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1. Intended Use 
in vitro

 
   

  

Table 1  
 

Table 1. Companion Diagnostic Indications 
Indication Biomarker Therapy 
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ERBB2 HER2   
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2. Contraindications 
 

3. Warnings and Precautions 
    

BRCA1 BRCA2 ATM  
CDK12  
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4. Limitations 
 in vitro  
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5. Guardant360 CDx Overview 
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Table 2. Category Definitions 
Guardant360 CDx 

Prescriptive 
use for a 

Therapeutic Clinical Analytical 
Category Product Performance Performance Comments 

   

 

 
 

 

 

 

 

 

 
 

 

 

 
 

   

 

 
     

 



 

 

 

 
 

 
 

  

 

 

 
 
 
 
 

Guardant360 CDx 
Prescriptive 

use for a 
Therapeutic Clinical Analytical 

Category Product Performance Performance Comments 

 

 
 

   

 
 

 

    

 

  

 

  

 

  
  

  

 
 

  
  
  
  
  

  
 

  

 
 

     
 



  

 

 
 

 

 

 
 
 
 
 
 

    

 

 

 

Table 3  
Section 8 Additional Guardant360 CDx Variant 

Details  

Table 3. Genes Containing Alterations Reported by Guardant360 CDx 
Alteration Type Genes 

 AKT1 ALK APC AR ARAF ATM BRAF BRCA1 BRCA2 CCND1 CDH1 CDK4 CDK6  
   CDK12 CDKN2A CTNNB1 EGFR ERBB2 ESR1 FGFR1 FGFR2 FGFR3 GATA3 GNA11  

GNAQ HRAS IDH1 IDH2 KIT KRAS MAP2K1 MAP2K2 MET MLH1 MTOR MYC NF1  
NFE2L2 NRAS NTRK1 NTRK3 PDGFRA PIK3CA PTEN RAF1 RET RHEB ROS1 SMAD4  
SMO STK11 TERT TSC1 VHL 

 AKT1 ALK APC ATM BRAF BRCA1 BRCA2 CDH1 CDK12 CDKN2A EGFR ERBB2  
ESR1 FGFR2 GATA3 HNF1A HRAS KIT KRAS MET MLH1 NF1 PDGFRA PIK3CA PTEN  
RET ROS1 STK11 TSC1 VHL 

 ERBB2 MET 
   

 ALK NTRK1 RET ROS1 

 

  

 
 

  
  
  
  
  
    

6. Summary of Performance Characteristics 

 e.g.  

 

 
     

 



 

   

 
 

 

  

a. Concordance - Comparison to NGS Comparator Method #1 

 
 

  

 

  

  
 

       
        

     
 

Table 4 i.e.

Table 4  

  
PIK3CA  

  
 

 

MET

 

 
     

 



 

 

 

 

 

 

 

 

 
 

 

i.e.  

Table 4. Summary of Concordance between Guardant360 CDx and NGS Comparator Method #1 
Guardant3 Guardant3 Guardant3 Guardant3 
60 CDx(+), 60 CDx(+), 60 CDx(-), 60 CDx(-), Possible PPA NPA 

Alteration Comparat Comparat Comparat Comparat Variants Patients (95% (95% 
Type or #1 (+) or #1 (-) or #1 (+) or #1 (-) (n) (n) CI) CI) 
EGFR          

  
  

EGFR          
  

    
EGFR         
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Guardant3 Guardant3 Guardant3 Guardant3 
60 CDx(+), 60 CDx(+), 60 CDx(-), 60 CDx(-), Possible PPA NPA 

Alteration Comparat Comparat Comparat Comparat Variants Patients (95% (95% 
Type or #1 (+) or #1 (-) or #1 (+) or #1 (-) (n) (n) CI) CI) 

         
   

   

 
       

 
 

 
 

  
 

 

b. Concordance – Comparison to NGS Comparator Method #2 

EGFR ERBB2  
 

 

EGFR  

Table 5

 

ERBB2

  
Table 5  

Table 5. Summary of Concordance Between Guardant360 CDx and NGS Comparator Method #2 

Alteration 
Type 

Guardant360 
CDx(+), 

Comparator 
#2 (+) 

Guardant360 
CDx(+), 

Comparator 
#2 (-) 

Guardant360 
CDx(-), 

Comparator 
#2 (+) 

Guardant360 
CDx(-), 

Comparator 
#2 (-) 

Patients 
(n) 

PPA 
(95% CI) 

NPA 
(95% CI) 

EGFR  
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c. Concordance - Comparison to Mass Spectrometry-Based Comparator Method #3 

KRAS   
KRAS  

KRAS
KRAS  

KRAS
 

  
 Table 6  

KRAS  
 Table 6

 
Table 6   

 

ESR1

ESR1  
 

 Table 6   
 

Table 6. Summary of Concordance Between Guardant360 CDx and Comparator Method #3 

Alteration 
Type 

Guardant360 
CDx (+), 

Comparator 
(+) 

Guardant360 
CDx (+), 

Comparator 
(-) 

Guardant360 
CDx (-), 

Comparator 
(+) 

Guardant360 
CDx (-), 

Comparator 
(-) 

Patients 
(n) 

PPA 
(95% 

CI) 

NPA 
(95% 

CI) 

PPV 
(95% 

CI) 

NPV 
(95% 

CI) 
ESR1           

     
    

KRAS           
    
    

KRAS  

 Table 7 Table 7   
KRAS

 

 
     

 



 
 

 

 
 

 

 
 

 

 
 

 
    

 

  

  

  

Table 7. Summary of Concordance Between Guardant360 CDx and Comparator for KRAS G12C 
by Cohort 

Sample 
Cohort 

Guardant360 
CDx (+), 

Comparator (+) 

Guardant360 
CDx (+), 

Comparator (-) 

Guardant360 
CDx (-), 

Comparator (+) 

Guardant360 
CDx (-), 

Comparator (-) 

PPA 
(95% 

CI) 

NPA 
(95% 

CI) 

PPV 
(95% 

CI) 

NPV 
(95% 

CI) 
        

   
  

       
   

   
      

   
   

 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 

 
 

 

     
 
 

 
 
 

 
 
 

 
 
 

 

    

ALK NTRK1 RET ROS1  

   
 Table 8  

 
Table 8  

 

Table 8. Fusion Detection Rate in the CSFC study 

Fusion 
Sample 

Type 

Detection Rate (95% confidence interval) 
Level 1 

Target MAF 
0.07% 

Level 2 
Target MAF 

0.175% 

Level 3 
Target MAF 

0.35% 

Level 4 
Target MAF 

0.7% 

Level 5 
Target MAF 

1.4% 

Level 6 
Target MAF 

1.8% 
EML4 ALK  

EML4 ALK  
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Fusion 
Sample 

Type 

Detection Rate (95% confidence interval) 
Level 1 

Target MAF 
0.07% 

Level 2 
Target MAF 

0.175% 

Level 3 
Target MAF 

0.35% 

Level 4 
Target MAF 

0.7% 

Level 5 
Target MAF 

1.4% 

Level 6 
Target MAF 

1.8% 
TRIM33  
RET  

ROS1  
SLC34A2  

ROS1 CD74  

TPM3  
NTRK1  

 

 

 

 

 
 
 

 
 
 

 
 
 
 
 
 

    
    
     
    
    
     
    
    
      
    
    
     

 
 

  
 
 
 

 

 
 

  
PLEKHA6  
NTRK1  

  
 
 

 
 
 

 
 
 

 
 

  

  
 

  
 

  

a. Limit of Blank (LoB) 

 

Table 9    
 

Table 9. LoB Study Summary Results 
Category Per Position False Positive Rate Per Sample False Positive Rate 

EGFR     
EGFR     
EGFR     
EGFR      
ERBB2 

  
   

ESR1      
KRAS      

     
      

      
      

      

 
     

 



  

 
 

      

b. Limit of Detection (LoD) 

 

 

EGFR EGFR EGFR  
EGFR

Table 10
Table 12  

ERBB2
ERBB2  

   
Table 10 ERBB2  

 ERBB2  
  

ERBB2
 

KRAS   
 Table 11 

 Table 10  
 e.g.  

 KRAS   
 

Section 6.5 Precision  

ESR1 ESR1
Table 10  

Table 10. Summary of LoDs for Alterations Associated with CDx Claims using Pools of cfDNA 
from Clinical Plasma Samples 

Alteration Alteration Type LoD (5 ng input) LoD (30 ng input) 
EGFR       
EGFR       
EGFR        
EGFR       

    

 
     

 



      

 

 

  

     

  
 
 

 

Alteration Alteration Type LoD (5 ng input) LoD (30 ng input) 
ERBB2       

    
ERBB2        

       
ESR1       

 
KRAS       

    
 

 ESR1    

Table 11.  

 
 

 

 Table 11  

Table 11. LoD Establishment Study Summary Results for Representative Variants using Pools 
of cfDNA Clinical Plasma Samples from Multiple Cancer Types 

Alteration Alteration Type LoD, 5 ng (MAF/CN) LoD, 30 ng (MAF/CN) 
BRAF     
KRAS      
NRAS     
ESR1     
ESR1     
ESR1     
BRCA1      
BRCA2      
EGFR      

 
 

EGFR      
 

 

EGFR      
 

 

EGFR      
 

 

EGFR      
 

 

EGFR      
 

 

ERBB2      
  

 

MET    
ERBB2    

 
     

 



     
 

 
 

 

 

    

 
 
 
 
 

Alteration Alteration Type LoD, 5 ng (MAF/CN) LoD, 30 ng (MAF/CN) 
NTRK1       
RET      
ROS1       
ALK      

 
   

Table 12 

 
EGFR EGFR EGFR KRAS ROS1  

in silico  

Section 6.5 Precision 

 

Table 12  

Table 12. Combined LoD Confirmation and Precision Study Summary Results for CDx Variants 
and Representative Variants 

Alteration MAF Alteration Type Cancer Type 

Number Positive 
/ Number 
Expected PPA 

EGFR       
EGFR       
EGFR  

 
     

EGFR   
  

     

KIT       
KRAS       
PIK3CA       
PIK3CA        
ESR1       
ESR1       
ESR1       
ESR1        
ESR1       
EGFR   

 
      

EGFR  
 

       

 
     

 



    

  

 

 

Alteration MAF Alteration Type Cancer Type 

Number Positive 
/ Number 
Expected PPA 

EGFR         
 

EGFR        
   

MET        
  

  
BRCA2      

 
BRCA2         

 
BRCA2        

 
STK11      

 
ROS1      

 
 

 
  

Table 13  
 

Table 13. Summary of LoD for Alterations Associated with Panel-Wide Claims 
Alteration  Median LoD, 5ng (MAF)  Median LoD, 30ng (MAF)  

   
    

  

a. Endogenous and Exogenous Interfering Substances 

 

 

  

  

 
 
     

 



  

 

  

 

 

 

 

 

 

 

  Staphylococcus epidermidis   
  

b.  Analysis 

 

 

  

  
 

 

a. Precision Across Three Distinct cfDNA Clinical Sample Pools 

 

 
     

 



 

 
 

 

 
    

 
   

  
 

Section 6.5.f Precision from Plasma Evaluation of Extraction 
Precision and Precision of Downstream Steps. 

 

 ROS1 MET NRAS

 

 
Table 14  

MET
 Table 14 ROS1  

BRCA1  
 

  
 

 Table 14  

Table 14. Summary of Precision PPA Results 

Alteration Class  Alteration  
Number Positive / 
Number Expected  PPA (95% CI)  

 EGFR     
 EGFR     
 EGFR

 
   

 KRAS     
 NRAS      
 BRAF     
 ERBB2     
 EGFR     
 BRCA1     
 BRCA2     

 
     

 



 
 

 

   

 
    

  
 

Alteration Class  Alteration  
Number Positive / 
Number Expected  PPA (95% CI)  

 ERBB2    
 MET    

 ALK     
 NTRK1     
  RET     
 ROS1     

      
     

 

Section 6.3.b Limit of Detection 
(LoD)  

b. Precision for  exon 20 Insertions from NSCLC cfDNA Clinical Sample Pools 

EGFR

 

 
EGFR

  
 

 Table 15  

Table 15. Summary of Precision PPA Results for EGFR Exon 20 Insertions 
Alteration Number Positive / Number Expected PPA (95% CI) 
EGFR     

c. Precision for ERBB2 Activating Mutations (SNVs and Exon 20 Insertions) from NSCLC cfDNA Clinical 
Sample Pools 

ERBB2

 

 
ERBB2

  

 Table 16  

 
     

 



 
 

 

   

 
  

 

 
  

     
 

Table 16. Summary of Precision PPA Results for ERBB2 Activating Mutations (SNVs and Exon 
20 Insertions) 

Alteration  Number Positive / Number Expected  PPA (95% CI)  
ERBB2     
ERBB2     

d. Precision for  G12C from NSCLC cfDNA Clinical Sample Pools 

KRAS

KRAS  

KRAS
  

  
 

  
 

KRAS

 Table 17  
 

Table 17. Summary of Precision Results for KRAS G12C 
Input Amount  Concordant / Expected Positives  PPA (95% CI)  

     
    

e. Precision for ESR1 mutations 

ESR1  ESR1   

ESR1   

 Table 18  

Table 18. Summary of Precision Results for ESR1 Mutations 
ESR1 Missense 
Mutation 

Observed 
MAF% Relative LoD Level* Number Positive/ 

Number Expected 
PPA 

(95% CI) 

    
 

  

    
 

  

    
 

  

    
 

  

    
 

  

 
     

 



    

 
 
 

    
 

  

    
 

  
ESR1  

   
  

f. Precision from Plasma Evaluation of Extraction Precision and Precision of Downstream Steps 

  

 

  
   

 

 
 

Table 19  

Table 19. Targeted Variants amongst the 53 Donor Samples Selected for Study 
Category  Variant  Number of Eligible Based on MAF/CN  
ERBB2   
MET   
ALK   
RET   
EGFR    
EGFR    

     
MET    
BRAF    
EGFR    
EGFR    
KRAS    
PIK3CA    
PIK3CA    
PIK3CA     
PIK3CA    

 
 

 
     

 



 
 

 

Table 20  

Table 20  

Table 20. Within Reagent Lot APA Summary 

Variant Type  
Variant Lot 

Comparisons  Concordant (C)  Discordant (D)  APA  
   
   

   
   

 
 
 
 

 
 

 
 

     

 

Table 21   

Table 21. Between-Lot APA Summary 

Variant Type  
Variant Lot 

Comparisons  Concordant  Discordant  APA  
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ROS1 NTRK1

 

 
     

 



  

 

 

ROS1  
NTRK1   

  

g. Precision from mutation-negative samples 

 i.e.   

 EGFR EGFR EGFR  
EGFR  

 KRAS
KRAS

  
KRAS   

  

 

 

 

 

  

 
  

 Table 22  

Table 22. Guard Banding Study Overview 
Guard Banding Condition  

 
Reference condition  

 
Condition 1  

 
Condition 2  
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Table 23. Guard Banding Results Summary 
Guard Banding  
Condition  Reference Condition  Condition 1  Condition 2  
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a. Reagent Stability 

  
 

   
  

 

 

b. Whole Blood Stability 

 

 

 
  
 

 
 

 
  

 
     

 



 

 

 

 

 

 

 

 

 
  

 
  

 
  

 
 

 
  

  
 

 

 
 

  
 

  
  

 
     

 



  

  
  

  
  

 

 

 

 
 

 
 

c. Plasma Stability 

 

  
 

 

  

 
     

 



  

 

 

 

 

 

 
 

 

 

 

  

 

 

d. cfDNA Stability 

 

 

  
 

 
 

 
 

   
  

 
  

 
 

   
 

 
     

 



 

 

 

 

 
 

 
 

 

 

 

 

i.e.

 

 

 

 

 
     

 



  

   

e. Intermediate Product Stability 

i.e.

 i.e.  

Table 24  

 

 
  

  
 

Table 24. Description of Intermediate Product Storage Conditions 
Intermediate Product Storage Target Storage Claim Stability Testing 

     
    

    
    

  
    

    

 

 

  
 

 
     

 



 

 

  

 

 
 

  

a. cfDNA Extraction 

 

 
 

   
 

b. Other Instruments and Reagents 

 

 

 Table 25  
 Table 26  

Table 25. Sequencer PPA and NPA across Precision Combinations 
Instrument #  PPA  95% CI  NPA  95% CI  

     
       
      

 
 
 

        

Table 26. Sequencing Flowcell Level QC Parameters across Precision Combinations 
QC Parameters (threshold)  Mean  SD  CV%  

      
      

       
       
       

      
      

     
      

     
     

 

 
     

 



 

 
 

 
 

  
 

 
 

 
 

 
  

 

 
 

 
 

 

 
 

 

 

 
 

 
 

 

  

 
 

  

 

 

 
 

 

  
  

 

 Table 27  

Table 27. Sample Success Rate across 23 Cancers 

Category Data  
Sample Preparation QC 

Data, % Pass  

Patient Sample 
Sequencing QC Data, % 

Pass (median value)  Patient Outcome Metrics  
Cancer Category Total 

Patients 

  

  

  
 

  

  

First 
Tube 

Success 

 

 

 

 

 

cfDNA Library In 
Ex. Enrich. process 

Sample Sample Contam-
QC Pass QC Pass ination 

% % % 
   

  

   
  

   
  

   
  

   
  

Coverage GC Non-
Exception Bias singleton 

Coverage 

   
      

   
      

   
      

   
      

   
      

On Overall Maximum 
Target Sample MAF: 

Rate Pass median 
Rate (standard 

deviation) 
     
  

     
  

     
  

     
  

     
  

      
  

 
  

 
  

 
  

 
  

    

 
     

 



 
 

 
 Category Data  

Sample Preparation QC 
Data, % Pass  

Patient Sample 
Sequencing QC Data, % 

Pass (median value)  Patient Outcome Metrics  
  

  

 
 

  

  

  

  

  

  

  

  

  

  

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
  

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

   
      

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

     
  

      
  

   
      

     
  

      
  

   
      

     
  

      
  

 
  

 
  

 
  

 
  

    

  
 

 

 Figure 1   
 

 

 
     

 



 

 
  

Figure 1. Maximum MAF Distribution by Cancer Type 
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 e.g. NTRK1 ROS1 MET  

  
   

ALK  

 
      

 

  

Table 28  

ERBB2 MET  
ERBB2 MET

 

 ROS1 ALK NTRK1 RET  

Table 28. Summary of Concordance between Guardant360 CDx and Guardant360 LDT 
CDx+ CDx− CDx+ CDx− PPA  NPA  

Alteration Type  LDT+  LDT+  LDT−  LDT−  (95% CI)  (95% CI)  
EGFR  

EGFR  

EGFR

 

 

 

 

 

 

 

 

 

 

 

 

 
  

 
  

 

 
  

 
  

 
     
       

     
       

    
  

MET  

 

 

 

 

 

 

 

 

 
  

 
  

 
  

 
  

ERBB2       
  

 
  

  
 EGFR  

Table 29 EGFR  
  

 

 
     

 



    

 

  

 

Table 29. Summary of Concordance between Guardant360 CDx and Guardant360 LDT 

Alteration Type  
CDx+ 
LDT+  

CDx− 
LDT+  

CDx+ 
LDT−  

CDx− 
LDT−  

PPA  
(95% CI)  

NPA  
(95% CI)  

EGFR        
    

EGFR        
    

EGFR
 

     
  

 
  

EGFR  

  

a. Blood Collection Tube Concordance 

 
Section 7. Summary of Primary 

Clinical Studies  

   
 EGFR EGFR EGFR   

 

 

  
 

 

  

 

 

 

 
     

 



   

 

 

 

 

 

7. Summary of Primary Clinical Studies 
Table 1  

 EGFR  
   

 EGFR  
   

 KRAS  
 

 ERBB2
  

 ESR1  
 

 

 
 

EGFR   
EGFR

  
  

EGFR

 
   

EGFR  
 EGFR  

 

  

 

  

 

 

  
KRAS  

therascreen KRAS

 

 
     

 



 

  
 

KRAS
  

  
 

 

 
ERBB2

 
 

ERBB2  
  

ERBB2
  

  

 
ESR1

ESR1
  

ESR1  
  

 EGFR  
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EGFR

EGFR  
EGFR

 

EGFR  

EGFR  
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i.e.

EGFR  
Section 6.12 Concordance - Guardant360 CDx Comparison to Guardant360 

LDT
 

Section 6.13.a Blood Collection Tube 
Concordance  

 EGFR

EGFR
 

a. Bridging Study Inclusion and Exclusion Criteria 

 Inclusion Criteria for plasma samples from the FLAURA clinical study 

o 

 
o  

 Exclusion Criteria for plasma samples from the FLAURA clinical study 

o  
o  
o  

 
     

 



 
 
 
 

  

 

 

 

  

 

 Inclusion Criteria for samples from the NILE clinical study 

o   
o  
o 

EGFR
 

 Exclusion Criteria for samples from the NILE clinical study 

o EGFR  
 

o  

b. Follow-up Schedule 

EGFR
 

c. Clinical Endpoints 

   
  

EGFR
 

 Diagnostic Objective and Endpoint 

EGFR  
 

  
EGFR  

 

EGFR

EGFR

EGFR
 

 

  
 Figure 2  

   

 
     

 



 
 

 

 

 

 

 
 

 
  

 
 

 
 

 

   
 

 
Figure 2. Guardant360 CDx EGFR Exon 19 Deletions or L858R Mutations Bridging Study Patient 

Accountability and Analysis Set Definitions 

 

EGFR
  

Table 30

 

Table 30. Clinical Effectiveness Analysis Subgroup Demographics and Baseline Clinical 
Characteristics 

 
     

 

Characteristic 

gCEAS FAS 

TAGRISSO 
(n=146) 

EGFR TKI 
(gefitinib or 

erlotinib) 
(n=158) 

TAGRISSO 
(n=279) 

EGFR TKI 
(gefitinib or 

erlotinib) 
(n=277) 

                
 

   
             
           

                
             

 
   

             
            
            



 

 

 

  
 

 
  

  
 

 
 

 

 

   

 
 

  
 

 
 

  

Characteristic 

gCEAS FAS 

TAGRISSO 
(n=146) 

EGFR TKI 
(gefitinib or 

erlotinib) 
(n=158) 

TAGRISSO 
(n=279) 

EGFR TKI 
(gefitinib or 

erlotinib) 
(n=277) 

 
 

           
             

          
 

 

             
            

             
 

 
           

            

  Table 31  

 

   
   

 

Table 31. Comparison of Demographics and Baseline Clinical Characteristics Between FLAURA 
Patients with Plasma Available for Testing (gAS) and Those Without (gNT)  

Characteristics 

gAS gNT 

TAGRISSO 
(n=219) 

EGFR TKI 
(n=222) 

Total 
(n=441) 

TAGRISSO 
(n=60) 

EGFR TKI 
(n=55) 

Total 
(n=115) 

2-sided 
p value 

[a] 
 

  
 

                 
  

 

              
  

                 
  

 

                  
  

 

 
 

                 
  

 

 
 

                
  

 
 

              
  

 

              
  

         

 
     

 



 

   

 
 

  
 

 
 

  

 

 
    

 

Characteristics 

gAS gNT 

TAGRISSO 
(n=219) 

EGFR TKI 
(n=222) 

Total 
(n=441) 

TAGRISSO 
(n=60) 

EGFR TKI 
(n=55) 

Total 
(n=115) 

2-sided 
p value 

[a] 

 

               
  

 

 
 

                  

           
 

 
 

 
               

  
 

                   
 

Table 32

 
 

Table 32. Supplementary Guardant360-Positive, Tissue-Negative Prevalence Analysis 
Subgroup Demographics and Baseline Clinical Characteristics 

Characteristic  

FLAURA Patients  
NILE PatientsFAS Screen Failure Total 

(n=556) (n=438) (n=994) (n=92) 
  

   
           
             

             
               

            
             
           
       

 
 

           
         

           

 
         

          
           

           
          

         

 

a. Safety Results 

  
  

 

 
     

 



 

 

 

   
 

  

b. Effectiveness Results 

 EGFR  

 EGFR  
EGFR  
Table 33    

    

  

Figure 3  

Table 33. Investigator-Assessed PFS in the gCEAS and FAS 
 Comparison between treatments  

Population Treatment N 
Number (%) of 

patients with events [a] 
Hazard Ratio 

(95% CI) 2-sided p-value 
        

    
EGFR       

       
    

EGFR       
   

  
    

 
   

 
     

 



 

 

 
 
 
 
 
 

 
Figure 3. Kaplan-Meier Plot of Investigator-Assessed PFS for the gCEAS 

  

  
 

  
 

  

  
 

  
   
  
     
  
 EGFR  

Table 34
 

 

  

 
     

 



 
 

     

 

 

   

 

 
 

  

   
   
   

Table 34. Primary Analysis for the Investigator-Assessed PFS for the gCEAS (observed) and 
gCEAS (observed and imputed) 

 Comparison between treatments  

Population Treatment N 
Number (%) of 

patients with events [a] Hazard Ratio 
95% Confidence 

Interval 
         

  
EGFR      

       
    

EGFR       

  

  

 

 
 

  
  

 
  

 

  

 i.e.   
Table 35

  
Table 35   

Table 35. Sensitivity Analysis for Investigator-Assessed PFS (Guardant360 positive 
irrespective of tissue result) 

Estimated  
P(Tissue+|Guardant360+) with 95% CI  

 PPV Point Estimate 95% CI 

Estimated HR (Guardant360+) with 95% CI  
Assumed HR 
(Tissue- and Estimated 

Guardant360+) HR 95% CI 
   

  
   
   
   

   

   
   
   

 
     

 



 

   

 

 
 

  

   
   
   

 

 
 

    
      

 

    
     

 

 

Estimated  
P(Tissue+|Guardant360+) with 95% CI  

PPV Point Estimate 95% CI 

Estimated HR (Guardant360+) with 95% CI  
Assumed HR 
(Tissue- and Estimated 

Guardant360+) HR 95% CI 

  
 
 
 

  

  
  
  

   

   
   
   

   
   

 
 

EGFR

   
Table 36  

  EGFR  

 i.e.   
EGFR  
Table 36  

Table 36. Concordance between Guardant360 and the cobas® EGFR Mutation Test Using Tissue 
in Samples from the FLAURA Clinical Study  

EGFR Exon 19 Deletions  cobas® EGFR Mutation Test Using Tissue  
Positive Negative Failed Total 

Guardant360 
  
  
  
  

  
  

   
   
   
   

 
 

 
 

 
 

EGFR L858R Mutations cobas® EGFR Mutation Test Using Tissue 
Positive Negative Failed Total 

Guardant360 
  
  
  
  

  
  

   
   
   
   

 
 

 
 

 
 

 
     

 



   
     

      
 

 

   
   

     
 

 

EGFR Exon 19 Deletions or 
L858R Mutations cobas® EGFR Mutation Test Using Tissue 

Positive Negative Failed Total 
Guardant360 
  
  
  
  

  
  

   
   
   
   

 
 

 
 
 
 

    
   

i.e.  
 EGFR  

  
EGFR

EGFR  
  

EGFR  
 

EGFR EGFR  
 Table 37  

 EGFR  
EGFR  

EGFR  

Table 37. Concordance between Guardant360 and the cobas® EGFR Mutation Test Using Tissue 
in Samples from the NILE Clinical Study 

EGFR Exon 19 Deletions or 
L858R Mutations  cobas® EGFR Mutation Test Using Tissue  

Positive Negative Failed Total 
Guardant360 
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Section 6.12 Concordance - Guardant360 CDx Comparison to Guardant360 LDT  

 
 Section 6.13.a Blood Collection 

Tube Concordance  

a. Bridging Study Inclusion and Exclusion Criteria 

 Inclusion Criteria for plasma samples from the AURA3 clinical study 
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 Exclusion Criteria for plasma samples from the AURA3 clinical study 
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b. Follow-up Schedule 
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c. Clinical Endpoints 
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Figure 4. Guardant360 CDx EGFR T790M Bridging Study Patient Accountability and Analysis 

Set Definitions 

Table 38. Baseline Demographics and Clinical Characteristics 

Characteristic  

gCEAS  FAS  
TAGRISSO 

(n=138) 
Chemotherapy 

(n=53) 
TAGRISSO 

(n=279) 
Chemotherapy 

(n=140) 
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Table 39. Comparison between AURA3 Patients with Plasma Available for Testing in this 
Diagnostic Study (gAS) and Those Without (gNT) 

gAS gNT 
TAGRISS Chemo- Chemo-

O therapy Total TAGRISS therapy Total 2-sided p 
Characteristic  (n=215) (n=85) (n=300) O (n=64) (n=55) (n=119) value [a] 

                
      

                   
  

                  
 

    
                 

 
    

                
     

 
                 

   
                      

                
 

    
            

              
       

                   
 

               
     

                   
 

 

a. Safety 

 
 

 

b. Effectiveness Results 
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Figure 5  

Table 40. Investigator-Assessed PFS in the gCEAS and FAS 

   
  

 Comparison between treatments  

Population Treatment N 

Number (%) of 
patients with events 

[a] 
Hazard Ratio 

(95% CI) 2-sided p-value 
        

    
    

        
    

    

    
   

 
Figure 5. Kaplan-Meier Plot of Investigator-Assessed PFS for gCEAS 
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Table 41. Primary analysis for the investigator-assessed PFS for the gCEAS (observed) and 
gCEAS (observed and imputed) 

 Comparison between treatments 

Population Treatment N 

Number (%) of 
patients with 

events [a] Hazard Ratio 
95% Confidence 

Interval 
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Table 42  
 

Table 42. Sensitivity Analysis for Investigator-Assessed PFS (Guardant360 positive 
irrespective of tissue result) 

Estimated 
P(Tissue+|Guardant360+) with 

95% CI Estimated HR (Guardant360+) with 95% CI 

PPV Point 
Estimate 95% CI 

Assumed HR 
(Tissue- and 

Guardant360+) Estimated HR 95% CI 
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Table 43  

Table 43. Concordance between Guardant360 and the cobas® EGFR Mutation Test Using Tissue 
EGFR T790M cobas® EGFR Mutation Test Using Tissue 

Positive Negative Failed Total 
Guardant360 
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Figure 6. Guardant360 CDx Clinical Efficacy Analyses Subject Disposition 

 

  
Table 44 Table 45

  

 
Table 44 Table 45  

Table 44. Comparison of Clinical Effectiveness Analysis Subgroup Demographics 

CHRYSALIS  FAS  gAS  gNT  gCEAS  gAS-  
gAS-

F  
gAS-F 
+gNT  

p Value  
gAS vs 

gAS-Unk  
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p Value  
gAS- gAS-F gAS vs 

CHRYSALIS  FAS  gAS  gNT  gCEAS  gAS-  F  +gNT  gAS-Unk  
 

         
             
            

   
             
            

 
           
           

   
             

 
   

  
   

Table 45. Comparison of Clinical Effectiveness Analysis Sub-Group Baseline Clinical 
Characteristics. 

CHRYSALIS  FAS  gAS  gNT  gCEAS  gAS-  gAS-F  gAS-Unk  

p Value  
gAS vs 

gAS-Unk  
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Table 46  
Table 47   

 

Table 46. Demographics of the Prevalence Sub-Study Subjects and the FAS 
CHRYSALIS  FAS  AAAS-L  AAAS-C  AAAS-P  
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Table 47. Baseline Clinical Characteristics of the Prevalence Sub-Study Subjects and the FAS 
CHRYSALIS  FAS  AAAS L  AAAS C  AAAS P  
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 Table 48  

Table 48. Summary of ORR in the gCEAS and FAS by BICR 
   

Analysis set: Efficacy 
gCEAS 

64 
FAS 
81 
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Table 49. Unadjusted Agreement Between CHRYSALIS Enrollment Testing, CHRYSALIS Central 
Testing, or cobas EGFR Testing and Guardant360 CDx (AAAS) 

CHRYSALIS Enrollment Testing, CHRYSALIS Central Testing, or 
 cobas EGFR Testing  

EGFR exon 20 insertion + EGFR exon 20 insertion - Total 
Guardant360 CDx    
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KRAS KRAS  
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KRAS  

 

a. Clinical Bridging Study Inclusion and Exclusion Criteria 

 

 Inclusion Criteria for Plasma Samples from the Amgen 20170543 Clinical Study Efficacy Cohort 

o 

 
o  

   

 Inclusion Criteria for Samples for the Diagnostic Study Sensitivity Analysis Prevalence Sub-Study 

 
o  

 
o  
o 

 
o   

  
 

o 

 

b. Follow-up Schedule 

KRAS
 

c. Clinical Endpoints 
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d. Diagnostic Objective and Endpoints 

KRAS
 

 

 KRAS  
 

  
 Figure 7 

   
  

 

 
Figure 7. Guardant360 CDx KRAS G12C Mutation Bridging Study Efficacy Analysis Patient 

Accountability and Analysis Set Definitions
   

 
therascreen KRAS

 Figure 8  

 
     

 



 
 

Figure 8. Guardant360 CDx KRAS G12C Assay Agreement Analysis Patient Accountability and 
Analysis Set Definitions 

   

 therascreen KRAS  

 therascreen KRAS  

Table 50
therascreen KRAS

KRAS  
 Figure 7  

 Table 50 

 Figure 7 

 Figure 7 Table 50  

i.e.  
KRAS

therascreen KRAS  
therascreen KRAS  

 
therascreen KRAS    

Table 50  

 
     

 



 
 

  
 

 

 

  

 

Table 50. Concordance Between Guardant360 CDx and therascreen KRAS RGQ PCR Kit using 
Tissue 

 
therascreen KRAS RGQ 
PCR Kit Positive (CTA)  

therascreen KRAS RGQ 
PCR Kit Negative  Total  
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Table 51 Table 52

 

 

Table 51. Baseline Demographics of the FAS and Sub-Groups 
 FAS  gCEAS  gAS  gAS-UNK  

Sex n (%) 

 
         
            

Ethnicity - n (%) 
             

            
           

Race - n (%) 
           

           
          

 
         

             
           

             

 
     

 



 

  

 

   

 

 

   

 FAS  gCEAS  gAS  gAS-UNK  
Age (years) 

     
     

     
     

     
     

Age Group (years) 
             
          
           

          

Table 52. Baseline Clinical Characteristics of the FAS and Sub-Groups 
 FAS  gCEAS  gAS  gAS-UNK  

ECOG status at baseline - n (%) 
          
           
             

Weight (kg) 
     

     
     

     
     

     
Height (cm) 

     
     

     
     

     
     

Prior line of anti-cancer therapy - n (%) 
             
          
          
          

             
       

 
     

 



   

   

    

  

  

   

 FAS  gCEAS  gAS  gAS-UNK  
Type of prior anti-cancer therapy - n (%) 

           
             

            
             

           
 

 

            

          
           

              
             

           
Disease stage at initial diagnosis - n (%) 

           
              

  
   
   

Disease stage at screening - n (%) 
           
           
           
           

Differentiation - n (%) 
          

            
           

   
  

   

   
  

   
   

Histopathology type - n (%) 
          

          
           

           
            

          
           

           
             

           

        
          
        

          
         

          
PD-L1 protein expression - n (%) 

          
       

          
        

             

 
     

 



  

   

 

 

 

  

  

   

 FAS  gCEAS  gAS  gAS-UNK  
Metastatic - n (%) 

          
             

Number of body sites of metastatic disease - n (%) 
             
          
             
          

             
Liver metastasis (n%) 

          
           

Brain metastasis (n%) 
          

           
Bone metastasis (n%) 

           
             

Smoking history - n (%) 
             

            
             
           

Region n (%) 
           

             
           

            
Best response to last prior line of therapy - n (%) 

          
            

         
            

          
    

 
         

             

Table 53  
Table 54  

Table 53. Comparison of Baseline Demographics between gAS-E and gAS-Unk 
 gAS-E  gAS-Unk  p-value  

   
       

 
      

 

 
     

 



 gAS-E  gAS-Unk  p-value  
   

     
 

        
 

   
       

 

       
      

       
     

     
     

 
   

       

 
       
       

       

Table 54. Comparison of Baseline Clinical Characteristics between gAS-E and gAS-Unk 
 gAS-E  gAS-Unk  p-value  
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a. Safety Results 

 
 

 

      

 
     

       
      

       

 
     

 



 

 

   
 

 
 

   
   

    
   

   

 

  
 

  

b. Effectiveness Results 
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Table 55  

   

Table 55. ORR in the gCEAS and FAS Populations Assessed by Independent Radiological Review 
Efficacy Parameter  gCEAS (n = 77)  FAS (n = 124)  
Objective Response Rate, N (%)       
(95%CI)     

     
      

Duration of Response 
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 Table 56 Table 55  
  therascreen KRAS  

  
Table 56 

  
 

Table 56. Sensitivity Analysis for the Guardant360 CDx+ Tissue– Population 

 
Guardant360 CDx+ 

Intended Use Population 
 

  
    

 
 

  
    

 
     

 



 

 

 

  

 

 

Table 57    
 

 
 

Table 57. Sensitivity Analysis with Imputation for Subjects Without Valid Guardant360 CDx 
Results 

 Simulated gCEAS 
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a. Clinical Bridging Study Inclusion and Exclusion Criteria 

 

 Inclusion Criteria for Plasma Samples from the DS8201-A-U204 Clinical Study Efficacy Cohort 

o  
o 

 
o 

ERBB2  
o   

 

 Inclusion Criteria for Guardant360 CDx Diagnostic Study Efficacy Cohort 

o 

 
o  

 

 Inclusion Criteria for Guardant360 CDx Diagnostic Study Sensitivity Analysis Prevalence Sub-
Study 

o  
o 

 
o   

  
 

o  

b. Clinical Endpoints 

  
  

 
     

 



 

 

c. Diagnostic Objective and Endpoints 

ERBB2

 

 ERBB2 
   

  
 Figure 9   

   

 

Figure 9. Guardant360 CDx ERBB2 Activating Mutation Bridging Study Efficacy Analysis Subject 
Accountability and Analysis Set Definitions 

   

 
 Figure 10 

  
 

 

 
     



 
 

     

 
Figure 10. Guardant360 CDx ERBB2 Sensitivity Analysis Prevalence Sub-Study Subject 

Accountability 
   

  

 

Table 58  
 ERBB2

ERBB2  
 

 Table 58 

Figure 10  

Table 58. Concordance Between Guardant360 CDx and Tissue-based CTA 
CTA Positive, n CTA Negative, n Total 
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Table 59 Table 60
 

 
  

Table 59. Baseline Demographics of the Clinical Effectiveness Analysis FAS and Sub-Groups 
gCEAS gAS- gAS gAS-Unk Total (FAS) 
N=81 N=8 N=89 N=2 N=91 

Age (years) 
      

      
      

      
      

Sex – n (%) 
                

              
Race – n (%) 

                

            

              
 

    
 

 
    

 
      

              
      

Ethnicity – n (%) 
            

                 
                

ECOG Score – n (%) 
                

                

  
 ERBB2  

  ERBB2  
    

Table 60. Baseline Clinical Characteristics of the Clinical Effectiveness Analysis FAS and Sub-
Groups 

gCEAS gAS- gAS gNT Total (FAS) 
N=81 N=8 N=89 N=2 N=91 

Histology – n (%)
 

 
 

   
 
 

   
 
 

   
 
 

   
 
 

   
 
 

Tumor Stage at Study Entry – n (%) 
       

              

 
     

 



      
    

 

 

 

 
 

 
 

  
  

  

gCEAS gAS- gAS gNT Total (FAS) 
N=81 N=8 N=89 N=2 N=91 

            
            

                
                
              

  
 ERBB2  

  ERBB2  
    

ERBB2  
   

a. Safety Results 

    
     

   
 

  
 

 

b. Effectiveness Results 

 ERBB2  
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 Table 61    
   
    

 
   

   

Table 61. ORR in the gCEAS and ENHERTU Study Populations Assessed by Independent Central 
Review 

   
  

   

gCEAS (n=81) 
   

  
   

DESTINY Lung 01 
(n=91) - 6.4 mg/kg 

   
  

   

*DESTINY Lung 02 
(n=52)- 5.4 mg/kg 

   
  

   
           

 
     

 



 
 

 
  

  
  

 

 

 

DESTINY Lung 01 
gCEAS (n=81) (n=91) - 6.4 mg/kg 

  

*DESTINY Lung 02 
(n=52)- 5.4 mg/kg 

            
   

 
   

  

 
 

 

  

ERBB2  

  
 Table 61 Table 62    
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Table 62. Sensitivity Analysis for the Guardant360 CDx+ CTA- Population 
1% ERBB2 Prevalence, Simulated 2% ERBB2 Prevalence, Simulated 

Assumed Effect in CDx+/CTA- ORR in CDx+/CTA- (95% CI) ORR in CDx+/CTA- (95% CI) 
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 ESR1  
 

ESR1  

  
ESR1   

  
ESR1
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c. Clinical Study Inclusion and Exclusion Criteria 

 
o  
o 

 
o  
o   
o 

 
 

o  

d. Follow-up Schedule 

 

 
     

 



  

  

e. Clinical Endpoints 

 
  

f. Diagnostic Objective and Endpoints 

ESR1  
 

 

ESR1  
 

  

 ESR1  

ESR1  ESR1  
ESR1  ESR1  Figure 11  

 

 
Figure 11. Guardant360 CDx ESR1 Mutation Efficacy Analysis Patient Accountability and 

Analysis Set Definitions 
 ESR1  
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Table 63 Table 64  ESR1   
ESR1    

 

 
     

 



 

      
       

 
 

       

  
       

 
       

  
       

  
       

 
       

Table 63. Baseline Demographics of the FAS and Sub-Groups 
 Elacestrant SOC Total 
 ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 

Analysis set: 115 124 113 125 228 249 
      

Age (years), 
n (missing) 115 (0) 124 (0) 113 (0) 125 (0) 228 (0) 249 (0) 

       
       

       
       
       

 
Age (years), n (%), 
n (missing) 115 (0) 124 (0) 113 (0) 125 (0) 228 (0) 249 (0) 

                  
                   
                   

                   
                   

                   
 

Race n (%)[1], 
n (missing) 94 (21) 96 (28) 92 (21) 102 (23) 186 (42) 198 (51) 

  
 

                  

                   

 
                  

 

 

                  

                   
                   

 
Gender n (%), 
n (missing) 115(0) 124 (0) 113 (0) 125 (0) 228 (0) 249 (0) 

                   
                   

 
Ethnicity, n (%), 
n (missing) 115(0) 124 (0) 113 (0) 125 (0) 228 (0) 249 (0) 

                  
 

 
                 

                   
 

Height, (cm), 
n (missing) 113(2) 123(1) 112(1) 124(1) 225(3) 247(2) 

       
       

       
       
       

 

 
     

 



      
 

       

 
       

 
   

 
      

 
    
       

 

 

  

 Elacestrant SOC Total 
 ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 

Weight (kg), 115(0) 124(0) 113 (0) 125 (0) 228(0) 249(0) n (missing) 
       

       
       

       
       

 
BMI (kg/m2), 113(2) 123 (1) 112 (1) 124 (1) 225 (3) 247 (2) n (missing) 

       
       

       
       
       

 
ECOG Performance 
Status n (%), 115 (0) 124 (0) 113 (0) 125 (0) 228 (0) 249 (0) 
n (missing) 

                   
                  

                   
   

 
 

Table 64. Baseline Clinical Characteristics of the FAS and Sub-Groups 
Elacestrant SOC Total 

ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 
Years Since Initial Diagnosis 

             
       

       
       

       
       

Stage at Initial Diagnosis, n (%) 
                   
                   
                   

                   
                   
                   

                   
                   

T Stage at Initial Diagnosis, n (%) 
                   
                   
                   
                   

                   

 
     

 



Elacestrant SOC Total 
ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 

    
       

 

   

 

   

 

   

  

N Stage at Initial Diagnosis, n (%) 
                   
                   
                   

                  
                   

M Stage at Initial Diagnosis, n (%) 
   

   
   

                
                

                
Stage at Baseline, n (%) 

   
   
   
   

   
   
   

   

                
                
                

                
                
                
                

                
T Stage at Baseline, n (%) 

   
   

   
   
   

                
                
                
                

                
N Stage at Baseline, n (%) 

   
   

   
   
   

                
                
                
                

                
M Stage at Baseline, n (%) 

                
                

                
Sites of Disease, n (%) 

                
               

                
                

   
   
   

   
   

   
   
   

   
   

   
   

                
                
                
                

                
               

 
   

                   
                   

                   
                   

 
 

                  

                   
                   

 
     

 



    
       

  

 

 

 

Elacestrant SOC Total 
ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 

                   
                   

                   
                   

                   
                   

                   
                   
                    

Number of Metastatic Sites, n (%) 
                   
                   
                   

                   
  

ESR  

g. Safety Results 

 

 

h. Effectiveness Results 

 ESR1  

 ESR1
  Figure 12 

  

  

 
     

 



 

 

  

 
 

 
  

 

 
Figure 12. Progression-Free Survival for Elacestrant versus SOC in ESR1-mut Subjects 

 ESR1   
    

ESR1  
 Table 65  

Table 65. Efficacy Results for EMERALD (Patients with ESR1 Missense Mutations) 

ORSERDU 
(N = 115) 

SOC (Fulvestrant or 
an Aromatase Inhibitor) 

(N=113) 
Progression-free Survival (PFS)a 

       

         

      

   

Overall Survival (OS) 
       

      

   
  

  
    

  
 

 

 

 
 

ESR1  ESR1   

 
     

 



  

  

  
ESR1  

8. Additional Guardant360 CDx Variant Details 

Table 66. Guardant360 CDx Reportable Alterations Based on cDNA and Amino Acid Changes 
Gene (Transcript ID) Reportable cDNA and Amino Acid Changes 
AKT1    
ALK       

     
  
  

APC        
 

 
 

 
 

 
  

    
 

 
 

  
 

   
 

 
 
 

  
 

 
 

  
  

 
 

   
 
 

 
 

 
 
 

  
 

AR      
 

ARAF    

 
     

 



  Gene (Transcript ID) Reportable cDNA and Amino Acid Changes 
BRAF         

    
     

    
  

 
BRCA1     

 
 

 
  

   
    

  
    

      
 

 
  

  
  

BRCA2     
  

  
 

 
CCND1    
CDK4     
CDK6    
CDKN2A   

  
  

  
   

     
    

CTNNB1       
   

 
EGFR      

   
  

  
     

  
 
 

    
     

  
   

  
   

 
     

 



  Gene (Transcript ID) Reportable cDNA and Amino Acid Changes 
ERBB2         

   
   

    
 

    
ESR1       

 
 

FGFR1    
FGFR2    

  
 

 
FGFR3      

 
GNA11    
GNAQ    
HNF1A    
HRAS        

  
IDH1     
IDH2    
KIT      

  
   

  
    

 
     

 
KRAS       

     
       

  
    

  
MAP2K1        

      
  

MAP2K2      
MET     

 
      
     

  
  

  
 

MTOR    
   

  

 
     

 



  

    

 

Gene (Transcript ID) Reportable cDNA and Amino Acid Changes 
NFE2L2       

  
    

NRAS              
    

 
NTRK1        

 
NTRK3     
PDGFRA    

  
  

PIK3CA     
      

   
  

 
 
 

   
 

RAF1    
  

RET    
 

  
   

   
RHEB      
ROS1     

    
    

  
 

SMAD4     
    

   
SMO      

 
TERT     

  

Table 67. Guardant360 CDx Reportable Alterations Based on Exons and Codons 
Gene (Transcript ID) Alteration Type Exon Codon 
BRAF   
EGFR   

EGFR    
ERBB2   
ESR1    

 
 

 
 
 

 
 

 
 

 

 
 

 
 
 
 

ESR1       

 
     

 



    
 

 
 
 

 

 

 
 

  

  

Gene (Transcript ID) Alteration Type Exon Codon 
KIT     

 
 

MET      
MET     
MYC     
NFE2L2     

 
PDGFRA     

 
 

PIK3CA      
ROS1     

Table 68. Guardant360 CDx Reportable Alterations Based on Loss of Function 
Gene (Transcript ID) Reportable cDNA and Amino Acid Changes 
BRCA1     
BRCA2    
CDH1    
GATA3    
MLH1    
NF1    
PTEN    
STK11    
TSC1    
VHL     

Table 69. Biomarker Rules for Companion Diagnostic Claims Reported by Guardant360 CDx 
Indication  Biomarker Reportable Mutations 

EGFR   
    

EGFR   
KRAS    
ERBB2 HER2   

     
  

 
   

   
   

  
   

  
   

 ESR1  
 

 

 Table 1  

 
     

 



   

 

  

 

   
 

 

 
 

 
 

  

 

9. Additional Information 

  

Manufacturer Date of Use By Batch Code Catalog Number Serial Number Biological Risk CE Marking 
Manufacture Of Conformity 

Sterilized by Do not Re-Use Consult Contents In Vitro Authorized Temperature Health 
Irradiation Instructions Sufficient for Diagnostic Representative Limitation Hazard 

For Use Number Medical in the 
Specified Device European 

Community 

Rx ONLY 

By Prescription 
Only 
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Example Report 

NSCLC patient with EGFR exon 19 deletion 
(alteration below lowest MAF from clinical study) 



    

  

 

   

 

 
 
 
 

 
 

 
 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
EGFR exon 19 deletions1  DETECTED EGFR E746_A750del  

TAGRISSO® (osimertinib) is FDA-approved for this indication 
EGFR L858R  NOT DETECTED  
EGFR T790M  NOT DETECTED  
EGFR exon 20 insertions  NOT DETECTED  
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)  

NOT DETECTED  

KRAS G12C  NOT DETECTED  

1The MAF for EGFR exon 19 detection for this patient is < 0.08%. Please refer below to Limitations section. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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    Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

NSCLC patient with EGFR L858R 
(alteration below lowest MAF from clinical study) 



    

  

 

   

 

 
  

 
 

 
 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
EGFR L858R1  DETECTED EGFR L858R  

TAGRISSO® (osimertinib) is FDA-approved for this indication 
EGFR T790M  NOT DETECTED  
EGFR exon 19 deletions NOT DETECTED 
EGFR exon 20 insertions  NOT DETECTED  
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)  

NOT DETECTED  

KRAS G12C  NOT DETECTED  

1The MAF for EGFR L858R detection for this patient is < 0.09%. Please refer below to Limitations section. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

NSCLC patient with EGFR T790M 
(alteration below lowest MAF from clinical study) 



    

  

 

   

 

 
  

 
 

 
 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
EGFR T790M1  DETECTED EGFR T790M  

TAGRISSO® (osimertinib) is FDA-approved for this indication 
EGFR L858R  NOT DETECTED  
EGFR exon 19 deletions NOT DETECTED 
EGFR exon 20 insertions  NOT DETECTED  
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)  

NOT DETECTED  

KRAS G12C  NOT DETECTED  

1The MAF for EGFR T790M detection for this patient is < 0.03%. Please refer below to Limitations section. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

NSCLC patient with EGFR exon 20 insertion 



    

  

 

   

 

  
 

  
 

 
 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
EGFR exon 20 insertions  DETECTED EGFR H773_V774insHPH  

RYBREVANT® (amivantamab-vmjw) is FDA-approved for this indication 
EGFR L858R NOT DETECTED 
EGFR T790M  NOT DETECTED  
EGFR exon 19 deletions NOT DETECTED 
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)  

NOT DETECTED  

KRAS G12C  NOT DETECTED  
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

NSCLC patient with an ERBB2 activating mutation (insertion) 



    

  

 

   

 

  
 

  
  

 
 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)1  

DETECTED ERBB2 A775_G776insYVMA 
ENHERTU® (fam-trastuzumab deruxtecan-nxki) is FDA-approved for this 
indication 

EGFR L858R NOT DETECTED 
EGFR T790M  NOT DETECTED  
EGFR exon 19 deletions NOT DETECTED 
EGFR exon 20 insertions NOT DETECTED 
KRAS G12C  NOT DETECTED  

1The MAF for ERBB2 exon 20 insertion for this patient is < 0.03%. Please refer below to Limitations section. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

NSCLC patient with an ERBB2 activating mutation (SNV) 



    

  

 

   

 

  
 

  
  

 
 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)1  

DETECTED ERBB2 V777L 
ENHERTU® (fam-trastuzumab deruxtecan-nxki) is FDA-approved for this 
indication 

EGFR L858R NOT DETECTED 
EGFR T790M  NOT DETECTED  
EGFR exon 19 deletions NOT DETECTED 
EGFR exon 20 insertions NOT DETECTED 
KRAS G12C  NOT DETECTED  

1The MAF for ERBB2 SNV for this patient is < 0.23%. Please refer below to Limitations section. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

NSCLC patient with KRAS G12C 



    

  

 

   

 

  
 

  
  

 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC)  
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
KRAS G12C  DETECTED KRAS G12C  

LUMAKRAS™ (sotorasib) is FDA-approved for this indication 
EGFR L858R NOT DETECTED 
EGFR T790M  NOT DETECTED  
EGFR exon 19 deletions NOT DETECTED 
EGFR exon 20 insertions NOT DETECTED 
ERBB2/HER2 activating
mutations (SNVs and exon 20
insertions)  

NOT DETECTED  
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Non Small Cell Lung Cancer (NSCLC) 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

Breast cancer patient with ESR1 missense mutations 



    

  

 

   

 
 

Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female 
Diagnosis: Breast Cancer 
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 

Biomarker  Status Additional Information  
ESR1 missense mutations 
between codons 310-547  

DETECTED ESR1 H356D  
ORSERDU™ (elacestrant) is FDA-approved for this indication 
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Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 missense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance 
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented 
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy,
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented 
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed 
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

Breast cancer patient with PIK3CA C420R 



    

  

 

   

 
 

    

 
 

 
 

 

Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 
No reportable alterations with companion diagnostic (CDx) claims 

Other Biomarkers Identified 
Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See 
professional services section for additional information.  

ctDNA Biomarkers with Strong Evidence of Clinical Significance in ctDNA† 

Biomarker  Status Additional Information  
PIK3CA Activating SNVs  DETECTED PIK3CA C420R  

See professional services section for additional information 
†Please refer below to Performance Characteristics and Definitions sections for descriptions of categories.  
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Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

CRC patient with KRAS Q61R 



    

  

 

   

 
 

    

 
 

 
 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Colorectal Cancer 
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 
No reportable alterations with companion diagnostic (CDx) claims 

Other Biomarkers Identified 
Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See 
professional services section for additional information.  

Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA† 

Biomarker  Status Additional Information  
KRAS Activating SNVs  DETECTED KRAS Q61R  

See professional services section for additional information 
†Please refer below to Performance Characteristics and Definitions sections for descriptions of categories.  

FDA-Approved ContentTM Guardant Health, Inc. / 505 Penobscot Drive, Redwood City, CA 94063, United States LBL-000301 R2T:855.698.8887 / F:888.974.4258 / Contact: clientservices@guardanthealth.com  Page 1 of 3  
  

 

https://clientservices@guardanthealth.com�


    

 

 
  

 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Colorectal Cancer 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Colorectal Cancer 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

Melanoma patient with BRAF V600E 



    

  

 

   

 
 

   

 
 

 
 

 

Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Melanoma 
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 
No reportable alterations with companion diagnostic (CDx) claims 

Other Biomarkers Identified 
Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See 
professional services section for additional information.  

Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA† 

Biomarker  Status Additional Information  
BRAF V600E  DETECTED BRAF V600E  

See professional services section for additional information 
†Please refer below to Performance Characteristics and Definitions sections for descriptions of categories.  
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Melanoma 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations. 
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Bruce, Wayne (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
Diagnosis: Melanoma 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Example Report 

Breast cancer patient with only Category 4 variant 



    

  

 

   

 
 

    

 

Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

REPORTING 
Report Date: MAR-20-2017 
Receipt Date: MAR-04-2017 
Collection Date: MAR-03-2017 
Specimen: Blood 
Status: FINAL 

 

 

PHYSICIAN 
Dougie Houser
Center for People Who are Sick and Want to Get Better 
123 Four St., Metropolis, NY, 12345, United States
Ph: (808) 555-1234 | Fax: (808) 555-9999
Additional Recipient: N/A 

Companion Diagnostic 
No reportable alterations with companion diagnostic (CDx) claims 

Other Biomarkers Identified 
Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See 
professional services section for additional information.  

Other Biomarkers with Potential Clinical Significance 
Clinical significance has not yet been established for biomarkers in this section. See the professional services section for 
additional information.

 – BRAF V600K  
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Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations.
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Wayne, Joey (A62106) 
Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
Diagnosis: Breast Cancer 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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Blank Results Report 



       

  

 

   

 
 

 

                    

                  

                  

 

    

 
 

  

   
   
   

 

 
 

  

   
 

 

Last Name, First Name (Acession ID) 
Patient MRN: NNNNNN | DOB: MMM-DD-YYYY | Sex: [Male/Female] 
Diagnosis: [Cancer Type] 
 

REPORTING 
Report Date: MMM-DD-YYYY 
Receipt Date: MMM-DD-YYYY 
Collection Date: MMM-DD-YYYY 
Specimen: Blood 
Status: [Status]

 

PHYSICIAN 
First and Last Name 
Site Name 
Site Address 
Ph: (xxx) xxx-xxxx | Fax: (xxx) xxx-xxxx
Additional Recipient: First and Last Name 

Companion Diagnostic 

Biomarker  Status Additional Information  
[Insert biomarker as appropiate]   
[Dynamic] {n} placed after EGFR exon 19 deletion, L858R, and/or T790M 

[Dynamic] (n)The MAF for EGFR exon 19 detection for this patient is <0.08%. Please refer below to Limitations section. 

[Dynamic] (n)The MAF for EGFR L858R for this patient is <0.09%. Please refer below to Limitations section. 

[Dynamic] (n)The MAF for EGFR T790M for this patient is <0.03%. Please refer below to Limitations section. 

Other Biomarkers Identified 
Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See 
professional services section for additional information.  

ctDNA Biomarkers with Strong Evidence of Clinical Significance in ctDNA† 

Biomarker  Status Additional Information  
[Insert alteration as appropriate]  

†Please refer below to Performance Characteristics and Definitions sections for descriptions of categories.  

Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA† 

Biomarker  Status Additional Information  
[Insert alteration as appropriate]  

†Please refer below to Performance Characteristics and Definitions sections for descriptions of categories.  

Other Biomarkers with Potential Clinical Significance 
Clinical significance has not yet been established for biomarkers in this section. See the professional services section for 
additional information.

 – [Insert alteration as appropriate]  
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Last Name, First Name (Acession ID) 
Patient MRN: NNNNNN | DOB: MMM-DD-YYYY | Sex: [Male/Female]
Diagnosis: [Cancer Type] 
 

Intended Use 
Guardant360® CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology 
for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) 
genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). 
The test is intended to be used as a companion diagnostic to identify patients who may benefit from treatment with the therapies listed in Table 1 in accordance with the 
approved therapeutic product labeling. 

Table 1. Companion Diagnostic Indications 

Indication Biomarker Therapy 

Non-small cell lung cancer
(NSCLC) 

EGFR exon 19 deletions, L858R, and T790M* TAGRISSO® (osimertinib) 

EGFR exon 20 insertions RYBREVANT® (amivantamab-vmjw) 

ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

KRAS G12C LUMAKRAS™ (sotorasib) 

Breast cancer ESR1 misssense mutations between codons 310-547 ORSERDU™ (elacestrant) 

A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. 
*The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790M
plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be 
obtained. 
Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology 
for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and 
clinical findings. 
Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. 
Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 

Warnings and Precautions 
–  Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic 

BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the 
appropriate clinical context. 

–  The test is not intended to replace germline testing or to provide information about cancer predisposition. 
–  Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. 
–  Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 

hematopoiesis of indeterminate potential (CHIP). 
–  Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when 

tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 

Limitations 
–  For in vitro diagnostic use. 
–  For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. 
–  The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for

T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy 
cannot be obtained. 

–  TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
EGFR T790M < 0.03% MAF. 

–  RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. 
–  LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. 
–  ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. 
–  ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. 
–  The test is not intended to be used for standalone diagnostic purposes. 
–  The test is intended to be performed on specific serial number-controlled instruments by Guardant Health, Inc. 
–  A negative result for any given variant does not preclude the presence of this variant in tumor tissue. 
–  Decisions on patient care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all applicable 

information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient 
preferences, in accordance with the standard of care. 

–  ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 

Performance Characteristics 
Please refer to product label, www.guardant360cdx.com/technicalinfo. Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. 
Guardant360 CDx is indicated to report the following SNVs (AKT1, ALK, APC, AR, ARAF, ATM#, BRAF, BRCA1##, BRCA2##, CCND1, CDH1, CDK4, CDK6, CDK12#, 
CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, 
NF1, NFE2L2, NRAS, NTRK1, NTRK3, PDGFRA, PIK3CA, PTEN, RAF1, RET, RHEB, ROS1, SMAD4, SMO, STK11, TERT, TSC1, VHL), Indels (ALK, AKT1, APC, ATM#, 
BRAF, BRCA1##, BRCA2##, CDH1, CDK12#, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A, HRAS , KIT, KRAS, MET, MLH1, NF1, PDGFRA, PIK3CA, PTEN, RET, 
ROS1, STK11, TSC1, VHL), Fusion (ALK , NTRK1, RET, ROS1), and Amplifications (ERBB2, MET). 
#Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | ##Reporting is enabled for both germline and somatic alterations.
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Last Name, First Name (Acession ID) 
Patient MRN: NNNNNN | DOB: MMM-DD-YYYY | Sex: [Male/Female]
Diagnosis: [Cancer Type] 
 

Definition of Categories 

 

The test report includes genomic finding reported in the following categories: 

Category 
Prescriptive use
for Therapeutic

Product 

Clinical 
Performance 

Analytical
Performance Comments 

Category 1: Companion Diagnostic
(CDx) Yes Yes Yes 

ctDNA biomarkers linked to the safe and effective use of the 
corresponding therapeutic product, for which Guardant360 CDx has
demonstrated clinical performance shown to support therapeutic
efficacy and strong analytical performance for the biomarker. 

Category 2: ctDNA Biomarkers with
Strong Evidence of Clinical Significance
in ctDNA No No Yes 

ctDNA biomarkers with strong evidence of clinical significance
presented by other FDA-approved liquid biopsy companion
diagnostics for which Guardant360 CDx has demonstrated analytical
reliability but not clinical performance. 

Category 3A: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: strong analytical
validation using ctDNA No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated analytical performance including analytical accuracy, 
and concordance of blood-based testing to tissue-based testing for
the biomarker. 

Category 3B: Biomarkers with Evidence
of Clinical Significance in tissue
supported by: analytical validation
using ctDNA 

No No Yes 

ctDNA biomarkers with evidence of clinical significance presented
by tissue-based FDA-approved companion diagnostics or
professional guidelines for which Guardant360 CDx has
demonstrated minimum analytical performance including analytical 
accuracy. 

Category 4: Other Biomarkers with
Potential Clinical Significance 

No No Yes 

ctDNA biomarkers with emergent evidence based on peer-reviewed
publications for genes/variants in tissue, variant information from
well- curated public databases, or in-vitro pre-clinical models, for 
which Guardant360 CDx has demonstrated minimum analytical
performance. 

 

Testing performed at: Guardant Health
Laboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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	Table 59. Baseline Demographics of the Clinical Effectiveness Analysis FAS and Sub-Groups 
	gCEAS gASgAS gAS-Unk Total (FAS) N=81 N=8 N=89 N=2 N=91 Age (years) 
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	Elacestrant 
	SOC 
	Total 

	 
	 
	ESR1-mut ESR1-mut-nd 
	ESR1-mut ESR1-mut-nd 
	ESR1-mut ESR1-mut-nd 

	Analysis set: 
	Analysis set: 
	115 124 
	113 125 
	228 249 
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	Age (years), n (missing) 
	Age (years), n (missing) 
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	Age (years), n (%), n (missing) 
	Age (years), n (%), n (missing) 
	115 (0) 124 (0) 
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	Height, (cm), n (missing) 
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	 ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 
	 ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd ESR1-mut ESR1-mut-nd 

	Weight (kg), 115(0) 124(0) 113 (0) 125 (0) 228(0) 249(0) n (missing) 
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Reportable cDNA and Amino Acid Changes 

	AKT1  
	AKT1  
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	ALK   
	            

	APC  
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	AR  
	AR  
	    

	ARAF  
	ARAF  
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Reportable cDNA and Amino Acid Changes 

	BRAF   
	BRAF   
	                     

	BRCA1   
	BRCA1   
	                                 

	BRCA2  
	BRCA2  
	        

	CCND1  
	CCND1  
	 

	CDK4   
	CDK4   
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Reportable cDNA and Amino Acid Changes 

	ERBB2   
	ERBB2   
	                    

	ESR1   
	ESR1   
	     

	FGFR1  
	FGFR1  
	 

	FGFR2  
	FGFR2  
	     

	FGFR3   
	FGFR3   
	   

	GNA11  
	GNA11  
	 

	GNAQ  
	GNAQ  
	 

	HNF1A  
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	HRAS  
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	IDH1   
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	IDH2  
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	KIT   
	KIT   
	                    

	KRAS  
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	MAP2K1  
	MAP2K1  
	             

	MAP2K2  
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	MET   
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	MTOR  
	MTOR  
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Reportable cDNA and Amino Acid Changes 

	NFE2L2   
	NFE2L2   
	         

	NRAS  
	NRAS  
	                

	NTRK1  
	NTRK1  
	      

	NTRK3   
	NTRK3   
	 

	PDGFRA  
	PDGFRA  
	     

	PIK3CA  
	PIK3CA  
	                    

	RAF1  
	RAF1  
	   

	RET  
	RET  
	          

	RHEB   
	RHEB   
	  

	ROS1  
	ROS1  
	             

	SMAD4   
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Alteration Type 
	Exon 
	Codon 

	BRAF  EGFR  EGFR   ERBB2  ESR1   
	BRAF  EGFR  EGFR   ERBB2  ESR1   
	     
	     
	      

	ESR1 
	ESR1 
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Alteration Type 
	Exon 
	Codon 

	KIT  
	KIT  
	 
	  
	 

	MET  
	MET  
	 
	 
	 

	MET 
	MET 
	 
	 
	 

	MYC 
	MYC 
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	NFE2L2 
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	PIK3CA  
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	ROS1 
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	Table 68. Guardant360 CDx Reportable Alterations Based on Loss of Function 
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	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Gene (Transcript ID) 
	Reportable cDNA and Amino Acid Changes 

	BRCA1   
	BRCA1   
	 

	BRCA2  
	BRCA2  
	 

	CDH1  
	CDH1  
	 

	GATA3  
	GATA3  
	 

	MLH1  
	MLH1  
	 

	NF1  
	NF1  
	 

	PTEN  
	PTEN  
	 

	STK11  
	STK11  
	 

	TSC1  
	TSC1  
	 

	VHL   
	VHL   
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	Indication 
	Indication 
	Indication 
	Biomarker 
	Reportable Mutations 

	EGFR      EGFR  KRAS   ERBB2HER2                             
	EGFR      EGFR  KRAS   ERBB2HER2                             
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	Manufacturer Date of Use By Batch Code Catalog Number Serial Number Biological Risk CE Marking 
	Manufacture Of Conformity 
	Figure
	Sterilized by 
	Sterilized by 
	Sterilized by 
	Do not Re-Use 
	Consult 
	Contents 
	In Vitro 
	Authorized 
	Temperature 
	Health 

	Irradiation 
	Irradiation 
	Instructions 
	Sufficient for 
	Diagnostic 
	Representative 
	Limitation 
	Hazard 

	TR
	For Use 
	Number 
	Medical 
	in the 

	TR
	Specified 
	Device 
	European Community 

	Rx ONLY 
	Rx ONLY 

	By Prescription 
	By Prescription 

	Only 
	Only 
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	Example Report 
	NSCLC patient with EGFR exon 19 deletion (alteration below lowest MAF from clinical study) 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 
	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	EGFR exon 19 deletions1 
	EGFR exon 19 deletions1 
	DETECTED 
	EGFR E746_A750del TAGRISSO® (osimertinib) is FDA-approved for this indication 

	EGFR L858R 
	EGFR L858R 
	NOT DETECTED 

	EGFR T790M 
	EGFR T790M 
	NOT DETECTED 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	NOT DETECTED 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	NOT DETECTED 

	KRAS G12C 
	KRAS G12C 
	NOT DETECTED 


	The MAF for EGFR exon 19 detection for this patient is < 0.08%. Please refer below to Limitations section. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	NSCLC patient with EGFR L858R (alteration below lowest MAF from clinical study) 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 

	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	EGFR L858R1 
	EGFR L858R1 
	DETECTED 
	EGFR L858R TAGRISSO® (osimertinib) is FDA-approved for this indication 

	EGFR T790M 
	EGFR T790M 
	NOT DETECTED 

	EGFR exon 19 deletions 
	EGFR exon 19 deletions 
	NOT DETECTED 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	NOT DETECTED 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	NOT DETECTED 

	KRAS G12C 
	KRAS G12C 
	NOT DETECTED 


	The MAF for EGFR L858R detection for this patient is < 0.09%. Please refer below to Limitations section. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	NSCLC patient with EGFR T790M (alteration below lowest MAF from clinical study) 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	EGFR T790M1 
	EGFR T790M1 
	DETECTED 
	EGFR T790M TAGRISSO® (osimertinib) is FDA-approved for this indication 

	EGFR L858R 
	EGFR L858R 
	NOT DETECTED 

	EGFR exon 19 deletions 
	EGFR exon 19 deletions 
	NOT DETECTED 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	NOT DETECTED 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	NOT DETECTED 

	KRAS G12C 
	KRAS G12C 
	NOT DETECTED 


	The MAF for EGFR T790M detection for this patient is < 0.03%. Please refer below to Limitations section. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	NSCLC patient with EGFR exon 20 insertion 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	DETECTED 
	EGFR H773_V774insHPH RYBREVANT® (amivantamab-vmjw) is FDA-approved for this indication 

	EGFR L858R 
	EGFR L858R 
	NOT DETECTED 

	EGFR T790M 
	EGFR T790M 
	NOT DETECTED 

	EGFR exon 19 deletions 
	EGFR exon 19 deletions 
	NOT DETECTED 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	NOT DETECTED 

	KRAS G12C 
	KRAS G12C 
	NOT DETECTED 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	NSCLC patient with an ERBB2 activating mutation (insertion) 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions)1 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions)1 
	DETECTED 
	ERBB2 A775_G776insYVMA ENHERTU® (fam-trastuzumab deruxtecan-nxki) is FDA-approved for this indication 

	EGFR L858R 
	EGFR L858R 
	NOT DETECTED 

	EGFR T790M 
	EGFR T790M 
	NOT DETECTED 

	EGFR exon 19 deletions 
	EGFR exon 19 deletions 
	NOT DETECTED 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	NOT DETECTED 

	KRAS G12C 
	KRAS G12C 
	NOT DETECTED 


	The MAF for ERBB2 exon 20 insertion for this patient is < 0.03%. Please refer below to Limitations section. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 


	 
	Testing performed at: Guardant HealthLaboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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	Example Report 
	NSCLC patient with an ERBB2 activating mutation (SNV) 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions)1 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions)1 
	DETECTED 
	ERBB2 V777L ENHERTU® (fam-trastuzumab deruxtecan-nxki) is FDA-approved for this indication 

	EGFR L858R 
	EGFR L858R 
	NOT DETECTED 

	EGFR T790M 
	EGFR T790M 
	NOT DETECTED 

	EGFR exon 19 deletions 
	EGFR exon 19 deletions 
	NOT DETECTED 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	NOT DETECTED 

	KRAS G12C 
	KRAS G12C 
	NOT DETECTED 


	The MAF for ERBB2 SNV for this patient is < 0.23%. Please refer below to Limitations section. 
	1

	FDA-Approved Content
	Figure

	Guardant Health, Inc. / 505 Penobscot Drive, Redwood City, CA 94063, United States 
	TM 

	LBL-000301 R2
	T:855.698.8887 / F:888.974.4258 / Contact: 
	clientservices@guardanthealth.com 
	Page 1 of 3 

	 
	  
	 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	NSCLC patient with KRAS G12C 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	KRAS G12C 
	KRAS G12C 
	DETECTED 
	KRAS G12C LUMAKRAS™ (sotorasib) is FDA-approved for this indication 

	EGFR L858R 
	EGFR L858R 
	NOT DETECTED 

	EGFR T790M 
	EGFR T790M 
	NOT DETECTED 

	EGFR exon 19 deletions 
	EGFR exon 19 deletions 
	NOT DETECTED 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	NOT DETECTED 

	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	ERBB2/HER2 activatingmutations (SNVs and exon 20insertions) 
	NOT DETECTED 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
	#
	##
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Non Small Cell Lung Cancer (NSCLC) 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 


	 
	Testing performed at: Guardant HealthLaboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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	Example Report 
	Breast cancer patient with ESR1 missense mutations 
	Figure
	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female 
	P
	Figure

	Diagnosis: Breast Cancer 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 

	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Companion Diagnostic 
	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	ESR1 missense mutations between codons 310-547 
	ESR1 missense mutations between codons 310-547 
	DETECTED 
	ESR1 H356D ORSERDU™ (elacestrant) is FDA-approved for this indication 
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	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: FemaleDiagnosis: Breast Cancer 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 missense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
	#
	##
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	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: FemaleDiagnosis: Breast Cancer 
	 
	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significance presented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presented by tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy,and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presented by tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewed publications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, forwhich Guardant360 CDx has demonstrated minimum analyticalperformance. 


	 
	Testing performed at: Guardant HealthLaboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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	Example Report 
	Breast cancer patient with PIK3CA C420R 
	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
	Diagnosis: Breast Cancer 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 
	 
	Figure


	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Figure
	Figure
	Companion Diagnostic 
	Figure
	No reportable alterations with companion diagnostic (CDx) claims 
	Other Biomarkers Identified 
	Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See professional services section for additional information. 
	ctDNA Biomarkers with Strong Evidence of Clinical Significance in ctDNA
	ctDNA Biomarkers with Strong Evidence of Clinical Significance in ctDNA
	† 

	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	PIK3CA Activating SNVs 
	PIK3CA Activating SNVs 
	DETECTED 
	PIK3CA C420R See professional services section for additional information 


	Please refer below to Performance Characteristics and Definitions sections for descriptions of categories. 
	†
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	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: FemaleDiagnosis: Breast Cancer 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
	#
	##
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	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: FemaleDiagnosis: Breast Cancer 
	 

	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	CRC patient with KRAS Q61R 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
	Diagnosis: Colorectal Cancer 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 
	 
	Figure


	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Figure
	Figure
	Companion Diagnostic 
	Figure
	No reportable alterations with companion diagnostic (CDx) claims 
	Other Biomarkers Identified 
	Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See professional services section for additional information. 
	Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA
	Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA
	† 

	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	KRAS Activating SNVs 
	KRAS Activating SNVs 
	DETECTED 
	KRAS Q61R See professional services section for additional information 


	Please refer below to Performance Characteristics and Definitions sections for descriptions of categories. 
	†

	FDA-Approved Content
	Figure

	Guardant Health, Inc. / 505 Penobscot Drive, Redwood City, CA 94063, United States 
	TM 

	LBL-000301 R2
	T:855.698.8887 / F:888.974.4258 / Contact: 
	clientservices@guardanthealth.com 

	Page 1 of 3 
	 
	  
	 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Colorectal Cancer 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Colorectal Cancer 
	 

	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 


	 
	Testing performed at: Guardant HealthLaboratory Director: Martina Lefterova, MD PhD | CLIA ID: 05D2070300 | CAP #: 8765297 | 505 Penobscot Drive Redwood City, CA, 94063, United States 
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	Example Report 
	Melanoma patient with BRAF V600E 
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Male
	Diagnosis: Melanoma 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 
	 
	Figure


	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Figure
	Figure
	Companion Diagnostic 
	Figure
	No reportable alterations with companion diagnostic (CDx) claims 
	Other Biomarkers Identified 
	Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See professional services section for additional information. 
	Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA
	Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA
	† 

	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	BRAF V600E 
	BRAF V600E 
	DETECTED 
	BRAF V600E See professional services section for additional information 


	Please refer below to Performance Characteristics and Definitions sections for descriptions of categories. 
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	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Melanoma 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations. 
	#
	##

	FDA-Approved Content
	Figure

	Guardant Health, Inc. / 505 Penobscot Drive, Redwood City, CA 94063, United States 
	TM 

	LBL-000301 R2
	T:855.698.8887 / F:888.974.4258 / Contact: 
	clientservices@guardanthealth.com 
	Page 2 of 3 

	 
	  
	Bruce, Wayne (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: MaleDiagnosis: Melanoma 
	 

	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Example Report 
	Breast cancer patient with only Category 4 variant 
	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: Female
	Diagnosis: Breast Cancer 
	 


	REPORTING 
	REPORTING 
	Report Date: MAR-20-2017 Receipt Date: MAR-04-2017 Collection Date: MAR-03-2017 Specimen: Blood Status: FINAL 
	 
	 
	Figure


	PHYSICIAN 
	PHYSICIAN 
	Dougie HouserCenter for People Who are Sick and Want to Get Better 123 Four St., Metropolis, NY, 12345, United StatesPh: (808) 555-1234 | Fax: (808) 555-9999Additional Recipient: N/A 
	Figure
	Figure
	Companion Diagnostic 
	Figure
	No reportable alterations with companion diagnostic (CDx) claims 
	Other Biomarkers Identified 
	Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See professional services section for additional information. 
	Other Biomarkers with Potential Clinical Significance 
	Other Biomarkers with Potential Clinical Significance 
	Clinical significance has not yet been established for biomarkers in this section. See the professional services section for additional information.
	 – BRAF V600K 
	FDA-Approved Content
	Figure

	Guardant Health, Inc. / 505 Penobscot Drive, Redwood City, CA 94063, United States 
	TM 

	LBL-000301 R2
	T:855.698.8887 / F:888.974.4258 / Contact: 
	clientservices@guardanthealth.com 

	Page 1 of 3 
	 
	  
	 
	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: FemaleDiagnosis: Breast Cancer 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations.
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	Wayne, Joey (A62106) Patient MRN: 987654321 | DOB: JAN-01-1976 | Sex: FemaleDiagnosis: Breast Cancer 
	 

	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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	Blank Results Report 
	Figure
	Last Name, First Name (Acession ID) Patient MRN: NNNNNN | DOB: MMM-DD-YYYY | Sex: [Male/Female] 
	P
	Figure

	Diagnosis: [Cancer Type] 
	 


	REPORTING 
	REPORTING 
	Report Date: MMM-DD-YYYY Receipt Date: MMM-DD-YYYY Collection Date: MMM-DD-YYYY Specimen: Blood Status: [Status]
	 

	PHYSICIAN 
	PHYSICIAN 
	First and Last Name Site Name Site Address Ph: (xxx) xxx-xxxx | Fax: (xxx) xxx-xxxxAdditional Recipient: First and Last Name 
	Companion Diagnostic 
	Biomarker Status Additional Information 
	Biomarker Status Additional Information 
	Biomarker Status Additional Information 

	[Insert biomarker as appropiate]  
	[Insert biomarker as appropiate]  

	[Dynamic] {n} placed after EGFR exon 19 deletion, L858R, and/or T790M 
	[Dynamic] {n} placed after EGFR exon 19 deletion, L858R, and/or T790M 


	[Dynamic] The MAF for EGFR exon 19 detection for this patient is <0.08%. Please refer below to Limitations section. [Dynamic] The MAF for EGFR L858R for this patient is <0.09%. Please refer below to Limitations section. [Dynamic] The MAF for EGFR T790M for this patient is <0.03%. Please refer below to Limitations section. 
	(n)
	(n)
	(n)

	Other Biomarkers Identified 
	Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See professional services section for additional information. 
	ctDNA Biomarkers with Strong Evidence of Clinical Significance in ctDNA
	ctDNA Biomarkers with Strong Evidence of Clinical Significance in ctDNA
	† 

	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	[Insert alteration as appropriate] 
	[Insert alteration as appropriate] 


	Please
	Please
	Please
	†

	 refer below to Performance Characteristics and Definitions sections for descriptions of categories. Biomarkers with Evidence of Clinical Significance in Tissue and ctDNA
	† 


	Please
	Please
	†

	 refer below to Performance Characteristics and Definitions sections for descriptions of categories. 


	Biomarker 
	Biomarker 
	Biomarker 
	Status 
	Additional Information 

	[Insert alteration as appropriate] 
	[Insert alteration as appropriate] 



	Other Biomarkers with Potential Clinical Significance 
	Other Biomarkers with Potential Clinical Significance 
	Clinical significance has not yet been established for biomarkers in this section. See the professional services section for additional information.
	 – [Insert alteration as appropriate] 
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	Last Name, First Name (Acession ID) Patient MRN: NNNNNN | DOB: MMM-DD-YYYY | Sex: [Male/Female]Diagnosis: [Cancer Type] 
	 
	Intended Use 
	Guardant360 CDx is a qualitative next generation sequencing-based in vitro diagnostic device that uses targeted high throughput hybridization-based capture technology for detection of single nucleotide variants (SNVs), insertions and deletions (indels) in 55 genes, copy number amplifications (CNAs) in two (2) genes, and fusions in four (4) genes. Guardant360 CDx utilizes circulating cell-free DNA (cfDNA) from plasma of peripheral whole blood collected in Streck Cell-Free DNA Blood Collection Tubes (BCTs). T
	®

	Table 1. Companion Diagnostic Indications 
	Indication 
	Indication 
	Indication 
	Biomarker 
	Therapy 

	Non-small cell lung cancer(NSCLC) 
	Non-small cell lung cancer(NSCLC) 
	EGFR exon 19 deletions, L858R, and T790M* 
	TAGRISSO® (osimertinib) 

	EGFR exon 20 insertions 
	EGFR exon 20 insertions 
	RYBREVANT® (amivantamab-vmjw) 

	TR
	ERBB2/HER2 activating mutations (SNVs and exon 20 insertions) 
	ENHERTU® (fam-trastuzumab deruxtecan-nxki) 

	TR
	KRAS G12C 
	LUMAKRAS™ (sotorasib) 

	Breast cancer 
	Breast cancer 
	ESR1 misssense mutations between codons 310-547 
	ORSERDU™ (elacestrant) 


	A negative result from a plasma specimen does not assure that the patient’s tumor is negative for genomic findings. Patients who are negative for the biomarkers listed in 
	Table 1 should be reflexed to tissue biopsy testing for Table 1 biomarkers using an FDA-approved tumor tissue test, if feasible. *The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for T790Mplasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. 
	Additionally, the test is intended to provide tumor mutation profiling to be used by qualified health care professionals in accordance with professional guidelines in oncology for cancer patients with any solid malignant neoplasm. The test is for use with patients previously diagnosed with cancer and in conjunction with other laboratory and clinical findings. 
	Genomic findings other than those listed in Table 1 are not prescriptive or conclusive for labeled use of any specific therapeutic product. Guardant360 CDx is a single-site assay performed at Guardant Health, Inc. 
	Warnings and Precautions 
	– Alterations reported may include somatic (not inherited) or germline (inherited) alterations. The assay filters germline variants from reporting except for pathogenic BRCA1, BRCA2, ATM, and CDK12 alterations. However, if a reported alteration is suspected to be germline, confirmatory testing should be considered in the appropriate clinical context. 
	– The test is not intended to replace germline testing or to provide information about cancer predisposition. – Somatic alterations in ATM and CDK12 are not reported by the test as they are excluded from the test's reportable range. – Genomic findings from cfDNA may originate from circulating tumor DNA (ctDNA) fragments, germline alterations, or non-tumor somatic alterations, such as clonal 
	hematopoiesis of indeterminate potential (CHIP). – Allow the tube to fill completely until blood stops flowing into the tube. Underfilling of tubes with less than 5 mL of blood (bottom of the label indicates 5 mL fill when tube is held vertically) may lead to incorrect analytical results or poor product performance. This tube has been designed to fill with 10 mL of blood. 
	Limitations 
	– For in vitro diagnostic use. – For prescription use only. This test must be ordered by a qualified medical professional in accordance with clinical laboratory regulations. – The efficacy of TAGRISSO (osimertinib) has not been established in the EGFR T790M plasma-positive, tissue-negative or unknown population and clinical data for
	T790M plasma-positive patients are limited; therefore, testing using plasma specimens is most appropriate for consideration in patients from whom a tumor biopsy cannot be obtained. – TAGRISSO efficacy has not been established in patients with EGFR exon 19 deletions < 0.08% MAF, in patients with EGFR L858R < 0.09% MAF, and in patients with 
	EGFR T790M < 0.03% MAF. – RYBREVANT efficacy has not been established in patients with EGFR exon 20 insertions < 0.02% MAF. – LUMAKRAS efficacy has not been established in patients with KRAS G12C biomarkers < 0.11% MAF. – ENHERTU efficacy has not been established in patients with ERBB2 exon 20 insertions < 0.03% MAF and in patients with ERBB2 SNVs < 0.23% MAF. – ORSERDU efficacy has not been established in patients with ESR1 missense mutations < 0.03% MAF. – The test is not intended to be used for standalon
	information concerning the patient's condition, such as patient and family history, physical examinations, information from other diagnostic tests, and patient preferences, in accordance with the standard of care. – ctDNA shedding rate may be lower in patients with primary central nervous system (CNS) tumors. 
	Performance Characteristics 
	Please refer to product label, . Clinical Performance has not been established for biomarkers in categories 2, 3A, 3B and 4. AKT1ALKAPCARARAFATM, BRAF, BRCA1, BRCA2, CCND1, CDH1, CDK4, CDK6, CDK12, CDKN2A, CTNNB1, EGFR, ERBB2, ESR1, FGFR1, FGFR2, FGFR3, GATA3, GNA11, GNAQ, HRAS, IDH1, IDH2, KIT, KRAS, MAP2K1, MAP2K2, MET, MLH1, MTOR, MYC, NF1NFE2L2NRASNTRK1NTRK3PDGFRAPIK3CAPTENRAF1RETRHEBROS1SMAD4SMOSTK11TERTTSC1VHLALKAKT1APCATM, BRAFBRCA1, BRCA2, CDH1, CDK12, CDKN2A, EGFR, ERBB2, ESR1, FGFR2, GATA3, HNF1A,
	www.guardant360cdx.com/technicalinfo
	Guardant360 CDx is indicated to report the following SNVs (
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	Reporting is enabled for pathogenic germline alterations only. Somatic alterations will not be reported. | Reporting is enabled for both germline and somatic alterations.
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	Last Name, First Name (Acession ID) Patient MRN: NNNNNN | DOB: MMM-DD-YYYY | Sex: [Male/Female]Diagnosis: [Cancer Type] 
	 

	Definition of Categories 
	Definition of Categories 
	 
	The test report includes genomic finding reported in the following categories: 
	Category 
	Category 
	Category 
	Prescriptive usefor TherapeuticProduct 
	Clinical Performance 
	AnalyticalPerformance 
	Comments 

	Category 1: Companion Diagnostic(CDx) 
	Category 1: Companion Diagnostic(CDx) 
	Yes 
	Yes 
	Yes 
	ctDNA biomarkers linked to the safe and effective use of the corresponding therapeutic product, for which Guardant360 CDx hasdemonstrated clinical performance shown to support therapeuticefficacy and strong analytical performance for the biomarker. 

	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	Category 2: ctDNA Biomarkers withStrong Evidence of Clinical Significancein ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with strong evidence of clinical significancepresented by other FDA-approved liquid biopsy companiondiagnostics for which Guardant360 CDx has demonstrated analyticalreliability but not clinical performance. 

	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	Category 3A: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: strong analyticalvalidation using ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated analytical performance including analytical accuracy, and concordance of blood-based testing to tissue-based testing forthe biomarker. 

	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	Category 3B: Biomarkers with Evidenceof Clinical Significance in tissuesupported by: analytical validationusing ctDNA 
	No 
	No 
	Yes 
	ctDNA biomarkers with evidence of clinical significance presentedby tissue-based FDA-approved companion diagnostics orprofessional guidelines for which Guardant360 CDx hasdemonstrated minimum analytical performance including analytical accuracy. 

	Category 4: Other Biomarkers withPotential Clinical Significance 
	Category 4: Other Biomarkers withPotential Clinical Significance 
	No 
	No 
	Yes 
	ctDNA biomarkers with emergent evidence based on peer-reviewedpublications for genes/variants in tissue, variant information fromwell- curated public databases, or in-vitro pre-clinical models, for which Guardant360 CDx has demonstrated minimum analyticalperformance. 
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