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[ Abstract ] Background and objective Platinum-based chemotherapy doublets reached an efficacy plateau in non-
small-cell lung cancer (NSCLC). This randomized controlled study prospectively assessed the efficacy and safety of cisplatin
plus gemcitabine with either Sorafenib or placebo as first-line therapy for NSCLC. Methods Thirty patients, which were
confirmed advanced NSCLC histologically or cytologically, were randomly assigned to receive up to six cycles of cisplatin plus
gemcitabine with sorafenib or placebo. The maintenance of sorafenib or placebo after chemotherapy will continued in patients
with response or stable disease until disease progression or unacceptable adverse events. Results Overall demographics were
balanced between experimental group (sorafenib+chemotherapy) and controlled group (chemotherapy only). Overall re-
sponse (OS) rate was 55.6% and 41.7% in experimental arm and controlled arm, respectively (P=0.905). Median progressive-
free survival (PFS) and median overall survial were similar (5 months vs 4 months, P=0.75; 18 months vs 18 months, P=0.68).
Adverse events were tolerable, though the risk of hypertension and diarrhea was increase in experimental arm. Since patients
with ECOG PS 0, stage IIIb, no liver metastasis and tyrasine kinasis inhibitor treatment after study had longer survive, these fac-
tors seemed to be predictive factors favor of survival in Cox regression analyses. Conclusion No additional benefit of response
rate, PES or OS were observed from adding targeted agent-sorafenib to regular cisplatin plus gemcitabine chemotherapy. Se-
lecting aproper patients is needed in further study.

[ Keywords ] Lung neoplasms; Chemotherapy; Sorafenib; Response
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Tab 1 Clinical characteristics of included patients

Characteristic Gem-+Cis+Sorafinib (n=18) [n (%)] Gem+Cis+Placebo (n=12) [n (%)] P
Age (year) [median (range)] 54 (47-62) 56 (37-65)
Sex >0.999
Male 10 (55.6) 7 (58.3)
Female 8(44.4) 5(41.7)
Stage 0.653
Ilb 2(11.1) 1(8.3)
\Y 16 (88.9) 11(91.7)
ECOG PS 0.694
0 7 (38.9) 3(25.0)
1 11 (61.1) 9 (75.0)
Histology 0.707
Adenocarcinoma 14 (77.8) 10(83.3)
Squamous cell carcinoma 3(16.7) 2(16.7)
Large cell carcinoma 1(5.6) 0
Smoking history 0.649
Non-smoker 10 (55.6) 8(66.7)
Smoker 8(44.4) 4(33.3)
No. of metaststic 0.878
1 9(50.0) 5(45.5)
2 3(16.7) 5(45.5)
3 3(16.7) 1(9.1)
4 1(5.6) 0

JA GGERFloAS-121 A # ) o Wi SEEe 4196 (50.0% )
BEVAT T LR, sB (27.8% ) #EAT T 20kt Xt
REZH AT LUCRI 2R Bt 4 J8 3 40 1 R 7401 (58.39% ) A3l
(25.0%) , PRHBIREHEISGE T #25 (P=0914)

2.2 fITPRCR

2.2.1 EHTRCMAAEEE R AR R A I AL
RH55.6%, FALLSTH F41.7% (F22) 5 PILLAYPESAH
P, B~ HAMaAH (L) 5 FLihosihiss
A, #ksit¥Es (K2) o HosyE s s hizi
J7+ R PR CIRYT W AR AR B3 s sl Ak T I,
i AEAERFA] ( median survival, MS ) 235170 H #1740
A, BSit3ES (P=0.620) . SCHGLHFIN BRZH & A
2 FN LG B R AT, e 7 BB T
WP TKI—ZIGYT, Hdh ez TRIAYT ( RS fR2E
BT TRURIT IR, e AR T 4k
PLEYRYY ) B2 5o SEae gl 61.19% (1164 ), X HE
258.3% (76 ) o JEL ATt TRIAYT 1Y B EMS R334~
H, BMAKREZATRUATTNEE (1707 ) BB ER

(P=0.014) (KI3) .

2.2.2 AR AL A B IE S ASREN 2 A B
SN T H A B 5 o A I Y T A P R A
Jaak /b /N > K i . PIZH & HECTCAE 3., 4%
M F T B TC I B 22 5 (551 R 72.2%F166.7%,

P>0.999) o FEMAEIMMBEFEE TS B HE A RN

Z . Wik, ZHCHCTCAE 1925, Hrhsembdam
T R I Y A R i X R (3R3) o SRR
CTCAE 3%%-49¢AE i 27 B PR i T X HRAE, (BIESE
2R (66.7% vs 25.0%, P=0.060 ) . HE LT & T+
T AV I A E R SRR AE X FRZE R R th B, (A
M2 AR BN G2 o HrP (SR a0 2 B 1 49 A 2
HEGEMEMIR%E, AREHERR S RPEAEEA X,

2.2.3 OSHIF R E T X 4iB3ofl B & ERN (5 vs
) WARRSE (WA vs ANWAE ) . ECOGTFEAr (1 s
0) . JFHIEAY (BHE vs AEBEE ) | M s3I (IIIb vs
V) . R (f vs JB) . RITSCER . JFETKUARYY
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Tab 2 Comparison of best tumor response and survival between trial group and control group

Response Gem+Cis+Sorafinib Gem+Cis+Placebo P

Overall response rate [ n (%)] 10 (55.6) 5(41.7) 0.905

Partial response [n (%)] 10 (55.6) 5(41.7)

Stable disease [n (%)] 6(33.3) 7(58.3)

Progressive disease [n (%)] 2(11.1) 0(0)

Median PFS (month) 5 4 0.750

MS for All (month) 18 18 0.680

MS for squamous (month) 17 7 0.620

PFS: progressive-free survival; MS: median survival.
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Tab 3 Comparison of adverse events between trial group and control group

Adverse event Gem-+Cis+Sorafinib (n=18) Gem-+Cis+Placebo (n=12) P

All grade Grade 3 Grade 4 All grade Grade 3 Grade 4
[n (%)] [n (%)] [n (%)] [n (%)] [n (%)] [n (%)]

Hematologic toxicities
Leukopenia 16 (88.9) 8(44.4) 2(11.1) 12 (100.0) 6 (50.0) 2(16.7) 0.589
Thrombocytopenia 16 (88.9) 5(27.8) 4(22.2) 6(50.0) 1(8.3) 1(8.3) 0.295
Anemia 13(72.2) 3(16.7) 2(11.1) 9(75) 2(16.7) 1(8.3) 0.638

Nonhematologic toxicties
Nausea/Vomiting 18 (100.0) 7 (38.9) 0(0) 12 (100.0) 3(25.0) 0(0) 0.287
Diarrhea 18 (100.0) 88 (44.4) 1(5.6) 1(8.3) 0(0) 0(0) 0.023
Fatigue 16 (88.9) 0(0) 0(0) 3(25.0) 0(0) 0(0) 0.451
Anorexia 18 (100.0) 8(44.4) 0(0) 3(25.0) 3(25.0) 0(0) 0.282
Alopcia 18 (100.0) 0(0) 0(0) 12 (100.0) 0(0) 0(0) 0.503
Hypertension 7 (38.9) 1(5.6) 0(0) 0(0) 0(0) 0(0) 0.024
Rash/desquamation 3(16.7) 1(5.6) 0(0) 2(16.7) 0(0) 0(0) 0.528
Bilirubinemia 3(16.7) 0(0) 0(0) 0(0) 0(0) 0(0) 0.250
Hypophosphatemia 2(11.1) 1(5.6) 0(0) 0(0) 0(0) 0(0) 0.490
Tinnitus 3(16.7) 0(0) 0(0) 0(0) 0(0) 0(0) 0.329

Mr, FtfrcoxZ MR A, 455 BRECOGEE > N
043 . Mide 4301 MIb . CHF R R E 2e b7 T TRUGYT
AT B Ry IR (F£4)

3 Wit

ALV, FERRUE R VALY
AL G 2 S 2R PR e — IR INSCLC
HRPE R BENARCRAELR . SRaifbyr i, mR
SRS A SR BUA FEGE (2l h55.6%141.7% )
HESEI2EFFES (P=0.905) o (HMNLERFHBEAIAIT AR

B, ERANETT FIAE A A, BT AR
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Tab 4 Predictive factors of survival in Cox Regression analysis

B SE Wald df Sig. Exp(B) 95%Cl for Exp(B)
Lower Upper
Stage (lllb vs 1V) -2.149 0.713 9.069 1 0.003 0.117 0.029 0.472
ECOG (1vs0) 1.360 0.634 4.597 1 0.032 3.897 1.124 13.512
Liver metastasis (yes vs no) 2.540 0.843 9.083 1 0.003 12.682 2.431 66.160
TKI (yes vs no) -1.197 0.485 6.098 1 0.014 0.302 0.117 0.781

<1 means favor to the factor forward, >1 means favor to the factor afterward; TKI: tyrasine kinasis inhibitor.

10 GP+Sorafinib
GP+Placebo
0.8
. 06
8
P
o
0.4
0.2
0 HR=1.103, 95%Cl: 0.530-2.296, P=0.793
"o 2 4 6 8 10 12 14

Time/month

B 1 FiEEEPFSAIKaplan-Meierth
Fig 1 Kaplan-Meier curve of PFS for overall patients

1.0 TKI afterward
Non-TKI afterward
0.8
0.6
X
A
© 04
0.2
HR=0.302, 95%Cl: 0.117-0.781, P=0.014
0.0
0 10 20 30 40 50

Time/month

3 A ek Aid TKIA 22 OSRIKaplan-Meierfh 2
Fig 3 Kaplan-Meier curve of OS for patients with or without TKI treatment
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1.0
GP+Sorafinib
GP+Placebo
0.8
0.6
X
A
o
0.4
0.2
HR=1.205, 95%Cl: 0.476-3.051, P=0.694
0.0
0 10 20 30 40 50
Time/month

B 2 fiERE S ER NKaplan-Meierth 2k
Fig 2 Kaplan-Meier curve of overall survival (OS) for overall patients
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