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Abstract

Objective . In order to determine whether Adobe Acrobat software can

be effectively applied to telecytology, in this study we assessed the soft- -

ware in terms of concordance rates for judgments on a monitor screen
(monitor cytodiagnosis) with the PDF files and ordinary microscopic
diagnosis by cytologic and histologic examination of forceps biopsy
specimens.

Study Design : Forty-four clinical samples (sputum and bronchial
brushing and washing specimens) and 12 lung cancer screening samples
(sputum) were used. Images of atypical cells photographed with a digital
camera to gether with a request form, and a list of cases were converted
into PDF files. After patient information and comments were added to

the PDF files, the data sets were sent to cytopathologists by e-mail

secured with a digital ID. The cytopathologists opened the PDF files,
made the diagnosis on a monitor screen, and returned the results by e-
mail.

Results : The results for the diagnosis of the clinical samples showed
that the same diagnosis was returned in 27 of the 30 cases that were
positive by microscopic cytodiagnosis. The results for the diagnosis of
the lung cancer screening samples showed that the same diagnosis was
returned in all cases judged as C or D by the microscopic cytodiagnosis.
The concordance rate for presumptive histologic types was 11/12 for
adenocarcinoma, 6/7 for squamous cell carcinoma, 3/3 for small cell car-
cinoma, 1/1 for large cell carcinoma, 1/1 for LCNEC, and 1/1 for pulmo-
nary metastasis of Urothelial carcinoma ; thus, the concordance rates
between monitor cytodiagnosis and microscopic cytodiagnosis were
high. The concordance rate with histological diagnosis by forceps biopsy
was 22/25 for microscopic cytodiagnosis, and 24/25 for monitor cytodiag-
nosis ; thus, no significant difference was observed.

Conclusion . Adobe Acrobat software is cheap and includes good secu-
rity and annotation functions, and it was found to be effective for telecy-

tology in this study.
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THE VALUE OF LONG-TERM POSTOPERATIVE FOLLOW-UP AFTER CURATIVE RESECTION OF
LUNG CANCER AND COMMON PROBLEMS ASSOCIATED WITH IT

Ken Kodama', Kazuyuki Oda’, Jiro Okamt', Jun Maeda!, Lei Wang',
Masahiko Higashiyama' and Tomio Nakayama®
Department of Thoracic Surgery! and Epidemiology? Osaka Medical Center for Cancer and
Cardiovascular Diseases, Osaka, Japan

This study was conducted to elucidate the real benefit of postoperative long-term surveillance for 10
years in patients who underwent curative resection for pathological stage I lung cancer. In 1995 and 1996, 100
patients with p-stage I lung cancer underwent curative resection. Of those, 20 patients were excluded be-
cause they did not comply with the follow-up regimen.

Our follow-up regimen comprised a physical examination including a posterolateral chest radiograph and
blood laboratory test every 6 months for up to 2 years, followed by once a year up to 10 years after resection.
In addition, CT generally encompassed the lung apices to the lowest edge of the liver and was performed with
intravenous contrast once every two years.

As a result, among 80 patients, nine recurrences (11%) and seven metachronous second primary lung
cancers (9%) were detected. Of 16 malignancies detected, six underwent curative reoperation The 5-year sur-
vival rates after the discovery of recurrence and of second primary lung cancer were 22% and 72%, respec-
tively. The average survival of the six reoperated patients was 226 days longer than that of the remaining pa-
tients. For the calculation of the costs per life-year gained (LYG) of our follow-up program, an estimated sur-
vival benefit of 226 days was used. Consequently, the costs per LYG were calculated at almost 4,500,000 yen.

In conclusion, the costs per LYG seem to be acceptable in the light of Japanese average annual earnings.
In addition, this follow-up regimen seemed to show a clear survival benefit for patients with metachronous
second primary lung cancer. However, for patients with lung cancer recurrence, the perceived benefit was
nominal.

© Japan Surgical Society Journal Web Site : http: //journal jssoc.or.jp
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L4778, secondary endopoint [HAEHEFAR UNE NFRT4 D 6 4R, 10 FAFR L 5 prospective
study ZfTo TV 3, .
FER, 1997 4E-2002 £EIZ 179 A5 entry i, MRHE 128 B, FERRAE 10 B, FRREARA 41 B TH-
7o, 6 FlHTER T LS RAMTON, BT IRAE 58 BIlTHE/ NFIR (BOSRTIER or WWR) 23T
b, TRYESELR 80 A Ty N FHUBRTERIIR LT, 660 i L T udimtliR~ —

F—U-—Fk:
J Thorac CT Screen 2007;14:96-100

DGRBS AR NN TR E DR AN L S 005 D,
WSR3 T RREEE, M NFIR, SR SR LB

Xraiz

1990 £E{%, C TRZMEK LicbAEICE
W, TSP NS S EH R EINE LD
27207z, TN O DOHRITITELAFREC T (high
- resolution CT: HRCT) L. 47947 ARE
& (ground-glassopacity: GGO) 27T 53
FEHAEMKET XMKBE LEE

(bronchiolo—alveolar carcinoma: BAC) @
I RBEORMME LS ENTWS(L],

—75. 1 HA3E/INHBREATEE e A AEREROTE
FIAENEHR T, 70 L. LA CHESL S V- fifi
BECIRRRFEHIATFS - R U o SERERE OMELE

* KBRS AT o & — PR SRR
(T537-8511 RBRHREE 1-3-3)
email :kodama—ke@me. pref. osaka. jp

*2 KBRAFSIRRNIR 2 o & — e iR
(7537-8511 KBRTATHEAXHIE 1-3-3)

W LCoEEZREELTWA[2], LAl
Mo, BaEDCTRE. DV IR ESIE
FIZC TIZTBRERIN M INERED R
HREIL. BB L TARED BICAEN
BT EDRMOT-FH L entity EEZX BN
b, Fhpx, FNHIIRH AIERENTARE
ISR BFELR, £, ENOINEST
X Bz, HTRNCRERERL () 2Z2Wawe
ET5Z EIIREET, 2, 188, follow &
G DT ABUENEFREOMSIPEEN TV B,
Yt ¥ —TiE HRCT k., &KRE 20mmid
T O ERKIFEIREIIR L, SEIHOE
VT NFHTEAT 5 72D, LW ED
T- OO R L., H=CRIRENE A BAREIC
3 A 7D prospective study ZHED TV 3B,

xtg L itk

HRCT £, BAER 20mmlAT T, FifSids
U o ERER A FRD 7V (c-NO) ffEE S BV N
Hite FREA SN DRI L,
HRCT DR (G G OREREHE 100%, >50% or
50%) . JREDY A R (=Z10mm, 11-15mn or
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16-20mm) . fEEK, SPEOLAE, FHEECIRR,
FHXISEIER (segmentectomy) . AV \LILAEHE
PRETER (wide wedge resection: WWR) DLy
OFFEIBRITREEIRT 5, MEETERH AU
HEISREIERAEIR AN 7354, 66O type (>
66O EFE) THIUL) » Eixyr 7Y s
MBIV A, Solid type  (KGGO HFR) Thiv
ISRFR Y o EEREEATS Fig. 1),

Tumor size / GGO

-10mn, any type
Pure GGO. any size

5%
=% Lobestomy
+LN

>10mm VATS lnbestomy £
i ¥ dissection
GGO type & 11-15mm —-’ﬁ%—o Segmentectomy. &
B +LNs i /
Salid type & 11-15mm iﬁﬁ LN sampling 4

GGO type & 16-201u1 ety j_ef:l g‘::f:ﬁz(:::; %i”

s

Solid type & 16-20mm
Fig. 1 Treatment Strategy for Small Lung

Lesion(s)

IR BV NEWW R BT -84,

WP RER YRR~ — O BRI 21T O
(3], HEAERZBEME, HAVIEREL =Y /¥
DT RLEHHARES TRt & 2l S E A
Ha/ T CARHEFIT 7o o b ITEELIER+R
R > EEREIC iR N — R 21T D,

AT F—h K arky bR, EH
TRENELNTZHE. =2 Y —%1Tu,
BAZREGEE 150 & LTz,

FEERTHIBRZINZ 72V D5, AZHEFIT I
T DIEIREEERI 723D compromised case
I3xgsh e L,

BEMRIZ— MY TH% 10FRE L,
primary endopoint IIEFFEFRKATTER,
secondary endopoint IMEAEFHTREIS L UWE
INFATRED 5 5, 10 FAETFRE Ui-, &R
Hi#RI X Kaplan-Meier 35 TH L O FEERTE
121X log—rank #FEZ VY, p0.05 AT 2FE
EL B LI, |

=R
1997 4E 10 A5 2002 4E9 A F T 5 4R

179 B3 b U —& Tz, BiEds 90 4,
A 89 Bl C, XN I 61 7% (34—82 %) .

PISTHERZESS 159 B (89%) . ZFRFRZAIZ 20
Bl (11%) ThoTz, FHED HRCT _EDFKE
134 13. Tmm (5-20mm) Tdh-o7z, 179
Bk, RS (KRS BWMSELREEL T
V=D 61 B (34%) JEEERY VS 118 #1] (66%)
THhotz, 358 (20%) IIFr-FEhAIREE
gLEX DN, WEACTHA F T~
—¥ 7P Thh,

2006 £ 11 B 0BT, PRIBEHARIL 80
ATHd,

i, dUEEREZ TV o R AR T
3 i, H Rl — O SRR
HTHoT- 1 FlB L OHIRANZEIRR~—
DITRA-4y & HITE St 250 E 6 A, Hih,
Fe N DB AT LN — R MT
bz, Bl s SRz RER g & OBIR
% Table 11Z/RLT=,
Table 1

Histology and Finally Decided
Surgical Procedure '

Limited operation
WIWR Segment. Laobestomy Total

Lung ca. : denpca. 3 25 70 128
Non-adenaga. [} 0 10 10
AAH 1 1 0 2
LPD 4 0 0 4
Benign lesion 38 0 [ 35(19.5%5)
Total 73 26 30 179

WWR: wide wedge resection: Seginent.: segmentectomny: AAH: atypical
adenomatoys hyperplasia; LPD: lymphoproliferative disorder; sdeneca.:
agenocorcingInn;

ZORER. 179 Filrh, JREE 128 B, FEAREE
10 7, BAUMEREREK AAH) 241, U ox
HFEMARZE (LPD) 4 BB X URMHRE 35
FICHoT-, IHE 128 FIERE NEHHS 58 )

(WWR33 {3, KIsETIER 25 f5il) (24Tdody., BhidE
IRRAS 70 Bl AToh Tz, FEEEEER] 10 B4
~THEETIRRA T, AH & LPD 2 &te
FERERREE 41 R L BIRSREIRRAM T 7= LISk
T WR M T,

Table 2 {Z HPCT _LDFT R, & ABRIF & DR %
Uiz, TOFER. B 128 £l GGO type
I3 68 i, solid type i 60 %, FERRE 10 £
133~ Tsolid type Th-o 7z, AMHIEGGO type,
solid type 5341 5], LPD4 i £3~~=T GGOtype.
BRI 3 A% GGO type. 32 A3 solid
type Th-o7,



Table 2 Relationship Between HRCT Findings
and Histological Findings

GGO type Solidtype
Pure GGO GGO>50% GGO<50% Total
Lung ca. : Adenoca. 22 46 60 128
Non-adenoca.* 0 0 10 10

AAH 1 1 0 2
LPD 4 0 ] 4
Benign lesion 2 1 32 35¢19.5%)
Total 29 48 102 179

GGO : ground-glass opscity; *4 squamons cell carcinowmas, 4 small cell lung cancers,
one s and one p i {

179 Fif, FREHREARIC B Th om0
1313861 (77%) T, 2D H 58 FlTHE/NF
TN, 80 BICEEIRR TN -, *
DFER. HE/ NFITRE 58 LT p-stage IA
Th-olDizxt L, IFEETIEREECIE 80 #i
62 %l (78%) 73 p—stage IA T 18 il X p-stage
IBU LD TEE CThH -T2,

BITE, PREEHAR 80 A <. v 138 i
M/ NFHTEE 58 Bl RFTERIIEETH D, 1
BlIOMEREE K U=, —77. BEETRREE
80 i, 6 BIZERTESE (55 5 GILSENH
K. 1 GIASHIEERRE) %380, 13 flvEietn
Bar¥ Uiz, Fig. 2125/ NEREE S FHEEETRR
HOWRERRETRIIRA R LT, Fig. 3
(TR DWHE AR E R Uz, AR
REHEIZ LY | FRABRET b LIETBIE
BT~ THEECIRRI Tt S, ZRITHE
INEIRIAM TN Z & 2RL T3,

Limited operation (n=38)

= 1
»
§ 6 Lobectomy (n=80)
[
T 4
s
< 2 P=0.0003
~
n T T ~r
0 2z 4 6 8 1)
Years after operation

Fig. 2 Relapse—free survival

CTH#

Limited operation (n=58)

1
E 6 Lobectomy (n=80)
2 A
2 P=0.0057
0
® 2 4 6 8 m
Years after operation

Fig. 3 Overall Survival

z £

1995 %%, Lung Cancer Study Group[4]iZ &
% TINO 3E/INBRRAERL 64~ B ME/ NEHTZ B
¢ 3 randomized trial OFER. M/ NEHTORL
BIIEBIZRE L N0, # 5 0OB3E05E
BEERRIT 1988 LT L TWB I b
v MU —ENHE NERIM TN EF D <
IIABFZETRR & LTV D80 NI & b,
AN TEITUIETH -2 LITFEETH
Do —H7. A HIT 1985 4E—1996 £EIZ, TINO
RO T, FEFIEE~E, T0b
b, EEY A X, GHEIEERIZAGURTR
ICIREMZIUT, # NP THo7E8d
DIEFINTFHET D2 L %, retrospective I
Et LR L7 (5, 6], EOFER. TR
FHHITONTZ 6 FIOFHTRARIL 5 A FR
T92% & BT, HEHEFITRE & O TEILAR
Dao7-[6], 46 B 1 FZEER<— 0T
DEFEBH LN, 3 FUHERES & RS
DEFARDT, bbb, FFT - HtheEss
. BEOETII RV DS, ZHEFRRAC A
e/ N CETZVMEAZH o T-, Ll
RN D | M NFITRE CROIBEERRDY 15mmbd
TTCholEFICERIIR o7,
1994 FEP LY F—TRES CTIZL D
JitviEE CT 23 BRtA S - 2R gsn et o
NP U BERETARAMR, CT TORRHHRENS
BRRAIND LD polz, £, 1995 FiZ
BABEE 20mm LT OB R NEU %R
1254 % Noguchi Z3¥E[TNHZX - T, type A
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L type BIZFEBEDLOTRFTHHZ LN
WE SNz, BELIXZTOHR, BRKIEERE 20
mmBA T O/NEIFREEIZ IO T, Wb A f
fa R EESER T2 h BAC D D 5EIG L
Ttk & ORBEZBAREIZ L[8]. & 51T BAC I
HRCT £ GGO & LTHH S D Z &2 b, 66O
EHEDO EDIEERTHRETFE LTERTH
T LEHELRD,

PULEOREERPENTD L. BREER
20mmIL T/ BRI heterogeneity D5&
VEERITH D Z & HRIERE 15 mmA T T
HIUTTRIBEHE IO L 2D 2 5T &,
GGO EfEZ TEREFIMIE, BRIEEE
20mm FE TRV NI OB Z LR TE 5 HHE
MA3d B, 1997 F£D retrospective 72kaaH6]
T FERRAIHE AT 46 B9 1 B AREIRR~—
DUBERETDID, 1997 & 10 BLRE, T
hEIRS~ — O PRI 2 L T —
IZfT> T3 (3],

F D%, WNREIEMO—&EWY |
T b0  IRHEE (Il 2WrareEE
TAHZENRETHHZ 06, KT 20mn
LUTF OBy IR 20T - 1B RS
4% BT prospective study % 1997 4EiZ
BRZE L7z, GGO T & #irPsititike~—
IR 2 IR ER TN L. FRC
pure GGO {ZRE LTIk TREEIE % L8R
D—DNMZ Tz, Pure GGO {3 L b4
B HEITRRICE D LiIXB 2 b Wb T
H5(10],

1BED retrospective study #BEIZ, &
[B]0D prospective study OB ZRRER]
BOE R/ INFITRE 50 fil & BRE LT, TNHICE
WTw—U VB EAHETEIUL, AN
BTN Y XLAOZEMNFEREND EEZ
TV \60 .

Fig. 11Z7R U7 AiT=GBiRELE T 64 BilDfE
ITHE NSRRI S AL, AT 6 BIARHETF
RT3 8= b S BRI 58 Bl R
Mt BE. ThbIiw—V B
IXR.HN2VY, 2002 FITEFHERISK T LT
WA, FEEBE )RR BACIZ OV TIX 10
FERORIEHNRYE L E 2 b D, 2012 4,
BYRIENET LERR TV U BRNE

ETHIUL, AFCERIRERE DR MDA
ENBEEZTVWD, T, ARG RE
T, FEBIEGN I LIBXEIBRIC R ATIESID
RNZ &AM TEL,

BEE | ABFZEO— IR IEA B 25 AMFSEEE
SRR 0-18, 13-9 B X TN17-6 DBYRAIZ LY
Toht,
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Prospective Study for Establishing a Novel Management Algorithm for Small Peripheral Lung

Lesions

Ken Kodama®, Masahiko Higashiyama*, Kazuyuki Oda®, Jiro Okami®, Jun Maeda” amd Tomio
Nakayama™
Department of Thoracic Surgery™ and Epidemiology™ Osaka Medical Center for Cancer and

Cardiovascular Diseases

Purpose: A novel management algorithm using new indicator for deciding the type of lung
resection for small peripheral lung lesions =20mm was studied.

Materials and Methods: A wide wedge resection (WWR), segmentectomy or lobectomy was
decided for individual patients according to the GGO% and intraoperative lavage cytology
of resectionmargin beside the conventional criteria.

Results: Of 179 patients enrolled, there were 138 lung cancers and 41 non—cancers. Of
138 lung cancers, 58 patients with limited resection such as WiR or segmentectomy survived
without local recurrence at 80 months median follow-up

Conclusion: the selection of the type for lung resection using this algorithm for small
lung lesions seems to be effective for preventing local-regional recurrences and the

excessive resection of the normal lungs.

Key words: Small lung cancer, Ground-glass opacity (GGO), Limited operation,

Bronchiolo—alveolar carcinoma (BAC)
J Thorac CT Screen 2007;14:96-100
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HERZORETEDHY S
drLE !

Eg— BN BTOMSBRZOBESEOMBELAZHLIIIL, SROBETROHBR LRI T 2. HELER.
HERZBOT AN LEFROTEMARET S LI R 4 Vi, BRS L~ BRELHEEDHEDNNT YV FEH
LFLREBTHL. WiEE LT ORBRHEOHRAMN ONEMREARRSERREBRSORERLL OF
B & B EBAROZNOEE~NORZBEOEA, #¥E 2015 BR. REMELECARICHML LD L EHIC
BEEHEFEECHL LA RBRFEAGIBRRT HLENH L. (i 2007:47:757-759)

WA — MRS, HEER

A New Direction for Quality Control in Lung Cancer Mass Screening
in Japan

Tomio Nakayama!

ABSTRACT — Objective. The problems of quality contro! of present lung cancer screening programs were clarified,
and the direction for quality control in the future was examined. Method and Result. In comparison to breast cancer
screening, it is more difficult for lung cancer screening to decrease variability in the quality of taking and interpreting
chest radiograms taken for tuberculosis screening. The following method is devised as measures. 1) Report of screen-
ing accuracy. II) Activity enhancement of the life-style related disease management conferences in the prefectures,
I11) Introduction of screening accuracy into contract requirements by municipalities and screening offices. Conclusion.
It is necessary to inform the community of large about screening accuracy, and for bureaucrat in change to recognize
that quality control is important. (JJLC. 2007:47:757-759) '
KEY WORDS —— Lung cancer screening, Quality control

OEEL L THBIIORAZEIZIY, HETHRIS
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BHEE2RHEICBSVT, WERZIIEEMIIHEASN
2bon, HBoEASRERLENREEIILD. &%
FHERIIESCEHRBRSETHRE SN 2N XK
TANLERCAREE LS/ BERTFTHEISVTIL
EHRESHICHAVIEB X BT « LADFRERHE
HEFBITIOA TR b o770, EARRETEHAL
KT CHAMBESRARSERKIIBVTRE L&A
RHREEGEED [MEBEFARSOFTIE] HER S
7.2 LA L. SoBSTIIERMICHIBRESEERL
TWRHIEON G EFRBENZILDH . FL LM
FBRTAI L LD L. BB H B EHART SN
COEFIIBEIBORHYGEDOHR T, VWH WA LEE

eI NTHWEL00, XERWIZEAEB~ TS5 .

TA—=DES BB AN—FLTIE 2w, SFICEBIZEL
Tid, EMTHHIELUNOEMFIZRL. MEE 1D
BIZLZAZZEAPLWEMAZLOSEAZLAREIZL TV
5. F/z. o [MBERARSOFFI&] 2L H
FHEESESBEB LTI LE (X RZEMARKIE
WMHRIIHABL T2 00, FICERBEHERN OB
AT NTOREBBEMAN [F51&] £HTFLTSHEIZR
Zhwl, BTREMES CHESTHEEESRLEXSHITT
BEEHERZEPERL TR EIAEIN. 25N
3, HEBERL _ERENERIITLhATVI29EI»
BHMThd ThLLEELOWNHY L HEEOAE
HHloARLTFY L L7z [HEBRE] LvddhuvF i
FEoLll, BBERZIEIRII-TEY), »2FN BT
LT ahEI A BRTLITROGVEIAICHEL
DOEEYH 5.

3. [BhEEIRECEEEHIA - BEEERD] DFAEM:

BRRERTHHIAMBRBIZOVTIZ, BE6FESHHERL
TNPOWESEHEPITREAS* L LY. 2ETHES
R ERBEITOET, TUESTFI T4 —RBITRDS
T AN - ER - MERORELEIOTEL. ZOBE
EROEFEIIBRLITH->Td., HEOHBE SRS
PEECERLTETHSE. —HXERTHLMBHRSIC
DWT, HIDL S ZERBIITIETHAH) 2P HE
ISR Eh S22 B4, BETHEGL RN
THZEAAMEEICELY. BIIAKBBEES BRI
EELEE7EESNFHBLAMBZHEHY A FS5 4 >
2005 fERRIC X TS X MEH & Rl + Bv /e
I RARSICX ) BB OR R IIE LT 555,
FETHBICH T AR IIREF TH D, AL TIITH
LOHDLZTORBABEETLE (FL—FO)] & &
NTVD. 3 ElEHRL T WA BELZITFHS
LR3FETHY, BEMBESIMERZOEEFRIZ
3B

P RUETTTA—DEINIER LTS
FETHINE. BFERELXERITLTIT) T L IXTRET
HHEVTTIIERLTLE-FEEZEET HH L.
EALTHMORELEEDEE/ LD INTIFER
ERBMELXRTALILBRERKDOHZLOE TR OR
WITREHE DS 5.

4. BENLHLE

HEMLZGTHE LT, ITERBOVRBEZ L IUVER
T T TBREZOIE L WFES S idfir%RL, IE
LywWhiEd Huea b UEMiBRes & L ik ETE L
Vi, W) AR BETALEIND S,
OREZBEOIEHRAR

ERBETRTTICERAROTEEZ AV, BiBREo
WA FIZBO TS, EHLOHmEIZINE Bok
ANBRREERISERREAITAHEEZ RO F— L=
LTRFAT AL EAEIRII. ETTHORBHERZL
NS B & T, BRI/ S 2V BTSRRI
DL EEBALHIZLTWDE Y ZOFEIITFEOH
RV RFHIETHLH. ZOERIZH - T,
FT—2R—TVE2HEBETLE—HRAILL LI NRFTTLE
PF—3alEXIVETHAI L, HEERLZIVS
THLPARRESCERREL EOR B LIEECH LT
OHBEAEDOREIVLETHE I L, TBREHO LV
BT TN 7 XFDREL B DR T VI &, & EDORE
BEAN KR EINT VS,
@EGEAFRARAAR (EEBER) RZSETERIRRSO
a1t

WA —EHBE{LS N5 FTIZ, #HBEFRIZB W
THAMBOFEER L HIGT 2 8 AIBIRS T RIBER
HEEEIIH L TE2LDOFEAEDVWT W Ll
— R E LoD L,. FERRLH Y. BELOMES 2
ENTVERVWEGERBELH 5. MWARBOEBERIT
BT & 3wz, WBETHICRPARS O 2 5l 5 72
OEMLM#EL L. HOoOBEOELELCHES
HW T2 &ATERVTE, BEXY V2 —VEIL
LTWaIZeETF->Twad. FHEMFBEVIEFIZEN
13 BEMRFINETEIENTE, Z LD THESTH
WREIC LA, FBMBE T HICERET LT TIE <.
MRS 2 WIS ERARN ORI L EB L. FHRE
DOHBHHEH - REHAE~OIHBLERT L EALE
THa SHLiIBEsaKkLEARs ., WEH R
ROBEYHFTTLIL T RROBREIEHIL &
AHETE L., Thonl ik, EfiEETHEH
T8 L UORBEBFEEKL BSORBZOMESZMS Z
ENTE, BB EMNTES.
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@WEIH ¢ B RBH G ORHZHNORLHEDEA
BAEMAHOBZIIFR—FZB{HFANLTHY, LD
LIAPEZTIFAIEFBREINTEY, PAKRSLZ
DBEDOHIZHE. MBERBAKBEDRMHFIC, HER
HEEHSNLIRELDOTHY A6 d, BHGEHF (b
#) oPil, BEOLELRGZEFHEINTVSRT
137, AR PRAERENZEDLMDRT VDL DODIHDS,
BWMENTWBEZ L%, RPTREIIHESHT 712
R ANLE A, MEHELBELHETAICILTS,
NTREHRTELELELLE L. EIRNAPARE
BEHARE (BRORSELFETECERZIHDR
ZBET AEZE] B (HEHIRE HE ) ci, £
HARBICET A2 EEN L PARSUEREEERT TH
h, COXERIHFEINS.

5 &8O
HMITORBRZIE, FOIRTFALHESELERL

Japanese Journal of Lung Cancer—Vol 47, No 6, Oct 20, 2007—www.haigan.gr.jp

K WRERICH B, R TFHEBIL ISV, MRS
HEADOIATALAYBETENEIA IV TIIHD. 5%
HWRARDT 7=y 725 £ <KIEHAL, BEBENFEE
ThHILZERICLCAL LY, RIRBRDH HRED
EMShD e HFETS.
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KEYWORDS Summary Even with the standard first-line chemotherapy, advanced non-small cell lung
Non-small cell tung cancer (NSCLC) recurs in most cases. The purpose of this study is to develop a new chemother-
cancer; apeutic regimen for patients with NSCLC that has relapsed or was refractory to previous
Second-line therapy; chemotherapy. Patients with proven NSCLC refractory or recurrent after previous single-regimen
Irinotecan; chemotherapy, PS of 0—2, age of 15 years or older, adequate organ functions and measurable
Cisplatin; lesions were treated with irinotecan at 60 mg/m? and cisplatin at 25 mg/m? with 1000 ml hydra-
Phase li study tion on day 1. This administration, considered as one cycle, was repeated every week without

rest unless encountering defined skip and dose-reduction criteria. The treatment was adminis-
tered for six cycles over a 49-day period, both median values, to 48 patients, with a response
rate of 26%, progression free and median survival times of 3 and 11 months, respectively, and a
1-year survival rate of 46%. The most frequent grade 3 or 4 toxicities were neutropenia, anaemia
and nausea, which were manageable. Subset analyses suggested that the response rate was inde-
pendent of response to the first-line chemotherapy. In conclusion, second-line chemotherapy
of weekly irinotecan and cisplatin with minimum hydration seemed effective, with tolerable
toxicity, and is potentially useful irrespective of the outcome of previous chemotherapy.

© 2007 Elsevier ireland Ltd. All rights reserved.

1. Introduction

Current standard first-line chemotherapies for advanced
NSCLC are four to six cycles of two-drug combina-
tions consisting of .a platinum and one of the relatively

* Corresponding author. Tel.: +81 43 226 2577; newly devetoped agents [1]. Despite the role of first-line
fax: +81 43 226 2176. chemotherapy, a substantial proportion of thusly treated
E-mail address: takiguchi@faculty.chiba-u.jp (Y. Takiguchi). patients will in due time become troubled by progression of
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the disease, and seek second-line treatment. Challenges to
the second-line treatment for NSCLC include chemotherapy
with a single agent of either cytotoxic or molecular-target
drug, and combination chemotherapy [2—5]. Despite a body
of reported phase !l studies, only monotherapies with doc-
etaxel 6] and erlotinib [2] have been evaluated in phase
Il studies, and have been proven to prolong the survival
of patients with front-line chemotherapy-refractory and/or
relapsed NSCLC over best supportive care (BSC). In addition,
a randomized study comparing a new cytotoxic agent, peme-
trexed, with docetaxel for this situation was conducted,
revealing comparable survival data with preferable adverse
effects with pemetrexed, adding this agent to the list of can-
didates for standard second-line chemotherapy for NSCLC
[71.

Clinical relevance of irinotecan for advanced NSCLC has
been suggested by phase !l studies [8—14]. Its conventional
administration schedule for NSCLC, in Japan, is at a dose of
60 mg/m? on days 1, 8, and 15, combined with 80 mg/m? of
cisplatin on day 1, every 4 weeks.

On the other hand, cisplatin in combination chemother-
apy for NSCLC evidently contributes to improving the
survival of patients despite its relatively low response rate
as a single agent [15]. This unique characteristic may give
us hope that it might still have power in a second-line
therapy if it is combined with another active agent, even
for patients who had been previously treated with cis-
platin. It is usually administered to patients with NSCLC
at a dose of 60—80mg/m? every 3—4 weeks; however, its
weekly-fractionated administration was shown to be active
[16—18]. Weekly administration of cisplatin may require only
a minimal hydration volume that would be convenient and
advantageous for the patient’s quality of life.

Based on these facts, a phase Il study of weekly irinotecan
and cisplatin as a second-line chemotherapy for previously
treated patients with NSCLC was conducted.

2. Patients and methods
2.1. Eligibility

Patients meeting all the following criteria were enrolled
into this multicentre trial: proven NSCLC refractory or
recurrent after previous single-regimen chemotherapy,
interval of more than 4 weeks from the last chemother-
apy/radiotherapy, PS (ECOG) of 0—2, age of 15 years or
older, adequate organ functions (leucocytes >3000mm™3,
neutrophils >2000 mm~3, haemoglobin >9.0g/dl, platelets
>100,000mm~=3, total bilirubin <1.5g/dl, AST/ALT <twice
of normal value, creatinine <1.5mg/dl, creatinine clear-
ance >40ml/min, and Pa0, >70Torr), measurable lesions
by Response Evaluation Criteria in Solid Tumours (RECIST),
life expectancy exceeding 8 weeks, and written informed
consent. Patients with any of the following conditions
were ineligible: previous treatment with irinotecan and/or
surgery, requirement of thoracic irradiation, intersti-
tial lung disease, pleural effusion or ascites requir-
ing treatment, pericardial effusion, symptomatic brain
metastasis, concomitant malignancy or other inadequate
condition.
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2.2. Pretreatment evaluation

The baseline evaluation included history with complete
record regarding the front-line treatment and concomitant
medical conditions, physical examinations, PS, complete
blood counts, serum chemistries and electrolytes, urinalysis,
chest radiogram, chest CT, abdominal CT, brain MRI with con-
trast medium enhancement otherwise contraindicated, and
bone scintigram. These examinations were to be performed
within 1 month prior to enrollment.

2.3, Drug administration

Irinotecan (60 mg/m? in 500-ml electrolyte solution, on day
1) and cisplatin (25 mg/m? in 500-ml saline, on day 1, with-
out further hydration) with prophylactic anti-emesis agents
consisting of either oral or intravenous 5-HT3 agonist and
dexamethasone (8—16 mg) constitute one cycle of the reg-
imen and were administered every week for at least six
cycles unless encountering defined skip and dose-reduction
criteria. Post-treatment was withheld until evident disease
progression, followed by no restriction afterward.

2.4, Evaluation during chemotherapy

Symptoms, physical examination, complete blood counts,
and serum chemistries were checked twice in the first
week of chemotherapy, followed by weekly monitoring on
the same day of and prior to the next chemotherapeutic
administration. Chest radiogram was performed every week
primarily for evaluation of pulmonary toxicity. Chest CT
and other radiographic modalities necessary for evaluating
target lesions by RECIST were repeated every month until
evidence of disease progression.

2.5, Skip, dose modification and termination
criteria of chemotherapy

Drug administration was skipped when encountering any of
the following criteria on the same day and before the admin-
istration: grade 1 or more of fever (axillary) or diarrhoea,
grade 2 or more of leukocytopenia, elevated creatinine,
total bilirubin, peripheral neuropathy, myalgia/arthralgia,
pulmonary fibrosis or cardiac events, grade 3 or more of
nausea/vomiting/appetite loss, or thrombocytopenia of less
than 1.0 x 10° mm~3. If the condition recovered, the treat-
ment was resumed the following week after skipping. The
dose of irinotecan was reduced to 45 mg/m? when encoun-
tering any of the following criteria during the previous cycle:
grade 3 or more of thrombocytopenia, diarrhoea, or fever,
or grade 4 of leukocytopenia or neutropenia. Cisplatin dose
was also reduced to 20mg/m? when encountering grade 2
or more of elevated creatinine, peripheral neuropathy, or
myalgia/arthralgia during the previous cycle. The treatment
was totally terminated when encountering any of the follow-
ing conditions: disease progression, successive three-time
administration skipping, meeting with any of the dose reduc-
tion criteria after one dose reduction experience, other
serious adverse events, or patient’s refusal.



