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Han DSC et al. Am J Hum Genet. 2020.



Radiology: confounded by  treatment 
response patterns 

Forde PM, Chaft JE, Smith KN, et al. N Engl J Med. 2018 Nov 29;379(22):2185. 



Pathologic response assessment: 
an exercise in standardization. 

Travis, WD et al. Journal of Thoracic Oncology vol. 15,5 (2020): 709-740. 



Histopathology: Limited in sensitivity and precision

W
ik

im
ed

ia
 C

om
m

on
s



MPR



Not MPR



Checkmate 816: EFS at incremental RVT cutpoints

Deutsch JS, Cimino-Mathews A, Thompson E, et al. Nat Med. 2024;30(1):218-228. 
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LCMC3: Pathology AI

Digital MPR Comparable to Manual MPR

• Digital MPR was associated with significantly longer OS and manual MPR showed a non-significant trend (data remain immature) 
a23 patients were MPR Yes by both manual and digital.

p = 0.1 (log rank test)
p = 0.04 (log rank test)

Manual MPR 
No

Manual MPR 
Yes

MPR, n 109 28a

Events, n (%) 19 (17) 2 (7)

1-year OS, % 93 96

2-year OS, % 81 92

Digital MPR 
No

Digital MPR 
Yes

MPR, n 109 28a

Events, n (%) 20 (18) 1 (4)

1-year OS, % 92 100

2-year OS, % 80 96

Manual MPR Digital MPR



Tumor response assessment: can it be more 
than tumor + necrosis + stroma %?

TLS’s No TLS’s vs 
“sarcoidal response” in 

lymph nodes



Tumor agnostic vs Bespoke cfDNA for MRD

Moding EJ et al. Cancer Discov. 2021;11(12):2968-2986. 



Sensitivity challenges remain… technical 
specs for available commercial tests unclear.

Moding EJ et al. Cancer Discov. 2021;11(12):2968-2986. 



Unanswered questions

• What is the right cutpoint for defining MPR?

• And is our standard sampling strategy the right one?

• Can we explain recurrences in patients with pCR?

• Can assessment of the TME further inform response outcomes?

• When and how should plasma cfDNA testing be used post-op?
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