(P B/AERE) 2018442855124
CHINA ONCOLOGY 2018 Vol.28 No.12

 ERBIESIRE -

881

ETER, AARFWEMNBERAT POHZ, FREFH, FEX
FHEBMNBERTRARAEESFF, AAEFTERENAFBES L
EReaBFR., PEEFAHRMAMNBFIIEHTFER . EREANB
R WAEma S KEFTE, LAETREMSFRAESFLERAHRSP
k. PRAEFMALAHNBELERAFTSER. TERERAHE
MaELERAEHFFNEIELER, LEASCIHLI5E, RawmBETF
18.9; AL ®mEBEEAF LI, F203FHKAFNRAFR AT L 5%,
20165F RIKFPERBNAFHRL=ZF L,

HEGFREFKMELYE L FHBBE S
o1 L FE

EFR, tABH
S BRI g BR e sy oLy, B ER S BB SEBe i~ &, LR 200032

] SRR 2t S50 K8 WL R . I 70% 1) S 0030 i 8 263 75 1 B2 I B R SR s e 1 . R A AN it 5%
JISGHHRTT I, AR B TR AN E S A T o N THREITRL BFIEFEZNIT . TR BUINRIT S T2
MEEEIRIT . KEMFAIESE, REAKKE T2k (epidermal growth factor receptor, EGFR) L5 My 4 fi 1 34 5 71 % 7% %5 )
AHIC, EGFRTE K 2 LS8 s KA, XX e B TS A B35 520 . STEGFRE T Hi i O 2 78 — L8 5 St i
FIRTT SRR 1 L R 4R B (head and neck squamous cell carcinoma, HNSCC) . A SCZER T P48 Sy 2 Z 3k 54
YATHNSCCI W 7Lt g . HNSCC S 5 EPUARRE FVRTT, 2P % 5 B Uid 2 Je %R P ? AR G0 B S8 — I AR =
AR R R I R R 1

[RIA ] KIHEE, 128Nt BZRAhl: REERKRTZ&: MRHET

DOI: 10.19401/j.cnki.1007-3639.2018.12.001

hESY#ES: R73-37 CEMEERS: A XEHS: 1007-3639(2018)12-0881-07

Anti-EGFR monoclonal antibodies combined with other modalities in treatment of head and neck squamous cell
carcinoma WANG Xiaoshen, HU Chaosu (Department of Radiation Oncology, Fudan University Shanghai Cancer
Center, Department of Oncology, Fudan University Shanghai Medical College, Shanghai 200032, China)
Correspondence to: HU Chaosu E-mail: hucsu62@163.com

[ Abstract ]| Head and neck cancer is the sixth most common cancer worldwide. More than 70% of the patients with head and neck
carcinoma present with locally advanced disease when initially confirmed. Despite intense efforts to improve different treatment
modalities, mortality rates in advanced cases remain high. In order to improve the outcome, patients usually receive combined
treatment with chemotherapy, surgery, radiotherapy and molecular targeted drugs. Lots of studies have confirmed that epidermal

growth factor receptor (EGFR) is closely related to the proliferation and metastasis of tumor cells, and EGFR is overexpressed in
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most head and neck cancer, which significantly affects the prognosis of those patients. Anti-EGFR monoclonal antibodies have been
approved for the treatment of locally advanced head and neck squamous cell carcinoma (HNSCC) in several countries. Here, we
reviewed the scientific advances in HNSCC treated with cetuximab and nimotuzumab. Which one is better for treating the patients
with HNSCC? Cetuximab or nimotuzumab? You will get some ideas from this review.
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EERVERIN, Sk#ER 8 (head and neck
squamous cell carcinoma, HNSCC ) SEEE O W,
FOENE AR L R TR AR A Bk, i L ok
Z S EREIR, FUMELUR I, 70% LA 1 RY &
HEFIZIN AN ZC R TR My, g —
BT B (AR Uy . A R yr )
TERGL NIRRT, HikZ#FREEah
SRR Z R . — RIIBFFEIE SR B R
KH T2 ( epidermal growth factor receptor,
EGFR) 5 a3 58 . 58 % UIAH G,
EGFRELE K ZHHNSCC PR ik, W5
HNSCCHUR ' o Wi L% FI I EGFRIGIATT
PEPUIAR FEZAFE P Z H BT (cetuximab ) FlJE
Z-ERBHT (nimotuzumab ) , AIE N A RS
T JEE R PG A R
TAVE P ALFG I A0 R S e AR L ST I
A AR MR, HEABRAAST RT
REEIRE ST ), FLAE20044F 53R A5 R 24 i 2 3L
Ja) ( European Medicines Agency, EMA ) UL,
20064F 38 14 3¢ [ & i Al 2 it B 3RS ((Food
and Drug Administration, FDA ) WA, FHTBE
AT IAYT JR i 1 Sk SRR R An s L e
2R BT AR AL o5 RN S M 5 7 2 T A
), SOOI E AR DS s (H i T2 i AR
iR, MRS Tz i sim s, HARR
WA R L KRR R, ek
BT FH T R R 25 Sk S g 0 L 2R R
LR R AR R TR
MR, T USRI B MIG IR R 4. A SCE
HISIRGIEGFRYTA L [0 1777 25 ) /EHNSCCLR
BIRYT BRI AL,

1 BREWTIEAE R/ EBHNSCCHIERIATT

BEfE et TR L oT . Ay e A K/
R RYHNSCC B BURR2E , 1677 J7 Tl 2

Ui B AEALTY 808 B A SR HIRYT . BEAPIEGFRAR
[R1I6 7 RE W6 16— 22 F2 BE 138 in 1k 7 i d bk
WA RO e T . — I D RS
22 R 3R 6F FE T 30D AR 6 HE A T W 2 P B
HALIT 5 L alifb IR T R R B B EHNSCCIY
IR, R R P 2 BT A 4 A LR il R
(26% vs 10%, P=0.03) "), s it R A1
HH (progression—free survival, PFS) 4351 84.24
Af2.740H (P=0.09) , OLEAEGF (overall
survival, 0S) H9.2HH8.0MH (P=0.21) .
53— IR REAS Bl R U BEHL A A5 1 A
L4424 Ry IR T TR A2 & B S HEHNSCC AR
H, WIT R IR . R R
1+5-FU, X4 . 1/ RE1+5-FU, 45850
N, AV Z 8 RGO A OSAN7 440 A EK &
10.1MH (P=0.04) , HiPFSM3.3 ] EK 3|
5.6 (P<0.001) , EWMZEMEFEMMN20% 1Tt
F36% (P<0.001) . TEFEEMNE, AT
B AT BE 23 B4 0 I RE K2 A B XU - BRARIT A
BB KA T WOAE , T S Ak 4 A 1 R
(P=0.02) .

— T 5T 50 A T e BRSBTS AT R
J7 34451 3K S M R, e o0% i B S IV
W1, 85% M, SR, DUMIR BRI R
( disease control rate, DCR) NHFFT4& 5, B
AEW/INT 605 H L TARIR R, M DCRAT
F100%F172.7% ( P=0.032) ; L) 1E0] R
FLE, SN HRZHEZRR, AR/ N
60% I FEOS 457 d (15.010 8 ) , ERK K
HH228d (71.50H) , MEEFAGIFEX
(P=0.019) . JEZERPPLIAS —LALIT IR
PR TS 4. M= %R, HEE
R4 H50.0% . 32.1% . 31.7%H116.3% 5!
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2 BXAEMITIEAHNSCCHIRIA AT
BonnerZ§ [16] K a240504776 1Y) JR R e T HNSCC
SR BENLSY A TROT 4 DL R Oy A PG 2 B b
41, PO AR ST EEa—3, HFg
ZE AT O A A A (400 mg/m®, 5
15, BEJ5250 mg/mz, HEEL) . SRR,
LA AI L, BT IS VYR W GE T
iRyt a] (24.440H vs 14990 H, P=0.005) ;
UEAh, BRAIRIT AR H A7 OS . 35 K T R Al i
JP4 (49.00H vs 2931 H, P=0.018) , 544
FEZAY 9K 45.6%F136.4% ., WAHSHT R, B
L2 VG 2 S PUIN  A 2 R R DAL R
KR RN ER (P=0.002) . 7EEFXHA
7 18 AN R R N A 3 B BT, BRA
VG 28 BRI A S O B SR B
MRS, WA AR E AR S, |
TR 2 5 B e T HNSCC TR Z A b
WEIRYY , T Bonnerfl 53 SGIE BH O T B4V 2
PUIT AR T4y, RO B P 2
ST A7 T B AR o BT R S 20
FTIRE A RTOG-1016BEHLXT HEAF 5T 3 1 (] 1] 245
Z A, BEAER AR ZMGE B, ANFLRIRE N
( human papillomavirus, HPV ) FH: 00 g X6 i
LI RUR, TS R4, R UedfEWra PV BE P
] LLFFARIBIT R )JE . BonnerWT5% 38 B 7 =6l -
A PG 2 B BT 38 7 3R ) B 08 A 14 in ik
JEARSCRYREME SN AT R, TRV ARy T B
SR = R P R, (R I A B B 3
tt, RTOGI0168F5E 7 HiH I I PG 2 i dt
BACIEAR AT REM: , PSR TIRS 3G, Sk
HEEMME R I8 2K YT A, BIGAT
849IHPV FHPE B Jmy e S0 1 Wk 3, 3¢ HRL = 1B
BLAYAL, BFIE A2 ARIR TR e & R A G 2
HPUIRYT, X RS AAR A O T B A A o2
3JE T R RIALSTY o PHAH ) FEL AR IE 22 55 B4 1T
RS, PAIMETASEZ ), ABUBOTECG V%
HEABIERA R BRSO AR, R P Z )
ZVERRE RS R R N 22 RIS R L
EJ, P s i O I VG 2 AP AL G IE PFSIA S
JRER X S R, P AR T AN . AT IR

N, BT UG KA HPY B D, PR %
H P ARERA R

TE—T5 45 5 JTREMPLIN % 11 A B&E WL 58
H EIS 1S5 3] SR S G 00 T W AR
SR T3 EMINTPE i &% S4kyr, o
AT B G2 A 1 116 Bk B AL 43 M T (R
70 Gy/351K ) WA VY Z T (JrZERIET) S
£ (100 mg/m®, i1, 22, 43K ) MIFEATT
SRR, TR H BIMER R R (24T
FLR) HH, WHZEHRHA (93%) H5isHA
(95% ) 2R TGt L P62 5 4345
B IR R R E TIEALL (21.4% vs 11.7% )
Tz A B BA BT AR,
MNP 20 SR S i B2 R R 22 R o g it 22 3 L
(8.9% vs 10.0% ) ; FEANRIN 5T, P92 H
BT ZH 3/4 9% 1) JESF T N K 9% e A R v TN 21
(57% vs 26%, P<0.001) , il EEE R &4
R 22 T G L P28 oy dlisyy
SRR (71% vs 43% ) , A fE 54053
B IIREA 4 (15.5% ) VIS ML A B
(14.0% ) £ 5.

FAN—T LRl . BUE L AL BRI PR
5y, XAl ST G e 2 R B U R
I IHNSCCH TR IE R R 22 5 1, e
A ZH 10661 A 0] Y 5 5 A 3 IV a FHHNSCC
. WAL Jy Rt BEAL R G 4, R RRE R T
6~TRT (FK200 Gy, Hi1~5K ) BA 2R
FRYY, IS T YT JE 2B bt (4
JE1200 mg ) AYIRYY, IRIRRE BB A AL
HEEW (1250 H vs 9510 H, P=0.002 8) J5¢
LR (59.5% vs 34.2%, P=0.0028) ; EGFR
(+) BEMTNMOSHE R FEGFR (-) ¥
(1657 H vs 720 H ), HJEZERAHUARBE K
Jr IS BN o

S R 2 R i DL 1 Sk SRR R,
A2 EB T —m L e MFELEEE >, I
PR IL/IV A S0 98 £8 3 B2 32 34 R B TPF 5 32155
Sy, BEEW AW, RIS (8261 sz
P5ERECY (intensity—modulated radiation therapy,
IMRT ) 70 Gy/35UK, [FIII4A%EEE40 me/m™iA
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J7, XHER4L (73f] ) $EZIMRT 70 Gy/35¢K, Al
18 Z R B R 200 meIAYT . P ZH Y R R
RSN, TEMFR T RoEBCR T, Je ZERBHT
HA97.3%5¢ W 1T BEE 7S, MDDPFRIE LT
HIN40.2%5¢ L T BEE T4 MBE T 451 B
NP PFS | R JC#E R E A (locoregional
progression—{ree survival, LRPFS) . ikt
H: A% ((distant metastasis—free survival, DMFS )
MoSERTGHITFE X, YT eZ kg
PO A 100 908 2 7 PR RN A T 75 A b PRI
3 EARBAMMAITEAHNSCCHIRIA AT

PADDP g S ik (4[] A 5 A0 7 J2 Ja) 350 e 1A
HNSCCAEFARIBIT IIARHEIT %, Bonnerflf 57 K]
I VU B AP L B Al BT A R, TR A
e [ 01 AR Y7 S Al B IR P 2 F SPTRE AR F —
AR EYTAL, RTOG 05221%) T BENLIG FRAFFT I
I ] 25 33 A () A, 2% 5T R e A T 895451 Jmy 5
M THNSCC, BEMLEEZ R ey (8 5 H
7. RFIET0 Gy/d2ik; ABI7: MAAI00 me/m®, 2
1, 22K ) s7EICFERY e A A 8 V6 28 B .
L2 AR R, PR E T 90% g8 5¢
B2 JE DD PRI ALY, (HEK A VE 25 bt
2 1A 3/4 55 171 i 48 RN HE S BT D Bz 4% e A R B B g
TR T (43% vs 33%F125% vs 15% )
FESPROT D, VOZ PR S R A T 4 25 5
KRG FE L TR F (63.4% vs
64.3%, P=0.67) . BALFR (82.6% vs 79.7%,
P=0.17) | JmifE k% (24.5% vs 19.8%,
P=0.92) DI JGERAFERE R (7.6% vs 12.0%),
P=0.07) . %5 R BILE RIS 3Emt_E A
VU SO N RESE— 2D B = MR s i 32, RO
BN TR S RN RN, A48 5 R
i 9 S

34— TR R T R OFSE 20 A4 T 22
1l Je e THNSCC, 4225 (100 mg/m®) 3JH
T & R34 7 3 el 4 JR) 7 P P 22 B
SMILH108, 7RG R E R AR (5 S
W, 1.8 Gy/ik, #LE6JH, H55H16 )8 5K iR
1%, 1.6 Gy/ik, B3L70 Gy) o 26 H &Ry
b, HABREEPE RN AN, BF5E

WONZIRTT T B iR, HILERTZat Tt
8o BR TGRS, IZAEH WASAEH HLN X
ED

%EAGORTEC 2007-01iHEN: 22 Fhurs Y
I RBIFSE 2 R T AT R A5 7 2 AT
FOELRE ISR 4R M 5-FU R AL T g 5 ik — 2
M IR R oL, 20400 0T + 0 2
HAHTHALIT AL (ZHRAL ), 20200 AT + P8 2
B ( TERH) , PR IRLLARIES Ay, =
VAT 41R —BEIR YT 4 B34 PFS 43 31 H 52.3% Al
40.5% (P=0.015) , TAPFSH3I437.910 A
2240 5 JR R DX R e 533 121.6% F138.8%
(P<0.001) ; [HPIM34E0SEF IS i
X, AN RS e A R AR MR AR BT R = R T
Giit2ead o TEREME & AR F 05 TH W41 22 ] R Y
3~4JER RN 22 R G AR . AR, R
HILZHRAAEZ M PRI R, TR E
AR B S5 Ah = R4 340 K LA I iR 286 5 S
KRR, HHEEZ TR

Reddy%5 2 8 T —IU/MREAS 192 x 2B HL
B, 9261w V) B 114 JR S i I HNS CC % 43 i
[ 2L Ak IY + e Z 2R bt gl ( CRT+Nimo4l ) #11
R r 4l (CRT4L) , U7+ ZERfhrdl
( RT+NimoZl ) FIH4EHITAH (RTH) , AT
7 0T BRI 5 H60~66 Gy, JIEI50 meh i1
W (EZL6E ) |, JEZIRAYIEER200 mg (HELE
6)E ) . ZEHEIR, CRT+NimoZH 1Y% WL 2% i %
(objective response rate, ORR) & & TCRTH
(100% vs 70%, P=0.02) , RT+NimoZHAJORR
FETRTA (76% vs 37%, P=0.02) , RT+Nimo
H SRTHA LA T 24% 5T & s B8 %
HhiE (466 ) SARGIFHE (46f]) AHLL,
OS5 h49.384 H X 16364 H , dibEFA
GiitsEE X (P=0.012) , &IFe ZERHHIEM
TR A T48%, HAZEMRL . Ld4Fr
BT, JEZBREPHUIG RV T B 38w 18
HEAE# (47% vs 21%, P=0.01) , B TXIAF5E
R 2 1 FR B R 230, e BRIk IR 147 i S )
AR, REETRATTE T IR AEA G 1 LAY
KIHIE
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20184FASCOZ I EHIE T — T K LA R
s AL I TIT S0 i PR AT ST i 285 5L 10, 53641
M/IVIIHNSCCH FR 1« 1BEAL 4> A 5] 309 ik Ak o7
4R ) RO B A e ek Al (A
S5 ), IFT0 Gy/35Uk, [RHARIT SR F 4R
(DDP) BAZH4E30 mg/m?, J& Bk 4145 JH
200 mg, WAL EHE PYIELRRIE 22 55 RG240
o SRR, FIBORYT A Eoin A Je 2 2k
YUa, JCIBAEPFS, DFS, LRCHR R EHm, Mgl
AEPFS/M 58 9%F149.5% ( P=0.023 ) , 24EDFS
S350959.2%H149.0% ( P=0.028 ) , 24ELRCAM5HIH
65.19%F156.5% ( P=0.018 ) , {HOSZEFIL ¢
o ARV, BRT3~5PBMERAFFT 4
WA (66.7% vs 55.8%, P=0.01) , HAth#k
AL = S O Vs WA = 2=
4 BEARBMLTEAHNSCCHAR EHENEST

RTOG-9501L% X EORTC-22931#F, ©.47%%
YRR, AL P EHNSCOAR G BA F fE R R
(DI PH s WSS EAMEAL ) B bR
BIT, HITRI R TR AT s AN AT /N
JEHIE AT 3 LU D REAS 42 B K TR T 32 I
B RIS BA E G R R R T AT LS
8 A AR 1 R 55 22 P A B g Sy 22 IRl 0Tk Ak
ST 7 FEMIEAE LRGP 2 B R RA E—2P
HEAEIRZE? RTOG-0234F5% ') 5 LA G B 16
IR R VIS BHPECE I L 25 A A M T, 8.
H =20 S, R AR FRENL 4,
RIEALTT 25 AR 43 I DDPLL (U7 +V8 2
Pi+EEEIDDP 30 mg/m® ) ML FGALFEL] (7 +74
TP+ R A Z VTR LS mg/m®) |, HUT B
H58~66 Gy (2 Gy/ik, BRI, 1HE5%) ,
DEBEDT 444 (FEF0.2~6.04F ) , 2408551
F69%H79% , 2-DFSH 5 57%M66%, 3/149%
(R B I 2800 9 28 % F114% , 2 VML 1Y
FEVERBI PR TDDPA . L ICiE 2 OSIA &
DFS, #BH SO TRTOG-950 15T I4E e, AR
W DX Il ) R A s Ah, Z PR S
RTOG-95014H L IA i P& A T Ab 5 RE %
5 BESFHEILITIEANHNSCCHIMRIA AT

PLEGFRYE W36 97 BK A8 4 Bl AT 1) 22 8ok

H TEXTRMEM5Y, BESAVE 2 8 sy & 1byr 2
T2 RIS HNSCCI iR AIPES, 2%+
WA B R I HNSCC (0 HJE K e fn 4522
PRWEIEIT RS ) |, PO BRI & 5 b7
VP REIR R o IR L B & 2/ A st s
HARESE 20, JCiB R G 5ad 2 3 1T O STy
SEA NG, (SRR EIEER D, M et
P fay, T L B U B TR 0 A A
XF e Z RGBT . — I X S
A8 4 [ B AT 2T 200 23 #1296 13532 HiEGFR
AR R, R 1490078 ALy [ BEEk
APEGFRIB AT, 147578 [H 3 il fl oy i A
IR GPIEGFREL [MIRYT, R Az BEDTI ] 424
A (1.27~64.81H ) , 4R B/RHIEGFREE G
PRI A 4R 5 TDFS (84.3% vs 74.3%,

P=0.027) , (HHZZEOS. DMFSLLKLRRFS
LRG0 X WA B34 B K
R EFRG L, g HGE T 1044
e 00 Sk 9 g AR gl (b B ARSEE 106],
3009, BS9S], RS 2001, WAL 204,

FREEOH) ) 7R ZERBGU AT, Hrh g%
BREHUE S 2~8 . 10441 #3606 3145 F A
BIT, SERZME106], FargEs0%], 1067
A, kbR 200, Bt RS, TS
R NS5T. 7% AUHSHIH IR L S, Hak
FHWA B E AR, SA T A
H T HHAM40FI AT UIBRIHNSCCAEE, LIE%
BRPAYT (400 me 1K) BEAE (75 mg/m?,

WK ) M5-FU (750 mg/m®, 51 ~5K) 387
FAEMERALIT, WA RIS S AT I MR 22
iR }185.0%(34/40 ) 5 2441 (60.0% ) F15 2%
W, Hrp214] (52.5% ) XTREW, 8] (20.0% )
IENFERT; 2701 BT ST G FARRTY, H
12061 (74.1% ) MO 48 B Difery R UIsR F
AR ABIARIE JE L e B e 28 A, 7 B AR
HEUM10.0% (4/40) , HEFAREZEH14.8%
(4/27) o g A26] (5.0% ) P ~ IV EE
HRL AL, T~ IV EE ORI | TR

MNP 1) (2.5% ) , 1] BT EE
REARS, 1PIEE BRI ERE., ST
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IFER 5

TECFREF L ORI BEB LS 0T3 PR

BORAS PUEGFRAL 0136 Y7 2 75 RE 0% 17 A b e 12 1
RAYHE A AT IREEA . Z O B BT
IR RO FEARUESE
6 AZEENSRIZHRBHNAIEE

2TV YU JE 2 2R BT MRS B R
I, JPRCEay,  HHT SR AR B LG R I
IROFFELE AR o 5B FH 24 1 e EE Im K B2
A A A . PE % E RYUR TN R A AT
e, HJEARRRE R70%; T e Z-3K bt AR
bk, HNEACRREE 95%, BRI fa & 3w
HELAPT/ MRS (human anti-mouse antibody,
HAMA ) ;A FIRE e B W AR, ) 3 BBk
B AL DT o A — AT AT R RSk
PR metaZ) BT -7 AT 19T BEHLXT BEAIFST
1 201451 S i AR B AELR ARy T A B2 1V
TR, 8RR TR ERRT, SR ERER
PREAHUL X T S A b 1 8 e i 32 . R
SRR E TVIZ A hidl; ML E RIS .
SPPERE R RIS AN 8 M1 SO S5 AS RSN
RAEFRIT I ZE TG 8 S AR VAR FRAE
OSH Iy 22 TG # a8 L, (HR e %kt
HA3AFOSKIL T Z H YA . T Zmetas)
P AR E AN 2 B TS 00 Sk Y BEBLAT BRATFSE
MR ZWUm R R, AR L2 S
PLK N FHAN R A 75 SR EA T Im RFFE , SO PEROR
SEE, A B EHE LR AR REIT
Ji& 22 O RS B P 2 5 PRI JE Z BR LTSk X6
K R B BENL BRBIETE , DA AL S .

DUEGFREL AT LR H I HNSCCER iR
Srhin i E A 6, TR S ITIRS R ST
WA, TCRTEM LA, A I RAR £ AT
GEARIE ; AESE WM | AT A RETE 5L PRI
PRIV A B AR B A, [RIRf 2 s by 42 Tl 7
F/NRREE , (AR S ey, i e 2 —
HARRIIE

(& % X W]
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