Multimodality Treatement in Patients with Clinical Stage IITIA NSCLC
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Background : To find out effectiveness of multimodality treatments based on induction chemotherapy(CTx) in
patients with clinical stage ITTA NSCLC

Methods : From 1997 to 2002, 74 patients with clinical stage IITA NSCLC underwent induction CTx at the hospital
of Chungnam National University. Induction CTx included above two cycles of cisplatin-based regimens(ectoposide,
gemcitabine, vinorelbine, or taxol) followed by tumor evaluation. In 30 complete resection group, additional
4500-5000cGy radiotherapy(RTx) was delivered in 15 patients with pathologic nodal metastasis. 29 out of 44 patients
who were unresectable disease, refusal of operation, and incomplete resection were followed by 60-70Gy RTx in local
treatment. Additional 1-3 cycle CTx were done in case of induction CTx responders in both local treatment groups.
Results : Induction CTx response rate were 44.6%(complete remission 1.4% & partial response 43.2%) and there
was no difference of response rate by regimens(p=0.506). After induction chemotherapy, only 33 out of resectable
55 ones(including initial resectable 37 patients) were performed by surgical treatment because of 13 refusal of
surgery by themselves and 9 poor predicted reserve lung function. There were 30(40.5%) patients with complete
resection, 2(2.6%) persons with incomplete resection, and 1(1.3%) person with open & closure. Response rate in 27
ones with chest RTx out of non-operation group was 4.8% CR and 11.9% PR. In complete resection group, relapse
free interval was 13.6 months and 2 year recur rate was 52%. In non-complete resection(incomplete resection or
non-operation) group, disease progression free interval was 11.2 months and 2 year disease progression rate was
66.7%. Median survival time of induction CTx 74 patients with IITA NSCLC was 25.1months. When compared
complete resection group with non-complete resection group, the median survival time was 31.7 and
23.4months(p=0.024) and the 2-year overall survival rate was 80% and 41% . In the complete resection group,
adjuvant postoperative RTx subgroup significantly improved the 2-year local control rate(0% vs. 40%, p= 0.007) but
did not significantly improve overall survival(32.2months vs. 34.9months, p=0.48).

Conculusion : Induction CTx is a possible method in the multimodality treatments, especially followed by complete
resection, but overall survival by any local treatment(surgical resection or RTx) was low. Additional studies should
be needed to analysis data for appropriate patient selection, new chemotherapy regimens and the time when should
RTx be initiated. (Tuberc Respir Dis 2004; 57:557-566)
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« cisplatin 60mg/m® DI1(6A]7}), ectoposide 100
mg/m® D1-D3(1A17H

« cisplatin 70mg/m’ DI1(3A17}), gemcitabine 1250
mg/m’ D1, D3(30%)

« cisplatin 70mg/m” D1(3A17}), vinorelbine 20
mg/m” D1, D3(30%)

« cisplatin 60mg/m” DI1(3A17), taxol 175mg/m’
DI1(3A]17H)
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Table 1. Patient's characteristics

No. of patients(%)

Characteristics N = 74
Age, Mean(Range) 60.9, 43-80
Sex

Male 63 (919
Female 6 (81
Histology

Squamous 56 (757)
Adeno 9 (122
Large cell 5 (68
Adenosqu ? E ﬂ;
Undifferentiated ’
ECOG

0 8 (108
1 56 (75.7)
2 10 (135H)
FEV1(Liter), Mean 224
1-2 28 (378
> 48 (62.2)
T state

1 1 (14
2 44 (585
3 29 (392
N state

N1 6 ( 81%)
N2 68 (91.9%)
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Table 2. Respone to induction chemotherapy

Patients(n=74)
No. of patients(%)

Response

Clinical Response

I~ O~
F=A

= E
CR 1 (14 A% 692 =7 93k 84 (21%)0]
o e Sg AW wlh WA N2WU1Y B9 379 E 33
PD 7 (95 (899 ol A1 A Tk N2o|sh& W 7]4-2] WA &}k
Clinical Stage S B FEAR 7Y H§7) 5584 5S4 9g
CR - -
Stage | 1(1) ((13154)1) 21H(56.7%)°] &S A3 wotth fesle ey &
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Som 1V 2 (27 %7 A 5E BRWMSNAN AU olF 30
Pathologic resoponse 1:]5](40 5%)% %ﬁ;\g‘_xﬂﬂ' 7]'—53]’021 1, ZU&‘:}Q 75“?"‘1_:‘ %
Down Sege i (24 D7 A A, AEY A4, L7 139
R 3 (41 i ’ ’
Stage | 1 (149 A9E = A dAlE gFo| oy FE F AL
e | 2 lon E3hes} §A7) ok 9 AF T kR B &
Remained Stage 12 (16.2) jal .
Progressed Stage 2. (27 =3 FEE AP sty o] & F ok & oo F
71 (pyopnumothorax) .2 A&ttt 54 $ H
o] VPP(14/36, 389%) Rt} Wk-g-Eo] EA|RE FA| 715 G387 31 (4.1%) 01 HAH o= Wr)s)
sha o7 903 ol Kolx| FYTHp=0.506). gFo] 189 (24.4%) Ml 41 A ATHFig. 1).
N1(6) Single N2(31) Multiple N2(26) Bulky N2(11)
v v v v
NO@ NO(6) NO(2) NO(O)
N1(3) N1(11) N1(3) N1(1)
Single N2(10) Single N2(8) Single N2(4)
Muttiple N2(3) Muitiple N2(12) Multiple N2(2)
Bulky N2(1) Bulky N2(1) Bulky N2(2)
N3(2)
[ [
33 Operation ‘ 41 No Operatiorfr
[
v v v
30 CR ‘ 2 ICR ‘ ‘ 1 Open & Closure ‘

+ [

5 Observation

5 Additional CTx(3-4 cycles)
5 Aduvant RTx

15 Additional CTx & RTx

Figure 1. Study schema response to inductional chemotherapy
T4 No operation 19 patients includng 7 disease

operation by themselves and 9 the others were predicted to be

resection.

v

8 Observation

13 Adjuvant RTx
16 Additional CTx & RTx

7 Additional CTx(3-4 cycles)

progression  were

intolerable  of

ICR : incomplete resection, CR : complete resection, CTx : chemotherapy, RTx : radiotherapy
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Table 3. Recurrence or disease progression pattern by complete resection

Complete Resection Non—complete resection”
N = 25+ N = 39«
No. (%) No. (%)
Overall 13 (52) 26 (66.7)
Local™ 4 (16) 19 (487)
stantT
Distant 9 (3 7 (179
Brain 4 (16) 5 (128
Bone 2(89 1026
Contralateral lung 104 2 (52
Distart LN 3 (12
Adrenal 1(4 1 (26
Liver 104 1(28
Multiple 3 (12) 1(26
RFI(Mean, Month) 1356
DPFI(Mean, Month) 11.21

=2 Only 64 patients were reached up to 2 years follow-up date

™. Local recurrence (Fisher exact test, p = 0.204), Distant recurrence (Fisher exact test, p = 0.027)

+Non—oomplete resection : no operation & incomplete resection
RFI : Relapse free interval, DPFI : Disease pregression free interval
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Table 4. Recurrence pattern by radiotherapy in complete resection group

1

o
o
272 Fh AdshaSE o) AN BEA ot HEt

RT Non-RT

N = 15 N = 10+

No. (%) No. (%)

26 (667) +

Overall 7 67 6" (60

Local™ 0(0 4 (40

Distaan 7 (46, 2 (20

Brain 3(0 1 (0
Bone 3@
Contralateral lung 1 (6

Distart LN 1 E Z- 2 @
Adrenal 1 6.
Liver )

Multiple 2 (133 1 (10)

RFI(Mean, Month) 16.79 953

* 1 25 patients were reached up to 2 years follow-up date

T Local recurrence (Fisher exact test, p = 0.021), Distant recurrence (Fisher exact test, p = 0.087)
o persons of 6 patients had multiple recurrence(regional recur & distant recur)

RFI : Relapse free interval(Log rank test p = 0.0534)
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Figue 2. Kaplan Meer survival ouve. Median  survival
time was 25.1 months

Table 5. Survival rate
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1 year SR 2 year SR 3 year SR
N = 74+, % N = 64+, % N = 59 %
Total 63 (85.1) 36 (56.2) 13 (22 )
TNAn
Nor-complete 3444 (772 1639 (41.0) 6% (153)
resection
Complete Resection 29/30 (96.7) 20/25 (80 ) 7120 (35 )

= The number of patients is differenet because of not being reached the follow-up date.

TNon—oomplete resection : no operation & incomplete resection.
SR : Sunvival rate.
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Table 6. Survival analysis by multi-groups
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Survival time

Group(No) Sub Group(No) months P value
CR 432
) PR 279
Induction CTx response D 250 0.2641
PD 17.3
VPP
Regimens 249 0.35%69
Non-VPP 279
" . N1(6) 347
Initial Clinical N stage NoED) 017 0.5002
Induction CTx(74) Complete resection(30) 317 00056+
NCR™(44) 234 '
nducion CTx & Local T ) Complete resection(30) 317 -
nduction CTx ocal Treatment NCRT& RTx(29) %61 1
RTx(15) 322
Induction CTx & Complete resection(30) U9 0.47%4
Non-RTx(15) -
RTx(29) 26.1
Induction CTx & NCRT(44) 79 0.2006
Non-RTx(15) -
* 1 p value is 0.024 by cox-regression analysis
T p value is 0.042 by cox-regression analysis
*NCR - non-complete resection(no operation & incomplete resection)
CTx : chemotherapy, RTx radiotherapy, VPP cisplatin-based ~ with  ectoposide,  Non-VPP cisplatin-based  with

gemza, navelbine or taxol

Table 7. Chemotherapy toxicity

WHO toxicity grade.(N=74)
No. (o/o)
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Neutropenia 27 (364) 2 (27 ) 19014 AAAA T =2A G A7) A= ]
Anemia 3B (51.3 11 (14.8) ’
b 08 e Ak 189G AN g nel $ET RS
Nausea & Vomiting B (513 3(4) vk A = 7 e 7€ Ay eve o
Transaminase 8 (108 2(27) 27| Depierre 5°¢] AA| 7Vs3 MAH 7] o]A <] 1]
Creaine 7( 94 AAEALS) 27 fEssane] 184 Aol
Neurotoxicity 9(12.1) 2(27) L ow3le 9ol g3/ NO-19] ASol= HES
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otk o= 27 Y 4% 424 DAL Bksg N2 8R4 oifne] AT Avsol ur o
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