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Abstract

Triple-negative breast cancer (TNBC) is associated with a high risk of recurrence and generally a
bad prognosis. More than one-third of patients with TNBC will present distant metastases during
the course of their disease. Although chemotherapy has been the main treatment option for me-
tastatic TNBC for a long time, this scenario has changed recently with the advent of the polyadeno-
sinediphosphate-ribose polymerase inhibitors (PARPis) for patients harbouring a mutation in the
BRCA genes (BRCAmut) and also with the results of immunotherapy in patients with PD-L1-positive
tumours. The present manuscript proposes a treatment algorithm for patients with metastatic
TNBC based on the currently available, most relevant literature on the topic. For patients with a
BRCAmut and able to tolerate chemotherapy, we recommend initiating treatment with platins
(carboplatin/cisplatin) and to start PARPis at disease progression. For patients with PD-L1-positive
tumours (PD-L1 expression on tumour-infiltrating immune cells 21%), we recommend first-line
treatment with nab-paclitaxel and atezolizumab, when available. In patients without a BRCA mu-
tation and with PD-L1-negative tumours, we recommend single agent chemotherapy with taxanes
(paclitaxel or docetaxel) as a first-line treatment. In patients with a high disease burden or who
are very symptomatic, combinations such as anthracyclines plus cyclophosphamide or platins with
taxanes are valid options. Chemotherapy should be maintained until the occurrence of disease
progression or limiting toxicities. After progression to first-line chemotherapy, anthracyclines are
an option for patients who received taxanes and vice versa. For patients who progressed to taxanes
and anthracyclines, or who present contraindications to these agents, fluorouracil/capecitabine,
eribulin, gemcitabine, cisplatin/carboplatin, vinorelbine and ixabepilone are alternatives. The
treatment of TNBC is constantly evolving, and the inclusion of patients in ongoing trials evaluating
new targeted agents, immunotherapy and predictive biomarkers should be encouraged, in an at-
tempt to improve metastatic TNBC treatment outcomes.
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1. 8IS

HRT, KZ 15%H0 70 4% 3 8 = B M FLIE (TNBC), X — WA SiERAZ BTG ARG <. 8
=42 —1) TNBC #3578, QIR E R MEBUR AR FE R B 1] KIALLR, 7 it
TNBC ME—HRHIEIT 7. SR, BE#E T35 BRCA JE K 45 (BRCAmut) ) 8 ¥ 1 R IR iR i%
WS A B A0 7 (PARPis) 1 Il 1, DK PD-L1 PHE R 8 I a2 va T 45 58, Rl 8 T8 . 18
A, HREE| PARPis FE 7 at, A TKAEIUE R 28O0k b, Bas—RH TR
TNBC ##% —Z&i0IT IR 1) [1][2].
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NEREIRIT T R — . BRI MRS I 2538 1 2 UR R, (B gnath seon, fEhkek
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BRI A RFEXRE . BEET 7R B A B A . AR E PR uEN, xR 2
H BAHERR R IA N — L T R R B TU A 38) [3]. RT3 S 4H i BUEAR ™ EL A A8
W B o Y TECA SR 2 WK & AR e AR S 25 WK 5 AL SR 25 W2 BON A BRI 3 )T N 4ERF 2% 15
BB LR M SN, AT DR (B 1) B A AT I3, P AT IR R RS DL 267 3]
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Figure 1. [1] [2] Treatmentalgorithm for metastatic TNBC patientsconsideringthe incorpora-
tion of PARPis and immunotherapy. *Defined as PD-L1 expression on tumour-infiltratin-
gimmune cells > 1% of the tumour area. BRCAmut, BRCA mutations; BRCAwt, BRCA wild
type; PARPis, polyadenosinediphosphate-ribose polymeraseinhibitors; PD-L1, programmed
death receptor ligand 1; TNBC, triple-negative breast cancer

[ 1.[1][2] PARPis SRZATTHAIATHBME TNBC BENAR. *EX AMERIE
IE4R - PD-L1 FRIA>FBEFRA 1%. BRCAmut BRCA 3/%F; B4R, BRE—
BMERZPER A HIF; PD-L1, MR TRZAE 1; TNBC, =AMILARE

ST RIS, R CAHTSA 6 I IR R, X T B B2 B b R 2t e —phidk
¥, [RZIRIR[2]. #E TNBC HilAg Hoft JURE TR 259, Qo RmsnE/ R Rl . SCERATAR . & PEARIE . i
AR KARIEANFYD LUBR . 1X 26 2507 n] DA N AEAE IR SR 25 A B A2 e v o W e gk fg, BlifE —
LRIRTT TRORT IR 2GRN/ B AL e A A RRE I B R R TT o RN, N A 2 W I AR S T R 2 A
P, AEALEEEREAERIT TR BT REARER IR, BT DO T 710 8 5 B2 G 4 55 3 = B 12
FFREm IR B RIGIT B R, RIS MO SIS R T 2452] .

3. BRCA REREBE

HHT, 215 20%1) TNBC &# f£7E BRCA %:[K%“F(BRCA1 #l BRCA2) [4]. BRCA %) EH S
DNA WM ZUEE, 2 FEEMHIRER—H55[5]. Fik, BEf BRCA R4 E A ZH 1 DNA B8
ARG, W —FleiAR), @it 5 DNA 454, HR2 AR REER, SRR TMIET.
PiFlfE T2 DNA $345 A AL (B0 5 20 8E B 28R BRCAmut JCIEAS 205 52 0URE W 24 16 1 504 FH
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N RRESEE, XA BRCAmut 5 B E 25 AL ER S JE Al . — 150 20 6] BRCA Imut 5% 5% 1t 7L iR i3

f SR TT GG PR AE 7 S Rk — B, R 70 SR 245040 (75 meg/m™/3 J, 6 ANJE ) IEAE RN 80%,

ehfr 3 SR IS A 12 S 6] 78— TR I BRCA1/BRCA2 838 A1 = [ 1 FL /& BRCAness T41-TNT

BaYT L 5, 376 il 1% TNBC B 1:1 BN R Z T HA(AUC) 6/3 J)Ei 2 P A2

(100 mg/m*/3 J&)iE T « R 415 22 9 EAL LR B AT 28R (AW FE 0 3 B ) ARAL(31.4% vs 34.0%: p = 0.66).
SRIfT, 7€ BRCAmut B#H WAH T (n = 43), SHEZLIMMIERIEF ML, 2 REAIT IS RN HH 5

(68% vs 33%; "ok A A (PFS) B (6.8 M H vs 4.4 1~ H5 p=0.002) [7].

RN BRI PE R S B (PARP) /& —2R7E DNA HUEl 2 & pld E B /EH M B A . @it 5 PARP
S5 TIRE, parpi THLHAE DNA Wi &, i, & EGEHRIMEWIEH T1EA parpi (1
BRCAmut (8], EMBUAEIN T AL+, S50 EIREERNIT T ZAHE, PARPis B35 | ##1E
BRCAmut FI A\ [ 4K B §- 3244 2 (HER2) P4 & (1) 47 PFS: £ OLYMPIAD B 7t (N =302), {7
PFS 4 7.0 ™ A B H0H JE (300 = 5e B H ) vs 4.2 N H HI4LIT (HR 0.58595% CI 0.43 to 0.80;p < 0.001);
7E EMBRACA 7t (N = 431), 437 PFS 4 8.6 > A BIIEHi MM JE (B K 1 Z50)5 5.6 4 H 4697 (HR 0.54;
95% CI 0.41~0.71; p < 0.001) [9] [10]. FEIXPHIUWFITHT, >3 LM 58 4/ PARPis 1 H 0L, Tk
MR EET R E R L[ 11, EEEENL, XEREFH AR PARPI SHIREMTHEL, RE, 7
R PR AT S H (1 B JE AN R M i 7 A i ) SRS R R U (FE OLYMPIAD H, BART {4 F i [neo]
MBI B, WA LRSS E DR 12 N H, 2T LUER PARPI s i i SRR A2
YR YT He RS IR R B R AE SR HERE , W YRR PARPI V697 7E EMBRACA #HseHy, fiR&s
TR 5 — X [neo BN PERIR A 215 2/ 0F 6 AN AT IFIRG, T R vrfE A PARPI; i @i R 7E 2 w6 40
TRIT RS VR W) A R AR bR, ) Se RS A PARPI [9] [10].

X F#ER M BRCAmut TNBC 23, 4AJ5H1 PARPI $/2 & & HIEIT TR . HIREGWIIRARR, R
CATAEAE K S A AE A R, dnppei . %l . B tE MM~ . 55— J71H, PARPi
BA ORI, R 0207 58 2 w1 AR M 2 B A . X TR R AP A A 4% 1) & IFE
HAA R RAIT N 52 1) BRCAmut TNBC &35, HHEH] PARPi fEF1EIATT BB G &, FRATHEE
8 2R 25— 26 TT (R EABUINEA 5. 24) . ST, DRUORRE B ) R K fa S X S 25 i s, TG
BIT IR PARPis t 2 — ARk . B PARPis S A2 00 i, BRCAmut TNBC ¥ H9H#
RUBIT 7 RIC T BEAEAR RIS it — PR

4. RIEEIT

TNBC 7E AT A FLIE T2 o B e i RS AT e 2R Y[ 12] . 35 2 R W] RE - 80A BUE 2 (1 7 1 2R
F, XS AT REIEN “CHPUR ", PR 2IBgIMR A, B2 S PR G I N[ 12]. SCRRX R
(R, bR I bk E2 40 i (TILs) 22 3t IAE TNBC #EACHT, TILs K-V 7 & 5 B RIEFA K[13]. B,
TNBC #iA N I TT R B I — N R SESEAL . 76— T I ARE 9T 130 H, 902 il 1 TNBC A
2T R MR B BN LIS 101 B AR A4S & R RE(100 mg/m® FFK d1. 8. 15 4 28 R)BL &
FRERFRPU(840 =g 28 R, #RIKVESS, dl. 15)KEEAS G ECEIG 2R, ERE R I
AT 2 . fERR AR T, (A E A SRR G B R BR LT 3E N £ PFS (7.2 H vs 5.5
H: HR 0.80; 95% CI0.69 to 0.92; p=0.002), {HEALFEROS)KA BHIeE: FFRED - AEAEE
FEZH 213 A, 2R - AEALEED 17.6 ™ H(MHR 0.84; 95% CI10.69~1.02; p=0.08). #Xifi, PD-LI
PR B GE XN PD-L1 FHMERRIZ I s i B3Rk > 1%), BTREERhl - AR A EEEA P PFS
(7.5 ™H vs 5.0 ™ Hs HR 0.62; 95% CI10.49 to 0.78; p <0.001)F1 OS(25 ™ H vs 15.5 1 H; HR 0.625 95%
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CI 0.45 to 0.86) 57l - AR ALK EAYRERE[14]. FIRERRD - AERALKEEA 3 24 R4
RAZFN 48.7%, ZRH) - ARALMEEAN 42.2%, WHEF WA RO 8 R g0 > .
PRETRAR . P57 BT BIREERAPT - ORI 7.5% M EE KA T 3 JUBE RIS TE, %
B - AEA SR 43%MEERKET 3 AR GTENE[14].

AR VR VAL I B BT R P R 2R B UL VB TE IR B, AB B VR N — PP i S5 IR T SRS 4% 18
FIT PD-L1 R #E TNBC B . IEAE BT 050 IEZERE— ST A5 5 (0 0 58 Y6 7 25 M AV LE (R 22 )
bR, AT R TNBC B35 1 %)% 167 M 15].

5. Zit5RE

ZHR, T —HAKBMY TNBC BFIRITHISER. R0, FIREEME R 5N, 41 PARPis
MGEyT i, IFAENARXFIER. SRT, BE% PARPis S5 A 25900 H I, BRCAmut TNBC M3 [ FAH
TBIT T I T AR AR MG RIS ik — PR . BUAR (1 B 1V RAS I B W B BT 6 FE I PR
N, AEEAE N A5 BV TT SN 5 RE T PD-L1 PRI A2 1E TNBC . BT, HrIsEmZ
Y. GBI TT AT AR YIRS SV R IEE AT, A BAEARK VAL I TNBC B3 1697
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