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7= i PR B
—.\ @ik
(=) ARi2aBBis
RiX A &2 H P-EGFR iR 4B . P-EGFR [H {4t . P-EGFR 8
BRBL 4 An P-EGFR R, B4 Ak ko Ik 1.
k1 KABEELARED

A B4 + Bk ko AR E
P-EGFR 8 Bt %k 4& 514, H4F. dANTPs 8 % (16 M)
P-EGFR )X i i A buffer. Mg & T 247.5uL (16 %)
P-EGFR &4 Tag DNA R &8 . UNG B 40pL
P-EGFR [ {4 %t B8 ik DNA. Ef 4 2 DNA 400uL

(=) ARRY AR

ARRA & TSN 2 P A 0 1A AF /N 4 MR (NSCLC ) B
Mm% DNA FARH AKX EGFR RAKEE. Ho 19 4B FH# K.
L858R X & fl T BR 3k v % B F 4 fERE DT 4, T790M R AL F T
TR WA AR R R TR (R SR 2)

1 3¢ EGFR A U HUR 3 7 Ak 34 2| 4 AR AR KT, H k3
BT WM NSCLC B2, HAEN T 7 HkHNSCLC 4 A AF A B ey £~
AR, v RS REL AR, BUGEFRRELRLINE
X,
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F 2 PEFE Y R e 58 R R K A RO e BE 18] 25 4
%4 RAFHA

HER AR R 19 /M B FHk% . L858R
FHBREAERRF | T790M

e FEERRAER TR ¥ A& EGFR T790M A A+ A
WU 225 2R RE P T B 2B A A T 2 R T I 3 ok e AR P A

Tk 3HHARRAETUMS Y, B2 EGFR 1 XY L2 MA
2 1k R B 2 EGFR R LR KA,

F3 B AR W KA EGFR R R A KA

R RAEZLHA
G719X. 20 4} . T790M. S768l
ks oo AN DN

G719X. 19 48 FHk&. L858R. 20 4
3 24
FRERBERA B F4E . S768l 1 L8610

ARA| & T AT NSCLC B R AR A6y mil, Ho s

RN K SH, A RAE A BEARN BT 09 —RE, GKEAE
WA BERE. HWENIE. TR KA I E A AT

L 2 3 U 25 R 24T 47 6 UM

(2) FRaRAE

12 Mk &

(W) FRibBhRE

RRA| &k TH ¥ AR L %% (Amplification Refractory
Mutation System, ARMS) F17¢ 5t PCR # AR L3 f1 % DNA # A &
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http://www.baidu.com/link?url=3rnNXavwijZeCYaH87Nutcj8aOGqv9HI7dj1aeIDLk6gq1WqSakwOTe4jaYSf83ngS5WBKy--UIF2JtNBWulN_
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EGFR % 7% 25 A By 40

AR &4 X EGFR R 2 EML A % v+ 45 7 0y R A A 51 41
PCR Y By T 3R IS R EAER T 2, T
YIAEfE Y R, WE B AARERE TR T AR, §
W] HE A A FELIYT ,  BP AR AR GG AN, AT 52 FL EGER R ALKk
A e A

AR & Bl i 467t PCR 8K, 12 FAM/ROX/CYS5 #7128
KA E, S EGFR R FEFH SLof A ;5 4, R BLAK % o f,
E A K EGFR 25 BAR 5F X 306y 5| 41 Fn HEX A7 18 89 %% L3R4, 1E
AWERA A TERAEZ MBEFERGE. KA & PCR I HR
7 iR B 28 UNG B, ¥ DAGHE W 22F dU B PCR f B
W RSP AE A, A B AR PCR = 477 B 7 A B AR

=\ ISR R

(—) ZZ2RMH

LA iy EE R AEE: 519, ®4. DNAZEEEE. UNG
B . dNTPs <F, 3 6 AERI 4 4h 7 Xk

Sl 4. HEH A EEA BRI E T LNARAE AR,
% HPLC 24k 7k 1F; DNA X & fu UNG B34 b e R su e 5%
KA JE TR ANTPs B B aHaR B B8 b F & IR 15

2HIF NS E 2 ZARFNENE, B RE, il
RERMARAENE. #l 2 TEEEEMBRREZRFEHB S,
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34N HF B EF N

Hig ANRIH T RENALSE R, GERESE L. IHESE
B BRI IR S i FoAg 5 iv%n it 2% BB EGFR %

R AL M % DNALEGFR 7% 25 [ [ M LA v 25 A FH % (BRAF.

HER2. KRAS R 7% A [F FH[4) ey i % DNA Aok A KA FA AR
DNA, [HM£EF & &AM R ESH &S E 5L XA KR
EGFR 27 FH P fn %2 £ A< DNA. T 42 DNA. EGFR %747 [ % 41 it %
DNA 5 [H£ i1 % DNA B 4&, Z40F PCR & & | &1 .

[AMESE REE T EMRERR, AFREMESE R 304G, F
fHM S 530 i FHEMSHE & 304, 0 RERTHMESE &
(I JK EGFR %4 [ M fi ¢ 4% 4 DNA. i . DNA. EGFR X 74 [
240l % DNA 5 [ % DNA B4 ), 1] L858R/T790M W R & %
& (HA DNA) » £ 91 %, X 91 5B AT PCR T

Er—-v/—n‘

R A,

5% mEE 8 4 EGFR K7L M #y i % £ A& DNA. 3 4
EGFR %77 [ 77 2 & 58 2 25 (A FH P B o % A5 4K DNA f1 1 dF A 26
HHAHAAEAR DNA, F 124, Z4F PCR Fu Sanger N J¥ i 1 IE 4 4
EGFR &7 A F [ 14 .

AR M IRSF il B MR R LR, B R LA k4 i
% DNA 5 FE A fn A48 6% %, 13 %] Ing/pl DNA KE T
0.2-0.8% % 2 Lb 1] #y s fEC A U PR 2%

ERESEZ BAFERAMESESE R, BHEREEZSE &
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X

FAMESESE R, BEEEEESE REE T 18 HREXA
(& Jk EGFR %<7 [ M4 fn %2 A2 A& DNA. Fi ¥ DNA 5 [H 141 % DNA
wE) . 18 BHEMEEEST REE T30 MREEXA (I
JK EGFR % 7% [H 4 2 A DNA. Jitr DNA 5 [ ¥ i % DNA B,
&) 3t 301 MAMEREESH & 340 (/R EGFR &K 7% A 4£ m %
FEAR DNA) o oo 58 TR An 55 T PEAE 55 5 i B R L) 0 7
A 50%7F0 1%, BT A AR 5 54 d 3 £ 13407 PCR Rik.

RRFNERE T M ERERE, WaH X R e A
DNA; Al T 22 il a0 Fn i 0y =%l hah, &% R AR
ZARETWE (AL EGFR EREET K ) , A THRMLEREGH
R ERN T E.

(Z) A2 T ZLRRBAREFR

WIE AR SR A R T W B AT R AR R B, DA
EGFR % /i #Zdm, MRMNAKRZFOHRZIWRE . REFA K
B WAREIMIAR4AT R E . Tag DNA B &8 . UNG BE i E . Mg BT
AR dNTPs % & . PCR buffer Jil & . Blocker |l &, PCR X ML ARAR .
PCR ¥ 3 fE3 4. B OKIEZ . H A DNA Fl&E. PCR & f /LA
( Stratagene Mx3000P™, ABI7500 % & SLAN A4 ) . HBR#H
x| & (QlAamp Circulating nucleic acid Kit #1 )8 |7 ¥ /% #y4% B 42 B
WA ) FHTMEAGA, BHALEFE 2-4 NS5H, B
e, WAHE T RENEFTTLARMNAKRR .,
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() S HPERE IR

KGR AR, HEE. HEESE REE
F,ORRE(RXRRME. THiAK) . ZBRERALEES.

7E & AR ARG+, A 3 fibak % XA & (P214072505Z.
P214080103Z. P214080504Z ) , FfE4F < & DNA K (3ng/R
BL. 7.5ng/B ki fn 15ng/ R R ) . G EGFR RET KA RE 3NRE
Bl 20 REE AR B RERA 3 #R S, PG THEMR T XA
ERERTIGE T, 3T E DNAKE. 20 KEEWHNER, &
A RRAL K T 95% 4 H 2 g AR AR R A 15ng/ R
DNA % & T 0.2%-0.8% % 7 L4 .

ERERNRET, FHARAAERE ESE B FHERE
FEHEE (1%RZWE]) MBS ESE R (500K % )
7 3 fh R XA & (P214072505Z. P214080103Z. P214080504Z)
EARIVEN T AR AR R ZRN B, B [E R B
%, ERET Ct{H CV EHE SWUNW, KARAEHHA.
BRI H AL B B AR A el S BT

ARRF| G R 9L WP 5E & o 12 i AN 5% &7 3 k&
WA & (P214072505Z. P214080103Z. P214080504Z) Lt /%|3FHh
ITRANENFERFERERE, MERHARESE BHFEERNY
100%.

RXRFARYE, B iE A4 3T EGFR R EE AR FEM. 85
RRAXFNHHECREARER, HERXXRNHFAEA, S
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AR TR B AR ok R R AR A W F HAT R R ML, BT R AL 4
HER2 £ [ Fikr DNA (1034 /L) . i ¢ 44K DNA (1ng/pL) -
W B G BT X 43K DNA (Ing/pL) , Z 4L,
EABERE AR B XL,

THRI SR M AR T o aEny WIEMETHAY (i
BEH. HBWZB.%E&8%, ®KE24 4 2g/L. 37mmol/L Fn
200ng/mL ), BLRAMEMTHY (EYE. F4. K2, TER
&, W45 90pg/mL. 90pg/mL. 90pg/mL F 0.645mol/L ),
2 FHRARA &R ER,

H BB B, #ig At T Qiagen /A & # QlAamp
Circulating nucleic acid Kit #7 8 [ ] 3 /%2 8y % B2 & BUA R x+ 81 44 M
FARH DNAREBNE, FREF ERFEM T EHREICLEN Y,
P B A TARA AN P ab 7T R B R L EIRH, #%
# QIlAamp Circulating nucleic acid Kit o8 |7 3£ 8 4% B 42 BUX A 1E
A A= SR BR G BUT i .

AR AR AR 1A R A (12 WK/ &) . HIE AR
7 Z# F (P214072505Z. P214080103Z. P214080504Z ) 7 fi#
ERAAA EEE TR, L ERERTAE 44 T AE TR,

(v9) rapAIRT{EAF R

A TR R R AR RIE TR A
AFRFICHRANT, ZAEAR EGFR X4 N2 4% PCR 7 i i,

xtF e k% L 19-del. L858R Fu T790M 2 74 XA, ®BiE AW
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KA T 946 s RAFAZAT I . A 3 b Ak K7 2:( P214072505Z
P214080103Z. P214080504Z) 7t Stratagene Mx3000P™. ABI7500
fo kA SLAN R G = MALA b, {42 B8y DNA 24T/, @ 13 SPSS
HAEXT ROC w1 & #4747, ARYE Youden F53K & A (H 74 £ 2L FH4 A
TEAE

%t F 20-ins. S768l. G719X. L861Q A R4 KA, wiF AfF
Fl 3 fkpk XAl & (P214072505Z. P214080103Z. P214080504Z)
7 Stratagene Mx3000P™ ., ABI7500 #1 % A SLAN % 4 = fHl A Lt
TR, R 5 8T PCRAFAT X Lh By 77 3 #E4T FE M ) E fE 09 74 €
H o F T 20-ins AT ey s JRAEFAR Y 45 ), H e A X R AR 50
.

I E AT, B L AT i (T AT K 4.

g4 TH | W A8 H A e
FAM:# & ROX:# &

RRLE &5 CY5if &

154

11 (19del)

11 (L858R)

/

ACt Cut-off 2B 4

8 (T790M)

/

/

15 354

12 (G719X)

12 (L861Q)

12 (S768I)

45 %

11 (20-ins)

/

/

ACt {= Ct {& FAM/ROX/CY5 —Ct {& HEX/VIC.
(&) REMAR
HE AT AR i SER AR E M. R R, REARER.
MAREWHITHR, 2 TESMAMET AT Bl ARG .
LR A E A R KA Z AR F A& (#F: P214111401Z.
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P214112001Z. P214112602Z) fiffF F-2035C 44T, 241700 2,
4. 6. 7. 8. QA 10 MHA T EE ML . B . . AR A
S EHATER, ZFTERETHTEER, FE" RE-2045CH
T, ARZEREF 8.

R An i AR E AR AT F = KRR AN & (#5: P2141114017.
P214112001Z. P214112602Z) fkJs, MET 37TCHRE, EH O.
3. 5. 7T ARMME M. HHE. Rt RN RAEYEH#HTH
2, HRET, FREIICHHET, TRERE TR, wllttakd
K,

FRE A WA W = Rk BRI A& (#5: P214111401Z.
P214112001Z. P214112602Z ) #% B L E &1 T-205 CH ik 2 T4 %
N, BERHEETERT2ME, R ERBER, 28 %R E %
B 0. 2. 4. 6. 84010 RJa X HERE . EHEL . FroeE. A
[RAKE S EHATHEE, ERET, T RREKRE 10 X, MHaEHER

AR AT W= Rk R KA & (#5: P214111401Z.
P214112001Z. P214112602Z) ##7%J&, HF7Ta %, ¥ P-EGFR 8 &k
PCR )X i 4. P-EGFR X L. P-EGFRE &8 . P-EGFR [H 4 xf B
haEHEE, 248 2~8CH-2086CHRAE. 2~8CHRENAF &
EF 0. 3. 57 K, -205CHRENRAANGES 0. 4. 6Ff18 1A
ME MR ERE. Fak. RUREEEH#RITEE. ERE
T, T R & 2~ 8CHRAF 7 K205 CHRF 8 N H . B
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Ve b 8 A 2 i R BE SR

=\ IR HE

(—) — &Ml KA R

HIFAEZERFHEF LER. zHEMEBEER (RAEFH
AFEFZMBER) BMNEMAFHEE —ER. LT ER.
A6 S i o B e A AR R B KB AL B E B 3t 6 KA TR T
s RIX e . RAFEZRA G B bW 53T RAEAR S AT th B %R
Yo B 7 3 B AN B B R RS, NALEEAR G EE (HIB-IV ) fif
F s A /b B AE B RO R IA-INA B8l i A A, 3E4t 1069 4.
Xt H R 4R BB R R AR EGFR A H R LA N A & (K
£ PCR %) (FEMHES: EAkiEE 20143402001 ). # %K 5 *tth
A AR 2 R A — Bty A AR 3 MR A A 34 4 R EL A ik B AR A
MR, XAGmEENTHE (NGS) #ATFHINZ.

A R e i 373 6] 23R TR AR, [H R A 34.89%,
£1,%5 168 4] 19del % 7% [H 4. 168 i L858R X 7 fH M . 69 | T790M
SR FE P L 11 48] 20-ins 2747 FEE L 14 ) G719X 28 % R . 13 44 S768I
KA. 84 L861Q 574 [H 4.

Sxt XA BRARERE R, —HBMAEE N 97.35%;
S A h 89.7%, B /542K 91.86%., *JF kappa s 7 i 3
TR /47, Kappa=0.81, B =3 LA R 5N —F k.

TE 1069 A, PR AN 45 R A — KB A 2o — I
Ak 122 1], 68 BlFEAR NGS 7 ikt ik 4 R 5 XA BN & K
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=3, 42 BIAEAR NGS FiEHIIESE RSt bk Al 4R — 3,
12 ] 5 B F 77 iEA  2 R AT — 3

g A 1041 6l i fRJE AE AR BB A B W W B Al . A
Ko TKE 2 8R4, &M RA WA e 2 FIHAT R, 19-del B
ERARAEAHA (TKD) W25 ExAnd 2 &8, §FEMRER
B EER; L858R KA TKI Wi 25 & & 4l i 5 &, K Z#1E
4, ZHAZE AT EMEER; TT9OM K& & TKI W58 k445 &
BEETHMYE HtXREIATHRERTEEFZR,

(=) AR50 HERGESFRL

GitiEMNERAFWE S —EfE 229 Bl N4 HFARH A5 EGFR
Mg R, Heg 203 GIAREG mBHARNE - RE, XA
AN AR, 5E—%RAFRAEALRNER (AL EGFR
KA RLANEA & (&G PCR %) EMIEE 20143402001 ) #H4T
XTE, 8RR E R dL A G R G AL LA AR I £ R A
A2 65.55%, 5 BL7E SCHR T K Bl 45 AR

(=) EGFR-TKI #4577 A8 % &9l SR AT 7

LR#EBREAERRE (R ) 5K R

AURAL7 #F5 & —BUT A . BRI R %, & ailfkF
HwEBRAFERR (FmY) &1 KM XD 4R o8k 54
NSCLC (HIB-1V #]) . BE{E# % B #tE EGFR-TKI 25473677 J& 3L
R # & . EGFR T790M 27 [l A o 2 2 PEF0 )7 2. bl PR
S, A1t 306 & (255 flkE FE) MFFeNHFHHTRE
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b, B 217 £ XA H RRERBNAFAER, HEFOL
o EA MR, H 183 4 XA #H A AR Y EGFR T790M X
R, X183 2 X REFEHEXFHRAGE R (Km))
BIY. TR 183 4T _HH, A 168 4 T ik M7 (it [ i fn e 4%
A I TEAX 168 5] M A A LA I 82 ] T790M 7K [ 4.
HPF 772X RERAFHEBREGER R (R G T BN 3
WM ERA A9BREERZME, ZWRNFE K 63.6% (95% CI:52,
74) .

e, FIEA#TTEXFEREAGERE (FmY) B0
(B 0P W PR B BT 5T o b7 o 7 A B K S TR AL T A R TR
BMERKFHESE —ER. ZFAMNBEER 3 Kig AL 080
7 & RAE AR MERTIOOM ZEHME, ZREFHNEE
o EGFR-TKI 25 ¥ia /Y Ja & K 7 & o e 3 F /0 28 e fi g
T4ZREEEMAFHBREESERE (Rwm) E, 50K EHFE
G, 2 PlRERE, ERRREEN 71.43%, KFEH XA
100%.

ERFRTELH, T U TH B NSCLC B & F ik
WHBERRE (Rmidb) 0GR E BT 7.

HEmETAERRE (PLEH) HHMHEXFR

HIF AT T X HRBE AR (LE47) 677 1 E MG
KRR, AT REGHERRXFHEBEIL BB ER. BEMNEH
REMBES —EWR. @4 B ER 3 Kk R A0 E 48 6],
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HHE /IS 4 B i AR A i A A EGFR R 8 7 [H . 3X 48 4 %K
HFRERASRRTERE (IEXH) B, 296 mREF2E%ZMK, 18
B HA L1 PR F 2 B, BILR AR A 60.42%, HmisslE N
97.92%.

X U5 A A, B P T DU T B NSCLC B3 2 2 B3R on
R (U4 BRIy 7 K.

3.5 % EGFR-TKI 2 540 K #F %

HEAHAT T BEZ T EGFR-TKI & 77 09 B B s kiR 1 &
Ky BT REEHERAFHEBELTHAER. BENERAFHRE
$—ER. zHEMBER 3 K F AN 29 4] B 3 4k /S 20 i i
T R AE MRAFAR EGFR SRR LT, 2 27 4 & F & RA
FEBE (ZEmY), 2 24X REFERALZREBERLR (%
PL) B, 19 BlREERIZME, 9 flRERE, LAlRERE, B
JRL 5 65.52%, 5% 57 4% il % 4 96.55%. {2 H1Z # H T EGFR-TKI
ARFEARERRETHAIUFER, AR#ATEARITFEX NI
KA, AR IR e KA 5T o AR A B EGFR-TKI 5 A7 &t f X

S LRk, 1277 s RO B BB xR i B R M B AT T 2 E
R, KRR EEER,

P9, RUBe 547 K2 i R B iRR

S “YYIT 0316-2016 [& 77 24k XU % LA (B 7Y 28 Ak B L 7
ok, xR RE. 256 FN, EHIAREAKEL,
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AL B T R IR 21 R TTR

REBHANZT BOZmATRR, EARIEARZ S, &
FTHEERARA G, DESRRLABFRTUTEER:

L& FSaE: A TARSE A %8 NSCLC &4 M J DNA #
ARHEAK EGFR RAZEFE. Heb 19 /b8 Tk . L85BR XA T3
BR 3R w4 B B PERES BT AR I, TT90M R B T W e BR 45 4 B F
B RERE S AR I, B AR KRR mAR A T DR i, B EGFR
Al % o988 2 4 e A Fn A R T R E

2ERKEREET: FRRUWAHFNE T w7 £ 05
PR B A ] A B9 R
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Za T B L
AR EARTE AFE N E = K ETT BT RiE M, BT M
B (48%5: 201600177) . W ig AW EM H RFRFEIATER, K
#CENBEREBEEELLY (EHR4A% 680 F) . CRID#
RAEMEEENEREHGEREEELRA 204 F%55)
EHMAENBWEASREMNE, ZR5IFNE, BVETIEM.
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