
Figure S1 

Figure S1. Cytoplasmic localization of ETV6 R��9Q patients’ PBMCV drives upregulation of interferon response genes
(A)�80$3 plot of cells sequenced from healthy controls (circle) and ETV6 R369Q patients (triangle).  (B) Dot� plot�of top differentially expressed interferon response 
genes split by ETV6 R369Q patients versus age�DQG� gender�matched controls.



Figure S2 

Figure S2. Ingenuity Pathway Analysis Upstream Regulators
Ingenuity Pathway Analysis predicted HDAC3 to be the upstream regulator of the upregulated proinflammatory interferon response genes 
observed in the ETV6 P214L and R369Q PBMCV.



Figure S3 

Figure S3. Knockdown of ETV6 in PMBCV results in a proinflammatory transcriptional signature 
(A)�Western blot demonstrating protein knockdown of ETV6 upon targeted siNRA knockdown in healthy PBMCV.� Representative image of two independent experiments.  
mRNA knockdown of ETV6 by qPCR, relative to� GAPDH.  ETV6 mRNA levels significantly decrease with ETV6 targeted siRNA in healthy PBMCV (Mann Whitney�U test, 
p<0.0001, three independent experiments).  (B) Proinflammatory interferon response genes increase in�ETV6 knockdown compared to non-targeting control siRNA.  
Analysis of three independent experiments, results�not statistically significant due to variability in ETV6 knockdown HIILFLHQF\.  (C) Ingenuity Pathway Analysis identiILHV 
monocyte and macrophage activation upon ETV6 knockdown in PBMCV.



Figure S4 

Figure S4. Immunophenotyping of ETV6 P214L and R369Q
(A)�Flow cytometric analysis of PBMCV from healthy controls and ETV6 P214L patients.  Frequencies of CD3 T� cells, CD19 B cells, CLPs (CD19-, CD3-, CD34+, CD10
+), and MEPs (CD10- CD34+ CD38+ CD135-CD45RA-) were not significantly different between patients and controls, while the frequency of HSCs (CD34+,� CD38-, 
CD90+) were significantly increased (unpaired t-test, p=0.0393) in affected patients.  (B) Flow cytometric� analysis of PBMCV from healthy controls and ETV6 R369Q 
patients.  Frequencies of CD3 T cells, CD19 B cells,� CLPs (CD19-, CD3-, CD34+, CD10+), and HSCs (CD34+, CD38-, CD90+) were not significantly different� between 
patients and controls, while the frequency of MEPs (CD10- CD34+ CD38+ CD135- CD45RA-) were� significantly increased (unpaired t-test, p=0.0152) in affected 
patients.



Figure S5 

Figure S5. Cytokine analysis of ETV6 P214L serum
29 cytokines, chemokines, and proinflammatory molecules were analyzed in the serum of healthy controls (n=4) and patients carrying ETV6 P214L (n=4) using a 
MesoScale Discovery multiplex assay.  Mean values of 4 samples with technical duplicates.  No significant differences were observed between healthy controls 
and patients.



Figure S6 

Figure S6. DAVID Functional Annotation Clustering analysis of ETV6 P214L platelet transcripts 141 genes were significantly downregulated in 
SODWHOHWV�GHULYHG�IURP�patients with the P214L mutation� �Q �� compared to all controls��Q ��.  DAVID analysis of transcripts significantly downregulated in 
patients with ETV6 P214L designated two functional clusters with enrichment scores greater than or equal to 1.3.




