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The feasibility of initial chemotherapy for advanced lung cancer
with idiopathic interstitial pneumonias

Akihiko Gemma

Division of Pulmonary Medicine, Infectious Disease, and Oncology, Department of Internal Medicine, Nippon Medical School

Background: Idiopathic interstitial pneumonias (IIPs) are one of the most common complications in patients
with lung cancer. In lung cancer patients with IIP, the most serious toxicity is acute exacerbation of 1P
caused by anticancer treatment in Japan. However, there has been no consensus and no evidence presented,
regarding optimal treatment for advanced lung cancer with IIP.

Patients and methods: Chemotherapy-naive patients of inoperable stage advanced lung cancer with 11Ps
were enrolled. Patients with small cell lung cancer (SCLC) received etoposide at a dose of 100mg/m2 on
Days 1 to 3, and carboplatin every 28 days at a target dose of area under the curve (AUC) 6.0 on Day 1
(Group CE; N=17). And patients with non-small cell lung cancer (NSCLC) received paclitaxel at a dose of
100mg/m2on Days 1, 8, 15, and carboplatin every 28 days at a target dose of area under the curve (AUC)
5.0 on Day 1 (Group CP; N=18).

Results: 35 patients (28 males, 7 females) were enrolled. The median age of patients was 70 years (range:
33-81), 14 patients were clinically and/or histologically confirmed idiopathic pulmonary fibrosis (IPF). The
overall response rate (ORR) was 88% in Group CE and 61% in Group CP. The progression-free survival was
5.5 months in Group CE and 5.3 months in Group CP. The median survival time was 8.7 months in Group
CE and 10.6 months in Group CP. Two patients (5.7%) had Grade 5 acute lung injury (Acute exacerbation
of I1Ps).

Conclusion: CBDCA+ETP and CBDCA+PTX were as effective as conventional regimens in advanced lung
cancer patients without 1IPs and were safer than previously reported for lung cancer patients with IIP.
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(IPs) 1L, ERICEE G-I &nmbA T
. RHCAGED H T b B O i ORE R VE SRR A E
Idiopathic Pulmonary Fibrosis (IPF) T{% 10 ~ 30%(Z
WEE a0 L, TOMTY R7L7~ 1415 S
TWA([1-5). Kawasaki & 1%, Wi CIBRAEl % #at L,
FOISBIZIPFE2 AL Tt HmE LT3 6].
o7, MEEEROBETIE, BEMM K IIRD
A2 7 —RAEMHED—2 LRI ENL TS, L
L7223, TRIEICESE L7 ks S T30
LA, FEEMREOTFEL, MR
RETF LT3, FRICEITHRBEORE, (L%
FEORRILRERNTH D, TEFRICEDNE 7= Ak
BDY AT BEH>THIEFRIENTPRIIFETED
DNy, WZOWTIE—EDRMITR. £, #ye
BEBRRAMENEDOEREA Tz oW T b iEs L e
HHETIFEAE R, TRETOHRE T, b
PO B U - SR OB E AT, 10-20% &
INTWVD[7-10]1 2%, WTh s H—Hugkh b ook
BIOBRMERFTTH D, EEEOTREEESVEHEED
FIERLTUEMIEREEOBIRIC DN TH BT &
NZ L, BEROBIGTIL, F0OfEetd b5
HREFEFNR TS, FR21VEEOE AR
BT AREFFRILIRT, FeRMERE R &S0
fifigeg 25k DA FERIEDO B I & 1R ELE SV I
BT 2RERE(F I M2EEERE) N ER I,
ZORERPDFER2AVEEREZFIIBVWTAR SN
7o) Fexid, FAEICES HRREMEMEMERRE
OFETT IR L X3 DL BFIE ORI & /34 7w RER
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1. BEHLIUFHE

R R PV TS 2 & 0F U AL s R i T o
1T HR /N RE R / FE /NIRRT REF 00 5 B, IRICR
TRINEELZ 2T L, »oOonTholatLigEc
LA L ARVBEEIGE LT

AARIERIAS: PRI (PR IBEIEH )
T UE AR A MADIIE BT
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BRPUELHE & LT DR F AR RS TN
Jii g / /N IB I O MEEZ NG SN TV 5.
2) FRABR T A B 70 B IR B LLIB/TV Bl & OMRVE
AR BRIR R 1 B il O fEBR D m o &l S h
7 IARL. 3) BETERfIC S/ ek & bk < BEHD
FRMEMEMER R Z8O 5. (FFRIEMEMERZD
WL Jo U OVRR R ME AR A E O BRR 2 I VB,
HARMR g7 T[RRI M2 2ZHr & TR
FHl X ] (200449-)(ZHE U B, ) 4)PS; performance
status (ECOG) 2%/ INaffig 0-2, FE/INHIATER 0-1.
5) T ERAMEEE DRIV T UV D, 6) R AT AETR A &
BT oD, TEGFHE 3V AL EMFFTE S, 8)FHF
ICEDRADOREBELIHELNTVD.

BREOMEHE L LT 1) MIEMMR DG EE b
N5 Moo CREEEREEZASIFLTWD.
WML FEEOE I EY KT TEERGINEL F
T A, HRIBEEHER S LR AF v =F L
b s A BAE 21T T L 2 — b (GRS
DHHNEKR L CRBUEDBEER H 5.

bR SO &R, NRNfES, v
R 7 7 F v ,CBDCA(AUC 6, day 1)+ = h & &
RETP(100mg/m2, dayl-3) 3 4%, JE/NHIRLRRE A,
CBDCA(AUC 5, day 1)+/%7 U % %L ;PTX(100
mg/m2, day 1,8, 15)44E& Lz, A& G3HEE LT,
CBDCA+ETP(CE ##%) Tday 1IZHELIEM:TBE 0> 7=
HF XY AY > 8mg, CBDCA+PTX(CPFEL) T
28T U E X AORBESIOSTHIORD, 7% A
Vv 8mg( Ml H-24me ) B R G LTz,

EEGHE B i, LRI KA R RV M
K OFIEHE (BHEEORENL, ZWEREOT
Fl & Q004 ) ICHED X, JHK L OBEEMNDERIL,
FUEME R R SRS A X0 10AE LR ORAE) &
L7z, BIWREHMEE X, F2hE, 24AFHM, S
FAGHM B JORER E L7,

%1 AEEERFE CIE, T2 FEEONE AN
PBIZEE T AREIF RIS INM R Zxt L TT v —
MEXTHREASEM Lz, RESRIE, FFREME
PERT 2% % 4 0F 3 D HEAT #1372 107 74 7538 i BE AE 15
T, POLFLPRENHITINE L Lis, ik
HE X, DAL EEEO LY A ) (WHRERE
HMAMBEEOHFE(L VA VN Tho 7o, L3R
EEEMEOERICOWVT, BARERIRRUI L E TR
STV, i TORBRD S HUHE AR 5 3K

2 -
X (—



SxEBLVINALUNDORIEL L.

I.#% =

BEERIL, R3SEM, B84, XMETHT
FEEIT33 ~ S1(FRET0)E TH - 7. PSIT0A 1141,
1232145, 228 3451, $ERRELCI, /NkRBa At 23 17 6,
FEANHINREE DS 184, R MRk DR TIL, IPF
2B — P 144, non-IPF/R% — MR 21 6 Th -

3Bl b RIEE AL, BEH(BEEHY v~
F 261, EHEEEEIF)OBEAELNTND
(Table 1).

(bR BRI, NRIED 1-6( FH413.5)
a—A, FPEIEEN 11 3.8) 2 — A Th o 7=,
PUBESIRIE, /NEIE CREEM(CR) 261, Wy
5 (PR) 13/, #4T(PD) 21, ZE(SD) 16, F
ZhH88% T - To. FE/NHIREE T, £ FN 0%,
114, 34, 4%, KEF61% Th o 7. IRIEHE
REINT-DIL, F13H(G7%) TH 7.

RHEBAESMEEBOREIL FhEh 14, 32
Bl(5.7%) TH D, EREH TOSMEEBRIEILE

1061 (29%) Th o7z, ZIRILFHEIEIC L D 2MEHEE
WEFS B, ALSERRTE & EERALR & Ml S N SRR
MEP3FNEED Tz,
A I B L O A F R, NRaE S
Table 1. Patient characteristics
Number of patients 35
Gender Male 28 80%
Female 7 20%
Age (years) Median 70
Range 33-81
PS (ECOG) 0 11 31%
1 21 60%
2 3 9%
Stage IIIA 7 20%
IIIB 6 17%
v 22 63%
IIPs pattern IPF 14 40%
non-IPF 21 60%

PS, Performance status;

ECOG, Eastern Cooperative Oncology Group;
IIPs, idiopathic interstitial pneumonias;

IPF, idiopathic pulmonary fibrosis
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TR IERE MM 28 & OFEAT I L3 D AR B L RIE O

55/H, 874 H, FE/HBEASI A,
A T& o7z (Table 2).
BHMBEINCBERIC OV T, CERET
Grade 3-4 D BIMEK/ G HEREIA, CPHRIE T Grade 2
FTORMREEZSHEEICRO L, CERIE
TOHFFERBD TSIy ba—LARETH Y,
CPRIETIE, PTXHHIHRGZH AL TBY LKE
PEITBEICMZ b TV,
F1EEEERERHECIE, 19MZ5, F396E
BHRZDOWTEEDRH O, WIEMLSFHE IR U7 gf
TV EYEN R O SMEREEIL, 5256 (13.1%) 107
Hbohie. (LFRIEDEMRR T, CPRIEN&
LERHEE S <, MOEFTHEREIh TV, &
W, I FFRAHETPEIEOHEAEENE <,
BT TEEOHTEEZ ED Tz, FL T2 8l
OEMRERIEMEIL, CPEIETS.%, 7757
RIA+ETPIELE T5.8% TH Y, 2R TOEH % TR -
TUMo(Table 3). WWCHERBEE O -7E /) L
NECEREF RS BAZER LA TIE, 3
FESAE X ZFNFN19.6%, 31.6% EEHETH T,

10.6 %>

Table 2. Objective response and Incidence of acute exacerbation to
treatment

SCLC  NSCLC
Number of patients 17 18
Objective response
CR+PR 15 11
SD 1 4
PD 1 2
NE 0 1
Overall response rate 88.2% 61.1%
Survival
Progression-free survival 5.5m 5.3m
Overall survival 8.7m 10.6m
Acute exacerbation
Treatment-related 1 1
(to death) 1 1
2nd-line treatment related 2 3
(to death) 1 1
Treatment unrelated 2 1
(to death) 2 1

m, month; SCLC, small cell lung cancer;
NSCLC, non-smallcell lung cancer;

CR, complete response; PR, partial response;
SD, stable disease; PD, progressive disease
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om £ =

R 21 B OVE AR BIC R T 5 A A SR BE
TEMEINZHE 1 EEEEERE TIE, LFERED
FERRILE LT, RbEHEERE LR
%, CPIEIETH Y, 14041(354%), KIZT T FF
BIF+ETPEIED 120 (30.3%), o H CEEILIL 82
51(20.7%) T - 7-. F7=, REBEEAMEEED 3R
FESEIL, FNE18.6%, 5.8%, 3.7% T - 7= (Table
3). ZOREHEL, WEOREMMAA IR
T AAEEFEO®RE L b L CIREE Th o /.
FIELEEEFREOHER, CPHRIER LUCERE
WEREPR OB TIEBEIZ IR <3235 L TV 5 HEEM fERR
Sz, TNETOMHERB LOZE2MENE, /I
MRS TIL CERRIE, FE/ IR Tl CPIRIED
BERULFRIEDO T N B EEZ BN TN,

A ETHEFIIT D 20 O OB ED I
BEFEIL, CE#IES5.8%, CPI#HES6% TH Y, Rl
TN B W THBRME VLSRR S, =
WIEERETORR L b—H L, EEN(LFEE
L LTOHOCERIEL CPRIEAHMLTHEDLEEZ
Hhb.

PUESESIRIL, WL L b RIFREDERERLT
BY, SRR COEEREATT IR CEFIE 53 »
H, CPHEIE 55 v HTho7/z, THIEAATOHE

Table 3. Initial chemotherapy-related acute exacerbation of idiopathic
interstitial pneumonias

Regimen N AE %
CBDCA+PTX 140 12 8.6
CBDCA+ETP 82 3 3.7
CDDP+ETP 38 4 10.5
VNR alone 30 8 26.7
CDDP+UFT 17 5 29.4
CBDCA+VNR 10 0 0
CDDP+VNR 9 2 22.2
DOC alone 7 1 14.3
CBDCA+DOC 6 4 66.7
CDDP+DOC 6 1 1.7
Gefitinib 6 5 83.3
Others 45 7 15.6
Total 396 52 13.1

CBDCA, carboplatin; CDDP, cisplatin; PTX, paclitaxel
ETP, etoposide; VNR, vinorelbine; DOC, docetaxel;
AE, acute exacerbation

TH/ MRS IC 65 > A 77 F 2 (CDDP)+ETP
JiE L CDDP+A U J T B o BB O HL B T AR 38R
(JCOGY511)[12] ® CDDP+ETPE£ (4.8 7 A ), #4173
N BE B RR L k9 B 4 B b 8 AR B (FACS)[13]
CBDCA+PTXE (45 AL eE U TRIZ L E o sk
BThote. LL, 2AEFHEIZENEN8TIH,
106 7ATHY, xtHE725ICOGISITI D94 H,
FACS® 123 H &b ~EWHRINED iz, =
DIRE E LT, SRR 76 (20%) 3 [FE M % D
SMEHEETHT LT DH I L, ZR(LEHEIED £
BRENZ ENBZ BN TRIEFEIED L U A
CELTE, FEZXFEAHARE R BMER I
TW e, ZIRALFIERIE N ER Sh - BE 2R T
38% & ERIZAMEM AR L T v, IR(ESE
HBEEOLORERNBERAT TH L 00, HIZEE
HIFOMERIZ L O BEEEORENE LI ZT 20
ny, SHROBRFHEEDO—2Th 5.

Atk AREFEILCRWTIE, SMEEEOmERE
(THIRF)DREEZ BEYE L7232 A (55 2 [F
CEEEBRE)OFE/ME TE LTV D, FEMEHE
H OFITIE OO 1% S0 IS 2E M O B TR TE DFENT
& THALERIE R S DT B L A L DIEE
MARRREBZOND.

V. &

BB

=]

T VR EAMEI2 & OFEAT /IR AR / 3 /0N A it e
B ITKT LT, CBDCA+ETP £ /CBDCA+PTX
OB ZFER T DRI & A 7y MRS A b
U7z, (B0REE oAk, 241(5.7%) L iBED
B L LhEE U TEWE MR S, TUEEZIR
WZOWT SRR, WAEA G, HEEmL
L OHERZXER L L-iBEORRRR L FSEOR
HREAETH o120, SAFHEITORE DERT
otz

LxU7Zed G, ZiE CRIRRBIC R L TRk
DREVEZ TN L 7- s i3 7, AWEBIZRH2
BNLBEEDNZ LWBREZE T D & AR E
DNERFENE R MER 2 & OFRET TlHE DO IZUERY IR D
FERICRY 2P EEZLND,

AHEE, TR 11, WEBICISHHESIH, —ikik
EENTWS.
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X IPF LB, SEEA R L ER.
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HEIZHED.

WHR L LT, IPFEEHFOIEFN W T HEIEZ1T
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FRURILEE - PCR FAIRRIAE, Ik, "8, MAEER <)
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i b
CY214(HEET), CY216( 7 A /LA ) TR FTRE 2295
i

Human Respiratory Syneytial virus subtype A
Human Respiratory Syucytial virus subtype B
Human Parainfluenza virus 1

Human Parainfluenza virus 2

Human Metapaeuntovirus

Human Purdinfluenza virus 3

Influenza A virus

Influenza B viruy

H Ad, i

Streptococeus Pneumoniae
Haemphilus Influenzae
Mycoplasma Pnemnamm
Citlamydophila Pr
Legionella Preumaophile
Streptococcus pyegences

Ty
Humuan Bocavirus
Human Rltiovirns

@ Seegene : Seeplex RV15 OneStep ACE detection kit
Seeplex PneumoBacter ACE detection kit TH H v/
T TRIR A

Human Respiratory Syncytial virns subtype A
Human Respiratory Svncytial viros subtype B
Human Parainflucnza virus |

Human Parainflitenza virus 2

Human Metapneumaovirus

Human Parainfluenza virus 3

Influenza A viras

Influenza B virus

Hunrun Adenovirus

Streptococcus Paeumoniae
Hacemplilus Influenzae
AMycoplasimu Pnenmorniae
Chiumydophila Pneumoniae
Legionella Preumophila
Boderella Pesiassis

Human Bocavirus
Humuan Rhinovirus
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e R FTERKMEIE (IPF/UIP) LAS: o [ & fifi 48 Btk

WEEM O SG, ZW-TREOERE, HRERIGHE,
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Y

IPF/UIP O ZPEIEEE & W) 9 BB I AR TIA < FR
FREN, 1995 AR R ERBOE AR EGHE

RPN D E OB 2R I, 200448 THREFE
PERVEPERZE & IRE O F5 & | IZHE#EY Shs.
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T TaMEEE) L L, o RRRE, S, E
PEREGS, B2, OLARERAT D EEZHRINI.
ATSIZ ¥ V> T $ 2007 £ 1 7 acute exacerbation of
idiopathic pulmonary fibrosis” (AJRCCM 2007; 176:636-
643) & L TRMERIE &V iR S, A
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Chronic hypersensitivity pneumonitis in Japan

Naohiko Inase, Tsukasa Okamoto, Yasunari Miyazaki

Department of Integrated Pulmonology, Tokyo Medical and Dental University

A nationwide epidermiological survey of chronic hypersensitivity pneumonitis (HP) in Japan was
reported in 1999. In the next decade, reported cases have been increasing and clinical characteristics of this
disease seem to be changed. We conducted another nationwide epidemiologic survey of chronic HP in Japan.
As for chronic HP diagnosed in the last ten years, a questionnaire regarding causative antigen, symptoms,
physical findings, laboratory findings including KL-6 and SP-D, pulmonary function test, arterial blood gas
analysis, 6-minute walk test, bronchoalveolar lavage, imaging, pathological findings, immunologicl findings,
treatment, and prognosis was prepared. Data of 213 cases including 130 bird-related HP, 33 summer-type
HP, 21 home-related HP, 3 isocyanates-induced HP, 1 farmer’s lung, and 25 others were collected from
21 hospitals. Compared with the characteristics reported in 1999, the proportion of bird-related HP was

increased and that of isocyanates-induced HP and farmer’s lung was decreased.
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