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Efficacy of Fulvestrant in Metastatic HR+, HER2-low Breast Cancer : An

Observational Retrospective Study

By Tanchanok Ratanajarusiri
Department of Medical Oncology, National Cancer Institute, Department of Medical

Services

Abstract Recently, there is a new type of breast cancer called HER2-low subtype. The
biology and prognosis of this subtype of breast cancer is not well established. The results
of previous studies have been inconsistent. This is the first origin article compare the
difference in the effectiveness of fulvestrant between HER2-negative and HER2-low
breast cancer groups by retrospective study by collecting data on hormone-positive
metastatic breast cancer patients who used fulvestrant at the National Cancer Institute
from December 18, 2018 to June 20, 2024. We compared efficacy between HER2-
negative versus HER2-low groups. The primary end point was Progression Free Survival
(PFS). Survival was analyzed using the Kaplan-Meier (KM) method to compare the
differences in survival curves between the 2 population groups. The statistical tests used
were log-rank test and multivariable Cox regression modeling. Results found a total of
32 patients were included, of which 11 patients (34%) were in the HER2-negative group
and 21 patients (66%) were in the HER2-low group. The median PFS in the HER2-negative
group was 6.4 months (95% Cl 1.16-11.67 months), while the median PFS in the HER2-
low group was 9.2 months (95% Cl 4.63-12.60 months). P=0.0863, which was not
statistically significant. However, when multivariate analysis was used to exclude other
factors that might affect the median PFS, patients in the HER2-low group had a
significantly better median PFS than the HER2-negative group (hazard ratio [HR], 0.34;
95%Cl, 0.13-0.88; P=0.026). The study result showed that metastatic breast cancer
patients who used fulvestrant, the HER2-low group tended to have a longer median PFS
than the HER2-negative group. This study will help us better understand the biology of
HER2-low breast cancer and select the most appropriate medication for treating patients.
However, further studies with a larger population are needed to make more accurate
conclusions. (Thai Cancer J 2024;44:60-70)

Keywords: breast cancer, HER2-low, Fulvestrant
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Fulvestrant

Attenuated AT

A dimerisation // \\ FIGURE 1 A schematic
Q) + — 0 _—) 6 [ RNA representation of the action of fulvestrant.
6 6 E—RE POLII ) AF1, activation function 1; AF2, activation
\
A y function 2; ER, estrogen receptor; ERE,
AF1 AF1 + AF2 Coa(:ic\’lator S estrogen receptor response .element;- F, .
INACTIVE recruitment fulvestrant; RNA POL II, ribonucleic acid
polymerase II. Adapted from Boer, Ther.
No transeription Adv. Med. Oncol. 2017;9(7)465-479*
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goslumduuin wesyduauszerunsnsznenunUszinfound uazinglasunissnwmeesidiu
o A A ! i A v vo ¢ = = v
gosluuviinduuiney wuin nqudtenlasueyanawnsuivuin 500 un. szesiiainaulsala

(progression free survival; PFS) tade 6.5 wiou Weuiuduienlasueiianawnsunauia 250 un.

Y

aa =

fiszznafiaulsalawge 5.4 weu Jwandiusgaddudrryneadn Jadunuvenisldeva

¢ a ¥ £4 & < [ Y1 < v
NaLMIEiYuIa 500 un. dardinanantaiduruiauiasgiulunisinugiisusiSadiuussey
WWINTEANY

nmsfinwisesgufnsaliasnmsneinsallsavesiasesydn ludiisussasungieds
= s a a (% a o L5
IundlagauzunemansINsUR wninerdeuiing loludnaueluamesliuaulseyu ESMO
2023 \oTuil 20-24 fanAu 2566 o4 WiBwesa Useinai wudl 9Innssausaniiisussaiuy

Y1eLTeianun 8,633 au wudn Wuiagesya fesay 21 uwavszezian1siTInseatunguiae

o <,

\gesnen dszerianaie 41 Wweu (26-56 Weu) Wiguriu 23 wiew (19-27 wisw) TunduiUeeesyidy

Y

au lnefifteeesyluaunuldsenas 50 vesthenssasnuummualuns@ny i
dy ¥ = L4 1 ¥ a a 6"
wonanilainisnererudnwinisldnguenduleadudnuiausilaiua 4/6 (COK 4/6
Inhibitor) AilgsuAunguesuezlsung (aromatase inhibitors) Fudugngnsuinsgiudmiunis

Snwvuiuusnlunzsaiuuszezunsnszatesdagesluuduuin wwesyluau efnwinis

'
o

wensallsaleuiisuludienguisesnavnasigasyen Mlasunisshuimeeiduleadusmunun

lawua 4/6 Taufunguendueslsunng wudl wiagn1snyInuRaa wsNuane13iu (inconsistent)®?

wagslinunsAnwidssuisulunquidneldeyanaunsuiaunneu

63



MCl  sanslsrussa U 44 aUuN 2 WeuneL-2enaw 2567

a v v

saziulainlulagiunddeyanertunissnvussaiunsingesymaeudates uas

Y

=

filiireeiinmugenndesiuiin nsvihnsnwiieriugiisuziasuneiagesys Jadufiiauls

o A d‘ v a a

sunedaldinsideiefnvufeiuussdniamveseanawnsud Jelddueivuunaaddungy

&

AUregesyatsanu tutdagiueieg N9 q Miduernldreudrsunsvane nlulssinalveuay
Asdsenenalan
o ad
Yaauazasnis
= dy [ = a o [ (% . . a a2 [

NIIANYIULTUNITANYILTIALNABBUNRY (observational retrospective study) kNUYDYa

TugihsuziSasuuszesunsnszaesiiagesluuuin wesnau (mumdeniy) Alasunissnesie
¢ & A 9 < i a I = i s i

grylanawnsuiilugfesluanduusSurand lngasuiady 2 nquAe naugasnay wazngy
Lgasyan (Murileulv)

naginsAmdeneaaiasid13auniside (inclusion criteria) Ao §UrsuziSuiuuszey
wnsnszanevdngesiuuuin wgesyau (Mumdenuiv) Alasunisshwimesinanawnsui uen
WPE7 YUIANIAEIY 500 1n. davnstunanuileluiun 0, 14, 28 wazyn 9 28 Ju Nlasunissnwiy

[ 1 Ly I3 1 a =] aa a a = 3 =
granaluantunzsaiend Inelinan1snsianemesine) nanvaduylugalaailisesy 0 e
1+ viselunsdinansaaduyludalawndidu 2+ desdinnsnsraduduna 1SH 1Uuau lnenan1snsiaae
JuvesaaTuuziSauisndes nisnansraniesuiRnisneueniilasunisiusesnasgiuile
wariinanisusziliunsnevaussrensinvidussezlaeldnmssdidady inasinsdneendidisu
15398 (exclusion criteria) A9 LITNANTIININEITINGT, NAATIINNEITINGT N9 buanITY
USWNIR AuransIanesuuiRnisneueniinadaudeiu wseldsveanawnsuiauiall
asafurunuasgIuvsebinindveddulunsinwuzsuiunssesunsnszate laefienand
¢ a = & av Yo v 3 ] a v

wnsud Alglun1sfnenil 1Wuenlasunisiusesnnasdnisemisuasenlng Nestdasuwuukay

andly MldluandunsiSauiawnd lneidndrenudnsnissnwivestieusassie vislenazlisunis

A ! a

LﬁU%ﬂH’]E}EJ’NL%Zﬂ%ﬂ@J o Noaunndl 2-8 esrwalfed waglilauuas

9 U

(%
(% |

Sutiudeyadounds Awusiui 18 suaimu 2561 - 20 fquieu 2567 WWuszeziian 5T 6
A 1% [ 7 Id 1 P~ 1 4 1d I~ a a = 1 1
Wwau udmusUaseanidu 2 nqu fie naugesyluau AenanTivduyludalaniiieesy 0 wavnqu

s o & a a & a ] v a ) I3

\gosyan AonansIaduylugalaniilu 1+ vise 2+ Suiuiinisnsiaduduna ISH 1Wuay

Primary outcome #a sz8u13a171AulsAlA (progression free survival; PFS) Aotiatiaeiaus
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Qjﬂw LUIRIUAZLUY ECOG (eastern cooperative oncology group score) ﬂﬂw 31 AU HAUUY
ECOG 0-1 fiffthedins 1 au filazuuu ECOG 2 Tasdtheseiifufihnonduisesym uonainiids
Lw'aéﬂaaaaﬂmmamié’famhlsﬁu%ﬁm?iuqﬁﬁamaa‘ 19U A5ULeElNILaU (estrogen receptor, ER),
fsulusiaamelsu (progesterone receptor, PR) saufiaiale 67 (Ki67) MNMIEUNATULEeRY (s

N
#1519 1

15799 1 Wisulsudnuaeiilurestieseninamay

o b %
AMUIU (5088%)

anwoe fuasianun (n=32) nqueasyau (n=11) nquisasyin (n=21)

91eisagu (V) 63 66 63
(439918, V) (88-41) (82-41) (88-50)
dn11¢319n18 (ECOG)

- 10 31 (8-96) 11 (100) 20 (95)

- 2 1(3.2) 0 (0) 1(5)
fa5uledlnslau (Estrogen Receptor, Sa8az)

- < 3evag 50 7(21.8) 3(27) 4.(19)

- > Seway 50 25 (78.2) 8 (73) 17 (81)

fasulustaanalsy (Progesterone Receptor, fouaz)

- au (negative) 4(12.5) 0 (0) 4(19)

- u3n (positive) 28 (87.5) 11 (100) 17 (81)
sfu Ki67 (Sawag)

- < 3ewaz 20 14 (43.7) 4 (36.3) 10 (47.6)

- > Sowaz 20 18 (56.3) 7(63.7) 11 (52.4)
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Weliasenisreslaa1niaulsala (median progression free survival; mPFS) naueesyau i
median PFS 71 6.4 \iiou (95% Cl 1.16-11.67 \fiou) luvnefinguiaasyanil median PFS 9.2 oy

(95% CI 4.63-12.60 1fiau) A1 P=0.0863 Ssliunnsnafiueenafidudfaynieada (Fasud 3)

Y

Kaplan-Meier survival estimates

o
o
e

No. of Patients median PFS (95% Cl) months
rLE).. HER2 negative 11 6.4 (95% Cl 1.16-11.67)
o HER2 low 21 9.2 (95% Cl 4.63-12.60)

P=0.0863
o
ol
o
o)
N
S I]_L‘
S | I
o
= I | T T T
0 10 20 30 40
months
HER2 negative ——— HER?2 low

gﬂﬁ 3 Kaplan-Meier survival analyses with log-rank test for progression-free survival

Wieldnseserinndiwds (multivariate analysis) iivesindadelundvas 81y an1izsenie

w835 U8 Aasulealnsiau (estrogen receptor, ER), A5UlUsIaaWmal5U (progesterone receptor,

IS I

PR) s2ufiale 67 (Ki67) flo1aiinasie median PFS sanly Usingirfiaenguisesysntu & mpFs

frninguisesynavetsiifodAan1sadi (hazard ratio [HR], 0.34; 95%Cl, 0.13-0.88 ; P=0.026)

L% a (84 v I g a
PRMITNLEANNITIATIZAVBYALUUMILU TR LEE N AR ILUT (AN 2)
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Univariate Multivariate
Factors n HR 95% Cl  P-value HR 95% ClI  P-value
- HER2 neg 11 0.49  0.21-1.12 0.093 0.34 0.13-0.88 0.026
- HER2 low 21
Age 32 1.01  0.98-1.04 0.396 1.02 0.98-1.06 0.314
ECOG
-0-1 31 0.79  0.38-1.67 0.552 1.09 0.42-2.89 0.850
-2 1
Estrogen Receptor (%)
- < 50% 7 1.05 0.39-2.78 0.923 1.93 0.56-6.65 0.297
- > 50% 25
Progesterone Receptor (%)
- Negative a4 0.89 0.30-2.62 0.842 0.98 0.21-4.49 0.979
- Positive 28
Ki67 IHC (%)
- < 20% 14 1.68  0.77-3.69 0.194 2.22 0.67-7.38 0.193
- > 20% 18
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