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- - A non-interventional, ambispective, longitudinal, open-label, multicentre, phase IV study

Final real-world safety and effectiveness | | | | |

Main eligibility criteria Dosage and duration of treatment according to the SmPc Primary outcomes
res u Its Of REALITY'O1 Stu dy = » Adult patient (age = 18 years (yrs)). The recommended dosage for T-DXd was 5.4 mg/kg administered ) Safet;gof ,;I-'D.X,fl '?. relaclj-_llfe dcondllt!(onst_tgsl Eer thDe. occurrﬁ_nge of:
- HER2+ m/u BC, with at least 1 prior anti-HER2 by intravenous perfusion every 3 weeks (21-day cycle) up to disease progression " oft ventrioular 3ys;:3(r)1£;ti?)rr? | a?o%fcli;a(anl;ngraéze)? e (kD)
traStuzu ma b de rUXte ca n (T-DXd) treatment beforé T-DXd, previously treated ana/or toxicity. ? STUDY INCLUSION - Other grade 2 3 Adverse brug Reactions (ADRS,).
by compassionate T-DXd or previously MO — — — — — — — — — — — — — _

Secondary outcomes
 Risk factors for ADRSs, description of T-DXd treatment over time,
effectiveness of T-DXd in real-life conditions, HR-QoL.

upon the investigator’s decision.

lines for HER2+ metastatic or COHORTS
unresectable (m/u) breast cancer (BC)

In patients received 2 2 prior treatment treated or planned to be treated by T-DXd . | l

Results
Jean-Yves Pieraa'? B. Asselaint. | Teixeira?. C. Lewws. N. Dohollou? Patients’ characteristics Safety and tolerability (SAS; n = 306)
ean-Yves Pierga’?, B. Asselain’, L. Teixeira?, C. Lev . Dohollou TPrrr
V1 Sairt Ghiclain gN. Haiiaii®, B. Verro®. E. Legauffe’ L.yuwerf‘ N Bonnin® at T-DXd initiation - ADRs of interest were reported in 85.3% (n = 261) of pts, of whom 11.1% (n = 34) (95% Cl: [7.8-15.2]) discontinued T-DXd tt.
C. Jouannaud', M. Saghatchian'’, F. Lai Tiong™, A. Moreira™®, O. Cassuto™ * At the data cut-off, i.e. July 2024, 50 centres - Out of a total of 979 T-DXd-related ADRs, 3.9% (n = 38) were serious. At least one interstitial lung disease/pneumonitis (ILD) was reported in 14.7% of all patients (n = 45)
Y,Tazi15 C Fremin“; A Bra ado16, T BaCheIot1,7 ’ recrur_ced 306 pts with a median follow-up and a total of 48 ILD events occurred: 5.6% of all patients (n = 17) had grade 1, 4.9% (n = 15) grade 2, 2.3% (n = 7) grade 3, 1.0% (n = 3) grade 5 and 1.0% (n = 3) had
| e A BIY o duration of 23.3 mo. ungraded ILD’s.* Among these patients, the median time to onset of ILD was 123 days (range, 31-760).

* A total of 37.6% of pts (n = 115) experienced grade = 3 ADRs: the only one observed in more than 10% of pts was haematotoxicity, reported in 18.0% of cases (n = 55).
Figure 1. Flow chart of analysis sets

Table 2. Occurrence of T-DXd-related ADRs in all patients, stratified by age group and baseline ECOG performance status

ECOG 0-1 ECOG 2-3

and pts disposition
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Centre Francois Baclesse, Caen, France; *“Medical Oncology Department, Polyclinique Bordeaux Nord Aquitaine, Bordeaux, France;
*Medical Oncology Department, Centre Oscar Lambret, Lille, France; ®Medical Oncology Department, Institut Gustave Roussy, Villejuif, France;
’‘Oncogard-ELSAN, Institut de cancérologie du Gard, Nimes, France; 8Medical Oncology Department, Institut de Cancérologie
de Lorraine — Alexis Vautrin, Vandoeuvre-lés-Nancy, France; "Medical Oncology Department, Hospices Civils de Lyon, Lyon, France;
""Medical Oncology Department, Institut Godinot, Reims, France; ""Oncology Department, Hopital Américain de Paris, Neuilly-sur-Seine, France;
2Medical Oncology Department, Centre Hospitalier Sud Réunion, St Pierre, Reunion Island; *Medical Oncology Department,
Chu Amiens-Picardie, Amiens, France; *“Medical Oncology Department, Polyclinique Saint George, Nice, France;
15Strasbourg Oncologie Libérale, Strasbourg, France; ®Medical Department, Daiichi Sankyo France SAS, Rueil-Malmaison, France;
""Medical Oncology Department, Centre Léon Bérard, Lyon, France

Enrolled SAS: Safety analysis set;
(n = 306) FAS: Full analysis set

Total ECOG 0-1 [ ECOG 2-3

No pts excluded from SAS

Number of patients 306 207 52 2438 o8 172 35 43 9
. . Any ADR, n (%) 261 (85.3) 181 (87.4) 43(82.7) 212(85.5) 49(84.5) 151(87.8) 30(85.7) 36(83.7) 7 (77.8)
Background and objectives
Nesoite alobal f o tantia dical need | Pts excluded from FAS (n = 14) Associated with dose reduction 50 (16.3) 37 (17.9) 10(19.2) 40(16.1) 10(17.2) 28(16.3) 9(25.7) 9 (20.9) 1(11.1)
* Despite global therapeutic advancements, a substantial unmet medical need persists - Eligibility criteria not met (n = 1) Associated with study drug interruption 72 (23.5) 53(25.6) 14(26.9) 53(21.4) 19(32.8) 39(22.7) 14(40.0) 11(25.6) 3(33.3)
to improve progression-free survival (PFS), Overall Survival (OS) and quality of life + Didn’t have 21 follow-up Associated with study drug discontinuation 34 (11.1)  22(10.6) 8(15.4) 26(10.5) 8(13.8) 19(11.0) 3 (8.6) 6 (14.0) 1 (22.3)
(QoL) in patients (pts) with HER2+ mBC. Attrition rate highlight that a significant effectiveness assessment Associated with an outcome of death 4 (1.3) 2 (1.0) 2 (3.8) 3(1.2) 1(1.7) 1(0.9) 1(2.9) 2 (4.7) 0 (0.0)
proportion of pts might not receive or benefit from later-line treatment (tt) options’. after intake of T-DXd (n = 13)
* The phase Il DESTINY-BreastO1 trial demonstrated the efficacy of T-DXd Any grade 2 3 ADR, n (%) 115 (37.6) 81(39.1) 23(44.2) 94(379) 21(36.2) 65(37.8) 16(45.7) 20(46.5) 3(33.3)

in HER2+ mBC pts previously treated with trastuzumab emtansine (T-DM1),

reporting an overall response rate (ORR) of 62%, a median PFS of 19.4 months (mo), Table 1. Characteristics of pts at T-DXd

and an OS of 29.1 mo-. initiation Associated with dose reduction 29 (9.5) 19 (9.2) 7 (13.5) 25 (10.1) 4 (6.9) 15 (8.7) 4 (11.4) 7 (16.3) 0 (0.0)
| o | Associated with study drug interruption 49 (16.0) 37 (17.9) 9(17.5) 39 (15.7) 10(17.2) 29 (16.9) 8 (22.9) 8 (18.6) 1(11.1)
* The phase |l DESTINY-BreastO2 subsequently confirmed these findings and reinforced Associated with study drug discontinuation 23 (7.5) 15 (7.2) 6 (11.5) 19 (7.7) 4 (6.9) 13 (7.6) 2 (5.7) 5(11.6) 1(11.1)
the favourable benefit-risk profile of T-DXd, showing its ability to overcome resistance to Number of patients 306 Associated with an outcome of death 4 (1.3) 2 (1.0) 2 (3.8) 3(1.2) 1(1.7) 1 (0.6) 1(2.9) 2 (4.7) 0 (0.0)
prior ADCs?’ (i.e. T-DM1), while maintaining a relatively low incidence of T-DXd-related
serious adverse drug reactions (ADRs) (11.4%). Confirmed ORR was 74.1% with T-DXd
versus 27.2% with treatment of physician’s choice, median PFS was 16.7 versus 5.5 mo Age Any Serious ADR, n (%) 30 (9.8) 16 (7.7) 11 (21.2) 24 (9.7) 6 (10.3) 14 (8.1) 2 (5.7) 9 (20.9) 2 (22.2)

(HR 0.30), and median OS was 35.7 versus 25.0 mo, corresponding to a 31% reduction Median age, n (Min-Max) 59 (27-90)
in the risk of death (HR 0.69)". > 70 vrs. N ’0/ 58 (19.0
yrs, n (%) (19.0) T-DXd treatment exposure Figure 2. Number and proportion of pts (n = 306) receiving the recommended dose of 5.4 mg/kg at each tt cycle
* In France, the results of DESTINY-BreastO1 and 02 supported early access of T-DXd
for eligible pts before the Marketing Authorization (MA) through a Temporary (SAS; N = 306)

Authorization for Use (Autorisation Temporaire d’Utilisation; ATU) program, ECOG performance status, n (%)

as a monotherapy for the treatment of HER2+ m/u BC in pts previously treated 01 207 (67.6) * Median duration of T-DXd treatment
with = 2 lines of anti-HER? tt. 2-3 52 (17.0) was 11.9 mo (range, 0.7-26.7).
_ _ _ _ Missing 47 (15.4) « 21.6% of pts (n = 66) completed
* This REALITY-01 stu_dy aims to fill gaps W|th_ real-world data for HER2+ m/u BC pts the study according to the protocol
of both cohorts (during ATU and after MA) with T-DXd tt. (after 2 years of follow-up). Percentage of pts at the recommended dose at each cycle
CNS metastasis, n (%
Yes o) 89 (29.1) - Median number of cycles of T-DXd e eycle
Conclusions Parenchymal 6 (22'2) received per patient 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36
Leptomeningeal 29 (9.5) was 15.0 (range, 1-36). 294 280 261 245 233 216 195 181 174 162 151 144 138 124 115 104 98 92 87 79 75 74 65 62 60 56 51 50 46 43 40 38 28 20 12 7 gtug_‘f:;;;;he pts
¢ REALITY‘O1 COnfirmS the Safety and effeCtiveneSS Of T'DXd in rea|-W0r|d Setting N MISSII’)Q 213((61é 3) 11 22 35 45 44 50 53 58 58 57 52 53 48 45 45 43 41 39 38 38 36 35 35 33 30 29 25 22 20 17 15 9 9 7 5 0 ::E?ft;?;r?tfcrl)ct)ss:n
O ) umber o S
- A favourable benefit-risk profile in unselected populations: Missing 5 (1.6) Effectiveness 11 1 11 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 GNESER.

- 96.1% of patients initiated T-DXd at the recommended dose (5.4 mg/kg), FAS: n = 292
with only 16.3% requiring dose reductions due to any ADR, highlighting its Hepatic failure, n (%) ( , N = ) Figure 5. Best Overall Response Rate in patients with
manageable safety profile. v ’ 20 (6.5 « Median PFS was 17.6 mo. Median OS was not reached. at least one on-treatment assessment (n = 194), % (n)

=S (6.5) The 2-year OS rate was 63.4% (95% Cl: [57.5-68.8])

- Only 11.1% of treatment discontinuations due to any ADR and 9.8% of serious No 283 (92.9) | B R 40%
adverse drug reactions, despite the inclusion of subgroups typically excluded Missing 3 (1) * Among the 292 pts of the FAS, 66.4% (n = 194) had at least one on-treatment assessment o 32.0% (52)
from clinical trials. and ORR was 49.0% (95% Cl: [41.7-56.2]), including 25.8% (n = 50) of CR. M 25.8% (50)

23.2% (45)
. . . . 20%

- No evidence of increasing toxicity in these vulnerable subgroups Renal failure, n (%) * Among the 1*20 pts who achlev?d a .complete or partial response (CR/PR), the median duration 14.9% (29)
(ECOG 2-3, = 70 yrs), confirming the manageability of T-DXd in routine Yes 4 (1.3) of response™ was 13.4 mo (95% CI: [9.0=17.4]) 10% 1% @ l:
clinical practice. , e

I\N/I(i)ssin 2948((19;')4) Figure 3. Progression Free Survival Figure 4. Overall Survival 0% | -_
 Sustained efficacy: 9 ' 100 100 o7 67 Re?o%rr?gclee(tgm Res:c?r';ggl(PR) Disgatlasgl?SD) Il)aigoe%rse:?llavDe) Evalugglz (NE)
- 93.7% - C 93.8% o,

- Median progression-free survival of 17.6 months and objective response rate _ _ _ : 9 | TR srow 0., LT . F CNS
of 49.0%, consistent with pivotal trial results. History of lung disease history, n (%) S ; —7.6% e | | : - ocus on m
- . . e Yes 36 (12.4) S 0 | | | T 59.0% = 60 i | : | : : | "« At T-DXd initiation, 89 pts (29.1%) had mCNS,

- Reassuring data for elderly patients and those with impaired performance status No 268 (87.6) 2 - . | . | | 48.6% 3 o | ; | | i ! : | of which 29.2% (n = 26) were symptomatic
(ECOG 2/3), where T-DXd demonstrates tolerability comparable to the general S | | S . . : ! | 70 ymp '
population. s oo l | | | | T2 i ; ; | mOS: NE '+« Among the mCNS pts who underwent at least

Previous li f anti- temi # 20 | | | | | | 8 5 | : | | | | : l one on-treatment CNS assessment (n = 54),
* These findings support T-DXd as astandard therapeutic option for heavily tr:aa\;:r(r::it ;Z?szt::t;t?s r;ﬁ;i:ﬁyem'c : fﬁ : | mPFS:17.6mo |1 3 fg | i 46.3% pts (n = 25) achieved a complete
pre-treated HER2+ patients, including high-risk populations, and endorse its advanced disease, n (%) £ o | ! | | | 0 i ! | | | | or partial response.
broader accessibility In clinical practice. ’ 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 _ _ _
<3 146 (47.7) e Time (months) N Time (months) * The median PFS for patients with CNSm at T-DXd
>4 159 (52.0 S S initiation was 14.8 months (95% CI: [13.0-19.1]), with
Missing 1 (2)3) ) 292 267 247 223 191 165 133 97 16 292 285 273 261 245 234 220 193 82 a 12-month PFS rate of 64.(80/0 ?95%[(:': [538—237])
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