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....a la innovacion terapéutica

Approval of anti-MERZ therapeutics
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Mejora de OS en CMM Her2 +

A Overall survival in the whole cohort according to the Year Of Diagnosis (YOD)
Based on Kaplan-Meier estimates - N N L
yop — 2008 — 2010 — 2012 — 2014 — 2016 0s (95% CI)
— 2009 — 2011 — 2013 — 2015 by year of diagnosis of MBC
1.00- 2008 36.4 (34.1-38.7)
2009 37.7 (35.5-40.2)
2010 35.8 (33.8-37.8)
30'75' ;g:‘z 27; (zsgigg) Overall survival in the HER2+ subcohort according to the YOD
= 0. 7.9-43. —Mei i
= ( ) Based on Kaplan-Meier estimates Median OS (5% CI) (months)
3 ‘ 2013 41.3(39.1-43.3) yop — 2008 — 2010 — 2012 — 2014 — 2016 by vear of diagnosis of MBC
8050 2014 39.5(37.2-42.2) ) SO e el vy 9
g 2015 39.4 (37.5-41.8) 1.00+ | 2008 39.1(36.2-46.5) |
a 2016 43.9 (41.7-45.9) 2009 42.1 (38.2-50.8)
0.25- 2010 39.4 (35.9-45.4)
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E 2012 50.8 (45.0-55.5)
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| | | | | | | 2 | 2013 58 0(52.0-68.4) |
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Grinda T, et al. ESMO open 2021
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A F 10
= 9%
s w
[T
rapy plus zumal
a 60 Chemotherspy plus trastuzumab
g s
1998 :é, 20
g a0
g 2
g w0
1995 TRASTUZUMAB £ Y , , : : ,
0 5 10 15 20 2%
Months after Enrollment
No. a7 Rax
Q;mommw % 236 152 &3 15
US 1raSTUZUMS!
Chemotherapy slone 23¢ 103 5 L
The New England
Journal of Medicine
A 1004
Copyright © 2001 by the Massachusetts Medical Society 90+
804
VOLUME 344 MarcH 15, 2001 NUMBER 11 — 704
5 60 Chemotherapy plus trastuzumab
2 501
g 40- Chemotherapy alons
o 30
USE OF CHEMOTHERAPY PLUS A MONOCLONAL ANTIBODY AGAINST HER2 :::
FOR METASTATIC BREAST CANCER THAT OVEREXPRESSES HER2 0 . . . . . . ; ; . .
5 10 15 20 25 30 35 40 45 50
DenNis J. SLAMON, M.D., PH.D., BRIAN LEYLAND-JONES, M.D., STEVEN SHAK, M.D., Hank Fucks, M.D., Months after Enrollment
VIRGINIA PATON, PHARM.D., ALEX BAJAMONDE, PH.D., THOMAS FLEMING, PH.D., WOLFGANG EIERMANN, M.D., No a1 Risk
JANET WOLTER, M.D., MARK PEGRAM, M.D., Jose BASELGA, M.D., AND LARRY NoRTON, M.D.* Ch;'mo(hn - 23 214 192 166 124 1M % 47 1N
us trastuzum;
Chamotherapy alone 231 208 180 138 e 97 76 37 13

March 15, 2001 - N EnglJ Med 2001; 344:783-792
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LAPATINIB

2007

15598

1895 TRASTUZUMAB

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Lapatinib plus Capecitabine
for HER2-Positive Advanced Breast Cancer

Charles E. Geyer, M.D., John Forster, M.Sc., Deborah Lindquist, M.D.,
Stephen Chan, M.D., C. Gilles Romieu, M.D., Tadeusz Pienkowski, M.D., Ph.D.,
Agnieszka Jagiello-Gruszfeld, M.D., John Crown, M.D., Arlene Chan, M.D.,
Bella Kaufman, M.D., Dimosthenis Skarlos, M.D., Mario Campone, M.D.,
Neville Davidson, M.D., Mark Berger, M.D., Cristina Oliva, M.D.,
Stephen D. Rubin, M.D., Steven Stein, M.D., and David Cameron, M.D.

December 28, 2006 - N Engl J Med 2006; 355:2733-2743

2021
—
£ 1004
.5 P<0.001
w
g 80
g \ i v
a 5 Lapatinib plus capecitabine
g €0 " (49 events; median time
3 N to progression, 8.4 mo)
o 40- -
“6 1
g Capecitabine alone .
s 2 (72 events; median time
g to progression, 4.4 mo)
o
E 0 T T T T T T
0 10 20 30 40 50 60
Weeks
No. at Risk
Lapatinib plus 163 96 52 21 10 4 3
capecitabine
Capecitabine alone 161 78 33 14 4 1 0

These investigators participated in EGF100151 study: A. Lluc;J.l. Mayordomo;P. Sdnchez Rovira
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LAPATINIB
EGF30008

A Progression-free Survival

Hazard ratio, 0.68 (95% Cl, 0.58-0.80)
P<0.001

1995 PERTUZUMAB
TRASTUZUMAB CLEOPATRA

Pertuzumab, 284 events

Progression-free Survival (%)
@
3
T

104
Control, 320 events
10 2 30 0 50 6 70 50
Months
No. at Risk
Pertuzumab 402 284 179 121 87 37 6 0 [
Control 406 23 110 75 51 21 6 0 0
The NEW ENGLAND
AL o« MEDICINE A vt
JOURN of CIN -
50+
ESTABLISHED IN 1812 JANUARY 12, 2012 VOL.366 NO.2 g 01
- Lo Pertuzumab, 168 events
£ o
a
Pertuzumab plus Trastuzumab plus Docetaxel 1
f M ta tan. B t C & 30 Cortrol. 221 events
or Metas € breas ancer :z; Hazard ratio, 0.68 (95% 1, 0.56-0.84)
P<0.001
José Baselga, M.D., Ph.D., Javier Cortés, M.D., Sung-Bae Kim, M.D., Seock-Ah Im, M.D., Roberto Hegg, M.D., T r - v - T T )
Young-Hyuck Im, M.D., Laslo Roman, M.D., José Luiz Pedrini, M.D., Tadeusz Pienkowski, M.D., ° 1o w L 40 0 60 0 L
Adam Knott, Ph.D., Emma Clark, M.Sc., Mark C. Benyunes, M.D., Graham Ross, F.F.P.M., Months
and Sandra M. Swain, M.D., for the CLEOPATRA Study Group* No. at Risk
Pertuzumab 402 3 3y 268 226 104 8 1 0
Centrol 406 350 289 30 el 21 3 (] Q

These investigators also participated in CLEOPATRA study: E. Alba Conejo;N. Batista,L. Calvo,E. Ciruelos,M. Gil i Gil,A. Gonzalez,J. Hornedo Muguiro,S. Morales ...
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LAPATINIB

TRASTUZUMAB
EMTANSINE

1995 PERTUZUMAB
TRASTUZUMAB

Progression-free Survival (%)

Median No.  No. of
of Months  Events
Lapatinib-Capecitabine ~ 6.4 304
T-DM1 9.6 265
Stratified hazard ratio, 0.65
(95% Cl, 0.55-0.77)
P<0.001

Lapatinib—capecitabine

| GRS P R S U R RS SO P R R S
4 6 8 10 12 14 16 18 20 22 24 26 28 30

496 404310176129 73 5335 25 14 9 8 5 1 0 O

The NEW ENGLAND
JOURNAL o MEDICINE

495 419 341 236 183 130 101 72 54 44 30 18 9 3 1 0

Months

ESTABLISHED IN 1812 NOVEMBER 8, 2012 VOL. 367 NO. 19

Trastuzumab Emtansine for HER2-Positive Advanced

Breast Cancer

Sunil Verma, M.D., David Miles, M.D., Luca Gianni, M.D., lan E. Krop, M.D., Ph.D., Manfred Welslau, M.D.,
José Baselga, M.D., Ph.D., Mark Pegram, M.D., Do-Youn Oh, M.D., Ph.D., Véronique Diéras, M.D.,
Ellie Guardino, M.D., Ph.D,, Liang Fang, Ph.D., Michael W. Lu, Pharm.D., Steven Olsen, M.D., Ph.D.,

and Kim Blackwell, M.D., for the EMILIA Study Group

78.4% (95% Fl, 74.6-823

Overall Survival (%)

Median No. No. of

5.2% (95% Cl, 82.0-88.5) of Months Events
! Lapatinib-Capecitabine 25.1 182
T-DM1 309 149

$4.7% (95% Cl, 59.3-70.2) Stratified hazard ratio, 0.68
: (95% Cl, 0.55-0.85)
P<0.001
Efficacy stopping boundary,

T-DM1

51.8% (95% Cl, 45.9-57.7)
H Lapatinib-capecitabine

T
6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Months

496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4

495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5

These investigators also participated in EMILIA study: A. Antén, M. Ruiz-Borrego, P. Gdmez Pardo, A. Redondo Sanchez

P=0.0037 or hazard ratio, 0.73
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LAPATINIB

A Physician's choice Trastuzomab
(n=198) emtansine
100 (n=404)
Median PFS 33(2:89-414) 62 (559-6.87)
i w1 s ™" 129
TRASTUZUMAB 5 w0 ol 552 (353 10418 561882000
EMTANSINE .
PERTUZUMAB R
199 TRASTUZUMAB i I
Number at risk
Physi:iar!'s 198 120 62 28 13 6 1 0
nasu,f:::i 404 334 241 114 66 27 12 0
emtansine
A
. . . ' + 100+ — Physician’s chaice
Trastuzumab emtansine versus treatment of physician’s > ™ e ——
Croes ark B0+
choice in patients with previously treated HER2-positive e ™
= 60
. . 3
metastatic breast cancer (TH3RESA): final overall survival HE
T 404
- - g
results from a randomised open-label phase 3 trial e Tt entaie
i:: Median 05 158 months 227 manths
lan E Krop, Sung-Eoe Kim, Antonie Gonzalez Martin, Patricia M LoRusso, fean-Marc Ferrero, Tanja Badovinac-Cmijevic, Silke Hoersch, (9% 0 (135187) g-4275)
Melanie Smitt, Hans Wildiers Numberatrige  © 2 4 6 E 1w 12 14 16 18 20 2z 24 26 2B 30 32 34 36 3B 40
"'éﬁ.f.':f"m"d}m 198 {0} 150 (28) 122(31) 107 (33) Bo(34) &6 (36) 59(37) 39 45) 16 (68) 1{30) a
Trastunsmab emtansine 404 (0} 368(17) 3ni29) 2B0(35) 226 (43) 192 (44) 167 (45) 132 (66} 54 (138) 12(172) a
Lancet Oncol 2017; 18: 743-54

Others investigators also participated THERESA study: Martinez del Prado P.
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2007

TRASTUZUMAE - -
1998 EMTANSINE Dual-blockade with trastuzumab, pertuzumab and taxanes is

the treatment of choice in the frst-line setting following the
results of phase IIl CLEOPATRA trial

1995 PERTUZUMAE

The same HER?2 targeting agent should continue beyond
progression through subsequent lines of treatment

Clinical and Translational Oncology (2019) 21:31-45
hitps://dol.org/10.1007/51 2094-01 8-02010-w

CLINICAL GUIDES IN ONCOLOGY T-DM1 is the recommended regimen for second-line therapy,
as in the phase Il EMILIA trial.

SEOM clinical guidelines in advanced and recurrent breast cancer

(2018) ..
T-DM1 demonstrated superiority over treatment of

J.1. Chacén Lopez-Mufiz'2 [ - L. de la Cruz Merino® - ). Gavila Gregori® - E. Martinez Duefias® - M. Oliveira® - physicia n’s choice in third and later lines in phase 11
M. A. Sequi Palmer” - I. Alvarez Lépez® - 5. Antolin Novoa® - M. Bellet Ezquerra'® - 5. Lépez-Tarruella Cobo™' .
TH3RESA trial

Recelved: 3 December 2018 / Accepted: 5 Decembeer 2018 / Published online: 8 January 2019
@ The Author(s) 2019
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Targeted Therapies for HER2+ Breast Cancer

HER2-Targeted mAbs HER2-Targeted ADCs
Trastuzumab Pertuzumab T-DM1
Margetuximab = = T-DXd

HER3 Trastuzumab

duocarmazine

hsp90
- Lapatinib MK-IZOE:l BKM120 inhi'I:itur
HER2-Targeted — Neratinib PI3K - e——
TKIs  +Tucatinib | FBEZ235 1 T-DM1
AKT F—hsp90 T-DXd
| Everolimus {r? Breakdown ~ Trastuzumab
mToR | o™ of HER2 duocarmazine

I Temsirolimus

Endosome

T-DM1
DDA T-DXd

Trastuzumab
duocarmazine

Gajria. Expert Rev Anticancer Ther. 2011;11:263.
Pernas S. Ther Adv Med Oncol. 2019.
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2017, 2020 2021

2007

TRASTUZUMAE
1998 EMTANSINE

1095 PERTUZUMAB
TRASTUZUMAB

DESTINY-Breast03: Trastuzumab Deruxtecan vs
T-DM1 as Second-line Therapy

The NEW ENGLAND JOURNAL of MEDICINE = Randomized, multicenter, open-label phase Il study

Stratification by HR status, prior treatment with
pertuzumab, history of visceral disease

ORIGINAL ARTICLE

H Trastuzumab Deruxtecan
Patients with unresectable or 5.4 mg/kg Q3W
metastatic HER2+ breast cancer {n=261) Median Follow-up
Tr astuzumab Deruxtecan versus previously treated with T-DXd: 16.2 mo
Trastuzumab Emtansine for Breast Cancer trastuzumab + taxane in N\ Trastuzumab Emtansine T-DM1: 153 mo
advanced/metastatic setting 3.6 mg/kg Q3W
J. Cortés, S.-B. Kim, W.-P. Chung, S.-A. Im, Y.H. Park, R. Hegg, M.H. Kim, (N=524) (n=263)
L.-M. Tseng, V. Petry, C.-F. Chung, H. Iwata, E. Hamilton, G. Curigliano, B. Xu,
C.-S. Huang, J.H. Kim, J.W.Y. Chiu, J.L. Pedrini, C. Lee, Y. Liu, J. Cathcart, E. Bako, = Primary endpoint: PFS by BICR = Interim PFS analysis data cutoff:
S. Verma, and S.A. Hurvitz, for the DESTINY-Breast03 Trial Investigators™ May 21, 2021
= Secondary endpoints: OS (key), ORR
N Engl J Med 2022; 386:1143-1154 (BICR and investigator), DoR (BICR), = |IDMC recommendation to unblind
PFS (investigator), safety study on July 30, 2021

Investigators also participated in the DESTINY-Breast03 stuc!y: F. Salvador Bofill,C. Saura Manich,A. Prat ,I. Delgado Mingorance,J.M. Perez Garcia,E. Nogales Fernandez,E.
Ciruelos,M. Fernandez Abad,M. Gil i Gil,L. Garcia Estevez,J.A. Garcia Saenz,M.J. Bermejo Perez,S. Lopez-Tarruella Cobo,J. Cruz Jurado,S. Antolin Novoa
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A
100 d T
S Median, months (95% Cl) ~ 28-8 (22:4-37-9) 6.8 (5-6-82) A
2 8o HR (95% Cl) 033(0-26-0-43) Trastuzumab deruxtecan (n=243)
3 Nominal p value <0:0001 . 1004
3 &)
g . o 80
S 604 £
E & 60
Hl £
0
3 40 g
£ g 20
s g
s s
3 0] + censor s ° wnm"mm
2 —— Trastuzumab deruxtecan (n = 261) 5 20|
& —— Trastuzumab emtansine (n = 263) § s
0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T s
0 12 3 45 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 2 -60-
5
Number at risk S g0
Trastuzumab 261256 250244240 225 216 207 205 191 176 173 167 154 146 140134 131 130 125 123 117 113107 99 96 90 82 73 64 55 41 32 28 23 20 1813 7 5 4 2 1 0 ]
deruxtecan 2 100
Trastuzumab 263753 01164156134 111 99 96 81 69 67 63 58 54 5149 49 47 47 42 4139 3736 322827 2191514 8 7 6 4 2 22 1 1 1 1 1 1 0
emtansine B 9
Trastuzumab emtansine (n=228)
1004
&
@ 80+
B £
6l
100 2
§ 40
I3
£ 804 g
2 5 0
3 S
5 60 “g' 20
< 2 40|
2 £
g a0 & -60
= 2
§ S _go
3 204 Median, months (95%Cl)  NR (40-5-NE) NR (34-0-NE) B
HR (95% Cl) 064 (0-47-087) 2 _100
palue 00037 Patients
S S s e e S S SO S A S S O o A S S St St SRS S L S Sy
123 456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47
Nomber at risk Time since randomisation (months)
Trastuzumab 261256 256 255 254 251249244 243 241238 236 236 236 231 224218 213 211206 201 200196 193187182 173 156 142124109 91 73 64 51 44 38 30 2218 11 9 7 6 1 1 1 0
deruxtecan
Trastuzumab 263 257 252248243242 237 233 232 227 224 217 211 203199197 191186 183 179 172169 167164164158 140129 117106 90 70 59 45 4138 27 2015 8 7 4 3 3 1 1 0
emtansine

Cortes J, V N Engl J Med 2022; 386:1143-1154
Hurvitz SA, Lancet. 2023 Jan 14;401(10371):105-117.
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E INNOVACION TERAPEUTICA Safety Outcome (n=257) {n=261)
Any drug-related TEAE, n (%) 252 (98.1) 226 (86.6)
* Grade 23 116(45.1) 104 (39.8)
= Serious 28 (10.9) 16 (6.1)
Drug-related TEAE associated
with, n (%)
5 Related TEAE in 220% of Patients. % T-DXd (n = 257) T-DM1 (n = 261) = Discontinuation 33 (12.8) 13 (5.0)
Tug-he n o ents, T o a a2 = | » Dose reduction 55(21.4 33(12.6
Any Grade Grade =3 Any Grade Grade =3 * Outcome of death 0{{0} ) 0[{0} )
Blood/lymphatic system disorders Median treatment duration,
= Neutropenia 110 (42.8) 49 (19.1) 29(11.1) 8(3.1) ol 14.3(0.7-29.8) 6.9(0.7-25.1)
* Anemia _ 78(30.4) 15(5.8) 37(14.2) 11(4.2) *  Most common TEAEs associated with treatment
= Leukopenia 77 (30.0) 17 (6.6) 20 (7.7) 1(0.4) discontinuation
= Thrombocytopenia 64 (24.9) 18 (7.0) 135 (51.7) 65 (24.9) _ T-DXd: ILD/pneumonitis (3.2%)
Gastrointestinal disorders — T-DM1: thrombocytopenia (2.7%)
s 187 (72.8) 17 (6.6) 72 (27.6) 1(0.4) = Most common TEAEs associated with dose reduction
= Vomiting e 4(1.6) o 1(0.4) —  T-DXd: nausea [6.2%) and neutropenia (2.5%)
= Diarrhea 61 (23.7) 1(0.4) 10 (3.8) 1(0.4) ’ ) ) P )
» Constipation 58 (22.6) 0 25 (9.6) 0 - oLt dhg_”;;ﬂzﬁfe”'a [4.2%) and ALT and AST
Fatigue 115 (44.7) 13(5.1) 77(29.5) 2(0.8)
AST increased 60 (23.3) 2(0.8) 97 (37.2) 13 (5.0}
ALT increased 50(19.5) 4(1.6) 71(27.2) 12 (4.6) T-Oxd TDM1L
AE of Special Interest, n (% - —
Decreased appetite 67 (26.1) 3(1.2) 33 (12.6) D pecial Interest, n (%) (n = 257) (n =261}
Alopecia 93 (36.2) 1(0.9) 6(2.3) 0 E”(‘f;;'ftfd ILD/pneumonitis 2; E;UY;]S] i Hg%
* Grade 2 18 (7.0) 1(0.4)
= Grade 3 2 (0.8) 0
LVEF decrease 7(2.7) 1(0.4)
= Grade 1 1(0.4) 0
* Grade 2 6(2.3) 1(0.4)
Cortes J, V N Engl J Med 2022; 386:1143-1154 » Grade 3 0 0

Hurvitz SA, Lancet. 2023 Jan 14;401(10371):105-117.
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! ESTABLISHED IN 1812 FEBRUARY 13, 2020 VOL. 382 NO.7

Tucatinib, Trastuzumab, and Capecitabine for HER2-Positive

N Engl J Med. 2020 Feb 13;382(7):597-609.

o B
NERATINIB

2017, 2020
2019 2

LAPATINIB

TRASTUZUMAB
EMTANSINE

PERTUZUMAB

TRASTUZUMAB

HER2CLIMB: Tucatinib + Trastuzumab + Capecitabine in
Previously Treated HER2-Positive MBC

®* Randomized, double-blind, placebo-controlled, active comparator phase Il trial
21-day cycles
+

. . Tucatinib 300 mg PO BID +
Patients with HER2+ MBC; Trastuzumab & mg/kg Q3W (loading dose: 8 mg/kg C1D1) +
/ Capecitabine 1000 mg/m? PO BID on Days 1-14

prior trastuzumab, pertuzumab,

and T-DM1; ECOG PS 0/1; (n=410)
H *
brain mefs allowed \ Placebo PO BID +
(N=612) Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +
*Including previcusly treated stable mets, untreated Capeu'hlﬂ'ne 1000 mg/m1 PO BID on Days 1-14

mets not needing immediate local therapy, and
previously treated progressing mets not needing
immediate local therapy.

= Primary endpoint: PFS (RECIST v 1.1 by BICR) = Secondary endpoints (total population):
among first 480 randomized patients 0S, PFS in patients with brain mets, ORR in
patients with measurable disease, safety in
patients who received =1 dose of study tx

{n=202)

These investigators also participated in HER2-CLIMB study: N. Ferrer Tur,P. Palacio Ozore,M. Mufioz Mateu,E. Ciruelos Gil,R. Conejero, A. Lopez

Gonzalez,S. Gonzalez,A. Llombart Cussac,S. Lopez-Tarruella
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HER2CLIMB: PFS (Primary Endpoint Population)

1007 Events, Median PFS, 1-Yr PFS,
€ n/N Mo (95% Cl) % (95% CI)
l%‘gg 204 Tucatinib + Trastuzumab/Cape 178/320 7.8(7.5-9.6) 33 (27-40)
g"g' Placebo + Trastuzumab/Cape 97/160 5.6 (4.2-7.1) 12 (6-21)
]
E g 60 - HR: 0.54 (95% Cl: 0.42-0.71; P <.001)
: g 46% reduction in risk of disease progression
2a go0d 463%
< @
2§
c . .
§2 20 HER2CLIMB: OS (Total Population)
[
a 12.3% _
0 . ; . ; . . X . . . . . 100- Events, Maedian OS, 2-Yr 0S,
0 3 6 9 12 15 18 21 24 27 30 33 36 n/N Mo (95%Cl) % (95%cl)
Mo Since Randomization Tucatinib + Trastuzumab/Cape 130/410 21.9 (18.3-31.0) 45 (37-53)
Patients at Risk, n = 801 75.5% Placebo + Trastuzumab/Cape 85/202 17.4(13.6-19.9) 27 (16-39)
Tucatinib Arm 320 235 152 98 40 29 15 10 8 4 2 1 0 = o
Placebo Arm 160 94 45 27 6 4 2 1 1 0 0 0 O 2 60 62.4 HR: 0.66 (95% CI: 0.50-0.88; P=.005)
= 34% reduction in risk of death
g 404
®
a
204
0

0 3 6 9 12 15 18 21 24 27 30 33 36

Mo Since Randomization
Patients at Risk, n
Tucatinib Arm 410 388 322 245 178 123 80 51 34 20 10 4 0
Placebo Arm 202 191 160 119 77 48 32 19 7 5 2 1 0

Murthy RK, N Engl J Med. 2020 Feb 13;382(7):597-609.
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. . . .
HER2CLIMB: OS in All Patients With Brain Metastases
0S: Patients With Brain Metastases Tucatinib + Placebo +
1.0 1Y¥r 2 ¥r TrastuzumabfCape  Trastuzumab/Cape
Events/total 118/198 71/93
0.8 70.0% HR [95% CI) 0,600 (0.444-0 811; P= DOD7E)
Fy 3 Median O, ma (853 CI) 216 (181-285) 125(11.216.9)
3 0.64
-g L“‘LH‘M 48.5%
-] T
E 0.4 SOM Tucatinib + Trastuzumab/Cape
8 0.21
25.1% Placebo + Trastuzumab,/Cape
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Mo
Tucatinib+ 393 183 166 147 131 118 105 92 68 54 36 22 14 9 B 6 2
Trastuzumab/Cape
Placebo+ 93 87 76 66 46 40 34 26 17 11 € 5 4 3 0 0 0
Trastuzumab/Cape
0S: Patients With Active Brain Metastases 0S: Patients With Treated/Stable Brain Metastases
Tucatinib + Placebo + Tucatinib + Placebo +
Trastuzumab/Cape  Trastuzumah/Cape Trastuzumab/Cape  Trastuzumab/Cape
Events/total 75/118 45/56 Ewvents/total 43/80 5/37
HR (953 CI} 0.524 (0.256-0.774; P = .00087) HR (95% C1) 0.695 (0.416-1.160; P = .16223)
medizn 0s, mo {85%Cl) 214 (1B.1-28.9) 118 (10.3-15.2) Medisn 05, mo (55% CI) 216 {15.3-42.4] 16.4 {10.6-21.8)
1o ivr 2¥r 10 1yYr 2¥r
0.5 707% 0.8+ 69.1%
£ os \\"‘a» £ o5 H\L‘H‘“ Tucatinib +
5 U0 48.9% z U 47.8%
'E Tucatinib + g i, Trastuzumab/Cape
& 0.4 Trastuzumab/Cape & 0.4 :
g 46.4% 3 ., u .
0.2+ T — 0.2+ 31.0%
21.4% Placebo + Trastuzumab/Cape
Placebo + Trastuzumab/Cape
it+—-rTrTT+""TT""T"T""T"T7T1 it+—-TTT"+T"T T T"T"TT°7T
0 3 & ©§ 12 15 18 21 24 27 30 33 356 30 42 45 48 0 3 6 © 12 15 18 21 24 27 30 33 35 3% 42 45 43
. Mo Mo
Tucatinib +
Trastuzumab/Cape 118 111 102 92 81 73 &7 56 42 33 21 16 9 6 5 5 1 8 72 64 55 50 45 38 36 26 21 15 6 5 3 3 1 1
Placebo +

. Trastuzi b/Ca 56 54 46 39 26 22 18 12 9 & 4 3 2 1 0 0 O 37 33 30 27 20 18 16 14 B 5 2 2 2 2 0 O O
Lin. SABCS 2021. Abstr PD4.04, o meee =
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HER2CLIMB: Safety

Most Common AEs (>20% for Tucatinib)

Frequency (%)
P 7 P

Diarrhea PPE MNausea Fatigue Vomiting Stomatitis Appetite  Headache
Syndrome Decreased

TUC + Tras + Cape
Pbo + Tras + Cape

Murthy RK, N Engl J Med. 2020 Feb 13;382(7):597-609.
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EVIDENCE BLOCKS FOR SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE

HR-Positive or -Negative and HER2-Positive

First-line therapy

Pertuzumab/trastuzumab/docetaxel

Pertuzumab/trastuzumab/paclitaxel

Second-line therapy

Fam-trastuzumab deruxtecan-nxki

Third-line therapy

Tucatinib/trastuzumab/capecitabine

Ado-trastuzumab emtansine (T-DM1)

Fourth-line and beyond

Trastuzumab/paclitaxel/carboplatin

Trastuzumab/paclitaxel

Trastuzumab/docetaxel

Trastuzumabl/vinorelbine

Trastuzumab/capecitabine

Lapatinib/capecitabine

Trastuzumab/lapatinib (without cytotoxic therapy)

Trastuzumab/other agents

Neratinib/capecitabine

Margetuximab-cmkb + chemotherapy (capecitabine, eribulin, gemcitabine, or vinorelbine)

L alll 5

Note: For more information regarding the categories and definitions used for the NCCN Evidence Blocks™, see page EB-1.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 4.2023, 03/23/23 © 2023 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Evidence Blocks™, NCCN Guidelines®, and this illustration may not be reproduced in any form without the express written permission of NCCN.

The NCCN Evidence Blocks™ are subject to certain U.S. and foreign patents. Each approved use of the design of the NCCN Evidence Blocks™ requires the written approval of NCCN. Visit www.nccn.ora/patents for current list of applicable patents.
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e HER2+ M icB C :
| + IVietastatic Breast Cancer:
3 > First- Through Third-Line Treatment
¥ AGO++
“AGOe. V. Unsuitable for CTx/ ETx + Tz + P2415 AGO++ Cap + Tz + Tuc56
In der DGGG 6 V: patient’s preference? Tz + Lap®™
sowie - AGO+
in der DKG eV T-DXd'7.18
De novo metastatic =
Guidelines Breast AGO+
Version 2023.10 After Tz (neo)adjuvant CTxb + |___AGO++ 2 T-DM1%4
TFI >6 mo't Tz + Pz'2 Ao
Cap + Tras™!
After Tz (neo)adjuvant s
< 16 i 17,18 =
TFI <6 mo T-DXd ‘ Cap + Lap’®
After Tz + Pz (neo)adjuvant 1748 AGO++ m | AGo+
TFI >6-12 mo T-Dxd Cap + Ner®
: O AGO+
After Tz + Pz (neo)adjuvant Cap+Tz+ =] | Al + Tz + Pzd.12
TFl <6-12 mo Tuct 56 O
d AGO+ Tz + Lape. 13,14
After Tz, Pz + T-DM1 ” o Q
(neo)adjuvant TFI >6-12 mo ap+ Iz + =1 | 460
www.ago-online.de Tucs® = - Abe + Tz + Ful'
,g After Tz, Pz + T-DM1 et |
s by (neo)adjuvant TF| <6-12 mo
i Abe, abemaciclib; Al, ; Cap, cap bine; CTX, ch py: ETx, endocrine therapy: Ful, fulvestrant; HR, hormone receptor; Lap, lapatinib; mo, months; Ner, neratinib
(not registered in MBC in the EMA region); Pz, pertu b; T-DM1, tr mab em ine; T-DXd, mab der : TFI, treatment-free interval; Tuc, tucatinib; Tz, trastuzumab.,
(a)No overall survival beneﬁ_l. ider i ion ch herapy; (b)D | (++), paclitaxel (++) or nab-paclitaxel (+); (c)Only after T-DM1; (d)Only if HR pos; (e)Only if HR neg.
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First-line therapy First-line therapy
For patients with newly For patients with disease
relapse after

Docetaxel, trastuzumab and
pertuzumab T-DXd
If there is not availability of T-DXd: T-DM1

For patients with baseline pulmonary
comorbidity, T-DM1

Replacing docetaxel with paclitaxel or
vinorelbine may be considered in
certain circumstances

patients with
receptor-positive and low risk*that want
to avoid chemotherapy:
Combination of an aromatase inhibitors
and trastuzumab or lapatinib

* low-risk patients (L., patients without visceral disease]

— Trastuzumab plus pertuzumab in
combination with a taxane

Progression during or within six months:

Progression six months or longer:

Second-line therapy

Several studies have shown that there is a benefit in continu-
ing with second-line anti-HER?2 therapy, after progression
during or following first-line treatment with trastuzumab [I,
A]. Based on Destiny-Breast03 trial for patients who experi-
ence disease progression following a trastuzumab-containing
regimen, T-DXd is the preferred second-line option for this
population ([I, A] [43].

Third-line and further therapy

For patients who experience disease progression follow-
ing a trastuzumab-containing regimen in the metastatic set-
ting, options include T-DXd (preferred regimen), TDM-1,
continuation of trastuzumab with a different chemotherapy

partner, tucatinib—capecitabine—trastuzumab or a tyrosine
kinase-based combination, and anti-HER?2 agents plus endo-
crine therapy in ER-positive/HER2-positive.
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What treatment options are available in your country for 3L
treatment of HER2+ MBC?

Lapatinib + capecitabine
===

22%

20% | Trastuzumab + chemotherapy
| |

Trastuzumab deruxtecan

‘ 17%
N

Ado-trastuzumab emtansine

l 16%
 ——

ESESMVIO BREAST CANCER
Tucatinib + trastuzumab + capecitabine S

—— eI CERMANY
LARLERL i

16%

Neratinib + capecitabine
|

5%

Margetuximab + chemotherapy
=
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ATk Cancer de mama metastasico Her2 positivo
Cuestiones pendientes

v'Investigar mecanismos de resistencia de tratamientos disponibles
v'"Mejor secuencia terapéutica

v'Identificar biomarcadores para mejor seleccion de pacientes
v'Desescalada en pacientes respondedoras

v'Nuevos farmacos y nuevas combinaciones

v'Futuro enfermedad precoz HER 2+

v'"Manejo enfermedad SNC
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2019
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