v T R 25 PR gk R

AL 21 ] 2025 4F 11 7 (B 443 1))

L ERBRAHEHUITT N EE =AM IRE

BE R Im KR

A= =i

At o

Clinical and Basic
Bridging Research

Clinical trial of anlotinib combined with neoadjuvant chemotherapy in elderly

patients with triple — negative breast cancer

& %, a0 B, HERe,
x| A, R

(BRIMBERLRE s =R o HFLAMRE b B
e WHNBL, TLIR 1M 221000)

JIN Zhen*, LIU Zhao",
HAN Ya - dong®, LIU Zhao",
ZHANG Jia —xin"

(a  Thyroid and Breast Surgery
Department ; b.  Department of Nuclear
General Surgery
Department , Affiliated Hospital of Xuzhou
Medical ~ Unversity, Xuzhou 221000,

Jiangsu Province, China)

Medicine ; C

EBB N GH(1989 - ), &, Bl FALEEI, 342
LN iR 25 AL L5 0 1) T B L
FURBR ST 723 B S5 S HEIR T 1R R A
A5 TR A I PR AR FIBIE 5

BIEEE X, FALBEIN, Bk A 50
MP 13852045643
E — mail ; xyfyjrwkjz@ 163. com

FEE:BH BRI LT B e RIS Bl B AT (NAC) X B 4E = [ 7L
Ji (TNBC) BE WG IRIT SR % 2tk . Bk FARFIT NAC HiEZ 2 It B
HRIBAR ML TNBC B35 AR IRIT o0 xR Al g 2 . XJ B2 47 TEC
5 BT BA T I 2 A X FRAL A Sl b, 7 LA B R e I 28 1 IR
W12 mg BH 1 REEMZ 2 JfE2) 18, 697 4 R, HE 2 HEEE
B 153 g Rdi R AU T 3 MESSPUR 19 -9 Ki - 67 B 5 b R4 AL
By -2 AN EARKRET CBIEED IR SR RE T RO
WA, TR M. &R JLg1A 93 fBilEE, X R4l 48 f] A58
2045 Bl JGIT I % BB AT Y % WL % A 293 11 O 43.75% (21 14il/48 i)
1 64. 44% (29 f4il/45 f41]) , Php el 32 43311 A 70. 83% (34 f5i)/48 f4i]) Fi 88. 89%
(40 f5il/45 ) , BB R (CA) 153 43512 (24.59 £3.57) F1(22.21 =3.86)
U+ mL™ ARKAMEE T 3(GDF3) 4351 (117. 53 +18.29) F1(102. 24 = 15.47)
ng + L™ JEIEHLE (CEA) 4351124 (4.19 0. 85) F1(3. 72 0. 64)ng - L™ ,Ki - 67
FRPE &7 L4330 37. 50% #1117, 78% , SR 4EAL G — 2 7K 74371y (88. 73 £21. 64)
F1(74.38 £19.51) ng - L™, 148 P 2 A5 BT KOF 43 31y (38.23 +£7.15) FlI
(34.74 £6.32)ng - L™, To ¥k @ A 77 B 2 4 51 2 33.33% (16 f6|/48 f5]) Fi
46.67% (21 f4il/45 f4]) ,iIXISLH Y FRAaHR 5 X0 A Wi, e Gi it B RIE
Gt #F i L (P <0.05,P <0.01,P <0.001) , X562 Fxs BAH 76407 B 0] 10 24
YIAS B SR B8 ML B ARIAAIR L rh s 20 B 2D | 1 A R 2 /2l Sk

R LR GBI 2 7 AR IR ISR T R A R R T E YIRE
T RERG AR, T FRZH RN 0 2 0 25 ) AN R IR B & A FE03 il Ry 64. 58%
(31 fil/48 i) 71. 11% (32 /45 ) , fegeit=e b 22 R R gi it L (P >0.05) ; %
B AR 2H B A AE 353 3K 60. 42% (29 f411/48 f41]) F168. 89% (31 f4il/45 f4])

G ERR TG ERE (P >0.05) , 4518 B4 TNBC BF N I R%
BRI IHE S NAC BRETRYT 28, I RAT A7, T el Ki - 67 FHPE S L
KALE COX -2 M4 PN fz A K R 7K Bl K AR AP 0L, et .

KRR R R T SR IR s Hr i W ALY 5 = B 2L MRS 5 A M B G AL R 5 PR 4
1Lt -2

DOI; 10. 13699/j. enki. 1001 - 6821. 2025. 21. 006

B4 %S :R737.9 XERFRERG: A

XEHE 1001 -6821(2025)21 -3032 -06

Abstract. Objective
combined with neoadjuvant chemotherapy (NAC) in elderly patients with

To investigate the efficacy and safety of anlotinib

triple — negative breast cancer (TNBC). Methods Elderly patients with
TNBC who underwent NAC followed by modified radical mastectomy were

enrolled and divided into control group and treatment group based on
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their treatment regimens. Control group received the TEC regimen as preoperative NAC, while treatment group received
additional oral administration of anlotinib hydrochloride capsules (12 mg once daily, in a 2 — weeks — on/1 — week — off
cycle) for 4 cycles. Carbohydrate antigen 153 (CA153) , carcinoembryonic antigen( CEA) , growth differentiation factor
-3(GdF3), carbohydrate antigen 19 =9, Ki — 67 positive rate, cyclooxygenase —2 ( COX2), vascular endothelial
growth factor( VGEF) , bone sialoprotein, prolactin, insulin — like growth factor — 1, clinical efficacy and long — term
survival outcomes were compared between the two groups, and the safety was conducted. Results A total of 93
patients were enrolled and divided into control group (n =48) and treatment group (n =45). After treatment, the
objective response rates ( ORR) were 43.75% (21 cases/48 cases) in control group and 64.44% (29 cases /
45 cases) in treatment group, respectively; while the disease control rates (DCR) were 70. 83% (34 cases /48 cases)
and 88.89% (40 cases /45 cases), respectively; CA 153 levels were (24.59 £3.57) and (22.21 +3.86)
p - mL™", respectively; GdF3 levels were (117.53 +18.29) and (102.24 +15.47) ng + L', respectively; CEA
levels were (4.19 £0.85) and (3.72 £0.64) ng - L', respectively; the Ki —67 positivity rates were 37. 50% and
17.78% , respectively; COX =2 levels were (88.73 +£21.64) and (74.38 +19.51) ng - L™, respectively; VEGF
levels were (38.23 £7.15) and (34.74 £6.32) ng - L ™", respectively; the progression — free survival (PFS) rates
were 33.33% (16 cases/48 cases) and 46.67% (21 cases/45 cases), respectively. Statistically significant
differences were observed in all the above indicators between the two groups (all P <0.05,P <0.01,P <0.001). The
adverse drug reactions during chemotherapy in treatment group and control group included anemia, decreased appetite ,
neutropenia, leukopenia, thrombocytopenia, headache, hypertension, nausea and vomiting, fatigue, elevated thyroid
hormones, diarrhea, constipation, infection, alopecia, impaired liver and kidney function, and hand - foot syndrome.

The total incidence of adverse drug reactions was 64.58% (31 cases/48 cases) in control group and 71.11%

(32 cases /45 cases) in treatment group, with no statistically significant difference between the groups (P >0.05).

The overall survival (OS) rate was 60. 42% (29 cases /48 cases) in control group and 68. 89% (31 cases /45 cases)

in treatment group, and the difference was not statistically significant (P >0.05). Conclusion Anlotinib combined
with NAC regimen for elderly TNBC patients shows good efficacy, can improve Ki —67 positive rate and serum COX -2
and vascular endothelial growth factor levels, improve long — term survival, and has high safety.

Key words: anlotinib capsule; neoadjuvant chemotherapy; triple — negative breast cancer; nuclear associated antigen

Ki67; cyclooxygenase —2
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Table 1 Comparison of general information between two groups

Control Treatment
(n=48) (n=45)
68.48 £4.32 69.29 +4.54
22.62+1.77 22.88 +1.91

Ttem

Age(years, x £5)

2

Body mass index(kg + m ™, x £5)

Tumour diameter(n, % )

>5 em 17(35.42)  19(42.22)

<5 cm 31(64.58) 26(57.78)
Tumor node metastasis classification(n, % )

I 35(72.92) 31(68.89)

mm 13(27.08)  14(31.11)
Eastern Cooperative Oncology Group
performance status score(n, % )

0 10(20. 83) 8(17.78)

1 38(79.17) 37(82.22)
Pathological type(n, % )

Invasive ductal carcinoma 33(68.75) 32(71.11)

Invasive lobular carcinoma 9(18.75) 6(13.33)

Ductal carcinoma in situ 6(12.50) 7(15.56)
Family history of malignant tumours(n, % )

Yes 7(14.58)  6(13.33)

No 41(85.42) 39(86.67)
Past medical history(n, % )

Hypertension 11(22.92) 14(31.11)

Diabetes 8(16.67)  7(15.56)

Others 12(25.00) 16(35.56)

124.19 £7.75123.93 +7.52
71.98 £5.59 72.89 £5.40
76.50 £6.48 78.18 +6.25

Systolic blood pressure( mmHg, x +s)
Diastolic blood pressure( mmHg, x +s)

Heart rate(time - min ™', x +5)

Control group: Intravenous infusion of 75 mg - m~? docetaxel injection,
75 =100 mg + m 2 epirubicin hydrochloride injection, and 600 mg + m =2
cyclophosphamide for injection; Treatment group: Oral anlotinib hydrochlo-

ride capsules in addition to the control group regimen.

Table 2 Comparison of tumour marker levels between two groups (x +s)

Control (n =48)

Treatment(n =45)

Item
Before treatment

After treatment

Before treatment After treatment

CA153(U - mL™") 36.28 +4.37 24.59 +3, 57 36.84 £3.98 22.21 £3.86 " *###
CEA(ng- L") 7.24 +1.67 4.19 +0. 85" 7.09 +1.95 3.72 £0. 64 "
GDF3(ng+ L") 147.86 +17. 34 117.53 +18. 29" 146. 64 £18.91 102.24 15, 47 * * *##
CA19 -9(U - mL™") 43.19 £6.35 30. 68 +4. 89*** 43.48 +5.84 27.76 £4, 27 * *###

CA: Carbohydrate antigen; CEA: Carcinoembryonic antigen; GDF3: Growth differentiation factor 3; Compared with control group at the same time,

**P<0.01, ***P<0.001; Compared with before treatment in the same group, **P <0. 001.
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Table 3 Comparison of nuclear associated antigen Ki67 ( Ki
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Table 5 Comparison of clinical efficacy between two groups(n, % )

Ttem Control(n =48) Treatment(n =45)
Complete remission 2(4.17) 4(8.89)
Partial remission 19(39.58) 25(55.56)
Stable disease 13(27.08) 11(24.44)
Progressive disease 14(29.17) 5(11.11)

ORR 21(43.75) 29(64.44) ¢
DCR 34(70.83) 40(88.89) *

ORR: Objective response rate; DCR: Disease control rate; Compared with

“P<0.0s.

control group,

=67 ) B o A5 0 A AR AR S A 1 U (o £5)

—67) expression and angiogenesis — related factors between two groups (x +s)

Control (n =48)

Item

Treatment(n =45)

Before treatment

After treatment

Before treatment After treatment

Ki - 67 positive( % ) 36(75.00) 18(37.50)#* 35(77.78) 8(17.78) **##
COX -2(ng - L°1) 109. 54 +24. 67 88.73 +21. 64" 108.75 +25. 19 74.38 £19, 51 * **##
VEGF(ng - L™!) 44.76 £8. 19 38.23 +7. 15" 45.23£7.95 34.74 £6.32 "

Ki —67: Nuclear associated antigen Ki67 ; COX —2; Cyclooxygenase —2; VEGF: Vascular endothelial growth factor; Compared with control group at the same

time, " P<0.01,

F4 2 4UBEFUMEMCAEIRI LB (2 £ 5)

** P <0.01; Compared with before treatment in the same group, **P <0.001.

Table 4 Comparison of breast cancer — related indicators between two groups (x +s)

Control (n =48)

Treatment(n =45)

Item

Before treatment After treatment Before treatment After treatment
BSP(g-L7') 53.42 £7.64 28.37 +5. 697 53.58 £8.17 24.85 +6.24 * *
PRL(ng - mL™") 24.57 £7.45 16.39 +6. 52%# 24.83 £7.58 13.27 +5. 36 *##

IGF -1(ng - mL™") 249. 46 +68. 51

204.39 +57.24*

250. 86 +71.27 179. 76 +54. 98 *###

BSP: Bone sialoprotein; PRL: Prolactin IGF —1; Insulin — like growth factor 1; Compared with control group at the same time

Compared with before treatment in the same group, P <0.001, **P <0. 001.
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