(Y BBRAER L) 20174271557
CHINA ONCOLOGY 2017 Vol.27 No.7 533

BRAFAEGFR #7457 B84~ F T BRAF
A G R EFELE A B RPDXs
KA 89 B R,

®, § B F OF541
BRI E B AGRITRE, B BIERAEBE &R, B 200032

[(BE] SE5EM: 45HEWEEETBRAFEN R MMER R S%~15%, ARSI 825 T I0578
F . ZWTHBRAF 53 B 248 K 57 £ (epidermal growth factor receptor, EGFR){IIFIHE S T BRAF V600E
AL RS R e ROV AS I8 14 BB R I S R A% A (patient-derived xenografts, PDXs)FAY, WIGEH 2 A1y
PERITRL . Fik: 20164F1 H—20164E12 1, & B #RHaE Mg 2= Be 3441 B4 B A IS 2 R s i (o
FIFCTS S N ZE RS R A R R, EEr B R A S I PDX IR, ik BRAF AR AL
TR BF2GHATY I, TR 7 ABRAFINHIRIH (AZH) . EGFRINEIFIZ(BL4) . BRAFHEGFRINHIFIT A
Y (CH) BRI AL (DA . 25253 )8 J5 A FESE TR s, Seit By e JAmig %, SR 340 % h k23
(55 BEIE S M 45 P e 52 R s ERS , a7 16/ PDXAL, BRI % 469.6%(16/23), Hhi%i 1% H1 44| BRAF
VO0OESEN 58754, WA A BRAFFZE TG R R P45 T i FOPDX IR . SIS Gl (i 25 M R A v
BETS, IR R H21.57% , 21.619%F166.81%, FEFAHI2EE X (P<0.05), &if: CTHIS FHIZFHIG
G ST A R RS 2 R I PD X SR AU B D % 5, AT XTEGFRABRAF AR HHIAIT %4 . W4T, RERSHI R
PR BRAFGE A RISE e i) 738

[ X8R ] diEis; R BRAFFRAZ; BHRITSF AR

DOI: 10.19401/j.cnki.1007-3639.2017.07.003

FESES: R7353+H4 XEERER: A XEHS: 1007-3639(2017)07-0533-05

BRAF inhibitor combined with EGFR inhibitor for PDXs model of BRAF mutant recurrent
and metastatic colorectal cancer WANG Ying, MA Han, LI Wentao, HE Xinhong (Department of
Interventional Radiology, Fudan University Shanghai Cancer Center; Department of Oncology, Shanghai
Medical College, Fudan University, Shanghai 200032, China)
Correspondence to: HE Xinhong E-mail: hxhdoct@hotmail.com

[ Abstract ] Background and purpose: The incidence of BRAF mutation ranged from 5% to 15% among
colorectal cancer according to previous studies, and was associated with poor survival. To evaluate safety, feasibilityand
efficiency of BRAF inhibitor combined with epidermal growth factor receptor (EGFR) inhibitor for patient-derived xe-
nografts (PDXs) of BRAF mutant recurrent and metastatic colorectal cancer. Methods: From Jan. 2016 to Dec. 2016, a
total of 34 colorectal cancer patients were performed CT guided biopsy because of recurrence or metastasis indicated by
image examination. PDXs models of recurrent and metastatic colorectal cancer were established by biopsy specimen.
Screened the BRAF V600E mutant and cultivated to F2 generation for drug administration. The experimental group:
BRAF inhibitor (Group A), EGFR inhibitor (Group B), BRAF and EGFR inhibitor (Group C). The control group:
placebo (Group D). After three weeks, the efficiency was evaluated by tumor inhibition rate. Results: Twenty-three of
the patients were confirmed recurrence or metastasis by pathology. Sixteen PDXs models were established, with success
rate of 69.6% (16/23). Four BRAF V600E mutant patients were screened and PDXs models were established. There

was no obvious drug toxicity related death in experimental group. The tumor inhibition rate of experimental group was
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21.57% . 21.61% and 66.81%, respectively. Group C had the most significant reduction of tumor volume (P<0.05).
Conclusion: Combination of BRAF and EGFR inhibitor had high safety, feasibility and efficiency in PDXs of BRAF'

mutant recurrent and metastatic colorectal cancer.
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Tab.1 Characteristics of the patient
Characteristics n
Agelyear 59+9.8 (29-81)
Gender
Male 25
Female 9

Site of primary tumor
Colon 14
Rectum 20

Site of biopsy

Cavity 15

Liver 12

Lung 5

Bone 2
BRAF state

Mutation 4

Wide 19
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Tab.2 Grouping and drug administration of the experimental animal

Group Drug name Dosage Mode Frequency
A Vemurafenib 25 mg/kg Gavage (ig) qd
B Cetuximab 20 mg/kg Tail vein injection biw
C Vemurafenib+cetuximab The usage of vemurafenib as group A and the usage of cetuximab of as group B
D Normal saline (placebo) 10 mL Tail vein injection qd
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Fig. 1 The tumor specimen of BRAF mutant and wild recurrent
and metastatic colorectal cancer

A: Tumor specimen of BRAF mutant; B: Tumor specimen of BRAF

wild
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Fig.2 The tumor volume of each group during 3 weeks after

respective treatment

Group A-D showed the change of tumor volume of each group
during three weeks after respective treatment. Group C had the most
significant reduction of tumor volume (P<0.05)
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