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A compilation of De-escalation Evidence Across Tumor Types 

Clinic Quick Reference Sheet 

 

Key Principles 

• Less can be more: De-escalation preserves quality of life without 
compromising survival in appropriately selected patients 

• Biology over anatomy: Use genomic, molecular, and functional markers (RS, 
ctDNA, GA) to guide intensity 

• Individualize borderline cases: Rules provide the framework; clinical 
judgment, patient values, and access to testing determine final decisions 

• Shared decision-making: Explicitly discuss trade-offs (local control vs 
burden, toxicity vs convenience, cost vs standard dosing) 

 
Rule 1: Breast (HR+/HER2–) – Spare Chemo Without Genomic Reason 

Who qualifies 
Node-negative or 1–3 node-positive HR+/HER2– early breast cancer. 

De-escalation rule 
Do not give chemotherapy without genomic assay justification (e.g., Oncotype RS). 

Evidence (core signal) 
TAILORx: no benefit from adding chemo in most women with RS 11–25, especially 
those >50 years. 

Borderline/misfit 

• Very young (<50) with intermediate RS (16–25): some may benefit from 
chemo. 

• ≥4 positive nodes (limited TAILORx data). 

• No access to multigene testing: use clinical risk carefully. 

Practice change 
Routine RS testing before chemo decisions; age alone not a trigger. 
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Key link 
https://www.cancer.gov/news-events/press-releases/2018/tailorx-breast-cancer-
chemotherapycancer 

 

Rule 2: Breast (HER2+) – Simplify When Biology Allows 

Who qualifies 
Small (≤2 cm), node-negative HER2+ early breast cancer. 

De-escalation rule 
Favor non-anthracycline, simplified HER2-targeted regimens (e.g., TH). 

Evidence (core signal) 
APT: adjuvant paclitaxel-trastuzumab in small node-negative HER2+ tumors 
achieved very high invasive DFS with limited cardiotoxicity, supporting 
non-anthracycline de-escalation. 

Borderline/misfit 

• Tumors approaching T2, high-grade, or with suspicious nodes. 

• HER2+ with adverse biology may still need carboplatin or dual HER2 
blockade. 

Practice change 
For low-risk T1N0 HER2+, prefer TH-type regimens over anthracycline-based 
combinations. 

Key link 
https://pubmed.ncbi.nlm.nih.gov/25564897/pubmed.ncbi.nlm.nih 

 

Rule 3: Breast (ER+ Older) – Discuss RT Omission 

Who qualifies 
≥65–70 years, small, node-negative, ER+ after lumpectomy on endocrine therapy. 

De-escalation rule 
Omitting whole-breast radiotherapy is a legitimate option. 

Evidence (core signal) 
CALGB 9343 and PRIME II: RT omission increases local recurrence but does not 
worsen distant recurrence or overall survival in low-risk older women on endocrine 
therapy. 

Borderline/misfit 

https://www.cancer.gov/news-events/press-releases/2018/tailorx-breast-cancer-chemotherapy
https://www.cancer.gov/news-events/press-releases/2018/tailorx-breast-cancer-chemotherapy
https://www.cancer.gov/news-events/press-releases/2018/tailorx-breast-cancer-chemotherapy
https://pubmed.ncbi.nlm.nih.gov/25564897/
https://pubmed.ncbi.nlm.nih.gov/25564897/
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• Poor endocrine adherence. 

• High-grade or larger tumors. 

• Life expectancy >10–15 years with high value on maximal local control. 

Practice change 
Normalize structured RT-omission discussion; frame as local control vs 
treatment-burden trade-off. 

Key link 
https://www.medwirenews.com/2023/03/01/prime-ii-extremely-reassuring-on-
radiotherapy-omission-in-older-women-with-early-breast-cancer/medwirenews 

 

Rule 4: Colon (Stage III Low-Risk) – 3 Months, Not 6 

Who qualifies 
Stage III colon cancer, low-risk (T1–3N1) after curative resection. 

De-escalation rule 
Default to 3 months of oxaliplatin-based therapy (especially CAPOX). 

Evidence (core signal) 
IDEA/SCOT: in low-risk stage III, 3-month CAPOX is non-inferior to 6 months for DFS 
and markedly reduces chronic neuropathy.  

Borderline/misfit 

• T3N1 with high-risk features (poor differentiation, LVI, <12 nodes). 

• Patients on FOLFOX where 3-month data are less robust. 

• T4/N2 disease. 

Practice change 
3 months CAPOX as default for low-risk stage III; individualize 6 months for high-risk 
cases. 

Key link 
https://pmc.ncbi.nlm.nih.gov/articles/PMC5883334/pmc.ncbi.nlm.nih 

 

Rule 5: Colon (Stage II) – ctDNA Guides Observation 

Who qualifies 
Stage II colon cancer after curative surgery. 

https://www.medwirenews.com/2023/03/01/prime-ii-extremely-reassuring-on-radiotherapy-omission-in-older-women-with-early-breast-cancer/
https://www.medwirenews.com/2023/03/01/prime-ii-extremely-reassuring-on-radiotherapy-omission-in-older-women-with-early-breast-cancer/
https://www.medwirenews.com/2023/03/01/prime-ii-extremely-reassuring-on-radiotherapy-omission-in-older-women-with-early-breast-cancer/
https://pmc.ncbi.nlm.nih.gov/articles/PMC5883334/
https://pmc.ncbi.nlm.nih.gov/articles/PMC5883334/
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De-escalation rule 
ctDNA-negative justifies observation; focus chemo on ctDNA-positive. 

Evidence (core signal) 
DYNAMIC: ctDNA-guided strategy halved chemo use (15% vs 28%) with similar 
5-year RFS and OS vs standard clinicopathologic management.  

Borderline/misfit 

• Very high-risk stage II (T4, perforation) where some still favor chemo despite 
negative ctDNA. 

• Centers without access to timely, validated ctDNA testing. 

• Discordant clinical vs ctDNA risk. 

Practice change 
Where ctDNA is available, observe ctDNA-negative; give oxaliplatin-based chemo to 
ctDNA-positive with close surveillance. 

Key link 
https://pubmed.ncbi.nlm.nih.gov/40055522/pubmed.ncbi.nlm.nih 

 

Rule 6: Rectal – Watch-and-Wait After cCR to TNT 

Who qualifies 
Locally advanced rectal cancer with complete or near-complete clinical response 
after total neoadjuvant therapy. 

De-escalation rule 
Surgery is not inevitable; offer non-operative management with strict surveillance. 

Evidence (core signal) 
International W&W data and organ-preservation series show comparable survival to 
immediate TME in cCR, with high organ preservation and better function under 
rigorous follow-up. 

Borderline/misfit 

• Proximal rectal tumors (limited DRE assessment). 

• Uncertain or partial responses. 

• Patients unable/unwilling for intensive surveillance. 

• Guidelines (e.g., ESMO) still cautious, not yet routine standard.  

https://pubmed.ncbi.nlm.nih.gov/40055522/
https://pubmed.ncbi.nlm.nih.gov/40055522/
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Practice change 
Build structured W&W pathways in experienced centers; offer to highly selected 
cCR patients with rigorous MRI/endoscopy/clinical follow-up. 

Key link 
https://pmc.ncbi.nlm.nih.gov/articles/PMC8803266/pmc.ncbi.nlm.nih 

 

Rule 7: Prostate (Low-Risk) – Surveillance Is First-Line 

Who qualifies 
Low-risk localized prostate cancer. 

De-escalation rule 
Active surveillance/monitoring is active treatment, not fallback. 

Evidence (core signal) 
ProtecT: at ~15 years, prostate cancer–specific mortality is similarly low for active 
monitoring, surgery, or RT; radical treatments cause more urinary, sexual, and 
bowel morbidity.  

Borderline/misfit 

• Unfavorable-intermediate risk (high PSA, high-volume Gleason 3+4). 

• Anxiety/values strongly favor definitive treatment. 

• Limited access to high-quality MRI/biopsy follow-up.  

Practice change 
Present surveillance as default for low-risk men; escalate to surgery/RT for 
progression or strong patient preference. 

Key link 
https://www.nature.com/articles/s41571-023-00755-0nature 

 

Rule 8: Prostate (mCRPC) – Lower-Dose Abiraterone With Food 

Who qualifies 
mCRPC eligible for abiraterone. 

De-escalation rule 
Consider lower abiraterone dose (250 mg) with food when feasible. 

https://pmc.ncbi.nlm.nih.gov/articles/PMC8803266/
https://pmc.ncbi.nlm.nih.gov/articles/PMC8803266/
https://www.nature.com/articles/s41571-023-00755-0
https://www.nature.com/articles/s41571-023-00755-0
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Evidence (core signal) 
Randomized phase II: 250 mg with low-fat meal non-inferior to 1000 mg fasting for 
PSA response and radiographic endpoints. 

Borderline/misfit 

• Erratic oral intake, malabsorption. 

• Strict payer/regulatory constraints. 

• Combination therapy or trial protocols mandating standard dosing.  

Practice change 
In cost-constrained settings, consider 250 mg with food; acknowledge cost as 
toxicity. 

Key link 
https://ascopubs.org/doi/abs/10.1200/JCO.2017.76.4381ascopubs 

 

Rule 9: Older Adults (All Cancers) – GA, Not Age, Guides Dose 

Who qualifies 
Older adults starting systemic therapy. 

De-escalation rule 
Use geriatric assessment (GA) and physiologic reserve—not chronologic age—to 
guide dose and regimen. 

Evidence (core signal) 
GAIN and GAP70+: GA-driven interventions reduced grade 3–5 chemo toxicity 
without compromising short-term survival.  

Borderline/misfit 

• Very fit older adults who may be under-treated if dose-reduced by age alone. 

• Extremely limited life expectancy where any cytotoxic therapy may not be 
appropriate even with GA.  

Practice change 
Implement routine GA (e.g., G8/CARG) before systemic therapy; set initial regimen 
and dose from GA, not age. 

Key link 
ASCO Post 

https://ascopubs.org/doi/abs/10.1200/JCO.2017.76.4381
https://ascopubs.org/doi/abs/10.1200/JCO.2017.76.4381
https://ascopost.com/issues/september-25-2025/asco-approves-first-guideline-on-cancer-specific-geriatric-assessment-of-older-patients-in-resource-limited-settings/

