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@TLCconference     #TexasLung24Speaker:

The limitations of single agent ADCs

Lisberg et al, presented at ESMO 2023

Dato-DXd vs docetaxel in NSCLC – ESMO 2023

Sanofi press release 12/21/23

Gilead press release 1/22/24

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

ADCs interact with 

immunotherapy in myriad ways

Nicolo et al, Cancer Treatment Reviews 2022

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

Clinical experience of ADCs + IO: TDM-1 + atezolizumab in breast cancer

Emens et al, Lancet Oncology 2020

Alissa Cooper, MD @alissajcooper

ITT population:

8.2 vs 6.8 mos

(HR 0.82, p = 0.33)

PDL1+ population:

8.5 vs 4.1 mos

(HR 0.60, p = 0.099)



@TLCconference     #TexasLung24Speaker:

TDM-1 + atezolizumab in breast cancer 

Emens et al, Lancet Oncology 2020

Alissa Cooper, MD @alissajcooper

TDM-1 + atezolizumab (n=132) TDM-1 + placebo (n=68)

Serious AEs 

(treatment related)

25 (19%) 2 (3%)

Pyrexia leading to 

hospitalization

7 (5.3%) 0

AE leading to treatment 

discontinuation

34 (26%) 10 (15%)

Death (disease related) 12 (9%) 8 (12%)

Death (treatment related) 1 – HLH 0



@TLCconference     #TexasLung24Speaker:

Clinical experience of ADCs + IO: EV + pembrolizumab in urothelial cancer

Powles et al, Presented at ESMO 2023

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

EV + pembrolizumab in urothelial cancer

Rosenberg et al, presented at ESMO 2022

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

Clinical experience with ADC + IO in non-small cell lung cancer

Cho et al, presented at WCLC 2023 abst OA05.04, Papadopoulos et al,  presented at WCLC 2023, abst OA05.06, Goto et al, presented at ASCO 2023, Camidge et al, JTO CRR 2022

EVOKE-02: Sacituzumab govitecan + pembroliuzmab TROPION-Lung04: Dato-DXd + durvalumab +/- chemo

TROPION-Lung02: Dato-DXd + pembrolizumab +/- chemo Telisotuzumab vedotin + nivolumab

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

EVOKE-02: Sacituzumab govitecan + pembrolizumab in 1L

Cho et al, presented at WCLC 2023

Alissa Cooper, MD @alissajcooper

Efficacy by Investigator Cohort A (PD-L1 TPS > 50%) 

SG + Pembro

n = 29

Cohort B (PD-L1 TPS < 50%)

SG + Pembro

n = 32

Total 

SG + Pembro

n = 61

ORR (95% CI), % 69 (49-85) 44 (26-62) 56 (42-69)

PR, n (%) – conf + unconf

Confirmed PR, n (%)

20 (69)

18 (62)

14 (44)

12 (38)

34 (56)

30 (49)

SD, n (%) 5 (17) 11 (34) 16 (26)

PD, n (%) 3 (10) 2 (6) 5 (8)

DCR (95% CI), % 86 (68-96) 78 (60-91) 82 (70-91)

Median DOR (95% CI), months

DOR rate at 6 months (95% CI), %

NR (5.6-NR)

88 (39-98)

NR (3.5-NR)

88 (39-98)

NR (7.9-NR)

87 (58-97)

Safety-evaluable patients, n (%) Total SG + Pembro n = 63

Any-grade TEAEs / Related to study treatment 63 (100) / 57 (90)

Grade > 3 TEAEs / Related to study treatment 44 (70) / 24 (38)

Serious TEAEs / Related to study treatment 34 (54) / 9 (14)

TEAEs leading to treatment discontinuation / SG dc / pembro dc 11 (18) / 9 (14) / 8 (13)

TEAEs leading to SG dose reduction 11 (18)

TEAEs leading to death / Related to study treatment 4 (6) / 1 (2)

Top toxicities: diarrhea, cytopenias



@TLCconference     #TexasLung24Speaker:

TROPION-Lung04: Dato-DXd + durvalumab +/- chemotherapy

Papadopoulos et al, presented at WCLC 2023

Alissa Cooper, MD @alissajcooper

Top toxicities: stomatitis, anemia



@TLCconference     #TexasLung24Speaker:

TROPION-Lung01: Dato-DXd + pembrolizumab +/- chemotherapy

Goto et al, presented at ASCO 2023

Alissa Cooper, MD @alissajcooper

Top toxicities: stomatitis, anemia, nausea, fatigue



@TLCconference     #TexasLung24Speaker:

Telisotuzumab vedotin + nivolumab

Camidge et al, JTO CRR 2022

Response N = 27*

PR 2 (7.4%) 
(1 PD-L1+, 1 PD-L1-)

SD 19 (70.4%) 
(10 PD-L1+, 7 PD-L1-, 2 PD-L1 

unk)

PD 4 (14.8%) 
(3 PD-L1+, 1 PD-L1 unk)

*missing pts did not have post tumor baseline assessments

Alissa Cooper, MD @alissajcooper

Notable toxicities: hypoalbuminemia, peripheral edema, neuropathy



@TLCconference     #TexasLung24Speaker:

Overall efficacy summary of ADC + IO

a. Cho et al, presented at WCLC 2023 abst OA05.04. b. Papadopoulos et al,  presented at WCLC 2023, abst OA05.06 c. Goto et al, presented at ASCO 2023, d. Camidge et al, JTO CRR 2022, e. Gandi et al NEJM 2018, f. Reck et al, NEJM 2016

Combination n % non-squam Line ORR (95% CI) DCR (95% CI)

SG + pembro, PD-L1 > 50%a 29 60 1 69% (51 – 83) 86% (68 – 96)

SG + pembro, PD-L1 < 50%a 32 61 1 44% (28 – 61) 78% (60 – 91)

SG + pembro, all PD-L1a 61 - 1 56% (43 – 68) 82% (70 – 91)

Dato-DXd + durvab 14 - 1 50% (27 – 73) 93% (66 – 99.8)

19 73.7 All 47.4% (27 – 68) -

Dato-DXd + durva + platinum CTb 13 - 1 76.9% (50 – 92) 92% (64 – 99.8)

14 71.4 All 71.4% (45 – 88) -

Dato-DXd + pembroc 34 - 1 50% (32 – 68) 91%  (77 – 97)

61 70 All 38% (26 – 51) 84% (72 – 91)

Dato-DXd + pembro + platinum CTc 53 - 1 57% (42 – 70) 91% (80 – 96)

71 68 All 49% (37 – 61) 87% (78 – 93)

Teliso-V + nivolumabd 27 89 All 7.4% (1.3 – 23) 78%  (59 – 89)

Platinum CT + pem + pembro (KN189)e 410 100 1 47.6% (43 – 53) 84.6% (81 – 88)

Pembro, PD-L1 > 50% (KN024)f 154 81.2 1 44.8% (37 – 53) -

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

Overall toxicity summary of ADC + IO

a. Cho et al, presented at WCLC 2023 abst OA05.04. b. Papadopoulos et al,  presented at WCLC 2023, abst OA05.06 c. Goto et al, presented at ASCO 2023, d. Camidge et al, JTO CRR 2022, e. Gandi et al NEJM 2018, f. Reck et al, NEJM 2016

Combination n Line Grade > 3 TRAE RED DC Tox Profile

SG + pembroa 61 1 38% SG: 18% Any: 18% Diarrhea, counts

Dato-DXd + durvab 19 All 31.6% - Any: 21.1% Stomatitis, counts, GI

Dato-DXd + durva + platinum CTb 14 All 57.1% - Any: 21.4% Stomatitis, counts, GI

Dato-DXd + pembroc 64 All 31% Any: 22% Any: 28% Stomatitis, counts, GI

Dato-DXd + pembro + platinum CTc 72 All 58% Any: 19% Any: 38% Stomatitis, counts, GI

Teliso-V + nivolumabd 27 All 32% - TV: 33% Fatigue, edema, neuropathy

Platinum CT + pem + pembro (KN189)e 410 1 TEAE: 67.2% - Any: 27.7% GI, counts, fatigue

Pembro, PD-L1 > 50% (KN024)f 154 1 26.6%

9.7% iRAE

- 7.1% Diarrhea, fatigue, pyrexia

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

Selected ongoing clinical trials of ADC + IO in NSCLC

Agents n Phase Indication Endpoints NCT #

Dato-DXd + pembro + CT 

vs Dato-DXd + pembro

vs CT + pembro

975 III 1L adv NSCLC

PD-L1 < 50%

PFS, OS NCT05555732

Dato-DXd + pembro vs pembro 740 III 1L adv NSCLC

PD-L1 > 50%

PFS, OS NCT05215340

SG + pembro vs pembro 614 III 1L adv NSCLC

PD-L1 > 50%

PFS, OS NCT05609968

T-DXd + durva + CT;

T-DXd + MEDI5752 (bispecific 

ab targeting PD-1 and CTLA-4) 

+/- CT

168 Ib 1L or pretreated 

adv non-sq NSCLC, 

HER2 over-

expressed (not mut)

Safety NCT04686305

T-DXd + durva 531 II Pretreated adv 

NSCLC

ORR NCT03334617

T-DXd + pembro 115 Ib PD1 naïve HER2 

over-expressed or 

mut NSCLC

Safety, ORR NCT04042701

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

▪ Integration into vs replacement of SOC

ADC + IO: Takeaway points

Goto et al, presented at ASCO 2023

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

• Tolerability

ADC + IO: Takeaway points

Goto et al, presented at ASCO 2023

Dato-DXd and pembro +/- chemotherapy

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

• Special populations – brain metastases

ADC + IO: Takeaway points

Planchard et al, presented at ESMO 2023; Nadal et al, JCO 2023

Phase II Atezo-Brain trialT-DXd in pts with NSCLC and brain mets

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

• Patient selection

• Oncogene driven cancers

• Identification of biomarkers

ADC + IO: Takeaway points

Janne et al, Cancer Discov 2022; Lisberg et al, presented at ESMO 2023

HER3-DXd in EGFR-mut NSCLC

TROPION-Lung01: Dato-DXd vs docetaxel

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

The next frontier of combination: PD-L1 targeting ADCs

Sau et al, Cancers 2019

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

Many agents in preclinical development; clinical trials underway

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

PD-L1 targeting ADCs in clinical trials

HLX43 SGN-PDL1V

Payload Topoisomerase I inhibitor MMAE

DAR 8 -

Schedule Q3W -

Recruiting China US, Belgium, Canada, 

France, Germany, Italy, 

Spain, UK

Disease Solid tumors after standard 

treatment

Initial: NSCLC, HNSCC, 

Esophageal SCC, TNBC 

after standard treatment

Alissa Cooper, MD @alissajcooper



@TLCconference     #TexasLung24Speaker:

▪ Is there any role for combination ADC + IO in the first- or later-line for NSCLC?

▪ Might PD-L1 targeting ADCs represent the best of all worlds for cancer treatment?

▪ How can we continue to refine our biomarkers to determine which patients can benefit from 

novel therapies without undue toxicity?

Future directions and outstanding questions

Alissa Cooper, MD @alissajcooper


