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In this targeted literature review, four trials were found eligible for inclusion that matched the
specific indications for HR+; two trials being identified for each of T-DxD (DAISY and DB04)
and SG (IMMU-132-01 and TROPICS-02).
Most efficacy outcomes were generally available by histology for all trials, except IMMU-132-
01, for which published efficacy outcomes stratified by HER2 expression levels are not

available. between the two populations, yielding a low effective sample size.
o ss:ffeettjccj):t:)omes were only fully available for TROPICS-02 and DB04, but not for DAISY (no Therefore, an ITC to compare the relative efficacy and safety of SG and T-DxD

The differences in design and population characteristics, as well as variable levels of available
information on relevant population characteristics, efficacy and safety parameters demonstrate
that an unbiased ITC (adjusted or unadjusted) for SG vs. T-DxD is not currently feasible in the
directly overlapping population.

Conclusions

Heterogeneity in patient population, their baseline characteristics, prior treatment
‘ history, performance status, and lack of uniformity in reporting of efficacy outcomes
‘ and prognostic factors may result in residual differences between the SG and T-DxD
population that cannot be adjusted for. This heterogeneity results in minimal
effective comparability between trials and demonstrated only a modest overlap

among HR+/HER2- mBC patients is not currently feasible and no comparative
conclusions can be made without risk of significant bias.

cancer (mBC) despite low response rates, short progression-free survival, and poor survival rates
associated with their use.

In the hormone receptor-positive/human epidermal growth factor receptor 2-negative (HR+/HER2-)

(IHC 0, 1+, 2+/ISH-) metastatic breast cancer trial (TROPICS-02) among patients who received at

least 2 lines of chemotherapy, Sacituzumab Govitecan (SG), an antibody—drug conjugate directed to

human trophoblast cell-surface antigen 2 (Trop-2) demonstrated statistically significant

improvements vs. chemotherapy in progression-free survival and overall survival'-2. Overall survival

difference was found to be clinically meaningful.

Separately, Trastuzumab Deruxtecan (T-DxD) also demonstrated clinical benefits in patients with

HR+/HER2-low (IHC 1+, 2+/ISH-) mBC in the Destiny Breast-04 (DB04) trial of patients who
received at least one prior line of chemotherapy?.

While SG and T-DxD have both demonstrated efficacy and safety benefits in HER2- and HER2-low

mBC patients, respectively, no head-to-head trials have examined their comparative efficacy.

SG and T-DxD clinical benefits may be compared indirectly.

« In total, four (two comparator-control and two single-arm) clinical trials were considered eligible for
feasibility evaluation of ITC among HR+/HER2- patients on SG vs T-DxD. Data from HR+/HER2-
cohorts or sub-groups from these 4 trials were included in the feasibility evaluation, the details of
which are presented in Table 1. List of trials identified in the literature search are as follows:

Therefore, an indirect treatment comparison (ITC) feasibility assessment was needed to assess if

Two trials for SG (TROPiICS-02-NCT03901339, and IMMU-132-01-NCT01631552)
Two trials for T-DxD (DESTINY-Breast-04 (DB04)-NCT03734029, and DAISY-NCT04132960)

« Study population in these trials had different patient eligibility criteria, number of prior therapy use,
and disease characteristics, as well as variable reporting of efficacy and safety parameters.

Description of Eligible Studies

« Specifically, in the TROPICS-02 trial, patients must have been previously treated with a taxane,
whereas DB04 or DAISY did not have this requirement; and the proportion of patients with prior
history with taxane in these trials has not been published (Table 1).

« Additionally, comparator arm therapy composition was different in both the controlled trials
(TROPICS-02 did not include taxane vs. DB04 did not include vinorelbine).

« Furthermore, prior treatment history were not comparable across the trials, thus precluding
unadjusted ITC methods (Table 1).

Table 1. Study Design of Identified Studies

Intervention

Comparator

Study design

Chemo (eribulin, capecitabine,
gemcitabine, vinorelbine)

Randomized, open-label, Ph 3 trial
HR+/HER2- mBC, with HR+/HER2-

S ™" S
Trials TROPICS-02 1IMMU-132-01 DB04 DAISY
(NCT03901339) (NCT01631552) (NCT03734029) (NCT04132960)

None

Single-arm, open-label, Ph 1/2 trial
mTNBC* and HR+HER2- mBC

Chemo (eribulin, capecitabine,
gemcitabine, paclitaxel, nab-
pacitaxel)

Randomized, open-label, Ph 3 trial

HER2-low mBC, with HR+ and HR-

None

Single-arm, open-label, Ph 2 trial
HER2+, HER2-low, and HER2-0

Introduction Objective

Single agent chemotherapy is the Standard of Care (SoC) among patients with metastatic breast

« To conduct an ITC feasibility assessment for SG and T-DxD in HR+/HER2- mBC post-endocrine-
based therapy and at least two chemotherapies.

« Atargeted literature review of PubMed and Google Scholar was conducted in September 2022 to find
clinical trials with SG and T-DxD in HR+/HER2- mBC.

« Afeasibility assessment was performed to determine if an ITC of SG vs T-DxD using either unadjusted
(anchored) methods (e.g., Bucher’'s method) or population-adjusted indirect methods (PAIC) was
possible.

« During feasibility assessment, heterogeneity was examined with regards to the population due to
differences in trial design, patient characteristics, efficacy and prognostic data. Availability of safety
outcomes was also evaluated.

Baseline Characteristics
- Baseline characteristics and comorbidity profile also had distinct differences in some of the eligible
trials such as TROPiICS-02 population vs. HER2- subgroups in other trials (Table 2).
- The median age at study entry among four trials ranged from 54-58 years. Other baseline
characteristics are reported in Table 2.
« Data on prognostic factors for the directly overlapping population from both trials (TROPICS-02 and
DAISY) was not available from DAISY, precluding an unbiased adjusted ITC.
- Population-adjusted ITC using data from single arm trials (IMMU-132-01 and DAISY) was assessed
as not feasible due to insufficient data on prognostic factors.

Table 2. Baseline Population Characteristics in Eligible Studies

Age « The median age at study entry among four trials ranged from 54-58 years.
« Asian population for HR+ T-DxD arm was 40% in DBO4, compared to 4% and 3% in HR+ SG am in TROPICS-02

Bace) and IMMU-132-01, respectively. Race information was not reported for DAISY.

« In TROPICS-02, ~60% of the patients received 3 or more prior chemotherapies

« In DBO4, only a negligible amount (1%) of patients received 3 or more prior chemotherapies

+ In DAISY, ~80% of the patients received 3 or more previous lines of treatment in the metastatic setting. Number of
prior chematherapy lines received was not reported.

+ Information on prior therapies were not reported for IMMU-132-01

Chemotherapies in the
Metastatic Setting

+ Almost ~74% patients for HR+ T-DxD arm in DBO04 had liver metastasis. In TROPiICS-02, 84% of SG arm (ITT

Mo (LIS EED population) had liver metastasis.

bl low subgroup cohorts cohorts mBC cohorts Efficacy & Safety
+  Received 2-4 prior systemic HR+HER2- mBC cohort* « Primarily received 1-2 lines of « Received 21L chemotherapy in « Finally, information on efficacy outcomes was not uniformly reported in all 4 trials (Table 3).
chemotherapy regimens for « Received 21L endocrine therapy chemotherapy in metastatic metastatic setting
a in met 9 setting § + In the HR+/HER2-low subgroup, efficacy outcomes of interest were available for SG in the TROPICS-
Previously received 21 taxane + Received 21L chemotherapy in + Received 21L endocrine therapy . . R N .
in any setting, 21 anticancer metastatic sefting in any setting for patients with 02 trial (with the notable exception of OS) and for T-DxD in the DBO04 trial.
hormonal treatment in any HR+ disease N .
setting, and 21 CDKA4/6iin « No history of anti-HER2 therapy « Safety outcomes were only available for TROPICS-02 and DBO04, but not for DAISY (no safety data).
metastatic setting
Treatment (Neo) adjuvant therapy for
history® early-stage disease qualified
as one of the required prior L. . .
chemotherapy regimens if the Table 3. Description of efficacy outcomes in HER2 subgroups
development of unresectable,
locally advanced. or metastatic _ TROPICS-022 DB04*42 DAISY® TROPICS-022 DAISY3
disease occurred within 12
R MAU-132.01 Outcomes G Chemo T-DXD Chemo T-DXD G Chemo T-DxD
Prior Therapy Use and ECOG Performance Status (E) (e ) ) (=22 ((F0H) | (EE) ()
« Higher number of patients in TROPICS-02 were pretreated compared to patients in DB04 (median mPFS, months {S5% C1) o4 a2 TARCT)  ea@oed 69(5587) 80 S 451.569)
number of prior chemotherapies: 3 vs 1) and had severe disease (liver metastases: 86% vs 70%). Hazard risk for mPFs 0.58 (0.42-0.79), 0.51(0.40-0.64), . 072 (0.52-1.00), .
. . . " . . P<0.001 P<0.001 =
« Patients in TROPICS-02 had an ECOG 1 ranging from 59-61%. On the other hand, patients in DB04 (o) : : Fe00s
i o
and DAISY had ECOG 1 ranging from 40-55%. ;g;,:”unihs NR NR (202;»294 o '151;-252 Y NR e e NR
« In TROPICS-02, ~97-99% patients had prior CDK4/6i use in the SG groups, and only ~70% patients
h rior CDK4/6i in DBO4 (Fi . Hazard risk for mOS 0.64 (0.48-0.86),
ad prior C /6i use 04 (Figure 1) ol NR s NR NR NR
Figure 1. Prior CDK4/6i Use* ORR, % (95% Cl) 2 12 52.6 (47-58) 163 (11-22.8) 36 16 15 23
5 £ sy 1% Overall Response, n (%)
g ¥z &
8 3% 2 s 70% R 2(1) o 12(36) 1(0.6) 1(17) o o 0(0)
§5 I g e 59.30% PR 36 (24) 16(12) 164 (49.2) 26(15.7) 20 (34.5) 16 (16) 17 (15) 6(23)
- g | J— 100% CBR, n (%)< 56(38) 26 (19) 237(71.2) 57(34.3) NR 31(31) 25(22) NR
g § g (=on 99% mDoR, months 74 a1 9 a0 NR 8.1 6.1 NR
g o (range) (5.88.9) (2.86.1) (4.1-NE) (2.88.3)
g g . 5 =39 98%
£ g e 97% Notes: a) HER2-low is defined as IHC1+, or IHC2+ and ISH-negative/unverified. b) For DBO4, clinical benefit was a composite of complete response, partial response, and more
than 6 months of stable disease, according to blinded independent central review. Abbreviations: CBR, clinical benefit rate; Cl, confidence interval; CR, complete response;
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

“Prior CDK4/6i use was not reported in DAISY
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HER2, human epidermal growth factor receptor 2; HR, hormone receptor: ISH, in situ hybridization; mDoR, median duration of response; mOS, median overall survival; mPFS,
median progression-free survival; NE, not evaluable; NR, not reported; ORR, objective response rate; PD, progressive disease; PFS, progression-free survival; PR, partial
response; SD, DXd,
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