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Background: One quarter to one third of patients with NSCLC present with primary tumors that
although confined to the thorax are too extensive for surgical resection. Until resently standard
treatment for these patients had been thoracic radiation, which produces fumor regression in most
patients but few cures and dismal 5-year survival rate. The fact that death for most patients with
stage I tumors is caused by distant metastases has promped a reevaluation of combined modality
treatment approaches that include systemic chemotherapy. Therefore, we report the results observed
in a study to evaluate the effect of multimodality treatment in locally advanced non-small cell lung
cancer from 1/91 to 8/93 in CNUH.

Method: We grouped the patients according to the treatment modalities and evaluated response
rate, median survival and the effect of prognostic variables. Among 67 patients evaluated, twenty
seven patients classified with group A, received cisplatin and etoposide containing combination
chemotherapy alone, eighteen patients, classified with group B, received chemotherapy and
radiotherapy, fifteen patients, group C, received neoadjuvant or adjuvant chemotherapy and surgery
with/without radiation therapy, seven patients, group D, received only supportive care.

Result: The major response rate for group A and B was 37% and 61% respectively. There was
no statistically significant difference in response rate between A and B groups(p=0.97). The
analysis of prognostic factors showed that differences of age, sex, pathology, blood type, smoking
year, stage and ECOG performance did not related to improvement in survival. Median survival
time was 8.6 months for group A, 13.4 months for group B, 19.2 months for group C, and 5.4
months for group D, respectively and there was statistically significant difference(p=0.003), sugge-



sting that multimodality therapy was associated with signigicant improvement in survival. Subset

survival analysis showed a significant therapeutic effect for earlier stage and good performance

state(p=0.007, 0.009, respectively). A possible survival advantages were observed for major

TESpONse groups.

Conclusion: It was suggested that multimodality therapy for the management of patients who

had stage III disease, has yielded good median survival and long survival for seleted patients. But,

it is necessory to validate above result with further investigation in large scale and in prospective

randomized trials.
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Table 1. Characteristics of Patients

Group B C D
Item
Number of patients 27 18 15 7
Age
< 60 years 2 12 9 2
> 60 years 15 6 6 5
Performance
0&1 15 12 14 2
2 12 6 1 5
Sex
male 22 15 14 7
female 5 3 1 0
Pathology
squamous 18 12 8 5
adeno 7 3 4 2
large 1 1 3 0
bronchoalveolar 0 1 0 0
undifferenciated 1 1 0 0
Blood type
A 5 5 5 2
B 7 3 6 1
AB 2 3 2 0
0 5 6 2 1
unknown 8 1 0 3
Smoking s 3 1 0
0 pack year 5 3 1 2
<20 pack years 10 5 9 4
<40 pack years . 4 1
>40 pack years
Stage 0 8 12 3
A 1B 17 10 3 4

A: Chemotherapy, only, B: Chemotherapy + RT,
C: Chemotherapy + OP (+RT), D: no Tx
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Table 2. Responder According to Treatment
Modalities{%)

Group A (n=27)

B (n=18) Total (n=45)

CR 0( 0%) 0(0%) 0 ( 0%)

PR 10(37%) 11 (61%) 21 47%)

SD 13(48%) 5 (28%) 18 (40%)

PD 4(15%) 2 (11%) 6 (13%)
p = 097

Abbreviations: CR, complete response; PR,
partial response; SD, stable disease; PD,
progression disease.
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Fig. 1. Advanced NSCLC Kaplan~—Meier survivl
plot comparison of patients by Treatment
modalities(p=0.003)
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Fig. 2. Advanced NSCLC Kaplan—Meier survivl
plot by Clinical stage of Disease(p=0.0007)
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Fig. 3. Advanced NSCLC Kaplan—Meier survivl
plot by ECOG Performance(p=0.0009)
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Table 3. Survival by Treatment Modalities (p=

0.003)
median survival survival (%)
Group
' (mo) lyr 2yt 3yr
A (N=27) 8.6 19 11 -
B (N=18) 13.4 50 6
C (N=15) 19.2 80 27 7
D (N= 7) 54 43 14 -
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Fig. 4 Advanced NSCLC Kaplan—Meier survivl plot
by Response(p=0.056)
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Table 4. Median Survival by Various Factors
in Treated Group (A+B+C)

Median
A p-value
survival(mo)

Age

< 60 years(N=33) 104

> 60 years(N=27) 9.4 0.67
Performance

0&1 (N=41) 16.6

2 (N=19) 8.6 0.0009
Sex

male (N=51) 10.0

female (N=9) 143 0.24
Pathology

squamous  (N=38) 10.8

adeno (N=14) 83

large (N=5) 174

bronchoalveolar(N=1) 23.2

undifferenciated(N=2) 6.1 0.48
Blood type

A (N=15) 1.7

B (N=16) 10.6

AB (N=7) 9.6

0 (N=13) 10.2

unknown  (N= 9) 8.9 0.98
Smoking

0 pack year(N=8) 19.0

<20 pack years(N=9) 10.1

<40 pack years(N=24) 121

>40 pack years(N=19) 9.4 0.43
Stage

1A (N=30) 19.2

1B (N=30) 8.8 0.0007
Response*

CR (N=0) -

PR (N=21) 14.3

SD (N=18) 8.8

PD (N= 6) 5.8 0.056

Abbreviations: CR, complete response; PR, partial
response; SD, stable disease; PD, progression disease.
*: only A&B groups are concerned.

Z A 3] A EF XE2A WA AEot 5
7h SR SxIgo] Fo] =B Y FakAEy)
7ol oMLY s dE o] 10%olekE ThREe

Aol AAMOIRE Qlslo] Whagela} dRlstelx]| 5ok
AR 55 Wil AIREe] JAE o a3t
o] thdl ofe] WEANE B, Soresi, Mattson2-2] 4
Tl =0 HhAA ghEx] 8ol v)el] 313 X 88 7
o] HWizhal 7-9ollx] Fot AET|7e] AojA = ke
HolAut ZAIEE oul= & 4 AU WH, La
chevalier 9] ¥FFolAE"" Wt X aF-lld I
ApEe] e vnlEleds BARM R ou|ie
A7 Aolge] 7hael AE 7|7l dde Vb,
Dillman 5¢] AT 53] L5 ] ECOG
performance score 03} 10]H HE74 5% oie] o
& AP v A E A3l B EE AlgRt
Azt FoF AE7| o] 13.8/MYE AN =EA 8T
9] 9.7704ell ul&f) S|l AE 717He] AL 7HA
gtcka ¥rsigiek. B ol )k sekx| gt W
AR X525 PR ol 255l B9 o]zt
AE skt whExl Tl Hjsl] F wkg-Ee] 61%(vs
37%), o} AE7I7to] 13.4 WY(vs 8.6 N, 13 A
Z8o] 50%(vs 19%)2 118} AE 7|7kellA] AR
29l AolE Bk

3719 HigsialllA aRbxlart /88 = 2A
2 iAo g Ay F glrsirels Hdder
37)9) v)AAE HisiRlol = FEeol nlAAE A
o7} 3L o|2f3t &Fe| MEAolE SAL AEF
A adloll A uhesped Y widda e e W
Ase] AT A geks dabH o HEAlyle At
Z 7oA Aokl ek 2 7o 2 B A4
4= AEA A 9IRS F3l= 2T B4 thiol
of) 22pgho 2 whalgol] ol AL XJAAHel bt
A|ZAre) B-E wsishis A, Al oA WE R
2 2771 we & . 22714 cispla-
ting 502 g gt 3ket gWlo] 37] H|tRALN|A
FE59] AEG ol ol ™, F 1,780 ¥
12 dlder g 1129 d4-E 43 An
FZo g 3 ItayE gk o] %A
ko ol ulal ANH oz ApgEo| 13%7}F 2Hagte.
2213 AEgo] AUEXZ 4% e vebiP

3 b X g0k 8 39 T4 AvllEe] 40~70%
o o]zt o|2 sl F% 3t aiH S WE

lo
fot
N

cisplatin-&-

— 307 —



Table 5. Randomized Trial Comparing RT Alone to CT Combined with Radiation in Regionally Ad-
vanced NSCLC

Authors Chemoth- Radiation Treatmen No.of  Response Survival(%) I;/Iu?\irllilal P
eropy Dose t Patients Rate(%) | Year 2 Year 3 Year (months)
Soresi plat 50.4 GY RT 50 50 11
et al”® CT/RT 45 64 16 0.18
Mattson  cytox 55 GY RT 119 44 41 17 10.2
et a®  adria CT/RT 119 49 2 19 109 NS
plat
Le vind 65 GY RT 177 35 41 14 4 10
Chevalier cytox CT/RT 176 31 51 21 12 12 9.02
et al®™? plat
CCNU
Diliman  vib 60 GY RT 77 43 40 13 11 97  0.0066
et al'®  plat CT/RT 78 46 55 26 23 13.8

Abbreviations: adria, Adriamycin, doxorubicin; CCNU, lomustine; plat, CISDDP, cis-dichlorodiammine platinum; cytox,
cyclophosphamide (Cytoxan; Brstol-Myers Squibb Co, Evansville, IN); mtx, methotrexate; vind, vindestine; CT,
chemotherapy; NS, not significant.

Table 6. Multimodality Treatment Approach for Regionally Advanced NSCLC

! Median
Series Regimen No.. of ~Response Resection Survival Remarks
Patients Rate(%) Rate(%)
{mo)
Straus™ PFV+RT—Surgery—PFV+RT 41 51 59 155 80% of the patients
entered had N2 disease

Skarin® CAP--RT—Surgery—RT--CAP 41 72 85 32 5-yr survival: 31%
Gralla™ MVP-—Surgery—MVP+RT 58 74 57 19.5 .
Taylor” PE+RT—Surgery 64 56 61 16  23% pathological CRs
Weiden™ PF+RT—Surgery 85 56 52 13 -
Eagan® CAP+RT—Surgery 39 51 33 11 -
Albain® PE+RT—Surgery 65 65 65 NS  20% pathological CRs

PF+RT—Surgery 56 56 70 15  Median survival of

and patients underwent tho-
Penfield Faber” PEF+RT—Surgery - 29 74 79 16  racotoomy was 36.6 mo
Pujol® VIP—Surgery 33 70 61 10 1-yr survival: 13%

Abbreviations: PFV, cisplatin, fluorouracil, and vinblastine; CAP, cyclophosphamide, adriamycin, and cisplatin, MVP,
mitomycin, vinblastine or vindesine, ands platin, PF, cisplatin and fluorouracil; PE, cisplatin and etoposide; PEF,
cisplatin, etoposide, and fluorouracil; VIP, etoposide, ifosfamide, and cisplatin; NS, not stated; and CRs, complete
responses.
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