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Germline Testing: A Therapeutic Imperative 
 

Too often, germline testing is perceived as an “extra” step. In reality, it is a therapeutic 
imperative: the results alter systemic therapy choices, surgical planning, surveillance 
intensity, and cascade prevention. When missed, patients don’t just lose information — 
they lose opportunities that could change survival and quality of life. 
 
This document highlights the essential guidelines and implications, designed to support 
streamlined decision-making in daily practice. 
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Key clinical highlights include: 

 

1. Treatment-Altering Implications 

a. PARP Inhibitor Eligibility 

• Breast cancer: Olaparib and talazoparib improve survival in BRCA+ patients across 
early and metastatic stages. 

• Ovarian cancer: BRCA+ patients achieve enhanced platinum sensitivity; PARP 
inhibitors provide effective maintenance. 

• Pancreatic cancer: BRCA/PALB2 carriers show enhanced platinum response vs 
controls; olaparib maintenance extends survival. 

• Prostate cancer: BRCA2+ mCRPC patients respond well to PARP inhibitors; both 
olaparib and rucaparib are FDA-approved. 

b. Immunotherapy Eligibility 

• Lynch syndrome: Checkpoint inhibitors yield 46–71% response in CRC, 14–100% in 
non-CRC Lynch cancers. 

• MSI-High tumors: Pembrolizumab and other agents achieve durable responses, 
sometimes complete pathological remissions. 

c. Targeted Therapy Access 

• RET-positive thyroid cancer: Selective RET inhibitors (selpercatinib, pralsetinib) 
deliver superior efficacy and fewer side effects than multi-kinase inhibitors. 

 

2. Prevention and Cascade Testing 

• BRCA carriers: 50% inheritance risk; enhanced screening (annual MRI age 25–30), 
prophylactic mastectomy, pancreatic/prostate screening in men. 

• Lynch syndrome: Colonoscopy every 1–2 years from age 20–25; endometrial 
surveillance; prophylactic hysterectomy considered. 

• CDKN2A carriers: ~90% melanoma risk; dermatologic exams every 6 months. 

 

3. Prophylactic Surgery Options 
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• Risk-reducing salpingo-oophorectomy (BRCA, RAD51C/D) 

• Prophylactic thyroidectomy (RET-positive children) 

• Bilateral mastectomy for high-risk BRCA carriers 

 

4. Enhanced Surveillance Protocols 

• VHL syndrome: Multi-organ monitoring (kidney, CNS, adrenal). 

• Lynch syndrome: Annual endometrial biopsy (age 30–35+), intensified colonoscopy. 

• Hereditary renal cancers: Subtype-specific imaging surveillance. 

 

Bottom line: Germline testing is not optional screening—it is a frontline decision tool that 
reshapes therapy, prevention, and outcomes for both patients and their families. 
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