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• Precision DACs enable improved selectivity in two ways1

✓ Antibodies target tumor-specific cell surface antigens sparing healthy cells

✓ Targeted Protein Degraders address critical proteins in validated biological pathways

• Potential to deliver both improved efficacy and tolerability2

• SMARCA2 (BRM) and SMARCA4 (BRG1) are the ATPase subunits of the 

SWI/SNF chromatin remodeling complex3,4

• TF/enhancer-driven malignancies, such as prostate cancer, have been shown 

to rely on the SWI/SNF complex for tumor growth and survival5,6

• Concurrent inactivation of SMARCA2 and SMARCA4 is poorly tolerated due 

to the essential role of the SWI/SNF complex in normal tissue homeostasis7,8

Property
Traditional

ADC

Precision

DAC

Potency ✓ ✓

Antibody selectivity ✓ ✓

Payload selectivity X ✓

PD Marker – payload X ✓

Non-genotoxic X ✓

Precision degrader antibody conjugates (pDACs)
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Data source: Recent Advances in ADCs. NJ Bio, Inc., 2025. 

https://njbio.com/antibody-drug-conjugates/

Most next-gen, clinical ADCs use just three 

classes of cytotoxic payloads

Targeted Protein 
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Model of Precision DAC
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Ag+: THP-1 LILRB4+; TF-1 CALR+; MNK4 CEACAM5+; H2291 cMET+; SNU601 Claudin18.2+; LNCaP STEAP1+. Ag-: KG-1 

LILRB4-; TF-1 CALR-; LNCAP CEACAM5-; LNCaP cMET-; LNCaP Claudin18.2-; PC3 STEAP1-. 

(A) Antiproliferative activity of myeloid cell lines treated with calicheamicin, MMAE, or degrader 3. (B) LILRB4 cell surface 

binding of PBMCs isolated from a donor with AML (M4-staging; expressing LILRB4). (C) Antiproliferative activity of AML945L 

PBMCs DAC 05 for 7-days (FACS assay).

(A) Antiproliferative activity of TF-1 cell lines treated with DAC 10 for 7-days (CellTiter-Glo assay). (B) Antiproliferative activity 

of 7-peripheral blood mononuclear cells (PBMCs) isolated from a donor with myelofibrosis (expressing CALRins5) treated with 

DAC 10 or ruxolitinib (Rux, 3 µM) for days (FACS assay). (C) Antiproliferative activity of CD34+ hematopoietic stem cells 

(HSCs) treated with DAC 10 or ruxolitinib (Rux, 0.1 µM) for 10-days (FACS assay). (D) Weekly i.v. administration of DAC 10 

demonstrated robust tumor growth inhibition in TF-1 (CALRdel52) tumors. Repeat dosing of DAC 10 was well tolerated, with no 

signs of systemic toxicity. (E) DAC 10 efficiently degraded SMARCA2/4 in tumor tissue. 

Degrader (pM) 1 2 3

E3 Ligase binder VHL CRBN CRBN

SM2 DC50 (Dmax) 370 (97%) 40 (97%) 26 (93%)

SM4 DC50 (Dmax) 2,700 (96%) 90 (97%) 35 (96%)

SM4 Selectivity 7x 2x 1x

CTG EC50 (Emax) 210 (96%) 74 (95%) 49 (94%)

hPlasma t1/2 (d) stable 1.4 10

hLM Clint 

(mL/min/kg) (%HBF)
16 (77%) 19 (90%) 17 (79%)

Figure 1. Identification of SMARCA2/4 dual degraders payloads

Figure 2. Exploring diverse architectures for SMARCA2/4 degrader payload-linkers

DAC Descriptors DAC 01 DAC 02

Payload-linker (PL) PL01 PL02

DAR 3.9 3.8

Cellular activity

LNCaP SM2 DC50 (Dmax) 75 (88%) 100 (80%)

LNCaP SM4 DC50 (Dmax) 2,700 (50%) 11,000 (51%)

PC3 SM4 selectivity 1.5x 1.1x

LNCaP CTG EC50 (Emax) 460 (86%) 800 (92%)

(A) A diverse library of linker architectures were explored. (B) Cellular characterization of STEAP1 SMARCA2/4 pDACs: 

LNCaP (STEAP1+); PC3 (STEAP1-); SMARCA2 or SMARCA4 in-cell western, 24 h. SM4/SM2 selectivity ratio; LNCaP 

CellTiter-Glo, 7-day. (C) Plasma stability of degrader 2 and DACs 03 and 04 were quantified.

Figure 3. Stable CRBN-based payload expands pDAC activity

pDAC descriptors DAC 05 DAC 06 DAC 07 DAC 08 DAC 09

Antigen LILRB4 CEACAM5 cMET Claudin18.2 STEAP1

Antibody anti-LILRB4 tusamitamab telisotuzumab osemitamab vandortuzumab

Payload Degrader 3 Degrader 3 Degrader 3 Degrader 3 Degrader 3

DAR 3.9 6.4 4.1 4.3 3.7

Cellular activity (ng/mL)

Ag+ SM2 DC50 (Dmax) <100 (>99%) 58 (77%) 23 (80%) 15 (99%) 36 (89%)

Ag+  SM4 DC50 (Dmax) <100 (>99%) 44 (74%) 37 (73%) -- 53 (80%)

Ag- SM4 selectivity >100x 230x 400x >330xa >160x

Ag+ prolif EC50 (Emax) 92 (52%) >10000 >10000 >1,000 210 (82%)

Conclusions

• Successful pDAC design relies on the coordination of highly potent, stable degrader payloads with 

thoughtful antigen selection to address the unique demands of the modality

• SMARCA2/4 dual degrader payloads demonstrated robust antiproliferative activity across multiple 

cell lines, highlighting their potential as next-generation ADC payloads 

• SMARCA pDACs targeting diverse tumor antigens demonstrated potent antigen-dependent activity 

in vitro and selective antitumor activity in vivo, supporting their potential as next-generation ADCs

Payload-linker 1
PABC-Cit-Val-MC

Self-immolative 

(PABC)

Protease-cleavable 

 dipeptide (Val-Cit)

Cysteine conjugation

(Maleimide)

N-linked

Payload-linker 2
PAB-Cit-cBu-C5H10-Mal

O-linked

Self-immolative 

(PAB)

Protease-cleavable 

 (dipeptidomimetic)

vandortuzumab
anti-STEAP1

pDACA

B

(A) Cellular characterization of SMARCA2/4 dual degraders: All 

potency values in pM; SMARCA2 or SMARCA4 HeLa HiBit, 24 

h; SM4/SM2 selectivity ratio; LNCaP CellTiter-Glo, 7-day; 
Human plasma stability (t1/2) 37 °C, 7-day; Human liver 

microsome stability. (B) Global proteomics analysis following 

treatment of LNCaP cells with 25 nM degrader 1 for 1h. (C) GI50 

of a panel of cancer cell lines treated with degrader 1 (CellTiter-

Glo assay).
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Figure 4. DAC 05 selectively targets LILRB4+ myeloid cells

Figure 5. DAC 10 targets and eliminates diseased CALR-mutant cells

pDAC descriptors DAC 11

Payload Degrader 1

DAR 3.1

Cellular activity (ng/mL)

LNCaP SM2 DC50 (Dmax) 6.9 (87%)

LNCaP  SM4 DC50 (Dmax)
 26 (90%)

PC3 SM4 selectivity 57x

LNCaP prolif EC50 (Emax) 57 (92%)

rosopatamab
anti-PSMA

pDAC

A B C

Degrader 1MMAE

Prostate cancer

cell lines

D

(A) PSMA SMARCA pDAC, DAC 11. (B) Cellular characterization of DAC 10: LNCaP 

(PSMA+); PC3 (PSMA-); SMARCA2 or SMARCA4 in-cell western, 24 h; SM4/SM2 

selectivity ratio; LNCaP CellTiter-Glo, 7-day. (C) Weekly i.v. administration of DAC 11 

demonstrated tumor regression and significantly better efficacy compared to a PSMA 

cytotoxic ADC (rosopatamab-MC-MMAF, DAR2) in LNCaP tumors. (D) Antiproliferative 

activity of prostate cancer cell lines treated with degrader 1 or MMAE for 7-days 

(CellTiter-Glo assay).
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Figure 6. DAC 11 induces regressions in vivo, exceeding MMAF benchmark
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