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%study was sponsored by AstraZeneca in collaboration with Daiichi Sankyo. In
March 2019, AstraZeneca entered into a global development and commercialization
collaboration agreement with Daiichi Sankyo for trastuzumab deruxtecan (T-DXd;

DS-8201). In collaboration with the authors, both AstraZeneca and Daiichi Sankyo
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Context Summary:

Key objective: What is the efficacy and safety of trastuzumab deruxtecan (T-DXd;
5.4 mg/kg once every 3 weeks) in previously treated patients with locally advanceK

or metastatic human epidermal growth factor 2 (HER2)-expressing Q

(immunohistochemistry [IHC] 3+/2+) solid tumors? Q,

Knowledge generated: DESTINY-PanTumor02 demonstrated@%tment with T-
DXd resulted in durable responses across multiple tumor , alongside clinically
meaningful rates of progression-free survival and overa vival, with the greatest
benefit observed in the HER2 IHC 3+ populatio@e safety profile was consistent
with the known profile for T-DXd, includinggdneidence of interstitial lung disease.

\\

Relevance: Trastuzumab deru ovides meaningful benefit for patients with

multiple types of solid tumor t express HER2, particularly for those whose

tumors express HER e 3+ level on central review.

Relevance sQox/ritten by JCO Associate Editor Gini Fleming, MD.
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ABSTRACT

PURPOSE

Trastuzumab deruxtecan (T-DXd) is a human epidermal growth factor 2 (HER2)-
directed antibody-drug conjugate approved in HER2-expressing breast and gastric

cancers and HER2-mutant non-small cell lung cancer. Treatments are limited for&

other HER2-expressing solid tumors. \Q

PATIENTS AND METHODS ‘ , !

This open-label phase Il study evaluated T-DXd (5.4 mg/kg Q3®r ER2-
expressing (immunohistochemistry [IHC] 3+/2+ by local og.central testing) locally
advanced or metastatic disease after 21 systemic tr , or without alternative
treatments. Primary endpoint was investigator- sed confirmed objective

response rate (ORR). Secondary endpoin %ﬂed safety, duration of response

(DOR), progression-free (PFS), and @&survival (0S).
RESULTS P@

At primary analysis, 267 p@s received treatment across seven tumor cohorts:
endometrial, cervical, lan, bladder, biliary tract, pancreatic, and other. Median
follow-up was %ﬂths. In all patients: ORR, 37.1% (n=99; 95% ClI, 31.3-43.2)
with res in all cohorts; median DOR, 11.3 months (95% CI, 9.6—-17.8); median
PF @xonths (95% Cl, 5.6-8.0); median OS, 13.4 months (95% CI, 11.9-15.5).
nts with central HER2 IHC 3+ expression (n=75): ORR, 61.3% (95% ClI,
49.4-72.4); median DOR, 22.1 months (95% CI, 9.6—not reached); median PFS,
11.9 months (95% ClI, 8.2-13.0); median OS, 21.1 months (95% CI, 15.3-29.6).

Grade 23 drug-related adverse events were observed in 40.8% of patients; 10.5%
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experienced adjudicated drug-related interstitial lung disease (ILD), with three

deaths.
CONCLUSION

Our study demonstrates durable clinical benefit, meaningful survival outcomes, and
safety consistent with the known profile (including ILD) in pre-treated patients wi
HER2-expressing tumors receiving T-DXd. Greatest benefit was observedq?s

IHC 3+ population. These data support the potential role of T-DXd as @

agnostic therapy for patients with HER2-expressing solid tumorsog

R
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INTRODUCTION

Human epidermal growth factor receptor 2 (HER2) is a transmembrane tyrosine
kinase receptor involved in the stimulation of cell proliferation, differentiation, and
survival.! HER2 overexpression can occur in a range of solid tumors, including
breast, gastric, biliary tract, bladder, pancreatic, and gynecological tumors.? HER
overexpression is associated with a biologically aggressive tumor phenotype Qr
prognosis, increased risk of disease recurrence, and limited benefit from Q~

chemotherapy.'3-°> HER2-directed therapy is standard-of-care for pressing

unresectable or metastatic breast cancer, HER2-positive loca nced or
metastatic gastric cancers, colorectal and gastroesophag
adenocarcinomas, and HER2-mutant non-small cell ncer.5-° However, many
patients with other HER2-expressing solid tumo@l progress on standard therapy,
with poor prognosis and limited alternativ& 2 This represents an opportunity to

improve outcomes for such patients )@\vel HER2-targeted therapeutics.

N

Trastuzumab deruxtecan (J- is a HER2-directed antibody-drug conjugate
composed of a huma immunoglobulin G1 anti-HER2 monoclonal antibody, a
tetrapeptide-ba gavable linker, and a potent topoisomerase | inhibitor payload.

T-DXd is%?ﬂy approved in the USA and EU for treatment of HER2-expressing

breast,caneer, HER2-positive gastric or gastroesophageal junction adenocarcinoma,
an@he USA and Japan for HER2-mutant non-small cell lung cancer.*>7 In early-
%e studies, T-DXd demonstrated antitumor activity in a range of
HER2-expressing malignancies, including colorectal, salivary gland, biliary tract, and
endometrial cancer.® In August 2023, T-DXd was granted breakthrough therapy

designations in the USA for adult patients with unresectable or metastatic HER2-

positive (immunohistochemistry [IHC] 3+) solid tumors that have progressed
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following prior treatment and have no satisfactory alternatives, and for patients with
HER2-positive (IHC 3+) metastatic colorectal cancer who have received =2 prior
treatment regimens.® The aim of this study (NCT04482309) was to assess efficacy
and safety of T-DXd in patients with selected, locally advanced, metastatic, or

unresectable HER2-expressing solid tumors. &
N
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METHODS

Study Design and Participants
This open-label, multicenter, phase Il study (NCT04482309) evaluated the efficacy
and safety of T-DXd 5.4 mg/kg Q3W in patients with previously treated HER2-
expressing solid tumors in seven cohorts. &
<2
Eligible patients were 218 years, had histologically confirmed locally adv@
unresectable, or metastatic biliary tract, bladder, cervical, endomety ian,
pancreatic, or other solid cancers (excluding breast, colorect @ic, and non-
small cell lung cancers), who progressed after 21 systemi %nent, or had no
satisfactory alternative treatment options; Eastern C@?\; Oncology Group
performance status of 0-1;%° HER2-overexpresumors with IHC 3+/2+ (local or
central testing) scored using current Ame& ciety of Clinical Oncology/College
of American Pathology guidelines fo \g HER2 in gastric cancer;?! and had 21

investigator-assessed measurag%&on on the basis of Response Evaluation

Criteria in Solid Tumors versi .1 (RECIST 1.1).22 Patients with non-infectious

interstitial lung disea )/pneumonitis requiring steroids, or if suspected
ILD/pneumoniti ot be ruled out by imaging at screening, were excluded.
HER2 expr n for eligibility was based on local assessment, where available.

Othen@ ibility was determined by central testing. HER2 IHC status was
asSessed centrally using HER2 HercepTest™ (DAKO) and scored according to
stric-specific criteria. Prior HER2-targeted therapy was permitted. Eligibility criteria

are provided in the Appendix Methods.

The study protocol was approved by the institutional review board at each site and

was conducted in accordance with the International Conference on Harmonization
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Good Clinical Practice, the Declaration of Helsinki, and local regulations on the
conduct of clinical research. All patients provided written informed consent before

study participation.

Procedures
T-DXd was administered intravenously every 3 weeks at 5.4 mg/kg of body WQ&
RECIST scans were performed at screening and every 6 weeks until doc@n\pd
disease progression (RECIST 1.1) or withdrawal of consent. Treat tlnued
until documented disease progression (RECIST 1.1), WlthdraWQ sent, or when
discontinuation criteria were met. Dose interruptions and/Qr ion and supportive
therapy were permitted for clinically significant and/ogu %sptable toxicity. For

suspected ILD/pneumonitis, treatment was inte d pending evaluation, and all

events were followed until resolution (inc y&er discontinuation) regardless of

severity (Appendix Methods). Q\
Endpoints i

The primary endpoint vaestlgator -assessed confirmed objective response rate

(ORR), defined@

response byRECIST 1.1 (Appendix Methods). Secondary efficacy endpoints

portion of patients with a confirmed complete or partial

includ ration of response (DOR; time from date of first documented response
[camp or partial] until the date of documented progression, or death in the
?s’@nce of disease progression); disease control rate (percentage of patients with a
best objective response of confirmed complete response or partial response, or with
stable disease for at least 5 weeks after first dose); progression-free survival (PFS;
time from first dose until date of objective disease progression or death regardless of

withdrawal or receipt of another cancer therapy); and overall survival (OS; time from

10
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date of first dose until death due to any cause). An independent central review per
RECIST 1.1 was performed and reported alongside the investigator-assessed results

for secondary outcomes.

Secondary safety endpoints included the occurrence of adverse events (includinK
drug-related adverse events, serious adverse events, adverse events of speciQ

interest [ILD/pneumonitis and left ventricular dysfunction]), and changes iQ}Sign

measurements and standard clinical laboratory parameters. Advers were
coded and graded according to the Medical Dictionary for Regulat ctivities
(version 26.0) and National Cancer Institute Common Termi y Criteria for

Adverse Events (version 5.0). Potential cases of ILD/pn onitis were evaluated by

&

Statistical Analysis \

an independent adjudication committee.

A sample size of 40 patients per. rf'was determined to provide sufficient

precision for the estimation jective response in each cohort (eg, for ORR 35%,

exact Cl would be [20 1.7]). Efficacy and safety results are presented by cohort
and overall base full analysis set (patients who received at least one dose of
study medi &)utcomes are reported in all patients enrolled by local and central
testingcﬂ? up analyses by HER2 status are reported as confirmed by central

€5

Wr estimations were used to describe DOR, PFS, and OS. Exact 95% Cls for

ne. Descriptive statistics were used to summarize each endpoint. Kaplan-

binomial proportions were calculated using the Clopper-Pearson method.

11
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RESULTS

Patients

Between October 7, 2020, and July 7, 2022, a total of 268 patients with
HER2-expressing solid tumors were enrolled from >120 sites across 15 countries. Of
these, 267 (99.6%) patients received at least one dose of study treatment and we

included in the full analysis set; one patient withdrew before receiving treatme\Qig

Al). Q~
Median age was 62 (range 23—-85) years. Patients had receiv;@edian of two

lines of prior therapy (range 0-12; Table 1). Across all co% 40.8% had received
t

23 prior lines, and 14.2% had received prior HER2 t rastuzumab [12.4%)],
pertuzumab [1.9%], zanidatamab [1.5%], trast @b emtansine [1.1%],
trastuzumab duocarmazine [0.4%], and/o& ifib [0.4%]). The other tumors cohort
included patients with salivary gland (n=19), malignant neoplasm of unknown
primary site (n=5), extramamm aget’s disease (n=3), cutaneous melanoma
(n=2), oropharyngeal neo;@ =2), adenoid cystic carcinoma, head and neck
cancer, lip and/or or ity cancer, esophageal adenocarcinoma, intestinal
adenocarcinom diceal adenocarcinoma, esophageal squamous cell
carcinoma chlar cancer, and vulvar carcinoma (all n=1).

&
In @a) 202 patients were enrolled based on local HER2 testing, and 65 patients
k% enrolled based on central HER2 testing. According to HER2 testing for
eligibility, 111 patients were enrolled with IHC 3+ expression, 151 with I[HC 2+

expression, and five with IHC 1+ expression (Table 1). Based on central testing,

there were 75 patients with IHC 3+ expression, 125 with IHC 2+ expression, 25 with

12
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IHC 1+ expression, 30 with IHC 0 expression, and 12 patients were unknown, owing

to unavailable/unevaluable samples for central testing (Table Al).

At data cutoff (June 8, 2023), median follow-up duration across all cohorts was 12.75

months (range 0.4—-31.6); 235 patients had discontinued treatment (progressive

2

disease [n=167, 62.5%], any adverse event [n=32, 12.0%)], death during studygn=18,
6.7%], patient decision [n=11, 4.1%], investigator decision [n=4, 1.5%)], uv@h
[n=2, 0.7%], lost to follow-up [n=1, 0.4%]), and 32 (12.0%) patients ined on

treatment. The median number of 21-day treatment cycles for a®| ts was eight.

Among the 267 patients, 99 patients (37.1%) [95% 43.2] had a confirmed
objective response by investigator assessment.@stigator-assessed ORRs in all
patients by cohort (Fig 1 and Table A2) w %% (95% ClI, 40.9-73.0)

endometrial; 50.0% (95% ClI, 33.8—6 \rwcal; 45.0% (95% ClI, 29.3-61.5)

ovarian; 39.0% (95% ClI, 24.2-5 der; 30.0% (95% CI, 16.6—46.5) other

tumors; 22.0% (95% ClI, 10. biliary tract; and 4.0% (95% CI, 0.1-20.4)
pancreatic. In patientsQ centrally confirmed HER2 IHC 3+ expression (n=75),

investigator-as,j{@
I

98.1) endo ; 75.0% (n=8; 95% ClI, 34.9-96.8) cervical; 63.6% (n=11; 95% ClI,

Rs by cohort (Fig 1) were 84.6% (n=13; 95% CI, 54.6—

oyarian; 56.3% (n=16; 95% CI, 29.9-80.2) bladder; 44.4% (n=9; 95% CI,

other tumors; 56.3% (n=16; 95% CI, 29.9-80.2) biliary tract; and 0% for

Wreatic cancer (n=2). In the pancreatic cohort, no objective response was
observed in the first 15 patients, and the cohort was closed for further recruitment
according to prespecified futility criterion, by which time 25 patients had been
enrolled. Investigator-assessed ORRs by central IHC 3+/2+ status are provided in

Fig 1.
13
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Responses were observed in patients who received (n=38; 36.8% [95% ClI, 21.8—
54.0]) or did not receive (n=227; 37.4% [95% CI, 31.1-44.1]) prior HER2 therapy.
Across all tumor types, 100 patients (37.5%; 95% CI, 31.6—43.6) had a confirmed
ORR by independent central review. By cohort, ORRs by independent central re K
in all patients were 57.5% (95% CI, 40.9—-73.0) endometrial; 37.5% (95% CI, ZQ
54.2) cervical; 42.5% (95% ClI, 27.0-59.1) ovarian; 41.5% (95% ClI, 26. 3@
bladder; 35.0% (95% CI, 20.6-51.7) other tumors; 26.8% (95% CI,% .9) biliary

tract; and 12.0% (95% ClI, 2.5-31.2) pancreatic. 0

Investigator-assessed median DOR (Fig 1C and Ta 27053 all cohorts was
11.3 months (95% ClI, 9.6-17.8), ranging from onths in the pancreatic cohort to
22.1 months in the other tumors cohort; m R was not reached in the
endometrial cohort. In all HER2 subg the longest median DOR was in patients

with IHC 3+ (22.1 months [95% —~not reached]).

Investigator-assessed lan PFS (Fig 2 and Table A2) was 6.9 months (95% ClI,
5.6-8.0), rangir@months in the pancreatic cohort to 11.1 months in the
endometrial ort’In all HER2 subgroups, the longest median PFS was in patients
with | %)1.9 months [95% CI, 8.2-13.0]). PFS by tumor cohort and HER2

status rovided in Fig 2 and Table A2.

v

Across all cohorts, median OS (Fig 3 and Table A2) was 13.4 months (95% ClI,
11.9-15.5; 66% maturity), ranging from 5.0 months in the pancreatic cohort to 26.0

months in the endometrial cohort. In all HER2 subgroups, the longest median OS

14
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was in patients with IHC 3+ (21.1 months [95% CI, 15.3-29.6]). OS by tumor cohort

and HER?2 status is provided in Fig 3 and Table A2.

Percentage change of target lesion size from baseline and a full breakdown of

efficacy in the other tumors cohort are shown in Fig A2 and Table A3, respectiveK

Among 267 treated patients (median follow-up of 12.75 months), =1 inve@

assessed drug-related adverse event was experienced by 226 (84. ents
(Table 2), with the most common being nausea (55.1%), anemi@. %), diarrhea

(25.8%), vomiting (24.7%), and fatigue (24.7%; Table A4 3 or higher drug-

related adverse events occurred in 109 (40.8%) pati ith the most common

being neutropenia (10.9%) and anemia (10.9% ious drug-related adverse
events occurred in 36 (13.5%) patients. Dr, lated adverse events led to
discontinuation in 23 (8.6%) patients se reduction in 54 (20.2%) patients.

Drug-related adverse events an -dfug-related adverse events resulting in death
occurred in four (1.5%) and %/o) patients, respectively. Adjudicated drug-
related events of ILD/@monitis occurred in 28 (10.5%) patients, with the majority
as low grade (gr , W=7 [2.6%]; grade 2, n=17 [6.4%)]). There was one (0.4%)
grade 3 eve d three (1.1%) fatal adjudicated drug-related cases of

ILD/pr@ itis, one each in the biliary tract, endometrial, and other tumors cohorts.

©

15
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DISCUSSION

In this phase Il study, T-DXd demonstrated durable responses across multiple tumor
types, alongside clinically meaningful PFS and OS in pre-treated patients. The
highest response rates, and longest DOR, PFS, and OS were observed in tumors

with IHC 3+ expression. Responses were also observed irrespective of prior HER&

therapy. Q
S

HER2 protein expression, gene amplification, and gene mutation h n

identified as therapeutic targets in multiple tumor types.?® Ho @-ERZ-targeted
=

therapy is not currently approved beyond breast, gastric, tal, and lung
cancer.>>24 The tumor types investigated here wer ined based on
epidemiological frequency, prevalence of HERZ@ESSiOﬂ and unmet medical
need.?® Investigations are supported by & inical data of T-DXd and
encouraging results from the HERA e Il basket trial which assessed T-DXd in
advanced solid tumors with HE lification.18:25

D
Of note are the magni of benefit observed in the endometrial, cervical, and
ovarian cohorts; ighest ORRs were observed in these cohorts across all studied
tumor type Q.S% endometrial; 50.0% cervical; 45.0% ovarian). To the best of our
knowl Q)ﬂs is the first report of a HER2-directed antibody-drug conjugate in
thase gynecological tumors. In the endometrial cohort, 77.5% of patients had =2
yo?lines of therapy. The ORR in patients with HER2 IHC 3+ expression was
84.6%. In all patients with endometrial cancer, median PFS and OS were 11.1
months and 26.0 months, respectively. The clinically significant response and
survival rates observed in this study are encouraging for HER2-expressing

endometrial cancers, which are typically associated with high risk for progression

16
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and poor survival rates. In the cervical cohort, 85.0% of patients had 22 prior lines
of therapy, and the ORR in patients with HER2 IHC 3+ expression was 75.0%.
Median OS in this cohort was 13.6 months in all patients, not reached in IHC 3+
patients, and 11.5 months in IHC 2+ patients. These data are promising in a cohort
with few treatment options and a typically low response rate to treatment.'! The
median number of prior treatments in the ovarian cohort was three, and 35.0% &
patients had five or more prior lines of therapy; the median OS was 13.2 @ in

all patients and 20.0 months in patients with HER2 IHC 3+ expres @\)ults from

ovarian cancer, and the outcomes are promising for a disea

the present study further support use of a HER2 antibody-dru te for treating
éﬁgroup with a high

mortality rate.1%26

Although there was only one investigator- responder in the pancreatic
cohort (4.0%; closed to recruitment wj patients enrolled), when assessed by
independent central review, thre ses were observed (12.0%). PFS and OS
results showed potential in Q%Iine pancreatic cancer setting; however, it is
challenging to draw c@sions from this cohort owing to the low patient numbers,

particularly in the group.

Biliary cancer is uncommon?? but has a high mortality rate'® and limited clinical
bene |C?m second-line chemotherapy.?’ The phase Il trial of T-DXd in patients with
WSectable or recurrent HER2-expressing biliary tract cancers showed promising
activity in patients with HER2-positive (IHC 3+ and IHC 2+/in-situ hybridization+)
biliary tract cancer.?® The data in the DESTINY-PanTumor02 trial further support
HER?2 as a therapeutic target in biliary tract cancer where an ORR of 56.3% and OS

of 12.4 months were observed in patients with IHC 3+ tumors.
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Safety findings for T-DXd in this trial were consistent with the established safety
profile.'> A risk of pulmonary adverse events, primarily ILD/pneumonitis, has been
observed in patients receiving T-DXd and is an important consideration for these
patients.2%30 While most cases of adjudicated drug-related ILD in this trial were low,
grade and manageable, and overall incidence was consistent with that in previ &
studies,3! three adjudicated drug-related ILD/pneumonitis-related deaths @!d.
Multidisciplinary guidelines for diagnosing and managing T-DXd-rel O
ILD/pneumonitis have been published.?® T-DXd-related ILD/pn Is can be
safely managed with a multidisciplinary team, who should,m the
ILD/pneumonitis jointly with the medical oncologist include a primary care
physician, nurse practitioner, pulmonologist, pa ist, pharmacist, infectious
disease specialist, and radiologist. Patient be proactively monitored for
ILD/pneumonitis, and suspected cas uld be actively managed by a

multidisciplinary team; T-DXd tr:@p should be interrupted in the event of grade 1

ILD/pneumonitis, and the ev ust resolve before treatment may resume.?®

This tumor-agno lgmarker-driven approach represents an innovative application
of the princiQ of precision medicine.® Despite the prospects of the tumor-agnostic
strate ix drugs have received US FDA approval on this basis:

pe mmab for microsatellite instability high, mismatch repair deficient, or tumor
Vﬂtional burden high tumors; dostarlimab for mismatch repair deficient tumors;
larotrectinib or entrectinib for tumors with NTRK gene fusions; dabrafenib plus

trametinib for tumors with BRAF V600E mutations; and selpercatinib for tumors with

RET gene fusions.®? As with those studies, this trial has a clear rationale based on

18
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preclinical/clinical data, and demonstrates meaningful antitumor activity across

endometrial, cervical, ovarian, bladder, biliary tract, and other tumor cohorts.

A tumor-agnostic investigative approach has some limitations, most notably the
single-arm nature of the studies. It was not possible to include a single comparator
given the range of tumor types that were included. Another potential limitation 4 ,S
few patients included with HER2 IHC 1+ tumors. The protocol allowed for. ent
of patients with HER2 IHC 1+ tumors once 3/15 responders within @had been
observed in centrally confirmed HER2 IHC 3+ or IHC 2+ tumor ver, only the
cervical cohort prospectively opened enroliment to patien s@-@ 1+ tumors, as
recruitment in other cohorts was complete by the timg.r Yr;e rate data were
available on the first 15 patients. There is limite idence available from this study

in HER2-low patients, a population of grow @ical interest following the approval

of T-DXd in HER2-low breast cancer.} few responses in patients who were
determined to be IHC 1+/0 on ret Ive central testing suggest that further
exploration in patients with | + tumors is warranted beyond breast cancer.

In this global, m Qphase Il study, treatment with T-DXd demonstrated robust
clinical activigy providing durable clinical benefit for pre-treated patients with selected
HER2- %@ing solid tumors. The observed safety profile, including ILD, was
cofsis with that in previously reported studies of T-DXd. These data provide
%tal evidence for antitumor activity of T-DXd across multiple tumor types,
suggesting potential tumor-agnostic activity in patients with HER2-expressing solid

tumors.
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FIGURE LEGENDS

FIG 1. Investigator-assessed responses as per RECIST 1.1. (A) ORR across tumor
cohorts, according to HER2 status by central testing. 2Responses in the other tumors
cohort include responses in extramammary Paget’s disease, oropharyngeal
neoplasm, head and neck, and salivary gland cancers. (B) The maximum change,i{
tumor size, according to tumor type. Patients with IHC 3+ status (central testinQre
marked with a dot. The other tumors cohort includes responses in extram@y
Paget’s disease, head and neck cancer, oropharyngeal neoplasm, ary
gland cancer. (C) DOR in patients with an objective response, acc g to tumor
type. DOR was defined as the time from the date of first doc ted response
(complete response or partial response) until the datg_ o umented progression, or
death in the absence of disease progression. R se was determined by
investigator assessment according to RE and required confirmation after
the first observed response at least 4 ater. Censored patients are marked
with a rounded dot, patients wh d responding are marked with a triangular
dot, and patients with a com response are marked with a square dot. BTC,

biliary tract cancer; D uration of response; HER2, human epidermal growth

factor receptor 2; munohistochemistry; ORR, objective response rate;

RECIST 1.1Qsp nse Evaluation Criteria in Solid Tumors version 1.1.

FIG 2. lan-Meier estimates of PFS, according to tumor type. (A) Endometrial
%ter, (B) cervical cancer, (C) ovarian cancer, (D) bladder cancer, (E) other tumors,
(F) biliary tract cancer, and (G) pancreatic cancer. IHC, immunohistochemistry; NR,

not reached; PFS, progression-free survival.
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FIG 3. Kaplan-Meier estimates of OS, according to tumor type. (A) Endometrial
cancer, (B) cervical cancer, (C) ovarian cancer, (D) bladder cancer, (E) other tumors,
(F) biliary tract cancer, and (G) pancreatic cancer. IHC, immunohistochemistry; NR,

not reached; OS, overall survival.

&

FIG Al. Patient disposition. DCO, data cutoff.

FIG A2. Target lesions size, percentage change from baseline over tm@ :

analysis set). CR, complete response; PD, progressive dlsease® rtial

response; SD, stable disease. %
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1.0 5 nJOS in months (95% Cl)
rian cancer: IHC 3+ 20.0 (3.8-NR)
arian cancer: IHC 2+ 13.0 (4.7-21.9)
0.8 Ovarian cancer: Total 13.2 (8.0-17.7)
2
2
3
2]
E 0.6
()
>
(o)
G
2> 04+
3
©
Q
o
Lo
& 02
L—eo
0.0
T T T VT T T T T T T 1
0 3 6 % 12 15 18 21 24 27 30 33
0 Time from first dose (months)
Number of patients 0 12 15 18 21 24 27 30 33
at risk, month
Ovarian cancer: IHC 3+ 11 7 7 6 4 3 2 0
Ovarian cancer: IHC 2+ 11 8 6 6 4 1 0
3 0

Ovarian cancer: Total 22 17 } 8
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1.0 nJOS in months (95% Cl)
er cancer: IHC 3+ 13.4 (6.7-19.8)
dder cancer: IHC 2+ 13.1 (11.0-19.9)
_ 08+ Bladder cancer: Total 12.8 (11.2—-15.1)
kS
2
>
2]
E 0.6
()
>
(o)
G
2> 0.4+
%
(]
Qo
[
o 0.2 :\
0.0 \

T T
0 3 12 15 18 21 24 27

Time from first dose (months)

Number of patients 0 3 6 9 12 15 18 21 24 27
at risk, month

Bladder cancer: IHC 3+ 16 13 1" 9 6 5 4 0
Bladder cancer: IHC 2+ 20 17 16 15 9 7 5 2 0
Bladder cancer: Total

a%] 31 28 25 15 12 9
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1.0 - %Aedian 0S in months (95% Cl)
o

& Other tumors: IHC 3+ 24.3 (11.1-NR)
A ther tumors: IHC 2+ 14.6 (6.8-22.4)
0.8 Other tumors: Total 21.0 (12.9-24.3)
0.6

0.4 — Q

NI

Probability of overall survival

0.0
T T T Nl T T T T T T !
0 3 6 § 12 15 18 21 24 27 30 33
Q Time from first dose (months)
Number of patients 0 3 9 12 15 18 21 2 27 30 33
at risk, month
Other tumors: IHC 3+ 9 9 9 8 8 7 5 3 1 0
Other tumors: IHC 2+ 16 16 13 10 9 6 4 2 1 0
35 2 1 0

Other tumors: Total 30 27 23 19 1’}3 7
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1.0 nJOS in months (95% Cl)
iary tract cancer: IHC 3+ 12.4 (2.8-NR)
ary tract cancer: IHC 2+ 6.0 (3.7-11.7)

_ 08+ Biliary tract cancer: Total 7.0 (4.6-10.2)
2

2

3

2]

E 0.6

()

>

(o)

G

2> 04+

3

(]

Q

[

& 02

0.0 \Q y 4
) 4

I I I
0 3 6 @ 12 15 18 21 24 27 30
0 Time from first dose (months)
Number of patients 0 3 6 9 12 15 18 21 24 27 30
at risk, month

Biliary tract cancer: IHC 3+ 16

Biliary tract cancer: IHC 2+ 14 1

Biliary tract cancer: Total 2 21 15 12 11 8 7 4
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nJOS in months (95% Cl)

creatic cancer: IHC 3+ 12.4 (8.8-NR)
ncreatic cancer: IHC 2+ 4.9 (2.4-15.7)
Pancreatic cancer: Total 5.0 (3.8—14.2)

1.0
0.8
©
2
2
3
(%]
E 0.6
[0
>
o
k]
2> 0.4+
3
©
Ke)
[
& 0.2-
0.0
I
0
Number of patients 0

at risk, month

Pancreatic cancer: IHC 3+ 2

Pancreatic cancer: IHC 2+ 19

Qv/ T T T T T T |
12 15 18 21 24 27 30

Time from first dose (months)

9 12 15 18 21 24 27 30

1 1 1 0

8 8 6 2 2 1 1 0
2 0

Pancreatic cancer: Total

Yy

0 12 10 9 7 2 1
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Assessed for eligibility (n = 735) \Q

Excluded (n = 467
* Failed screenin
» Withdrawal
* Death (n =

v
Allocation Assigned to treatment (n = @

v

@d not receive treatment (n = 1)

A,
Treatment Received{s/ t (n =267)

Qi Discontinued treatment (n = 235)

* Progressive disease (n = 167)
Q « Any adverse event (n = 32)
* Death during study (n = 18)
@ * Patient decision (n = 11)
& * Investigator decision (n = 4)
* Unknown reasons (n = 2)
* Lost to follow-up (n = 1)

DCO (June 1023) Patients ongoing at DCO (n = 32)
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TABLE 1. Demographics and Baseline Clinical Characteristics

Endometrial Cervical Ovarian Bladder Other Biliary tract Pancreatic
Cancer Cancer Cancer Cancer Tumors Cancer Cancer
(n =40) (n =40) (n =40) (n=41) (n =40) (n=41) (n =25)
?{'g:\igg)Age' vears 67 (37-79) | 49(28-78) | 56 (34-72) | 67(43-85) | 61(38-81) 64 (31-80) | 62 (23-80)
Female, No. (%) 40 (100.0) 40 (100.0) 40 (100.0) 14 (34.1) 13 (32.5) 21 (51.2) 10 (40.0)
Race, No. (%)
White 23 (57.5) 29 (72.5) 22 (55.0) 25 (61.0) 27 (67.5) 20 (48.8) 17 (68.0)
2:?12':5; nAfrica” 4(10.0) 0 1(2.5) 0 0 0 ,)&.0)
Asian 10 (25.0) 7 (17.5) 17 (42.5) 16 (39.0) 10 (25.0) 21 (51.2 <( 6 (24.0)
Other 0 3(7.5) 0 0 2 (5.0) 1(4.0)
Not reported 3(7.5) 1(2.5) 0 0 1(2.5) (-0‘ 0
|
£00 Pejormance Koot
0 23 (57.5) 22 (55.0) 26 (65.0) 19 (46.3) 15 Mvm (31.7) 8 (32.0)
HER2 Testing for
Eligibility,® No. (%) e
Local 31(77.5) 23 (57.5) 37 (92.5) 33 (80.5) %72.5) 34 (82.9) 15 (60.0)
Central 9 (22.5) 17 (42.5) 3(7.5) 8 (19N 11 (275 7(17.1) 10 (40.0)
HER2 IHC Status >
(Eligibility),° No. (%) O
IHC 3+ 16 (40.0) 10 (25.0) 15 (37.5), 2}\(5.9) 16 (40.0) 22 (53.7) 5 (20.0)
IHC 2+ 24 (60.0) 25 (62.5) 25 (GAA 14 (34.1) 24 (60.0) 19 (46.3) 20 (80.0)
IHC 1+° 0 5 (12.5) \ N 0 0 0 0
Centrally Confirmed /0
EE.R(% /0|)Hc Status, \< (/
IHC 3+ 13 (32.5) 8 (20! 11 (27.5) 16 (39.0) 9 (22.5) 16 (39.0) 2 (8.0)
IHC 2+ 17 (42.5) (50. N (47.5) 20 (48.8) 16 (40.0) 14 (34.1) 19 (76.0)
IHC 1+ 4(10.0) /'\% 5 (12.5) 2(4.9) 2 (5.0) 3(7.3) 1(4.0)
IHC 0 5 (12.5) \\) (10.0) 5 (12.5) 2(4.9) 4(10.0) 7(17.1) 3(12.0)
Unknown¢ 1 7o 0 1(2.4) 9 (22.5) 1(2.4) 0
Prior Therapy Lines Py
Median (range) ﬂ{ (0-7) 2 (1-6) 3 (1-12) 2 (0-9) 2 (0-8) 2 (1-5) 2 (1-4)
0, No. (%) S :'1 (2.5) 0 0 1(2.4) 1(2.5) 0 0
1, No. (%) 1 8 (20.0) 6 (15.0) 8 (20.0) 13 (31.7) 15 (37.5) 14 (34.1) 7 (28.0)
2.No. o~ = | 18(450) 15 (37.5) 8 (20.0) 8 (19.5) 9 (22.5) 15 (36.6) 11 (44.0)
3, Yot 6 (15.0) 9 (22.5) 5 (12.5) 10 (24.4) 10 (25.0) 9 (22.0) 6 (24.0)
4, m 3(7.5) 6 (15.0) 5 (12.5) 4 (9.8) 0 2 (4.9) 1(4.0)
>5, No. (%) 4(10.0) 4(10.0) 14 (35.0) 5 (12.2) 5 (12.5) 1(2.4) 0
EQ?E%‘)ERZ Therapy, 9 (22.5) 1(2.5) 2 (5.0) 3(7.3) 14 (35.0) 7(17.0) 2 (8.0)
Trastuzumab 5 (12.5) 1(2.5) 2 (5.0) 3(7.3) 14 (35.0) 6 (14.6) 2(8.0)
Pertuzumab 0 1(2.5) 0 1(2.4) 2 (5.0) 1(2.4) 0
Zanidatamab 2 (5.0 0 0 0 1(2.5) 1(2.49) 0
Irastuzumab 1(2.5) 1(2.5) 0 1(2.4) 0 0 0
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Trastuzuma_ib 1(2.5) 0 0 0 0 0 0
duocarmazine
Tucatinib 0 0 0 0 0 0 1(4.0)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth
factor receptor 2; IHC, immunohistochemistry.

aECOG performance status scores range from 0 to 5, with higher scores indicating greater
disability.

PHER2 expression for eligibility was based on local assessment where available, or Io@&ng.

specified interim analysis (Supplementary Methods).

¢In the cervical cohort, five patients with IHC 1+ status were included following t@col-

dIncludes patients whose samples were not evaluable and may have@%patients who did not

provide a sample for central testing. E
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TABLE 2. Incidence of Drug-Related Adverse Events

Endometrial Cervical Ovarian Bladder Other Biliary Tract Pancreatic
Cancer Cancer Cancer Cancer Tumors Cancer Cancer
(n =40) (n =40) (n =40) (n =41) (n =40) (n=41) (n =25)

g‘;ﬂ;?ﬁ'\?{;?‘(’wﬁ;"verse 36 (90.0) 36 (90.0) 34 (85.0) 38 (92.7) 34 (85.0) 33 (80.5) 15 (60.0)
Grade 23 14 (35.0) 19 (47.5) 21 (52.5) 17 (41.5) 15 (37.5) 16 (39.0) 7 (28.0)
Serious adverse events 4 (10.0) 3(7.5) 11 (27.5) 4 (9.8) 6 (15.0) 5(12.2) 3(12.0)
Leadinglo 3(7.5) 3(7.5) 1(25) 4(9.8) 6 (15.0) 5(12.2) 1(4.0)
reading 1o dose 13 (32.5) 13 (32.5) 18 (45.0) 15 (36.6) 13 (32.5) 13 (31.7) &
Associated with death 2 (5.0 0 0 1(2.49) 1(2.5) 0 o 6

Most Common Drug- Q)'

Related Adverse Events

(> 10% of Total Patients),

No. (%) (. ’
Nausea 29 (72.5) 26 (65.0) 22 (55.0) 21 (51.2) 23 (57.5) ;\1%16.3) 7 (28.0)
Anemia 7 (17.5) 15 (37.5) 15 (37.5) 12 (29.3) 11 Q?.E?\‘-/lo (24.4) 4 (16.0)
Diarrhea 16 (40.0) 15 (37.5) 8 (20.0) 13 (31.7) 6 V 8 (19.5) 3(12.0)
Fatigue 10 (25.0) 9 (22.5) 11 (27.5) 11 (26.8) (30.0) 9 (22.0) 4 (16.0)
Vomiting 16 (40.0) 10 (25.0) 7 (17.5) 6 (14.60\, [\ 15@375) 9 (22.0) 3(12.0)
Neutropenia 4(10.0) 8 (20.0) 5 (12.5) 11 (@S" 9 (22.5) 9 (22.0) 4 (16.0)
Decreased appetite 8 (20.0) 7 (17.5) 8 (20.0) 19.5) 7 (17.5) 7(17.1) 2(8.0)
Asthenia 11 (27.5) 9 (22.5) 6(15.0) » 3)7.) 8 (20.0) 6 (14.6) 3(12.0)
Alopecia 9 (22.5) 8 (20.0) 5 (12.5) 5 (12.2) 7 (17.5) 9 (22.0) 2(8.0)
Thrombocytopenia 2 (5.0) 2(5.0) 2. 6 (14.6) 7 (17.5) 5(12.2) 3(12.0)

aDose modification includes adver @s with action taken of dose reduced or drug

interrupted. Adverse events as

pneumonia (n = 1), pne@itis n = 1), and neutropenic sepsis (n = 1).

©

<K&

4
&
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Appendix to: Efficacy and Safety of Trastuzumab Deruxtecan in Patients With HER2-
Expressing Solid Tumors: Primary Results from the DESTINY-PanTumor02 Phase Il Trial
Funda Meric-Bernstam, Vicky Makker, Ana Oaknin, Do-Youn Oh, Susana Banerjee, Antonio
Gonzélez-Martin, Kyung Hae Jung, lwona tugowska, Luis Manso, Aranzazu Manzano, Bohuslav

Melichar, Salvatore Siena, Daniil Stroyakovskiy, Anitra Fielding, Yan Ma, Soham Puvvada, Norah
Shire, Jung-Yun Lee

TABLES A1-A4
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TABLE Al. HER2 Status at Baseline, Local versus Central Test Results

Patients, No. (%)

Group Local Results Central HER2 IHC Results
IHC 3+ IHC 2+ IHC 1+ IHC O Unknown Total
IHC 3+ 9 (22.5) 3(7.5) 1(2.5) 1(2.5) 0 14 (35.0)
IHC 2+ 2 (5.0) 7 (17.5) 3(7.5) 4 (10.0) 1(2.5) 17 (42.5)
Endometrial Cancer IHC 1+ 0 0 0 0 0 0
No local result 2 (5.0 7 (17.5) 0 0 0 9 (22.5)
Total 13 (32.5) 17 (42.5) 4 (10.0) 5 (12.5) 1(2.5) 40 (100)
IHC 3+ 6 (15.0) 1(25) 1(25) 0 0 8(20.0)
IHC 2+ 0 7 (17.5) 3(7.5) 3(7.5) 0 /43 (325)
Cervical Cancer IHC 1+ 0 1(2.5) 0 1(2.5) 0 n M.O)
No local result 2 (5.0 11(27.5) 4 (10.0) 0 0 \Y 17 (42.5)
Total 8 (20.0) 20 (50.0) 8 (20.0) 4 (10.0) N7 40 (100)
o
IHC 3+ 7 (17.5) 6 (15.0) 0 0 ( 9% 13 (32.5)
IHC 2+ 2 (5.0) 12 (30.0) 5 (12.5) 5125 (om0 24 (60.0)
Ovarian Cancer IHC 1+ 0 0 0 0 \vJ g 0
No local result 2 (5.0) 1(2.5) 0 L\ J 3(7.5)
Total 11(27.5) 19 (47.5) 5 (12.5) @25 40 (100)
N\
IHC 3+ 12 (29.3) 8 (19.5) 124 & Y209 1(2.4) 24 (58.5)
IHC 2+ 1(2.4) 7 (17.1) 1 (2.N\‘ 0 0 9 (22.0)
Bladder Cancer IHC 1+ 0 0 0 \ 0 0 0
No local result 3(7.3) 5(12.2) ‘Q 0 0 8 (19.5)
Total 16 (39.0) 20 (48.8) o) 2 (4.9) 1(2.4) 41 (100)
IHC 3+ 4(10.0) 2(5 0 1(2.5) 5 (12.5) 12 (30.0)
IHC 2+ 1(2.5) 2 (5.0) 3(7.5) 4 (10.0) 17 (42.5)
Other Tumors IHC 1+ 0 0 0 0 0 0
No local result 4 (10.0) “4}1 5) 0 0 0 11(27.5)
Total 9 (22.% 6 (40.0) 2 (5.0) 4(10.0) 9 (22.5) 40 (100)
IHC 3+ 1&{9% 4(9.8) 1(24) 1(2.4) 0 18 (43.9)
IHC 2+ o 7 (17.1) 2 (4.9) 6 (14.6) 1(2.4) 16 (39.0)
Biliary Tract Cancer IHC 1+ /0 0 0 0 0 0 0
No local ;%V4 (9.8) 3(7.3) 0 0 0 7 (17.2)
Total 16 (39.0) 14 (34.1) 3(7.3) 7(17.1) 1(2.4) 41 (100)
/ 1 (4.0) 2 (8.0) 0 1 (4.0) 0 4 (16.0)
%} 0 8 (32.0) 1(4.0) 2 (8.0) 0 11 (44.0)
Pancreatic Cance o MC 1+ 0 0 0 0 0 0
C) No local result 1(4.0) 9 (36.0) 0 0 0 10 (40.0)
Total 2 (8.0) 19 (76.0) 1 (4.0) 3(12.0) 0 25 (100)

‘?<

Unknown central HER2 test results include patients whose samples were unevaluable (for various technical
reasons) and may include patients who did not provide a sample for central testing. Abbreviations: HER2,
human epidermal growth factor receptor 2; IHC, immunohistochemistry.
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TABLE A2. Efficacy by Tumor Cohort

Endometrial Cervical Ovarian Bladder Other Biliary Tract Pancreatic
Cancer Cancer Cancer Cancer Tumors Cancer Cancer
All Patients 40 40 40 M 40 4 25
gﬁ\’/‘g&i‘:o?)m 23 (57.5) 20 (50.0) 18 (45.0) 16 (39.0) 12 (30.0) 9 (22.0) 1(4.0)
95% Cl 40.9-73.0 33.8-66.2 29.3-615 24.2-555 16.6-46.5 10.6-37.6 0.1-20.4
Best Overall Response
CR, No. (%) 8 (20.0) 2 (5.0) 4 (10.0) 1(2.4) 0 1(2.4) 0
PR, No. (%) 15 (37.5) 18 (45.0) 14 (35.0) 15 (36.6) 12 (30.0) 8 (19.5) 1(4.0)
SD, No. (%) 12 (30.0) 11(27.5) 14 (35.0) 16 (39.0) 20 (50.0) 23 (56.1) 16 (64.0)
PD, No. (%) 4 (10.0) 7 (17.5) 7 (17.5) 7 (17.1) 3(7.5) 7071 A7(@80
NE, No. (%) 0 125 1(25) 0 1(25) 0 No
Median DOR,? n 23 20 18 16 12 9 \Q 1
Median, months NR 14.2 113 8.7 221 A5) N~ 57
Qs—
95% ClI 9.9-NR 41-NR 41-22.1 43-11.8 41-NR 2R NR-NR
DCR at 12 Weeks, No. (%) 32 (80.0) 27 (67.5) 28 (70.0) 29 (70.7) 30 (75.0) % 27 E5.9) 9 (36.0)
95% ClI 64.4-90.9 50.9-81.4 53.5-83.4 54.5-83.9 58.8-87. 49.4-79.9 18.0-57.5
Kaplan-Meier Estimate of 0‘/
Patients With Extended DOR \
>12 months 68.3% 50.6% 47.1% 208% =563 33.3% 0
Median PFS, Months 111 7.0 59 7.0 N 46 32
95% ClI 7.1-NR 4.2-11.1 4.0-8.3 4.2-9. 55-12.5 3.1-6.0 1872
PFS, 6 Months 74.0 51.3 489 M‘ 63.7 35.1 328
95% Cl 57.0-85.1 34.8-65.5 321637 w0711 46.5-76.6 20.9-49.7 14.8-52.3
PFS, 12 Months 492 29.9 316 » \)2.8 39.8 151 10.9
95% Cl 32.4-64.0 15.8-45.4 17%/ 1.0-37.2 24.4-54.7 6.1-27.7 1.9-28.9
Median OS, Months 26.0 13.6 BB 12.8 21.0 7.0 5.0
95% ClI 12.8-NR 1L1-NR =8 0N7.7 11.2-15.1 12.9-24.3 4.6-10.2 3.8-14.2
0S, 6 Months 84.7 800 L, N W3 776 92.4 52.6 48.0
95% Cl 69.0-92.8 64.0-8 osrs 61.4-87.7 78.3-97.5 36.2-66.6 27.8-65.6
0S, 12 Months 69.3 9.1 56.7 62.6 713 30.0 36.0
95% Cl 52.3-81.2 7 39.9-70.5 45.8-75.5 54.2-83.0 16.8-44.4 18.2-54.2

Abbreviations: Cl, confidence,
heg;

A

PFS, progression-fre
2DOR includes o Q

response; NR, not reac

QC)

v

nts with an objective response.

I; CR, complete response; DCR, disease control rate; DOR, duration of
objective response rate; OS, overall survival; PD, progressive disease;
I; PR, partial response; SD, stable disease.
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TABLE AS3. Efficacy by Tumor Type in the Other Tumors Cohort

Confirmed ORR Median DOR, n Median PFS,

(Investigator) Median, Months Months
Group Term All Patients 95% CI 95% CI 95% CI

Adenocarcinoid tumor Aopendix 1 0 NR
of the appendix pp b NR-NR

Adenoid cystic 1 0 8.3
carcinoma - NR-NR

Salivary gland
19 8 (42.1%) 6

Salivary gland cancer 20.3-66.5 20.1 125

5.6-NR —NR
0,

Extramammary Paget’s Extramammary & zg(ffég/;) 122 4 157

disease Paget’s disease 54-NR 6.6-NR

1 1 (100.0%) 1
Head and neck 2.5-100 NR NR
NR-NQ NR-NR
Lip and/or oral cavity Head and neck 1 0 % 4.7
cancer (other) \ 4.2-NR

Oropharyngeal 2 1(50.0%) L
1.3-98.7 NR NR
neoplasm NR-NR 4.2-NR
Intestinal L Y !
; Small intestine 5.6 8.3
adenocarcinoma NR-NR NR-NR
. 5 1
Malignant neoplasm of Cancer of unknown @ NR 28
unknown primary site primary site NR—NR 2 4;NR

Cutaneous 2

Cutaneous melanoma b \ - 1.4-NR
y 2

Esophageal % 0 218 6.3

adenocarcinoma

NR-NR NR-NR
Esophageal

=
o

Esophageal squamous 0.7
cell carcinoma - NR-NR

. f 6 1 0 NR
Testis cancer TeSti - NR-NR

y4

1 0 1
Vulva cancer Q Vulva 2.6 5.6
NR-NR NR-NR
y
40 12 (30.0%) 14
Total other tumors . 16.6—-46.5 19.4 8.8
r' o 5.4-NR 5.5-12.5

\J
Abbreviatigns: DOR, duration of response; NR, not reached; ORR, objective response rate; PFS, progression-
free survival.
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TABLE A4. Safety (Non-Drug-Related Adverse Events)

Endometrial Cervical Ovarian Bladder Other Biliary Tract ~ Pancreatic
Cancer Cancer Cancer Cancer Tumors Cancer Cancer
Number of Patients 40 40 40 41 40 41 25
Any AE, No. (%) 39 (97.5) 40 (100.0) 38 (95.0) 41 (100.0) 38 (95.0) 41 (100.0) 24 (96.0)
Any AE of CTCAE grade 3 26 (65.0) 26 (65.0) 25 (62.5) 26 (63.4) 22 (55.0) 30 (73.2) 14 (56.0)
or higher
Any with outcome of death 3(7.5) 1(2.5) 1(2.5) 3(7.3) 3(7.5) 6 (14.6) 2 (8.0)
Any serious AE (including 15 (37.5) 15 (37.5) 16 (40.0) 17 (41.5) 19 (47.5) 23 (56.1) 9 (36.0)
events with outcome of death)
Any AE leading to 3(7.5) 4(10.0) 3(7.5) 4(9.8) 7 (17.5) 8 (19.5) 3(12.0)
discontinuation of T-DXd
Any AE leading to dose 20 (50.0) 22 (55.0) 23 (57.5) 26 (63.4) 22 (55.0) 17 (41.5) (12 0)
modification of T-DXd
Any AE leading to dose 12 (30.0) 9 (22.5) 17 (42.5) 7(17.2) 6 (15.0) 10 (2 Q
reduction of T-DXd \
Any AE leading to dose 14 (35.0) 17 (42.5) 19 (47.5) 24 (58.5) 21 (52.5) @ﬁ 3(12.0)
interruption of T-DXd
Any AE leading to 15 (37.5) 15 (37.5) 14 (35.0) 17 (415) 17 (42. W(& 2) 8(32.0)
hospitalization
Most Common Adverse Events
(>10% of Total Patients), No. (%) \0
Nausea 32 (80.0) 30 (75.0) 25 (62.5) 23 (56.1) O 0) 23 (56.1) 12 (48.0)
Anemia 14 (35.0) 21 (52.5) 25 (62.5) 19 (46.3 47 (42.5) 16 (39.0) 8 (32.0)
Diarrhea 19 (47.5) 16 (40.0) 13 (32.5) 18 (4@10 (25.0) 10 (24.4) 4 (16.0)
Vomiting 19 (47.5) 13 (32.5) 9 (22.5) 16 (40.0) 12 (29.3) 7 (28.0)
Fatigue 12 (30.0) 10 (25.0) 14 (35.0 2 (29 3) 17 (42.5) 10 (24.4) 6 (24.0)
Decreased appetite 12 (30.0) 8 (20.0) 13 @ls (36.6) 9 (22.5) 11 (26.8) 5 (20.0)
Asthenia 14 (35.0) 11 (27.5) (2500) 5 (12.2) 8 (20.0) 11 (26.8) 5 (20.0)
Constipation 12 (30.0) 14 (35.0) (4&0) 9 (22.0) 10 (25.0) 5 (12.2) 3 (12.0)
Neutropenia 5 (12.5) 8 (20.0) “By(15.0) 11 (26.8) 9 (22.5) 9 (22.0) 6 (24.0)
Alopecia 12 (30.0) 9(2 IV 5 (12.5) 5 (12.2) 7 (17.5) 11 (26.8) 2 (8.0)
Neutrophil count decreased 5 (12.5) 4 40" 10 (25.0) 10 (24.4) 7 (17.5) 4 (9.8) 1(4.0)
Abdominal pain 6 (15.0) N . 10 (25.0) 6 (14.6) 5 (12.5) 6 (14.6) 1 (4.0)
Hypokalemia 8 (20.0) \ ) 2.5) 8 (20.0) 5 (12.2) 2 (5.0 6 (14.6) 1 (4.0)
Aspartate aminotransferase 7 (17 4 (10.0) 9 (22.5) 3(7.3) 5 (12.5) 4 (9.8) 4 (16.0)
increased
COVID-19 £ Q 6 (15.0) 7 (17.5) 7 (17.1) 7 (17.5) 2(4.9) 1 (4.0)
Thrombocytopenia AA% 3(7.5) 5(12.5) 7(17.2) 8 (20.0) 6 (14.6) 3(12.0)
Alanine aminotransferase N5 (12.5) 3(7.5) 7 (17.5) 4 (9.8) 5 (12.5) 4 (9.8) 4 (16.0)
increased
Urinary tract infectio%? 6 (15.0) 7 (17.5) 8 (20.0) 6 (14.6) 2 (5.0 2(4.9) 0
Pyrexia C) 4 (10.0) 3(7.5) 11 (27.5) 4 (9.8) 5 (12.5) 1(2.4) 0
Hypoalbunr!vn 5 1(2.5) 4 (10.0) 7 (17.5) 5 (12.2) 4 (10.0) 1(2.49) 5 (20.0)
Platelet coWreased 2 (5.0) 2 (5.0) 9 (22.5) 6 (14.6) 5 (12.5) 3(7.3) 0
Weigh sed 4 (10.0) 2 (5.0 5 (12.5) 6 (14.6) 4 (10.0) 4 (9.8) 2 (8.0)
\J

Data are n (%). Abbreviations: AE, adverse event; CTCAE, Common Terminology Criteria for Adverse
Events; T-DXd, trastuzumab deruxtecan. Adverse events associated with death included COVID-19 (n = 1),
COVID-19 pneumonia (n = 1), neutropenic sepsis (n = 1), pneumonia (n = 3), sepsis (n = 1), cerebrovascular
accident (n = 1), cardiac arrest (n = 2), hypotension (n = 1), organizing pneumonia (n = 1), pneumonitis

(n = 1), pulmonary embolism (n = 1), and general disorders and administration site conditions (n = 5).
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Appendix to: Efficacy and Safety of Trastuzumab Deruxtecan in Patients With
HER2-Expressing Solid Tumors: Primary Results from the DESTINY -
PanTumor02 Phase Il Trial
Funda Meric-Bernstam, Vicky Makker, Ana Oaknin, Do-Youn Oh, Susana Banerjee,
Antonio Gonzélez-Martin, Kyung Hae Jung, lwona tugowska, Luis Manso, Ardnzazu
Manzano, Bohuslav Melichar, Salvatore Siena, Daniil Stroyakovskiy, Anitra Fielding,
Yan Ma, Soham Puvvada, Norah Shire, Jung-Yun Lee '{
N

METHODS
Patients Qb
Male and female patients were at least 18 years of age at the f giving signed

informed consent. Patients with locally advanced, unrese , Or metastatic solid
tumors with histology specific to respective cohorts,
at least one prior systemic treatment for metastati

have no satisfactory alternative treatment o g?

)-targeted therapy were permitted.

e progressed following
r advanced disease, or who

re recruited; patients with prior
human epidermal growth factor receptor

The respective cohorts for patient m@ were:

é&static or advanced biliary tract cancers,

e Cohort 1 (biliary tract can
including intra- or extra@c cholangiocarcinoma and tumors arising in the
ampulla of Vater oladder

e Cohort 2 (bla cer): metastatic or advanced urothelial carcinoma, including
transition II'ar predominantly transitional cell carcinoma of the renal pelvis,
ureterg bladder, or urethra

e Coljort 8{cervical cancer): metastatic or advanced cervical carcinoma

. @)rt 4 (endometrial cancer): metastatic or advanced endometrial carcinoma

?Cohort 5 (ovarian cancer): metastatic or advanced epithelial ovarian carcinoma

e Cohort 6 (pancreatic cancer): metastatic or advanced pancreatic cancer

e Cohort 7 (other tumors): metastatic or advanced rare tumors with HER2
overexpression (immunohistochemistry [IHC] 3+ and 2+), excluding the tumors

mentioned above, and breast, non-small cell lung, gastric, and colorectal cancer
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Patients must have had HER2 overexpression (IHC 3+ or IHC 2+) as determined by
local or central assessment scored using current American Society of Clinical
Oncology/College of American Pathologists guidelines for scoring HERZ2 in gastric
cancer. Central assessment may have been offered based on site need. For each
cohort, 1-6, up to ten IHC 1+ patients may have been included if 23 objective
responses were observed in the first 15 patients with confirmed HER2
overexpression (IHC 3+ or IHC 2+) by central testing. For the other tumors coh
(Cohort 7), only patients with HER2 overexpression (IHC 3+ or IHC 2+) were\

enrolled. Patients must have provided an existing formalin-fixed paraffin- ded

(FFPE) tumor sample for tissue-based IHC staining to centrally det e HER2
expression and other correlatives. The mandatory FFPE tumor s
have been obtained at the time of diagnosis of metastatic orl% dvanced,
unresectable, solid tumors (most recent pre-enrollment t
been provided). Specimens with limited tumor conte@swk
were inadequate for defining tumor HER2 statusRatients were also required to have
measurable target disease assessed by the Q
Evaluation Criteria in Solid Tumors versio&%EClST 1.1), an Eastern
Cooperative Oncology Group perfor tatus of 0—1, left ventricular ejection

mple must have

ne needle aspirates

ator based on Response

fraction 250% by either echocardi y or multiple-gated acquisition scan within
, adequate organ function within 14 days before

28 days before treatment assi
trastuzumab deruxtecan a&%s ration, and adequate treatment washout period

before study drug tre@@wt.

Patients wer &ded from the study if they had a known somatic DNA mutation of

HER2 (E@without tumoral HER2 expression, primary diagnosis of

adenoCar ma of the breast, adenocarcinoma of the colon or rectum,

adenogarcinoma of the gastric body or gastroesophageal junction, or non-small cell
cancer. Substance abuse or any other medical conditions (eg, clinically

significant cardiac or psychological conditions) that may, in the opinion of the

Investigator, have interfered with the patient’s participation in the clinical study or

evaluation of the clinical study results also warranted exclusion from the study.

Central HER2 Testing
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Tumor tissue samples collected from patients will be analyzed for HER2 status by a
central laboratory designated by the sponsor using a validated assay. Tumor lesions
used to acquire samples for HER2 testing were not target lesions, unless there were
no other lesions suitable for biopsy. Samples with limited tumor content and fine

needle aspirate specimens were considered not acceptable.

A

Treatment and Responses Q
Patients received a dose of 5.4 mg/kg every 3 weeks, and the number o @‘ment
cycles with trastuzumab deruxtecan until RECIST 1.1 disease progr: Q’and
withdrawal of consent parameters were not fixed. Upon commen dy
treatment, patients continued receiving trastuzumab deruxtec% | RECIST 1.1
disease progression, withdrawal of consent, or any of the?g tinuation criteria

were met.

Trastuzumab deruxtecan was administered usi intravenous bag containing 5%
(w/v) Dextrose Injection infusion solution& Ivered through an intravenous
administration set with a 0.2 or 0.22 ilter. The standard infusion time for
trastuzumab deruxtecan was ap Qly 90 minutes for the first infusion. If the
first infusion was well tolerat e participant did not experience an infusion-
related reaction, the minin‘&br usion time for subsequent cycles was at least
30 minutes. If there terruptions during the infusion, the total infusion time was
not allowed to e ours at room temperature. The participant’s weight at
screening (baseling) was used to calculate the initial dose. If, during treatment, the
participa sgght changed by 210%, the participant’s dose was recalculated based

on thefpa ant’s updated weight.

se modifications (interruption, reduction, and/or discontinuation) should be
based on the worst preceding toxicity. Dosing was interrupted (or discontinued in the
case of a dose-limiting toxicity), and supporting therapy was administered as
required. Upon improvement of an adverse event leading to dose interruption,
trastuzumab deruxtecan therapy could be resumed at the same dose. If a further
episode of the same adverse event, or a different adverse event, required dose

interruption, therapy could be restarted at a reduced dose upon improvement (dose
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level 1: 4.4 mg/kg of body weight; dose level 2: 3.2 mg/kg of body weight).
Treatment-emergent adverse events were assessed by the Study Investigator as

related use of trastuzumab deruxtecan.

Interstitial Lung Disease/Pneumonitis
Interstitial Lung Disease is considered an important identified risk-based on a
comprehensive cumulative review of potential ILD/pneumonitis cases reviewed
the independent ILD Adjudication Committee, the available safety data from ﬂ\
clinical development program, available data from recent epidemiology/li ,
biological plausibility, and safety information from drugs of similar ck%ébh

resolution CT and pulmonary function were measured at baselinetand.at the time of

suspected ILD/pneumonitis events. Pulmonologist consultatio pulse oximetry

(Sp02), arterial blood gases if clinically indicated, and on d sample were

collected for PK as soon as ILD/pneumonitis was suspe , If feasible.

Multidisciplinary guidelines for diagnosing ar@@ging T-DXd-related
e

ILD/pneumonitis have been published a ailable here:
https://www.cancertreatmentreviews ticle/S0305-7372(22)00042-1/fulltext

For all patients, the RECIS@wor response data were used to determine each

patient’s visit responording to RECIST 1.1. They were also used to determine
if a patient had p ssed in accordance with RECIST and their best objective

response tOQj eatment.
%

ological tumor assessments were performed no more than 28 days

Visit Responses

Baselﬁj

beforeghe start of study treatment and were performed as close as possible to the
of study treatment. Post-baseline tumor assessments by the Investigator were

performed at the following timepoints:

e Every 6 weeks (1 week) relative to the date of first dose of trastuzumab

deruxtecan, until RECIST 1.1-defined radiological disease progression
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https://www.cancertreatmentreviews.com/article/S0305-7372(22)00042-1/fulltext

e Tumor assessment scans continued if patients discontinued trastuzumab
deruxtecan owing to toxicity without progression until progressive disease was

detected

If an unscheduled assessment was performed, and the patient had not progressed,
every attempt should have been made to complete the subsequent assessments a
their scheduled visits. This schedule was followed to minimize any unintentionalia
caused by some patients being assessed at a different frequency from other\

patients.

At each visit, patients were assigned a RECIST 1.1 visit respons

response, partial response, stable disease, or progressive dis
information from target lesions, non-target lesions, and n ions, and depending
on the status of their disease compared with baselin revious assessments. If
a patient had a tumor assessment that could no evaluated, then the patient was
assigned a visit response of not evaluable U@Q

in which case the response was assigne

Interim Analyses :

Interim efficacy analyses we E%J med using the centrally determined analysis set
2-

re was evidence of progression,

prégressive disease.

after 15 centrally determin eligible patients within a cohort had the

opportunity to compl scheduled post-baseline scans according to RECIST

1.1. Safety data reviewed alongside efficacy to support any decision to expand

the inclusion éﬁ or size of a cohort. No adjustment for multiple testing was

planned @Qstudy.

Ornice 15 patients within a cohort were centrally determined as having HER2 IHC 3+

C 2+ and had the opportunity to complete at least two scheduled post-baseline

scans according to RECIST 1.1, the following applied:

e For each tumor-specific cohort (Cohorts 1-6), the inclusion criteria were
expanded to include up to 10 IHC 1+ patients, if three or more responses were
observed in the first 15 patients. If one or two responses were observed in the

first 15 patients, the cohort continued recruiting without change. If zero responses
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were observed in the first 15 patients, the cohort was closed to further
recruitment

e For the other tumors cohort (Cohort 7), if one or more responses were observed
in the first 15 patients, the cohort continued recruiting without change. If zero
responses were observed in the first 15 patients, the cohort was closed to further
recruitment

e During the study, both the bladder and cervical cohorts met the protocol-spegifie
criteria to open recruitment of IHC 1+ patients, and only the cervical coh \
prospectively recruited patients who were 1+ after this point, and so e

data for 1+ patients are very limited. The cohorts for biliary tract

endometrial cancer, and ovarian cancer had almost fully enrol 40 patients at
the time the first 15 centrally confirmed patients were evalu or response.
Recruitment to the pancreatic cohort was closed (Mar y 2022) as zero

responses in the first 15 patients had been obser

O
§
&
S
&
Q&
&

©
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Target Lesion Visit

Responses

Description

Complete response

Disappearance of all target lesions. Any pathological
lymph nodes selected as target lesions must have had a

reduction in short axis to <10 mm

Partial response

At least a 30% decrease in the sum of diameters of targét
lesions, taking as reference the baseline sum of dia\ rs

as long as criteria for progressive disease We;e. t
4

Stable disease

Neither sufficient shrinkage to qualify for @Jsponse
nor sufficient increase to qualify for pregressive disease
AN

Progressive disease

A 220% increase in the sum of dia@s of target lesions
and an absolute increase of 2 , taking as reference

the smallest sum of diamete nce treatment started,

Not evaluable

including the baselin @Of diameters
<i /
t

Only relevant in situations (ie, if any of the target

lesions wer sessed, or not evaluable, or had a
lesion in% on at this visit, and scaling up could not be
r

perf% lesions with interventions). Note: if the sum
o@u ters met the progressive disease criteria,
?ogressive disease was overridden (ie, the lesions were

ot evaluable as a target lesion response)

<&
Not applic N\

No target lesions recorded at baseline

4
R
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Non-Target L

Visit Responses

esion

Description

Complete response

Disappearance of all non-target lesions present at
baseline with all lymph nodes non-pathological in size

(<10 mm short axis)
y 4

Non-complete

Persistence of one or more non-target lesions with no '\'

response/ non- evidence of progression \

progressive disease ~

Progressive disease | Unequivocal progression of existing non-t@b@ions.
Unequivocal progression may have b@ to an
important progression in one lesio rin several
lesions. In all cases, the progres ust have been
clinically significant for the iCtan to consider changing

(or stopping) therapy
V4

Not evaluable

<

Only relevant wh WJI’ some of the non-target lesions
were not ass dand, in the Investigator's opinion, they
are not apte ovide an evaluable overall non-target
lesion ment at this visit. Note: for patients without
t% ions at baseline, this was relevant if any of the
on*target lesions were not assessed at this visit, and the

jrogression criteria were not met

yi
Not applicab Only relevant if there were no non-target lesions at
baseline
)
8
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Overall Visit Response

v

New
Target Non-Target Lesions Overall
Complete Complete response or not No (or not | Complete
response applicable evaluable) | response
Complete Non-complete response, No (or not | Partial /\
response non-progressive disease, or not evaluable) response\Q
evaluable Q~

7~ N\
Partial Non-progressive disease, No (ornot | P w
response not evaluable, or not applicable evaluablez '@onse

A N

Stable Non-progressive disease, No (o Stable disease
disease not evaluable, or not applicable

Progressive | Any Progressive
disease %Q) disease
Any Progressive disease /\ Any Progressive
\ disease
y4
Any Any w Yes Progressive
i » disease
D
Not evaluable | Non- reSSive disease, No (or not | Not evaluable
gable, or not applicable evaluable)
Not mplete response No (or not | Complete
applica% evaluable) | response
p 4
Not ( )v Non-complete response or No (or not | Stable disease
‘ aQiﬁable non-progressive disease evaluable)
iot Not evaluable No (or not | Not evaluable
applicable evaluable)
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Statistical Analyses

All RECIST 1.1 assessments, whether scheduled or unscheduled, were included in

the calculation of efficacy variables, regardless of whether a patient discontinued

study treatment or received another anticancer therapy. At the time of final analysis,

all efficacy endpoints were summarized by cohort for the full analysis set. Selected

efficacy endpoints were also summarized by cohort for the centrally determined

efficacy analysis set.

&

Endpoints
Analyzed

Notes

a
O

Confirmed ORR

Number and percentage of patients achieving cogfir ﬂ{bjective response
as determined by the Investigator according T 1.1 (with the

associated two-sided 95% exact ClI)

DOR

}(‘j The Kaplan-Meier estimate of
ing two-sided 95% Cls will be reported

A Kaplan-Meier plot of DOR will be p

median response and the corre

&

Disease control

Number and percentage Ms achieving disease control (with the

rate associated two-side xact ClI)

PFS A Kaplan-Meier @ZS will be presented. The Kaplan-Meier estimate of
median PFS& corresponding two-sided 95% Cls will be reported. The
proportio@a ients alive and progression free at 6 and 12 months (Kaplan-
Mei imates) will be presented

2
oS a %-Meier plot of OS will be presented. The Kaplan-Meier estimate of

/‘;Qedian OS and the corresponding two-sided 95% Cls will be reported. The

proportion of patients alive at 6 and 12 months (Kaplan-Meier estimates) will

be presented

Summary statistics for adverse events, serious adverse events, laboratory
findings, vital signs, and echocardiography, electrocardiography, or multiple-
gated acquisition results, Eastern Cooperative Oncology Group/World Health

Organization performance status, and deaths

Abbreviations: DOR, duration of response; ORR, objective response rate; OS, overall

survival; PFS, progression-free survival; RECIST 1.1, Response Evaluation Criteria in Solid

Tumors version 1.1.

10
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Appendix to: Efficacy and Safety of Trastuzumab Deruxtecan in Patients With
HER2-Expressing Solid Tumors: Primary Results from the DESTINY-
PanTumor02 Phase Il Trial

Funda Meric-Bernstam, Vicky Makker, Ana Oaknin, Do-Youn Oh, Susana Banerjee,
Antonio Gonzélez-Martin, Kyung Hae Jung, Iwona tugowska, Luis Manso, Aranzazu
Manzano, Bohuslav Melichar, Salvatore Siena, Daniil Stroyakovskiy, Anitra Fielding,

Yan Ma, Soham Puvvada, Norah Shire, Jung-Yun Lee

LIST OF INVESTIGATORS ( , E
Australia %
Olivia Newton-John Cancer Research Institute: Hui Gan %0

Olivia Newton-John Cancer Research Institute: Jermaine §o

Chris O’Brien Lifehouse: Michelle Harrison

Linear Clinical Research: Tarek Meniawy @
ICON Cancer Care: Jermaine Coward @Q
Belgium é

Reinier de Graaf Gasthuis: Lemoni matas

Reinier de Graaf Gasthuis: Ann Qﬂnk

CHU de Liege — Domaine S iiman: Guy Jerusalem
CHU de Liege — Dom@ ilman: Joélle Collignon

Universitair Ziekenhpi ssels: Sofie Joris

UZ Leuven: Togq orp

Canada 2

Centr@ ré de cancérologie du CHU de Québec — Université Laval, Hbpital de

I'ERfant-Jésus: Olivier Dumas
ill University — Jewish General Hospital: Cristiano Ferrario

Czech Republic

Fakultni nemocnice, klinika onkologie a radioterapie: Stanislav John
Masarykuv onkologicky ustav: Maria Zvarikova

Fakultni nemocnice Olomouc: Bohuslav Melichar

Nemocnice Na Bulovce: Michal Zikan
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Fakultni nemocnice v Motole: Katerina Kopeckova

India

Tata Memorial Hospital: Vikas Ostwal

Artemis Hospitals: Hari Goyal

Rajiv Gandhi Cancer Institute & Research Centre: Vineet Talwar

Tata Medical Center: Bivas Biswas &

N

ltaly %
Policlinico Universitario A GemelliDomenica Lorusso IEO — European (nstifute of

Oncology: Nicoletta Colombo %
A.O. Ospedale Niguarda Ca’ Granda: Salvatore Siena EO

Poland Q
Narodowy Instytut Onkologii im. Marii Sktodowskiej- : lwona tugowska

Uniwersyteckie Centrum Kliniczne: Jacek Jas:@

Szpital Uniwersytecki w Krakowie: Piotr W
Centrum Onkologii im. Lukaszczyka: BogdamZurawski
Uniwersytecki Szpital Kliniczny w P, @u: Jacek Mackiewicz

The Netherlands i
ﬁb)l

Antoni van Leeuwenho tal — Netherlands Cancer Institute: Neeltje Steeghs
Universitair Medis% m Groningen: Mathilde Jalving
Russia &

GBUZ S ersburg clinical scientific and practical centre: Vladimir Moiseyenko
Moscc@ty Oncology Hospital #62: Daniil Stroyakovskiy

AQ,Medsi (Moscow region): Anastasiya Mochalova

%ian Scientific Center of Roentgeno-Radiology: Yulia Kreynina

N.N. Blokhin Medical Research Center of Oncology: Elena Artamonova

Kaluga Regional Clinical Oncology Dispensary GBUZ KO “KOKOD”: Igor
Kudryavtsev

Hadassah Medical Moscow — Oncology Department: Dmitry Gornastolev

Clinical Hospital “RZHD-Medicine”: Konstantin Penkov

Clinical Hospital “RZHD-Medicine”: Aleksandr Vasiliev
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LLC Evromedservis: Konstantin Penkov

Spain
Madrid, H.U. La Paz, Oncologia: Andrés Redondo Sanchez
Hospital Universitario 12 de Octubre: Luis Manuel Manso Sanchez

Clinica Universidad de Navarra: Antonio Gonzalez Martin

Hospital Universitario Vall d’Hebréon: Ana Oaknin Benzaken \
Hospital General Universitario de Valencia, Oncologia: Cristina Caballero@.g
Madrid, H.C.S. Carlos, Oncologia: Aranzazu Manzano Fernandez

Hospital Universitario Reina Sofia: Alberto Moreno Vega &

Madrid, H.C.S. Carlos, Oncologia: Gonzalo Fernandez Hinojal 0%

South Korea ‘ %

Seoul National University Hospital: Do-Youn Oh
Severance Hospital, Yonsei University Health System\J¥ng-Yun Lee

Samsung Medical Center: Seung Tae Kim @Q

Asan Medical Center: Kyung Hae Jung

\\
Taiwan Q

Taipei Veterans General Hospital Chao
Taipei Veterans General Ho . Yi-Ping Hung
Department of Oncology, Chi=Mei Hospital — Liouying: Sheng-Yen Hsiao
National Taiwan Uni Hospital — Oncology: Chia-Chi Lin
%ﬂtal Taichung: Chien-Hsing Lu

Veterans Gener,
Linkou ChalQun Memorial Hospital: Jen-Shi Chen

Thail d@

M@j Nakorn Chiang Mai Hospital: Busyamas Chewaskulyong
ion of Medical Oncology, Srinagarind Hospital: Jarin Chindaprasirt
King Chulalongkorn Memorial Hospital: Napa Parinyanitikul
Chulabhorn Hospital: Teerapat Ungtrakul
Songklanagarind Hospital, Prince of Songkla University: Arunee Dechaphunkul
Bangkok, Oncology Unit, Pramongkutklao H.: Naiyarat Prasongsook
Medical Oncology Unit, Department of Internal Medicine, HRH Princess Mahachakri

Sirindhorn Medical Center, Faculty of Medicine: Chanchai Charonpongsuntorn
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United Kingdom
The Royal Marsden NHS Foundation Trust: Susana Banerjee
Christie Hospital: Mairead McNamara

United States of America

MD Anderson Cancer Center: Funda Meric-Bernstam &
Memorial Sloan Kettering Cancer Center: Vicky Makker Q
Dana-Farber Cancer Institute: Jennifer Veneris Q}
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