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Figure S1. Network of all class B receptors and their peptide endogenous agonists. This network of associations 

in Homo Sapiens was obtained from Szklarczyk et al. (the highest confidence level setting). Close associations 

between: VIP and GHRH; SCT and PACAP (ADCYAP1) and VIPR1; VIP and CALCA were detected. 
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Figure S2. Sequence variation in TM helices of class B GPCRs. Amino acids were marked from the least 

conserved among class B GPCR sequences (blue) to the most conserved (red). The most conserved amino acids 

were marked in the right panel representing an inactive conformation of VPAC1 based on 5VEW.  
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Figure S3. Co-occurrence of class B GPCRs and their peptide agonists in various species obtained from 
Szklarczyk et al. 2021. 
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Figure S4. Isoforms of VPAC1 deposited in NCBI. 
 

 
 
Figure S5. Isoforms of VPAC2 deposited in NCBI. 
 

 
 
  



 5 

Figure S6. Multiple sequence alignment (MSA) of five VPAC1 sequences deposited in Uniprot. 

 
Figure S7. MSA of two VPAC2 sequences deposited in Uniprot. 
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Figure S8. MSA of five PAC1 sequences deposited in Uniprot. 

 
  



 7 

Table S1. Major isoforms of VIP and PACAP receptors according to Uniprot (accession date: 28 Dec 2021). 

Receptor Accession 

number 

Name Sequence 

length 

Sequence modifications with respect to 

the reference sequence (isoform 1) 

VPAC1 P32241-1 reference sequence, 

isoform 1 

457  

 P32241-2 Isoform 2 492 Additional fragment in N-termini 

 P32241-3 Isoform 3 247 5TM sequence 

 P32241-4 Isoform 4 409 Short variant according to Ota et al. 

 P32241-5 Isoform 5 416 Short variant according to Ota et al. 

VPAC2 P41587-1 Reference sequence, 

isoform 1 

438  

 P41587-2 Isoform 2 422 Short variant according to Ota et al. 

PAC1 P41586-1 Reference sequence, 

PAC1 null,  

isoform N, isoform 1 

468  

 P41586-2 PAC1 hop, 

Isoform N-HOP1 

496 insertion hop cassette 

 P41586-3 PAC1 δ5-6 null, 

Isoform S 

447 deletion exons 5-6 

 P41586-4 PAC1 δ5-6 hop, 

Isoform S-HOP1 

475 insertion hop cassette + deletion exons 5-6 

 P41586-5 PAC1 δ4-6 null, 

Isoform VS 

411 deletion exons 4-6 

 NCBI ref 

XP_00671

5708.1 

PAC1 hip, 

Isoform X1 

496 insertion hip cassette 

 


