Antibody
drug
conjugates




Hvad betyder de nye ADC’er for
behandlingen af brystkraeft?

HER2-targeterede ADC-er
e TDM1 til HER2+
e TDXd til HER2+ og HER2low

TROP2-targeterede ADC-er
* Sacituzumab Govitecan til TNBC og ER+ MBC
e Datopotamab Deruxtecan — under udvikling — protokol
i DK

ADC-er under udvikling mod nye targets?

Fremtiden



TDM1 (Trastuzumab Emtansine): Prototypen

Classical ADC Antibody-drug
- conjugate (ADC)
mode of action (/

ADC binding to ‘{“

HER2 receptor

Drug payload
/ g pay

Internalization
by endocytosis

Cytotoxic effect
induced by drug payload

Nakasa T Chem Pharm Bull 2019

Rinnerthaler, Int. J. Mol. Sci. 2019




Emilia: TDM1 vs. lapatinib—capecitabine

Median No. No. of
100+ 5.2% (95% Cl, 82.0-88.5) of Months Events
| ! Lapatinib—Capecitabine 25.1 182
T-DM1 30.9 149
804
= 64.7% (95% Cl, 59.3-70.2) Stratified hazard ratio, 0.68
B : : (95% Cl, 0.55-0.85)
T 604 78.4% (95% Cl, 74.6-82.3) T.OM1 P<0.001
= : Efficacy stopping boundary,
a ' P=0.0037 or hazard ratio, 0.73
§ 401 : 51.8% (95% Cl, 45.9-57.7)
3 ' Lapatinib—capecitabine
20
0 T T T T T ; T T T T T i 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
Months
No. at Risk
Lapatinib— 496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4
capecitabine
T-DM1 495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 S

N EnglJ Med 2012; 367:1783-1791
DOI: 10.1056/NEJM0al1209124

All-grade AE, n (%)

Grade 23 AE, n (%)

AEs leading to treatment discontinuation
(for any study drug), n (%)

AEs leading to death on treatment, n (%)"
Cardiac dysfunction AEs,* n (%)

All grades
Grade 3

LVEF <50% band 215-point decrease from
baseline, %

Cap + Lap T-DM1

(n=488) (n=490)
477 (97.7) 470 (95.9)
278(57.0) 200 (40.8)

52 (10.7) 29(5.9)

5(1.0) 1(0.2)
15 (3.1) 9 (1.8)
2(0.4) 1{0.2)
7 (1.6) 8(1.7)




Emilia: TDM1 vs. lapatinib—capecitabine

Cap + Lap T-DM1

ian No. o. of
100+ 85.2% (95% ?I, 82.0-88.5) Goaliele-cinaiiing h:fgglg:lnt:s E‘v&r;ts ‘n=488) (n=4m)
& 1 64.7% (95% C1, 59.3-702) T-DMIStratifnzighazard ratio, OIZZ a7 7.7 370(959)
9 1 ' % Cl, 0.55-0.8
3 e raa% o550 61, 74680 R /v 278(57.0) 200 (40.8)
g i Efficacy stopping bounda
§ 40j | 51.8% (95% (i:l, 45.9-57.7 52 (10 7) 29 (59)
“1 5 . pend eatment, n (%)" 5(1.0) 1(0.2)
15 (3.1) 9(1.8)
No. at Rbisk 2 [04) 1 (02)
Lapatinib—
i IR LVEF <50%band 215-point decrease from
baseline, % 7(1.6) 8(1.7)

N Engl J Med 2012; 367:1783-1791
DOI: 10.1056/NEJM0al1209124



KATHERINE: T-DM1 superior to Trastuzumab for HER2+ Residual Disease

nval Rate (%)
&

» Canvally ccnfrmed HER2 cosiive breas! canoar

» CT1-4NO-3M0 at presentation (cT12-bN) exchuded) 0

* Received necadjuvart therapy conssting of /
- Minimum of 6 cydes of chematherapy — ‘\\
= Mnimum of 9 weeks of tacare+ rashzumad .

» Patroboge residual mvasie tumor n breast or axils

6 mgkg IV Q3W

14 oycles

Marianne Trial:

Kristine Trial:

N Engl J Med 2019; 380:617-62
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Chemo superior to TDM1 for pCR
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crboplatn, and emtaraine
trastvaumab phas P pertueumab

PRe—

Perez, € et al; Cancer 2019; Murvitz S et al, Lancet 2018; Metzger Fitho O, et 8l J Oin Oncol. 2019;37(15_suppl):502-502.

T-DM1+ P has no pCR benefit
In heterogenous HER2+ EBC

Pathologic Complete Response
Residual Cancer Burden Class 0
P<.001

ne16 et




KATHERINE: T-DM1 superior to Trastuzumab for HER2+ Resi

Kristine Trial: T-DM1+ P has no pCR benefit

Marianne Trial:
TDM1 not superior to TH Chemo superior to TDM1 for pCR In heterogenous HER2+ EBC
1. linje? Neo-adjuverende?
- _omowsmaa T Pathoioge: Complete Response
Wbor 03 e W W 19] stathed twc sded p-0.026° Resdual Cancer Burden Class 0
- ARG - A% . o P<. 001
St 40 VN C1  TON1 “3“::5: i 204 80% | _‘
N Engl J Med 2019; 380:617-62 ie i o 60%
i “ g 40%
— T 40+
e § 20%
. Ol  RMee  MMes  Wlees  @Venss  MVeew  2Mers S 204 o
wnw m  m M m® "
s w0 - = m m o ° et - - Heterogeneous  Non-Heterogenous
o st (n=16) (n=141)

Perez, € et al; Cancer 2019; Murvitz S et al, Lancet 2018; Metzger Filho O, et ol J Oin Oncol. 2019;37(15_suppl):502-502.




Trastuzumab Deruxtecan (T-DXd): Next Generation HER2 ADC
Characteristic Differences Between T-DXd and T-DM1

HER2 Targeting ADCs with similar mAB Backbone

deruxtecan emtansine

(T-DXd) lopaistrarage | Payload MoA Anti-microtubule (T-DM1)

inhibitor
%w "2 ~8:1 Drug-to-antibody ratio ~3.5:1 ‘\“ ""
‘an Yes linker? No
:I I:
Evidence of bystander
Lo anti-tumor effect? il

Tumor-selective cleavable

1. Nakada T ot al. Cham Phanm Bul (Tokyo), 2019:67:173-85. 2, Ogitani ¥ et al. Chn Cencar Res. 2016:22:5087-108. 3. Traill PA el al. Phermacal Ther. 201818112642
4. Ogilani ¥ &l 8l Cancer Sei. 2016;107:1030-46. 5. LaRussa PM et al. Clin Cancer Res. 2011,17:6437-47. Cortes, J et al. ESMO 2021



MOA

Rinnerthaler,
Int. J. Mol.

Sci. 2019

Classical ADC Antibody-drug Bystander killing effect
mode of action ef conjugate (ADC)

Crug payload
P q pay

Release of drug payload from the antibody
after antigen binding before internalization

Release of drug payload into the
intercellular space due to a high
drug membrane permeability

ADC binding to
HER2 receptor

Internalization
by endocytosis

Drug payload release after linker
cleavage by lysosomal enzymes

A high drug-to-antibody ratio
increases antitumoral efficacy

despite a low HER2 antigen
density on tumor cells

Cytotoxic effect
induced by drug payload



Destiny-01, fase Il, mediant 6 tidligere behandlinger
for HER2-positiv sygdom, alle TDM1

ILD N %
ORR: 62% (54,5-69,0) G1 7 3.8
Z ZZ___Ih_,m“"m"m"m“"m“ G2 16 8.7
gy i
G4 0 0
i G5 5 2.7

Efter 26.5 maneders follow-up

Vs.

mPFS: 19.4 (95% Cl, 14,1-25)
mOS: 29.1 (95% Cl, 24.6-36.1)

N Engl J Med 2020; 382:610-621 DOI: 10.1056/NEJM0a1914510,
Saura et al. ESMO 2021



Destiny-01, fase Il, mediant 6 tidligere behandlinger
for HER2-positiv sygdom, alle TDM1

%
3.8
8.7
0.5

2.7

»5 rollow-up

WPrS: 19.4 (95% Cl, 14,1-25)
mOS: 29.1 (95% Cl, 24.6-36.1)

N Engl J Med 2020; 382:610-621 DOI: 10.1056/NEJM0a1914510,
Saura et al. ESMO 2021



DESTINY-Breast02
Randomized phase 3, open-label, multicenter study (NCT03523585)

T-DXd : :
Primary endpoint
Key eligibility criteria® 3.4 mglkg Q3W PFS (BICR)

Centrally confirmed HER2-positive (IHC 3+ or (n = 406) Key secondary endpoint
IHC 2+/ISH+)unresectable or metastatic breast cancer + QS

Documented radiographic progression after most recent Secondary endpoints
treatment ORR (BICRP)
Previously treated with T-DM1 TPC DoR (BICRF¥)
e PEFS (investigator)
* Trastuzumab / Capecitabine - Safety
Stratification factors .o Exploratory endpoints

Hormone receptor status * Lapatinib / Capecitabine + CBR (BICR?)
Prior treatment with pertuzumab (n =202) - PFS2c (investigator)
History of visceral disease

At data cutoff (June 30, 2022), the median duration of follow-up? was: Prior therapy for MBC:

+ 21.5 months (range, 0.1-45.6 months) in the T-DXd arm

o . .
« 18.6 months (range, 0-45.7 months) in the TPC arm 100% received prior trastuzumab

100% received prior T-DMA1
78% received prior pertuzumab
6% received HER2 TKI
Median lines of prior tx: 2

Kron | SABC 2022



DESTINY-Breast02: Efficacy endpoints

Primary Endpoint: PFS by BICR Key Secondary Endpoint: OS

100 #Hskeg, ) )
° oy T-DXd: B9.4% (35% C, B5.992.1)

LY Efter ca. 20 maneders follow-up o TPCT4T% 95% L, 67 4404)
" L e JPCTATS 540, 40
5 “‘*-.._E mPFS: 17.8 vs 6.9 mdr. K S
= : - B0 Y
3w HR.: 0.3 (95% Cl, 0.28-0.45) £ 4 Tk 5% (05% O, 607707

- . o e 2 - TRC: 54.3% (95% C), 46.3615)
T-Oe: 62.3% (95°% 01, 57047.1) 2 |y -
nE_ E ““'t TRC: 27.2% (35% C1,2 ety . : e |
— i e E &0 1 t
§ o _ A T ; T e ™
= | e T-D0X: 42.2% (95% C1, 36 547.0) T I e e
@ ' MNeay G195 5076216 2 | : My e
® : e PO e x I I . :
EI 401 . | 1 .#h_'L..h____ EIIJ] I I o o )
" | l s , = ' 3
2 W, | g : Efter ca. 20 maneders follow-up
1 , | 204 I
- o - | \ | 6 ! mOS: 39.2 vs 26.5 mdr.
¥ ! |
. T{Ndjn= .

S i : t HR.: 0.66 (95% Cl, 0.50-0.86)

u.| : : I:I-'|'|'.''TF'r':H:I.='|2|:'I2:I'""I"""III"I'I|'|"'||'|""I'I"""I
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Palients sl a ik Time, months Pafients sl at risk Time, months
T-Chid (408) 406400 7 60 BE T ME TR B0 TN I MO T I A R LB DO B R B M E O BN T R NEUNNEL 4T 1100 - (A06) 408 04 40 350385 3 304 36 36T 360 350346 1 317 30 298 M 7 25 P 208 B TR RN Z M R IR M O M BB WWE B I 111 0
TORE MEWEMEN M eI T RN AT I 0B EE 33322200711 1118 TPC () 202160 16T B2 T 1671667 TS 2 G A B AT DI 5 BTG T2 B N S BUTAHB BRI LTS 43110

Adjudicated as Drug-related ILD*

Grade 2 Grade 3
T-DXd (n = 404) 11 (2.7) 26 (6.4) 3(0.7) 0 2 (0.5) 42 (10.4)
TPC (n = 195) 0 0 1(0.5) 0 0 1(0.5)

Krop |, SABC 2022



Destiny-03, fase lll, 2 linje — alle tidl. behandlet med

trastuzumab + taxan

Patients

Unresectable or metastatic HER2-positive
breast cancer

Previously treated with trastuzumab and
taxane in advanced/metastatic setting
Progression during or <6 months after
completing adjuvant therapy involving
trastuzumab and taxane

Median study follow-up
+ T-DXd arm: 28.4 months (range, 0.0-46.9 months)
« T-DM1 arm: 26.5 months (range, 0.0-45.0 months)

T-DXd
5.4 mg/kg Q3W
(n = 261)

T-DM1
3.6 mg/kg Q3W
(n = 263)

Prior therapy for MBC:
100% received prior trastuzumab
~60% received prior pertuzumab

~15% received other HER2 Tx

Median lines of prior tx: 2

One line of Tx: ~40%

Primary endpoint
« PFS (BICR)

Key secondary endpoint
« OS

Secondary endpoints

- ORR (BICR and
investigator)

- DOR (BICR)

* PFS (investigator)

« Safety

3HER2 IHC3+ or IHC2+/ISH+ based on central confirmation. "Progression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane Hurvitz S, SABC 2022




Updated Primary Endpoint: PFS by BICR

100 mPFS was ~4X longer for T-DXd compared with T-DM1 Median 28.8 6.8
> (95% Cl),  (22.4-37.9)  (5.6-8.2)
%‘ - T-DXd: 75.2% (95% Cl, 69.3-80 2) months
% 80 — -LS; T-DM1: 33.9% (95% ClI, 27.7-40.2) HR 0.33 (95% Cl, 0.26-0.43)
L
,5_? l ey | T-DXd: 53.7% (95% CI, 46.8-60.1) P <0.0000012"

— o i ! T-DM1: 26.4% (95% ClI, 20.5-32.6)

= _

- 1 .
> ] _%-I-__ 1 I
% y ! :

o 404 A - I
o Tl '

Lo e :

iI: | -—-|——|+—|-—|——|-I—|+|+._|_'_ B
S 20 l | tn_+++._|
o *  Censor 1 1 L +
= 1 —— T-DXd (n = 261) : !
© ,| " T-DMI1(n=263) ' I
D_ B I I T I ! I T I I I i I I I I I I I I I I I I I T I I I I I I I

I I I I I I I I I I T I I I
0123 4567 8910112131415 161718192021222324252627 28293031 3233 3435 3637 38394041 4243 4445

Patients still at Risk: Time, months

T-DXd 261256 250 244 240 225 216 207 205191 176 173 167 154 146 140 134131 130125123117 113107 99 96 90 82 73 64 55 41 32 28 23 20 %8 13 7 5 4 2 1 0O
T-DM1 263253 201 164 156134 111 99 96 81 69 67 63 58 54 51 49 49 47 47 42 41 39 37 36 32 28 2fr 22 1% 1514 &8 7 6 4 2 2 2 1 1 1 1 1 1 0

BICR, blinded independent central review; HR, hazard ratio; mo, month; mPFS, median progression-free survival, PFS, progression-free sunival, T-DM1, trastuzumal emtansine; T-DXd, trastuzumalb deruxtecan.

Mwo-sided, from siratified log rank test. *Nominal P value. .
Hurvitz S, SABC 2022



Key Secondary Endpoint: Overall Survival

T-DXd T-DM1

T-DXd: 94 1% {35% Cl1, 90.4-96 4) Median NR NR
100 — T-DM1: 86.0% (95% CI, 81.1-89.8) (95% Cl), (40.5-NE) (34.0-NE)
T-DXd: 77 4% (95% CI1, 71.7-82.1) months
2 ] -DM1: 69.9% (95% 63.7-75.2)
X T-DMT: 69.9% (95% Cl, 63.7-75.2) HR 0.64 (95% Cl, 0.47-0.87)
. 1
= 80 | R 0.0037ab
ol |
© i ! %M
o] | I %
O 60 ! I Wby
o i [ A
__ | 1 =i o — —— —— —-
4] 7] 1 I
= I I
40 I I
> 1 I
n ] 1 |
r.:ﬁ : : Anti-cancer therapies in post trial setting:
o 20 [ 1 + T-DXd arm: 64/182 (35.2%) received T-DM1
5 + Censor : 1 + T-DM1 arm: 42/243 (17.3%) received T-DXd
1 —— T-DXd (n = 261) | "
0| — T-DM1 (n=263) : :

01 23 4567 8 9101112131415 16171819 2021 222324252627 28293031 3233 34353637 38394041 4243 4445 4647
Patients still at risk: Time, months

T-DXd 261256 256 255 254 251 249 244 243241 238 236 236236 231224 218 213 211 206 201 200 196193 187 182 173156 14212410991 73 64 51 44 38 30 22 8 1 9 v 6 1 1 1 O

T-DM1 263257 252248 243242 237 233 232227 224 217 211 203 199197 191 186 183179 172169 167 164 164158 140129 117106 90 70 59 45 41 38 27 2015 8 7 4 3 3 1 1 O

HR, hazard ratio; mOS, median overall survival, NE, not estimable; MR, not reached; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
There were 19 patients (7.3%) treated with T-Dxd and 28 patients (10.6%) treated with T-DM1 who were lost to follow-up.

*The F value for overall survival crossad the prespecified boundany (F = 0.013) and was statistically significant. "Two-sided from stratified log-rank test. .
Hurvitz S, SABC 2022



Confirmed ORR and Lung Safety Endpoints

Adjudicated Drug-Related Interstitial Lung Disease/Pneumonitis

Confirmed ORR by BICR Grade 1 Grade 2 Grade 3 Grade 5

n (%) 205 (78.5) 92 (35.0) T-DXd
[95% Cl] [73.1-83.4] [29.2-41 1] o= e Ll m%ﬂﬁ.m

Nominal P value < 0.0001 T-[iM1 e LT 1 {D_4}w 5 )
55 (21.1) 25 (9.5) (n =261)

CR, n (%)
PR, n (%) 150 (57.5) 67 (25.5)
SD, n (%) LRl LR «  With longer treatment exposure and follow-up, the
PD, n (%) (1.1 47 (17.9) ILD/pneumonitis rate increased from 10.5% in the PFS interim
NE, n (%) 6(2.3) 14 (3.3) analysis® to 15.2%
CBR. n (%) [95% CI] 233 (89.3) 122 (46.4)  There were 4 additional grade 1, 8 additional grade 2, and
[84.9-92 8] [40.2-52.6] no additional grade 3 events
Nominal P value < 0.0001  There were no adjudicated drug-related grade 4 or 5 events

Destiny Breast 03 supports T-DXd as the superior HER2 ADC
and the preferred 2"d line therapy for HER2+ MBC today

. Powell CA et al. ESMO Qpen 2022; 7(4): 100554, 3. Cortes J et al. N Engl J Med. 2022;386:1143-1154.
Hurvitz S, SABC 2022



Confirmed ORR and Lung Safety Endpoints

T-DXd T-DM1 Adjudicated Druc~ \ “\e eumonitis
n = 2613 n = 263 oA\ A

Confirmed ORR by BICR . 1\ Som rade 5 gr::e

n (%) 205 (78.5) 92 (35.0) . \)(\\ P2

N \\ ) 39 (15.2)
[95% CI] [73.1-83 4] [29 2 EN\ C
Nominal P value < N~ P\ 0% . "(\B
?D .‘\\l 8(3.1)
CR, n (%) o\ aﬁ pos\

PR, n (%) d\(e“
SD, n (0 ] '):L\ ¢O

ure and follow-up, the
e increased from 10.5% in the PFS interim
5.2%

There were 4 additional grade 1, 8 additional grade 2, and
no additional grade 3 events

There were no adjudicated drug-related grade 4 or 5 events

y Breast 03 supports T-DXd as the superior HER2 ADC
and the preferred 2"d line therapy for HER2+ MBC today

. Powell CA et al. ESMO Open 2022; T(4): 100354. 3. Cortes J et al. N Engl J Med. 2022;386:1143-1154.

Hurvitz S, SABC 2022



Destiny-05 Post-neoadjuvant til HER2-positive
patienter, der efter NACT har residual sygdom

End of
Treatment

Patients SAVE . e Disease

« High-risk m T-DXd (investigational) Follow-up
HER2+ earl
breast cancgr 800 j 40-Day == -Every 3 mo (1-2 yr)
with residual Patients E,j x 14 Safety - Every 6 mo (3-5 yr)
disease aﬁer<1 | Follow- « Every 12 mo (6-10 yr)
preoperative up
therapy e oe ‘
Study Drug Confirmed _
Assignment 800 DFS Event IE{LT%;?S;

* Every 6 mo

Patients @ x 14

Screening Phase Treatment Phase Follow-Up Phase

lain (28 days) Cycle 1 (14 cycles, every 3 Cycle 14 (Max 10 yrs) End of
yrmed Day 1 weeks) Day 1 Study




Destiny-09 og 12 — i Danmark

Eligibility criteria Coprimary endpoints
FPFV: June 2021

Confirmed advanced or metastatic HER2-positive Cohort 1 Cohort 1 primary

BC f :
HER2 positivity per ASCOICAP Guidelines 2018~ —  NO baseline BM endpoint:
d Radiclogic/objective evidence of disease (0=250 and cap at 25% ORR by RECIST v1.1
378) progression on or afler trastuzumab, pertuzumab of 3L patients)

or T-DM1

Un-treated mBC +Pertuzumab

Prior lucalund not permitted

I =1 for Cohort 1 and <2 tor Cohort 2 pnor a
Taxane +HP HER2-based regimens in the metastatic se Cohort 2
(n=378) ECOG PS 0-1 Baseline BM :
LVEF 250% within 28 days before enro (untreated BMs or Cohort 2 primary

Patients with — previously treated = endpoint: PFS by

No evidence of BM

Untreated BM not needing stable or RECIST v1.1

progressing BMs)
(n=250)

therapy

Previously treated stable or progre
Provision of FFPE tumor sample
At least 1 lesion 210 mm
EXCLUSION: LMD




HER2-low

Et paradigmeskift



HER2-low

ERBAZ.noramplified
’ No benefit with HER2 biockade

’ Bonefit with the therapeustic

ERB&2-amplified
\ blockade of the HER2 pathway ]

Targotable with nove! ADCs

HERZ-low

HER2 testing by validated IHC assay |

DESTINY-Breast04 7
<moderate complete Incomplete
rrane staining in > 10% membrane staining
of tumor cells that is faint/barely
perceptible and > 10% and
OR

o of tumor cells '<10% of tumor
rane staining is intense S
<10% of tumor cells

HER2-low

N« 40 signals/cet,
HER CN 24,0 and <60 signals/cell.
probe:
HERZ/CEPY7 raio <2.0, 4.0 HERZ signals/ce!
HER2ICER17,
HER/CEPYT|
ia/cel

m “no amplification” SEIY

rum of HER2 positivity

2
ratio 22,0, <4 0 HER2 signals/cel,
a0 <2.0, 4.0 a0d <6.0 HERZ

~60%

of patients with

HER2-negative BC
low levels of HER2
(IHC 1+ or IHC 2+/

rweshigation

Continuous spectrum of
HER2-low expression ? DESTINY- 106




Destiny-04. Fase Il forsgg til HER2-low
patienter. TDXD vs. standard kemoterapi

N =557, 89% ER+, 11% ER-
Ca. 70%, havde faet en CDK4/6-inhibitor
modtaget mediant 3 linjer behandling for metastatisk sygdom

D Overall Survival among All Patients

No. of Median Overall Survival
Patients (95% Cl)

L0 —— mo
S 08 Trastuzumab Deruxtecan 373 23.4 (20.0-24.8)
i-g Physician’s Choice 184 16.8 (14.5-20.0)
235 0.6
BW Trastuzumab deruxtecan
2T 04
ie g Hazard ratio for death, Physician’s choice

O 024 0,64 (95% Cl, 0.49-0.84)
0.0 P7(|).00|1 I

T T T T T I T T T T T T T T T I T | T T T T T T T I T | T T 1
01 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
Months

No. at Risk
Trastuzumab deruxtecan 373 366 363 357 351 344 338 326 315 309 296 287 276 254 223 214 188 158 129104 90 78 59 48 32 20 14 12 10 8 3 1 1 1 0

Physician’s choice 184171165161 157153 146138 128 120114 108 105 97 88 77 61 50 42 3228 25 18 16 7 5 3 1 0

Modi S: DOI: 10.1056/NEJM0a2203690



Destiny-04. Fase Il forsgg til HER2-low
patienter. TDXD vs. standard kema*

A\
N =557, 89% ER+, 11% ER- . %’(_\
Ca. 70%, havde faet en CDKA ‘(\a(\d\\“
modtaget mediant~ . . %6“
nye w)
A Som d" ° ival
-‘ ?D d\(e‘\ 95% éi)aumva
“d‘ a \\a( %O 573 23.4‘ (2,:.3—24.8)
%Od\(e EN\P\ o 184 16.8 (14.5-20.0)
1 0\/\0 L“"‘*;;:; :Z:lt:zeumab deruxtecan

IIIIIIIIIIIIIIIIIIIIIIIIII

~ 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
Months

Modi S: DOI: 10.1056/NEJM0a2203690



Destiny-06. Fase |l forsgg til HER2-low el. O
patienter. TDXD vs. standard kemoterapi

- B
Archived sample:
HER2 Low (IHC 1+ 2+) -[ Trastuzumab Deruxtecan (T-DXd) ]
O o
HER2 Ultra-L IHC >0 <1+ . i i
RS ) Physician’s choice single agent
HR+ N=850 (capecitabine/paclitaxel/nab-pac)
22 lines ET or POD on 1¢t

line CDK4/6i

\_ ) Primary Endpoint = PFS

ClinicalTrials.gov Identifier: NCTo4494425



Destiny-06. Fase Il forsgg til HER2-low el. O
patienter. TDXD vs. standard keme* i

4 )
Archived sample:
HER2 Low (IHC 1+ 2+) —
or X
HER2 Ultra-Low £~ \ige \\)\k\ke ‘

Primary Endpoint = PFS

ClinicalTrials.gov Identifier: NCTo4494425



TROP2-Targeteting ADCs




S a C i t u Z u m a b G OV i te Ca n (sniger sig ind via tumor-associated calcium signal transducer 2)

Humanized anti-Trop-2
antibody: directed
towar:d Trop-2 (eplthfellal = Neighboring
antigen expressed in mictoacidisent tumor cells

many solid cancers)

%.ﬂ il

= *® .
i S

[SN-38]
drug release Death of neighboring cancer

3 \ : . cells due to the bystander effect

SN-38 Payload: @
more potent
than parent
compound,

irinotecan

S

Hydrolyzable Tumor Cell

linker for SN-38:
high drug-to-
antibody ratio
(7.6:1)

The Oncologist, Volume: 26, Issue: 10, Pages: 827-834, First published: 27 June 2021, DOI: (10.1002/onco0.13878)



Ascent. Fase Il forsgg til ER-, HER2- mBC
SG vs standard.

Metastatic TNBC
(per ASCOI/CAP)

advanced disease
[no upper limit; 1 of the required
prior regimens could be from
progression that occurred within
a 12-month period after

completion of (neo)adjuvant
therapy)]

N=529

NCT02574455

Sacituzumab Govitecan (SG)
10 mg/kg IV
days 1 & 8, every 21-day cycle

(n=267)

Treatment of Physician’s

Choice (TPC)*
(n=262)

Stratification factors
Number of prior chemotherapies (2-3 vs >3)

Geographic region (North America vs Europe)

=

Continue
treatment until
progression
or
unacceptable
toxicity

Presence/absence of known brain metastases (yes/no)

Endpoints

Primary

+ PFst

-» Secondary

* PFS for the full
population*

+ OS, ORR,
DOR, TTR,
safety

Data cutoff: March 11, 2020

* TPC options: capecitabine, eribulin, gemcitabine, vinorelbine

Bardia &, et al. N Engl J Med. 2021;3584:1529-1541.




ASCENT: Sacituzumab Associated With 52% Increase in OS!

Treatment-related discontinuation rates: Sacituzumab 4.7%, TPC 5.4%

100 ORR: 35% vs 5%
mOS: 12.1vs 6.7 mdr. TRAEs (All Grade, >20%; Grade 3/4, >3% of Patients)
80- HR.: 0.48 (95% Cl, 0.38-0.59)
g SG (n=256) TPC (n=224)
3 - TRAE' Grade 4%  Allgrade, % Grade 4%
; Neutropenia 46 17 [k bl 13
3 4. _ Anemia 8 0 2 5 0
g Hematologic )
'g Leukopenia? 16 11 1
: 201 — 56 Febrile neutropenia b 2 <
= TPC Diarrhea 59 12 0
N R | , | | | | | Gastroinestinal ~ Nausea 57 2 0
0 3 6 9 2 15 18 21 24 27 onitig 2% 10 0
Time {manths) .
Number of patients a! risk Other Fatigue 4 0 0
G 235 220 200 I 206 107 190 174 161 152 135 ME W07 101 90 TO 52 43 37 0 M 11 & 1 7 D Mwﬂ 46 16 0

TPC BB N4 200173156134 117 B9 &7 74 56 50 &6 & 37 & 20 ¥ 1 7 4 3 3 2 11D

Bardia A, et al. N Engl J Med. 2021;384:1529-1541.



ASCENT: Sacituzumab Associated With 52% Increase in OS!

Treatment-related di ab 4.7%, TPC 5.4%

100 ORR: 35% vs 5%
mOS: 12.1vs 6.7 mr. 2L f Patients)
80 HR.: 0.48 (95% Cl, 0.38-0.59)
2 TPC (n=224)
3 o | e I
5
> bl 13
B 40- : !
% 5 1
. 2 <
0 12 < 0
< 26 <1 0
< 10 < 0
0 3 5 0
0 16 0 0

Bardia A, et al. N Engl J Med. 2021;384:1529-1541.



NeoSTAR Trial: neoadjuvant Sacituzumab for TNBC

Baseline r_" 12 weeks ™%  Surgery H Adjuvant
Tie-T4 (any N)
TNBC S — Definitive
(TMBC per local ovitecan Surgery h Adjuvant
taeting: ASCOICAP |:lf> gm days 0 —l‘uf., (Lumpaetomy or —'| chamothorapy®
guidelines); for i 4 B Mastactomy)
N= 50 or 4 Cycles "as per investigator
discretion
1T
Siratification: _—
Baseline . = o if hinpsy- 1 [
Blopsy .T..“L" Waak 12 |Sorfimed T sadjuvant
Imaging Imaging e Therapy*

I

dsease

1 1

Blood hasad Biomarkars
Tissue based Blomarkers

N=50

Propostion of Paients

Rates of pCR

pCA Rate

0%

75%

pCR rates oferall, by stage, and by gBRCA status

Future plans: Consider optimal number of cycles and combinations

Spring L et al. ASCO 2022



TROPICS02. Fase Il forsgg til ER+, HER2- mBC
SG vs standard.

Metastatic or locally recurrent

inoperable HR+/HER2- breast Sacituzumab govitecan Endpoints
cancer that progressed after: 10 mg/kg IV
days 1 and 8, every 21 days Primary
* At least 1 endocrine therapy, taxane, n=272 * PFS by BICR
and CDK4/6i in any setting | Secondary
* At least 2, but no more than 4, lines of Treatment of physician’s choice *+ OS
chemotherapy for metastatic disease (capecitabine, vinorelbine * ORR, DOR, CBR
H H
» (Neo)adjuvant therapy for early-stage gemcitabine or eribulin) - by LIR and BICR
disease qualified as a pnor line of - « PRO
chemotherapy if disease recurred within n=271
12 months + Safety
N=543

Median prior lines of therapy = 3
All patients had prior CDK4/6i therapy

Rugo H et al, ESMO 2022



TROPICS-02 Efficacy Endpoints

Progression Free Survival Qverall Survival
100+
T,
100-a 90- A\ 12 months
3 ~ §months 9 months 12 mantt = "N :
3 ‘ : g 3 '
w' [ - " S~ b \‘\ .
z 11 5 ‘ Median follow-up: 10.2 mdr > 0 \\\ : Median follow-up: 10.2 mdr
2 g4 - . =z X, '
3 ]ﬁ | mPFS: 5.5 vs 4.0 mdr. 3 ™1 I mOS: 14.4 vs 11.2 mdr.
L 701 b t L“.\
= Ny, HR.: 0.66 (95% Cl, 0.53-0.83) B35 \\f\ HR.: 0.79 (95% Cl, 0.65-0.96)
§ 60 \ 'l‘\— E ; 504 . _ 1'-\: \\! “
S e 2 N | W
7 Mg, 2 40 T S ™
3 e o I
w %! \ﬂ = 30'1 I $ B * >\
g PP N 5 S Sig,
D B ' ; E = i_\ H 20 ' \—v
§ {6 '1 — 104 ' Ll
$ ™| i i ~ TRe :
0' T “ETE Ve T oxa | R R R R A R TS o[l]ll|ll[llllll‘]lI[lI[ll]'l[lUIIIIVII
0 3 6 9 Tm(ﬂ s 15 18 2 4 0o 3 6 9 12 15 B 2 2 27 N B 3B
montns,
= oS'Gp.;:::;IS ) ﬂs‘:}:::;;m 82 (124) 44 (146) 22 (160) 12 (166) 6(167) 3(169) 0(170) Wo. of Patients Stil at Risk (Evants) Tioe (moth)
TPC 271(0)  105(91)  41(138) (SN 40159 1(159 10159  0(19) $G 272(0) 252(16) 221(44) 197 (67) 160(108) 120(137) 80 (156) 53(173) 31(183) 20(183) 4(190) 2(180) 0(19)

TPC 271(0) 246(16) 196(64) 164 (35) 122(137) 92(163) 70(174) 49(183) 23(193) 13(196) 5(198) 1(199) 0(199)

Median follow-u
BICR, blinded independent central review; ITT, intent-to-treat; PFS, progression-free survival, RECIST, Response Evaluation Criteria in Solid Tumors; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

Rugo H et al, ESMO 2022



TROPICS-02 Efficacy Endpoints

Progression Free Survival

gwo— 6months 9months 1Imenth —

z % Median follow-up: 104 _up: 10.2 mdr
% l MPFS: 5.5 v ' 2 mdr.

&m HR 47 I, 0.65-0.96)
ol

5 50-

1

S

H 3
S LS [T L R A BRUTR G RISV R FE S (YR A A LU S T [ RS R LA e |

0 3 6 9 2 % 8 21 4 27 N 3B 3B

No. of Patients Stil at Risk (Events Tna fmorkho)
06N 368 0(tm) ' R

1(159) 0(159) SG 272(0) 252(16) 221(44) 197(67) 160(104) 120(137) 80(158) 53(173) 31(183) 20(183) 4(190) 2(180) 0(191)
TPC 271(0) 246(16) 196(64) 164(35) 122(137) 92(163) 70(174) 49(183) 23(193) 13(196) 5(198) 1(199) 0(199)

Median 6llo
BICR, blinded independent central review; ITT, intent-to-treat; PFS, progression-free survival, RECIST, Response Evaluation Criteria in Solid Tumors; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

Rugo H et al, ESMO 2022



Sacituzumab improves PFS and OS across TROP-2
expression levels in TROPICS- 02

. H-score <100 Subgroup g H-score 2100 Subgroup
- £ w{ )
§ G ’ ! Wedian PFS. mo 83 a0 ’ . e . —
w oW S ol R (98 O 0.77 (8 541 084 k21 np—— 0.50 (0.44.0 81)
g & i = } of
% ! =
Ez_ : ~ i =
o3 ; ] E]
v ' Do CR0R IEOEE SROEOR
a - ——.
N P —n L. R -.'. [P S S pe—

E kT Wedian 05 mo 145 113 g " Hetian 00, = e ke

'E ’ X : WA (9% €1 075 (0541 04 ’ R (9% C1) 0.83 (0 82.1.11)

3~ Bos "

ag |- | -]
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Rugo H et al, SABC 2022



Datopotamab Deruxtecan (Dato-DXd; DS-1062) and TROP2

Humanized
Anti-TROP2 IgG1 mAb

Kombination af "TDXD” og Trop2-targeteret antistof —
den nye i klassen...

o O
@ D
Datopotamab deruxtecan (Dato-DXd; DS-1062) °
is @ TROP2 directed ADC composed of 3
components’2:
— A humanized anti-TROP2 IgG1° mAb Defwj?a"‘“
— A topoisomerase ‘1 inhibitor payload S — o " A A
(exatecan derivative, DXd) NMNJQWN%EWNVO\}WHH
A tetrapeptide-based cleavable linker o . i B '

Cleavable Tetrapeptide-Based Linker

F
Topoisomerase | Inhibitor Payload (DXd)



TROP2 ADC til residual sygdom efter NACT

TROPION B-03

Phase 3 Dato-DXd +/- Durvalu

Hey Eligizdll rl

Histoiog keally confimed mpanba THED {E3=1%, PR=1%:, HEA3-

mgadae

Comnakeled gl Boal @ oyslea of nossd pvanl hetapy cenlanig ar

anihracycine andior & lasars wilh or wihoer carbogstn, wih o
st pEmomicuTab.

' Arskual invasive deease aln necsd jusant therapy
Mo eridenss of kairagoral or distan! relagss
v RadicSurapy dabvarsd balara the otart ol alhusdy Fealrsnl
i+ Moadiovant syslamic Bhampy
v BCOG PEDor
v Adeigusie bane mATow reseres and agan function

' Me hrcrsm germilrs BFREET and BRCAS mulalicn

Suianiicicn LRzber

v Prior necadiuvant panbrdizamab [Yes e Mol cao Mo Bt @0k
' Reskual dssass (< 1cmvs 2 1 cm; cap < | om st 20%

+ Prior necsdjuvant platirurs chemctheragy (raE v Ra)|

mab in Adjuvant Residual Disease TNEC

Peistiiny aiviseds
aﬂgﬂlﬁﬂd: gy T ——— Y
x 8 cycles
+ Durva 112:‘”'“ Destir=Tairas o T (TR
I QIW = 3 eydlas oOFS, 00
Dwio sm I CT (1T BFE
GO, Of
Frater e v ot (|1 TT
DFS, COrs
Data-Dxd B mglkg PRCh, FH, Immunoganidiy,
” IV QIW x 8 cvcles | s
2:1:2
Expioraign eagoeiniy
TRCFZ, PO-L1, £Dia
, Fodkopasiip!
Inuasl_uah:lr ] Ealaly
. Chosca of Dizmams
Therapy™ Survval
‘mpedlebing, Fernbroliswmak®, o
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Novel Antibody-Drug Conjugates (cont)

MRGOO02

ALT-P7 W49 ARX788
MMAE Auristatin MMAE Trastuzumab
duocarmazine
- Veseco-DUBA

A166 MED4276

FS-1502 ﬁ PFO6804103
MMAF i Auristatin
Disitamab
vedotin
MMAE
GQ1001 DHES0815A SBT6050
DM1 PBD-MA 8 agonist
Q £ BAT8001
N &
5 BB-1701 fl B0O03-101 SHR-A1811 Batansine
|| ™ Undisclosed || ™ Undisclosed B Undisclosed

Diaz-Rodriguez E, et al. Cancers 2022;14:154.



New Vehicles and Payloads

Bispecific ADCs!*] Dual payload ADCs! Radionuclide/ 10 ADCs!4l

Early clinical activity

Solid activity in HER2+
breast cancer models
when combining MMAE
and MMAF payloads

Encouraging response rate observed in a phase 1 trial
in highly pretreated patients

with HER2+ solid tumors

of a P-cadherin—targeted
radioimmunotherapy

iasail Ta\"4
with 905

a. Tarantino P, et al. CA Can J Clin 2022;72:165-182; b. Jhaveri K, et al. Ann Oncol. 2022;33(suppl 7):.5197-5224, Abstract 460MO; c. Yamazaki CM, et al. Nat Commun. 2021;12:3528; d. Funase Y, et al. Nucl Med.
2021.62:232-239; e. Subbiah V, et al. Clin Cancer Res. 2020:26:5830-5842.

e Metersis are provided 1o You solel 55 sn educstions! resource fof Vour persons! use. AnY COMmMEercis

2S€ Melersis are provided 10 you solely 85 &n educsUions! resqurce for Your personsl! use CO =2rcis|



New Vehicles and Payloads

Bispecific

Anti-CD3 oY

%

H

=/ /< Anti-CD28

Encouraging r¢
iIn highly pretre
with HER2+ §

):328-334

t al. CA Can J Clin 2022;72:165-182.b_ Jhaveri K, et al. Ann Oncol. 2022 33(supp! 7):S197-5224 Abstract 460MO; ¢. Yamazaki CM, et al. Nat Commun. 2021;12:3528; d. Funase Y, et al. Nucl Med

a
2021:62:232-239; e. Subbiah V, et al. Clin Cancer Res. 2020;26:5830-5842



New Targets on the Horizon

HERS NECTIN4 ERO MUC1
LIV1 B7H4 CEACAM CD166 CD71




New Targets on the Horizon

FIERS



HER3-DXd

HER3 is expressed in > 95% of breast cancers, Patritumab deruxtecan (U3-1402) is a novel ADC coupling
with half showing a strong overexpression an anti-HER3 mAb to DXd with a high DAR (8:1)

Luthala S. et al. BMC Cancer. 2018;18:1045.

These msterals are provided to you solely as an egucations! resgurce for your personsl use. Any commercis| use or distnbution of these materials or any portion thereof is strictly prohibited.



HER3-DXd

TNBC
Outcomes (BICR per RECIST 1.1) (n=53)
HER3-High
, : 301 226 429
g 0 a8
Confirmed ORR, % (95% CI?) (21.8. 39 4) (12.3. 36.2) (177. 711
Best overall response, %"
PR 301 226 429
SD 504 56.6 50.0
PD 11.5 170 41 }
NE 8.0 38 0.0
. {2 29 83
0,
DOR, median (95% Cl), mo (5.3, NE) (3.0, 8.4) (2.8.26.4)
: 74 25 110
0,
PFS, median (95% CI), mo (4.7. 8.4) (39 6.8) (4.4 16.4)
535 382 516
= 0 0,
6-month PFS rate, % (95% Cl) (43.4, 62.6) (24.2. 52.0) (22.1, 74.8)
: 146 146 195
0
0S. median (95% CI), mo (11.3. 19.5) (11.2, 17.2) (12.2, NE)

[HER3-DXd demonstrated durable antitumor activity across BC subtypes

* Confirmed ORR for all patients (N = 182), 28.6% (95% CI, 22.1%, 35.7%); median DOR, 7.0 mo (95% CI, 5.5, 8.5 mo)

]

Krop |, et al. J Clin Oncol. 2022;40:(suppl 16): Abstract 1002.




Zanidatamab Zovodotin (ZW49): Anti-HER2 Bispecific ADC

Breast (n=8| GEA [r=11) Al Dther (n=11 Total {N=29)

IR, % 5% 1) 13103, 52.7) BO08 882) O[22 748 29153 S0
LR PR, n (%] 113 438 4|40} B3}
E 50, m (%) 3 438 & |60} 12147

84
[=1 PO n %) 3 1 1[90) T
B
E » 8 DCR* % (96% &) (157, 843} T390 940)  90Y555,99.7)  TI[ELAETH
@ P ‘ CER™, % (35% CI) 5 (32, 65.1) W09 897)  SO{BTELY 36T, 57T
‘g U O
£
g3
L1
£
[
%]
£
P IEE Do E vt Dot e 17 Ot il a2l vl v il G5 e S o ol B A v |

5 100 -

Cancer Type
m Breast » Overign @ Endomebiy ® GEA  Bladder = BETC m And m CRC @ Pancreatic » WSCLC

v pation] of e 20 frasled ol 2.5 mghg 0N was HERZ segaiiva per cokal e and notinduded. "0CR = CR, PR, or 50 ™CER = 502 14 weels or bed ovaall responsa of SR o PR
BTG =biliary it cancar; CER = clinkal basefit rite; o0RR = coslimmad opcie meponas ite. CRE = coloredtal cancer. DCA = disemss confrol ratec IE = doss sl alion; DX = doss sspanaan; GEA = gasiressophageal
adernsitngmy, NECLE = non-armall cal lung cancer, PD = prograssie daesss, PR = partal weanss QN © paos ewady ] woaks; 30 il deass

. Immunoglobulin 1-like antibody backbone directed against extracellular domain 4 (ECD4) & ECD2 of HER2
. Auristatin payload (tubulin targeting) covalently linked via a protease cleavable valine-citruline linker ; (DAR) =2

*  Antibody-induced internalization with increased toxin-mediated cytotoxicity and immunogenic cell death

Jhaver K et al, ESMO 2022



Mange spgrgsmal

Will Need to Understand Sequencing of ADCs
ADC, ADC,

T-DXd - s Dato-DXd

T-DXD vs Sacituzumab :Proposed Approach to ADC Selection
in HER2 NEGATIVE MBC

IHC 14, 2+/ISH - Trastuzumab B
———
Deruxtecan

e

IHC 0

HER?2
Negative MBC
HR+

|
%% Cross over
ADCX ADCY HER2 New ADCs
Negative MBC — Sacituzumab Clinical Trials

HR-

Need comparison and sequencing studies



Opsamling

* Teknologiske fremskridt har bragt osind i en
spaendende sera med ADC behandling

* Naeste generations leegemidler med
forbedrede egenskaber har forbedret
effektivitet

* De nye lzegemidler har bredere klinisk
anvendelighed og har udvidet
malgruppen

e Payload.: + parpi, immunterapi...
Targetmodulation med TKl-er eller statiner?
7?7

* Biomarkgrer for respons

* Vel-designede studier vedr. reekkefglge
* Viden om resistensudvikling

nostimulatory Antibody-Drug Conjugates (iIADC)

Innate immune system

Monocyte

? Innate Iynw
B -4 ¢y W

1. Tumor targeted delivery of ., -
cytotoxin and immune stlmulator
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