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Overview

Brief intro to ADCs and
patritumab deruxtecan (HER3-DXd)

HER3-DXd population PK
HER3-DXd efficacy exposure-response
HER3-DXd safety exposure-response

Summary
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The ‘Magic Bullet’ Idea
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e Paul Ehrlich was born on March 14, 1854
® Nobel Prize in Physiology or Medicine in 1908
in recognition of his work on immunity.

Ever since [...] chemotherapy, science had sought to increase the specificity of such treatments by
developing compounds with greater selectivity for killing cancer cells.

The notion of combining specific binding to a diseased cell or organism with a toxic activity for that
cell or organism was first articulated by Paul Ehrlich in 1907. He referred to “magic bullets” to
describe such molecules.

As the specific binding properties and protein structure of antibodies became known, there were
early attempts to conjugate cytotoxic drugs to serum immunoglobulins to provide specificity to such
agents.

However, it was not until the invention of monoclonal antibodies in 1975 that the concept that missi
antibodies could provide to a cell-killing agent the selective binding became the subject of a large

research effort.

(~Lambert, 2015)
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What are antibody-drug conjugates (ADCs)?

e ADCs are targeted cancer therapies that combine Antibody

Targets cancer cells

the specificity of monoclonal antibodies (mAbs) with
the potency of cytotoxic drugs
® Goal: Deliver chemotherapy selectively to cancer

cells, reducing off-target toxicity

Joins antibody and drug

Cytotoxic drug
Destroys cancer cells

By Bioconjugator - Own work, CC BY-SA 4.0,
https://commons.wikime dia.org/w/inde x.php? curid=58772304
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What are antibody-drug conjugates (ADCs)?

&L Key functions

Target antigen  Recognition of target
cancer cells

Antibody Guidance system for
cytotoxic drugs

Bridge between antibody
and drugs and to control
the release of drugs
inside cancer cells

Linker

Cytotoxic drug ~ Warhead for destroying
cancer cells

Fu, Z.,Li, S., Han, S. et al. Antibody drug conjugate: the “biological missile” for
targeted cancer therapy. Sig Transduct Target Ther 7, 93 (2022).
https://doi.org/10.1038/s41392-022-00947-7
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ADC approvals

Blenrep®
Belantamab-mafodotin

Multiple myeloma ADCs APPROVED BY
Enhertu’ FDA AND EMA FOR
Trastuzumab-Deruxtecan
Metastatic breast cancer CANCER THERAPY
Padcev”
Enfortumab-Vedotin Blenrep® (2020)
Cancers of the urinary tract
Trodelvy® (2020) *
Enhertu” (2019 =
Besponsa’ u (2019) Trodel
Inotuzumab-Ozogamicin Padcev®(2019)* Sacituzumab-Govitecan
Acute Lymphoblastic leukemia -
Pnliw’ (2019) MetastaticTNBC )

Polivy™
Polatuzumab-Vedotin

Besponsa”(2017) Large B-cell lymphoma

Kadcyla® (2013) Kadcyla®

Trastuzumab-Emtansine
Adcetris® (2011) Breast cancer
*
Adcetris* Appr.oved by FDA Under
s Brentuximab-Vedotin review (accelerated
Myjotery, G000, Hodgkin lymphoma assessment) by EMA

Anaplastic large cell lymphoma

Mylotarg”
Gemtuzumab -Ozogamicin
Acute myeloid leukemia
Martin-Sabroso C, Lozza |, Torres-Suarez Al, Fraguas-Sanchez Al. Antibody-Antineoplastic Conjugates in
Gynecological Malignancies: Current Status and Future Perspectives. Pharmaceutics. 2021; 13(10):1705.

METRUM 8

RESEARTH GROLUP



HER3-DXd

® aka Patritumab deruxtecan

® ADC consisting of a fully human
monoclonal antibody against human
epidermal growth factor receptor 3
(HER3)

Attached to a topoisomerase | inhibitor
payload (DXd) via a tetrapeptide-based
cleavable linker

METRUM 9
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Why HER3?

® HERS3 overexpression has been
observed in several cancers,
including breast (BC), colorectal,
and non-small cell lung cancer
(NSCLC)

HERS3 expression has been
associated with shorter time to
metastatic progression and shorter
relapse-free survival

METRUM
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Haikala HM, Janne PA. Thirty Years of HER3: From Basic Biology to
Therapeutic Interventions. Clin Cancer Res. 2021 Jul 1;27(13):3528-3539.
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HER3-DXd studies

are resistant, refractory, or intolerant to >2

prior lines of therapy

U31402-A-J101 HERS3-positive metastatic breast cancer 182

U31402-A-U102 NSCLC 237

U31402-A-U201 Metastatic or locally advanced NSCLC with an 274
activating EGFRm

U31402-A-U202 Advanced or metastatic colorectal cancer who 40

METRUM
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21,750 PK samples from 733 subjects

Study J101

- 16mgkgN=3,n=25 - 4.8mgkg(N =48, n=369 ——16mgkg(N=3,n=26) -+« 4.8mgkgi(N =48, n=369)

Study U201

——3.2mg/kg (N=15,n1=97) —— 6.4 ma'kg (N =38, n=743) ——3.2mg/kg (N=15,n=97) —— 6.4 mgkg (N =98, n = 748) —— 32 mgkg (N =50,n=177) —— 3.2 mg/kg (N = 50, n = 180)
42mgkg (N=12,n=78) - 8ma'kg (N=8,n=252) 4.2 mgkg (N=12,n=78) —— 8 mgkg (N=6,n=>53) —o— 5.6 mg/kg (N =224, n=T81) —— 5.6 ma/kg (N = 224, n = 782)
g )
£ E
2 om0 _ 100 £ 1000 _ 1o
= = o v}
& £ 5 S
2 100 £ 10 2 o0 £ 10
3 = & =
iy B o4 i g
10 . g
3 ¥ 0.1
E -
= T T T T T = T T T
0 T2 1 336 504 u] 192 504
Time (h} Time (h) Time {h)

Study U102 Study U202

— 3.2 mg/kg (N = 50, 1 = 318) —— 5.6 mg/kg (N = 167, n = 1048)  —— 3.2 mg/kg (N = 50, n = 323) —— 5.6 mg/kg (N = 167, n = 1046)

——48mgkgN=15n=97) —=— 64 mgkg(N=5,n=230) ——4.8makg N=15,n=97) 64 mgkg(N="5n=231)
ry
£
§ 1000 2 100 5.6 mg/kglVQ3W
e . 2 1o * N =40 subjects
: 5
i 04
§ " T T T T

u] 192 360 504

Time (h)
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PK model structure

Peripheral anti-HER3-ac-DXd

® Anti-HER3-ac-DXd PK: two-compartment Ve
model with three elimination pathways: Q ¢ T Q
v, v

® linear transient clearance

® nonspecific time-dependent clearance
. . . .

. nonlinear Michaelis-Menten clearance Central anti-HER3-ac-DXd | == Anti-HERS-ac-DXd
DXd PK: one-compartment model with two Vv, dose
clearance pathways:

[ ] H CLI CLns Vmax
linear clearance ~ — —
. . o m + anti-| -ac-|
® nonlinear Michaelis-Menten clearance Frae o Frac _— e e
® DXd formation rate limited by all three " t " .
clearance pathways of anti-HER3-ac-DXd Clooxs Vs pxa
Central DXd ’
VI .DXd Vma.x.DXd
K +C

m,DXd DXd
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Clearance pathways:
Nonspecific time-dependent linear clearance

CLps = CLips- (1 + CLinf,Emax :

METRUM

Y
TSO

7
Tg,+t7

|

Clinf: nonspecific linear clearance at
infinity after dosing Q3W

CLinf,Emax: maximum effect of time on
CLns

T50: the time to half-maximal effect

y: Hill coefficient

15



Clearance pathways:
Transient linear clearance

CL; = CL7 - exp (—Kges - )

REGSEARCH GR

® CLT: clearance at baseline
® kdes: rate constant of exponential

decline

16



Clearance pathways:
Nonlinear clearance

max

Km + Canti—HER3—ac—DXd

METRUM
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Vmax: maximal Michaelis-Menten
elimination
Km: exposure eliciting half of the

maximum effect
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Clearance components over time
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Full covariate model

Anti-HER3-ac-DXd covariate effects DXd covariate effects
e CL;: hepatic function, CRCL, prior therapies e Clpyyg country, sex, age, tumor type, prior
e V1:sex, country chemo, prior immunotherapy, ECOG, prior
e CL, ¢ country, sex, age, tumor type, prior therapies, hepatic function, CRCL,
chemo, prior immunotherapy, ECOG, prior formulation
therapies, hepatic function, CRCL, ® Vpyy Sex, country
formulation

® CLlitemax albumin, tumor size

METRUM 19
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Reduced covariate model

Anti-HER3-ac-DXd covariate effects DXd covariate effects
e CL;: hepatic function, ERCLprier-therapies e CLpyyy: country, sex-age, tumor type, prior
e V1:sex, country chemo, prierimmunotherapy;, ECOG,prior
e CL, ¢ country, sex—age, tumor type, prior therapies, hepatic function, €RCL,
chemo, prierimmunotherapy; ECOG,prior formulation
therapies, hepatic function, €ERCL, ®  Vpyg SEX, eountry
formulation

Covariates selected when relative exposures had 95% Cl
within 0.8 to 1.25, compared to reference subject

NETR':JW 20



No clinically-relevant impact on anti-HER3-ac-DXd exposure

Cavg1 of anti-HER3-ac-DXd

Tumor Type

NSCLC noen-EGFRm 4
CRC +
breast cancer

o
<o
o—

Prior Chemotherapy

with prior chemo 4

Formulation

frozen liquid <

o
-

Country of Origin

non-Japanese Asian =

Japanese-Asian 4

Weight

BLWT92.48 o
BLWT71.3 9
BLWT51.5 1
BLWT41.8 4

Hepatic Function

moderate hepatic impairment 4
mild hepatic impairment

0.0

METRUM
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0.5 1.0 1.5
Fraction and 95% CI
Relative to Reference

Median [95% CI]

Tumor Type

1.02 [0.963, 1.08]
0.993 [0.919, 1.07]
1.07 [0.938, 1.20]

Prior Chemotherapy

1.03 [0.892, 1.19]
Formulation

1.02 [0.908, 1.15]

Country of Origin

0.989 [0.942, 1.03]
0.981 [0.942, 1.02]

Weight

1.06 [1.06, 1.07]
1.02[1.02, 1.02]

0.968 [0.967, 0.970]
0.932 [0.928, 0.935)

Hepatic Function

1.07 [0.877, 1.27]
1.04 [0.995, 1.08]

Cavgss of anti-HER3-ac-DXd

Tumor Type

NSCLC non-EGFRm
CRC A
breast cancer <

Prior Chemotherapy

with prior chemo 4

e

Formulation

frozen liquid <

_+

Country of Origin

non-Japanese Asian -

Japanese-Asian 4

Weight

BLWTS92.48 4
BLWT71.34
BLWT51.54
BLWT41.8 4

!
i
]
:
-
¢
L4

Hepatic Function

moderate hepatic impairment
mild hepatic impairment 4

o
[

0.0

0.5 1.0 1.5
Fraction and 95% CI
Relative to Reference

Median [95% Cl]

Tumer Type

1.02 [0.955, 1.10]
0.991 [0.905, 1.08]
1.09 [0.929, 1.28)

Prior Chemotherapy
1.04 [0.865, 1.23]
Formulation

1.03 [0.886, 1.18]
Country of Origin

0.982[0.921, 1.04]
0.977[0.928, 1.03]

Weight

1.06 [1.05, 1.06]
1.02[1.02, 1.02)

0.970 [0.969, 0.972]
0.935 [0.933, 0.938]

Hepatic Function

1.10 [0.908, 1.37]
1.04 [0.992, 1.08)

21



Potential hepatic impairment effect on DXd exposure (N = 8)

Cavg1 of DXd Median [95% Cl] Cavgss of DXd Median [95% Cl]

Tumor Type Tumor Type Tumor Type Tumor Type
NSCLC non-EGFRm & 0.886 [0.807, 0.973] NSCLC non-EGFRm 4 & 0.893 [0.812, 0.978]
cRcA o 1.21[0.969, 1.52] cRC A e 1.20 [0.962, 1.50]
breast cancer - O 0.783 [0.576, 1.03] breast cancer 4 o+ 0.802 [0.608, 1.05)
Prior Chemotherapy Prior Chemotherapy Prior Chemotherapy Prior Chemotherapy
with prior chemo 4 —— 1.15[0.860, 1.53] with prior chemo . 1.15 [0.876, 1.54]
Formulation Formulation Formulation Formulation
trozen liquid 4 & 1.01 [0.775, 1.34) trozen liquid 4 - 1.02 [0.784, 1.34]
Country of Origin Country of Origin Country of Origin Country of Origin
non-Japanese Asian @ 0.869 [0.779, 0.956] non-Japanese Asian - 'S 0.854 [0.761, 0.944]
Japanese-Asian <> 1.10[1.01, 1.21] Japanese-Asian 1 4’ 1.08 [0.996, 1.19]
Weight Weight Weight Weight
BLWT92.48 < ® 1.06 [1.05, 1.07] BLWT92.48 4 1.05 [1.04, 1.05]
BLWT71.34 o 1.02[1.02, 1.02] BLWT71.34 1.02[1.02, 1.02]
BLWT51.54 ¢ 0.972 [0.969, 0.975) BLWT51.54 0.975 [0.973, 0.978]
BLWT41.8 ¢ 0.940 [0.935, 0.946) BLWT41.81 0.946 [0.943, 0.951]
Hepatic Function Hepatic Function Hepatic Function Hepatic Function
moderate hepatic impairment < 2.53[1.58, 4.42) moderate hepatic impairment & 2.57[1.74, 4.14]
mild hepatic impairment < & 1.04[0.956, 1.13] mild hepatic impairment - o 1.04 [0.956, 1.13]
0 1 2 3 0 2 3

METRUM
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Fraction and 95% CI

Relative to Reference

Moderate hepatic function

Fraction and 95% CI

Relative to Reference

22
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Efficacy Exposure-Responsj
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Efficacy data in patients with NSCLC

Study
U31402-A-U102 U31402-A-U201 Summary
n=172 n=274 n =446

Dose Regimen
3.2 mg/kg IV Q3W 4 (2.3) 0 (0.0 4 (0.9)
4.8 mg/kg IV Q3W 15 (8.7) 0 (0.0 15 (3.4)
5.6 mg/kg IV Q3W 102 (59.3) 224 (81.8) 326 (73.1)
6.4 mg/kg IV Q3W 5 (2.9) 0 (0.0) 5(1.1)
Up-Titration 46 (26.7) 50 (18.2) 96 (21.5)

3.2 mg/kg, 4.8 mg/kg, followed by 6.4 mg/kg IV Q3W
METRUM 24
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Overall Response Rate (ORR)

100 4 L e e O R IR N LT NI RER UL R REN UL AT S B

~J
[4)]
L

25 1

Overall Response Rate (%)
14}
o

01 11l T (O LN LRI R LRI TR L L LT LT D

3 10 30 100 300
Average in Cycle 1-3 anti-HER3-ac-DXd (ng/mL) Ctrough
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Logistic regression models fit in Stan/brms

Using weakly-informative priors

logit(Pr(ORR; =1|C;)) = ao + f(Ci, 0)+ X 11

Cis either C ., Cirough OF Coig

in Cycle 1 or average of Cycles 1 to 3
for either anti-HER3-ac-DXd or DXd

f(C)=Cia; +C: X7, linear
f(C)=1log(C)a; +1og(C)X/ 1, log-linear
C.
C;)=(Emax+Xy,)———— E
f(C;)=(Emax+ X; TZ)EC50+C,- max
Ch

f(C)=(Emax+ X, 7,)

i Sigmoidal Emax
EC50" + C}" 5

METRUM
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3 X 2 X 2 X4 =48 possible base models! 2




ORR: Causal inference suggests including
titration regimen flag

¥ Causal effect identification

| Adjustment (total effect) v|
@\ Exposure: Cycle 1 exposure
Ty Outcome: ORR

Cycle 1 exposure

Adjusted: Cycle 2/3 exposures
Incorrectly adjusted.
Minimal sufficient adjustment

*D'O* J}o sets containing Cycle 2/3

Cycle 2/3 exposures ORR exposures for estimating the
total effect of Cycle 1 exposure

on ORR:

Titration flag

* Cycle 2/3 exposures, Cycle
4+ exposures

* Cycle 2/3 exposures,
Titration flag

Cycle 4+ exposures

https://www.dagitty.net/dags.html

VETRUM |3 X 2 X 2 X 2 X 4 =96 possible base models!

RESEARTH GROLUP
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Exposure metric and ER function selected using ELPD & VPCs

(Expected Log Pointwise Density: higher is better!)

Titration
Cycle Interaction Analyte Metric Model ELPD diff SE diff
Average of Cycles 1 to 3 No anti-HER3-ac-DXd  Cyougn Log-Linear 0.00 0.00
Average of Cycles 1 to 3 No anti-HER3-ac-DXd  Ciougn Emax —0.612 0.676
Average of Cycles 1 to 3 No anti-HER3-ac-DXd = Cyygn  Sigmoidal Emax  —0.690 0.737
Average of Cycles 1 to 3 No anti-HER3-ac-DXd  Cyougn Linear —0.843 1.24
Average of Cycles 1 to 3 Yes anti-HER3-ac-DXd  Ciougn Log-Linear —0.909 0.581
Cycle 1 No anti-HER3-ac-DXd  Ciougn Log-Linear —0.961 1.70
Average of Cycles 1 to 3 Yes anti-HER3-ac-DXd  Cyygn  Sigmoidal Emax  —0.992 0.787
Average of Cycles 1 to 3 Yes anti-HER3-ac-DXd  Ciougn Emax —1.06 0.734
Average of Cycles 1 to 3 No anti-HER3-ac-DXd  C,y, Linear —-1.35 1.24
Cycle 1 No anti-HER3-ac-DXd = C,y, Log-Linear —1.55 1.74

METRUM

RESEARTH GROLUP
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Covariate “selection” using horseshoe priors

Main effects (intercept) and interactions (slope)

age

sex

race

country

bodyweight

tumor size

ECOG

prior chemotherapy

prior immunotherapy

number of prior lines of therapy
prior third-generation TKI therapy
HER3 membrane staining (2+/3+) 275%
baseline bone/liver/brain metastasis
EGFR mutations

METRUM

|| Horseshoe | | spike-and-siab

50 =25 0.0 25 50

r1,jlA; ~ N(0,A74)
Y2,jlAzj ~ N(0,42,;73)
Aj ~ €*'(0,1)
Azj ~ C*(0,1)
T, ~ CY(0,%))
T, ~ CY(0,%)

Priors selected such that the proportion of non-
negligible main effects and interaction effects were 1/2
and 1/4, respectively

RESEARTH GROLUP




Model describes the data well

0.754

= 0.501

Probability of ORR

0.25 4

3
Anti-HER3

METRUM
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10

-Ac

[T T TR T T

30 100 300
-DXd Ctrough (Average C1-3) (ng/mL)

== Observed data
== Simulated data

Simulated data

. 0.95

0.8
05

Probability of ORR

@® Observeddata @ Simulated data

U31402-A-U102

U31402-A-U102

U31402-A-U102

U31402-A-U102

5.6 mg/kg Q3W 5.6 mg/kg Q3W Up-Titration Up-Titration
No Bone Metastasis Bone Metastasis No Bone Metastasis Bone Metastasis
0.54
0.4 *
0.3 1
0.24
0.14
0.0 1
U31402-A-U201 U31402-A-U201 U31402-A-U201 U31402-A-U201
5.6 mg/kg Q3W 5.6 mg/kg Q3W Up-Titration Up-Titration
No Bone Metastasis Bone Metastasis No Bone Metastasis Bone Metastasis
0.5
0.4 1
0.3 1
0.24 *
0.1+4
0.0+
30




Most covariate effect estimates shrink to zero

ORR [95% Crl]

Reference patient + 30 [18, 45]
|
i
Anti-HER3-ac-DXd C, 19 (5%) - % 2018, 46]
(Average C1-3 ng/mL) 50 (25%) | —— 26 [14, 42]
132 (75%) —o— 33[19, 48]
206 (95%) — —lQ— 36 [19, 55]
|
i
Titration flag  Up-titration —| o 22 [11, 38]
|
|
I
Prior chemotherapy No — A—H 54 [23, 83]
I
|
|
Baseline bone metastasis Yes — l—Q—lh 18[9, 33]

0 25 50 75 100
Objective response rate (%)

METRUM
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Progression-Free Survival (PFS)

1.00

Progression—free survival probability

0.00 A

METRUM 3

RESEARTH GROLUP

Anti-HER3-ac-DXd -~ Q1:[1.47,13.9] == Q3:[33.2,67.4]

Ctrough atcycle 1 < Q2:[13.9,33.1] “ Q4:[67.6,206]
(ng/mL)

0.75

0.50

0.25 A

0 168 33 504 672
84 252 420 588 756
Time (days)

32



Probability of

Dose reductions and discontinuations were common

CV?IGH}E A3-acOxd Q1 [842,2260] =+ Q3 [2710, 3060] Cycle 1 ~+ Q1[0.357, 1.34] ~+ Q3[1.84,2.40]
anti= —ac-|
Cmax (ng/ml) =+ Q2[2270,2700] —+~ Q4 [3060, 4430] DXd Cavg (ng/ml) —- Q2[1.34,1.84] =+ Q4[2.43,36.1]
0.41 f——t——t
0.20 - —
c c
oo 0.31 +——+ B Le
28 SoF 0.15-
| | 1 i } i i =.E g
=0 4 ! 0O .=
R0 0.21 ] — 1 B3E 0.10+
o) - c ol g
- ® o [&]
w 2 £y
<o 0.11 <o 0.051 ]
0.0 0.001
0 5 10 15 20 0 5 10 15 20
~ Cycle Cycle

VMETRUM 33
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PFS modeled with time-varying exposure & hazard

Piecewise exponential time-to-event model

|| Horseshoe | | spike-and-siab
— T 3
h(t;;)=hel, . (t;;)exp(f(C;;,0)+ X 71)
2 |
® Same exposure metrics as ORR N |
® Same ER functions as ORR I
® Same covariates as ORR N )
® Spike & slab priors for covariates (shrinkage 50 2 Do 2 20
. prior like horse.shoe) . . b~ Gammalh/e.1/c)
Interval censoring and right censoring @ ~ N
® Parametric time-to-event models also 0 ~ N
Considered Tuildi ~ AN spike + (1= A1) Nyap,
?’2,;‘|32 ~ A2‘N2. spike T (1 _Az]fvslab-

METRUM
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Beta(1,1)
Beta(1/2,1/4)
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Same exposure & ER function as ORR comparable to “best” model

(Expected Log Pointwise Density: higher is better!)

Exposure ER

metric Relationship ELPD Agipp  SEarrpD
DXd Cavg Linear -2239.15 0.00  0.00
DXd Cavg Log Linear -2242.78 -3.64 3.13
Anti-HER3-ac-DXd Ctrough Emax -2243.75 -4.60 6.07
Anti-HER3-ac-DXd Ctrough Sigmoidal Emax -2243.82 -4.67 6.06
Anti-HER3-ac-DXd Ctrough Log Linear -2244.54 -5.39 6.24
DXd Cmax Linear -2244.62 -5.48 2.73
Anti-HER3-ac-DXd Ctrough Linear -224471 -5.57 6.28
DXd Cmax Log Linear -2245.39 -6.24 4.09

METRUM
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Progression free survival probability

Model describes the data well

0.95 0.8 . 0.5

== QObserved data == Simulated data

Anti-HER3-Ac-DXd Ctrough
at Cycle 1 (ng/mL)
Q1:[1.47,13.9]

Anti-HER3-Ac-DXd Ctrough
at Cycle 1 (ng/mL)
Q2:[13.9,33.0]

1.00 1

0.75 1

0.50 1

0.25

0.00 1

Anti-HER3-Ac-DXd Ctrough
at Cycle 1 (ng/mL)

Anti-HER3-Ac-DXd Ctrough
at Cycle 1 (ng/mL)

Q3:[33.1,67.4] Q4: [67.4,206]
1.00 -
0.75 1
0.50 1
0.25
0.00 1

0 200 400 600 0 200 400 600

Time (days)

METRUM
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Progression free survival probability

0.95 0.8 . 0.5

= QObserved data == Simulated data

BL Bone Metastasis BICR
No

BL Bone Metastasis BICR
Yes

1.00 1

o
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Most covariate effect estimates shrink to zero

Reference patient

Prior 3rd Gen TKI Therapy .
No 3rd Gen TKI - _;’—
1st/2nd and 3rd Gen TKI ——
% TC HER3 Mem Staining 2+/3+ i
Missing - —;—0—
>=75% - | T —
Liver Met. 1
Yes - R
Baseline ECOG Performance Status ,
1+ - ——
Brain Met.
Yes —O——
Baseline Bone Metastasis T
Yes - ——
Anti-HER3-Ac-DXd Ctrough Cycle1/Cycle 12 T
6.68/75.2 ng/mL (5%) —®
19.1/144 ng/mL (25%) - +
73.5/320 ng/mL (75%) —l.—
133/507 ng/mL (95%) 1 —
I
T T T T
25 50 75 100

METRUM

RESEARTH GROLUP

Probability of Progression
Free Survival at 6 months

PFS [95% Crl]

Reference patient

4227, 57]
Prior 3rd Gen TKI Therapy

46 [30. 60
53 [38, 65

% TC HER3 Mem Staining 2+/3+

54 [38, 6
59 |45, 69
Liver Met.

27 [14, 42]
Baseline ECOG Performance Status

31 [18, 46]
Brain Met.

36 [19, 50]
Baseline Bone Metastasis

32 [16, 48]
Anti-HER3-Ac-DXd Ctrough Cycle1/Cycle 12

3419, 49
39 (24, 54
45 [29, 59
48 [32, 62
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Piecewise exponential model allows for arbitrary changes in hazard

—— 6.68/75.2ng/mL (5%) — 73.5/320 ng/mL (75%)

METRUM

RESEARTH GROLUP

500 1

4004

3001

200 1

100 1

2.5

2.0

1.5

1.0

0.5

0.0 1

Anti-HER3-ac-DXd

Ctrough Cycle 1 Cycle 12

19.1/144 ng/mL (25%) — 133/507 ng/mL (95%)
— 40.7/221 ng/mL (50%)

Anti-HER3-ac-DXd Ctrough Hazard

0.008 ( S A O
0.007 1 [r————
NN IEESEEE RN NN

0.006 A

[

0.005 4

0.004 4

f 0.003 -
T T T T T T T T T T T T T T T T T T T T T T T T
123 456 7 8 9 101112 123456 7 8 9 101112

Cumulative Hazard Progrseusrs\i’?vr;ll-'ree

1.00 4

0.754

0.50+

0.25 1
12345678 9101112 12345678 9101112

Time (months)
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Safety endpoints modeled as either binary or time-to-event

Depending on time of first event

Gr3+ TEAE Serious adverse event Sg}'ggﬁl‘ie
754
Time to first event (days) 504
Endpoint Events Subjects Median Mean SD Min Max 25 4
Gr3+ TEAE 482 715 15 569 882 1 700
| AE leading to dose interruption 314 715 64 996 104 1 723 |
AE leading to dose modification 421 715 43 838 110 1 723 El] Any grade ALT increase Gr2+ nausea o vomiting
AE leading to dose reduction 163 715 23 68.7 109 1 700 I 501 80 - 50
AE leading to discontinuation 69 715 94 141 123 3 584 = 407 60+ I 404
Gr3+ platelet count decrease 162 714 8 288 506 5 283 § 30+ 304
r3+ neutrophil r 196 698 16416 569 6 321§ - 1 20-
Any grade adjudicated drug-related ILD 43 715 124 161 123 9 584 | W 4. 20+ 10
Serious adverse event 272 715 51.5 96.1 122 1 818 04 0- 04 R _m®
Any grade ALT increase 328 666 15 566 898 1 538 Any grade adjudicated AE leading to AE leading to
Any grade AST increase 408 630 19 546 774 1 575 ) ey il ) Seveniniaton
Any grade bilirubin increase 156 707 46 103 130 1 735 : : :
Gr2+ nausea or vomiting 234 715 4 329 663 1 428 24 1 209 Iy 24
Fatigue 277 715 8 415 692 1 370 ! ! \
Reduced appetite 325 715 7 313 553 1 323 14 ' 101 : 14 '
R o st O st O o e i
CYITLBOYFIERE °YILBLBIYRE °cgIge2ygIgrsy
SenRagsy NeSRalkny SenRagsy
Study day
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Most associations were with DXd exposure

Cycle 1 DXd C,, Age

Race: Asian

Cycle 1 DXd C,, Age

Country of origin: Japan
Cycle 1 DXd C,,.x Baseline hemoglobin?
Baseline platelet count® |
Race: Asian®

umor type: Breast cancer
Cycle 1 DXd C,,.x Weight

I Baseline neutrophil counta

Country of origin: Japan?
Cycle 1 anti-HER3-ac-DXd C, . None
Anti-HER3-ac-DXd C,,., None
DXd C,.x Age
DXd C., . None

F

METRUM 41
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Only a handful of significant covariates on safety endpoints

Reference patient

- +

Cycle 1 |

DXd Cmax \

8.03 ng/imL (5%) 1 [<— i
15.5 ngimL (25%) 1| <
33.9 ng/mL (75%) 4
58.5 ng/mL (95%) - ; &>

Tumor Type

CRC A
NSCLC non-EGFRm

Breast cancer o ]—_.—_-_
Race r
Other i —@—
Black or African American - ——
Asian 4 ! —*——’——*—
1
Baseline Platelet :
138 10"9/L (5%) - |——
193 10M9/L (25%) -—@—

308 10°/L (75%) 1 |~
427 10%9/L (95%) 4 € |1

Baseline Hemoglobin

1
1
95 g/dL (5%) - T
107 gldL (25%) ——
128 g/dL (75%) 1| —QF—
144 gidL (95%) 1 |~
1
1

o4
o
8
[
=]
B
(=]
o
=1

Probability of
Gr3+ platelet count decrease (%)

METRUM

RESEARTH GROLUP

Reference patient

Cycle 1

DXd Cmax
8.03 ng/mL (5%) 1
15.5 ng/mL (25%) 4
33.9 ng/mL (75%) 4
58.5 ng/mL (95%) -

Country of Origin

Japanese
Non-Japanese Asian -

Baseline Weight

42 kg (5%)
51.8 kg (25%)
71.5 kg (75%)

93 kg (95%)

Baseline Neutrophils

2.13 10°9/L (5%)
3.05 1079/ (25%) -
5.8 10°9/L (75%)
9.68 10°9/L (95%) -

Baseline Hemoglobin

95 g/dL (5%) -
107 gldL (25%)
128 g/dL (75%) -
144 g/dL (95%)

40 60
Probability of
Gr3+ neutrophil count decrease (%)

Reference patient

Cycle 1

DXd Cavg

0.553 ng/mL (5%) 1 —@——

1.37 ng/mL (25%) 4
3.19 ng/mL (75%) 4
5.18 ng/mL (95%) 4

Race

Other -
Black or African American <
Asian

Age

41 years (5%) 4
53 years (25%) 4
68 years (75%) 4
77 years (95%) 4

BN
—O
A

25

50 75

Probability of
Gr3+ TEAE (%)




Population simulations support 5.6 mg/kg over up-titration

B 5.6 mgikg aaw [ Up-Titration
3.2 mg/kg, 4.8 mg/kg, followed by 6.4 mg/kg IV Q3W

Efficacy Safety
3 601
=
%
Q0 40~
o
o
=
Q 20-
©
c
; .u ml
0 -

OIE{H TEAES E PLATS NEUT3 ALTI AEDR AEDC

AEDC, adverse events leading to discontinuation; AEDR, adverse events leading to dose interruption; DXd, deruxtecan; HER3, human
epidermal growth factor receptor 3; ILD, interstitial lung disease; NEUT, neutrophil count decrease; NV, nausea or vomiting; PLAT,
platelet count decrease; Q3W, every 3 weeks; SAE, serious adverse event; TEAE, treatment-emergent adverse event.

VMETRUM 43
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PK

Summary

Anti-HER3-ac-DXd PK was described by a

two-compartment model with three

elimination pathways

DXd PK was described by by a one-

compartment model with linear and nonlinear

clearance

Most covariates did not have a clinically

important impact on exposures

Moderate hepatic impairment was associated

with in DXd exposure

O  No dose reduction is proposed at this

time since moderate hepatic
impairment data was limited

MVETRUM

RIESEARCH SR

Exposure-response

Obijective response rate and progression-free
survival were positively associated with anti-
HER3-ac-DXd exposure
O  bone metastasis identified as a
predictive covariate for ORR
O liver metastasis identified as a
predictive covariate for PFS
Grade >3 TEAEs, SAEs, and grade 23 platelet
and neutrophil count decrease were
positively correlated with increasing exposure
to anti-HER3-ac-DXd or DXd
Dose-response predictions showed that
HER3-DXd 5.6 mg/kg Q3W had a positive
benefit-risk profile with clinically meaningful
efficacy for NSCLC and manageable safety
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Thank you
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