It is possible to award PM3 points to both variants identified in an individual as long as the evidence related to their co-observation in that individual does not contribute to the variant classification that determines the number of points applied. This excludes all evidence derived from the co-observation, including inter-dependent PM3 points (pathogenicity of variant in trans/unknown phase), PP1 (genotype-phenotype co-segregation), and PP4 (phenotype specificity). 

Example 1: PM3 can be awarded to both variants in a pair without circularity
[bookmark: OLE_LINK11]Variants A and B are observed in trans in patient X, who meets the criteria for PP4. Variant A has not been observed in any other patients. Variant B has also been observed in patient Y, where it was confirmed in trans with a pathogenic variant (variant C, 1.0 PM3 pt) in an individual meeting the criteria for PP4_Moderate. 
[bookmark: OLE_LINK9][bookmark: OLE_LINK6][bookmark: OLE_LINK7]Variant A is classified as LP independent of the observation in patient X (e.g., PVS1 + PM2_Supporting).
[bookmark: OLE_LINK12][bookmark: OLE_LINK10]Variant B is also classified as LP independent of the observation in patient X (e.g., PS3_Moderate + PP3 + PM2_Supporting + PP4_Moderate (for patient Y) + PM3 (for variant C in patient Y). 
[bookmark: OLE_LINK13]In the curation of variant B, 1.0 PM3 pt can be awarded for the observation in patient X, since variant B was confirmed in trans with an LP* variant, variant A. With an additional 1.0 pt from its observation with variant A in patient X, PM3 can be upgraded to PM3_Strong, resulting in a final classification of P for variant B (PS3_Moderate + PP3 + PM2_Supporting + PP4_Moderate (patient Y) + PM3_Strong (patients X + Y).
[bookmark: OLE_LINK8]In the curation of variant A, 1.0 PM3 pt can be awarded for the observation in patient X as well, since variant A was also confirmed in trans with an LP* variant, variant B. With 1.0 pt, PM3 can be applied to variant A, resulting in a final classification of P for variant A (PVS1 + PM2_Supporting + PM3 (patient X) + PP4 (patient X)). 
*While the final classification of variants A and B is P, the classification that would be reached without counting the evidence from their co-observation in patient X (in this case, PM3 points and PP4) is used when awarding PM3 points for the observation in patient X. This avoids circularity and double counting of evidence.

Example 2: PM3 cannot be awarded to both variants in a pair without circularity
Variants A and B are observed in trans in patient X, who meets the criteria for PP4. Variant A has not been observed in any other patients. Variant B has also been observed in patient Y, where it was observed in unknown phase with a VUS variant (variant C, 0 PM3 pts) in an individual meeting the criteria for PP4. 
Variant A is classified as LP independent of the observation in patient X (PVS1 + PM2_Supporting).
Variant B is classified as VUS independent of the observation in patient X (e.g., PS3_Moderate + PP3 + PM2_Supporting + PP4 (for patient Y).
In the curation of variant B, PM3 can be awarded for the observation in patient X, since variant B was confirmed in trans with an LP* variant, variant A (1.0 PM3 pt). With the addition of PM3, variant B can be classified as LP (PS3_Moderate + PP3 + PM2_Supporting + PP4 (patient Y) + PM3 (patient X).
In the curation of variant A, PM3 cannot be awarded for the observation in patient X, since variant B was classified as VUS independent of the observation in patient X**, and the 0.25 PM3 pts awarded for being confirmed in trans with a VUS are not sufficient for PM3 to be applied at any strength level. While PM3 cannot be applied to variant A for the observation in patient X, PP4 can, resulting in a final classification of P for variant A (PVS1 + PM2_Supporting + PP4 (patient X)). 
[bookmark: OLE_LINK14]*While the final classification of variant A is P, the classification that would be reached without counting the evidence from their co-observation in patient X is used when awarding PM3 points for the observation in patient X. This avoids circularity and double counting of evidence.
**While the final classification of variant B is LP, the classification that would be reached without counting the evidence from their co-observation in patient X is used when awarding PM3 points for the observation in patient X. This avoids circularity and double counting of evidence.




