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Objective: To explore the status of BRCA1/2

[WFSHEI] 2020-12-16  [fEEHHI] 2021-07-18
[E£WmB] “EXRALKEEES (45 :81872119) ; LIk

BEFESFESAA (45 : QNRC2016610) 5 YLIR 4 HE) &
PSR E (455 : FYX201909 ) 5 V19545 2= 224058 141 A
(4= . CXTDA2017008 )

[BREE] 2R , E-mail ; wenjunchengdoc@ 163. com

mutation in ovarian cancer patients, analyze its relationship to
and its influences on sur-

Methods: BRCAI/2 muta-

clinicopathological characteristics,
vival of ovarian cancer patients.

tion was detected in 82 patients diagnosed as epithelial ovarian
cancer in the First Affiliated Hospital of Nanjing Medical Uni-
versity from January 2015 to January 2020. The pathogenic
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mutation of BRCAI/2 in patients was analyzed, and its relationship to clinicopathological characteristics of patients such as
age, menstrual state, FIGO stage, histological grade, pathological type, platinum sensitivity, CA125 level, lymph node me-
tastasis, greater omentum metastasis, diaphragmatic metastasis, colon invasion were further discussed. Univariate and multi-
variate COX regression analyses were used to investigate the factors affecting progression-free survival (PFS). Results: A-
mong the 82 patients with epithelial ovarian cancer, the pathogenic mutation rates of BRCA1 and BRCA2 were 20.73% and
9.75% respectively, with the total rate of 30.48% . 18 pathogenic mutation sites and 2 mutations with unknown significance
were found. Univariate Cox analysis showed that BRCAI/2 gene mutation was associated with pathologic type, platinum sen-
sitivity and neoadjuvant chemotherapy (P < 0.05). The median PFS in the BRCA1/2 mutant-type group was longer (5.8
months) than that in the BRCAI/2 wild-type group (P <0.05). Multivariate Cox regression analysis showed that platinum
sensitivity (HR =0.023, 95% CI.0.008 - 0.072,P <0.0001) and colorectal invasion (HR =2.810, 95% CI;1.387 -
5.693,P =0.005) were independent prognostic factors for PFS of ovarian cancer patients. Conclusion: There is a high fre-
quency of BRCAI/2 mutation in epithelial ovarian cancer patients, and it is related to the pathological type of serous carcino-
ma with higher malignancy. Most of the patients with BRCAI/2 mutation are platinum sensitive, and have a good prognosis.
BRCAI1/2 mutation status, however, is not an independent prognostic factor of PFS, highlighting more large-scale clinical

controlled prospective studies. The detection of BRCA1/2 mutation will help to predict and assess the risk and progression of

diseases, which has certain clinical significance.
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Table 1. Sites of 25 Cases of Germline BRCA1/2 Mutation and Their Mutation Types

BRCA1/2 Mutation site

Mutation type

BRCAI(n=17) c.2160delA
c.4132delG

¢.3770_3771delAG

c. 5470_5477del ATTGGGCA
¢.3255_3259del (p. Leul086fs)

c.3294del (p. prol099fs)
c.4782del (p. Serl595fs)
¢.587dupA (p. Tyrl96fs)
c.4065_4068delTCAA
c.3967C > G
c. 1115G > A
c.4801A >T
C.6528C>G
BRCA2(n =8) c. 1499del (p. Gly500fs)
c. 1495C>T
c.6528C>G

c.2041G>A

¢.3770_3771dell (p. Glul257fs)

. 6405_6409del CTTAA
c. 4593 dupA

Frameshift mutation

Frameshift mutation (unclear meaning)
Frameshift mutation

Frameshift mutation

Frameshift mutation

Frameshift mutation

Frameshift mutation

Frameshift mutation

Frameshift mutation

Missense mutation

Missense mutation

Missense mutation

Missense mutation (unclear meaning)
Frameshift mutation

Missense mutation

Missense mutation

Missense mutation

Frameshift mutation

Frameshift mutation

Missense mutation

2.2 BEHRTRESIRKRBED
82 4410 I B MR P g AR A, Hirp T~ 11 5 12
(14.6% ) 5], 111 ~ IV 31 70 (86. 4% ) {5] ; Jic FH 2 8 [A]

74 PR (90. 2% ), 8 il KR A
(9.8% ) , By 5 )35 W 240 Mo 3 {91 155 N e
T AR BN ALY J A 42 {31, 240 THIC 3] K 1V 018



- 1008 -

M BT 51897 2021 42 11 A %5 34 3856 11 1] J Cancer Control Treat, November 2021, Vol. 34, No. 11

o T IR U & PR, 82 i B 3 R, 31 4
(37.8% ) J9A5E MBI, 32 1] (39% ) i 7 U
16 ] (19. 6% ) /B34 J AT 25,3 (3. 6% ) /&N
PAMER s 2 (8o BRI i PR 12, 34 i) (41.5% )
BEAAEMELEFERE 549 B1(59.8% ) B A KM
BEEE R 31 4l (37. 8% ) i K A IR T 5% 7% 5 21 43
(25.6% ) BEAAEL B 1R I8; KRR CAL25 {5 >

R2 BRCAERERTSIGKFBIFERNXER

500U/mL # 51 (62.2% ) i, BRCA % H: 4] 55 %
ARZH B RS L 2R DI IR 4 1 41 841k
SFIGIR R R 22 S EF I # 8B L (P>0.05),
BRCAI/2 JEPRIBUR AR RS S g 2R T 2 7541 B
S TR BT ARG AL IR B 25 S AT R
MY (P<0.05,%2),

Table 2. Relationship between BRCA mutation and clinicopathological characteristics

Clinicopathological characteristic BRCA wildtype (n =57) BRCA mutation (n =25) X P

Age 0.815 0.367
<50 years 17(29.8% ) 10(40.0% )
=50 years 40(70.2% ) 15(60.0% )

Menopause 0.228 0.633
Yes 38(66.7% ) 18(72.0% )
No 19(33.3% ) 7(28.0% )

Pathological type 3.888 0.049 "
Serous 49(86.0% ) 25(100.0% )
Other 8(14.0% ) 0

FIGO stage 0.618 0.432"
I-11 10(17.5% ) 2(8.0%)
mr-1iv 47(82.5% ) 23(92.0% )

Grade 0.098 0.755"
Gl -G2 3(5.3%) 1(4.0% )
G3 54(94.7% ) 24(96.0% )

Lymph node metastasis 1.327 0.249
Yes 26(45.6% ) 8(32.0%)
No 31(54.4%) 17(68.0% )

Omentum cake 2.242 0.134
Yes 31(54.4% ) 18(72.0% )
No 26(45.6% ) 7(28.0% )

Diaphragm lesions 0.074 0.786
Yes 21(36.8% ) 10(40.0% )
No 36(63.2% ) 15(60.0% )

Intestinal invasion 0.049 0.825
Yes 15(26.3% ) 6(24.0% )
No 42(73.7% ) 19(76.0% )

Platinum sensitive 4.65 0.031
Yes 40(70.2% ) 23(92.0% )
No 17(29.8% ) 2(8.0% )

Neoadjuvant chemotherapy 4.053 0.044
Yes 25(43.9% ) 17(68.0% )
No 32(56.1% ) 8(32.0% )

CA125 (U/mL) 0.515 0.473
>500 34(59.6% ) 17(68.0% )
<500 23(40.6% ) 8(32.0% )

* Adjusted chi-square test was used; Fisher exact probability method was used for italics; and the rest were calculated by chi-square test.

FIGO: International Federation of Gynecology and Obstetrics.
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Table 3. Univariate Cox Regression Analysis of Clinicopathology and PFS in 82 Cases of Ovarian Cancer

Clinicopathological factor HR 95% CI P
BRCA mutation 0.43 0.20 - 0.94 0.030
Age 1.68 0.82 - 3.44 0.152
Menopause 2.00 0.98 - 4.10 0.057
Pathological type 1.54 0.47 - 5.12 0.479
FIGO stage 28.16 0.90 - 884.94 0.058
Grade 3.73 0.49 - 28.17 0.203
Lymph node metastasis 1.79 0.30 - 1.04 0.068
Omentum cake 2.27 1.13 - 4.54 0.021
Diaphragm lesions 1.82 0.98 - 3.40 0.059
Colorectal invasion 2.87 1.51 - 5.48 0.001
Platinum sensitive 0.02 0.01 - 0.06 <0.001
Neoadjuvant chemotherapy 2.24 1.17 - 4.31 0.015
CA125 0.92 0.49 - 1.75 0.804

FIGO: International Federation of Gynecology and Obstetrics.

x4 B2 fINEEIRAKRES PFS (I E R COX EF5#

Table 4. Multivariate Cox Regression Analysis of Clinicopathology and PFS in 82 Cases of Ovarian Cancer

Clinicopathological factor HR 95% CI P

BRCA mutation 0.44 0.18 - 1.05 0.063
Platinum sensitive 0.02 0.01 - 0.07 <0.001
Neoadjuvant chemotherapy 2.02 0.99 - 4.14 0.054
Colorectal invasion 2.81 1.39 - 5.69 0.005
Omentum cake 1.49 0.69 - 3.19 0.310




- 1010 -

M TR BT 51897 2021 42 11 A48 34 4556 11 ] J Cancer Control Treat, November 2021 , Vol. 34, No.

11

A w B
! + BRCAwt ~ Platinum resistant
\, BRCA mut ‘ Platinum sensitive
g o g o
H H 1
H \ H \
H ! H 1
@ 0801 s 5 o 0%0 7
2 M 2 i
s ] i v s | l
> 3 H
3 : £ i
3 02 s 3 02 1]
Log-rank test, P=0.03 Lpdtlrink test, P<0.01
000 000 ‘
0 10 2 £ 40 50 60 70 80 0 10 2 £ [ 50 60 70 80
Survival time in month Survival time in month
Number at risk Number at risk
BRCA wt 57 3 1 3 1 1 1 1 0 Platinum resistant{ 19 0 0 0 0 0 0 0 0
BRCAmut | 25 19 5 1 1 1 1 1 1 Platinum sensitive| g3 50 16 4 2 2 2 2 1
0 10 2 4 70 80 0 10 2 ) 50 60 70 80
Survival time in month Survival time in month
C 100 D 100
b= ~No Omentum cake 1 ~ No Intestinal invasion
| Omentum cake 4 Intestinal invasion
g on ) P g o» O
£ £ \
3 L, 3 "
2 £ kyes
-
= 0f e 2 + 5 050
2 H 2
2 H 2
k] i s
3 H 3
E i E i
3 025 H 3 025 1
Log-rank test, P= Log-rank test, P<0.01
000 d 000
0 10 2 30 40 50 60 70 80 0 10 20 30 4 50 60 70 80
Survival time in month Sunvival time in month
Number at risk Number at risk
No Omentum cake { 33 2 7l 2 1 1 1 1 0 No Intestinal invasion { 61 4 15 4 2 2 2 2 1
Omentum cake 4 2 9 2 1 1 1 1 4 Intestinal invasion 2 9 1 0 0 0 0 0 0
0 10 2 30 4 50 60 70 80 0 10 20 30 ) 50 60 0 80

Survival time in month

Survival time in month

1.00
+ No neoadjuvant chemotherapy
o) Neoadjuvant chemotherapy
2 LS
£ on W
= by
g -
2 — +
: \
® 050 |
£ |
3 !
E i !
3 02 { i
Log-rank fest, P=0.01 H
000

[ 10 20 30 40 50 80 70
Survival time in month

Number at risk

No neoadjuvant chemotherapy { 40 2 10 3 2 2 2 2 1
Neoadjuvant chemotherapy 2 2 6 1 0 0 0 0 )
0 10 20 30 40 50 60 70 80

Survival time in month

B 1 SNEmIERRESIES PFS X R

Figure 1. Relationship between PFS and Clinicopathological Characteristics of Ovarian Cancer

A. BRCA mutation; B. Platinum sensitivity; C. With or without omentum cake; D. With or without intestinal invasion; E. With or

without neoadjuvant chemotherapy.
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