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Figure 7. TPO receptor agonists binding domain  

There are two types of activation mechanisms known for the TPO receptor (MPL) on the cell surface. 

The first is the binding of TPO to the ligand binding domain. TPO has a high affinity site and a low 

affinity site, which are located just behind each other. One molecule of MPL binds to each of these 

two sites, and the two molecules of MPL are cross-linked, activating the receptor. Eltrombopag binds 

to the transmembrane of MPL, causing the receptor to change its active conformation, and when the 

receptor dimerizes, it becomes active and transduces signals into the cell. 

 

 
Figure 8. Comparison of amino acid residues in 499 TPO receptors from various 

animals  
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Figure 14. Corticium  sp. in Chuuk Island Micronesia  
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Figure 15. Purification scheme for ThC  

Purified ThC was obtained through five purification steps. Details of the purification are described 

in the supplemental data (Figure S1-S3). 
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Figure 17.  Amino acid sequence of ThC  

(A ) Draft amino acid sequence of native ThC (nThC). Amino acid sequence of nThC was first 

determined based on Edman degradation (black line), and MALDI-TOF MS/MS de novo sequencing 

data of chymotrypsin (green), trypsin, (blue), and V8 protease (orange) digests. The 25th residue 

was assignes to by lysine (red letter). (B) Amino acid sequence comparison with the most 

homologous lectin from Serratia sp.. (C) Phylogenetic tree of ThC, related bacterial lectins and 

TPO with collapsed tree nodes (Figure S4). (D) SDS-PAGE for recombinant ThC. Recombinant 

ThC was expressed in E.coli based on the sequence of draft ThC, and purified by nickel column 

using His-tag at the N-terminus. ThC was not found in the flow-through fractions (FT) of the 

nickel column, and a band of ThC was identified in the elution fraction. (E) Amino acid sequences 

of a recombinant ThC. Recombinant ThC was digested with trypsin and the obtained peptides 

were sequenced by LC-MS/MS and fitted to the draft sequence. A total of four runs were 

conducted. ThC1-4 indicates each experiment. 
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Figure 23. Three -dimensional structure of bacterial lectin and ThC  

(A ) Three dimensional structure of bacterial fucose/mannose binding lectins: PA-IIL, BC2LC-ct, 
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Figure 27. Effect of 6 -alkynyl -fucose (6-Alk -Fuc) on the glycans of cells.  

Two types of fucose usages in cells: the salvage pathway, where fucose from external sources is 

directly taken, and the de novo pathway, in which fucose was enzymatically converted from 

mannose. The added 6-Alk-Fuc is taken up by the cells and either 6-Alk-Fuc-containing glycans 

are synthesized instead of fucose in the salvage pathway, or, fucose-deficient glycans are 

synthesized due to inhibition of the key enzyme FX in the de novo pathway.  

*Figure was taken from (57) with partial modification. 
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of N-glycan consensus sequences of MPLs in various animals. Only N117 is conserved in all 

animals surveyed. 
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Figure 36. Effect of high concentrations of each MPL agonist on proliferation of 

Ba/F3-HuMpl  

(A ) Predicted inhibition of Ba/F3-HuMpl cell proliferation by agonists at high concentrations. 

Cytotoxicity was measured using Ba/F3 cells, and if the proliferation of Ba/F3-HuMpl cells was 

lower than the cytotoxicity, dimerize inhibition was considered to have been induced. (B) 

Proliferation rate of Ba/F3-HuMpl by high concentrations of agonists (black line) and of Ba/F3 by 
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agonists in the presence of mIL-3 (pink line). 
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Figure S4. Phylogenetic tree of ThC a nd putative bacterial fucose binding lectins and 

TPO  

Bootstrap probabilities of 1,000 replications are shown at each node. A scale bar indicates the genetic 

distance represented by the horizontal branches.  
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Figure  S5A 
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Figure S5B-1 
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Figure S5B-2 
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Figure S5B-3 
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Figure S5B-4 
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Figure S5B-5 

  
















































