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PD-1 and VEGF Blockade
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Background

• Each slide: 
• No more than 30-40 words per slide
• No more than 6 lines of text
• Include citations, where applicable

• For patients with EGFR-mutant NSCLC, upfront treatment with 
tyrosine kinase inhibitors is standard. However, drug resistance 
remains a challenge, and an effective therapy after progression 
is needed.

• Ivonescimab (AK112/SMT112) is an anti-PD-1/VEGF bispecific 
antibody displaying cooperative binding characteristics.

• Phase II clinical studies have shown potential efficacy of 
Ivonescimab plus chemotherapy in NSCLC patients with EGFR 
mutations who progressed on prior EGFR-TKIs therapies1-2. 

• This phase 3 study aimed to evaluate and confirm the efficacy 
and safety of ivonescimab combined with chemotherapy 
compared to chemotherapy alone in this population 
(NCT05184712).

1. L Zhang et al: ASCO 2023; 2. YY Zhao et al: eClinicalMedicine 2023;62: 102106.



ClinicalTrials.gov, NCT05184712; NSCLC, non-small cell lung carcinoma; EGFR, epidermal growth factor receptor; ECOG, eastern copperative oncology group; TKI, tyrosine-kinase inhibitor; Q3W, every 3 weeks.
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HARMONi-A Study Design

Endpoints
• Primary: Progression-free survival by independent radiologic review committee (IRRC)

• Secondary: Overall survival, Response rate, Duration of response, Time to response and Safety

Ivonescimab
20mg/kg 

+ 
Pemetrexed 500 mg/m2 

Carboplatin AUC5 
Q3W for 4 cycles

Placebo
 + 

Pemetrexed 500 mg/m2 
Carboplatin AUC5 
Q3W for 4 cycles

Placebo
Q3W 

+ 
Pemetrexed 500 

mg/m2 Q3W

Ivonescimab
20mg/kg Q3W  

+ 
Pemetrexed 500 

mg/m2 Q3W

R
(1:1)

Key Eligibility Criteria
• nsq-NSCLC (Stage IIIB/C ineligible for surgery or 

local therapy and IV )

• EGFR sensitive mutation positive

• ECOG PS 0 or1

• Regardless PD-L1 expression

Stratification Factors: 
• Exposure to 3rd EGFR-TKI before (yes vs. no)

• Brain metastases (yes vs. no)

Treatment until:

• Intolerable toxicity

• No clinical benefit

• Initiation of new 
anti-tumor therapy

Up to 24 months
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Study Met Primary Endpoint of PFS per IRRC

HR and P-value were stratified by previous 3rd Gen EGFR-TKI ues (yes vs. no) and presence of brain metastases (yes vs. no), and were calculated with stratified Cox model and log rank test. The two-sided 
P-value boundary is 0.024 as calculated using Lan-Demets spending function with O’Brien-Fleming approximation. 
HR, hazard ratio; CI, confidence interval; IRRC, independent radiology review committee.



A randomized, double-blind, phase 3 studya 

Stratification
• Clinical stage (IIIB/C vs. IV)
• Histology (SQ vs. non-SQ)
• PD-L1 TPS (≥50% vs. 1-

49%)

HARMONi-2 (AK112-303) Study Design

Patient Population
• Stage IIIB-IV aNSCLC
• No prior systemic therapy
• No EGFR mutations or 

ALK rearrangements
• ECOG PS 0 or 1
• PD-L1 TPS ≥1%

R
1:1

Ivonescimab
20 mg/kg Q3W (N=198)

Pembrolizumab
200 mg Q3W (N=200)

Treatment until 
no clinical benefit, 

unacceptable toxicity 
or up to 24 months

N=398

Endpoints

Primary: PFS by blind IRRC per RECIST v1.1  
Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety
Exploratory: QoL

a Patients were randomized from November 2022 to August 2023. Data cut off: January 29, 2024.
Abbreviations: aNSCLC, advanced non-small cell lung cancer; EGFR, epidermal growth factor receptor; ALK, anaplastic lymphoma kinase; ECOG PS, Eastern Cooperative Oncology 
Group performance score; PD-L1, programmed death ligand 1; TPS, tumor proportion score; R, randomization; SQ, squamous cell carcinoma; Q3W, every three weeks; PFS, 
progression-free survival; IRRC, independent radiology review committee; OS, overall survival; INV, investigator; ORR, overall response rate; DoR, duration of response; TTR, time to 
response; QoL, quality of life.
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Baseline Characteristics
Characteristics, n (%) Ivonescimab

(n = 198a)
Pembrolizumab

(n = 200a)
Total

(n = 398a)

Age (years)
<65 97 (49.0) 85 (42.5) 182 (45.7)
≥65 101 (51.0) 115 (57.5) 216 (54.3)

Sex
Male 164 (82.8) 169 (84.5) 333 (83.7)
Female 34 (17.2) 31 (15.5) 65 (16.3)

ECOG PS
0 25 (12.6) 26 (13.0) 51 (12.8)
1 173 (87.4) 174 (87.0) 347 (87.2)

Smoker
Never 39 (19.7) 38 (19.0) 77 (19.3)
Current 39 (19.7) 42 (21.0) 81 (20.4)
Former 120 (60.6) 120 (60.0) 240 (60.3)

Clinical stage
IIIB/C 15 (7.6) 16 (8.0) 31 (7.8)
IV 183 (92.4) 184 (92.0) 367 (92.2)

Pathology

SQ 90 (45.5) 91 (45.5) 181 (45.5)
Tumor centrally locatedb 65 (72.2) 57 (62.6) 122 (67.4)
Tumor with cavitation/necrosisb 9 (10.0) 7 (7.7) 16 (8.8)
Tumor encasing large blood 
vesselb 6 (6.7) 1 (1.1) 7 (3.9)

Non-SQ 108 (54.5) 109 (54.5) 217 (54.5)

PD-L1 TPS
≥50% 83 (41.9) 85 (42.5) 168 (42.2)
1-49% 115 (58.1) 115 (57.5) 230 (57.8)

Liver metastases
Yes 25 (12.6) 28 (14.0) 53 (13.3)
No 173 (87.4) 172 (86.0) 345 (86.7)

Brain metastases
Yes 33 (16.7) 39 (19.5) 72 (18.1)
No 165 (83.3) 161 (80.5) 326 (81.9)

a Patients who received  randomization. b In 181 patients with SQ.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance score; PD-L1, programmed death ligand 1; TPS, tumor proportion score; SQ, squamous cell carcinoma.
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9-mo: 40% (32, 48)

Median Follow-up: 8.67 months

9-mo: 56% (47, 64)

Primary endpoint: PFS per IRRC

Abbreviations: mPFS, median progression-free survival; IRRC, independent radiology review committee; mo, month; NE, not estimable; HR: hazard ratio; CI, confidence interval.

Ivonescimab demonstrated a statistically significant improvement in PFS vs. pembrolizumab with 
HR = 0.51, and a 5.3 months improvement in mPFS.

Ivonescimab
(n = 198)

Pembrolizumab
(n = 200)

mPFS, mos
(95% CI)

11.14
(7.33, NE)

5.82
(5.03, 8.21)

Stratified HR
(95% CI)

0.51
(0.38, 0.69)

p-value <0.0001

2024 World Conference on Lung Cancer 
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Key PFS Subgroup Analyses

Abbreviations: PFS, progression-free survival; PD-L1, programmed death ligand 1; TPS, tumor proportion score; HR: hazard ratio; CI, confidence interval; NSCLC, non-small cell lung cancer.

PD-L1 Low (TPS 1-49%)

Ivonescimab showed meaningful improvement in PFS vs. pembrolizumab in patients with both low and 
high PD-L1, with squamous or non-squamous advanced NSCLC.

Stratified HR
(95% CI)

0.54
(0.37, 0.79)

Stratified HR
(95% CI)

0.48
(0.31, 0.74)

Stratified HR
(95% CI)

0.54
(0.36, 0.82)

Non-SquamousSquamous

NSCLC 
Histology

PD-L1 
expression

2024 World Conference on Lung Cancer 
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PD-L1 High (TPS ≥50%)
Stratified HR

(95% CI)
0.46

(0.28, 0.75)



Data cut off: January 29, 2024. 
Abbreviations: ORR, overall response rate; DCR, disease control rate; DoR, duration of response; 
IRRC, independent radiology review committee; CI, confidence interval; mo, month; NR, not reached; NE, not estimable.

Ivonescimab
(n = 198)

Pembrolizumab
(n = 200)

ORR, %
 (95% CI)

50.0
(42.8, 57.2)

38.5
(31.7, 45.6)

DCR, %
 (95% CI)

89.9
(84.8, 93.7)

70.5
(63.7, 76.7)

Median DoR, mos 
(95% CI)

NR
(NE, NE)

NR
(8.28, NE)

ORR and DCR were higher with 
ivonescimab vs. pembrolizumab

ORR, DCR and DoR per IRRC

2024 World Conference on Lung Cancer 
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b

a Patients who received ≥1 dose of study treatment. b The incidence of ≥grade 3 Hypertension was 0.5%.
Abbreviations: AEs, adverse events; TRAEs, treatment-related adverse events; SQ, squamous cell carcinoma.

TRAEs

Safety Summary

Safety Summary, n (%)
Ivonescima

b
(n = 90a)

Pembrolizuma
b

(n = 91a)
TRAEs (all grades) 77 (85.6) 73 (80.2)

Grade≥3 20 (22.2) 17 (18.7)
Serious TRAEs 17 (18.9) 17 (18.7)
Leading to 
discontinuation 2 (2.2) 3 (3.3)

Leading to death 0 1 (1.1)

TRAEs in SQ Subgroup

Ivonescimab demonstrated a tolerable safety 
profile in SQ patients.

Safety Summary, n (%) Ivonescimab
(n = 197a)

Pembrolizuma
b

(n = 199a)
TRAEs (all grades) 177 (89.8) 163 (81.9)

Grade≥3 58 (29.4) 31 (15.6)
Serious TRAEs 41 (20.8) 32 (16.1)
Leading to 
discontinuation 3 (1.5) 6 (3.0)

Leading to death 1 (0.5) 2 (1.0)

The differences in AEs were predominantly proteinuria, 
hypertension, and laboratory abnormalities.

The Most Common TRAEs (incidence ≥10%)
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Immune-Related and Possible VEGF-Related AEs

• All VEGF-related AEs were grades 1-3 in both arms.
• Grade 3 haemorrhage was observed in two patients with non-SQ 

and was not reported in SQ patients in the ivonescimab arm 

irAEs
Safety Summary, n (%) Ivonescimab

(n = 197a)
Pembrolizumab

(n = 199a)
Possible VEGF-Related 
AEs (all grades) 94 (47.7) 42 (21.1)

Grade≥3 20 (10.2) 2 (1.0)

Possible VEGF-Related AEs

Safety Summary, n (%)
Ivonescima

b
(n = 197a)

Pembrolizuma
b

(n = 199a)

irAEs (all grades) 59 (29.9) 56 (28.1)

Grade≥3 14 (7.1) 16 (8.0)

Serious irAEs 11 (5.6) 22 (11.1)

Leading to discontinuation 0 5 (2.5)

Leading to death 0 0

Safety Summary by 
Classification, n (%)

Ivonescimab
(n = 197a)

Pembrolizumab
(n = 199a)

All Grade Grade≥3 All Grade Grade≥
3

Proteinuria 62 (31.5) 6 (3.1) 20 (10.1) 0

Hypertension 31 (15.7) 10 (5.1) 5 (2.5) 1 (0.5)

Haemorrhage 29 (14.7) 2 (1.0) 22 (11.1) 1 (0.5)

Arterial 
thromboembolism 2 (1.0) 2 (1.0) 1 (0.5) 0

Venous 
thromboembolism 0 0 1 (0.5) 0

a Patients who received ≥1 dose of study treatment. 
Abbreviations: VEGF, vascular endothelial growth factor; irAEs, immune-related AEs; AEs, 
adverse events; SQ, squamous cell carcinoma.

Ivonescimab exhibited similar irAEs to that of 
pembrolizumab.
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Conclusions
• First-line ivonescimab significantly improve IRRC-assessed PFS in patients with aNSCLC and PD-L1 TPS ≥1%, 

compared with pembrolizumab (median PFS (mos), 11.14 vs. 5.82; HR, 0.51; p<0.0001).

• PFS benefit with ivonescimab were consistent across major clinical subgroups: 

 TPS ≥50%, HR = 0.46 (0.28, 0.75); TPS 1-49%, HR = 0.54 (0.37, 0.79)

 SQ, HR = 0.48 (0.31, 0.74); non-SQ, HR = 0.54 (0.36, 0.82)

• Higher ORR (50.0% vs. 38.5%) and DCR (89.9% vs. 70.5%) were observed with ivonescimab vs. pembrolizumab.

• OS was not matured at this time; the OS analysis is event-driven and will be reported in the future.

• The safety profile of ivonescimab was consistent with prior studies and well tolerated, including in patients with SQ-
NSCLC.

• HRQoL with ivonescimab was comparable to pembrolizumab.

Ivonescimab is an investigational therapy in this setting worldwide; ivonescimab is approved in 2L EGFRm NSCLC in China. 
Abbreviations: IRRC, independent radiology review committee; PFS, progression-free survival; aNSCLC, advanced non-small cell lung cancer; PD-L1, programmed death ligand 1; TPS, 
tumor proportion score; mo, month; HR: hazard ratio; CI, confidence interval; SQ, squamous cell carcinoma; ORR, overall response rate; DCR, disease control rate; OS, overall survival.

First randomized phase 3 study to demonstrate a clinically significant improvement in 
efficacy with a novel drug compared to pembrolizumab in aNSCLC

15
2024 World Conference on Lung Cancer 

Presidential Symposium, 9/8/24, San Diego, CA



Ongoing/Planned Ivonescimab Multi-regional 
Trials in NSCLC

 Study
 Treatment Popul



EGFR Mutations











Investigator-assessed HR 0.19
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MARIPOSA Subgroup Analysis Findings



• Once daily oral therapy
• Gr 1-2 tox – 0-44%
• Gr > 3 tox – 1-2%
• Less financial toxicity

• Multiple infusion center visits
• Once daily oral therapy
• Gr 1-2 tox – 20-57% Ami/lazer
                      13-42% FLAURA-2
• Gr > 3 tox – 1-15% AMI/lazer
                       0-23% FLAURA-2
• Added met-related and chemo tox
• DVT prophylaxis (Ami/Lazer)
• More financial toxicity 
• PFS benefit, uncertain OS benefit            

Osimertinib
Pros/Cons of “Intensified” 1st Line Therapy

FLAURA-2/MARIPOSA



ALK Fusions



CROWN: A Randomized Global Phase 3 Study



Current Post Hoc Analyses at 5 Years



At 60.2 Months of Median Follow-Up, Median PFS by Investigator Was Still Not Reached With Lorlatinib



PFS Benefit With Lorlatinib Was Observed Across Patient Subgroups



Time to IC Progression by Investigator Assessment Was Longer With Lorlatinib (ITT Population)



Safety Profile of Lorlatinib Was Consistent With That Observed in Prior Analyses



Safety Profile of Lorlatinib Was Consistent With That Observed in Prior Analyses



Dose Reduction Did Not Impact Efficacy of Lorlatinib in Patients Who Had Dose Reduction in the First 16 Weeks



Conclusions



CROWN: My Conclusions and Implications for Practice

CROWN: Conclusions and Implications
 for Practice



KRAS Mutations



KRYSTAL-12: ADA in previously treated KRASG12C NSCLC

KRYSTAL-12a study design

R
2:1

Key eligibility criteria

• Locally advanced or metastatic NSCLC 
with KRASG12C mutationb

• Prior treatment with platinum-based 
chemotherapy and anti-PD-(L)1 therapyc

• ECOG PS 0–1
• Stable brain metastases allowed

DOCE 75 mg/m2 Q3W IV

ADA 600 mg BID POd
N = 453

Database lock: March 19, 2024. Data cut-off: December 31, 2023. 
aNCT04685135. bDetected in tumor tissue using sponsor-approved local or central testing. cNo washout period was required between prior therapy and study treatment. dTablet formulation, 
except for four patients who initially received the capsule formulation. eOther crossover criteria: ECOG PS 0–2, recovery from DOCE-related AEs to grade 1 or baseline (except peripheral 
neuropathy and alopecia for which grade 2 is acceptable).

Crossover from DOCE to ADA was allowed in cases where disease 
progression per RECIST v1.1 was confirmed by real-time BICRe

Stratified by: 
• Region (non-Asia-Pacific vs Asia-Pacific) 

• Prior treatment (sequential vs concurrent 
chemotherapy and immunotherapy)

Primary endpoint
• PFS by BICR (RECIST v1.1)

Secondary endpoints
• ORR by BICR (RECIST v1.1)
• DOR
• OS 

• Safety
• Patient-reported 

outcomes



KRYSTAL-12: ADA in previously treated KRASG12C NSCLC

Primary endpoint: PFSa per BICR

Median follow-up: 7.2 months.
aTime from randomization to the date of disease progression per BICR or death due to any cause, whichever occurs first. For patients who started a subsequent anticancer therapy prior to 
disease progression or death, PFS was censored at the date of the last tumor assessment prior to the start of the new therapy.

301 160 77 5 0 041 819 1 0
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ADA
DOCE

No. at risk
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(%

)
ADA

(n = 301)
DOCE

(n = 152)

Events, n (%) 164 (55) 93 (61)

Median PFS, mo
(95% CI)

5.5
(4.5–6.7)

3.8
(2.7–4.7)

HR (95% CI) 0.58 (0.45–0.76)
P value < 0.0001

Months from randomization

45%

30%

DOCE ADA



KRYSTAL-12: ADA in previously treated KRASG12C NSCLC

Tumor response per BICR
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Odds Ratio, 4.68 (95% CI, 2.56–8.56)
P < 0.0001
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n/N:
ADA DOCE

96/301 14/152

Tumor response
ADA

(n = 301)
DOCE 

(n = 152)

DCR,b n (%) 236 (78) 89 (59)

Median DOR,c mo
(95% CI)

8.3
(6.1–10.4)

5.4
(2.9–8.5)

Remaining in response 
at 6 mo, % 64 39
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aORR is defined as the percent of patients documented to have a confirmed CR/PR by BICR (per RECIST v1.1). bDisease control rate (DCR) is defined as the percent of patients documented to have a 
confirmed CR/PR/SD by BICR (per RECIST v1.1). cDOR is defined as the time from the date of first documentation of CR/PR to the first documentation of PD or death due to any cause in the absence of 
documented PD. DOR is only calculated for patients with confirmed CR/PR. dWaterfall plots include patients with at least one target lesion at baseline and at least one post-baseline tumor assessment.

Confirmed BOR
CR
PR
SD
PD
NE



KRYSTAL-12: ADA in previously treated KRASG12C NSCLC

Intracranial response per BICRa
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aIn accordance with CNS-adapted RECIST v1.1. CNS RECIST data (including identification of patients with baseline CNS metastases) were based on a separate CNS imaging charter and 
neuroradiologist review. bWaterfall plots show CNS evaluable population including patients with at least one CNS target lesion at baseline and at least one post-baseline CNS tumor assessment. 
For lesions to be considered target lesions, they must have been measurable and either not previously treated with CNS-directed therapy or must have progressed after prior CNS-directed therapy.
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KRYSTAL-12: ADA in previously treated KRASG12C NSCLC

Most frequent TRAEs (> 15% in either treatment arma)

aFor each TRAE, patients are included only once at the maximum severity. 
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KRYSTAL-12: ADA in previously treated KRASG12C NSCLC

Copies of this slide deck obtained through Quick Response (QR) Code are for personal use only
and may not be reproduced without permission from ASCO® or the author of this slide deck.

Summary
• In the phase 3 KRYSTAL-12 trial, ADA demonstrated a statistically significant and clinically meaningful 

improvement in PFS over DOCE in patients with previously treated KRASG12C-mutated NSCLC 
(median PFS, 5.5 vs 3.8 mo, respectively; HR, 0.58; P < 0.0001)

— PFS benefit was observed across key subgroups

• ORR was also significantly higher with ADA vs DOCE (32% vs 9%; odds ratio, 4.68; P < 0.0001); overall, the 
responses were deep and appear to be durable 

• ADA showed intracranial efficacy among patients with brain metastases at baseline, with a response rate 
that was more than double that observed with DOCE (intracranial ORR, 24% vs 11%)

• The safety profiles of ADA and DOCE were consistent with previous reports, with no new safety signals

• These results reinforce ADA as an efficacious treatment option for patients with KRASG12C-mutated 
NSCLC after disease progression on prior chemotherapy and immunotherapy

• A phase 3 trial comparing first-line ADA plus pembrolizumab vs pembrolizumab alone is currently enrolling 
patients with advanced KRASG12C-mutated NSCLC and PD-L1 TPS ≥ 50% (KRYSTAL-7; NCT04613596)
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Antibody-Drug Conjugates: New kids on the block 



Target Drug Payload Linker RP2D and Schedule DAR

HER2 Trastuzumab-DM1
Trastuzumab-DXd

DM1
Deruxtecan

Noncleavable (thioether)
Cleavable (tetrapeptide)

3.6 mg/kg, once every 3 weeks
6.4 mg/kg, once every 3 weeks

3.1
8

HER3 Patritumab-DXd Deruxtecan Cleavable (tetrapeptide) 5.5 mg/kg, once every 3 weeks 8

TROP2 Datopotamab-DXd
Sacituzumab govitecan

Deruxtecan
SN-38

Cleavable (tetrapeptide)
Cleavable (carbonate)

6.0 mg/kg, once every 3 weeks
10 mg/kg on day 1 and 8, once every 3 weeks

4
7.6

CEACAM5 Tusamitamab ravtansine DM4 Cleavable (SPDB) 100 mg/m2, once every 2 weeks 3.8

c-MET Telisotuzumab vedotin MMAE Cleavable (valine–citrulline) 2.7 mg/kg, once every 3 weeks 3.1

B7-H3 Ifinatamab-DXd (DS-7300a)
MGC018

Deruxtecan
DUBA

Cleavable (tetrapeptide)
Cleavable (valine–citrulline)

TBD
TBD

4
2.7

CD56 Lorvotuzumab mertansine DM1 Cleavable (disulfide) TBD –

AXL Enapotamab vedotin
Mecbotamab vedotin

MMAE
MMAE

Cleavable (protease)
Cleavable (valine–citrulline)

2.2 mg/kg, once every 3 weeks
TBD

–
–

PK7 Cofetuzumab pelidotin Auristatin-0101 Cleavable (valine–citrulline) TBD 4

PVRL4 Enfortumab vedotin MMAE Cleavable (valine–citrulline) TBD 4

TF Tisotumab vedotin MMAE Cleavable (valine–citrulline) TBD 4

EGFR MRG003 MMAE Cleavable (valine–citrulline) 2.0 mg/kg, once every 3 weeks 4

ROR2 Ozuriftamab vedotin MMAE Cleavable (valine–citrulline) TBD 4

NaPi2b Upifitamab rilsodotin
Lifastuzumab vedotin

AF-HPA
MMAE

Cleavable (protease)
Cleavable (valine–citrulline)

TBD
TBD

12-15
3-4

ADCs in Clinical Development for Lung Cancer1

Passaro, Janne, Peters, J Clin Oncol. 2023;JCO2300013.
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DESTINY-Lung04
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Li B et al. ASCO 2022. Abstract TPS9137.



• 192 HER2-positive (IHC 3+) previously treated, metastatic solid tumors 
enrolled in 3 multi-center trials

• DESTINY-PanTumor02 – ORR – 51.4%, DoR – 19.4 mos

• DESTINY-Lung01 – ORR – 52.9%, DoR – 6.9 mos

• DESTINY-CRC02 – ORR – 46.9%, DoR – 5.5 mos

April 5, 2024 - FDA grants accelerated approval for traztuzumab 
deruxtecan in HER2- positive (IHC 3+) solid tumors

References
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Domain T

ADCs Targeting Trop-2 in NSCLC

Parisi C, et al. Cancer Treat Rev. 2023;118:102572.

ADC, antibody-drug conjugate; DAR, drug-to-antibody ratio; DXd, deruxtecan; mAb, monoclonal antibody; SN-38, 7-ethyl-10-hydroxycamptothecin; TM, transmembrane; Trop-2, trophoblast cell
surface antigen 2.

Sacituzumab Govitecan Datopotamab Deruxtecan

• Payload mechanism of action: 
topoisomerase I inhibitor

• Payload with long systemic 
half-life

• Bystander antitumor effect

• Payload mechanism of action: 
topoisomerase I inhibitor

• Payload with short systemic 
half-life

• Bystander antitumor effect

Hydrolysable pH 
sensitive linker for 

SN-38

SN-38 payload

Tetrapeptide-based 
cleavable linker for DXd

DXd payload
(exatecan derivative 10x 
more potent than SN-38)

Humanized 
anti-Trop2 
lgG1 mAb

Humanized 
anti-Trop2 
lgG1 mAb

Signal peptide

Cysteine-rich
domainExtracellular 

epidermal growth 
factor-like repeat 
domain

Cytoplasmic 
tail

DAR=8:1 DAR=4:1

Trop2
Domain TM



Sacituzumab Govitecan Is a First-in-Class <br />Trop-2‒Directed Antibody-Drug Conjugate



EVOKE-01: Global, Randomized, Open-Label, <br />Phase 3 Study



Primary End Point: Overall Survival (ITT)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Secondary End Points (ITT)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Treatment-Emergent Adverse Events

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Conclusions

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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TROPION-Lung01: Study Design and Efficacy

Ahn MJ, Lisberg A, et al. Ann Oncol. 2023;34(S2):S1305-S1306.

BICR, blinded independent central review; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; 
HR, hazard ratio; ITT, intention to treat; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD-(L)1, programmed cell death ligand 1; 
PFS, progression-free survival.

Progression-Free Survival: ITT

Dato-DXd 299 216 156 96 74 46 24 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0

No. at risk

0

20

40

60

80

100

0 2 4 6 8 10 12 14 16 18

PF
S 

pr
ob

ab
ili

ty
, %

Time since randomization, months
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Median (95% CI), 
months

Dato-DXd Docetaxel

4.4 (4.2-5.6) 3.7 (2.9-4.2)
HR 0.75 (0.62-0.91)

P-value 0.004
Prespecified 

boundary (2-sided) 0.008

Dato-DXd Docetaxel
ORR (95% CI), % 26.4 (21.5-31.8) 12.8 (9.3-17.1)
DOR (95% CI), mo 7.1 (5.6-10.9) 5.6 (5.4-8.1)

40.8

30.1

17.8

28.2

Docetaxel
75 mg/m2 Q3W

(N=305)

Dato-DXd
6 mg/kg Q3W

(N=299)
R 1:1

Key Eligibility Criteria
• NSCLC (stage IIIB, IIIC, or IV)
• ECOG PS of 0 or 1
• No prior docetaxel
    Without actionable genomic alterations

• 1 or 2 prior lines, including platinum CT and 
anti-PD-(L)1 mAb therapy

    With actionable genomic alterations
• Positive for EGFR, ALK, NTRK, BRAF, ROS1, 

MET exon 14 skipping, or RET
• 1 or 2 prior approved targeted therapies + 

platinum-based CT, and ≤1 anti-PD-(L)1 mAb

Dual Primary Endpoints

• PFS by BICR

• OS

Secondary Endpoints

• ORR by BICR

• DOR by BICR

• Safety
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TROPION-Lung01: Efficacy of Datopotamab Deruxtecan 

Ahn MJ, Lisberg A, et al. Ann Oncol. 2023;34(S2):S1305-S1306.

AGAs, actionable genomic alterations; Dato-DXd, datopotamab deruxtecan; DOR, duration of response; HR, hazard ratio; ORR, objective response rate; OS, overall survival; PFS, progression-free 
survival.

Dato-DXd 229 178 134 86 68 41 20 7 1 0
Docetaxel 232 135 90 50 32 14 10 4 0 0

Median (95% CI), 
months

Dato-DXd Docetaxel

2.8 (1.9-4.0) 3.9 (2.8-4.5)

HR 1.38 (0.94-2.02)

ORR, % 9.2 12.7

DOR, months 5.9 8.1

Non-squamous
(with and without AGAs)

Squamous
(with and without AGAs)

Median (95% CI), 
months

Dato-DXd Docetaxel

5.6 (4.4-7.0) 3.7 (2.9-4.2)

HR 0.63 (0.51-0.78)

ORR, % 31.2 12.8

DOR, months 7.7 5.6

No. at risk

Dato-DXd 70 38 22 10 6 5 4 3 1 0
Docetaxel 73 51 30 13 10 5 4 3 0 0

No. at risk

PFS HR for non-squamous without AGAs: 0.71 (0.56, 0.91)
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Ifinatamab Deruxtecan (I-DXd; DS-7300) Was Designed With 7 Key Attributes 
• B7-H3 is overexpressed in a wide range of cancer types and is associated with disease progression and lower survival1–5

• I-DXd is a B7-H3 (CD276)-directed ADC composed of 3 parts:6–9,11

-A humanized anti–B7-H3 IgG1 monoclonal antibody9,11  
-A topoisomerase I inhibitor payload (an exatecan derivative, DXd) 
-A tetrapeptide-based cleavable linker that covalently bonds the other 2 components

aImage is for illustrative purposes only; actual drug positions may vary. bThe clinical relevance of these features is under investigation. cBased on animal data.
ADC, antibody–drug conjugate; B7-H3, B7 homolog 3; CD276, cluster of differentiation 276; DXd, deruxtecan; IgG1, immunoglobulin G1; mAb, monoclonal antibody.
1. Yamato M, et al. AACR-NCI-EORTC 2020. Abstract 28. 2. Dong P, et al. Front Oncol. 2018;8:264. 3. Picarda E, et al. Clin Cancer Res. 2016;22(14):3425–3431. 4. Bendell JC, et al. J Clin Oncol. 2020;39(15 suppl 1). Abstract TPS3646. 
5. Kontos F, et al. Clin Cancer Res. 2021;27(5):1227–1235. 6. Okajima D, et al. Mol Cancer Ther. 2021;20(12):2329–2340. 7. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173–185. 8. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097–5108. 
9. Yamato M, et al. Mol Cancer Ther. 2022;21(4):635–646.10. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039–1046. 11. Daiichi Sankyo. Data on file.

Payload mechanism of action: 
topoisomerase I inhibitor7,9,11,b 

High potency of payload9,11,b

Optimized drug-to-antibody ratio ≈ 46–8,10,b

Payload with short systemic half-life9,11,b,c

Stable linker-payload9,11,b

Tumor-selective cleavable linker9,11,b

Bystander antitumor effect7,10,11,b

Deruxtecan7,9
Humanized anti–B7-H3 

IgG1 mAba



   #3258| CONFIDENTIAL

78

Antitumor Activitya

Data cutoff: January 31, 2023.
aPatients with SCLC from dose-escalation with measurable disease at baseline and ≥2 post-baseline tumor scans and/or discontinued the treatment at data cutoff are included in best overall response calculations. 
1 patient did not have post-baseline tumor scans and is not included in the waterfall or spider plots. 
CI, confidence interval; RECIST, Response Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.
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Starting Dose Level 6.4 mg/kg 8.0 mg/kg 12.0 mg/kg 16.0 mg/kg

Active Off treatment

• Median duration of response was 5.9 months (95% CI, 2.8 – 7.5);                         
two patients remain on treatment

• Median follow-up was 11.7 months (95% CI, 4.63 – 12.88)

• Nearly all patients with post-baseline scans had a reduction in target lesions 
• Median time to response was 1.2 months (95% CI, 1.2 – 1.4)

Confirmed Responses by RECIST v1.1 SCLC ≥6.4 mg/kg
(n = 21)

Objective response rate, % (95% CI) 52.4 (29.8 – 74.3)
Complete response, % 4.8
Partial response, % 47.6

DS7300-A-J101 Study Design (NCT04145622) 
• I-DXd is generally well tolerated with early signs of antitumor activity1,2 
• Subgroup analysis of patients with SCLC (N = 22a) from part 1 treated with I-DXd at all doses studied
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Conclusions



Setting Trial NCT Phase Question
LS-SCLC DeLLphi-306 06117774 III Vs Placebo following CRT
ES-SCLC DeLLphi-305 06211036 III Durva + Tarlatamab 

maintenance
ES-SCLC (2nd L) DeLLphi-304 05740566 III Tarlatamab Vs SOC 2nd 

Line
ES-SCLC (1st L) DeLLphi-303 05361395 Ib CbEtopAtezo + 

Tarlatamab

Tarlatamab - Ongoing Trials



Jazz Pharmaceuticals Announces Statistically Significant Overall Survival 
and Progression-Free Survival Results for Zepzelca® (lurbinectedin) and 

Atezolizumab Combination in First-Line Maintenance Therapy for Extensive-
Stage Small Cell Lung Cancer

• DUBLIN, Oct. 15, 2024 /PRNewswire/ -- Jazz Pharmaceuticals plc (Nasdaq: 
JAZZ) today announced positive top-line results from the Phase 3 clinical 
trial evaluating Zepzelca® (lurbinectedin) in combination with the PD-L1 
inhibitor atezolizumab (Tecentriq®) compared to atezolizumab alone when 
administered as a maintenance treatment for adults with extensive-stage 
small cell lung cancer (ES-SCLC) following induction therapy with 
carboplatin, etoposide and atezolizumab. The combination 
of Zepzelca and atezolizumab demonstrated a statistically significant 
improvement in the primary endpoints of overall survival (OS) and 
progression-free survival (PFS), as assessed by an independent review 
facility (IRF), compared to treatment with atezolizumab alone.



Thank You



Q&A



Clinical 
Session



Enjoy your lunch and 
please return at 1:00pm

Lunch
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