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ADCs: entre la “bala magica” y una “quimioterapia fashion”

Antibody-
linker
attachment

450 ADCs have entered the clinic:
* 13 approved by US FDA

+3 additional by China NMPA

+1 additional by UK MHRA and Japan PMDA
* 271 in clinical development

163 discontinued
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N What have we learned
from this rich history?

ADCs on file, manually curated, as of 23 May 2025
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Many opportunities have been identified for optimization...

* Target binding

* Hydrophobicity
* pl/charge

¢ Conjugation site

* Fc-binding

Payload

Stability * Potency
Cleavage * Mechanism
Charge * Bystander
Hydrophobicity * Hydrophobicity
DAR o Efflux
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Trends in ADC development over four
decades highlight a diversity of
approaches with clearly prominent

Limitations in
type of payloads
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Updated from R. Colombo et al. Cancer Discov., 2024, 14, 2089-2108

Linker-drug instabilities

No ADCs
(to date)

100% 80%

2000

Gemtuzumab
ozogamicin

Inotuzumab
ozogamicin

Sacituzumab

Mirvetuximab >
i tirumotecan*

soravtansine

Trastuzumab B

emtansine Sacituzumab
govitecan*

50% 0%

STABLE . ge of drug

UNSTABLE

to the antibody after 7 days in plasma

No ADCs
(to date)

Loncastuximab
tesirine

Antibody-linker instabilities

Trastuzumab
deruxtecan
Datopotamab
deruxtecan
Brentuximab
vedotin
Polatuzumab
vedotin
Enfortumab
vedotin
Tisotumab
vedotin
Disitamab
vedotin®
Telisotuzumab
vedotin
Belantamab
mafodotin®

* sacituzumab govitecan has both linker-drug instability and
antibody-linker instability, with the former more rapid

#approved by the NMPA in China but not by the U.S. FDA

& approved by the MHRA in U.K. and PDMA in Japan but
not by the U.S. FDA

Result: free drug

> released in circulation

Result: drug-linker
released in circulation

(and re-conjugation to
albumin for maleimides)



o

govitecan

lung cancer
DatODOtamab Sal'fll-08701 research
Ado-trastuzumab der|uxteca n ‘l
emtansine Patritumab I I Telisotuzumab
i deruxtecan '1 DM4 vedotin
| '| DS-7300
Trastuzumab : Sacituzumab
deruxtecan 1
I
I
|
|

I 0 TP (3 ST

Passaro A : J Clin Oncol 41:3747-3761 © 2023




La complejidad creciente de los ADCs

Biparatopic: bind distinct
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epitopes of same target antigen Bispecific: bind two different target antigens Félre Sf eangitased farblipechicanes Pairs of payloads used in dual-payload ADCs """
c
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Target A or target B Target A and target B
(AuUB) (ANB)
“trans” binding
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“cis” binding N I
ectin-4
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= Broader patient population « Enhanced specificity Much
» May bypass target resistance < Simpler formats (1+1)
- - . ] g " ‘\
* Designed for better 'ntemal'zatl_on_ « Complex formats (2+2, 2+1) + Narrow patient population p
» Could generate receptor crosslinking  May impact PK * Need co-expression and
" = Possible toxicities related to engagement to both
* Not suitable for every target (need to both targets targets
engage non-overlapping epitopes of the
same target antigen)
Year entering Year entering
linical Payload D tat ADC clinical Target 1 Target 2 Payload class Drug status Payload 1 Payload 2 rget ug status
clinica 1 rug s us development —
Hevalonmant class KH815 TOPO1 RNA POL Il TROP2 In clinical development
p M1231 2021 EGFR Muc1 Hemiasterlin Discontinued 1B13020 Undisclosed Undisclosed CEACAMS In clinical development
MEDI4276 2015 HER2 x HER2 Tkl Di : d BL-B01D1 2022 EGFR HER3 Camptothecin  In clinical d ADC2192 Undisclosed Undisclosed TROP2 Preclinical
L UDLBySH iscontinue AZD9592 2022 EGFR CMET Camptothecin  In clinical development ADC2202 Undisclosed Undisclosed HER2 Preclinical
ABBV-969 2024 PSMA STEAP1 Camptothecin  In clinical BR113 TOPO1 Immune stimulator TROP2 Preclinical
ZW49 2019 HER2 x HER2 Auristatin Discontinued JSKNO16 2024 TROP2 HER3 Camptothecin  In clinical develoj CB-120 Exatecan ATR TROP2 sl
1813001 2024 EGFR B7-H3 Camptothecin In clinical di I Sl MVIEE Un_dlsucse_d LIER2 P'ed!n!cal
. - DXC018 TOPO1 Antimetabolite  HER2 x HER2 Preclinical
REGN5093-M114 2021 c¢MET x cMET Maytansinoid Discontinued [Brases 2024 . el e HMBD-802 TOPO1 ATR HER2 Preclinical
BLE16D 2024 : k LULELD Injelnicalidevelopment IMD2113 TOPO1 TLR7/8 agonist EGFR x TROP2 Preclinical
P DM001 2024 EGFR TROP2 Camptothecin In clinical development o 4 N
. In clinical IMD2126 TOPO1 TLR7/8 agonist PD-L1 Preclinical
JSKNO003 2022 HER2 x HER2 Camptothecm devetopment DB-1419 2024 B7-H3 PD-L1 Camptothecin In clinical development IMD562 TOPO1 TLR7/8 agonist HER2 Preclinical
- DMO005 2024 EGFR cMET Camptothecin In clinical development JSNK021 TOPO1 MMAE EGFR x HER2 Preclinical
IMGN151 2023 FRax FRa Maytansinoid In clinlcal MK:2750 (SKB5T1) 2024 L L Camptothecin _In clinical d KHN922 TOPO1 RNAPOLI  CEACAMS Preclinical
development ALK202 pr EGFR cMET Camptothecin _In clinical d TJ102 Undisclosed  Undisclosed  CDH6 x FRa Preclinical
' In clinical GEN1286 2024 EGFR SMET Camptothecin  In clinical d ! Unnamed (Acepodia) Undisclosed Undisclosed GPC3 Preclinical
Tas2102 2023 HER2 x HER2 Camptothecin development DM002 2025 Muct HER3 Camptothecin  In clinical develof Unnamed (Araris) TOPO1 TOPO1 NaPi2b Eraclinlcal
DXC-008 2025 PSMA STEAP1 Undisclosed  In clinical d LT LI M 07 K000, LS Al2dilE I
T In clinical - — = Unnamed (GeneQuantum) TOPO1 Immune stimulator TROP2 Preclinical
KM-501 2023 HER2 x HER2 Auristatin development He 20z 220 EGFR SMET e e Unnamed (Medilink) TOPO1 MTI HER2 Preclinical
TQB6411 2025 EGFR CcMET Camptothecin  In clinical development T d (Pinotbio) ToPo1 T HER2 T
g /$ 4:)_ AK146D1 2025 TROP2 Nectin-4 Camptothecin In clinical development Unnamed (Sutro) TOPO1 PARP Undisclosed Preclinical

4 N "
- ( | & [P KY-0301 2025 EGFR cMET Auristatin In clinical development
i i Js212 2025 EGFR HER3 Undisclosed In clinical development
-
> il ¥

MEDI4276 ZW49 REGN5093-M114  JSKN0O3  IMGN151 TQB2102 KM-501
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Mutaciones HER2: Trastuzumab-Deruxtecan: DESTINY-Lung -
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N Engl J Med 2022;386:241-51.
DOI: 10.1056/NEJMoa2112431
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Part 1: T-DXd monotherapy (arm 1D; N=36)*
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Planchard D et al / WCLC 2024

Patient population (N=264)

» Unresectable, locally advanced (not
amenable to curative therapy), or
metastatic nonsquamous NSCLC with
HERZ2 exon 19 or 20 mutations?

» Naive to systemic therapy in the
locally advanced or metastatic setting

e No known other targetable oncogenic
mutations/alterations

8 HER? mutations may be detected in fissue or ctDNA
® Crossover is not permitted
Investigator's choice of cisplatin or carboplatin

m_

m 000 O

[ — Arm 1: T-DXdP
g
—
8 _
E -
g —
& Arm 2: Standard of careP
o platinum¢ (cisplatin or carboplatin)

+ pemetrexed
+ pembrolizumab

DESTINY-Lung04




HERTHENA Lung02 Patritumab-Deruxtecan / Mok T et al GeCT;

586 patients; study start date, 08 July 2022

lung cancer
Select Eligibility Criteria " research
Advanced nonsquamous NSCLC with an EGFR-activating SR (L Responses by BICR per HER3-DXd =1 "
mutation (exon 19 deletion or L858R) Pa{)trletli]l?ga/ll()gdlevruglgevtilan RECIST (N=293) (N=293) & HER3-DXd
primary endpoint) 80 = . 5
«| 1 or 2 prior line(s) of an approved EGFR TKI ) Treatment ongoing in 84 of 278 patients (30.2%)
(must include a third-generation EGFR TKI) Randomized P Sy _ _, Endof Confirmed ORR 35.2 253 401 Median best change in SOD, -27.6% (range, =100% to 170.4%)
— Non-osimertinib third-generation TKls <20% in each arm = G study (95% Cl), % (29.7-40.9) (20.4-30.6) 20 |
- Di ion while or aft ivi §he i) Y 2nd interi 3rd interi DR
L R Gapan 7o mame s wemats R 109 800 .l
- Stable brain metastases (asymptomatic and not requiring Q3w (2 4 cycles) Primary Endpoint Best overall PR 102 (34.8) 71(24.2) z 40 Ul
corticosteroids or anticonvulsants) were permitted + Pemetrexed 500 mg/m2 Q3Wa . PFS (by BICR per RECIST version 1.1) response, spe 133 (45 4) 148 (50 5) -g O —
n (%) 2 44 WrrR MPD - Treament ongoing
Secondary Endpoints PD 40 (13.7) 35 (11.9) 8 100 1
« Key secondary: OS NE 17 (5_8)b 36 (1 2_3)¢ 2 100
+ Other Secondary: o 801
Stratification i BOR to be confirmed, n (%) 2 (0.7)¢ 2070 %] PBC
- Third generation EGFR TKI (osimertinib, other) — Intracranial PFS in patients with baseline brain £ Treatment ondoing in 42 of 259 patients (16.2%)
- Line of third generation EGFR TKI (first, second) metastases (by CNS BICR per CNS RECIST)® DCR 80.5 758 % Median best change in SOD, -22.7% (range, —100% to 63.4%)
+ Region (Asia, Non-Asia) — HERS protein expression and its relationship (95% Cl)» % (75-5'84»9) (70-4'80»6) 4
= i with efficacy
Hresenceiol stable brefimetactases fyes nok = Analysis of the potential role of HERS expression by Median TTR 1.5 1.5
OXa n HERTHENALungor s ongang (range), mo (0.3-8.1) (1.2-6.9)
Median DOR 57 5.4
(95% CI), mo (5.1-7.3) (4.1-5.6)
Data cutoff May 31, 2024.
. iS40 7
Baseline characteristics HER3-DXd (N=293) PBC (N=293) . TEAEs Occurring in 210% of Patients )
Age, median (range), years 64 (35-82) 64 (34-86) y . HER3-DXd (n=290) Grade 10r2 Grade 1or2 PBC (n=280)
o lausea - 54% 42%
Fe .male’ r:,( %) il Xionts) AT, | Thrombocytopenia (grouped PT) 1 22% 19%
Asian, n (%) 176 (60.1) 178 (60.8) Fatigue (grouped PT) 4 43% 3% 39%
. . Never 187 (63.8) 185 (63.1) Neutropenia (grouped PT) 4 15% 26% 23% 23%
0,
Smoking history, n (%) Ever 106 (36.2) 108 (36.9) Alopecia { 37% 7%
Time since initial NSCLC diagnosis, median (range), months 242 (2.5-121.1) 24.1(3.2-146.1) Constipation 1 3% | 34%
0 110 (37.5) 102 (34.8) Decreased appetite 29% A 1% 23%
) o : ’ Anemia (grouped PT) - 23% 30% e S .
ECOG PS at baseline, n (%) 1 183 (62.5) 190 (64.8) Leukopenia (grouped PT) 15% 2% ILD: 5.2 vs 0.7%
22 0 1(0.3) AST increased 24% 1%f1% 21% o ol U
History of brain metastasis, n (%) 127 (43.3) 132 (45.1) Diarrhea 1 23% 1%Hl1% 13%
Brain metastasis at baseline (by CNS BICR per CNS RECIST), n (%)° 105 (35.8) 95 (32.4) Vomiting 1 20% 20 fll1% 12%
ALT increased 21% 1%l 3% 21%
Ex19del 177 (60.4) 178 (60.8) oo 1o [T 5%
EGFR activating mutations, n (%) L858R 113 (38.6) 112 (38.2) Asthenia 4 13% 3ol 1% 14%
Dual Ex19del and L858R 3(1.0) 3(1.0) Headache 4 13% 1% 5%
. Only 3rd-generation 225(76.8) 223 (76.1) Cough 1 13% | 11%
) . :
Prior EGFRTKI, n (%) 3rd- and 1st/2nd-generation 68 (23.2) 70 (23.9) Lymphopenia (grouped PT) { 8% 3%
Line of treatment for First line 226 (77.1) 227 (77.5) Weidht degf::l:: 12;11.:?;; e
prior 3rd-generation EGFR TKI, n (%) Second line 67 (22.9) 66 (22.5) ? Pyrexia - 10% | 10%
) ) Osimertinib 266 (90.8) 263 (89.8) Hypoalb j 10% 4%
- 9 ypoalbuminemia
Typeof prior 3i-generation EGFRTK, W6} yrararg. generation 27 (9.2) 30(10.2) Rash | ol 0%
100% 80% 60% 40% 20% 0% 20% 40% 60% 80% 100%

Data cutoff May 31, 2024.

Proportion of patients

ALT, alanine aminofransferase; AST, aspartate aminotransferase; PBC, platinum-based chemotherapy; PT, preferred term; TEAE, treatment emergent adverse event



HERTHENA Lung02 Patritumab-Deruxtecan / Mok T et al

No. of events!r';

GecpP

Subgrone HER3-DXd HR(@S%C)  HR e
100 4 Overall 194/293 195/293 —— 0.77
= i HR: 0.77 (95% Cl, 0.63-0.94) e <65y 105153 108/149 e 086
g P= 011b g 265y 89/140 871144 e 0.71
£ 801 Sex Female  117/184 16175 —— 0.73
s 70 Median PFS (957% CI) " Male  77/109 79/118 —l 1 087
& ian % , months: ; .,

£ 0l HER3-DXd 5.8 (5.5-6.8) Region As!a 105/160 107/160 e 0.82
3 PBC 5.4 (5.0-5.6) Non-Asia 89/133 88/133 e 0.69
o s0- i L ; Ex19del 13177 124/178 —— 0.69

g EGFR activating mutation -
i’ 40 4 * Probability of PFS (95% CI) at @ months g L858R 79/113 69/112 ——1—— 094
s I 29% (23%-35%) Brain metastasis at baseline Yes 78/98 69/91 s 1 2 0.83
z %1 P 19% (14%-26%) (by BICR per RECIST) No 1161195 1261202 — 0.72
g ! ki Ever 76/106 73/108 ————— 0.86
2 — HER3-DXd (N=293) ! Smoking status Never 118/187 122/185 —— 0.74
T g S : 0 69N 65103 — 068

+ Censored i .
0 T T T T T = e T T 4 T T T T T T T l T T T T ECOGFSt screening 1 125/182 130/190 '—:Hg‘ 0.86

0 1 2 3 4 5 6 7 8 9 10 " 12 13 14 15 16 17 18 19 20 |
No.of Monthy 04 06 1.0 14 20

0-o' HER3-DXd 293 283 233 208 191 158 110 78 70 42 26 22 16 14 4 3 2 1 1 1 0 o L

patients at
risk:

PBC 293 264 221 191 177 133 71 42 3B 22 14 9 2 2 1 1 1 0

Favors HER3-DXd Favors PEC

Probability of PFS Restricted Mean Survival Time analysis? 100

10071 95% CIl) at timepoints
2 (3 mo;ths) P RMST at t1° (95% CI), months w0l
g ] ! 74% (69%-79%) HER3-DXd 7.05 (6.41-7.68) 2
2 80 75% (69%-80%) PBC 5.93 (5.38-6.48) K] Median OS (95% Cl) , months:
4 . . =
70 I 6 months Difference in RMST (95% Cl), months g 704 HER3-DXd 16.0 (13.7-18.7)
E: 1 1 2 PBC 15.9 (14.6-17.9)
60 4 1 1 50% (44%-56%) 1.11 (0.27-1.95) = 60
1 1 38% (32%-44%) S
50 4 1 *9 months 5 50
> 1 1 29% (23%-35%) 5
S 404 1 119% (14%-25%) > 40
. 1 ! « 12 months .
> 304 ! ! ! ! 18% (12%-25%) 3 %01
5% (1%-13%) °
20 4 ! 1 ! ! o 20
R o] SNERIN (el : : — HER3-DXd (N=293) HR: 0.98 (95% Cl, 0.79-1.22)°
psed o . . R o
0 : Y % j ! # ] : # : X b T y . 3 Y . T Y 0 T T T T T T T T T T T T T T T v T T T T T T T T T T T T T T
0 ! & s 4 5 6 B 8 . MO‘II’:]thS " 12 1 14 1 16 " 1 1 0 0 1 2 3 4 5 6 4 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months
No.of yFR3.DXd 293 283 233 208 191 158 110 78 70 42 26 22 16 14 4 3 2 1 1 1 0
patients at No.of yER3.DXd 293 287 282 276 269 258 249 231 220 209 194 182 169 164 154 131 110 92 79 62 51 36 28 21 15 9 5 2 2 1 0
riski PECI263 54 221 oL I 18 T 42 B 2 W 9 2 2 1 1 1 8 patients at PEC203 280 275 265 262 257 245 233 222 211 200 191 178 168 158 130 104 89 74 53 43 35 20 20 18 9 5 3 2 0 0

€ MERCK

Patritumab Deruxtecan Biologics License

Application for Patients With Previously Treated
Locally Advanced or Metastatic EGFR-Mutated
Non-Small Cell Lung Cancer Voluntarily
Withdrawn




Sacituzumab-Tirumotecan: Opti-TROP Lung 03 / Zhang L et al Gec%
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Key Eligibility
Docetaxel

+ ECOG score 0 or 1 Primary Endpoint® (n = 45) ORR (BIRC assessment)
o RESELSEE e S UL Treatment until disease + ORR" assessed by BIRC CORR, n (%) 41 (45.1) 7(15.6) 451%

ineligible for surgery or radical 5 mg/kg IV, Q2W crfsr il ; 7 i 45.0%

radiotherapy or stage IV) DIOUIES=1ION AN Secondary endpoints® (95% CI) (34.6,558) (6.5, 29.5) 1005

L g toxicity, or any other 0

RRECER SRS g IS reasoi o disiominuaﬂon .+ PFS Difference (95% ClI) 28.9 (14.5, 43.2)

including 19-Del and L858R !

. 28.9% (95% Cl: 14.5%-43.29

« Progression after prior combination [ 2= One-sided P-value 0.0004 30.0% % (95% % %)

or sequential treatment with + ORR assessed by investigator F=0.0004

EGFR-TKIs and platinum-based . DOR, DCR, TTR DCR, n (%) 75 (82.4) 27 (60.0)

chemothera (95% ClI) (73.0, 89.6) (44.3,74.3) 20.0% 0

= - D"I‘:‘*zti’\’;e"nw After PD verified by BIRC, + Safety ’ 15.6%
m : .

Stratification factors: g ’ patients could be permitted to Difference (95% Cl) 22.3(6.0,38.7) .

Brain metastases (present vs. absent) cross over to receive sac-TMT. 10.0%

DOR, n (%) 26 (63.4) 6 (85.7)

o
« Tumor assessments will be performed every 6 weeks (= 7 days) within 48 weeks after randomization Median DOR, months (95% ClI) 7.0 (5.4,9.1) 5.1 (3.1, NE) 0.0%
« After 48 weeks of randomization, tumor assessments will be performed every 12 weeks (% 7 days). S(?,CLT&”)T D(gc _eljg)e\

Anaemia 77
Sac-TMT Docetaxel Sac-TMT Docetaxel WRBC decreased 68
(n=91) (n =48) (n=91) (n=48)
NEUT decreased 66
Median age (range) 57.0 (37, 75) 55.0 (34, 74) T790M gene status, n (%) S i S
3 tomatitis 6
65 years, n (%) 19.(20.9) 8(17.4) Positive 1(20:9) H0/@4.7) _
. Negative 32 (35.2) 13 (28.3) Alopecia
r_‘"te’l" (% )ty SBEL, 228 Unknown 40 (44.0) 23 (50.0) PLT decteassd
istologic type: 5 = =
e o 91 (100) 46 (100) Prior anti-tumor therapy lines .
Z‘I’Ie':“fr:'""'":’ 1 “;‘I) Cn e (Including EGFR-TKI), n (%) Asthenta
nical stage at enroliment, n H
g o 4e 9(9.9) 5(109) Weight decreased
Stage Illb 2(22) 1(2.2) 5 52 (57.1) 20 (43.5) Nausea
Stage IV 89 (97.8) 45 (97.8) >2 30 (33.0) 21 (45.7) LYM decreased
ECOG PS 1, n (%) 76 (83.5) 37 (80.4) Prior EGFR-TKI therapy, n (%) Hypoalbuminaemia
3rd generation EGFR-TKI in 1st line =
Brain metastases, n (%) 18 (19.8) 10 (21.7) . o3 (e ) 28{66.8) Hypokalaemia
3rd generation EGFR-TKI in 2nd line 30 (33.0) 18 (39.1) .
Liver metastases, n (%) 18 (19.8) 7(152) . Pneumonia
No 3rd generation EGFR-TKI used 7(7.7) 2(43) Febril .
EGFR mutation type*, n (%) ebrile neutropenia
Prior antiangiogenic therapy, n (%) 60 (65.9) 33 (71.7) T T T T T T T T T
19-Del 43 (47.3) 32 (69.6) 80 60 40 20 0 20 40 60 80
L858R 48 (52.7) 14 (30.4) Prior immunotherapy, n (%) 15 (16.5) 6(13.0) TRAES (%)

0O Sac-TMT, Any Grade O Docetaxel, Any Grade
B Sac-TMT, Grade =3 B Docetaxel, Grade = 3



Sacituzumab-Tirumotecan: Opti-TROP Lung 03 / Zhang L et al Gecﬁ
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1004 Sac-TMT Docetaxel 1004
(n=91) (n = 46)
PFS events, n (%) 64 (70.3) 42(91.3)
L. 2 Median PFS, months (95% CI) 6.9(5.4,82) 2.8(1.6,4.1) B0
8
3 6-month PFS rate, % 542 146 =
2 604 =
= 60 -
% HR: 0.30 (95% CI: 0.20, 0.46) g HR: 0.49 (95% CI: 0.27, 0.88)
£ P < 0.0001 3 = *
5 4J mPFS:2.8mo mPFS: 6.9 mo = P=0.0070
g 5 40 — Sac-TMT Docetaxel
g 3 (n=91) (n = 46)
o
a5 OS events, n (%) 25 (27.5) 21 (45.7)
Sac-TMT
Docetaxel |_|__‘_|—F 201 Sac-TMT Median OS, months (95% Cl) NR (NE, NE) NR (8.0, NE)
+ Censored
—— Docetaxel
01y - - - - - + Censored 12-month OS rate, % 7238 54.3
0 3 6 9 12 53 04
Time (Months) T T T T T T T
No. at Risk 0 3 6 » 9 12 15 18
Sac-TMT 91 63 a5 28 2 0 Time (Months)
No. at Risk
Docetaxel 46 17 6 2 0
Sac-TMT 91 88 83 73 39 2 0
Docetaxel 46 42 35 28 10 o
Subgroup Events / No. of Subjects HR (95% CI)
Sac-TMT Docetaxel
All Subjects 64/91 42146 ] i 0.30 (0.20, 0.48) TROP2 high : TROP2 low/medium
Sex i ) Docetaxel '
Male 28/38 20122 — 0.28(0.15, 0.52) TROP2 Expression Levels _ . 1
Female 36/53 22124 — 0.39(0.22, 0.68) (n=33) 60.0% 56.5% !
Age . !
<65 5372 35/38 i 0.34(022,054) TROP2 hiah. n (@ 6 4 !
>65 11/19 718 —— 0.41(0.16, 1.11) P2 high, n (%) H6,(80) 18(54.9) 50.0% :
ECOGPS b
0 1015 8/9 —_ 0.22(0.08, 0.62) w 1
1 54176 3437 ——i 0.37 (0.24, 0.58) BORR-T () ] di=e) . i
Liver Metastases b (95% Cl) (411,71.1) (6.4, 47.6) 40.0% 1 367%
Yes 12/18 7 _ 0.21(0.08,0.61) 1
No 52/73 35/39 —_ ! 0.37(0.24, 0.59) :
Brain Metastases Difference (95% CI) 34.3 (10.3, 58.3) 30.0% \
Yes 16/18 9/10 P 0.16 (0.0, 0.46) ) |
No 48/73 33/36 —— 0.35(0.22, 0.55) 22.2% 1
Smoking History ' TROP2 low/medium, n (%) 30 (39.5) 15 (45.5) 20.0% !
Yes 16/20 12114 — 0.45(0.21, 0.96) - !
No 48/71 30/32 — 0.33(0.20, 0.54) 0 : 13.3%
Prior EGFR-TKI therapy | cORR, n (%) 11 (36.7) 2 (13.3) o i
3rd generation EGFR-TKI in 1st line 38/54 24/26 | | 0.26 (0.15, 0.44 0, 0 |
3rd generation EGFR-TKI in 2nd line 21/30 16/18 ——— 0.44 §0,22, 0'55% (85% Cl) (19.9, 56.1) (1.7.40.5) ]
EGFR Mutation Type J 1
19-Del 29/43 31/32 —— : 0.35(0.20, 0.59) Difference (95% CI) 23.3 (-1.0, 47.7) 0.0% :
L858R 35/48 11/14 P 0.32(0.15, 0.66) sac-TMT Docetaxel | sac-TMT Docetaxel
(n = 46) (n=18 1 (n=30) (n=15)
o0t o1 4._______;_-__-__-) 0
date: Dec 31, 2024 Sac-TMT Better  Docetaxel Better

Mediana f-u 12.2 meses




Alternativas terapéuticas en 2L EGFR mut+

O O 5

0.48 (0.36-0.64),

MARIPOSA-2

HARMONi
(Global)

IMpower150

ATTLAS

SACHI
(ME Tamp)

OptiTROP-
Lung03

Amivantamab +
chemo

Amivantamab +
lazertinib + chemo

Ivonescimab + chemo (1
vs chemo
(Press release!)

Atezo + bev + pacli + [
carbo (ABCP vs BCP) (subset)

Atezo + bev + pacli + [
carbo (ABCP) vs
chemo

Osi + savolitinib vs [
chemo

HER3-DXd vs chemo

Sacituzumab
tirumotecan vs
docetaxel

6.3vs4.2

83vs4.2

Not disclosed

(HARMONI-A:

7.1vs4.38)

NR

85vs 56

82vs45

P < 0.001

0.44 (0.35-0.56);

P < 0.001

0.52 (0.41-0.66);

P<0.00001

NR

0.62 (0.45-0.86):

P=0.004

0.34 (0.23-0.49);

P<0.0001

0.77 (0.63-0.94);

P=0.011

0.30 (0.20-0.46);

P<0.0001

17.7 vs 13.3;

HR=0.73, P=0.039

NA

HR 0.79 (95% CI,
0.62-1.01); P=0.057

27.8vs 18.1; HR,

0.74 (0.38-1.46)

20.6 vs 20.2; HR.

2.02 (0.69-1.46),
P=0.975

229vs 17.7; HR,

0.84 (0.55-1.29)

16.0 vs 15.9; HR,

0.98 (0.79-1.22)

NR vs NR; HR,
0.49 (0.27-0.88);
P=0.0070

12% vs 48%

92% vs 48%

56% vs 50%

52.1% vs
54 5%

40.4% vs
21.6%

57% vs 57%
57.9% vs

46.1%
56% vs 71.7%

o
GecCP

lung cancer

Approved in US,
EU, Japan,
China, etc; OS
data still
immature

OS immature.
Drug approved
in China

Exploratory
subset analysis

PFS positive, OS
negative

Only available in
China

Drug will not be
marketed

FDA breakthroug
therapy
designation



|za-Bren DL (BL-BO01D1) ADC biespecifico EGFR-HER3 / Zhang L et al o

iza-bren (BL-B01D1)
EGFR x HER3 bispecific ADC

o A — aEGFR
Human EGFR
Affinity: High

DAR=8
Cat B cleavable linker
Ed-04 (TOPI inhibitor)

«—— wt Fc IgG1

L «—— aHER3
Human HER3
Affinity: Low

Eligibility Criteria

o Locally advanced or metastatic
NSCLC

o Presence of driver genomic
alterations outside of classic EGFR
mutations (19del and L858R)

o ECOG PS 0-1
o Measurable disease per RECIST v1.1
o Failed standard treatment

o Received no more than one prior line

of chemotherapy
g e

TRAES, n (%)

Treatment-related SAEs, n (%)

2Grade 3 TRAEs, n (%)

TRAEs leading to death, n (%)

TRAESs leading to discontinuation of study drug, n (%)
TRAESs leading to dose reduction, n (%)

TRAESs leading to drug delay, n (%)

2.5mg/kg D1D8Q3W

(N=83)

83 (100)

30(36.1)
6 (79.5)
1(12)
2(2.4)

46 (55.4)

44 (53.0)

Primary
+ Safety
iza-bren

Secondary

2.5 mglkg :{> ;

D1D8 Q3W ORR, DCR and DoR
Exploratory
+ PFSandOS

80

60

S
)

N
S

-2

Maximum Change from Baseline (%)
< o

4

=]

-60

-80

o ®
=] S

&

Percentage of Subjects (%)
3

N
S

GeCP

lung cancer
research

TRAESs with frequency 2 20% by Maximum Toxicity Grade
88.0%

Toxicity Grade
75.9% 75.9% 7479, M Greces
Grade 4
. Grade 3
. Grade 2
Grade 1

4%
45.8% 44.6%
38.6%
34.9%
I 313% 26.9% 28.9% S
— 2 25.3%
l = . 222 05%
|

X
3 ’

& £ L £ & & & &£ & & & & F
A A R = A & &
L & & I P ¢ &
& P Do > 3

& oc-‘} N

Preferred Term

Change(%) in Tumor Size from Baseline

ALK/ROS1/RET fusion
EGFR mut exon20ins/non-classical

ORR - 46-2% . EEE%@HEQF#MET mut




Metanalisis ADCs dirigidos a TROP2 2L / Abstract #8575 -

Antibody Drug Conjugate Docetaxel Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Heist et al 41 299 55 304 499% 0.72[0.46 , 1.12]
TropionLung-01 79 299 39 305 50.1% 2.45[1.60, 3.74] -
Total (Walda) 598 609 100.0% 1.33 [0.40,4.42]
Total events: 120 94
Test for overall effect: Z = 0.46 (P = 0.64) 001 01 1 10 100
Test for subgroup differences: Not applicable Antibody Drug Conjugate Docetaxel

Heterogeneity: Tau? (DLb) = 0.70; Chi? = 15.46, df = 1 (P < 0.0001); I* = 94%

Antibody Drug Conjugate Docetaxel Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Evoke-01 202 299 204 304 50.3% 1.02[0.73 , 1.43]
TropionLung-01 228 299 192 305 497% 1.89[1.33,2.69] =
Total (Wald?) 598 609 100.0% 1.39 [0.76, 2.54]
Total events: 430 396
Test for overall effect: Z = 1.06 (P = 0.29) 001 01 1 10 100
Test for subgroup differences: Not applicable Antibody Drug Conjugate Docetaxel

Heterogeneity: Tau? (DLP) = 0.16; Chi* = 6.05, df = 1 (P = 0.01); I*= 83%

Datopotamab Deruxtecan

GeCP

Event Rate lung cancer

Antibody Drug Conjugate Docetaxel Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Evoke-01 213 299 218 305 62.8% 1.00[0.90, 1.10]
TropionLung-01 168 299 187 304 372% 0.91[0.80, 1.04]
Total (Walda) 598 609 100.0% 0.96 [0.89, 1.05]
Total events: 381 405
Test for overall effect: Z = 0.84 (P = 0.40) 0.01 0.1 1 10 100
Test for subgroup differences: Not applicable Antibody drug Conjugate Docetaxel
Heterogeneity: Tau? (DLP, 95% C1) = 0.00 [0.00 , 3.87); Chi*=1.07,df =1 (P =0.30); ¥ =7%

Antibody Drug Conjugate Docetaxel Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Evoke-01 10 296 16 288 22.4% 0.61[0.28, 1.32) —et
TropionLung-01 215 299 218 305 776% 1.01[0.91,1.11]
Total (Wald?) 595 593 100.0% 0.90 [0.58 , 1.38]
Total events: 225 234
Test for overall effect: Z = 0.49 (P = 0.63) 0.01 01 1 10 100
Test for subgroup differences: Not applicable Antibody Drug Conjugate Docetaxel

Heterogeneity: Tau? (DLP) = 0.06; Chi* = 1.75, df = 1 (P = 0.19); I*= 43%

Death Rate

Sacituzumab Govitecan

Rate 95% ClI P-Value | I? | Value 95% CI P-Value | I?

0.52 | (0.26,0.78) | <0.001 [97% | 0.45 | (0.21,0.69) | <0.001 | 91%
0.77 | (0.73,0.80) | <0.001 | 0% | 0.68 | (0.63,0.73) | <0.001 | 0%
0.29 | (0.23, 0.36) <0.001 | 50% | 0.14 | (0.11,0.18) | <0.001 0%
0.34 | (0.22,0.47) | <0.001 |[86% | 0.75 | (0.57,0.94) | <0.001 | 91%
0.07 | (0.03,0.12) 0.002 |[69% | 0.07 | (0.01,0.13) 0.20 74%




TROPION Lung02 Dato-Dx+Pembro+/-QT / Levy B et al -
* Phase 1b study of Dato-DXd + pembrolizumab + Pt-CT in a/mNSCLC without actionable genomic alterations? Geghp

Key eligibility criteria A pslienes oniy Eﬁ/tgg&(vd 4 Pemﬁ'/rg:iixlmab + Objectives

+ a/mNSCLC

pran)

=) @

» Dose escalation®: el 4 mg/kg d  200mg | =
<2 lines of prior therapy® Cohort 2 (n=40): 6 mg/kg +m g Primary:

Cc

) Safety and
» Dose expansion

F tolerability
e e Cohort 3 (n=14): 4mgkg [  200mg  [CCHETIERLVATTES
(cohorts 1 and 2)¢

Cohort 4 (n=26): + EESLE + Carboplatin AUC 5 .
= Treatment-naive ( ) gixg P Secqndary.
(cohort 2)e< Cohort 5 (n=8): amglkg [ m M Cisplatin 75 mg/m2jl . e

= Treatment-naive

(cohorts 3-6)¢ Cohort 6 (n=6): 6mgkg B 200mg  [EdCisplatin 75 mg/m?

All 1L (N=96)
Doublet (n=42) Triplet (n=54)
Age, median (range), years 65 (48-83) 64 (33-78)
Male, n (%) 32 (76.2) 34 (63.0)
Asian race, n (%) 31(73.8) 23 (42.6)
Histology, n (%)
Nonsquamous 32 (76.2) 40 (74.1)
Squamous 10 (23.8) 14 (25.9)
History of brain metastases, n (%) 4(9.5) 10 (18.5)
ECOG PS 1, n (%) 24 (57.1) 33 (61.1)
Dato-DXd dosing, n (%)
4 mg/kg 2(4.8)
6 mg/kg 40(95.2)
PD-L1 expression? n (%)
<50% 30(71.4)
250% 5(11.9)
NE 7(16.7)




TROPION Lung02 Dato-Dx+Pembro+/-QT / Levy B et al GeC'I;

Event, n (%)
TRAEs
Grade 23
Associated with death
TRAEs associated with dose modifications
Dose reduction of any drug
Dose reduction of Dato-DXd
Discontinuation of any drug
Discontinuation of Dato-DXd
Serious TRAEs
Grade 23
AESIs
Oral mucositis/stomatitis
Grade 3
Adjudicated drug-related ILD/pneumonitis
Grade 3
Ocular surface events
Grade 3

All 1L (N=96)

Doublet (n=42)
39 (92.9)
17 (40.5)
0

8 (19.0)
8 (19.0)
14 (33.3)
13 (31.0)
5 (11.9)
4 (9.5)

26 (61.9)
2 (4.8)
11 (26.2)
2 (4.8)
9 (21.4)
1(2.4)

5.3 meses Dato-Dx-Pembro-QT

Triplet (n=54)
54 (100)
30 (55.6)
0

14 (25.9)
7 (13.0)
20 (37.0)
16 (29.6)
12 (22.2)
9 (16.7)

22 (40.7)
1(1.9)
14 (25.9)
1(1.9)
18 (33.3)
2 (3.7)

Stomatitis

Nausea

Anemia

Decreased appetite
Pneumonitis

Increased amylase
Fatigue

Alopecia

Pruritus

Vomiting

Constipation

Decreased platelet count
Increased blood creatinine
Rash

Neutropenia

Decreased neutrophil count

EAl2%  28%
40%
10% A | 13% ]
17% 2% 30%
2% 2%l 24%
14% 9%
AT [6%] 22%
33% 13%
26% 11%
26%
11%
| B3 26%
7% 02%  20%
Doublet 21% 1%
M Grade 1-2 2% 11%
[ Grade =3 1%

60% 40% 20% 0% 20%

Triplet

M Grade 1-2
E Grade =3

40%

60%




TROPION Lung02 Dato-Dx+Pembro+/-QT / Levy B et al

o*
GELE

Progression-Free Survival research

Doublet (n=42)

100 —
Confirmed ORR*, n (%) 23 (54.8)
= Median PFS (95% ClI)
0, —_ (=]
Gl e ialls £ go Doublet: 11.2 months (8.2-21.3)
Median DOR, months 201 T>u
95% Cl 9.7-NE —
w
DCR, n (%) 37 (88.1) o
95% C| 74.4-96.0 £ e
Median TTR, months 1.4 @
Range 12-7.0 g 204
o
Median PFS, months 11.2 S
95% Cl 82-213 O T T T e T o LR IO OO
Median OS, months NE 0 2 4 6 8 10121416 18 20 22 24 26 28 30 32
Time since start of treatment (months)
95% ClI 19.2-NE

No. at risk:
Doublet

5 4 4 4 2 0

. Progression-Free Survival
Triplet (n=54) 100 —

28 25 22 12 10 8 &

Confirmed ORR*, n (%) 30 (55.6) .
= Median PFS (95% Cl)
95% ClI 41.4-69.1 2 go4 Triplet: 6.8 months (5.5-11.1)
Median DOR, months 13.7 <
=
95% ClI 57-NE S 0
DCR, n (%) 48 (88.9) S
95% ClI 77.4-958 5  40-
w
Median TTR, months 1.4 o
(=]
Range 12-96 £ 20
Median PFS, months 6.8 N G ensored
95% Cl 55-111 0 el e T e s Con o i e o e |
; 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32
MedianiGs, months L Time since start of treatment (months)
95% ClI 9.1-NE

No. at risk:
Triplet 54 48 38 28 23 201817 14 9 7 6 5 4 2 1 0
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TROPION Lung02 Dato-Dx+Pembro+/-QT / Levy B et al

Doublet
PD-L1 <50%
30

PD-L1250%

Triplet
PD-L1 <50% PD-L1250%
5 40 10

ORR,%
(95% Cl)

53.3%
(34.3-71.7)

100% 55.0% 60.0%
(47.8-100)

(38.5-70.7) (26.2-87.8)

BoR (%)
CR
PR

3.3%
50%

2.5% 10.0%
52.5% 50.0%

DOR, months

(95% Cl)

12.0
(8.0-NE)

14.6 NE
(5.3-NE) 41-NE

IHC with >
TROP2 Assay

Whole Slide

Differentiates
tumor from
non-tumor

Measures OD in each tumor cell

Membrane and cytoplasm
optical density (OD)

~|Automated Image
Imaging )| Analysis (QCS)

Status Determination

Patient Biomarker ]

275% of tumor cells with
TROP2 NMR =0.56

<75% of tumor cells with
TROP2 NMR =0.56

Calculates TROP2 NMR for
every tumor cell

Membrane OD

Membrane OD + Cytoplasm OD

Lower NMR — higher cytoplasm propertion

Progression-free survival (%)

TROP2 NMR+
(n=16)

Median PFS 21.3 mo
(95% Cl) (10.2-NE)

HR 0.50
(0.19-1.29)

(95% Cl)

lung cancer
research

TROP2 NMR- 1LITT
(n=16) (n=42)

10.9 mo 11.2 mo
(4.2-13.4) (8.2-21.3)

Median OS NE
(95% ClI) (26.2—NE)

HR 0.35
(0.07-1.72)

(95% Cl)

NE
(14.3-NE)

ORR 68.8%

62.5%

No. at risk:

TROP2 NMR+ 16
TROP2NMR- 16

Progression-free survival (%)

Time (months)

I
20

TROP2 NMR+
(n=21)
Median PFS 8.2 mo
(95% ClI) (5.6-NE)

HR 0.67
(0.33-1.36)

(95% CI)

(3.0-13.2)

TROP2 NMR- 1LITT

(n=23) (n=54)

5.5 mo 6.8 mo
(5.5-11.1)

Median OS 26.9 mo
(95% Cl) (7.1-NE)

HR 0.71
(0.31-1.59)

(95% Cl)

13.3 mo 17.4 mo
(6.4-NE) (9.1-NE)

ORR 61.9%

52.2%

No. at risk:

TROP2 NMR+ 21
TROP2 NMR- 23

Time (months)




EE CC activos en 1L con ADCs anti-TROP2 o

GeCP

Clinical Trial Name | Phase | Treatment |Status
TROPION-Lung07 3 Dato-DXd Plus Pembro +/-Chemo in  Recruiting

1L nonsquamous NSCLC
TROPION-Lung08 3 Dato-DXd Plus Pembro vs. Pembro in Recruiting

1L nonsquamous NSCLC with PD-L1

>50%
EVOKE-03 3 Pembro vs. Sacituzumab Govitecan  Recruiting

Plus Pembro in 1L NSCLC with PD-

L1 250%
TroFuse-007 3 Sacituzumab Tirumotecan (Sac-TMT) Recruiting

Plus Pembro vs. Pembro Alone in 1L
NSCLC with PD-L1 = 50%

TroFuse-023 3 Pembro +/- Sac-TMT in 1L Recruiting
maintenance for squamous NSCLC



MHB088C ADC B7H3 / Zhou C et al cecp

Structure of MHB088C

Patient eligibility

— Humanized anti-
Bk lac Histologically- or . * Primary endpoint:

cytologically-confirmed - ORR by RECIST v1.1
_ SCLC 2 kg Q2W :
Cleavable Linker . : — Y . - Secondary endpo[nts:
« ECOGPSofOor1 7
o Safety, DCR, DOR, PFS, OS
1~3 prior lines of
systemic therapies Cohort 3:
2.4 mg/kg Q3W

(n=30~50)

SuperToPoi™ payload

40

Antibody vs Ifinatamab
1.6 mgkg 2.0mg/kg 2.4 mgkg

* 3~4 times h!gher .ceII blnqlnq activities Dosing Regimen Q2w Q2w Q3w
+ 2~3 times higher internalization rate (n=28) (n=33) (n=30)

1.6 mg/kg 2.0 mg/kg 2.4 mg/kg

b1 e e L I T il e

. . Median follow-up (m 92 62 8.3
Proprietary linker i

+ Stable in plasma Unconfirmed ORR (%) 42.9 575 46.7
(95% ClI) (24.5,62.8) (39.2,74.5) (28.3,65.7)

SuperTopoi™ payload Confirmed ORR (%) 214 424 43.3
0,
* 5~10 times more potent than DXd (95% CI) (8.3,41.0) (255,60.8) (255,626)

+ Short half-life DCR (%) 89.3 879 933
(95% Cl) (71.8,97.7) (71.8,966) (77.9,992)  ©.w

-20

40

50

-80

Best change from baseline in target lesion size (%)




y

MHBO0O88C ADC B7H3 / Zhou C et al o
GecCP

TEAESs (Grade 23), n (%)

1001 lung cancer
1.6 mg/kg Q2W Neutropenia 3 (10.0) 3(9.1) 12 (40.0) 18 (19.4) TR
2.0 mg/kg Q2W White blood cell count decreased 3(10.0) 2(8.1) 6 (20.0) 11(11.8)
2 Lymphocyte count decreased 7(23.3) 3(9.1) 0 10(10.8)
£ 2.4 mg/kg Q3W Anaemia 1(3.3) 4(12.1) 1(3.3) 6(6.5)
8 Hyponatraemia 3(10.0) 2(6.1) 0 5(5.4)
5 Platelet count decreased 1(3.3) 1(3.0) 3(10.0) 5(5.4)
F [Preumothorax 0 0 2(6.7) 2(2.2)
T Atrial fibrillation 2(6.7) 0 0 2(22)
3 Alanine aminotransferase increased 1(3.3) 0 0 1(1.1)
E —— Gamma-glutamyltransferase increased 0 1(3.0) 0 1(1.1)
£ o Aspartate aminotransferase increased 1(3.3) 0 0 1(1.1)
E p— >~ Bilirubin conjugated increased 1(3.3) 0 0 1(1.1)
s — Blood bilirubin increased 1(3.3) 0 0 1(1.1)
& gt Febrile neutropenia Q 0 1(3.3) 1(1.1)
& > _ Hypokalaemia 1(3.3) 0 0 1(1.1)
E ot — - Cachexia 1(3.3) 0 0 1(1.1)
2 501 Hypomagnesaemia 1(3.3) 0 0 1(1.1)
@ Pulmonary embolism 0 1(3.0) 0 1(1.1)
- Haemoptysis 1(3.3) 0 0 1(1.1)
Pneumonitis 1(3.3) 0 0 1(1.1)
Respiratory failure 1(3.3) 0 0 1(1.1)
Infection 0 1(3.0) 0 1(1.1)
0 L 0 %0 @ Pneumonia 0 1(3.0) 0 1(1.1)
Weok: Anal abscess 1(33) 0 0 1(1.1)
o * - . - —F - = v Upper respiratory tract infection 1(3.3) 0 0 1(1.1)
3 } 1 z = Diarrhoea 1(3.3) 0 0 1(1.1)
= -t = —— - Cerebral infarction 1(3.3) 0 0 1(1.1)
: : ‘: =3 [ 1.6 mgikg Q2w
x 2.0 mg/kg Q2W =
- ;‘“ B bl 1.6 mg/kg Q2W - 2.0 mg/kg Q2W ~ 2.4 mg/kg Q3W
v . - -+ Treatment ongoing S
F2 e ge— s PD ‘-L.
% . *3 ~3 + PR @ B
Fre - — i o
== ¢ s e
s . S '8 == = o] * Death % ||_
* — 2 * Discontinued due to AE @ ﬂ
F + ICF withdrawal/lnvestigator's decision 293
S — — - 5
E - - & :E"O‘Z
_Q:'_.!=— —4 £
:_r—_’.... = 0.0
% 0 1 2 3 4 5 3 7 8 9 10 11 12
—r — - - - Months
0 5 10 15 20 25 30 35 40 45 50 55 60 85 70
Duration of Treatment{week)

1.6 mg/kg Q2W 2.0 mg/kg Q2W 2.4 mg/kg Q3W
(n=28) (n=33) (n=30)

Median DOR (95% Cl), months 4.2 (3.8, NA) 4.2 (2.5, NA) 6.9 (4.1, NA)
Median PFS (95% Cl), months 5.6 (3.7, 6.3) 5.7 (4.0, 6.1) 5.5(3.8,7.1)

Dosing Regimen




MHBO088C ADC B7H3 / Shen L et al cecp

60 = research

Structure of MHB088C " ORR: 33.7% (33/98)
DCR: 83.7% (82/98)

20

_ Humanized anti-
B7-H3 IgG1

Cleavable Linker

Best Percent Change from Baseline in Sum of Diameters

0.8mgikg Q2W

1.6mg/kg Q2W

SuperToPof"M payload 0.8mg/kg Q2W : Simaka G

I 3.0mg/kg Q2WIQ3W
| EimBIOY E =i
2.4mglkg Q3W ="O> + 5
I 3.0mg/kg Q2W/Q3W =, A Y mertongiiia

-100-| M 4.0mg/kg Q3W . © ICFwithdrawn

RNl 3 : ’ ’ o = i

Duration of Treatment (weeks)

1.6 mglkg 2,0 mglkg, 2.4 mglkg ! 3.0 mglkg
» (N=10) [ N=3) | (N=8) ; (N=10)
é ®  ORR:  80.0% 66.7%§ 37.5% 80.0% 1.6 mg/kg 2.0 mg/kg 2.4 mg/kg 3.0mg/kg
I O ... ... N0 ... N Grade>3 TRAEs, n (%) Q2w Q3w Q3w Q2w / Q3w
£ ﬁ : i (N=48) (N=8) (N=24) (N=51)
7]
- Neutrophil count
3 = N 2(4.2) 0 4 (16.7) 23 (45.1)
\J C C J U m i i
E | |
g @ : : Platelet count
ORR 61.-% 2 | | 2(4.2) 3(12.5) | 14(27.5)
¥ w decreased
DCR 93.5% < | |
5 % mimocy Anaemia 1(2.1) 1(12.5) 1(4.2) 9 (17.6)

After 2~3 doses of 3.0 mg/kg, all 3.0 mg/kg were adjusted to 1.6 mg/kg Q2W




ADCs en Cancer Broncopulmonar Microcitico Gecg

lung cancer
rrrrrrr h

Compound. Payload Activity % grade 23 TRAEs

including deaths

Ifinatamab deruxtecan/  Topoisomerase | Il IDeate-Lung01 Observed in 36.4% and
|-DXd inhibitor, DAR4 (Global) one death. One ILD that
(NCT05280470) lead to discontinuation.
GSK5764227 Topoisomerase 1a/b ARTEMIS-001 =26 {reated at doses 8.0-10mg/kg Q3W.  >10% neutropenia,
inhibitor, DAR4 study (China) ORR 61%. Mymour shrinkage in target leukopenia,
(NCT05276609)° Estorrim96.2% pts, deep response in thrombocytopenia
44.2%.
YL201 Topoisomerase I/ll dose escalation n=72. ORR 63.9%, DCR 91.7%, mPFS- Neutropenia 31.7%,
inhibitor, DARS8 and expansion (China) 6.3mo, mDoR- 5.7mo. leukopenia 29.5%, Anemia
(NCT05434234)3 25%, ILD 1.3% (3 cases).
*7 deaths (2.6%)
considered linked to drug
BNT324 Topoisomerase Il (Global) n=73, ORR 31.5% at 6-9mg/kg dose, Observed in 23.8-51.9%.
inhibitor, DAR6 (NTC05914116)* higher in no prior topotecan 60.9%, DCR  Neutropenia 15.9%,
89% anemia 7%,
thrombocytopenia 6.3%
MHBO088C SuperTopoi inhibitor- |l (China) N=91 treated at doses 1.6-2.4mg/kg, ~10% haematologic AEs, 1

5-10x >potent than mgfkg), DCR 87.9%, case of ILD (grade 2), 1
DXd, DAR4 10 death related to drug
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e Los ADCs tienen un desarrollo clinico creciente

* Son farmacos complejos cuyos diferentes componentes
pueden ser determinantes de la eficacia y efectos
secundarios

* Importancia del epitopo y de su rol oncogénico
* Resultados limitados en 2L sin alteraciones oncogénicas

* Necesidad de biomarcadores predictivos validados y de
difusion en practica clinica

e Resultados iniciales en Carcinoma microcitico
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