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ErbB family receptor tyrosine kinase play a critical role for cell growth.
In some type of cancer cells, ErbB mutations and amplification induce cancer cell growth. To clarify
ErbB regulatory mechanisms are important for overcoming cancer. In this study, new ErbB family
feedback regulation was revealed, in which, juxtamembrane domain located conserved Thr was
phosphorylated via ERK pathway and then autophosphorylated ErbB tyrosine was reduced. And the
involvement of tyrosine phosphatases in this regulation was revealed. Furthermore, oncogenic ErbB

mutants showed resistance to feedback regulation.
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1. WFZEBIAA 4 DY =
ZREMF o ¥ —F¥ (RTK) @ ErbB 77 2 Y —I%. EGFR, ErbB2. ErbB3. ErbB4 75
R X TWB, ErbB 77 2 U —%, HE _BES~T v T EBEREEK LIEMELT 5, EGFR X
Jili A ARE 72 & °C ErbB2 X° ErbB3 I ZELAS A7 & Cil PR HSCBA A RIZ X Y | B2
Ja¥EGE > 7 F RN ARIE T D, T ATRIEICHW G D 0 FAEREKTH H EGFR-F 1 v
VX —EREA (EGFR-TKI) 47 7 4 F =713, %ﬁwiﬂE&R(%T Y RAAL ORI
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PEARE T BIKIZEBWV T, LI — N—EGFR DT E Em_u%ﬁéamﬁa®zvﬁ%/(mr
669) 3 EGFR F#i?® ERK (2L 0 U vifbsnsd &, BE Y VER{bT oo B3l S5 Bl 7a
HER74%PNy7ﬁ@%%%%%LK(&mmS@ZM@Oé%K\Hka&w3®A?
BERIZFVT ErbB2 OB EEE Thr U U BEIC KD 7 4 — RNy ZHlfHl o "TREME 2 L
L 7 J BRECH OFEEIMEDS Thr V B b E N L7 4 — Ry Z #1723 ErbB 7 7 2 U —[#]
Tl L 72 iR EiIEAE CH D ATH @ﬂrwéntoxﬁn X% EbB 77 XU —® Thr V>
PRIz LD 7 4 — RN 7§ O 5 T HIFRBR X, 23 A EMELIN IS0 AR ) SRS O Fa iRk
(I T AR R & e B,

2. WHEOBEH
ARHFFETIL, BDAFIBICERIT D EbB 77 2 U —d Thr U Vb &I Lz 7 4 — 3w 7 ill4#
BILO TSRO T 5,

3. WEDIiE

ErbB2 & ErbB3 # &34 2 v MELAS AMINELE BT474 #<> MDA-MB-453 <> EGFR % = 3851
T % MDA-MB468 HMifis KON ErbB BARAKOBEIFIAZAEZ AN Ty AX T r vy MEBLO
phos—tag WA X 7 1 NETCHN 2{T-77,
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1) ErbB 7 7 X U — OS8R Thr U U BEIC LD 7 4 — KN 7§l O fEH

ErbB2 & ErbB3 #&EFEBLT 5 b NELASAMMIEEE BT4747 HEIEZIZISW T, ERK OFEMALIZ LD
ErbB2 OIITEEREIICAFAET D 677 K H D Thr (Thr-677) 28V b &N 5 & ErbB2 & ErbB3
OHCY VBT a v ronmEl s ns Z a2 R L7z (Scientific Reports, 2016), ErbB2 @
Thr-677 % U b SR T T = N EHR L 72 B BAK Tl ERK DIEFMALIZEE S ErbB2 & ErbB3
OACY VEMETFa s oM 572257, ErbB2 & ErbB3 do~Fu ZEIKIZEWT,
ErbB3 1% F—BiEM 2 E -0\ 2 & 256 ErbB2 3L o— X — & U CHERE L. ErbB3 287 7 FX
— X — L L THRET D & &2 D, ErbB2/ErbB3 ~F 1 Z&KICBNT, Lyr—_"—L LT
BE9 5 ErbB2 Thr—677 @V VEEILIC K D7 4 — RNy ZHili#IZH 52 L7z (Scientific
Reports 2016), & 512, ErbB4 @ Thr—-674 73 ERK #2 2N L CV Vb &b Z 12 LY ErbB4
PRENENING 2o =B/ T Y W R AP el NS /4 %'Jﬁﬂ%fﬂﬂ 52 L7~ (Biochemical and
Biophysical Research Communications 2019), ErbB 7 7 I U —IlZ R T EMEEICIEET 2
Thr fHED T 2 7 BESIOMEMEIZE <. RFSE Thr OV UBEIZ L 5 ErbB 7 4 — K3y
7 A O IEAPEDNA BT A o T,

2) ErbB 7 ¢ — KXy 7§l K %5 ErbB FitfRE O #mii

ErbB 7 4 — R 7 HIH O LAY E ZOMIED 72 ErbB T ifRIgIZ 5 2 % BB AT LT-,
ZOFER, ErbB 7 4 — Ry ZHIfNZ £ 5 ErbB O B2 Y VLT 1 > > OMfN O FHRARE
Akt OIEPERIIHI S ND Z EMA SN2 572 (Scientific Reports 2016),

3) ErbB 7 ¢ — R N 7 HlfH D55 7SR

ErbB 7 4 — KXo ZHEO 7L L TTFa o i) VERBICE B LI 21T 72, T8
UMY R PR ERIFLE T T, ErbB 7 4 — KN Z il X A ErbB HEW U VB LT 1
UDOMBIME T L2 D, ErbB 74— Ry ZHENCIE T 1 o B U R bEESR A 5
TAHZ LA BT -7 (Scientific Reports 2016), 4 FRIEDT-HICTF a1 Y »EEL



BRI 9 D R 72 B A siRNA & W 7@ 2> & EGFR 78 & 84K & ErbB2/ErbB3 ~7 11
TEERIZBONTE, BhsTFu Ui U EREE OGRS s GasCHERT) .

4) MAERFIErbB 28T 5 7 4 — RNy 7 il Off i
DI AAIREZ Ko TIL ErbB OZERIZ LY ErbB IEHZERE L TWDH Z 213 b 5, X K% H
UWNTZFRMT 0 B L 3 AZE AR BrbB4 (P1033S) 12 W CIX 7 4 — RNy ZHIEINEE L= Z £,
74— RNy ZHIEOR AMIEICEB T A EFEN T a v AR UIRIE~OBE 2RI S vz
(Biochemical and Biophysical Research Communications 2019), F7=. 2 AZSEAI ErbB2 12
BNWTHT ¢ — Ry ZHlfH~DOE 503 RE S,

4) DNA FEEMHINAFNT L D ErbB 7 ¢ — RN 7 HIlE O fiREA

VAT TF R RXVILE T X DNA IHERTOMBRAKITH D, Ml Y 7 REIC
52 58BOFMIFRTHTH 72, VAT TF R REF YNV E YRR LS AR
VT, ERK BREEOTEMARIZ LV ErbB2 & ErbB3 OHEC U U bF o o U IH S n- 2 &b,
PIRABICATTF o, REINLETANZELD BrbB 7 4 — Ry ZHIBEAH L N E o7z
(Oncology Letters 2019),
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