",
many patients have adverse effects or do not benefit

from chemotherapy. Consequently, determining
whether an anticancer drug will be effective for
individual patients would be of enormous benefit, as
would personalized therapy.

Anticancer drug chemosensitivity tests support
personalized therapy by predicting the effect of
chemotherapy, and one of the best such tests is the
collagen gel droplet-embedded culture drug
sensitivity test (CD-DST). However, the CD-DST is a
culture method, and confamination is a serious
problem, especially in the case of colorectal cancer,

Correspondence to Takeshi Yamada, Department of Surgery, Nippon Medical Schoeol, 1-1-5 Sendagi, Bunkyo-ku,

Tokyo 113-8603, Japan
E-mall: y-tak@nms.ac.jp
Journal Website (http;//www.nms.ac.jp/jnms/)
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which is contaminated by enteric bacteria.
Therefore, the sampling and washing of specimens
before culture are extremely important.

We have worked toward improving the success
rate of the CD-DST in colorectal cancer. To that end,
preventing contamination is most important. We
believe that irrigation of specimens with a large
amount of normal saline is required, The purpose of
this study was to cvaluate the effect of specimen
irrigation with a large volume of normal saline on
the success rate of the CD-DST in colorectal cancer.

Patients and Methods

Patients

Cur research subjects were 87 patients with
colorectal cancer who underwent surgery from
January 2004 through August 2010 in  our
department. We divided the subjects into 2 groups:
group A (36 patients) underwent surgery from
January 2004 through December 2006, and group B
(51 patients) underwent surgery from January 2007
through August 2010.

Specimen Preparation
At the end of surgery, we obtained specimens by
stripping off the surface of a cancer tissue. We can

collect the largest number of cancer cells from the.

surface. The specimens from group A were irrigated
5 times with 20 mL of saline containing 200 U/mL
penicillin (Gibeo, Grand Island, NY, USA), 200 pg/mL
streptomyein (Gibeo) and 50 pg/mL amphotericin B,
On the other hand, specimens from group B were
irrigated 10 times with 40mL of saline without
antibiotics. After irrigation, the specimens from both
groups were stored in Eagle's minimal essential
medium (Gibco} at 4C until the start of the CD-DST,

CD-DST

We performed the CD-DST with the method of
Kobayashi et al’. This sensitivity test was performed
in the BML Laboratories (Saitama, Japan) We
considered the CD-DST to be successful when the
culture in a dish with an anticancer drug and that in
a dish without an anticancer drug (control) were
both successful

Bacteriological Analysis
To judge the effect of specimen irrigation with a
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Table la Patient background

Group A Group B
{n =38 (n = 45}

Sex (M : F) 31:7 23:22
Age (years) 674 672
Pathologic type 19:15:4  27:13:5

{well-differentiated ;

moderately differentiated :

poorly differentiated)

T classification (1 : 2:3:4) 4:7:22:5 2:4:36:3

Table 1b CD-DST success rates

Group A B
Total cases 38 45
Successiul cases 29 36
Success rate 763%  800%
Contaminated cases 6 4

Contamination rate 15.8% 85%

large volume of normal saline, we counted the
number of bacterial cells in the irrigation solution of
specimens from 5 patients. We counted the number
of bacterial cells in the first irrigation solution
{(sample 1), the fourth irrigation solution ({sample 2,
and the last irrigation solution {sample 3).

Results

There were no cases from which we could not
gather a sufficient number of cells. There were 2
cases cach in group A and group B which showed a
poor proliferation capability of cancer cells, and
these 4 cases were excluded from the study. Thus,
34 cases belonged to group A, and 49 cases belonged
to group B.

There were no significant differences in
clinicopathologic factors between the groups (Table
1a). The success rate did not differ significantly
between group A (85.3%) and group B (81.8%; Table
1b).

In all cases, the number of bacterial cells
decreased with irrigation {(Table 2). We found 10° to
10° bacterial cclls per milliliter of the first irrigation
solution but only 10° bacterial cells or less per
milliliter of the last irrigation solution.
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Success Rate of CD-DST

Table 2 Bacteriological analysis

Number of cells

~ Age
Case > Sex
{years) Sample ]  Sample2  Sample 3
1 73 I 108 104 102
2 67 M 102 0 0
3 76 M 108 104 108
4 79 M 108 10t 108
5 66 M jug 104 16*
the culture solution will prevent contamination in
Discussion almost all cases. As a result, a success rate

In cases of lung or breast cancer, the success rate
of the CD-DST is 80% or higher' However, in cases
of colorectal cancer the success rate of the CD-DST
is 64.0%° which indicates the limitation of the CD-
DST in playing a key role in personalized therapy
for colorectal cancer.

The most important problem of CD-DST is
contamination, especially in colorectal cancer.
Because bacterial contamination cannot occur in the
absence of bacteria, the success rate can be
increased by minimizing the number of bacterial
cells before starting the CD-DST. Therefore, careful
irrigation of specimens is extremely important. To
our knowledge, there have been no reports of how
many bacterial cells adhere to colonic specimens or
how much irrigation solution is needed to prevent
contamination.

We have succeeded in performing the CD-DST by
washing specimens carefully with normal saline
containing high concentrations of antibiotics. To
improve the success rate, we started irrigating
specimens with Jarge amounts of normal saline
without antibiotics in January 2007. The present
study shows the importance of specimen irrigation
with a large amount of normal saline, and our
success rate is higher than previously reported
rates’. By irrigating 10 times, the number of
bacterial cells decreased to 1/1,000, and the
irrigation solution contained 10° or fewer bacterial
cells per milliliter. Although 4 irrigations (iotal
volume, 160 mL) decrcased the number of bacterial
cells to 1/10, many bacterial cells still adhered to the
specimen. If the number of bacterial cells adhering
to a specimen is 1000 or less, antibiotics contained in

exceeding 90% was obtained. With this high success
rate, we can establish personalized therapy on the
basis of the CD-DST. To establish the CD-DST as an
accurate method, we must increase its success rate
and review the sampling and irrigation methods.
Can an increase in the amount of irrigation solution
decrease the number of bacterial cells adhering to
colonic specimens and increase the success rate of
CD-DST? These questions must be addressed by
future studies.
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Abstract. Some colorectal cancer liver metastases (CLMs)
disappear on serial imaging during chemotherapy and the
optimal treatment strategy for such lesions remains unde-
termined. The purpose of this study was to investigate the
outcome in disappearing CLMs, as few studies have focused
on this topic, with conflicting results. Among 125 patients with
CLMs treated with modified FOLFOX6 with or without beva-
cizumab, those in whom all CLMs disappeared on computed
tomography were identified. Recurrence of such disappearing
lesions in situ was examined on a tumor-by-tumor basis. Five
(4%) patients with a total of 44 CLMs met the evaluation
criteria. The median number of CLMs prior to chemotherapy
was 8 (range, 2-16). The median maximal diameter of the
CLMs was 1.8 cm (range, 1.0-2.4). The median time-to-
disappearance of all eligible lesions was 6.5 months (range,
4.5-7.5). Histological examination of scar lesions on the liver
surface revealed no viable cancer cells. Two lesions were
surgically resected. During clinical follow-up of the remaining
42 lesions, in situ recurrence was observed in 8. The cumula-
tive 1-, 2- and 3-year rates of relapse in situ were 9.1, 9.1 and
31.1%, respectively. Given the low risk of recurrence in situ,
the results suggest that the sites of disappearing CLLMs may
be left unresected but should be carefully monitored during
follow-up, with resection an option if the lesion should recur.
However, to validate such a treatment strategy, further investi-
gation with a larger series of patients is warranted.

Introduction

Recent advances in chemotherapy have resulted in an increasing
number of patients with colorectal cancer liver metastases
(CLMs) being treated with systemic chemotherapy prior to
hepatic metastasectomy, either as neoadjuvant treatment for
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initially resectable lesions or in an attempt to make unresect-
able lesions resectable. When used as first-line chemotherapy
for CLMs, new and effective regimens, including 5-fluorouracil
(5-FU)/leucovorin (LV), irinotecan and oxaliplatin in combi-
nation with targeted agents, have yielded a complete response
in 1 to 9% of patients with CLMs (1-3). The optimal treatment
strategy in such cases, however, remains to be determined as,
to the best of our knowledge, little research has been carried
out on this topic and the results thus far have been conflicting.

Patients and methods

Patients. The study protocol conformed to the standards of
good practice and ethics of our institution. Informed consent
was obtained from the individuals included in the study. A
retrospective review of all consecutive patients who had been
diagnosed with CLM and who were treated with first-line
oxaliplatin-based chemotherapy (modified FOLFOX6;
mFOLFOX6) with or without bevacizumab between January
2006 and December 2010 was carried out. The mFOLFOX6
regimen comprised intravenous infusion of oxaliplatin
(80 mg/m?) over 2 h, followed by rapid intravenous bolus infu-
sion of 5-FU (400 mg/m?) for 5 min and continuous intravenous
infusion of 5-FU (2,400 mg/m?) over 46 h. This regimen was
repeated every 2 weeks. When used in combination with the
mFOLFOX6 regimen, bevacizumab (5 mg/kg) was infused
intravenously over 60-90 min prior to the administration of
oxaliplatin. In Japan, the use of oxaliplatin and bevacizumab
for metastatic colonic cancer was approved by the govern-
mental health insurance system in March 2005 and April
2007, respectively. During this period, mFOLFOX6 with or
without bevacizumab was the standard first-line chemotherapy
for metastatic colorectal cancer at our institute.

Data were collected on patients in whom all CLMs initially
detected by computed tomography (CT) disappeared during
first-line chemotherapy, focusing on time-to-disappearance
and time-to-recurrence on a tumor-by-tumor basis.

The clinicopathological patient data recorded included age,
gender, site of primary lesion, disease stage at diagnosis of
primary lesion, site and number of liver metastases and carcino-
embryonic antigen (CEA) level prior to chemotherapy. Adverse
events during chemotherapy were evaluated according to the
Common Toxicity Criteria of Adverse Events (CTCAE) ver.4.0
(4). The relative dose intensity of oxaliplatin was also evaluated.
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