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[ Abstract ] Background and objective Epidermal growth factor receptor (EGFR) is commonly overexpressed in
lung squamous cell carcinoma and has been associated with impaired prognosis. The aim of this study was to observe the ef-
ficacy and safety of nimotuzumab, a anti-EGFR monoclonal antibody, combined with chemotherapy as second- or later-line in
the treatment of advanced lung squamous cell carcinoma. Methods A retrospective analysis of clinical data was conducted in
13 patients with advanced lung squamous cell carcinoma, who were administered with nimotuzumab combined with chemo-
therapy as second-line or later-line treatment. The efficacy of therapy was evaluated according to Response Evaluation Criteria
in Solid Tumors (RECIST) 1.1 and safety by National Cancer Institute Common Toxicity Criteria (NCI-CTC) 4.0. Results
Of the 13 advanced squamous-cell lung cancer patients, one patient had complete response (CR), 2 patients had partial re-
sponse (PR), 4 cases had stable disease (SD), and 6 patients had progressive disease. The overall response rate (ORR) was
23.1% and clinical benefit rate (CBR) was 53.8%. EGFR expression were detected by immunohistochemistry in 6 patients and
the results showed S patients were EGFR 3+ and the other was EGFR 2+. Of these 6 EGFR positive patients, 1 case had CR,
1 case had PR and 4 cases had SD; ORR was 33.3% and CBR was 100.0%. Grade 3/4 hematological toxicities were observed
in 3 (23.1%) patients, and non-hametological toxicities were mild. Nimotuzumab-associated skin rash was found in 2 (15.4%)
patients. Conclusion Nimotuzumab combined with chemotherapy as second- or later-line therapy for advanced squamous cell
lung carcinoma was active and well-tolerated, especially for those patients with EGFR positive.
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Tab 1 The characteristics of the 13 patients with advanced squamous cell lung cancer who treated with nimotuzumab combined with

chemotherapy

No. Gender Age (yr) Stage Treatment lines EGFRIHC Combined CT regimens Cycles Response  PFS (mo)
1 Male 48 v 2nd NA PTX+CBP 2 PD 24
2 Female 55 IV B 3+ PTX+DDP 6 PR 6.7
3 Male 58 v 3rd NA CPT-11+NDP 2 PD 1.6
4 Female 46 vV 3rd NA S1+NDP 4 PD 3.1
5 Female 49 v 3rd NA Nab-PTX 4 PR 2.9
6 Male 62 vV 2l 2+ PTX+CBP 4 SD 39
7 Male 64 v 2nd 3+ PTX+CBP 4 CR 22.2
8 Male 62 vV 2 NA Nab-PTX 2 PD 1.5
9 Male 64 b 3rd 3+ PTX+CBP 3 SD 1.6°
10 Male 59 b 2] 3+ TXT+NDP 4 SD 208
1" Male 60 v 2nd NA TXT+DDP 2 PD 1.5
12 Male 55 Ilb 2l 3+ TXT+DDP 3 SD 257
13 Male 72 v 3rd NA GEM 2 PD 1.8

EGFR: epidermal growth factor receptor; IHC: immunohistochemistry; mo: months; NA: not available; PTX: paclitaxel; CBP: carboplatin; DDP:

cisplatin; CPT-11: irinotecan; NDP: nedaplatin; TXT: docetaxel; GEM: gemcitabine; CT: chemotherapy; CR: complete response; PR: partial

response; SD: stable disease; PD: progressive disease; *: change to receive radiotherapy.
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Tab 2 Adverse events of 13 patients with advanced squamous cell lung cancer treated to nimotuzumab combined with chemotherapy as

second-line or later-line treatment

Symptoms Incidence rate (%) | Il ]l IV
Rash 15.4 2 0 0 0
Leukopenia 92.3 3 6 2 1

Anemia 53.8 6 1 0 0
Thrombocytopenia 23.1 3 0 0 0
Emesis and vomiting 92.3 9 3 0 0
Elevated transaminase 30.8 3 1 0 0
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microtubule-associated protein like 4, EML4/ALK ) fli & 5EH
55, RHOCHYREIAAYT 29 AR SRR T B A
TP WA T E R AW R 4 TR
259 . HORBHEE Y EGFRIE L FIALKIE DR TR Y K = 3
/N, {829 I 7 15 55 EGFRIE [R5 DU AU FIEGFR R
Mt ik, G RBFFEES /R EGFRIT 635 5 Mg 1 = 12
201, mEE R AN RS = ARG

JEZ R BB IgGUIE AL, ] DL 4 400 i oy 5Pk
Pl ik SEGFRES A, BHWTEGERA 10 T i (5 514 3
B, o R AR 4 03 SR BT A B, TR, BEL

PI3K. AKt. JAKMISTATHI(E 5L il i, 1 H 1 i
A (1= S S (L 2 1 R ) | I i g 3
SRR AT 1) 4000 e A L )38 B . e Z R TR
ANBEACRREE = (F5i595% )« SEM . et s A
IR MRS, ZETRYT R B S A B bR T D
HLURR S

AIRIRBEFR RN, Jé 2R BPEHRIRL 25100
mg-800 mg, SBEH W IHLARIFIMT 2. CrombetfF24
151) ) 8 W6 S0 Sk SR Aok vh EA T T JE R BRBRPUIR S T
(A 351 T A T / TU I R 5, )8 2 BR BB i 7] o o9
AR50 mg. 100 mg. 200 mg#F1400 mg, A1k, Jte
Jilo 255200 mg 1400 mgdH /#4478 & DL IR

HERERERERERE
www.lungca.org



* 668 - o [ il A 24 i 2016410 A 1945 55 104

Chin J Lung Cancer, October 2016, Vol.19, No.10

FIE 2, R, JEZEREPTRE F 200 mgE400
mg, BEELK, A4 EE R 1200 mg-400 mglt JE %
PREAHT 0 H R o

Babu%§ T T JE Z BRI A ALy T X L s ali by
IBYT I IANSCLCHY 2 Tt JFCHE B HLIT I IR A 5T, It
A 110M 0036 BRGNS CLC 3, W5 L BENL > A Pa sl
RI7 a5 e ZaR PR A T4, S5 e ZER TS
FBI7 I ORRIE I T 4lifbyr 4L, ORRAN I M 54.0%H
34.5% (P=0.04) , HAEFMZML . WA 45 R T
N, FEMEEE A T, e R RGN A LT I ORRE i
64.3%, HE/NJEZ IR B Ah T R Tl 98 1) S8 7 R
o BribeEaE R IE T JE Z 2R PTG AT IR T I
ERERTIM RS R, 126835 4, 46IPR, 6fISD, ORRMy
25.0%, CBRN83.3%, HR{igidtmtE s2 A . 5
A MSERAALL, ORRAAY;, CBRFIJINRE B i if 1] 45
EFAYL, JEFEATEEN LIRS B T tE 76 Ak
—2RIAYT, H3RAFCBRIY B E JE Z Bk b 2y 45 Bk
JEA K. ARUUBEH N L BRI, AR Z
IRAJ 25 1) SR R T JE ZERBBUI AEREIRYT , EAR R
M2, Adrfefi] =2t r i, PrR2fI, SD 1,
ORR}33.3%, CBRAS0.0%, XH&/RIATAEET X K2
(B R T A2 Z R BT A AR P AR
R RERIT

Je ZERHHUE ] TEGFR, EGFRAYFILAES TS
ZHRBPUINITEL? WangFEU T MR RIS, 24
3% Je TR AT A LT —ZRIGI T B INSCLC &
Hr, EGERZE A Z4 22 A6 0 B 1 £ 110 A6 A7 1) 0 3 4k
Ko 55— AR FHEGFRA S EPUIATE ZH BT FLEX
R AHEGFRE IS FHPEWIIAENSCLCE A, KEHIE
G TE 2 H T i S AE AL T o alifbyr al, WAy
MT 58 7R EGER 5 2235 14 i s 285 1100 2 A7 300 4 0 i
P S LA B RS X SE R EGFRAIE 2 ER BT
7] BEAFAE— RE MR G . ARl PSR B AT T
EGERGUZELALKG, SHIEGER 3+, 1R & EGFR 2+,
X 61 H HIORR K33.3%, CBRV100.0%, J7AT AL
Lioalll ) e

VY2 BB [ P9 AR v Z2 30011 DA 36 b Ry FH ¥ B A
NSCLC, HINZ-IVHHYZIZ R AEFN11%-22%, HEZ
0V 2 S Bl 4 Y O 1195 R S R N A 0
BB AR 2B T e ZERRPTA RN 35, A
BT AN RO, UK N & AR AR D2, AR
HHURF RIS, AN, 5 FR SCikHGE A

e

JEZ BRGS0 — L KL IR W e
AR, BETZYELF, JEHA EGFRF R IK K
JYRCET o AT O IBE A, HAEA /],
(HHCEE IR ] RUX 223 22 Rt o7 B0 0 i i 0 4 (1L
B, FRA D E G R T EGFRAEIA
R ZIRIP TR IR FR

2 % X W

1 Ramos-Suzarte M, Lorenzo-Luaces P, Lazo NG, et al. Treatment of
malignant, non-resectable, epithelial origin esophageal tumors with the
humanized anti-epidermal growth factor antibody nimotuzumab combined
with radiation therapy and chemotherapy. Cancer Biol Ther, 2012, 13(8):
600-60S.

2 TangY,Yi]L, Gao L, et al. Therapeutic efficacy of radiotherapy combined
with anti-epidermal growth factor receptor monoclonal antibody in
treatment of locally advanced squamous cell carcinoma of the head and
neck. Zhongguo Fang She Zhong Liu Xue Za Zhi, 2013, 22(2): 139-142. [J}
U, Bk, mER, 45 R TRIG TSk SR MR O B G EGFR B AYYT
BT, T O IR~ 24, 2013, 22(2): 139-142.]

3 Gridelli C, Maione P, Ferrara ML, et al. Cetuximab and other anti-epidermal
growth factor receptor monoclonal antibodies in the treatment of non-small
cell lung cancer. Oncologist, 2009, 14(6): 601-611.

4 Cancer Genome Atlas Research Network. Comprehensive genomic
characterization of squamous cell lung cancers. Nature, 2012, 489(7417):
519-528.

S Pirker R, Pereira JR, Szczesna A, et al. Cetuximab plus chemotherapy in
patients with advanced non-small-cell lung cancer (FLEX): an open-label
randomised phase III trial. Lancet, 2009, 373(9674): 1525-1531.

6 Ramakrishnan MS, Eswaraiah A, Crombet T, et al. Nimotuzumab, a
promising therapeutic monoclonal for treatment of tumors of epithelial
orgin. MAbs, 2009, 1(1): 41-48.

7  You B, Brade A, Magalhaes JM, et al. A dose-escalation phase I trial of
nimotuzumab, an antibody against the epidermal growth factor receptor, in
patients with advanced solid malignancies. Invest New Drugs, 2011, 29(5):
996-1003.

8 Crombet T, Osorio M, Cruz T, et al. Use of the humanized anti-epidermal
growth factor receptor monoclonal antibody h-R3 in combination with
radiotherapy in the treatment of locally advanced head and neck cancer
patients. J Clin Oncol, 2004, 22(9): 1646-1654.

9  Babu KG, Prabhash K, Vaid AK, et al. Nimotuzumab plus chemotherapy
versus chemotherapy alone in advanced non-small-cell lung cancer: a
multicenter, randomized, open-label phase II study. Onco Targets Ther,
2014, 7: 1051-1060.

10 Si XY, Zhang L. Clinical observation of nimotuzumab in advanced lung
squamous cell carcinoma. Ai Zheng Jin Zhan, 2016, 14(1): 68-70. [H5
e, 5K ). e ZER GG T W I SRR (15 RULEE. JEREE R, 2016,
14(1): 68-70.]

HRERERERERE
www.lungca.org



il 2 s 20164FE 10 H A 194 55 104 Chin J Lung Cancer, October 2016, Vol.19, No.10 * 669 -

11  Wang H, Ren Y, Qian Z, et al. Nimotuzumab combined with gemcitabine Expert Opin Biol Ther, 2009, 9(9): 1199-1206.

and cisplatin as second-line chemotherapy for advanced non-small-cell lung

cancer. Thoracic Cancer, 2012, 1(3): 72-78. (Ysehi: 2016-07-05 f&[H]: 2016-07-26 ##5Z: 2016-07-29 )
12 Boland WK, Bebb G. Nimotuzumab: a novel anti-EGFR monoclonal (Yt miE)

antibody that retains anti-EGFR activity while minimizing skin toxicity.

Cite this article as: Luo Y, Li JL, Wang Y, et al. Nimotuzumab Combined with Chemotherapy as Second- or Later-line in the Treatment of
Advanced Lung Squamous Cell Carcinoma. Zhongguo Fei Ai Za Zhi, 2016, 19(10): 665-669. [ ¥ 17, 25IRI, FiHe, 45 J¢ ZER AP &
(U7 28 2 L 36 TR . Hh i 247, 2016, 19(10): 665-669.] doi: 10.3779/j.issn.1009-3419.2016.10.05

(MEfpRfR) REEITERES

CHPRIBTABITE ) A6 P F 19734 , S35 — a5y 10 2 LRI b A I ol S 107 A
RIS B B AR, BRI . W AMREBE A, Ze AR OO B R
SCHHIRITL . RS ORI RN (CSCD ) . WHEA TR ESIT . o EH & 29119,
WIS (A (CA) L % (RHABZEN) (10) | % ( SFABITHEN) (Ukich PD) . ( HA
FREHORIEHUR R SO ) (JST) | 35 (Bl AR50 ) (CABL) | %I6 (&I
BRRICH ) (CSA) . el ( 2BRIEEHE) ( Global Health ) $Chtc:.

MR RITFSL R RIS T O EG  BRE . BEOR . MR, BRI MR
ARSI et

EEREAERIRE, SO LB, IR, GRS, PRI AP Sk, H
i, HRSEE . KR . BRI, RO 1A LR AR IS SR BT RE

FU . A BEAT RS . 0 St OB e R F 5k, I, AR OAM SR, 14 Tk
Gl S S B R T CMRIBA I ) 19734 BT B R — W0 A S

TN L SV AU RIS WRIDATFIE SR TR, T K DA TR B, 738k
WA — R TEAT, R TR (MRIBRARITE) D HRR AN R . T80 (W
DTS ) LSRR RT3 2

HRE RS, 38-70; EIMES. MO6482

EM: 15.000C/ W HAEEE: AT

o E SR EE S H RIS . ISSN 1000-8578 CN 42-1241/R; CODEN:ZFYHAB
ML . http://wwwalfzyj.com; E-mail: zlfzyjzz@vip.163.com

REEERARIE/fRH: 027-87670126

EIEHHE: 430079 WALA R UE L X BT Rk 116%S (MR RATIFE ) deda

HRERERERERE
www.lungca.org





