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ADCs: the new revolutionary wave in oncology

ADCs

Bosi C, et al. Eur J Cancer. 2023 Dec;195:113379. 
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Sacituzumab Govitecan: what unique? 

Perez EA, et al. Breast Cancer Res Treat. 2010;121:261-271 

Humanized anti‒Trop-2 
antibody
• Directed toward Trop-2, an epithelial 

antigen expressed on many solid cancers

SN-38 payload
• SN-38 more potent than parent 

compound, irinotecan
• TOP1 inhibitor
• High drug-to-antibody (DAR) ratio 

(7.6:1)

Hydrolyzable linker
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Trop-2 is one of the most attrattive target for ADCs 
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Trop-2 is one of the most attractive target for ADCs 

• Very low expression of Trop-2 in normal tissue

• Trop-2 is highly expressed in all breast cancer subtypes
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Trop-2 is one of the most attractive target for ADCs 
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Correlations between mRNA counts and 
protein levels of ADC targets

8
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Spatial and temporal heterogeneity of 
HER2 by IHC

New metastatic sitesFirst recurrenceSurgical sampleCore biopsy

Bar Y ASCO 2022; Zhang J ASCO 2022; Tarantino P EJC 2022; Geukens T EJC 2023

Few information about spatial and 
temporal heterogeneity of Trop-2
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Sequential activation of Trop-2 by proteolysis

Guerra E et al.,. JCO 41, 4688-4692(2023).
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Perez EA, et al. Breast Cancer Res Treat. 2010;121:261-271 

Humanized anti‒Trop-2 
antibody
• Directed toward Trop-2, an epithelial 

antigen expressed on many solid cancers

SN-38 payload
• SN-38 more potent than parent 

compound, irinotecan
• TOP1 inhibitor
• High drug-to-antibody (DAR) ratio 

(7.6:1)

Hydrolyzable linker

Stable, but not too much

Sacituzumab Govitecan: what unique? 
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Challenging the current dogma

Colombo R et al. Cancer Cell 40, November 14, 2022

Part of the activity of the 
ADCs is associate to the 
free payload release 
(which contribute to the 
bystander effect)
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Perez EA, et al. Breast Cancer Res Treat. 2010;121:261-271 

Humanized anti‒Trop-2 
antibody
• Directed toward Trop-2, an epithelial 

antigen expressed on many solid cancers

SN-38 payload
• SN-38 more potent than parent 

compound, irinotecan
• TOP1 inhibitor
• High drug-to-antibody (DAR) ratio 

(7.6:1)

Hydrolyzable linker

Stable, but not too much

Sacituzumab Govitecan: what unique? 
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Paylod optimization

Camptothecin-based 
topoisomerase I inhibitors have 
stood out as one of the most 
promising payload classes for 
ADCs

Non-cross-resistant
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Sacituzumab Govitecan
Lessons from clinical implementation

Did SG keep his 
promises?
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Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071)

SG

(n=235)

TPC

(n=233)

No of events 167 150

Median PFS†, mo (95% CI)
5.6

(4.3-6.3)

1.7 

(1.5-2.6)

HR (95% CI), P value 0.39 (0.31-0.49), P<0.0001

ASCENT: Progression-Free Survival
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Bardia A, et al. N Engl J Med. 2021;384(16):1529-1541

HR < 0.5 in all subgroups

ASCENT: Progression-Free Survival by Subgroup
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SG

(n=235)

TPC

(n=233)

No of events 173 199

Median OS†, mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7)

HR (95% CI), P value 0.48 (0.39-0.59), P<0.0001

OS Rate (24 mo) % (95% CI) 22.4 (16.8-28.5) 5.2 (2.5-9.4)∆ 5.4 months

5.2%

22.4%

Unprecedented Overall Survival benefit

Bardia A, et al. Presented at ASCO 2022 (abstract ID #1071)
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TROPiCS-02 Final Analysis: 
Progression-Free and Overall Survival

Progression-Free Survival Overall Survival

Tolaney S ASCO 2023 Abstract #1003
Material destinado à profissionais da saúde prescritor ou dispensador.



Real-world OS in patients with mTNBC treated with SG in 2L (A) and 3L+a (B)

aIndex date as start date.

Dashed lines indicate 12-month and 24-month survival rates and median rwOS. 2L, second line; 3L+, third line or later; CI, confidence interval; IQR, interquartile range; LoT, line of 

therapy; mTNBC, metastatic triple-negative breast cancer; NE, not estimable; rwPFS, real-world progression free survival; rwOS, real-world overall survival; SG, sacituzumab govitecan; 

TTNTD, time to next treatment or death.

1. Kalinsky K, et al. Presented at ESMO 2023. Poster #FPN393P.

SG in monoterapia e indicato per il trattamento di pazienti adulti con cancro della mammella triplo-negativo metastatico (metastatic triple-negative breast cancer, mTNBC) o non resecabile che abbiano ricevuto in 

precedenza almeno due terapie sistemiche, almeno una delle quali per la malattia avanzata.2 Per maggiori informazioni sulla rimborsabilita del farmaco, consultare il Riassunto delle Caratteristiche del Prodotto.

2L 3L+

SG Real-world clinical outcomes
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Any subgroup of special interest?
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Implications of “re-biopsy” in HER2+ and ER+/HER2- aBC

Biopsy
ER+/HER2-
HER2+

Past

Biopsy
TNBC
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Implications of “re-biopsy” in HER2+ and ER+/HER2- aBC

Biopsy
ER+/HER2-
HER2+

Past

Biopsy
TNBC

post-ASCENT

Biopsy
ER+/HER2-
HER2+

Biopsy
TNBC
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PFS and OS benefit in pts without TNBC at initial diagnosis

O’Shaughnessy J et al. Breast Cancer Res Treat
. 2022 Sep;195(2):127-139. 
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≥65 y

PFS BICR Analysis SG (n=44) TPC (n=46)

No. of events 30 33

Median PFS—mo. (95% CI) 7.1 (5.8-8.9) 2.4 (1.4-2.9)

HR (95% CI), P value 0.22 (0.12-0.40), P<0.0001

Is older age an issue?

Patients aged ≥65 Years
≥65 y

SG (n=44) TPC (n=46)

No. of events 22 35

Median OS—mo. (95% CI) 15.3 (12.4-NE) 8.2 (5.6-9.8)

HR (95% CI), P value 0.37 (0.22-0.64), P=0.0003

Kalinsky et al. J Clin Oncol. 2021;39(suppl 15):1011.
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Is older age an issue?

Event, n (%)

SG (n=258) TPC (n=224)

<65 y
(n=209)

≥65 y
(n=49)

<65 y
(n=176)

≥65 y 
(n=48)

Any TEAE* 208 (99.5) 49 (100) 171 (97) 48 (100)

Grade ≥3 153 (73) 33 (67) 115 (65) 30 (63)

Leading to dose reduction 39 (19) 17 (35) 43 (24) 16 (33)

Leading to study drug discontinuation 11 (5) 1 (2) 11 (6) 1 (2)

Any TRAE 204 (98) 48 (98) 152 (86) 40 (83)

Grade ≥3 135 (65) 31 (63) 79 (45) 26 (54)

Leading to dose reduction 39 (19) 17 (35) 41 (23) 16 (33)

Leading to study drug discontinuation 4 (2) 1 (2) 6 (3) 0

Leading to death 0 0 1 (1) 0

TEAE is defined as an AE with start date on or after the date of first dose of study treatment and up to 30 days after date of last dose of study treatment. 
*Patients may report more than 1 event per preferred term. AEs were coded using MedDRA v22.1 and were counted once for each preferred term. AE severity was graded per NCI CTCAE v4.03. 
AE, adverse event; MedDRA, Medical Dictionary for Regulatory Activities; NCI CTCAE, National Cancer Institute Common Terminology for AEs; SG, sacituzumab govitecan; TEAE, treatment-emergent AE; 
TPC, treatment of physician’s choice; TRAE, treatment-related AE.

Rates of AEs were similar for patients aged ≥75 years as 

observed in patients aged ≥65 years 

Material destinado à profissionais da saúde prescritor ou dispensador.
Kalinsky et al. J Clin Oncol. 2021;39(suppl 15):1011.



Positioning of SG in the TNBC 
therapeutic algorithm
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G Curigliano, Living Guidelines, ESMO Breast 2023

ESMO guideline
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Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Sustained remarkable OS benefit from T-DXd in HER2-low

Giampaolo Bianchini

HR+

PFS(inv) 

OS

PFS(inv) 

OS

HR-

32-month median follow-up 

The consistent results across all

endpoints (ORR, mDoR, PFS, and

OS) establish the role of T-DXd in

TN HER2-low mBC

Material destinado à profissionais da saúde prescritor ou dispensador. Bianchini G. Annals of Oncology (2023) 34 (suppl_2).
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Sustained remarkable OS benefit from T-DXd in HER2-low

Giampaolo Bianchini

HR+

PFS(inv) 

OS

PFS(inv) 

OS

TNBC

32-month median follow-up 

The consistent results across all

endpoints (ORR, mDoR, PFS, and

OS) establish the role of T-DXd in

TN HER2-low mBC

Current limitations

- Exploratory analysis

- Only 58 patients 

Material destinado à profissionais da saúde prescritor ou dispensador. Bianchini G. Annals of Oncology (2023) 34 (suppl_2).



Treatment after neoadjuvant 

KEYNOTE 522 regimen
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What about re-challenge with ICI?

Carbo/tax → A(E)C

Pembro

High Risk
TNBC

Pembro

(more than 12 months)

Re-challenge with 
ICIs?

Targeting mechanism 
of “immune resistance”High priority for clinical trials

Material destinado à profissionais da saúde prescritor ou dispensador.
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Synerigstic effect of ADC - ICIs combination
Enfortunab Vendotin + Pembro (mUC)

Powles T . Annals of Oncology (2023) 34 (suppl_2): S1281-S1282.

Datopotamab Deruxtecan + Durva (mTNBC)

Schmid P. Annals of Oncology (2023) 34 (suppl_2): S334-S390.ESMO 2023

Sacituzumab Govitecan + Pembro (mUC)

Grivas P, et al. TROPHY-U-01 Cohort 3. J Clin Oncol. 2024
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Early progression (within 12 months)

Neoadjuvant 

KEYNOTE-522

regimen

Stop
pembro

~ 25 %

Early PD Late PD

~ 13 %

Material destinado à profissionais da saúde prescritor ou dispensador. Schmid P., et al.N Engl J Med 2020; 382:810-821



Early progression (within 12 months)

Neoadjuvant 

KEYNOTE-522

regimen

12 months

6 months

SG or T-DXd (if HER2low)
(eribulin)

If PD-L1+
SG (+/- pembro)
Pembro/Nab?

Pembro/Cerbo/Gem?

If PD-L1-
SG

(eribulin)

High priority for clinical trials
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Safety and optimal management of SG 
in clinical practice

Material destinado à profissionais da saúde prescritor ou dispensador. Slide do autor



Bardia et al. N Engl J Med 2021; 384:1529-1541

ASCENT: AEs observed in > 20% of patients
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Rugo HS et al. npj Breast Cancer (2022) 8:98; https://doi.org/10.1038/s41523-022-00467-1 

Very common and dangerous misinterpretation

Dose reduction
Dose interruptions

=    efficacy Starting with a lower dose will 
not significantly impact efficacy

Importance of the right dose

Material destinado à profissionais da saúde prescritor ou dispensador.



Observed proportion and predicted probability of 
ORR vs CAVGSG and Grade ≥1 Neutropenia

ORR vs CAVGSG 

Singh I et al, Journal of Clinical Oncology 40, no. 16_suppl (June 01, 2022) 1076-1076.

Grade ≥1 Neutropenia vs CAVSG
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Kaplan-Meier Curve of OS and PFS stratified by CAVGtAB

OS

Singh I et al, Journal of Clinical Oncology 40, no. 16_suppl (June 01, 2022) 1076-1076.

PFS
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Optimal dose management: key messages

• REDUCE the dose in case of adverse events as indicated and needed. 
This will not impact efficacy

• DO NOT REDUCE the dose only because you are afraid of potential 
side effect. An arbitrarily administered lower dose is less effective

Material destinado à profissionais da saúde prescritor ou dispensador. Slide do autor



Trop-2 expression: is it relevant?

Bianchini G, et al. Nat Rev Clin Oncol. 2022 Feb;19(2):91-113.

Does level of Trop-2 expression matter?
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ORR by Trop-2 expression

Bardia A et al. Ann Oncol. 2021 Jun;32(6):746-756.Material destinado à profissionais da saúde prescritor ou dispensador.



PFS by Trop-2 expression

Material destinado à profissionais da saúde prescritor ou dispensador. Bardia A et al. Ann Oncol. 2021 Jun;32(6):746-756.



PFS by Trop-2 expression

Target matter: Trop-2 expression might be associated with 
the magnitude of benefit, but it is not clinical useful to 
select patients potentially candidate to SG)

Material destinado à profissionais da saúde prescritor ou dispensador. Bardia A et al. Ann Oncol. 2021 Jun;32(6):746-756.



Sacituzumab Govitecan in RWD
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• Benefit from Sacituzumab Govitecan in TNBC is transformative and 
unprecedented (more that 50% reduction of risk of death) 

• SG represents a new gold standard and should be used as soon as possible 
according to regulatory approvals and reimbursement rules

• SG has a manageable safety profile, but optimal management is needed and 
dose reduction and dose administration should be appropriate as indicated by 
the clinical trials 

Conclusions
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ADCs:
a transformative wave

The best is yet to come
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