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Imuno-histochemia (IHC) HER2: Fokus doteraz na "HER2+”

HER2 test intepretation HER2 status
\Wgé‘zﬁfékﬁ’ggS' =4 No staining or incomplete and faint/barely
\e%f X z E"’; d 0 perceptible membrane staining in <10% of Negative
SIS 2 Yo tumor cells

e
> iy L N \ Incomplete and faint/barely perceptible
RS Y
.’3‘-:’; PEL S K 1+ membrane staining in >10% of tumor cells Lo
- e . & * g %
NO

i SO Weak-moderate complete membrane staining

=0 t"?ﬁj‘ <) ;.;L p o 25 in >10% of tumor cells OR intense membrane ISH amplification?

- R M,

staining in <10% of tumor cells

YES

Complete and intense membrane staining
in >10% of tumor cells

HER2+

Positive

Spectrunjof HER2 positivity

Fokus 1998-2020
Definovanie pozicie anti HER2+ ADCs

Wolff A et al, Arch Path Lab Med 2023



Ale prisla nova generacia anti-HER2 ADCs...
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- Trastuzumab Deruxtecan in Patients With ' P gbre

> HER2-Low-Expressing Advanced Breast cancer: a phase 1 dose-escalation and dose-expansion study
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IHC hodnotenie (IHC) HER2: “HER2-Low”

3+

No staining or incomplete and faint/barely
perceptible membrane staining in <10% of
tumor cells

Incomplete and faint/barely perceptible
membrane staining in >10% of tumor cells

Weak-moderate complete membrane staining
in >10% of tumor cells OR intense membrane
staining in <10% of tumor cells

Complete and intense membrane staining
in >10% of tumor cells

Novy fokus !

core HER2 test intepretation HER2 status

Negative

NO

ISH amplification?

Positive

of HERZ2 positivity

Spectru

HER2- Low

Definovany v studii NSABP B-47/NRG, s ADCs studiami (znizenie ,,prahu,, HER2+,

kedy este “starsie” anti HER2 Ab budu

y o nm ’)

ucinne

Wolff A et al, Arch Path Lab Med 2023



HER2 Low: Definovanie IHC kriterii pre HER2+

Table 1. Interpretation by the ASCO/CAP 2018 Guidelines and by the 2023 ESMO Consensus on HER2-low breast cancer regarding each pattern of HER2

staining
Description of staining Denomination by 2018 Conclusion by 2018 Conclusion by 2023

ASCO/CAP Guidelines = ASCO/CAP Guidelines] ESMO clinical practice

recommendations

- No staining HER2-0 HER2-negative HER2-0 HER2-null’
- Incomplete or faint staining in <10% of invasive HER2-0 HER2-negative HER2-ultralow (or >no staining <1+)°
tumor cells
- Incomplete or faint staining in >10% of invasive HER2 1+ HER2-negative HER2-low
tumor cells
- Weak to moderate complete membrane staining in >10% HER2 2+ nonamplified HER2-negative HER2-low

of invasive tumor cells (ISH-negative)

- Weak to moderate complete membrane staining in >10% HER2 2+ amplified HER2-positive
of invasive tumor cells (ISH-positive)

- Intense complete membrane staining in >10% of invasive HER2 3+ HER2-positive
tumor cells

HER2-positive

HER2-positive

Pri akej nizkej pozitivite HER2-Low mozno povedat, ze je nador HER2-Low + ?

“HER2-Ultralow” (vs “-nula”)
Zahrnuté v studii DB06

(T-DXd vs chemo podla vyberu investigatora u HR+ HER2 Low)

Je to klinicky dolezité ?

Tarantino et al, Ann Oncol 2023



Klinicka charakteristika HER2-Low vs. 0

Okrem HR, iné klinické rozdiely

su malé
ALNES HR- (36%) \Vietky p<0.001: | HERZO | HER Low _
- ER+ PR+ 69% 79%
9.8% TNBC 20% 10%
. < 50 rokov 23% 18%
i SAEHE5] Mui 0.7% 1.0%
fea A Cernosky 12% 11%
| ‘ Grade 3 31% 24%
T1 64% 66%
NO 73% 72%
“IHCO wIHC1+ = [HC 2+ Duktalny 75% 79%
Z 3 700 karcindomov Lobulariy 121 %
prsnika (70% primé&rny) Metaplasticky 1.0% 0.3%
zmiesané MBC/EBC Mucindézny 2.7% 1.6%

Schettini et al, NPJ Breast 2021; Peiffer DS et al, JAMA Oncol 2023



IHC 0 IHC 1+ IHC 2+ NOT AMPLIFIED
3.0%

2.8%
u.—'

Molekularne podtypy

Z 3 700 karcinomov
prsnika (70% primarny) 80y
Zmiesané MBC/EBC -

B Luminal A ® Luminal B = HER2-enriched ® Basal-like = Normal-like

49.0%

Intrinsic subtyp HER2-0 HER2-Low HER2-0 HER2-Low

I Luminal A 52% 59% I 2% 2%
Luminal B 35% 33% 0 0

| HER2-Enriched 3% 3% 9% 7% |
Basal-like 8% 2% 85% 83% |
Normal-like 2% 3% 4% 8%

Schettini et al, NPJ Breast 2021



Prognoza podla stavu HER2-Low vs 0

Podobne vysledky

| A Patients with TNBC (n=135296)

Stage |

ERBB2 negative
ERBB2 low

Stage IV
ERBB2 negative

ERBB2 low

Stage |l Stage Il

ERBB2 negative
ERBB2 low

ERBB2 negative
ERBB2 low

1.0
E
£ 0.8-
~l
(a'm]
(am]
5 0.6
=
o]
T‘; ——
= 0.4+
5
T 0.2-
g !
3 .
0 T T T T 1
0 20 40 60 80 100
Time, mo
No. at risk
Stage |
ERBB2 negative 25008 23062 16713 10973 6471 3183
ERBB2 low 25529 23714 18332 12884 7822 3888
Stage Il
ERBB2 negative 28100 24696 17133 10581 6088 2904
ERBB2 low 28317 25363 18835 12543 7495 3705
Stage Il
ERBB2 negative 9914 7224 3757 2190 1309 634
ERBB2 low 10400 7881 4535 2886 1698 843
Stage IV
ERBB2 negative 3999 1145 423 214 106 48
ERBB2 low 3849 1266 488 226 111 53

Patients with hormone receptor-positive breast cancer (n=845703)

1.0 vz

E
2 0.8-
4
oo
oo
5 0.6
=
0
=
£ 0.4+
5
T 0.2
Q
S P<.001
0 T T T T 1
0 20 40 60 80 100
Time, mo
164220 152065 105802 68152 39461 18791
348236 323630 234853 159634 93999 44858
70525 65015 49645 31248 17846 8480
159587 148119 118252 79247 46100 21801
20799 18503 43323 8318 4783 2247
46526 41975 31582 20583 11882 5597
11198 7060 3623 1617 689 245
23489 15743 8363 3964 1716 649

Peiffer DS et al, JAMA Oncol 2023



Klinicka studia NSABP B-47/NRG

Faza lll studie s cielom zistit, Ci adjuvantny trastuzumab ma benefit
u pacientok s HER-Low karcinobmom prsnika

3 270 HER2-Low EBC pacientok
randomizovanych

57% HER2 1+, 43% HER2 2+
20% N-, 80% N+
17% TNBC, 83% HR+

56% lieCenych rezimom AC-T,
44% lieCenych rezimom TC

Docetaxel/icyclophosphamide (TC)
or

* Hodc-positive of AC > weekly paclitaxel (WP)
high-risk node-

negative breast ¢

cancer R
« |[HC = 1+, 2+ and TC + Trastuzumab (H) > Hx 1yr

FISH-negative Or

AC>WP+H-=2>Hx1yr

Fehrenbacher L, et al. J Clin Oncol. 2020;38(5):444-453.



Vysledky studie NSABP B-47/NRG: Efektivita

100

e S
80
ey HR, 0.98 (95% ClI, 0.76 to 1.25); P= .85
é 60 - { (0] )
w
L
O 40-
Treatment No. Events
20 chemotherapy 1,602 133
——chemotherapy + trastuzumab 1,598 128
. 1 " 1 " I ' I v 1 v 1 X 1 % 1 v 1 L )
0 6 12 188 24 30 36 42 48 54 60
Time (months)
No. at risk:
Chemotherapy 1,602 1,658 1,423 1,003 595 140
Chemotherapy + 1,598 1,528 1,404 1,010 592 118
Trastuzumab

100

80 -

60

0S (%)

40 4

20 4

HR, 1.33 (95% ClI, 0.90 to 1.95); P=.15

Treatment No. Events
chemotherapy 1,603 48
——chemotherapy + trastuzumab 1,602 61

No. at risk:
Chemotherapy 1,603

Chemotherapy + 1,602
Trastuzumab

I = 1 ¥ 1 * 1 4 1 ‘ 1 = I N I . 1

12 18 24 30 36 42 48 54 60

Time (months)

1,088 703 169
1,113 683 149

1,506
1,497

1,576
1,563

ZIADNY BENEFIT lie¢by adjuvantnym trastuzumabom u HER2-low karcinému
prsnika, trastuzumab nema registrovanu indikaciu pre HER2-Low mBC

Fehrenbacher L, et al. J Clin Oncol. 2020;38(5):444-453.




Pertuzumab u HER2-Low MBC

Podobné vysledky boli pozorované u pacientok s MBC

V skupine prevazne (90%) HER2-Low MBC pacientok,
pertuzumab viedol k ORR 4.9% a median PFS 1.5 mesiaca

ZIADNY KLINICKY BENEFIT
S ANTI HER2 LIECBOU
U HER2-Low MBC,

pertuzumab nema registrovanu
indikaciu pre HER2-low mBC

Gianni L et al. J Clin Oncol. 2010;28(7):1131-1137.

Table 2. Efficacy End Points (N = 78)

Arm A Arm B
(n =41) (n =37)
Variable No. % No. %
PR 2 49 0
SD = 12 weeks 18 439 14 37.8
SD = 24 weeks 2 49 2 b4
Progressive disease 21 51.2 22 59.5
Missing 0 1 2.7
Clinical benefit (CR + PR +
SD = 24 weeks) 4 98 2 5.4
Duration of clinical benefit,
weeks
Median 36.5 33.6
Range 22.1-749 31.0-36.3
Time to progression, weeks
Median 6.1 6.1
Range 2.0-370 2.7-36.3

Abbreviations: PR,
complete response.

partial

response; SD,

stable disease; CR,

1094 iieesssssssssssssssss

C 0.9_ = -------
-g 0-8_ '.--
£ > 0.7+ .-':
= 061
c’_c -
O 05{-¢
3 S 044 &
25 03] a
= gg_ i 1,050 mg
E 0.1.- :.l-I r= =420 mg

|
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T-DM1 u HER2-Low MBC

Retrospektivne hodnotenie T-DM1
u 21 pacientok s of HER2-non -
amplifikovanym MBC

Zaznamenana odpoved na lieCbu iba
u 1 pacientky (ORR 4.8%) a mPFS
2.6 mesiaca

NiZKA EFEKTIVITA
T-DM1 U HER2-
NEGATIVNEHO MBC,

T-DM1 nema registrovanu
indikaciu pre HER2-Low mBC

O

Progression-Free
Survival (proportion)

o
}

ot
0o

oy
o

o
~

.t
N

HER2 positive, > median (n = 25); median, not estimable;
95% Cl, 4.6 to not estimable

“1'3‘;1 == HER? positive, < median (n = 25); median, 4.2; 95% Cl, 2.7 t0 6.8
*":'L_ »ss HER2 normal (n = 21); median, 2.6; 95% Cl, 1.4t0 39
. I.
t [ + + +
. i
1L
.II.I= C L T ——
™
/‘-C= (-
gy I-|
H b
H 1P e e o g
2 4 6 8 10 12 14
Time on Study (months)

Burris HA, et al. J Clin Oncol. 2011;29(4):398—-405.




Trastuzumab Deruxtekan (T-DXd):
Nova generacia anti HER2 ADCs

Charakteristicke rozdiely medzi T-DXd a T-DM1

HER2 cielené ADCs na baze rovnakej protilatky

Trastuzumab T-DXd Vlastnosti ADC T-DM1 Trastuzumab
deruxtekan emtanzin

(T-DXd) Topoizomeraza Anti- (T-DM1)

Payload MoA

| inhibitor mikrotubularny
_ LiecCivo A E.
& 4 ek protilatka pomer Sl
Tumor-
Ano selektivny Nie

stiepitelny
linker?

Do6kaz bystander
efektu ?

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42.
4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47. Cortes, J et al. ESMO 2021

Ano Nie




T-DXd: Bystander efekt a racio pre anti HER2
heterogenitu

Penetration of released f /
payload to neighbors . Cancer cell /

Internalization i . )\
= o / C-EN

‘ Nucleus |

\ Cancer cell - Topmsomerase | inhibition

\/\/\ \/*/\JCeII death

Antibody—drug conjugate functional mechanism and bystander antitumor effect of trastuzumab deruxtecan. T-DXd trastuzumab

deruxtecan; HER2 human epidermal growth factor receptor 2

Shitara K et al. Gastric Cancer 2021;24(4):780-89.



T-DXd u HER2-Low MBC: Robustna a dlho trvajuca
protinadorova ucinnost’

Faza | studie
.80 = Tazko predliecené
60 n=48 pacientky s HER2
40 Low MBC
20 | | | [ Ny r W it [N it [ | A4
0 B % % % % = Median predoslych
20 0L (REI | inil: 7.5
-40 = ORR = 37%

:gg - * mDOR = 10,4 mes.
| IHC 1+

100 = mPFS = 11 mes.

Modi S, JCO. 2020;38:1887.



DESTINY-Breast04 (DB-04): Faza Ill studie T-DXd

u HER2-Low

MBC

Otvorena multicentricka studia (NCT03734029)

* Centralne testovanie HER2-Low

T-DXd
5,4 mg/kg Q3W

MBC (IHC 1+ or IHC 2+/ISH-) (n = 373)

« 1-2 predoslé linie chemo /
relaps < 6 mesiacov
od skoncenia adjuvantnej chemo

HR+ = 480
HR- =60

LPI
] Capecitabin, eribulin,
« HR+ ochorenie hormonalne gemcitabin, paclitaxel,
refraktérne nab-paclitaxel

(n = 184)

Primarny ciel
- PFS podra BICR (HR+)

Hlavné sekundarne ciele
* PFS podfla BICR (vSetky pac.)
 OS (HR+ a vSetky pac.)

LPI — lieCba podfa investigatora

Stratifikacné faktory
» Centralne testovanie HER2 statusu (IHC 1+ vs IHC 2+/ISH-)
1 vs 2 predoslé linie chemoterapie
« HR+ (s pouzitim alebo bez pouZitia inhibitora CDK4/6) vs HR- ochorenie

Modi S, et al. N Engl J Med. 2022 Jul 7;387(1):9-20.



DB-04 Primarna analyza: PFS u HR+ a vsetkych pac.

Hormoén receptor-pozitivhe pacientky Vsetky pacientky

<
o~
N Py
9 NS
N 1007 . = 1007 .
o Hazard ratio: 2 Hazard ratio:
(@) [}
o 0.51 o> 0.50
(@)
Sj' 95% CI, 0.40-0.64 . 95% CI, 0.40-0.63
()] P <0.0001 N P <0.0001
o) o
© o)
— ©
c T-DXd = T-DXd
2 mPFS: 10.1 2 mPFS: 9.9 mesiacov
N -
) mesiacov O
= o
Q S
S 72}
@ LPI e
< mPFS: 5.4 8 mPFS: 5.1
. O q
_8 mesiacov 8_ mesiacov
S 3
o
0} ®
© e
> o
E T T
o 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pac. v riziku Mesiace Pac. v riziku Mesiace
T-DXd (n=331): 331 324 290 265 262 248 218 198 182 165 142 128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0 T-DXd (n=373): 373 365 325 295 290 272 238 217 201 183 156 142 118 100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC (n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC (n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 15 13 9 5 4 3 1 1 1 1 1 1 0

PFS podrFa ICR.
HR, hormoénovy receptor; LPI, liecba podla investigatora; PFS, prezivanie bez progresie ochorenia; T-DXd, trastuzumab deruxtekan. Modi S. etal. N Engl J Med. 2022 Jul 7'387(1 )9_20



DB-04 analyza podskupin: PFS u HR+ HER2-Low MBC

No. of Events/No. of Patients PFS, median (95% CI), mo

Hazard Ratio for Disease Progression or Death (95% CI)

T-DXd TPC T-DXd TPC
rior inhibitors
Yes 149/233 74/115 10.0 (8.3-11.4) 5.4 (4.0-7.8) —— : 0.55 (0.42-0.73)
No 60/96 35/47 11.7 (9.5-17.7) 5.9 (4.3-8.2) —_—— I 0.42 (0.28-0.64)
IHC status :
IHC 1+ 119/192 66/96 10.3 (8.6-12.3) 5.3 (4.1-7.8) = I 0.48 (0.35-0.65)
IHC 2+/ISH- 92/139 44/67 10.1 (8.2-12.2) 5.9 (4.3-7.9) —— | 0.55 (0.38-0.80)
Prior lines of chemotherapy !
1 129/203 63/93 10.9 (8.5-12.3) 6.8 (4.5-8.2) —— : 0.54 (0.40-0.73)
22 81/127 47/69 9.9 (8.3-11.7) 4.6 (2.8-6.2) —l— I 0.47 (0.33-0.68)
— Age '
<65 years 170/260 79/120 9.8 (8.4-11.3) 5.4 (4.1-7.8) —f— : 0.51 (0.39-0.67)
265 years 41/71 31/43 12.0 (9.5-14.7) 5.6 (4.3-10.8) —_— I 0.47 (0.29-0.77)
Race !
White 100/156 43/78 10.0 (8.5-12.2) 7.1 (4.0-10.0) - — : 0.64 (0.44-0.91)
Asian 83/131 54/66 11.0 (8.4-13.8) 4.8 (4.2-6.4) S I 0.40 (0.28-0.56)
Other 25/37 11/16 6.0 (5.4-10.5) 7.0 (1.4-11.0) o— 0.83 (0.41-1.69)
Region :
Asia 81/128 48/60 10.9 (8.4-14.7) 5.3 (4.2-6.8) — e I 0.41 (0.28-0.58)
Europe and Israel 90/149 44/73 10.8 (8.5-13.0) 7.1 (3.0-10.7) —_—— : 0.62 (0.43-0.89)
North America 40/54 18/30 8.5 (6.3-11.3) 4.5 (2.9-8.2) — 0.54 (0.30-0.97)
ECOG performance status !
0 116/187 55/95 10.9 (9.5-13.0) 7.0 (4.2-8.5) —— : 0.56 (0.40-0.77)
1 95/144 55/68 9.7 (7.3-11.5) 4.6 (2.9-6.2) e | 0.45 (0.32-0.64)
Visceral disease at baseline !
Yes 196/298 100/146 9.8 (8.5-11.1) 5.8 (4.4-7.1) —— : 0.54 (0.42-0.69)
No 1535 10117 17.9 (10.9-26.4) 4.5 (1.6-12.4) —_—— | 0.23 (0.09-0.55)

0.0 0.5 1.0 1.5 2.0
ook . . Aok = Favors T-DXd [ Favors TPC
PFS by blinded independent central review. Based on derived data, which include protocol deviations.
CDK, cyclin-dependent kinase; ECOG, Eastern Cooperative Oncology Group; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Modi S et al., N Engl J Med 2022; 387:9-20, DOI: 10.1056/NEJM0a2203690



DB-04: Updatovanée OS (med. 32 mesiacov f/u)

HR+ Kohorta

VsSetky pacientky

Median T-DXd LPI Hazard ratio Medién T-DXd LPI Hazard ratio
100 (95% Cl) (n = 331) (n = 163) (95% ClI) 100 (95% Cl) (n = 373) (n = 184) (95% Cl)
90 —| Primarna 23.9 mes. 17.5 mes. 0.64 90 Primarna 23.4 mes. 16.8 mes. 0.64
analyza' | (20.8-24.8) (15.2-22.4) | (0.48-0.86) analyza' | (20.0-24.8) (14.5-20.0) | (0.49-0.84)
X 80 X 80
> Update 23.9 mes. 17.6 mes. 0.69 > Update 22.9 mes. 16.8 mes. 0.69
£ 704 analyza | (21.7-25.2) (15.1-20.2) | (0.55-0.87) £ 70 analyza | (21.2-24.5) (14.1-19.5) | (0.55-0.86)
(1] (3]
§ 60 g 60
E 24-month Landmark (95% CI) E 24-month Landmark (95% CI)
- 50+ T-DXd: 49.0% (43.3-54.5%) = 50 T-DXd: 47.3% (41.9-52.4%)
g ™. TPC: 35.1% (27.3-43.0%) g 777777777777777777777 TPC: 32.0% (24.8-39.3%)
2 ‘ =
5 40 | 36-month Landmark (95% Cl) 5 40— 36-month Landmark (95% Cl)
9 t T-DXd: 26.5% (20.7-32.7%) ‘2 T-DXd: 26.2% (20.8-31.9%)
E 30 | TPC: 16.9% (10.2-25.0%) E - TPC: 16.3% (10.3-23.6%)
) | W [ o = i i e — i i iR e (s —
> | | 2
O 20 : ‘ O 204
| e o
10 +  Censored | | 10 - +  Censored |
T-DXd (n = 331) : : T-DXd (n = 373) :
TPC (n = 163) ‘ TPC (n =184) )
0 I T T T T T T l T T T l T I T l T I T T T I T I 0 T T l T T I T T T T T l T T I T T I T T T T T I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time, months Time, months
Patients still at risk: Patients still at risk:
T-DXd (n = 331) 131325 323 317 313 307 302 202 284 279 267 258 250 243 233 230 220 212 199 180 183 176 168 155 147 135124100 94 81 72 66 54 46 42 34 23 17 14 7 5 4 3 2 1 1 1 0 T-DXd (n = 373) 373 366 363 355 350 342 337 325 314 308 205 285 276 269 257 254 240 231 217 205 199 191 182 168 160 148 137 122107 04 81 75 62 52 48 39 28 21 18 11 7 6 5 3 1 1 1 0
TPC (N = 163) 163150144 142 138 134 120123 114 108 103 97 96 92 67 82 76 71 63 64 50 56 55 50 47 43 43 42 35 31 25 16 13 11 11 9 7 5 2 2 2 1 0 TPC (n =184) 184 170 165 160 156 152 145 137 127 119 113 107 105 100 95 88 81 76 73 69 64 59 58 53 49 45 45 44 37 33 27 18 15 12 1210 8 5 2 2 2 1 0

« V HR+ Kohorte a u vSetkych pacientok, median OS bol konzistentny s vysledkami primarnej analyzy,’
zistila sa 31% redukcia rizika umrtia u pacientok s T-DXd oproti pacientkam liecenym LPI

HR, hormonovy receptor; LPI, lie€ba podla investigatora; mo, mesiac; OS, celkové prezivanie; T-DXd, trastuzumab deruxtekan.

1. Modi S et al.

N Engl J Med. 2022;387:9-20.

Modi S, ESMO 2023



DB04-Updatované vysledky v HR- Kohorte (Exploratorna
analyza — med. 32 mesiacov f/u)

Prezivanie bez progresie (podl'a investigatorov)

Celkové prezivanie

100 Median T-DXd LPI Hazard ratio 100 Median Hazard ratio
(95% Cl) (n = 40) (n = 18) (95% Cl) (95% Cl) (95% Cl)
90 X 90
Primarna 18.2 mes. 8.3 mes. 0.48 é Primarna analyza 8.5 mes. 2.9 mes. 0.46
X 80+ analyza' (13.6-NE) (5.6-20.6) (0.24-0.95) 5 80+ (podra BICR?)! 4.3-11.7) (1.4-5.1) (0.24-0.89)
2 70 — 3 70 | .
= Update 17.1 mes.o 8.3 mes. 0.58 [<] Update analyza 6.3 mes. 2.9 mes. 0.29
g analyza (13.623.0) (5.6-20.4) (0.31-1.08) a . (podra investigatora) (4.2-8.5) (1.4-4.2) (0.15-0.57)
<) N g _
E e aPFS podla investigatora nebola analyzovana
g 50 24-month Landmark (95% Cl) =TY pre HR- Kohortu v ¢ase primarnej analyzy
5 T-DXd: 32.6% (18.5-47.5%) S
5 40+ TPC: 11.8% (2.0-31.2%) O 40+
(7] L 12-month Landmark (95% CI)
?, el dadalnieintetalaknlale ol adeletniodeiatal | .s 30 T-DXd: 25.3% (12.8-39.8%)
] PN [=TlS W A SRR
> | (7]
O 20— ‘ g 20 - :
4+  Censored ‘ L +  Censored I
107 T-DXd (n = 40) ! o 107 T-DXd (n = 40) l
TPC (n = 18) ! TPC (n = 18) 1 |_I
OT——7T 71 7 T T T T T T T T T T T T T T T T T T 1 OT——7T 71T T 1T T T T T T T T T T T T T T T T T T T T T T 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

Time, months

0o 1 2 3 4 5 6 7 8 9 10 11

12 13 14 15 16 18 17 19 20 21 22 23 24 25 26 27

Time, months

Patients still at risk:
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 Pozorovana 42% redukcia rizika umrtia a 71% redukcia rizika progresie u HR—- HER2 Low pacientok

s liecbou T-DXd oproti pacientkam lieCenym LPI

BICR, blinded independent central review; HR, hormone receptor; mo, month; NE, not evaluable; OS, overall survival; T-DXd, trastuzumab deruxtekan; TPC, treatment of physician’s choice.

1. Modi S et al. N Engl J Med. 2022;387:9-20.

Modi S, ESMO 2023



DB-04: Exploratorna efektivita u HR- Kohorty

(IHC: 1-10%)

Prezivanie bez progresie

Celkové prezivanie

moS 20.0 10.2
(95% Cl)  (13.5-NE) (7.8-14.5)

HR (95% CI): 0.3461 (0.1608-0.7451)

35)

mPFS 8.4 2.6
1.0 (95% Cl)  (5.6-12.2) (1.2-4.6) 1.0 ++—
) HR (95% Cl): 0.2402 (0.1194-0.4829)
3 0.8 v 0.8
Y c
g S
Q0.6 s 0.6
N @
3 o
2 0.4 Q0.4
[ o
> C o C 4
N~ ensor: 8 enzorovane:
g 0.2 — T-DXd (n = 35) 02 1opxd (n=
| CHT (n=17) — LPI(n=17)
0 ' 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6

Cas, mesiace

T-DXd signifikantne zlepsuje PFS a OS versus CHT u pacientok

s HR- HER2-Low MBC

8 10 12 14 16 18 20 22 24 26 28 30
Cas, mesiace




DESTINY-Breast04: Detailny profil toxicity

Median Time to First Onset Median Duration of First Event
Nausea h 85 uT-DXd =TPC Nausea v 10 mT-DXd =TPC
Vomiting 9.0 99 Vomiting g
Anemia m 43 Anemia “34
Neutropenia E23-5 Neutropenia FZZ

Thrombocytow 29 Thrombocytopenia
129 47
ILD _ 60 ILD Non-evaluable

0 20 40 60 80 100 120 140 10 20 30 40 50
Time (days) Time (days)

r
-
w

Rugo HS et al. ESMO Breast 2023;Abstract 1850.



DESTINY-Breast04: Zaver a vyznam
vysledkov

Novy smer v liecbhe MBC

:*.fé‘ii = T-DXd je prva anti HER2 targetova liecba

IHC2+/ISH+ s dokazanou efektivitou u HER2 Low MBC

Hfﬁé-i:w " Na zaklade studie DESTINY-Breast04 predstavuje

'“?5’6/02“' T-DXd novy liecebny standard v terapii HER2 Low MBC

= Potencial zlepsenia lieCebnych vysledkov cca u ~50%
el pacientok s MBC

The FDA schvalenie T-DXd u pacientok s neresekabilnym / metastatickym HER2 Low BC po progresii
na predoslej chemoterapii pre metastatické ochorenie alebo u ktorych doslo k relapsu <6 mesiacov
po skonceni adjuvantnej CHT.

Zohladnené aj v NCCN Guidelines

Modi. ASCO 2022. Abstr LBA3. Modi. NEJM. 2022;387:9.



CNS Metastazy - PFS analyza podskupin

Udalosti Median PFS (mes, 95% Cl)
HR (95% Cl)
T-DXd LPI T-DXd LPI
- 8.1 (4.0 - 4.8 (0.6 -
Ano (n =32 18/24 6/8 , 0.71(0.28 — 1.80
Vstupné CNS = 92) 11.3) 11.0) e ( )
metastazy 10.1 (9.5 — 5.1 (4.2 -

Nie (n=525) 225/349 121/176 0.49 (0.39 - 0.62)

11.5) 6.8) He—

0,0 0,5 1,0 1,5 2,0

HR (T-DXd vs T-DM1)

Harbeck N et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 6-10, 2022; San Antonio, TX, USA


Presenter Notes
Presentation Notes





CNS metastazy — ORR analyza podskupin

T-DXd (n =373) LPI (n=184)
Pacientky Pacientky (
s potvrdenymi s potvrdenymi Rozdiel T-DXd
CR/PR CR/PR vs LPI,
ORR, % (95% CI) % (95% CI)
Ano (n = 28) 11/20 2/8 _ -
Pacientky s MTS
v CNS
Nie (n = 442) 184/353 28/176 _ 36.2 (28.3-44.1)
—

0 20 40
Objective Response Rate, %

B T-DXd LPI

80

100

Harbeck N et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 6-10, 2022; San Antonio, TX, USA



Dizajn studie a populacia:

DEBBRAH: multicentricka, otvorena, 5 skupin

InklGzne kritéria

+ HER2+ / HER-low MBC so stabilnymi,
progredujucimi, alebo nelieCenymi BM
aLMC

+ ECOG PS 0/ 1 (0-2 pre cohortu 5)

» Pacientky s HER2+ MBC:predlieCené
taxanmi a = 1 liniou anti-HERZ terapie
pre metastatické ochorenie

+ Pacientky s HER2 low MBC a:
— HR-: =2 1 predosly rezim CHT
pre metastatické ochorenie

— HR+: 1 predosla liniaET a=1
predos$ly rezim CHT pre metastatické
ochorenie

» Cohorty 2, 3, 4: meratelné BM pri T1-vazeni,
gadolinium-enhanced MRI

» Cohorta 5: LMC s CSF+ cytologia

Vaz Batista M, et al. SABCS 2021

Kohorta 1:

n=8 HER2+ MBC so stabilnymi BMs

Kohorta 3:
HER2+ MBC s progredujucimi

BMs po operacii, SRS a / alebo
WBRT

po operacii, SRS a/ alebo WBRT |y

n=7 Kohorta 5:
HER2+/ HER2-low MBC s LMC

. Abstract 2231.

DEBBRAH: Faza Il studie T-DXd u pacientok s HER2+ /| HER2-low MBC BM -
preliminarne vysledky

Primarny ciel

Cohort1 16-w PFS per RANO-BM a RECIST
1Y

Cohort3 ORR-IC per RANO-BM

Sekundarne ciele

Cohort1 CNS-PFS, CBR-IC, TTR-IC, DOR-IC,

a IC stabilizacia, a % zmena rozsahu

Cohort 3 nadoru per RANO-BM; PFS, ORR,
CBR, TTR, DOR per RECIST 1.1; OS;
a bezpecénost per NCI-CTCAE v5.0

Iba

Cohort 1 ORRSIC

Exploratérne ciele

* U pacientok na zaklade dotaznika
* Prognostické a prediktivne faktory z tkaniva krvi

Data cutoff datum: September 15, 2021

Cas od zaradenia do posledného follow-up, median
(rozsah): 8.5 mesiacov (4.5-12.6) v Cohort 1
a 8.8 mesiacov (1-10.8) v Cohort 3




DEBBRAH: Vysledky — ORR u HER2-Low

Odpoved’ nadoru, n Kohorta 2 Kohorta 4 Celkovo
(%) (n=0) (n=6) (n=12)

ORR, n (%) 3 (50.0) 2 (33.3) 5 (41.7)
CBR, n (%) 3 (50.0) 3 (50.0) 6 (50.0)

DoR, Median (Min;

Max) 4.5(3.5;7.1) 5.8(5.5;6.1) 5.5(3.5;7.1)

5.67 mes. (95% CI: 4.7-NA) (Udalosti:

PFS 9/12)

Pérez-Garcia JM et al. Presented at SABCS 2022, December 6-10, 2022; San Antonio, TX, USA. PD7-02.



Sacituzumab Govitekan: Prva anti TROP-2-
ta rgEtOVé ADC Humanizovana RS7 protilatka

= Cieli na TROP-2, antigen exprimovany na viacerych
epitelialnych nadoroch, vratane metastatického
TNBC (88%)

= Typ protilatky: hRS7 1gG1k

gf/‘o]'\/Nro*\,(Lsz-@CHzo sn-38 [~ SN-38 Payload
= 136x vacsi prienik
{ ako materska latka
j\O\f}-s - Anti~TROP-2 mAb irinotekan

J = Unikdtne zlozZenie
umoznuje rozpustnost a
selektivne dopravenie

. SN-38 do nadoru

Linker pre SN-38 (CL2A)

= Vyhodny pomer liecivo
— protilatka (7.6:1)

= pH-senzitivny linker
pre rychle uvolnenie
payload v nadorovych
bunkach

Irinotekan (Topoisomeraza inhibitor)
Irinotekan

Bystander efekt: V kyslom nadorovom mikroprostredi,
sa SN-38 uvolfuje z anti—-TROP-2 protilatky aj do susediacich
TROP-2— negativnych buniek

SN-38

Goldenberg. MAbs. 2019;11:987. Goldenberg. Oncotarget. 2015;6:22496. Sacituzumab govitekan-hziy Pl. Kopp. Mol Cancer. 2023;22:102.



ASCENT: Sacituzumab Govitekan vs mono CHT
u metastatického TNBC po 22 predoslych liniach CHT

* Randomizovana studia fazy Il

Stratifikdcia podla regionu (Severnd Amerika vs zvysok sveta nepredliecené 21-driové cykly
CHT pre pokrocily nddor (2-3 vs >3), MTS v CNS (dno vs nie) l

" Primarny ciel: PFS podla
u pacientok bez MTS v CNS

Sacituzumab govitekan

Pacientky s mTNBC a >2

predoslych liniach CHT

(ziadny limit, mozna PD
do 12 mesiacov

|
|
|
I
/'v 10 mg/kgIv D 1,8
(n =267)

= Sekundarne ciele: PFS (cela

[neo]adjuvantnej Rx); o e populacia), OS, ORR, DoR,
predoslé taxany, RECIST v1.1 \ Liecba podla investigatora (LPI) * ..
meratelné ochorenie, MTS (n =262) TTR: toxicita
v CNS ak stabilné >4 tyzdne
pred liecbou povolene; *Eribulin, vinorelbin, gemcitabin, capecitabin.
ECOG PS0/1
(n=529)

Bardia. NEJM. 2021;384:1529. NCT02574455.



ASCENT: PFS a OS podla stavu HER2

PFS PFS: HER2 0

o HER2 IHCO . HER2-Low (IHC+, IHC2+/ISH- SG: 4,3 mesiaca
z 0 ey _Boech_ 2 op even_ Dt LPI: 1,6 mesiaca
g 0r TPC [1:;;] 11%;” g ar TPC [ﬁ; ;lgjz]
E 06 Sacturumab goaiecan [lﬂg] a D-; 8 E 0.6 Sacturumaby govecan [EI!:I a g‘g 1
a 05¢= Unstratifased HR (95% C1) = 0,375 {0.281-0.501) o 93 Unstratifhed HR: (35% CI) = 0,446 (0.272-0.730) OS: HER2 O
s os] ! g o] E — SG: 11,7 mesiaca
E 02 1 !iau:hl:uurnlb E 02 1 govitecan .
3 o1 ; govhecn = o1 P LPIl: 5,9 mesiaca
O eeme _ Y Ytemme * PFS and OS in the HER-evaluable
o T w 5 ] o 0 0 o 0 e 0 1 3 a 0 ] ] ] ] prUIﬂtiDn were Cﬂmpﬂrable with
Sechuneab  yp0 75 43 m 5 5 4 3 p 3schomah o g ; 8 5 5 1 o o thGSE |n the ITT o ulatu}n
os . pop
10 HER2IHGO 0 HERZ-Low (HC+ IHC2#isH- ____ « SG improved PFS and OS for both
09 1 & 0o atients, m ¥ .
> [ervents) {95% C1) > {ewents) (35% CI)
£ 08 — e = & s e HERZ2 expression subgroups
ﬁ o7 S 8 "y 'E 0.7 4 134
o 06 mabgoIeEn g1y goetan 8 06 (#5152
E 05 stifardd HR: (55% £1) = 0.501 {0.338.0,549) E 05 u-nrahdnptmtcl:--ﬂ:-!?.:ﬂ:m-nm}]] PFS HERZ-LOW
- 1 . 4 I i .
3 03 E e B 03] AN ... SG: 6,2 mesiaca
g 02 , e 02 Py === LPI: 2,9 mesiaca
@ O ! , 0 I; ! ! !
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 %0 33
Time, mo Time, mo 0OS: HER2-Low
HNo, at Risk Mo, at Risk L]
PG 144 96 (1] 41 ar Fdl 18 T L 2 1] o TPC G0 4% m 24 12 a [ 4 | 1] 1] [1] -
Sae W9 1M MG % B 4 W M B 6 1 0 o p o5 o5 o4 3 M 6 2 8 3 10 SG: 13,4 mesiaca
1. Bardia A et al. J Ciin Oncol. 2024,42:1738-1744, LPI 8 7 mesiaca
’



ASCENT: PFS a OS podla stavu HER2

PFS (BICR) HR (95% ClI)
HER2 IHCO l ® | 0.37 (0.28-0.50)
HER2-Low? I o I 0.44 (0.27-0.72)
ITT : ® : 0.43 (0.35-0.54)

0S
HER2 IHCO I ® I 0.51 (0.39-0.66)
HER2-Low? I ® l 0.43 (0.28-0.67)
ITT : ® : 0.52 (0.42-0.63)

0.2 0.4 0.6 0.8 1.0

Hazard Ratio

aHER2-Low je definovany ako IHC1+,alebo IHC2+ a ISH-negativny.
BICR, blinded independent central review; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ITT, intention-to-treat; OS, overall survival;
PFS, progression-free survival.



ASCENT: PFS a OS podla stavu HER2

HER2 IHCO HER2-Low?

ORR, n (%) 46 (31) 5 (3) 20 (32) 5 (8) 11 (4)

hﬁz;‘lepéia celkova odpoved’, pocet

| CR 3(2) 0 3 (5) 1(2) 10 (4) 2 (1)
PR 43 (29) 5 (3) 17 (27) 4 (7) 74 (27) 9 (3)
SD 55 (37) 33 (23) 23 (37) 22 (40) $ (36) 71 (27)
PD 32 (21) 57 (40) 17 (27) 15 (25) 6 (24) 100 (38)
NE 16 (11) 49 (34) 3 (5) 18 (30) 23 (9) 80 (31)

CBR, n (%) 101 (68) 38 (26) 43 (68) 27 (45) 179 (67) 82 (31)

Median DOR, mesiace (95% Cl) 6.9 (54-9.0) 29(2.8-NE) \5.6(4.3-NE) 3.6(29-NE) /6.3(559.0)  3.6(2.8-NE)

aHER2 Low je definovany ako IHC1+, alebo IHC2+ a ISH-negativny.
CBR, clinical benefit rate; CR, complete response; DOR, duration of response; NE, not evaluable; ORR, objective response rate; PR, partial response; SD, stable disease; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; ISH, in situ hybridization; ITT, intention-to-treat; SG, sacituzumab govitekan; TPC, treatment of physician’s choice.

33



TROPiICS-02: Sacituzumab Govitekan vs LPI
u HR+ HER2-negativheho MBC

= Randomizovana, multicentricka studia fazy Il

Stratifikdcia podla viscerdlnych MTS (dno vs nie), ET pri MBC
> 6 mesiacov (dno vs nie), predosla liecba, pocet linii (2 vs 3-4)

Pacientky s metastatickym / lokdlne

|
| q .
rekurentnym, neresekabilnym HR+/HER2- | Sacituzumab Govitekan
Karcindmom prsnika s progresiou po >1 ET, '/V 10 mg/kg IV D 1 a 8, kazdych 21 dni
taxdanoch a CDK4/6 inhibitore, 2-4 (n=272) Do PD alebo
predoslé linie pre metastatické ochorenie — neprijatelnej
(neo/adjuvantna lie¢ba ako linia - - - . toxicity
chemoterapia ak rekurencia do 12 —~— LieCba podla investigatora (LPI)
mesiacov od skoncenia); meratelné (n=271)
ochorenie podrfa RECIST v1.1 *Capecitabin, vinorelbin, gemcitabin, eribulin
(n=543)
. . n ] 1 i
= Primarny ciel: PFS (BICR) Post hoc analdza podskupin hodnotila

efektivitu u HER2 Low a HER2 IHC 0 podskupin

= Sekundarne ciele: OS, ORR, DoR, CBR
(LIR a BICR), PRO, toxicita

Rugo. Lancet. 2023;402:1423. Tolaney. ASCO 2023. Abstr 1003.



TROPICS-02: PFS a OS podla HER2 IHC stavu

HER2-Low (IHC 1+/IHC 2+/ISH-)* HER2 IHC 0*
100= 100
90— . SG LPI 90
80 BICR analyza RNyt v 80
70= Median PFS, 5.8 4.2 70 BICR analVza G LPI
< 60+ mes. (95% Cl) (4.1-8.4)  (2.8-4.5) < 60- fall (n=101)  (n=116)
<= i - \ Hazard ratio = i - Median PFS, 5.0 34
o 20 : (95% Cl) 0.60 (0.44-0.82) o 20 mes. (95% Cl) (3.9-7.2) (1.8-4.2)
o 40 £ +3G o 409 Hazard ratio 0.70 (0.51-0.98)
307 + LI 307 (95% CI) Shdeatae
20 20
10=- 10=- - )
0 ™ T T T T T T T T T 0 T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Mesiace Mesiace
100= SG ] SG LPI
90- (n=149) (n=134) (n=101) [N
80~ Median0s,  15.4 11.5 Median OS, =~ 13.6 108
70= mes. (95% Cl) (13.5-19.1) (10.1-12.9) mes. (%5%t,c') (12.1-16.0) (9.2-14.2)
i : _ azard ratio )
g 0] BT 75 (057097 S oy 0850063114
8 40- 5 ¥3G 4 +5G
30— + LPI
20
10- : : : : et 1) T
0 1 1 1 -I I- 1 1 1 1 1 1 1 1 0 1 1 1 * 1 : 1 1 1 1 1 1 1 1 1
' BIRe™ 4] A2 Q5 M\E 7| BoDdED36 39 oIEBCRYIMR G MBA2R 4y Bl ket 38

Mesiace Mesiace

*Lokalne hodnotenie tkaniva; 57% pacientok HER2 Low vs 43% s HER2 IHC 0 nadorom.
S. Tolaney. ASCO 2023. Abstr 1003.



HER2-Low a Ultra-Low karcindm prsnika

HER 2 testing by

Circumferential
membrane staining that
is complete, intense, and
in >10% of tumor cells =
(IHC 3+)

No staining is observed
HER2-null or membrane
staining that is incomplete and
is faint/barely perceptible and
in <10% tumor cells = (IHC 0)

HER2-Negative/
ultra-low

validated IHC
assay
Weak to moderate Incomplete membrane
complete membrane staining that is faint/barely
staining in >10% of perceptible and in >10% of
tumor cells = (IHC 2+) tumor cells = (IHC 1+)
|
¥ [ I ] v v
Reflex ISH Reflex
HER2-Positive  |dmm— test ISH test  [r—— HER2-Low
Positive Negative

IHC, immunohistochemistry; ISH, in-situ hybridisation.

Wolff AC, et al. Arch Pathol Lab Med. 2018.



HER2-Low je nestabilny a meniaci sa status

* Viaceré studie potvrdili nestabilitu HER2-Low expresie. Dovod nie je znamy,
zrejme je multifaktorialny: Heterogenita HER2 expresie a biologicky vyvoj

ochorenia su hlavné faktory

HER2-low
(or HER2+)

HERZ2-low

PRIMARY BC

P 1

Tarantino P, et al Eur J Cancer. 2022;163:35-43; Miglietta F, et al. NPJ Breast Cancer. 2021;7(1):137; Bergeron A. et al. USCAP 2022.



Ako definovat HER2 Low karcindm prsnika?

Staticka definicia (akademicka)

HER2 testing by
validated IHC assay

|
[ I I I

No staining is observed HER2-null
Incomplete membrane staining or
staining that is complete, intense, s that is faint/barely perceptible membrane staining that is
and in >10% of tumor meT:r?gfcseﬁ;n:‘?lllirgz;lg% of and in >10% of tumor incomplete and is faint/barely
cells — (IHC 3+) cells — (IHC 1+) perceptible and in <10%

tumor cells — (IHC 0+)

Reflex Reflex
i ISH test ISH test x
HER2-POSITIVE POSITIVE NEGATIVE HER2-NEGATIVE
HER2-positive BC 15%

Bl HER2-positive
M HER2-low
B HER2-negative

Circumferential membrane Weakito moderate complete

HER2-low BC 45%-55%

HER2-negative BC 30%-40%

Dynamicka definicia (z praxe)

HER2-Low status sa meni v ¢ase

Ktora faza je optimalna na definovanie
nadoru ako HER2-Low ?

PRIMARY RE- MOST
TUMOR BIOPSY RECENT
AFTERET BIOPSY

HER2 1+
HER2-0 HER2 0

1

1

1

|

|

BIOPSY OF RE-BIOPSY @
METASTATIC AFTER
RECURRENCE CHEMO
RSP HER2 1+

D



Potrebujeme vlastne HER2-Low expresiu ?

Nedavno prezentované data poukazuju na vyznamnu efektivitu
anti HER2 ADCs aju MBC HER2 IHC O
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Dieras V, et al. Presented at SABCS 2021.



DESTINY-Breast06: Dizajn studie

= Multicentericka, randomizovana studia Fazy Il

Stratifikdacia podla: predosld liecba CDK4/6 inhibitormi, (dno vs nie); HER2 IHC 1+
vs 2+/ISH- vs 0; predosly taxdn pre non metastaticky karcindm (dno vs vs nie)

Pacientky s HR+ MBC a PD po >2 T-DXd
predoslych liniach ET = targetovej liecby / 5.4 mg/kg Q3W
(#iadna CHT) pre MBC*; HER2-Low (IHC 1+, (n = 436) Do PD alebo
alebo 2+/ISH-) alebo HER2-Ultralow 1:1 o L 2 —> neprijatelnej
(IHC" >0 <1+) na zaklade centralneho IHC Liecba podla investigatora (LPI) toxicity
hodnotenia (capecitabin, paclitaxel, nab-paclitaxel)
(n = 866) (n = 430)

*Povolené: 1 predosla linia pre MBC a PD <6 mesiacov od zacatia 1L ET + CDK4/6
inhibitor alebo 1 predosla linia pre MBC a rekurencia <24 mesiacov od zacatia
adjuvantnej ET.

"HER2 IHC >0 definovand ako akykolvek IHC do 10% nadorovych buniek.

= Primarny ciel: PFS (podla BICR) u HER2-Low populacie = Dalsie sekundarne ciele: PFS (podla INV) u HER2 Low
populdcie, ORR a DoR (podla BICR/INV) u HER2 Low

= Hlavné sekundarne ciele: OS u HER2-Low populacie, PFS nopulacie i FFE texiita) Rombliaftia fRROS

(podla BICR) aOS u ITT

Curigliano. ASCO 2024. Abstr LBA1000. NCT04494425.



HER2-Low karcindm prsnika a buducnost
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ESMO Living guidelines, 2023

Patients with ER+/HERZ= MBL

If imminent organ failure

ET+ CDEAMN inhibitor [1, Ajx®

PD ar intolerabla
loxicitias

Somatic mutation testing ( If HER2~=low
[tumour tissue or liquid {ctDMNA)] - - = trastuzumab
Germiine BRCA1/2 testing + PALB2 L deruxecan

Mo risk of organ failure ]

Exemestane + everclirmus? [, B] If PR ICAmt If gesmiling BRCA/PALBZmi
ar fulwesir: EARF inhibitor
Fulvestrant + evaralimus® [, B] [, B; MCBS [I, A&; MCBS 4; ESCAT |-A]=d
*
I PD after several lings of ET * lanjeted therapies
¥

If HER?—8ow
rastuzumab denodssan

ChT or sacilusumab govitecan if not received previously

https://lwww.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline; navstivené — 09/2024.



ESMO living guidelines 2023

Patients with mTNBC

|

Search theragnostic markers

k.

ChT-based therapy (platinum (f)
preferred over taxane) [1, A]

PARP mhibitor-based

Atezolizumab—nab-paclhitaxel [N,
A; MCBS 3] (a, b, d, e) or
Pembrolizumab—ChT [I, A; MCBS
4] (a, c€)

4; ESCAT I-A] (d, €)

therapy
(preferred over ChT) [I, A; MCBS

v ) ¥
PD-L1+ gBRCAmM PD-L1-, gBRCAmM-wild-type
® ® @
[ Imminent organ failure l I No imminent organ failure

! |

Prefemed: Preferred: taxane or
anthracycline—taxane-based anthracycline monotherapy
combination Alternative:

taxane-bevacizumab or

capecitabine-bevacizumab

(preferred) [L, A; MCBS 4]
ChT

Sacituzumab govitecan

(d) or

If HER2-low: Trastuzumab [
deruxtecan [MCBS 4] (d)

ChT: eribulin, capecitabine or
vinorelbine

https://lwww.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline; navstivené — 09/2024.




Na zaklade vysledkov studie DESTINY-Breast 04,
(populacia pacientov s HER2-Low metastatickym karcindmom prsnika)

ESMO pridelila T-DXd na stupnici velkosti klinického prinosu skore 4
(vyznamny klinicky prinos)

ESMO > Guidelines > ESMO-MCBS > ESMO-MCBS for Solid Tumours > ESMO-MCBS Scorecards
Trastuzumab deruxtecan

ESMO-MCBS 4

T-DXd je sucast'ou ESMO odporucani
 pre HR+/HER2- mBC
* pre TNBC mBC

Agent Score

https://lwww.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards/scorecard-351-1; navstivené — 09/2024.
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