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The resurrection of ancestral enzymes of now-extinct organisms
(paleogenetics) is a developing field that allows the study of
evolutionary hypotheses otherwise impossible to be tested. In the
present study, we target fungal peroxidases that play a key role in
lignin degradation, an essential process in the carbon cycle and
often a limiting step in biobased industries. Ligninolytic peroxidases
are secreted by wood-rotting fungi, the origin of which was recently
established in the Carboniferous period associated with the appear-
ance of these enzymes. These first peroxidases were not able to
degrade lignin directly and used diffusible metal cations to attack its
phenolic moiety. The phylogenetic analysis of the peroxidases of
Polyporales, the order in which most extant wood-rotting fungi are
included, suggests that later in evolution these enzymes would
have acquired the ability to degrade nonphenolic lignin using a
tryptophanyl radical interacting with the bulky polymer at the
surface of the enzyme. Here, we track this powerful strategy for
lignin degradation as a phenotypic trait in fungi and show that it is
not an isolated event in the evolution of Polyporales. Using
ancestral enzyme resurrection, we study the molecular changes
that led to the appearance of the same surface oxidation site in two
distant peroxidase lineages. By characterization of the resurrected
enzymes, we demonstrate convergent evolution at the amino acid
level during the evolution of these fungi and track the different
changes leading to phylogenetically distant ligninolytic peroxidases
from ancestors lacking the ability to degrade nonphenolic lignin.

convergent evolution | ancestral enzyme resurrection | lignin |
Polyporales | fungal peroxidases

Degradation of lignin is essential for carbon recycling in land
ecosystems and often represents a key step for the use of
biomass in the industry (1). The main organisms that are able to
mineralize lignin are white-rot fungi, using an array of oxidative
enzymes (2). Three class II peroxidases of the peroxidase-
catalase superfamily (3) are involved in the initial attack on
lignin: (i) lignin peroxidases (LiP), which are able to oxidize its
major nonphenolic moiety (4); (i) manganese peroxidases (MnP)
including short and long MnPs with slightly different properties
(5) that oxidize Mn** to Mn>*, the diffusible chelates of which
oxidize the minor phenolic moiety of lignin (6); and (i) versatile
peroxidases (VP), which combine the catalytic properties of LiP,
MnP, and plant peroxidases (the latter oxidizing phenolic mono-
lignols) (7, 8). Also, white-rot fungi produce generic peroxidases
(GP), catalytically similar to plant peroxidases. The above four
peroxidase types have been characterized, and their structural and
kinetic properties are well known (9). Thereby, they can oxidize
substrates at three sites: (i) the main heme access channel, where
low redox-potential compounds are oxidized (in all of them); (ii) a
Mn**-oxidizing site, formed by three acidic residues near one of the
heme propionates (10) (in MnP and VP); and (jii) a surface tryp-
tophan (11, 12) that is able to oxidize lignin directly (13, 14) via an
aminoacyl radical and long-range electron transfer to heme (15) (in
VP and LiP).

In past years, there has been an increasing interest in the
evolution of wood-degrading organisms. The origin of lignin
degradation by fungi, associated with the appearance of the first
ligninolytic peroxidases, has been estimated to have occurred
during the Carboniferous period, playing a role in the decline of
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coal accumulation near the end of the Permo-Carboniferous
(16). However, geoclimatic factors would have also significantly
contributed to coal formation under ever-wet tropical conditions,
and its decline could also be related to climatic shifts toward
drier conditions (17, 18). Then, the expansion and diversification
of genes encoding ligninolytic peroxidases occurred leading to
the families existing today, as shown by genomic and evolution-
ary studies (16, 19, 20). The diversity and evolution of these
enzymes have been studied particularly in the order Polyporales,
where the lignicolous habitat is largely predominant, resulting in
the most efficient ligninolytic enzymes. Recent studies included
first analyses of the appearance and disappearance of relevant
catalytic sites (20) and later sequence reconstruction, heterologous
expression (“resurrection”), and experimental characterization of
some ancestral enzymes (21). The evolutionary analysis of per-
oxidases shows phylogenetically distant enzymes (corresponding to
the above LiP and VP types) that would be a priori able to oxidize
nonphenolic lignin at the exposed catalytic tryptophan (11-15, 22).
To determine if the LiP/VP distribution in the peroxidase phy-
logeny is due to duplication of an ancestor and maintenance of
function or to a convergent process, we first performed phyloge-
netic analyses and ancestral sequence reconstruction of Poly-
porales peroxidases from sequenced genomes. This choice should
enable a precise description on the evolution of ligninolytic en-
zymes within this order, although the reconstruction of enzymes
predating Polyporales could be partially biased. Then we com-
pared in the laboratory the previously described line leading to
extant LiP (21) with a new independent evolutionary line leading
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to extant VP, and established their convergent evolution using
empirical analyses of resurrected enzymes.

Results

Ancestral Sequences of Polyporales Peroxidases. For reconstructing
the ancestral sequences leading to the extant lignin-degrading
peroxidases in Polyporales, we built a phylogenetic tree with
RAxML (Fig. 1) after manual annotation of the complete set of
peroxidase sequences (a total of 113) in the sequenced genomes
of Bjerkandera adusta, Ceriporiopsis subvermispora, Dichomitus
squalens, Fomitopsis pinicola, Ganoderma sp., Phlebia brevispora,
Phanerochaete chrysosporium, Postia placenta, Trametes versicolor,
and Wolfiporia cocos. For the present analysis, the tree was di-
vided into (i) clade A containing GPs; (if) clade B, including two
subclades of short MnPs and VPs; (iii) clade C formed exclu-
sively of long MnPs; and (iv) clade D containing short MnPs and
some VPs, together with the large LiP subclade. B and D are the
only clades that contain enzymes that a priori would oxidize
nonphenolic lignin due to the presence of the exposed catalytic
tryptophan. To explain the presence of this residue in two phy-
logenetically different peroxidase clades, horizontal gene trans-
fer between lines D and B was first ruled out, since no similarities
were detected between the flanking regions of genes encoding
clade D LiPs and clade B VPs. Double-gene transfer (from out-
side Polyporales) was also rejected since BLAST search of both
extant genes on the National Center for Biotechnology In-
formation database show sequence identities only with genes of
Polyporales peroxidases. Therefore, duplication of the gene of an
ancestral peroxidase containing the tryptophan and its differenti-
ation in lines B and D or convergent evolution were considered.

To decide between these two alternative hypotheses, we per-
formed ancestral sequence reconstruction with PAML. The av-
erage posterior probability, for the predicted amino acids in each
reconstructed sequence, always was >0.95, except for the most
ancestral reconstructed sequence (SI Appendix, Fig. S1). More
importantly, no ambiguity was observed for the positions of the
catalytic tryptophan, the Mn** oxidation site, or other residues
relevant for catalysis described below. Then we selected six an-
cestral enzymes and two lignin-degrading extant peroxidases—
the highly expressed 7. versicolor VP2 (23) and the well-known
P. chrysosporium LiPA (LiPHS8) (4)—for heterologous expres-
sion and comparative characterization. The eight sequences
define two well-separated evolutionary lines leading to the
above extant ligninolytic peroxidases (TV-VP2 and PC-LiPA).
Both pathways begin with the Common ancestor of Polyporales
peroxidases (CaPo), which is the precursor of gene lineages
leading to clade B VP (blue line in Fig. 1) and clade D LiP (red
line in Fig. 1). In this way, CaPo gave rise to the Common
ancestors of clades D (CaD) and B (CaB). Therefore, the main
evolutionary change is the independent and parallel appear-
ance of the surface tryptophan in two ancestral states of both
lines: Ancestral VP of line B (AVP-b) and Ancestral VP of line
D (AVP-d). After this event, there are no significant modifi-
cations in the evolution of peroxidases in line B up to the extant

enzyme (TV-VP2). However, in line D evolution, AVP-d lost its
Mn“* oxidation site, giving rise to the first LiP of the phylogeny
(Ancestral LiP, ALiP) that later evolves into extant LiPs of
clade D (including PC-LiPA). The molecular mechanisms that
lead to the emergence of the surface tryptophan are different in
both lines, as described below (and indicated on the ancestral
nodes in Fig. 1).

Structural Comparison of Two Peroxidase Lineages. The amino acid
sequences of the ancestors and the two extant peroxidases show
56-87% identity (SI Appendix, Table S1). Their multiple align-
ment (SI Appendix, Fig. S2) reveals that there have not been
strong modifications in the conserved regions during evolution,
beyond the changes in the oxidation sites that we describe below.
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Fig. 1. Phylogenetic tree of 113 peroxidases from 10 Polyporales genomes
(sequences in Dataset S1; bootstrap values >0.5 are indicated). Clades A-D are
shown. The paths to the extant LiPA of P. chrysosporium (JGI ID# 2989894) and
VP2 of T. versicolor (JGI ID# 26239) are shown in red and blue, respectively.
Also, the milestones in these evolutionary lines (CaPo for both lines; CaD, AVP-
d, and ALIP in red line; and CaB and AVP-b in blue line) are marked. The circles
show the characteristics of the oxidation sites present in each of these nodes
(Left: catalytic tryptophan and homologous residues; Right: Mn?* oxidation
site). The sequence labels start with the species code (BJEAD, B. adusta; CERSU,
C. subvermispora; DICSQ, D. squalens; FOMPI, F. pinicola; GANSP, Ganoderma
sp; PHACH, P. chrysosporium; PHLBR, P. brevispora; POSPL, P. placenta; TRAVE,
T. versicolor; and WOLCO, W. cocos) followed by the JGI ID# and the peroxi-
dase type, including GP, LiP, MnP-short, MnP-long, VP, and VP-atypical.

Moreover, the molecular models (Fig. 2) show that the overall
structure, with 12 helices, two structural Ca>* ions, and four
disulfide bonds, is maintained through time. A more detailed
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Fig. 2. Molecular model of ancestral CaPo and its main structural changes in
evolution. The most relevant amino acids of the common ancestor (CaPo) are
labeled, and only the main changes in the oxidation sites are represented for
the other peroxidases (two structural Ca* jons are shown as gray spheres).
The Mn?*-binding site, formed by three acidic residues, and Ala172, ho-
mologous to catalytic tryptophan, are circled in CaPo. Red line: changes in
line D evolution, with the appearance of Trp172 in AVP-d and loss of the
Mn?**-binding site due to the Asn183 appearance in ALiP. Blue line: changes
in line B evolution, with the appearance of Asp170 in CaB that later changed
to Trp170 for lignin oxidation by AVP-b. Aromatic residues (Phe206 and
Trp252 in CaPo) involved in long-range electron transfer from the exposed
tryptophan are conserved from the first ancestor.

analysis shows that all of the enzymes have a well-defined heme
pocket with a proximal His177 coordinating the Fe**of the
heme, Asp239, and Phel194 at one side of the heme (numbers
referred to CaPo and line D) and a distal His48, Arg44 (two
residues that participate in reaction with H,O,), Asn85, and
Phe47 at the opgosite side (His47, Arg43, Asn84, and Phe46 in
line B). The Ca** ions would be similarly coordinated in all of
the enzymes with small differences that would not affect the
anchorage of the cation.

The main differences are related to the oxidation sites that
these peroxidases have. These sites are identified in all of the
ancestors, and we tracked their change as they evolved. The Mn?*-
binding site is defined by three acidic residues that already appear
in CaPo (Glu37, Glu4l, and Asp183) and are maintained both in
line B until the extant TV-VP2 (Glu36, Glu40 and Asp181) and
in line D until AVP-d. In this line, the Mn**-binding site is lost
in ALiP (Asp183 becomes Asn183: Fig. 2, red line) and remains
absent in all extant LiPs. Note that clade C, the sister clade of
clade D (Fig. 1), evolved maintaining the Mn?* oxidation site.

The site for direct oxidation of lignin is located in a surface
tryptophan, and electrons are transferred to the heme following a
preferred route involving buried Trp251 and Phe205 in PC-LiPA
(15). Analysis of the homologous oxidation site in CaPo reveals
that the ancestral surface residue was Alal72, while the amino
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acids of the route are present since the origin (Trp252 and Phe206
in CaPo) and conserved through evolution (Fig. 2). Therefore,
although the scaffold for electron transfer is present, the absence of
the required exposed tryptophan would have impeded for the most
ancestral enzymes the direct oxidation of lignin.

The appearance of the catalytic tryptophan in line D occurs in
AVP-d (Trpl72, Figs. 1 and 2, red line), the first enzyme of this
line that would be able to modify lignin directly. After AVP-d,
both ALiP and PC-LiPA maintain the surface tryptophan. The
study of the same oxidation site in line B shows that, in the
common ancestor of this clade (CaB), Alal72 became Asp170,
which later changed to Trp170 in AVP-b (and is maintained in
TV-VP2, Figs. 1 and 2, blue line). Thus, the same oxidation site
appears twice in evolution, and, interestingly, different sequences
of changes led to the same catalytic amino acid in parallel pro-
cesses. Therefore, this event is defined as a convergent trait in
lignin degradation by fungal peroxidases. To confirm the ability
to oxidize lignin model compounds, and compare the catalytic
properties in both convergent lines, we resurrected the described
ancestral enzymes as reported below.

Reaction Kinetics and Convergent Evolution of Ancestral Peroxidases.
The selected enzymes from the two evolutionary lines (Fig. 1) were
resurrected by Escherichia coli expression of the synthesized genes,
in vitro-activated and purified, and their catalytic properties were
analyzed using five substrates, which define the different oxidation
sites that these peroxidases can have. Veratryl alcohol (VA) was
used as a model for nonphenolic lignin, while 2,6-dimethoxyphenol
(DMP) was tested representing the minor phenolic moiety of lig-
nin. The oxidation of Mn** was also analyzed, since Mn>* oxidizes
phenolic lignin. Finally, the oxidation of two dyes, often used
as high (Reactive Black 5, RB5) and low (2,2'-azinobis[3-
ethylbenzothiazoline-6-sulfonate], ABTS) redox-potential per-
oxidase substrates, was also assayed. As we described above, the
sites for the oxidation of Mn®* and high-redox-potential substrates
(VA and RBS5) are well defined in the structure of these enzymes.
Moreover, low redox-potential substrates (DMP and ABTS) can
be oxidized, with high efficiency, at the same tryptophan re-
sponsible for oxidation of high-redox-potential substrates and,
with low efficiency, at one of the heme-access channels, resulting
in biphasic kinetics, as shown for some extant peroxidases (24).

Catalytic constant (k.,;) and affinity constant (Kj,) were calcu-
lated for all of the resurrected and extant peroxidases (S Appendix,
Table S2), but what is clear with evolution is the change in the
catalytic efficiency (kca/Km) with time (Fig. 3, Upper bars). CaPo,
the common ancestor of both lines, is an enzyme that can oxidize
low-redox-potential substrates in the low-efficiency site, but also
Mn?* at the specific binding site. After that, the respective com-
mon ancestors of each line (CaB and CaD) are almost identical in
their catalytic properties: both are able to oxidize low-redox-
potential substrates (in their low-efficiency sites) and Mn?". In-
terestingly, the same trend is observed in both ancestors: they re-
duce the catalytic efficiency oxidizing ABTS and DMP while the
efficiency oxidizing Mn** is improved. From this point on, the
trends in lines B and D are different, taking into account the nature
of their catalytic sites and the reactions that they perform. While
the efficiency oxidizing Mn®* decreases in AVP-b (blue line in Fig.
3), AVP-d attains the highest value among all enzymes analyzed
here (red line in Fig. 3). Later, in the evolution of clade B, there
are no changes in the oxidation of the cation (in TV-VP2) while in
clade D the Mn** oxidation site/activity is lost.

The nonphenolic lignin model substrate VA begins to be oxi-
dized in parallel in both lines, as a convergent trait in AVP-b and
AVP-d, coinciding with the appearance of the catalytic trypto-
phan. However, the evolution of the catalytic efficiency differs.
While in line D the efficiency oxidizing VA increases in ALiP and
is maximal in PC-LiPA (red line in Fig. 3), it is maintained at low
levels in TV-VP2 of clade B (blue line in Fig. 3). Interestingly, the
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tryptophan appeared for the first time, and black circles represent the other

keq for VA is always high in line B, with the TV-VP2 value being
eightfold the observed for ALIP (the highest in line D) (Fig. 3,
Lower bars). The main reason for a low catalytic efficiency of the
two VPs in line B is the high K, that they have (S Appendix, Table
S2)—three to four magnitude orders greater than observed for the
enzymes of line D. One explanation for differences in the activity
of peroxidases in lines B and D is the different charge distribution
in the surface environment of the catalytic tryptophan. As shown
in Fig. 4, the tryptophan (or homologous residue) environment in
line D is progressively more acidic while a similar tendency was
not observed in line B. A more electronegative environment will
promote stabilization of positively charged compounds (such as
the VA cation radical) and, more importantly, will increase the
oxidizing power of the catalytic radical.

Stability Comparison in the Two Peroxidase Lineages. We analyzed
the pH stability of the ancestors and extant enzymes in the evolu-
tionary lines B (SI Appendix, Fig. S3) and D (SI Appendix, Fig. S4)
by measuring the residual activity after a 4-h incubation at 25 °C in
the pH 2-10 range. Overall, the stability at pH 4-6 is higher in the
ancestors of clade B while the ancestors of clade D are more stable
at a pH > 6 (where, in contrast, CaB, AVP-b, and TV-VP2 are
inactivated). More interestingly, the stability at pH 3 (where lig-
ninolysis takes place in nature) strongly increases during the last
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nodes analyzed.

evolution steps (Fig. 54), either in parallel with the appearance of
the catalytic tryptophan (line D) or after its appearance (line B).

Thermal denaturation was studied by circular dichroism (73,
values) and residual activity measurement (7, values) of peroxi-
dases in lines B (S Appendix, Fig. S5) and D (SI Appendix, Fig. S6).
The melting profiles parallel the changes observed in activity in all
cases and tended to decrease during evolution (line D), although
all of the T’so values were in the 55-65 °C range (Fig. 5B). The main
change was observed when the Mn**-binding site disappeared in
line D, diminishing the thermal stability (in ALiP and PC-LIPA).
The higher stability in line B, and in more ancestral line D, enzymes
is in agreement with the Mn* contribution to cofactor binding.

Discussion
The main evidence about the basidiomycete enzymes involved in
lignin degradation comes from the genomic information avail-
able in the past years. Every study shows the presence of LiP,
MnP, or VP genes in the sequenced genomes of all typical white-
rot (lignin-degrading) fungi and their absence from all typical
brown-rot (cellulose-degrading) fungi and some poor wood rotters
(16, 19, 20, 25).

Here, we analyzed the appearance and subsequent evolution of
phylogenetically distant LiP- and VP-type genes within the evo-
lution of Polyporales, resulting in the most efficient ligninolytic
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Fig. 4. Changes in the electrostatic surface of the environment of the cat-
alytic tryptophan and homologous residues (pink spheres in the center) in
peroxidase evolution. In line B to TV-VP2 (blue line), the changes are more
subtle, but in line D to PC-LiPA (red line), a clear increase in the negative
charge (red) happened with time.

enzymes. Although the first class II fungal peroxidase(s) most
probably appeared by horizontal transfer of a prokaryotic perox-
idase (such as cytochrome ¢ peroxidase) gene from an ancestral
organelle (26), no evidence for subsequent horizontal transfer in
Polyporales was obtained by BLAST searches (27) in agreement
with the very rare nature of such events in basidiomycetes (28).
However, evolutionary clues of the presence of the same lignin-
degradation mechanism in distant Polyporales peroxidases could
be obtained by ancestral sequence reconstruction and character-
ization of the resurrected enzymes.

For sequence reconstruction, we used maximum likelihood (ML)
methods that have some advantages over other approaches (29). To
deal with the inherent limitations and uncertainties in ancestral re-
constructions (30), (i) we used the best data available, i.e., all of the
class II peroxidase genes in 10 Polyporales genomes after their
careful revision and manual annotation (20), and (i) we verified that
no ambiguity exists in the amino acids forming the different oxida-
tion sites (31). The reconstructed sequences revealed that the ap-
pearance of the surface tryptophan abstracting electrons from lignin
(13, 14) was not an isolated event in the evolution in Polyporales.
Moreover, the biochemical characterization of the resurrected an-
cestral peroxidases enabled us to confirm their predicted new
catalytic properties and revealed how they progressively changed
in the two evolutionary lines analyzed, as discussed below.

First, the experimental characterization of the resurrected
enzymes showed the evolvability (32) of fungal peroxidases in the
exploration of new mechanisms to modify lignin at different
points of their phylogeny. The common ancestor of Polyporales
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peroxidases (CaPo) was most probably a short MnP that used
Mn>* to attack the phenolic moiety of lignin and other phenolic
molecules, acting synergistically with secreted oxidases and in-
tracellular oxidoreductases. By comparison with analyses with a
broader sampling of genomes (although including fewer Poly-
porales species) (16), CaPo would correspond with the common
ancestor of all Agaricomycetes class II ligninolytic peroxidases,
not just those of Polyporales, and is estimated to have existed
roughly 400 Mya (results from molecular clock analyses with
fossil calibration). Note that the common ancestor of Poly-
porales fungi, appearing at the early Cretaceous, would already
have several (3-13) peroxidase genes (ligninolytic and GP in-
cluded) (16). Therefore, the higher expansion and specialization
of peroxidases would postdate the Carboniferous, although the
fungal capacity to degrade lignin would occur earlier using an-
cestral peroxidases (like CaPo) oxidizing the minor phenolic
moiety of lignin and phenolic ancestral polymers. After CaPo,
the common ancestors of clades D (CaD) and B (CaB) would
have almost identical properties (both in activity and stability).
This includes an increase in the efficiency of oxidizing Mn>* that
reveals a similar initial degradative strategy in the two branches,
using Mn>* chelates. Reconstruction of these old peroxidases
would be more uncertain than for the three more recent an-
cestors, which already appeared within Polyporales. The oxida-
tion site for high-redox-potential substrates appeared in both
lines, and VA (the laboratory model substrate for lignin degra-
dation studies) was oxidized by the resurrected enzymes. MnPs
would be efficient degrading ancestral phenolic polymers and
phenolic lignin in plants, but MnP’s action on nonphenolic lignin
would require the concerted action of LiPs and VPs. In this
way, ancient fungi would incorporate a powerful tool into their
degradative machinery.

After the catalytic tryptophan appearance, we observed an in-
crease in the peroxidase efficiency oxidizing VA in both branches,
but the kinetic parameters and the evolution of other oxidation
sites were different. Evolution in line D focused on a better deg-
radation of lignin by removing other oxidation sites (at the ex-
pense of the stability conferred by the Mn**-binding site) and
maintaining the surface tryptophan, with a progressively more
acidic environment (that increases the tryptophanyl radical re-
activity). However, VPs in clade B maintain both oxidation sites.
Although VPs could be seen as mere evolutionary intermediates,
as found in line D, a significant improvement in the oxidation of
VA was observed in both branches after the appearance of the
catalytic tryptophan. In addition to the changes in the architecture
and activity of the oxidation sites, we also observed an increase
with evolution in the peroxidase stability under the acidic condi-
tions that characterize the hyphal microenvironment where lig-
ninolysis takes place in nature (33). In clade D, the appearance of
the new oxidation site comes along with a huge increase in acidic
stability, but in clade B this stability is acquired later. Either way,
there is a clear improvement toward the stabilization at pH 3,
where the oxidizing power of these enzymes is the highest (34, 35).

Fig. 5. The pH and thermal stabilities in the D (red
line) and B (blue line) evolutionary pathways. (A)
Changes in residual activity after incubation at pH 3.
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The above evolutionary trend, which results in more efficient
oxidation of lignin, was most probably related to changes in plant
cell wall and tissue anatomy. Despite the evolutionary history of
lignins remaining unclear, there have been significant changes in
their composition and structure including convergent evolution
between different vascular plants (36, 37). Angiosperms are the
plants with the more complex lignin (38, 39), including a higher
relative abundance of syringyl units with the C; and Cs positions
of the aromatic ring blocked by methoxyls, compared with most
gymnosperms, that results in a predominance of nonphenolic
(C4-etherified) units (40). The angiosperm appearance (140-
250 Mya) (41) roughly corresponds with the age of the two most
recent ancestors of major clades B and D of ligninolytic perox-
idases in Polyporales (~200 Mya) that subsequently incorporated
the exposed catalytic tryptophan almost at the same time (16).
This evolutionary event resulted in the most efficient peroxidases
that oxidize nonphenolic lignin by long-range electron transfer
from the protein surface, as shown using methylated lignin (13).
Interestingly, a similar electron transfer mechanism has been de-
veloped by plant peroxidases involved in lignin polymerization,
with the appearance of an enzyme being able to oxidize the bulkier
(dimethoxylated) sinapyl alcohol monolignol characterizing an-
giosperm lignin at a surface aromatic residue (42).

1. Martinez AT, Ruiz-Duefias FJ, Martinez MJ, Del Rio JC, Gutiérrez A (2009) Enzymatic
delignification of plant cell wall: From nature to mill. Curr Opin Biotechnol 20:348-357.

2. Ruiz-Duenas FJ, Martinez AT (2009) Microbial degradation of lignin: How a bulky
recalcitrant polymer is efficiently recycled in nature and how we can take advantage
of this. Microb Biotechnol 2:164-177.

3. Zamocky M, et al. (2015) Independent evolution of four heme peroxidase super-
families. Arch Biochem Biophys 574:108-119.

4. Hammel KE, Cullen D (2008) Role of fungal peroxidases in biological ligninolysis. Curr
Opin Plant Biol 11:349-355.

. Fernandez-Fueyo E, et al. (2014) Structural implications of the C-terminal tail in the
catalytic and stability properties of manganese peroxidases from ligninolytic fungi.
Acta Crystallogr D Biol Crystallogr 70:3253-3265.

6. Gold MH, Youngs HL, Gelpke MD (2000) Manganese peroxidase. Met lons Biol Syst 37:
559-586.

7. Camarero S, Sarkar S, Ruiz-Duefias FJ, Martinez MJ, Martinez AT (1999) Description of
a versatile peroxidase involved in the natural degradation of lignin that has both
manganese peroxidase and lignin peroxidase substrate interaction sites. J Biol Chem
274:10324-10330.

8. Ruiz-Duefias FJ, Martinez MJ, Martinez AT (1999) Molecular characterization of a
novel peroxidase isolated from the ligninolytic fungus Pleurotus eryngii. Mol
Microbiol 31:223-235.

9. Ruiz-Duefas FJ, Martinez AT (2010) Structural and functional features of peroxidases
with a potential as industrial biocatalysts. Biocatalysts Based on Heme Peroxidases,
eds Torres E, Ayala M (Springer, Berlin), pp 37-59.

10. Kishi K, et al. (1996) Characterization of manganese(ll) binding site mutants of
manganese peroxidase. Biochemistry 35:8986-8994.

11. Pérez-Boada M, et al. (2005) Versatile peroxidase oxidation of high redox potential
aromatic compounds: Site-directed mutagenesis, spectroscopic and crystallographic
investigation of three long-range electron transfer pathways. J Mol Biol 354:385-402.

12. Smith AT, Doyle WA, Dorlet P, lvancich A (2009) Spectroscopic evidence for an en-
gineered, catalytically active Trp radical that creates the unique reactivity of lignin
peroxidase. Proc Natl Acad Sci USA 106:16084-16089.

13. Saez-Jiménez V, et al. (2016) Role of surface tryptophan for peroxidase oxidation of
nonphenolic lignin. Biotechnol Biofuels 9:198.

14. Saez-Jiménez V, et al. (2015) Demonstration of lignin-to-peroxidase direct electron
transfer: A transient-state kinetics, directed mutagenesis, EPR, and NMR study. J Bio/
Chem 290:23201-23213.

15. Acebes S, et al. (2017) Mapping the long-range electron transfer route in ligninolytic
peroxidases. J Phys Chem B 121:3946-3954.

16. Floudas D, et al. (2012) The Paleozoic origin of enzymatic lignin decomposition re-
constructed from 31 fungal genomes. Science 336:1715-1719.

17. Nelsen MP, DiMichele WA, Peters SE, Boyce CK (2016) Delayed fungal evolution did not
cause the Paleozoic peak in coal production. Proc Nat/ Acad Sci USA 113:2442-2447.

18. Hibbett D, Blanchette R, Kenrick P, Mills B (2016) Climate, decay, and the death of the
coal forests. Curr Biol 26:R563-R567.

19. Nagy LG, et al. (2016) Comparative genomics of early-diverging mushroom-forming
fungi provides insights into the origins of lignocellulose decay capabilities. Mol Biol
Evol 33:959-970.

20. Ruiz-Duenas FJ, et al. (2013) Lignin-degrading peroxidases in Polyporales: An evolu-

tionary survey based on 10 sequenced genomes. Mycologia 105:1428-1444.

. Ayuso-Fernandez |, Martinez AT, Ruiz-Duefias FJ (2017) Experimental recreation of the
evolution of lignin-degrading enzymes from the Jurassic to date. Biotechnol Biofuels 10:67.

22. Mester T, et al. (2001) Oxidation of a tetrameric nonphenolic lignin model compound
by lignin peroxidase. J Biol Chem 276:22985-22990.

v

2

Ayuso-Fernandez et al.

Materials and Methods

The 113 sequences of class Il peroxidases in the genomes of B. adusta,
C. subvermispora, D. squalens, F. pinicola, Ganoderma sp., P. brevispora,
P. chrysosporium, P. placenta, T. versicolor, and W. cocos (Dataset S1) available
at the Department of Energy Joint Genome Institute (JGI) were used in this
study. ML phylogeny was constructed with RAXML (43), and PAML 4.7 (44) was
used to obtain the most probable ancestral sequences that were manually
corrected for insertions or deletions and synthesized for E. coli expression.
Molecular models were obtained at the Swiss-Model server (45). The coding
DNA sequences of ancestral and extant peroxidases were cloned and used to
transform E. coli. The apoenzymes were recovered from inclusion bodies,
in vitro-activated, and purified. Mn?*, VA, ABTS, DMP, and RB5 were used for
kinetic characterization at the optimal pH and H,O, concentrations (see S/
Appendix, Table S2 footnote a). For pH stability, the peroxidases were in-
cubated at pH 2-10 for 4 h, and activity was estimated with ABTS. For thermal
stability, the enzymes were incubated for 10 min at 25-85 °C (pH 5.5) to obtain
Tso values. Circular dichroism was used to obtain Ty, values. See SI Appendlix
for details.
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The SI Appendix includes Supporting Materials and Methods, Supporting Figs. S1-S6 and
Tables S1 and S2 and Supporting References.

Supporting Materials and Methods

Phylogenetic analysis, ancestral enzyme reconstruction and molecular modeling. Every
class-1l peroxidase (113 sequences) annotated in the genomes of ten Polyporales (phylum
Basidiomycota) species (namely B. adusta, C. subvermispora, D. squalens, F. pinicola,
Ganoderma sp., P. brevispora, P. chrysosporium, P. placenta, T. versicolor and W. cocos, see
file S1) were used in this study, being available at the DOE JGI Mycocosm portal as

http://genome.jgi.doe.gov/Bjeadl 1/Bjeadl_1.home.html (1),
http://genome.jgi.doe.gov/Cersul/Cersul.home.html (2),
http://genome.jgi.doe.gov/Dicsql/Dicsql.home.html (3),
http://genome.jgi.doe.gov/Fompi3/Fompi3.home.html (3),
http://genome.jgi.doe.gov/Ganspl/Ganspl.home.html (1),
http://genome.jgi.doe.gov/Phlbrl/Phlbrl.home.html (1),
http://genome.jgi.doe.gov/Phchr2/Phchr2.home.html (4),
http://genome.jgi.doe.gov/Pospl1/Pospll.home.html (5),
http://genome.jgi.doe.gov/Travel/Travel.home.html (3) and

http://genome.jgi.doe.gov/Wolcol/Wolcol.home.html (3), respectively. BLAST (Basic Local
Alignment Search Tool) was used for the search of sequences similar to line-D LiPs and line-
B VPs at the NCBI databases (with Polyporales genes included/excluded).

The amino-acid sequences were aligned using MUSCLE as implemented in MEGA 7 (6).
The sequences were tested using ProtTest (7) to determine the evolutionary model that best
fits the data for the ML analysis among 64 empirical models of evolution. The ML phylogeny
was then constructed using RAXML (8), under the Whelan and Goldman (9) model of
evolution using gamma-distributed rate of heterogeneity (gamma shape with 4 rates of
categories = 1.33) with empirical amino-acid frequencies and invariant sites (proportion of
invariant sites = 0.073) (WAG+I+G+F).

PAML 4.7 package (10) was used to obtain the most probable sequence at each node of the
phylogeny and the posterior amino-acid probability per site in each ancestor. We used the
WAG model of evolution, and the previously obtained ML phylogeny and the MUSCLE
alignment as inputs for the software. Both joint and marginal reconstructions were performed
and the most probable sequences of the marginal reconstruction were selected and manually
corrected for C-terminal and other insertions or deletions according to the sequences of the
ancestor progeny. The genes were synthesized by ATG:biosynthetics (Merzhausen, Germany)
using the most frequent codons for high expression in E. coli.

www.pnas.org/cgi/doi/10.1073/pnas.1802555115 1
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Molecular models of the predicted proteins were obtained at the Swiss-Model protein
homology modeling server (11,12) using related crystal structures, selected using the GMQE
parameter, as templates (PDB entries 4BM1, 3FJW, 1QPA and 1B85 corresponding to
Pleurotus ostreatus MnP4, Pleurotus eryngii VPL and P. chrysosporium LiPD and LiPA,
respectively). All protein models had great quality taking into account the Swiss-Model
parameters (good QMEAN and high GMQE). The electrostatic surfaces were computed with
PyMOL v1.8 (Schrodinger LLC, http://pymol.org) using default parameters.

E. coli expression and characterization of the resurrected enzymes. After gene synthesis,
the coding DNA sequences of the selected ancestors (CaPo, CaB, CaD, AVP-d, AVP-b and
ALIP) and the extant PC-LiPA (JGI ID# 2989894) and TV-VP2 (JGI ID# 29236) were cloned
into pET23b(+) (Novagen). The resulting plasmids were transformed into BL21(DE3)pLysS
(ancestors and extant TV-VP2) or W3110 (PC-LiPA) as reported by Pérez-Boada et al (13).
The apoenzymes accumulated in inclusion bodies and, after solubilization in 8 M urea, the in
vitro activation conditions of the ancestral proteins and extant TV-VP2 were optimized -
including 0.16 M urea, 5 mM CaCl,, 15 uM hemin, 0.4 mM oxidized glutathione, 0.1 mM
dithiothreitol and 0.1 mg/mL of protein in 50 mM Tris-HCI, pH 9.5 - while those reported by
Doyle and Smith (14) where used for PC-LiPA. The active enzymes were purified with a
Resource-Q column (GE-Healthcare) using a 0-400 mM NacCl salt gradient, 2 mL/min flow,
in 10 mM sodium tartrate, pH 5.5, containing 1 mM of CaCl..

Five substrates were selected for the kinetic characterization of the resurrected
peroxidases: Mn®* (Mn**-tartrate complex €535 6500 M™-cm™), VA (veratraldehyde €310 9300
M™.cm™), ABTS (cation radical 436 29300 M™*-cm™), DMP (dimeric coerulignone €469 55000
M™.cm™), and RB5 (eses 30000 M™*-cm™). These reactions were analyzed at 25 °C and the
optimal pH (determined using 50 mM Britton-Robinson, B&R, buffer, pH 2-10) and H,0,
concentration (determined using 2.5 mM ABTS as substrate) for each enzyme (see Table S2
footnote).

To study the pH stability, the resurrected peroxidases were incubated in B&R buffer, pH 2-
10, at 25 °C for 4 h. The residual activity was estimated by the oxidation of ABTS (2.5 mM),
with the activity after 1 min at pH 5.5 (25 °C) taken as 100%. To study thermal stability, the
enzymes were incubated in 10 mM acetate, pH 5.5, for 10 min in the range 25-85 °C, to
obtain the Tso values (i.e. the temperature at which 50% of the activity was lost after 10 min
incubation). The effect of temperature on enzyme (6 uM) circular dichroism spectra was
addressed studying the changes at 222 nm from 20°C to 95°C, 30°C/h, using a Jasco J-815
spectropolarimeter with a 0.01 cm path length quartz cell. Tr, represents the temperature at the
midpoint of the unfolding transition in the thermal melting profiles.
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Fig. S1. Frequency distribution of amino acids with different posterior probabilities (i.e. the
probability that a hypothesis is true after the data have been analyzed) for the six
reconstructed ancestral sequences (Fig. S2) from the evolutionary lines B and D (Fig. 1).
Most of the amino acids for each sequence have a posterior probability >0.95, showing the
robustness of the sequence reconstruction. CaPo has a wider distribution, while for the other
ancestors 80-90% of the predicted amino acids have a probability >0.95. The values in
parenthesis represent the average probability for the complete sequences.
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Fig. S2. Alignment of ancestral and extant (PC-LIiPA and TV-VP2) sequences, with
indication of: catalytic tryptophan (cyan), electron-transfer residues (pink), Mn**-binding site
(red), active-site histidines (purple), other active-site residues (gray), Ca®* ligands (green) and
disulfide bonds (yellow) (15). Boxes (bottom) indicate full conservation of the same (black)
or equivalent (gray) residues, and partial conservation (white). Secondary structure (top)
includes: a, a-helices; 1, 310 helices; B, B-strands; and TT, strict § —turn.
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FIGURE S3. pH stability of line-B ancestral enzymes. Stability in the range of pH 2-10 was
compared after 4-h incubation at 25°C. Means and 95% confidence limits are shown.
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FIGURE S4. pH stability of line-D ancestral enzymes. Stability in the range of pH 2-10 was

compared after 4-h incubation at 25°C. Means and 95% confidence limits are shown. Adapted
from Ayuso-Fernandez et al. (16).
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Fig. S5. Thermal stability of line-B ancestral peroxidases. A) Loss of secondary structure. B)

Loss of activity. The T, (A) and Tso (B) values are shown in the legends. Means and 95%
confidence limits are shown in B.
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Fig. S6. Thermal stability of line-D ancestral peroxidases. A) Loss of secondary structure. B)
Loss of activity. The T, (A) and Tso (B) values are shown in the legends. Means and 95%
confidence limits are shown in B. Adapted from Ayuso-Fernandez et al. (16).



TABLE S1. Pairwise identity percentages between ancestral and extant (TV-VP2 and PC-
LiPA) peroxidase sequences (the number of aligned residues are in parentheses)

CaPo CaB AVP-b TV-VP2 CaD AVP-d ALIP PC-LIPA

capo 100 8l 66 61 86 74 70 61
(336) (275) (223)  (208)  (289) (248) (242)  (209)

cai 100 76 69 76 67 66 61
(337)  (257)  (233)  (259) (226) (227)  (211)

AP 100 85 62 60 60 58
(338)  (288)  (211) (205) (207)  (199)

100 59 59 57 56
TV-vP2 (338)  (199) (200) (198)  (193)

oD 100 80 75 61
(336) (269) (257)  (211)

100 87 66
AVP-d (336) (301)  (227)

. 100 72
ALIP (345)  (249)
. 100
PC-LiPA G




TABLE S2. Kinetic parameters - Kn (UM), Keat (5™) and kea/ K (s*-mM™) - for oxidation of Mn®*, DMP, ABTS, RB5 and VA by resurrected peroxidases
from evolutionary lines B and D (fig. 1) and extant TV-VP2 and PC-LiPA.? See Fig. 3 for graphical comparison of the peroxidase kinetic constants.

Ancestral Line-B (to VVP) Line-D (to LiP)"
CaPo® CaB AVP-b TV-VP2 CaD AVP-d ALIP PC-LiPA
Kn 700 + 48 132 £12 396 + 82 3150 = 550 275 41 62 + 10 -¢ -
Mn?* Kcat 185+ 3 121 +£2 4+0 11+1 170 £ 6 106 £ 4 - -
Keat/Km 260+15 919+ 73 9+1 4+1 617 + 80 1710 £ 240 - -
DMP? Km 32900 £ 2700 635000 £ 27000 1400+ 170 2300 % 260 66800 £ 3800 32500 + 12100 - -
(low Kcat 221 +9 404 + 162 48 £+ 1.7 130+6 109 +4 31+5 - -
efficiency) Kea/Knm 6.7+0.3 0.6+0.2 34.0+3.0 56.0+7.0 1.6+0.0 1.0+0.2 - -
ABTS! Kn 3170 + 270 1280 + 350 314 + 68 580 + 80 1280 + 350 2150 + 420 - -
(low Kcat 539+ 24 103 +£10 163 +11 352 +13 103 +£10 25+ 2 - -
efficiency)  Kea/Knm 170 £ 8 80+ 10 5009 610+ 70 80+ 15 12+1 - -
DMP Km - - 2.6+0.6 89+11 - 53+1.1 34054 40+0.1
(high Keat - - 44+0.2 11.4+04 - 45+0.1 18.3+0.7 6.9+05
efficiency) Kea/Knm - - 1700 £300 1300 %100 - 837 + 162 537 £ 55 600 = 36
ABTS Km - - 48 £11 103 £ 36 - 51 144 21+2
(high Keat - - 89 +8.7 128 £ 44 - 2+0 13+1 7x0
efficiency)  Kea/Knm - - 1800 £300 2100 % 300 - 400 £ 44 911 +212 300 = 25
Km - - 3.0£04 2.8+0.2 - 48+0.8 126 £3.6 -
RB5 Keat - - 8.9+£05 8.6+0.3 - 24+0.2 54+0.8 -
Keat/ Kim - - 2900 £160 3100 +180 - 504 + 50 428 + 68 -
Km - - 10000 £ 100 24600 + 200 - 299 + 104 773 £ 155 79.3+18
VA Keat - - 411 172 +£6.4 - 71 21+1 16+1
Keat/ Km - - 4+0 70 - 24 +7 285 2056+4

?Reactions at 25 °C in 0.1 M tartrate at optimal pH 5.0 (CaPo and CaD) or 5.5 (CaB, AVP-b, VP-d and TV-VP2) for Mn**, pH 3.5 (AVP-d), 3.0 (AVP-b, ALiP and PC-
LiPA) or 2.0 (TV-VP2) for VA, pH 2 (CaPo and TV-VP2) or 3.0 (others) for DMP, pH 2 (TV-VP2), 3.0 (CaPo, CaB and AVP-b) or 3.5 (others) for ABTS, and pH 3 for
RB5; and saturating H,O, concentrations of 0.4 mM (CaPo, CaD, CaB, AVP-b, AVP-d and TV-VP2), 0.2 mM (ALIiP) or 0.1 mM (PC-LiPA). °From Ayuso-Fernandez et al.
(16). °—, Absence of activityc. “Biphasic kinetics for DMP and ABTS oxidation by AVP-b, AVP-d and TV-VP2 enabled calculation of two sets of constants assigned to two

catalytic sites, as reported for P. eryngii VP (17). Means and 95% confidence limits are provided.
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NV SFGDFIQFAGAYV GV SNCLGGPRLQFLAGRSNDSQASPDNLYVPGPGDSVDTILARMSDA -----
GFSADEVVALLSSHSVAAQDHLDTTIAGSPLDSTPSVFDAQFFVETLLNGTAFPGNGS----NPGEAESPL P----
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------- GEFRILSDSLIARDSRTSCEWQSYVSDHGRMV-TQFEAAMAKMALLGQDASTLVDCSDVIPTPQA -
AAASVA---TLPAGKTMDDVE-ASCAETPFP-TLSAASGPETS-VAPV ------mmmmme oo
>TRAVE-134657-LiP

-------- VTCPDGKNTATN--AACCQLFAVRQDLQON--LFHGGLCTAEAHESLRLTFHDGIAISPALEAQGKF--
---------------- G-----GG----------------GADGSI SIFPEIETAFHPNIGLDEIVALQRPIQARH
NLTHADFLHFAGALAASNCAGAPQLSAFVGRKDATQPAPDGLVPEPFHTPDQIFDRLADA --
SEGEFDPILTVWLLTAHTVAAANDVDPTKSGLPFDSTPEIWDTQFFVETQLRGTLFPGKGG----
NQGEVESPLA----------- GEIRLQSDHTIARDPRTACEWQSFVDNQPKAQ-
AMFQFVFQVLSTLGQNQDDLVDCTEVVPIPAP--PQGRT---HLPAGMTMNDIE-QACAETPFP-

>TRAVE-134250-LiP

-------- VSCPDGVNTATN--AACCQLFAVRQDLQQN--LFHGGLCTAEAHESLRLTFHDAIAISPALEAQGKF--
---------------- G-----GG----------------GADGSI SIFPEIETK FHPNV GL DEIVAL QK PLQARH
NLSHADFLHFAGALAASNCAGAPQLSAFVGRKDATQPAPDGLVPEPFHTPDQIFDRLADA --
SEGEFDPILTVWLLTAHTVAAANDVDPTK SGLPFDSTPEIWDTQFFVETQLRGTLFPGK GG----
NQGEVESPLA----------- GEIRLQSDHTIARDTRTACEWQSFVDNQPKAQ-
QMFQFVFQVLTTLGQNQDDLVDCTEVVPIPAP--PQGHT---HLPAGMTMNDIE-QACAETPFP-
TLPADPGPRTAVAPV---mmncemmmmemmcemmccemmcees

>TRAVE-134226-LiP

-------- VACPDGRHTATN--AACCALFPLRDDLQAN--LFDGGK CNAEAHESLRLTFHDAIAISPALEAQGN---
---------------------- GG----------------GADGSI TIFSHIETGFHPNIGLDEVV EK QRPFL QRH
NIGVADFIQFAGALGASNCAGAPQL SAFVGRK DATRPAPDGLVPEPFHTPDQIFARIADA --
SSGEFDEILTVWLLTAHTIAAANDVDPTVPGSPFDSTPEIFDSQFFLETQLK GTAFTGRGP----
VQGEVTSPLR----------- GEFRLQSDFAIARDQRTACEWQSFVNNQTKV Q-
QMFQFVFHDLSILGQNIDDLVDCTEVIPIPRP--L TTRT---HFPAGM THRDIE-QACLETPFP-TLPTDPGPRTG-
LYY = —

>TRAVE-133918-LiP

-------- VTCPDGVNTATN--AACCQLFAVRQDLQQN--LFHGGL CTAEAHESLRL TFHDGIAISPAMEAQGK F-
----------------- G-----GGr---=----=------GADGSI SIFPEIETAFHPNIGLDEIVALQRPI QARH
NLTHADFLHFAGALAASNCAGAPQL SAFVGRKDATQPAPDGLVPEPFHTPDQIFDRLADA --
SEGEFDPILTVWLLTAHTVAAANDVDPTK SGLPFDSTPEIWDTQFFVETQLRGTLFPGK GG----
NQGEVESPLA----------- GEMRLQSDHTIARDSRTACEWQSFVDNQPKAQ-
AMFQFVFQVLSTLGQNQDDLVDCTEVVPIPAP--PQGRT---HLPAGMTMNDIE-QACAETPFP-

QI =TT =TT = =0 VY = A ———

>TRAVE-133731-LiP

-------- VACPDGVNTATN--AACCQLFAVREDLQQN--LFHGGL CTAEAHESLRL TFHDAIAISPALEAQGIF---
--------------- G-----GG----=---=-------GADGSIAIFPEIETNFHPNIGL DEI I EL QK PFIARH-
NISVADFIQFAGAIGASNCAGAPQLAAFVGRNDATQPAPDGLVPEPFHTPDQIFDRLADA --
SQGEFDPILTVWLLTAHTVAAANDVDPTK SGLPFDSTPELWDTQFFLETQLRGTSFPGSGG----
NQGEVESPLA----------- GEIRLQSDHTIARDSRTACEWQSFVDNQPKAQ-

QMFQFVFHDL SIFGQDINQLVDCTEVVPIPAA --PQGHT---HFPAGL SNADI E-QACAETPFP-

>TRAVE-133326-LiP

-------- VSCPDGVNTATN--AACCQLFAVRQDLQQN--LFHGGLCTAEAHESLRLTFHDAIAISPALEAQGKF--
---------------- G-----GG----------------GADGSI SIFPEIETK FHPNV GL DEIVAL QK PLQARH
NLSHADFLHFAGALAASNCAGAPQLSAFVGRKDATQPAPDGLVPEPFHTPDQIFDRLADA --
SEGEFDPILTVWLLTAHTVAAANDVDPTK SGLPFDSTPEIWDTQFFVETQLRGTLFPGK GG----
NQGEVESPLA----------- GEIRLQSDHTIARDTRTACEWQSFVDNQPKAQ-
QMFQFVFQVLTTLGQNQDDLVDCTEVVPIPAP--PQGHT---HLPAGMTMNDIE-QACAETPFP-
TLPADPGPRTAVAPV---mmncemmmmemmemmceomcees

>TRAVE-131080-MnPshort

------------ G-----GG----------------GADGSIAIFADIETNFHANNGV DEII GEQAPFIARH-

NLTTADFIQLAGAIGV SNCPGAPRLNVFIGRKDATQPAPDLTVPEPFDDVTKILARFEDA ----
GKFTPAEVVALLASHTIAAADHVDPTIPGTPFDSTPELFDTQFFIETQLKGTLFPGNGS----NQGEVESPL G----
------- GELRLQSDGLLARDQRTACEWQSFVNNQAKLQ-SAFKAAFAKMTVLGQNTRALIDCSDVVPTPPA--
AASKA---HFPAGLSHRDIE-QACRATPFP-TLPTDPGPVTT-VAPV -------cm e e
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>TRAV E-130496-M nPshort

------------ G-----GG----=----=------GADGSIAIFADIETNFHANNGV DEI | GEQAPFIARH-
NLTTADFIQLAGAIGVSNCPGAPRLNVFIGRKDATQPAPDL TVPEPFDDV TKILARFEDA ----
GKFTPAEVVALLASHTIAAADHVDPTIPGTPFDSTPELFDTQFFIETQLRGTLFPGNGS----NQGEVQSPL G----
------- GELRLQSDGLLARDQRTACEWQSFVNNQAKLQ-SAFKAAFAKMTVLGQNTRALIDCSDVV PTPPA--
PASKA---HFPAGL THRDIE-QACRATPFP-TLPTDPGPV TT-VAPV -----nmmmmemmmmemmemmceeee
>TRAVE-114944-LiP

-------- VACPDGVNTATN--AACCQLFAVREDLQQN--LFHGGL CTAEAHESLRL TFHDAIAISPALEAQGIF---
--------------- G-----GG--------=-------GADGSIAIFPEI ETNFHPNIGL DEII EL QK PFIARH-
NISVADFIQFAGAIGASNCAGAPQLAAFVGRK DATQPAPDGLVPEPFHTPDQIFDRLADA --
SQGEFDPILTVWLLTAHTVAAANDVDPTK SGLPFDSTPELWDTQFFLETQLRGTSFPGSGG----
NQGEVESPLA----------- GEMRLQSDHTIARDSRTACEWQSFVDNQPKAQ-

QMFQFVFHDL SIFGQDINTLVDCTEVVPIPAD--PQGHT---HFPAGL SNADIE-QACAETPFP-

TFPTDPGPK TA-VAPVPKPPAARK -------nnnsmmmemae-

>TRAVE-112835-MnPshort

-------- VACPDGVNTATN--AACCQLFAVRDDIQQN--L FDGGECGEEVHESL RL TFHDAIGI SPSIASRGQF----
-------------- G-----GG----------------GADGSIALFEDIETNFHANL GVDEI DEQRPFIARH-
NLTTADFIQFAGAIGVSNCPGAPQLDVFIGRPDATQPAPDLTVPEPFDTVDSI I ERFSDA----
GGFTPAEIVALLVSHTIAAADHVDPSIPGTPFDSTPEEFDTQFFIETQLRGTLFPGTGG----NQGEVESPLR-----
------ GELRLQSDSELARDSRTACEWQSFVNNQAKLQ-SAFKAAFRKMTVLGHDESLLIECSELV PTPPP--
ATSVA---HFPAGLSNADVE-QACAETPFP-TLPTDPGPV TT-VAPV -----nccemmmmemmemmccemmceee

>POSPL -50226-GP

---------------------------------------------- CKGPAREAIRLTFHDGIGRSATLAASGTF-----=-mn=sm-Gmnn-
[/ C T — GADGSIIKFADSELADPAKDGLEDIVYALNSFADNH-

GV SYGDIIQFAGAVALSNCPGSPRLAFY AGRPQAIAPSPPGLIAPPTDSVKDILARMSDA-----
GFTPDDTVALLAAHSVAVQNTVDPTIPDTPLDSTPELFDTQFYLETLLKGTTYPGTGR----NTAGVK SPFK ---
-------- HLFRLASDAAIARDARTACRWQSFAHDQEALR-TSFRY AMLKLANQGFE--GLINCSFIIPESLP--
HWKAA---TFPY GTNASDIGHSCPSN SFR--------- I VAL = D)VAS = S —

>POSPL -44056-GP

---------------------------------------------- CKGPAREAIRLTFHDGIGRSATLAASGTF-------mnzm-Gomn=-
(] C I —— GADGSIIKFADSELADPANDGLEDIVY ALK SFADNH-

GV SYGDIIQFAGAVALSNCPGSPRLAFY AGRPQAIAPSPPGLIPSPTDSVK DILARMSDA -----
GFTPDDTVALLAAHSVAVQNTVDPTIPDTPLDSTPELFDTQFYLETLLRGTTYPGTGR----NTAGVK SPSK---
-------- HLFRLASDAAIARDARTACRWQSFAHDQEALR-TSFRNAMLKLANQGFE--GLINCSFIIPESLP--
HWKAA---TFPY GTNASDIE-HSVSRAY FQ-KIHLQSNPRGIY QCPSNSSPEGV |PDV SR---------=---==-
>POSPL -134641-GP

---------------------------------------------- CKGPAREAIRLTFHDGIGRSATLAASGTF------=---=x---G--=-
] c R — GADGSIIKFADSELADPANDGLEDIVY ALK SFADNH-

GV SYGDIIQFAGAVAL SNCPGSPRLAFY AGRPQAIAPSPPGLIPSPTDSVK DILARMSDA -----
GFTPDDTVALLAAHSVAVQNTVDPTIPDTPLDSTPELFDTQFYLETLLRGTTYPGTGR----NTAGVK SPSK---
-------- HLFRLASDAAIARDARTACRWQSFAHDQEALR-TSFRNAMLKLANQGFE--GLINCSFIIPESLP--
HWKAA---TFPY GTNASDIEHSCPSN SSP--------- I VA] /D) VAS = S ——
>PHACH-2918435-LiP

-------- ATCSNG-ATVSD--ASCCAWFDVLDDIQQN--LFQGGQCGAEAHESIRLVFHDSI Al SPAMEAQGK F---
--------------- G-----GG----=---=-------GADGSI|IFDTIETAFHPNIGL DEIVNL QK PFIAK H-
GVTPGDFIAFAGAVAL SNCPGSPQMNFFTGRAPATKAAPDGLVPEPFHTVDQLIERVNDA ----
GQFDELELVWMLSAHSVAAVNDVDPTVQGLPFDSTPGIFDSQFFVETQLRGL TFPGSGG----

NQGEV TSPLP----------- GEIRIQTDHTLARDSRTACEWQSFVANQSKLYV -

SDFQFIFLAL TQLGQDPNAMTDCSDV I PISK P-1PGNL P-FSFFPAGK TMK DVE-QACAETPFP-
SLTTLPGPETSV QRIPPPPGA-------==-nnmmmemme-

>PHACH-2896529-MnPlong

GADGSMLLFPTIEPNFSANNGIDDSVNNLIPFMQKHDTISAGDIVQFAGAVALTNCPGAPQLEFLAGRPNKTI
PAIDGLIPEPQDSVTSILERFKDA----
GNFSPFEVVSLLASHSVARADKVDETIDAAPFDTTPFVFDTQIFLEVLLKGVGFPGTAN----NTGEVASPLP--
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--LTSGSDTGELRLQSDFALARDERTACIWQGFVNEQALMA -
ASFKAAMAKLAVLGHDRNTLIDCSDVVPAPKP--AVNKP--ASFPATTGPQDLE-LSCNTKPFP-
SLSVDAGAQQTLIPHCSDGDMTCQSV QFNGPA-------------

>PHACH-8191-MnPlong

GADGSMLLFPTVEPNFSANNGIDDSVNNLIPFMQKHNTISAADLVQFAGAVALSNCPGAPRLEFLAGRPNK
TIAAVDGLIPEPQDSVTKILQRFEDA----
GGFTPFEVVSLLASHSVARADKVDQTIDAAPFDSTPFTFDTQVFLEVLLKGVGFPGSAN----NTGEVASPL P--
--LGSGSDTGEMRLQSDFALAHDPRTACIWQGFVNEQAFMA -
ASFKAAMSKLAVLGHNRNSLIDCSDVVPVPKP--ATGQP--AMFPASTGPQDL E-L SCPSERFP-
TLTTQPGASQSLIAHCPDGSM SCPGV QFNGPA -------------

>PHACH-1386770-LiP

-------- VACPDGVHTASN--AACCAWFPVLDDIQON--LFHGGQCGAEAHEALRMVFHDSIAISPKL QSQGKF-
----------------- G-----GG----------------GADGSII TFSSIETTYHPNIGLDEVVAIQKPFIAKH
GVTPGDFIAFAGAV GV SNCPGA POMQFFLGRPEATQAAPDGLVPEPFHTIDQVLARMLDA----
GGFDEIETVWLLSAHSIAAANDVDPTISGLPFDSTPGQFDSQFFVETQLRGTAFPGKTG----IQGTVMSPLK ---
-------- GEMRLQTDHLFARDSRTACEWQSFVNNQTKLQ-EDFQFIFTALSTLGHDMNAMIDCSEVIPAPKP--
VNFGP--SFFPAGKTHADIE-QACASTPFP-TLITAPGPSAS-VARIPPPPSPN -----------mmmmmmeeeom
>PHACH-2911114-GP

GFAPHELVALLAGHSVATQQTVDASVAGTPLDSTPRTFDNAFFVETQARGTVCPGAAL ----HK GEAL SSSP-
---------- HELRLQSDGALARDPRTAPTWKRFAEDQVEMA -
RQFANAMAKLSVVGQDAASLYDCTDVV PRWRM-----=nmmmmsmmmmsmm s mm oo

GADGSMLLFPTIEPNFEANNGIDDSVNNLIPFMQKHNTISAADLVQFAGAVALSNCPGAPRLEFLAGRPNTT
IPAVEGLIPEPQDSVTKILQRFEDA ----
GNFSPFEVVSLLASHSIARADKVDETIDAAPFDSTPFTFDTQVFLEVLLKGTGFPGTAN----NTGEVASPLP---
-LGSGTDTGEMRLQSDFALARDSRTACIWQSFVNQQEFMA -
ASFKAAMSKLAILGHSRSNLIDCSDVVPVPKP--AVNKP--ATFPATKGPQDLE-LTCTSEK FP-
TLTTDPGATETLIPHCSNGGM SCPAVQFDGPA-------------

>PHACH-3589-MnPlong

-------- AVCPDG-TRVTN--AACCAFIPLAQDLQET--LFQG-DCGEDAHEVIRLTFHDAIAISQSLGPQA---------

GADGSMLHFPTIEPNFSANSGIDDSVNNLLPFMQKHDTISAADLVQFAGAVALSNCPGAPRLEFMAGRPNT
TIPAVEGLIPEPQDSVTKILQRFEDA ----
GNFSPFEVVSLLASHTVARADKVDETIDAAPFDSTPFTFDTQVFLEVLLKGTGFPGSNN----NTGEVM SPLP--
--LGSGSDTGEMRLQSDFALARDERTACFWQSFVNEQEFMA -
ASFKAAMAKLAILGHSRSSLIDCSDVVPVPKP--AVNKP--ATFPATKGPKDLDTLTCKALKFP-
TLTSDPGATETLIPHCSNGGM SCPGV QFDGPA -------------

>PHACH-3118856-MnPlong

-------- AVCPDG-TRVSH--AACCAFIPLAQDLQET--IFQN-ECGEDAHEVIRLTFHDAIAISRSQGPKA----------

GADGSMLLFPTVEPNFSANNGIDDSVNNLIPFMQKHNTISAADLVQFAGAVAL SNCPGAPRLEFLAGRPNK
TIAAVDGLIPEPQDSV TKILQRFEDA----
GGFTPFEVVSLLASHSVARADKVDQTIDAAPFDSTPFTFDTQVFLEVLLKGVGFPGSAN----NTGEVASPLP--
--LGSGSDTGEMRLQSDFALAHDPRTACIWQGFVNEQAFMA-
ASFRAAMSKLAVLGHNRNSLIDCSDVVPVPKP--ATGQP--AMFPASTGPQDL E-L SCPSERFP-
TLTTQPGASQSLIAHCPDGSMSCPGY QFNGPA ---------=--

>PHACH-3032409-LiP

-------- ATCSNG-KVVPA--ASCCTWFNVLSDIQEN--LFNGGQCGAEAHESIRLVFHDAIAISPAMEAAGQF---
--------------- G-----GG---=----=-------GADGSIMIFDEIETNFHPNIGL DEIVRL QK PFV QK H-
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GVTPGDFIAFAGAVALSNCPGAPQMNFFTGRAPATQPAPDGLVPEPFHSVDQIIDRVFDA ----
GEFDELELVWMLSAHSVAAANDIDPNIQGL PFDSTPGIFDSQFFVETQLAGTGFTGGSN----NQGEV SSPL P--
--------- GEMRLQSDFLIARDARTACEWQSFVNNQSKLV -SDFQFIFLAL TQLGQDPDAMTDCSAV I PISK P-
APNNTPGFSFFPPGM TM DDV E-QACAETPFP-TLSTLPGPATS-VARIPPPPGA -----=------=xxmmmnn=-
>PHACH-131709-LiP

-------- ATCSNG-KTVSS--AACCAWFPILQDIQEN--LFNGGQCGAEAHESLRLVFHDAIAISPALEAQGKF----
-------------- G-----GGr------==-------GADGSIMVFDTIETNFHPNIGL DEIVRL QK PFV QK H-
GVTPGDFIAFAGAV GLSNCPGAPQMNFFLGRPAPTKAAPDGLV TEPFHSVDQILARMADA ----
GEFDELETVWLLSAHSVAAANDYDPTRNGLPFDSTPGIFDTQFFVETQLAGT TFPGSGG----
NQGEVMSPLA ----------- GEMRLQSDFLIARDTRTACEWQSFVNNQSKLT-
SDFQFIFAALSTLGHDMTTMTDCSDVIPISKP--L RGDS--ARFPAGK SMK DV E-PACAETPFP-
TLATAPGPATSVARY PPPPGA--------nnemmmmmmeev

>PHACH-3032425-LiP

-------- ATCANG-VTVGD--ASCCAWFDVLDDIQEN--LFHGGQCGAEAHESIRLVFHDSIAISPAMEAQGKF--
---------------- G-----GGr---------------GADGSIMIFDDIETAFHPNIGL DEIVK L QK PFV QK H

NV TPGDFIAFAGAV AL SNCPGAPQMNFFTGRAPGMQPAPDGLVPEPFHTVDQIISRVNDA----
GQFDELELVWMLSAHSVAAVNDVDPTV QGLPFDSTPGIFDSQFFVETQLRGTAFPGSGG----
NQGEVESPLP----------- GEFRIQSDHTIARDSRTACEWQSFVNNQSKLV-

SDFQFIFLAL TQLGQDPNAMTDCSDVIPQSK P-1PGNL P-FSFFPAGK TINDV E-QACAETPFP-
TLTTLPGPETSV QRIPPPPGA--------===mmnnneeme-

>PHACH-2910310-LiP

-------- ATCSNG-ATVGD--ASCCAWFDVLDDIQQN--LFNGAQCGAEAHESIRLVFHDAIAISPALESQGKF---
--------------- G-----GG-------=--------GADGSI ILFDDIETNFHPNIGL DEIVNL QK PFI QK H-
GVTPGDFIAFAGAVAM SNCPGAPQMNFFTGRAPATQAAPDGLVPEPFHTVDQII SRVNDA ----
GEFDELELVWMLSAHSVAAANDVDPTIQGL PFDSTPGVFDSQFFVETQLRGTAFPGSGG----
NQGEVESPLP----------- GEMRLQSDSSIARDSRTACEWQSFVNNQSKLV-

SDFQFIFLAL TQLGQNPDAMTDCSDVIPISK P-VPNNV P-FSFFPAGK TMADVE-QACAETPFP-
TLTTLPGPETSVQRIQPPPGA---------nnzemmmmnne-

>PHACH-1716776-LiP

-------- ATCSNG-ATVGD--ASCCAWFDVLDDIQQN--LFQGGQCGAEAHESIRLVFHDAIAISPAMEAQGKF--
---------------- G-----GGr---------------GADGSIMIFDDIEPNFHPNIGL DEIINL QK PFV QK H
GVTPGDFIAFAGAVALSNCPGAPQMNFFTGRAPATQPAPDGLVPEPFHTVDQIIARVNDA----
GEFDELELVWMLSAHSVAAVNDVDPTVQGL PFDSTPGIFDSQFFVETQFRGI L FPGSGG----
NQGEVESGMA----------- GEIRIQTDHTLARDSRTACEWQSFVNNQSKLV -

SDFQFIFLAL TQLGQDPNAMTDCSDVIPISK P-1PGNL P-FSFFPPGK SMK DV E-QACAETPFP-
SLVTLPGPATSVARIPPPPGA-----=-----nnemmmmne-

>PHACH-2918861-LiP

-------- ATCSNG-ATVGD--ESCCAWFDVLDDIQEN--LFQGAQCGAEAHESIRLVFHDAIAISPAMEAQGQF---
--------------- GQVSRIGG-+--------------GADGSI [ IFDTIETAFHPNIGLDEIVNL QK PFIAK H-
GVTPGDFIAFAGAVALSNCPGTPQMNFFTGRAPATQAAPDGLVPEPFHTVDQLINRVNDA ----
GQFDELELVWMLSAHSVAAVNDVDPTIQGL PFDSTPGIFDSQFFVETQLRGTAFPGSGG----NQGEVESPL P-
---------- GEIRIQTDHTLARDPRTACEWQSFVANQSK LV -SDFQFIFLALTQLGQDPNAMTDCSDVIPISKP-
|PGDL P-FSFFPAGK TAADVE-QACAETPFP-SLTTLPGPETS-VQRIPPPPGA -----=-----c=xemmmnne
>PHACH-1716042-LiP

-------- ATCANG-KTVGD--ASCCAWFDVLDDIQAN--MFHGGQCGAEAHESIRLVFHDSIAISPAMEAK GK F-
----------------- G-----GGr---------------GADGSIMIFDTIETAFHPNIGL DEVVAMQK PFVQKH
GVTPGDFIAFAGAVALSNCPGAPQMNFFTGRK PATQPAPDGLVPEPFHTVDQIIARVNDA----
GEFDELELVWMLSAHSVAAVNDVDPTVQGL PFDSTPGIFDSQFFVETQFRGTL FPGSGG----
NQGEVESGMA----------- GEIRIQTDHTLARDSRTACEWQSFVGNQSKLV -

DDFQFIFLAL TQLGQDPNAMTDCSDV | PL SK P-1PGNGP-FSFFPPGK SHSDI E-QACAETPFP-
SLVTLPGPATSVARIPPHK A-----csmmmmmmeemmmaae-

>PHACH-2989894-LiP

-------- ATCSNG-KTVGD--ASCCAWFDVLDDIQQN--L FHGGQCGAEAHESIRLVFHDSIAISPAMEAQGKF--
---------------- G-----GG----------------GADGSIMIFDDIETAFHPNIGL DEIVK L QK PFV QK H
GVTPGDFIAFAGAVALSNCPGAPQMNFFTGRAPATQPAPDGLVPEPFHTVDQIINRVNDA----
GEFDELELVWMLSAHSVAAVNDVDPTVQGL PFDSTPGIFDSQFFVETQLRGTAFPGSGG----
NQGEVESPLP----------- GEIRIQSDHTIARDSRTACEWQSFVNNQSKLV-
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DDFQFIFLALTQLGQDPNAMTDCSDVIPQSKP-IPGNLP-FSFFPAGKTIKDVE-QACAETPFP-
TLTTLPGPETSV QRIPPPPGA------------nmmmmmmaee

>PHLBR-86283-LiP

-------- ATCANG-ETVVN--AECCALFRVREDLQNN--LFRN-ECGDEAHEAIRLTFHDAIAFSPALEAEGKF----
-------------- G-----GG----------------GADGSIAIFPQVETNFQANVGLDEVVEGQRVFLERS-
GMGVADFIQFAGAVALTNCPGAPVMNASI----ATRPAPDGLYV PEPFDDVDKILNRFADA----
GDFDELETVWFLIAHSVASQKDIDPSIPRTPFDSTPAIMDGQFFIETQLKGLGFPGDGP----NDGEVLSPLA----
------- GEFRLQSDFLLARDNRTACEWQSFGTDQAKLQ-NRFQFIFQAMGQLGQNVSNLIDCSDVLAIPPP--
LTTTP---HLPAGKTLKDVQ-PACADTPFP-SLTADPGPATR-VATV ------ e
>PHLBR-85963-MnPlong

-------- ATCSDG-TRVSN--EACCAFIPLAQDLONT--IFQG-DCGEDAHEVIRLTFHDAIAISQSLGPSA----------

GADGSMLIFPLVEPEFSANNGIDDSVNNLIPFIAKHPTITAGDLVQFAGAVALSNCPGAPQIEFLAGRPNATA
PAVDGLIPEPQDNVTSLLDRFADA ----
GNFSPFEVISLLASHSIARADKVDETIDAAPFDTTPFTFDTQVFLEVLLRGV GFPGTPN----NTGEVESPLP----
IGSGTDTGELRLQSDFALARDERTACFWQGFVNEQELMA -
SSFKAAMAKLAILGHNRNDLIDCSEVVPVPKP--AVNKP--ASFPATTGPEDLQ-LTCATMKFP-
TLTVDPGATETLIPHCSDGSMNCTTVQFSGPATDT----------

>PHLBR-157664-MnPlong

GADGSMLLFPLVEPEFSANNGIDDSVNNLIPFMARHPTISAGDIVQFAGAVALSNCPGAPQLEFLAGRPNKTI
AAIEGLIPEPQDSVTKILERFEDA----
GGFTPFEVVSLLASHSVARADKVDETIDAAPFDSTPFTFDSQVFLEVLLKGTGFPGTGN----NTGEVASPLP--
--LGSGSDTGEIRLQSDFALARDERTACFWQSFVNEQEFMA -
QSFKAAMAKLAVLGHNRDDLIDCSDVVPVPKP--AVKKP--TTFPATKNSKDLE-LTCTALRFP-
TLTTDPGATETLIPHCSDGAMNCTTVQFTGPATAS----------

>PHLBR-150901-LiP

-------- VACPDGVNTATN--AACCGLFAVRDDLNEN--LFNGGQCNDEAREALRLTFHDPIAISPALEAQGQF-
----------------- G-----GG----------------GADGSIVIFADTETGFPANIGLDEVIEIQKPFLQRS

NMSVADFIQFAGAAAV SNCPGAPALPVFVGRQDATQPAPDGLVPEPFDLIDDVLARFADA----
GGFDELETVWFLIAHTVAAQGDVGPTIPRTPFDSTPELFDGQFFIETQLRGTTFPGK SG----1QGTVMSPLK ---
-------- GEFRLQTDHLLARDSRTACEWQSFGTDQAKLQ-NRFQFIFGAMGQLGHDPDGLIDCSEV L PNPPP--
LTTTP---HFPAGKTNKDVE-QACAETPFP-TLRTNPGPQTA-VAPVPSSPVRNA -----------ccmeeoo-
>PHLBR-150253-LiP

-------- VACPDGVNTAMN--AACCALFAVRDDLQNN--LFQN-
ECADEAHEALRLTFHDAIAFSPALQASGQF--------------- G----- GG---------mmmm--
GADGSIVIFADIETAFQANVGLDEVVAHQAPFLARS-
NMSVADFIQFAGAVGTSNCPGAPQLNAFIGRVDATQAAPDGLVPEPFDDVDTILARFADA ----
GDFDELESTWFLIAHSVAAQKDIDPSVRAAPFDSTPSIMDGQFFIETQLRGIEFIGQGG----IQGVAESPIE------
----- GEFRLQSDHDLARDERTACEWQSFGTDQAKLQ-NRFQFIFEAMGQLGTDPTTLTDCSDVLPTPPA --
LTTTP---HFPAGITIADVE-QACNATAFP-TLPTAPGPATA-VPPVPAQPPLNA ----------- o mmmeoo-
>PHLBR-147108-MnPshort

-------- VACPDGVNTATN--AACCSLFALRDTLQDQ--FFDGGECGEEVHESLRLTFHDAIGISPAIAATGVF----
-------------- G-----GG----------------GADGSIAIFEDIETNFHANL GV DEII DEQK SFVQSS-
NLTTADFIQFAGAV GV SNCPGAPRLPVFIGRNDATQPAPDKTVPEPFDTVDSILARFNDA----
GGFTSAEVVALLASHTIAAADHVDPSIPGTPFDSTPGVFDTQFFVETQLRGILFPGTGG----NQGEVESPLA---
-------- GEIRLQSDSELARDSRTACEWQSFVNNQAKIQ-SAFQAAFRKMTILGHSESSLIECSEVIEEPPT --
LNVIA---HLPAGKTHNDVE-QACATIPFP-SLSADPGPVTS-VAPVPPS-------- oo

>PHL BR-144001-MnPlong

-------- TFCSDG-TRVTN--EACCAFIPLAQDLQKT--IFQN-DCGEDAHEVIRLTFHDAVAISQRQGPRA ---------

GADGSMLLFPLVEPEFSANNGIDDSVNNLIPFMARHPTISAGDIVQFAGAVALSNCPGAPQLEFLAGRPNRTI
AAVDGLIPEPQDSVTKILERFADA----
GNFSPFEVVSLLASHSIARADKVDETIDAAPFDSTPFTFDSQIFLEVLLKGVGFPGTDN----NTGEVASPLP----
KGSGSDTGEMRLQSDFALARDERTACFWQSFVNEEEFMA -
SSFKAAMAKLAVLGHNRNDLIDCSDVVPTPKP--AVRKA--ASFPATKSARDLE-LTCRTLRFP-
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TLTTDRGATETLIPHCSDGAMNCTTVQFSGPATDT----------

>PHLBR-129470-LiP

-------- TTCADG-NVVAN--GGCCALFRVRDDLQNN--LFNN-ECGDEAHEAIRLTFHDAIAISPALEAEGQF---
--------------- G-----GG----------------GADGSI I LFSRTETAFQANVGLDEVVETEIPFLERS
GMGVADFIQFAGAVALTNCPGAPVLNVSI----ATRAAPDGLVPEPFDDVDKILNRFNDA ----
GEFDELETVWFLIAHSVAAQNDIDPTIPRTPFDSTPSIMDGQFFIETQLKGLGFPGDDP----GEGEALSPLA ----
------- GEFRLQSDFLLARDNRTACEWQSFGTDQAKLQ-NRFQFIFQAMGQLGQNVSNLIDCSDVLAIPPP--
LTTTP---HLPAGKTLDDVQ-PACADTPFP-SLTADPGPATR-VATVPRD-----------===--ncneeme---

>PHL BR-125598-MnPshort

-------- VACPDGVNTATN--AACCALFAVRDTLVQD--FFDGGECGEEVHESLRLTFHDAIGISPAIAVIAGF----
-------------- G-----GG----------------GADGSIAIFEDIETNFHANL GIDEI DEQRPFVQAS-
NMTTADFIQFAGAVGVSNCPGAPALDVFIGRQDAILPAPDKTVPEPFDTVDSILSRFQDAFSDVGGFTPAEV
VALLVSHTIAAADHVDPSIPGTPFDSTPGIFDSQFFIETQLRGVVFPGTGG----NQGEVESPLM -----------
GELRLQSDSELARDSRTNCEWQSFVNNQPKIQ-SAFKAAFRRMTVLGHNEADLIDCSEVIKAPPL--LKSNA -
--HLPAGKTMNDVE-QACATAAFP-SLSADLGPATSCV SPLPPS----------==-mmeemmmeeo-
>PHLBR-116561-LiP

-------- VACPDGVNTATN--AACCNLFTVRDDLQKN--
LFNGAQCNDEAHEAFRLTFHDAIAFSPALQAQGRF-------------- G----- GG
GADGSIVIFSEIETQFHANIGLDEVIAIQKPFLERS-NMSVADFIQFAGAVGISNCPGAPQLNAFV ----
ATQPAPDGLVPEPFDTVDTILARFNDA ----
GGFDELETVWFLIAHTVAAQNDIDPTIPRTPFDSTPELFDGQFFIETQLRGTLFPGEGG----1QGTVESPMK ----
------- GEFRLQSDHDLARDSRTACEWQSFGTDQAKLQ-NRFQFIFEAMGQLGTNPDDLIDCSEVLPVPPQ--
LTTTP---HFPAGKTNADVE-QACAETPFP-TLPSLPGPATP-VAPV -------mmmmme oo
>GANSP-176789-MnPshort

-------- AVCSQG-RRASS--EACCVWFDVLDDLQAN--LFDGGECGEEAHESLRLTFHDAIGFSPALFREGKF---
--------------- G-----GG----------------GADGSIMAFAQIETNFHANIGVDEIVEV QRPFAIKH-

GV SFGDFIQFAGAVAVSNCAGGPRLQFLAGRSNISQPSPDLLVPEPSDSNDKIFARMGDA -----
GFSPVEVVDLLASHTVAAQDHVDPTIPGTPFDSTPSSFDAQFFVETLLKGTLFPGNGS----NVGELQSPLG----
------- GEFRLFSDGNIARDARTACEWQSF SDHASMV -RKFEAVMAKLAVTGHNPRALTDCSEVIPVPAN--
VQLPP--VTLPAGKSLRDVE-AACRATPFP-AIRAAPGPATT-VAPVPPS---------- oo
>GANSP-176788-MnPshort

------------- G-----GG----------------GADGSIAIFESIETNFHANLGVDEIVNEQAPFIARH-
NITPGDFIQFAGAV GV SNCPGAPQLEFLLGRPAATQPAPDKTVPEPFDTVDTILARFLDA----
GNFTSDEVVALLSSHTVAAADRVDPTIPGTPFDSTPELFDTQFFIETQLLGTLFPGTAG----NQGEVESPLA ----
------- GEIRLQSDAELARDSRTACEWQSMVNNQAKMM-SSFKAAMAKLAVLGQDVSQMVDCSDVIPIPPP--
PMSNA---HFPAGLSNADIE-QACASTPFP-TLPTDPGPVTS-VAPVPPS-----------cmmommmmee -
>GANSP-161386-MnPshort

-------- ATCSNG-RTASD--ATCCVWFDILDDLQQN--LFDNGQCGEEVHESLRLTFHDAIGFSPMLTAQGKF--
---------------- G-----GG----------------GADGSIMAFAQIETNFHANAGVDEIVETQRPFALKH

NV SFGDFIQFAGAV GV SNCAGGPRLQFLAGRSNISQPSPDLLVPEPSDSTDTIFARMGDA -----
GFSPNEVVDLLISHTVAAQDHVDASIPGTPLDSTPSSFDSQFFVETLLQGTLFPGNGS----NVGESQSALR-----
------ GEFRLFSDNELARDPRTACEWQSFITDHDLMV -TKFEEVMAKLATLGQNPAELTDCSEVIPVPAN--
VQLPP--PTLPAGQSLADVE-AACDATPFP-AISAAPGPATS-VAPVPPS----------cmemeeeeeeeee -
>GANSP-155330-M nPshort

------------------ GG----------------GADGSIMAFADIETGFHASTGL DEIVERQKPFALKH-

NV SFGDFIQFAGAV GV SNCGGGPRLQFLAGRSNNSQVAPDGLIPLPEDPIDKILARMQDA -----
GFSPAETVDLLASHSVAAQDHVDPTIHGSPFDSTPSDFDAQFFVETMLKGVAFPGNGS----NVGEVLSPY P---
-------- GEMRLQSDFAIARDPRTACEWQSFVTNHDLMV-SKFTKAMAKMAVLGQDPRHLTDCSEVIPVPKR-
-AASQV --AHLPAGKTLKDIE-ASCKKTPFP-TIKADPGPETS-IPPV PPS----------nmmmmmmeee oo
>GANSP-147340-MnPshort

-------- AVCSQG-RRASS--EACCVWFDVLDDLQAN--LFDGGECGEEAHESLRLTFHDAIGFSPALFREGKF---
--------------- G-----GG----------------GADGSIMAFAQIETNFHANIGVDEIVEV QRPFAIKH-
GVSFGDFHQFAGAVAV SNCAGGPRL QFLAGRSNISQPSPDLLYVPEPSDSNDKIFARMGDA -----
GFSPVEVVDLLASHTVAAQDHVDPTIPGTPFDSTPSSFDAQFFVETLLKGTLFPGNGS----NV GELQSPLG----
------- GEFRLFSDGNIARDARTACEWQSFISDHASMV -RKFEAVMAKLAVTGHNPRALTDCSEVIPVPAN--
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VQLPP--VTLPAGK SLRDVE-AACRATPFP-AIRAAPGPATT-VAPVPPS-----=-nmnemmmmmemmnnee
>GANSP-142454-MnPshort

------------ G-----GG----------------GADGSIALFESIETNFHANL GVDEII DTQRPFIQRH-

NITTADFIQLAGAIGV SNCPGAPQLNVFIGRADATQPAPDLTVPEPFDTVDSILARFSDA ----
GGFTPAEVVALLASHTVAAADHVDPSIPGTPFDSTPSLFDTQFFIETQLRGTLFPGTGG----NQGEV ESPLH---
-------- GEIRLQSDSELARDSRTACEWQSFVNNQAKIQ-SAFKAAFRKMTVLGHDETQLLDCSDVVPVPPA --
PASPA---HFPAGLSNADVE-QACADTPFP-TLPTDPGAVTS-VAPVPPS--------cc oo
>GANSP-116446-V Patypical

-------- ATCSNG-KTVNN--DACCVWFDVLDDIQEN--LFHGGQCGEDAHEALRLTFHDAIGFSPALTAAGQF-
----------------- G-----GG----------------GADGSIIAHSDVELTY PANNGVDEIVEASRPIAIKH

NV SFGDFIQFAGAVGTANCNGGPQL SFFAGRSNDSQPAPPNLVPLPSDSADSIL SRFSDA -----
GFDAVEVVWLLVSHTVGSQHTVDPSIPGAPFDSTPSDFDAQFFVETMLNGTLVPGNGL----QDGEVNSPY P-
---------- GEFRLQSDFALSRDSRTACEWQKMIADRANML -
AKFEGVMLKMSLLGFDQSALTDCSDVIPTATG--TVQDP---FLPAGLTVDDL Q-PACSSSAFP-
TVSTVAGAATSIPAVPMDS---------==-mmmmmeeae

>GANSP-116056-VP

-------- VACPDGKNTATN--AACCQLFAIADDLQQN--LFDNGGCGEDVHESLRLTFHDAIAFSPSMNARGQN-
----------------- G-----GG----------------GADGSIALFESIETNFHASLGLDEIVNAQRPIVQRH
NITTADFIMFAAAVGVANCPGAPQLDVFLGRADATQPSPDGLIPEPFDPPDMLLARMADA -----
GFDPIETVWLLSSHTIAAADLVDPTIPGTPFDSTPELFDTQFFIETQLRGTLFPGTGG----NQGEVESPLR-------
----GEIRLQSDHLLARDSRTACEWQSFVNNQPKIQ-GRFHDAFHDLSLLGHDINDLIDCSEVIQTPPP--
PASNA---HFPAGLSNADVE-QACADTPFP-TLPTDPGPVTS-VAPV -----nmmmmmmmmmoe e
>FOMPI-281595-GP

ATSPHFLSVDASEPSLAFAP--EECRKWMKIMPVLQAN--
IFDEGQCNDQAREAIRLTFHDGVGRSTILEKAGAR-------------- S----GG------mm e
GADGSIIRFAETELANPANDGLENIVLSLQDVADNH-

NV SY GDIIQFAGAV GL SNCPGSPRL PFY AGRPNAVAPSPPGLVPSPTDDADTILARMSDA -----
GFTAEDTVALLAAHSVARQKTVDPSVPNVPFDSTPGAFDTKFYAEMLLKGMGY PGK GG----
NSAEVKSASK----------- HVMRLASDAALAQHPITSALWRSFAGDHNAMR-AAFRDAMQKLANQGH--
AGLVNCSSVIPLPAR ----- oo LQDRPGV QD SI L------===mmmm oo
>FOMP-1125354-GP

---------------------- ATSPHFL S\----------DASQCNDQAREAIRLTFHDGVGRSTILEKAGAFR--------------
S----GG-------m oo GADGSIIRFAETELANPANDGLENIVLSLQDVADNH-

NV SY GDIIQFAGAV GL SNCPGSPRL PFY AGRPNAVAPSPPGLVPSPTDDADTILARMSDA -----
GFTAEDTVALLAAHSVARQKTVDPSVPNVPFDSTPGAFDTKFYAEMLLKGMGY PGKGG----
NSAEVKSASK----------- HVMRLASDAALAQHPITSALWRSFAGDHNAMR-AAFRDAMQKLANQGH--
AGLVNCSSVIPLPAR - oo LQDRPGVQDSI k-----------==mmmmmmmmo e
>DICSQ-70857-MnPlong

-------- VTCSDG-TVVPD--SVCCEFIPLREALNDQ--VIQS-DCGEDAHELLRLTFHDAIAISQSLGPSA ----------

GADGSMLLFPTVEPAFFANLGIADSVNNLIPFMSQFPNISPGDLY QFAGAVAITNCPGAPQLEFLAGRPNGT
APAIDGLIPEPQDSIDDILARFDDA----
GGFTPFEVVSLLASHTVARADHVDPTLDAAPFDSTPFTFDTQIFLEVLLKGTGFPGTDN----NTGEVASPIP---
-VTNGTDVGELRLQSDFGLAHDSRTACFWQGFVNQQDFMA-
QSFKAAMAKLAVLGHNAADLVNCSAVIPTPLP--ATGKP--ATFPATLGPDDLE-LSCTTEPFP-
SLTTDPGAQETLIPHCSDGSMDCESVYQFDGPATNFGGDDDDDDDS

>DICSQ-59877-MnPlong

GADGSMLIFPTVEPAFFANLGIADSVNNLIPFLSQFPKISAGDLVQFAGAVAVGNCPGAPQLEFRAGRPNAT
APAIEGLIPEPQNNITEILERFDDA----
GGFSPFEVVSLLASHTVARADHVDPTLDAAPFDSTPFTFDTQIFLEVLLKGY GFPGTGN----NTGEV SSPL P---
-VSSGTDVGELRLQSDFGLAHDERTACFWQGFVNEQEFMA -
QSFKAAMAKLAVLGHNADDLVDCSAVVPKPKP--ATGKP--ASFPATK GPKDLE-L SCK SKKFP-
TLTTDHGAQETLIPHCSNGSMNCTTVQFDGPATNFDGDDS-----

>DICSQ-50355-MnPshort
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NITTADFIQLAGAIGV SNCPGAPQLNVFIGRPDATQPAPDKTVPEPFDTVDSILARFQDAFSTVGGFTPAEVV
ALLASHTIAAADHVDPSIPGTPFDSTPELFDTQFFIETQIRGTIFPGTGG----NQGEVESPLH-----------
GELRLQSDSELARDSRTACEWQSFVGNQAKLQ-SAFKAAFRRMSVLGHDESALIDCSELVPVPPA--
PASVA---HLPAGVTHNDIE-QACASTPFP-TLPTDPGPVTS-VAPV ------mmmmmmmm oo
>DICSQ-173638-VP

-------- ATCSGG-RTTAN--AACCVWFDVLDDIQEN--LFHGGQCGEDAHEALRLTFHDAIAFSPALTAAGQF-
----------------- G-----GG----------------GADGSIMAHTSDELADPANNGLDDII EFQRPFALKH

NV SFGDFIQFAGAV GV SNCNGGPQISFFAGRSNDSQAAPHGLVPLPSDDVTTILNRVGDA -----
GFNAVELVWLLISHTVGAQDSVDDSIPGTPFDSTPSDFDAQFFVETLLNGTLTPGNGI----SPDEAL SPY P-----
------ GEFRLQSDFLIARDDRTSCEWQKMISDRANML-ARFEQVMLKLSLLGFDQSTLTDCSDVIPTATG--
TVADP---FIPAGLSTDDIQ-AACSSTPFP-TVSVLGGAVTT-IPAVSLNS--------- oo
>DICSQ-169849-MnPlong

-------- TVCSDG-TVVPD--SVCCEFIPLAEALQTQ--VLMG-DCGEDAHELLRLTFHDAIAISRSQGRAA--------

GADGSMLIFPTVEPAFFANLGIADSVNNLIPFLSQFPKISAGDLVQFAGAVAITNCPGAPQLEFLAGRPNATA
PAVDGLIPEPQDSITDILNRFDDA ----
GGFTPFEVVSLLASHTVARADHVDPTLDAAPFDSTPFTFDTQIFLDVLLKGTGFPGLGN----NTGEV SSPLP--
--LTNGTDVGELRLQSDFGLAHDERTACFWQGFVDKQDFMA-
SSFKAAMAKLAVLGHNTNDLVDCSAVVPQPKP--AVVPS--AAFPATKSAADL E-L SCNSERFP-
TLTTDPGTQETLIPHCSDGSMDCESV QFDGPATNFGGDDDS----

>DICSQ-169843-MnPlong

-------- TVCSDG-TVVPD--SVCCEFLPLAEALQTQ--VLMG-DCGEDTHELLRLTFHDAIAISRSNASA ----------

GADGSMLIFPTVEPAFFANLGIADSVNNLIPFLSQFPSISAGDLYQFAGAVAITNCPGAPQLEFLAGRPNATA
PAIDGLIPEPQDNITKILARFDDA----
GGFTPFEVVSLLASHTIARADHVDPTLDAAPFDSTPFTFDTQIFLDVLLKGVGFPGLNN----NTGEV SSPL P---
-LSNGTDVGELRLQSDFGLAHDPRTACFWQGFVNEQEFMA -
QSFKAAMAKLAVLGHNADDLVDCSAVVPKPKL--AVAVS--AAFPATKGPDDLE-LSCNTSRFP-
NLPIDHGTQEALIPHCSDGSM SCTTV QFDGPAL SFGDNNSS----

>DICSQ-169526-MnPshort

NITTADFIQLAGAIGV SNCPGAPQLNVFIGRPDATQPAPDKTVPEPFDSVDSILARFQDAFSDVGGFTPAEVV
ALLASHTIAAADHVDPSIPGTPFDSTPELFDTQFFIETQLRGTLFPGTGG----NQGEAQSALA -----------
GELRLQSDSELARDSRTACEWQSFVNNQAKLQ-SAFKAAFRRMSILGHDESSLIDCSDVV PV PPA--PASDA -
--HFPAGQTIDDVE-QACASTPFP-TLPTDPGPASS-VAPVPPS----------co oo

>DICSQ-155734-VP

-------- TTCSGG-QTTAN--AACCVWFDVLDDIQEN--LFHGGQCGEDAHESLRLTFHDAIAFSPALTAAGQF--
---------------------- GCWYALHIDMPIVSMLHVTADGSIMAHTSEELADPANNGLDDIIEFQRPFALKH-

NV SFGDFIQFAGAV GV SNCNGGPQISFFAGRSNDSQPAPHGLVPLPSDDVTTILNRVGDA -----
GFSTVELVWLLISHTVGAQDKVDDSIPGTPFDSTPSDFDAQFFVETLLNGTITPGNGI ----SPGEAL SPY P------
----- GEFRLQSDFLIARDNRTSCEWQKMISNRANML-ARFEGVMQKLSLLGFNQSALTDCSDVIPTATG--
TVADP---FIPAGLSTDDIQ-AACSSTPFP-TVSVLGGAVTT-IPAVPLNS-------------ommmommm -
>DICSQ-150431-MnPshort

-------- AACSNGRSAND--
ARCCVWFDVLDDIQADEGLFEGGQCVEEAHESLRLTFHDAIAFSPTQGYVSELTILFVPYLLIVIVGH---S----
-GG----m oo GADGSIIAHSDEELKDPANNGVDEIEKLRPLAIKH-

NV SFGDFIQFAGAV GV SNCMGGPRLQFLAGRSNDSTAAPAGLVPKPEDPIDQILDRMADA -----
GFSANELVDLLASHSVAAQDTIDPTIQGHPFDSTPSTFDSQFFVETLLKGTSFPGNGS----NV GEAESPY P-----
------ GEFRLLSDQVIARDSRTACEWQSLSRRLYPMTKSKFTAAMAKMAVLGQDVNSLVDCSEVIPTPAT --
LATKV--AVIPAGLSLDDIE-ASCSETPFP-TISVAPGAETS-VAAVPS-------ccmmmmmm oo
>DICSQ-147840-VP

-------- ATCNGG-RTTAN--AACCIWFDVLDDIQEN--LFHGGQCGEDAHEALRLTFHDAIVFSPALTA----------
------------------------------------- ADGSIMAHSSDELADPANNGLDDIIEFQCPFALKH

NV SFGDFIQFAGAV GV SNCNGGPQISFFTGRSNDSQAAPHGLVPLPSDDVTTILNRVGNA -----
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GFNAVELVWLLISHTVGAQDSVDDSIPGTPLDSTPSDFDAQFFVETLLNGTITPGNGI ----SPGEAL SPY P------
----- GEFRLQSDFLIARDDRTSCEWQKMISDRANML-ARFEQVMLKLSLLGFDQSTLTDCSDVIPTATG--
TVADP---FIPAGLSTDDIQ-AACSSTPFP-TVSVLGGAVTT-IPAVSLNS--------------mmmmmommoo-
>DICSQ-141471-MnPshort

-------- AVCSQG-RRASS--EACCVWFDVLDDIQEN--LFDGSQCGEETHESLRLTFHDAIGL SPALFRQGKF----
-------------- G-----GG----------------GADGSIMHFADIETNFHANGGIDDIVETQRPFAIAH-

KV SFADFIQFAGAV GV SNCAGGPRLQFLAGRANTTQPSPDLLVPEPSDSTDAIFARFGDA -----
GFSPAEVVALLASHSVAAQDHVDPTIPGTPFDSTPAAFDAQFFVETLLRGTLFPGNGS----NVGEVLAPLG---
-------- GEFRLFSDANIARDARTACEWQSFITDHGSMV -RKFEAAMAKLATVGQNPRALTDCSEVIPVPKA--
VKLPA--PTLPAGKTLEDIQ-AACAATPFP-ALRAAPGPATT-VAPVPPS----------nnmmmmmmmmmmeeee
>DICSQ-108150-MnPshort

-------- SDCGNG-HLASN--SQCCVWYDVLDDIQTN--LFDGGECGEEAHESL RSTFHDAIGFSPAL FREGK F---
--------------- GQVLH-GG----------------GADGSIMAFP-IETTFKASAGLDEIV GEQK PFALKH-

NV SFGDFIQFAGAV GV SNCRGGPRL QFLAGRSNHSQV SPDGLIPLPEDPVDKILARMADA -----
GFSPAEVVDLLASHTVAAQDHVDPTIHGSPFDSTPSDFDAQFFVETLLKGVAFPGNGS----NVGEVLSPY P---
-------- GEMRLQSDAAIARDPRTACEWQSFIANQELMYV -RKFEKVMAKMAVLGQDPRKLSDCSEVIPVPKP-
AASQVA---HLPAGKKLKDIQ-VSCKHIPFP-TIKADPGPETS-IPVVPAS----------mmmmmmmmmmmmeee
>CERSU-99382-VP

-------- VTCPDG-SMTAN--EACCVLFPVLEDIQQN--LFDGGLCGEEAHESLRLTFHDAFGFSPALQAQGQF---
--------------- G-----GG----------------GADGSVIVFEETEANFAANIGIDEIINAQKPFIARH-
NITPGDFVQFAGAVGAANCPGAPQLQFMLGRPMPVASSPDGLIPEPFDTVDSIIERFADA ----
GNFTETEIIWLLTAHSIAAADEVDPTIPGTPFDSTPGIFDSQIFIEVQLRGTSFPGTGG----NQGEVESPLR-------
----GELRLQSDSELARDSRTACEWQAFVDNVPRMQ-TLFSAAMSTLAVIGQDTSQMVDCSDVIPV PPP--
PQGTA---HIPAGLSNADIE-QACATAAFP-SLPVDPGPATS-VAPVPPA -------- - oo
>CERSU-94398-MnPlong

-------- AVCADG-TRVSN--AACCAFIPLAQDLQET--LFMG-DCGEDAHEVIRLTFHDAVAISSSMGPSA-------
------------------- GG----------------GADGSMLLFPTVEPNFSANNGIDDSVNNLIPFL SKH-
AVSAGDLVQFAGAVALTNCPGAPQLEFLAGRPNHTIAAIDGLIPEPQDDVTKILARFEDA ----
GGFSPFEVVSLLASHTVARADKVDGTIDAAPFDSTPFTFDTQVFLEVLLKGTGFPGTNN----NIGEVASPLP---
-LTSGNDTGEMRLQSDFALARDERTACFWQSFVNEQEFMA -
QSFKAAMSKLAVLGHSRSSLVDCSDVVPAPKP--AVNKP--ATFPATTGPDDLE-LTCTAERFP-
TLSVDPGAQQTLIPHCSDGDQVCATVQFTGPA -------------

>CERSU-50686-MnPlong

-------- AVCSDG-TRVSN--AVCCDFVSLGQDLQSM--VLQG-DCGEDAHEIIRLTFHDAVAISRKLGPSA -------

GADGSMLLFPLVEPEFAASNGIDDSVNNLIPFLSLHPTISAGDLVQFAGAVALSNCPGAPRVQFLAGRPNHTI
AAIDGLIPEPQDNVTSILERFDDA ----
GGFTPFEVVSLLASHTIARADKVDPTLDAAPFDTTPFTFDSQIFLEVLLKGVGFPGLDN----
NTGEVSSPLPLGDTSTGGKDTGLMRLQSDFALAHDPRTACFWQGFVDQQEFMS-
QSFASAFAKLAVLGHNTDDLIDCSEVVPVPKP--AVDKP--TTFPATTGPQDLE-L SCLAERFP-
TLSVDPGAQETLIPHCSDGLENCTSVQFSGPATDSP---------

>CERSU-50297-MnPlong

-------- TICPDG-TRVSN--HVCCDFIPLAQALQST--LYMG-DCGEDAHETIRLTFHDAIAISQSQGPSA----------

GADGSMLIFPTVEPFFHANAGIDDSVNNLIPFLDKFPTITAGDLIQFAGTVALSNCPGAPQLEFLAGRPNATA
PAVDGLIPEPQDNVTHILERFADA ----
GGFTPFEVVSLLASHTVARADKVDLTIDAAPFDSTPFTFDTQIFLEVLLKGVGFPGTDN----
NTGEVESPLPLGNNKQGGNDTGEMRLQSDFALARDDRTACFWQGFVNEQEY MM -
SSFKAAMSKLAILGHNRNDLIDCSEVVPTPKP--PVGKP--ASFPATTGPQDL Q-LTCK SERFP-
SLTIDHGAQETLIPHCSNGGQDCPTVQFTGPAGEDDS--------

>CERSU-49863-MnPlong

-------- AVCSDG-TRVSN--SACCAFIPLAQDLQET--LFMN-DCGEDAHEVIRLTFHDAVAISRSQGPSA --------
------------------ GG----------------GADGSMLLFPTVEPNFSANNGIDDSVNNL IPFLAKH-
PVSAGDLVQFAGAIALTNCPGAPQLEFLAGRPNHTIAAVDGLIPEPQDDV TKILARFDDA ----
GGFSPFEVVSLLASHTVARADKVDETIDAAPFDSTPFTFDTQVFLEVLLKGV GFPGTDN----NTGEVASPLP--
--LTSGNDTGEMRLQSDFALARDSRTACFWQGFVNEQEFMA -
QSFKAAMSKLAVLGHSRSDLIDCSDVIPTPKP--AVNKP--ATFPASTGPK DL E-L SCFAERFP-
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TLPVTPGATQTLIPHCSNGGEDCPTVQFTGPA -------------
>CERSU-157986-MnPlong
-------- AVCSDG-TIVSN--AVCCDFIPLAQDLQSM--VLQN-DCGEDAHEIIRLTFHDAIPISRSLGPSA -----------

GADGSMLIFPLVEPEFFASNGIDDSVNNLIPFLSSHPTISAGDLVYQFAGAVALSNCPGAPRATFFAGRPNATA
PAIDGLIPEPQDNVTSILARFDDA ----
GGFTPFEVVSLLASHTIARADKVDPTLDAAPFDTTPFTFDTQFFLETLLKGVGFPGTDD----
NVGEVASPLPLGDTSTGGNDTGMMRLQSDFVLARDERTACFWQSFVNQQDLMA-
ESFKAAFFKLSLLGHNQADLVDCSEVVPIPVP--GDGKP--ATFPATTGPQDLQ-LTCTAERFP-
TLSVDPGATETLVPHCSDGGENCPSVY QFAGPATGFNGTD------

>CERSU-143390-MnPlong

-------- AVCSDG-TRVSN--AVCCDFIPLAQDLONT--IFMN-DCGEDAHESIRLTFHDAIAISRSQGAAA ---------

GADGSMLIFPTVEPNFAANNGIDDSVNNLIPFLSTHPTISAGDLVQFAGAVALSNCPGAPQLEFLAGRKNAT
APAVDGLIPEPQDSVTSILDRFSDA ----
GGFSPFEVVSLLASHTVARADKVDTTLDAAPFDSTPFTFDTQIFLEVLLKGVGFPGTDN----
NTGEVASPLPLGNIVSGGNDTGEMRLQSDFALARDERTACFWQGFVNEQEFMA -
ESFKAAMSKLAVLGSNRDELIDCSDVVPTPKP--AVNKP--ASFPATTGPQDLE-LTCTAERFP-
TLSVDPGAQETLIPHCSDGGQDCPSVQFTGPA-------------

>CERSU-139965-MnPlong

GADGSMLLFPLVEPEFAASNGIDDSVNNLIPFLSSHPNISAGDLVQFAGAVALTNCPGAPRVNFLAGRKNAYV
APAIDGLIPEPQDNVTSILARFADA----
GNFSPFEVVSLLASHSVARADKVDPTLDAAPFDSTPFTFDTQVFLEVLLKGVGFPGTDN----
NTGEVASPLPFGDTSTGGNDTGMMRLQSDFALARDERTACFWQSFVDQQDLMA -
QSFQAAFEKLAILGSSAADLVNCSAVVPLSVG--PVTAP--ATFPATTGPQDLQ-LTCTTETFP-
SLSIDPGATETLIPHCPDGSEDCPTVQFSGPATDSP---------

>CERSU-124076-MnPshort

-------- VTCPDGVNTVAN--AACCPLFAVRDDIQES--LFDGGKCGEEVHESLRLTFHDAIGFSPSLTAQGKF---
--------------- G-----GG----------------GADGSIAIFESIETGYHANLGIDEIINEQATFILKH-
NMTAGDFIQFAGAV GV SNCPGAPQLEFLLGRPAATAPAPDKTVPEPFDTVDSILARFGDA-----
GFSPQEVIALLASHSVAAADHVDPAIPGTPFDSTPSDFDPQIFIEVQLRGTLFPGTGG----NQGEV ESPY P------
----- GEIRLQSDHNLARDSRTACFWQSLANNQQQOMQ-AQFKAAMAKLAVLGQDVSQMVDCSDVIPVPLP--
PATTP---HIPAGLSONNIE-QACATAAFP-TLPIDVGPQTS-IPPVPGS----------======neommm--
>CERSU-118677-LiP

NVSAGDFVQFAGAVGLSNCPGAPQLDFVIGRPAATAASPDGLVPEPFDNVTSILARFNDA----
GGFDPQHVVWLLSSHSVAAAELVDPSIPGAPFDSTPGLFDTQFFIETQLTGTLWPGTAN----NQGEVESPLL --
--------- GEIRLQSDFLLARDNRTACEWQSFANDLSRQQ-TLFKAAMSTLATIGQDTSTLTDCSDVIPVPAA --
PVGTP---HFPAGLTNADVD-QACTTAAFP-TLSTDPGPATS-VAPVPTA---------nmmmmmmme oo
>CERSU-117436-MnPlong

-------- TICPDG-TRVSN--HACCAFIPLAEDLQKT--IFMN-DCGEDAHEVIRLTFHDAVAISRKLGPKA ---------

GADGSMLLFPTVEPNFSANNGIDDSVNNLIPFMARHPTVSAGDLYVQFAGAVALSNCPGAPRLEFLAGRPNH
TIAAIDGLIPEPQDDV TKILERFDDA----
GGFTPFEVVSLLASHTVARADKVDETIDAAPFDSTPFTFDTQVFLEVLLKGVGFPGTDN----NTGEVASPL P--
--KGSGNDTGEMRLQSDFALARDPRTACFWQGFVDEQEFMA -
ESFKAAMAKLAILGHNRASLTDCSDVVPIPRP--AVKKP--ASFPATTGPKDLE-LTCRAERFP-
TLTVDRGAVQALIPHCSNGGQDCPSVQFDGPA-------------

>CERSU-116608-MnPlong

GADGSMLLFPLVEPEFQASNGIDDSVNNLIPFLSSHPNITAGDLVQFAGAVALTNCPGAPRVNFLAGRKNAV
APAIDGLIPVPQDNVSTILARFADA----
GNFSPFEVVSLLASHSVARADKVDPTLDAAPFDTTPFTFDTQIFLEVLLKGV GFPGLDN----
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NTGEVASPLPFGDTSTGGNDTGMMRLQSDFALARDERTACFWQGFVDQQDFMA -
QSFQAAFEKMAILGSNAADLINCSAVVPQSVG--PVTVP--ATFPATTGPQDLQ-LNCTSETFP-
SLSIDPGATETLIPHCPDGTEDCPSV QFSGPATDSP---------

>CERSU-114076-MnPlong

GADGSVLIFPTVEPHFPENAAIDDAVNNLLPFLSMHPTISAGDLVQFAGAVALSNCPGAPQLEFLAGRQNAT
APAVAGLVPQPQDNVTSILARFADA ----
GSFTPSEVVSLLAAHSIGRADNVDPTLFAAPFDTTPFDFDTQFFLEVLLEGTGFPGTND----

NVGEVASPLPIGDV SSCGSDAGELRLQSDFALARDERTACFWQEFVNQQERMA -
EGFQSAMEKLASLGSNPADLIDCSDVVPEATP--SNGKP--ATFPATTGPSDLQ-LTCTTQKFP-
SLSVDAGTTQALIPHCPDGNEDCSSVLFAGPA-------------

>CERSU-114036-MnPlong

-------- VTCSDG-TTVPD--SVCCDFIPLAEDLQST--LFMN-QCGEDAHEVIRLTFHDAISISQSLGPSA ----------

GADGSMLIFPTVEPNFPANNGIDDSVNNLIPFLSTHPTISAGDLVQFAGAVALTNCPGAPRLQFMAGRPNAT
APAVIGLIPQPQDNVTSILDRFADA----
GNFSPFEVVSLLASHSVARADKVDLTLDAAPFDSTPFDFDTQIFLEVLLKGTGFPGTDD----
NVGEVESPLPFGDTSTGGNDTGEMRLQSDFALARDSRTACFWQGFVDQQDFMS-
QSFGAAMAKLAVLGONTANLVDCSAVVPAATP--SSGNP--ATFPATTSPDDLE-LTCTTETFP-
SLSVDPGAVETLIPHCPDGSEDCPTVQFSGPA -------------

>CERSU-112162-GP

GV SYGDIIQFAGAVATSNCPGAPRLPFHAGRPNAIAPSPPDLVPSPSDSVEMILARMSDA -----
GLTTEDTIALLAAHSVGKQRTLDLNITGMPFDTTPDAFDTQFYLDTSLRGTVMPGPGR----SDFEVK SPSK ---
-------- DEFRIASDAAFARHPLTACVWQSFVVNQSRLQ-GSFSQAMIKLANAGH--SNLIDCSIAIPPSRS--
WSRLP---VY PPGKSRSDID-HSCSTTAFP-DIPSDWVPVAHHIPFSRLM --------------mmmmmmmmeeo-
>CERSU-105539-MnPlong

-------- AICSDG-TVVSN--SVCCDFVPLATALQST--LFMN-DCGEDAHESIRLMFHDAV SISQSQGPSA --------

GADGSMLIFPTIEPNFPANNGIDDSVNNLIPFLSMFPTISAGDLVQFAGAVALTNCPGAPRLEFLAGRANATA
PAVIGLIPQPQDNVTSILDRFADA ----
GNFSPFEVVSLLASHSVARADKVDPTLDASPFDTTPFTFDTQFFLETLLKGV GFPGLDN----
NTGEVASPLPLGDTASGGNDTGMMRLQSDFLLARDERTACFWQSFVNEQDFMT-
QSFKSAVEKLAILGSNRADLIDCSDVVPIAMP--AAGVP--ATFPATTGPRDLQ-LTCLTEQFP-
SLTVDPGATETLVPHCSDGSEDCPTVQFSGPA-------------

>BJEAD-499082-LiP

NMTPGDFIHFAGAIAVTNCAGAPTLSFSIGRPPPVAPAPDGLVPEPFHTNDQIFARMLDA ----
LEFDDLETVWGLIAHTVGASDDVDPTIPRTPFDSTPSLFDGQFFIDTQLRGVLFPGKVG----1QGEVQSPLK ---
-------- GQIRLQSDHLIARDSRSACEWQSFADDHDKLT-NRFQFVIETLAMVGQDPTNMIDCSEVIPIPKD--
LTLAQLTPMFPAGKTHADVE-QACADTAFP-NFATRPGPAIA-VPPVPSAKTGAPGS-------------=-----
>BJEAD-43329-MnPshort

-------- VTCPDGKNTASN--AACCALFAVRDDIQAN--LFDGGECGEEVHESLRLTFHDAIGFSPSLTAQGKF---
--------------- G-----GG----------------GADGSLIAFSDVETLFHANGGIDEIVEV QKPFVAQH-
NMTPGDFIQFAGAIGV SNCPGAPRLEFLLGRPAPTAPAPDLTVPEPFDTVDSILARFDDV -----
GISPAEVVALLASHSVAAADHVDPSIPGTPFDSTPSTFDTQLFVEVQLRGTLFPGTGG----NQGEVESALR----
------- GEIRLQSDHVVARDSRTACEWQSFVNNQQKLQ-TAFRAAMAKLAILGHDRADMIDCSEVIPVPKA --
FTKAA---TFPAGITINDVE-QACADAPFP-TLSTDPGPATS-VPPVPAS--------n-mmmmmmmme oo
>BJEAD-43095-VP

-------- VACPDGVNTATN--AACCALFAVRDDIQQN--LFDGGECGEEVHESLRLTFHDAIGISPSIAATGKF----
-------------- G-----GG----------------GADGSIMIFDDIEPNFHANNGV DEIINAQK PFVAKH-

NMTAGDFIQFAGAYV GV SNCPGAPQL SFFLGRPAATQPAPDGLVPEPFDSVTDILNRFADA ----
GGFTTQEVVWLLASHSIAAADHVDPTIPGSPFDSTPEIFDTQFFVETLLKGTLFPGTSG----NQGEVESPLA----
------- GEIRLQSDADFARDSRTACEWQSFVNNQPRMQ-VLFKAAMQKLSILGHDLTQMIDCSDVIPV PPS--
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TAVRG--SHLPAGNTLDDIE-QACASTPFP-TLTADPGPATS-VAPVPPS-------ncsmmmmemmmnaas
>BJEAD-41982-LiP

-------- VTCPGGRHTATN--AACCKLFDVRDDIQRN--
MFEGGQCNDVAHEALRLTFHDAVAISPALEAK GKF-------=c-mo-- (RS c] \ E————
GADGSIITFGNIETKFHPNIGLDEIVAIEK PFIAKH-
NMTAGDFLHFAGAIAVTNCPGAPTISFSLGRPPAVRAAPDGLVPEPFHTVDQIFDRMNDA----
MEFDPLETVWALIAHTVAAANDIDTAIPGSPFDSTPSDFDGQFFLETQLKGVLNPGRGL ----HQGEV L SPLF--
--------- GEMRL QSDFAIARDSRSACEWQSFIDDHDKL T-NRFQFVLETFAMLGQDPTNMIDCSEVIPVPAA--
LRTKP---HFPAGK TIRDVE-PACAETPFP-TVPTDRGSPTV-VARVPK SAVRRAHGF----------x-----
>BJEAD-323280-LiP

NMTPGDFIHFAGAVAVTNCPGAPSL SFSLGRPIAKGPASDGLVPAPFDTLDKIFDRMQDA ----
LGFTPVETVWALAAHSIGSASDVDPSIPRTPFDSTPGIFDAQFFVETQLRGTLFPGK GG----1QGEVESPMR----
------- GEIRLQSDHLMARDSRSSCEWQSFVTDHPKLQ-NRFQFAMETIAVVGQDTTNMVDCSEVIPQPPP-
LPPSHP-VSMLPFGMSKNDIE-QACASAMFP-TL-IPLGARGP-IPPVPKARTNSPGH-----------=-------
>BJEAD-306863-MnPshort

-------- VACPDGVNTATN--AACCSLFAIRDDLQKN--LFDNGGCGEDVHESLRLTFHDAIGISPKIAASGQF---
--------------- G-----GG----------------GADGSIALFEDIETNFHANLGVDEIINEQKPILARH-
NISTGDFIQFAGAV GV SNCPGAPRVQFMFGRTDATQPAPDLTVPEPFDTVDSIIERFADA ----
GGFTPEEIVALLVSHTIAAADHVDPSIPGTPFDSTPSTFDSQFFVETQLRGVIFPGTGG----NQGEVESPLE-----
------ GEIRLLSDSELARDSRTACEWQSFVNNQDKIK-SAFAAAFAKMTTLGNDVNQMVDCSEVLPIPPD--
TVIPP--AHLPAGKTMNDIE-QACATAPFP-SLSADPGPATS-VAPVPPS---------cmmeommmmmmeeee oo
>BJEAD-306404-MnPshort

-------- VACPDGKNTATN--AACCALFAVRDDIQAN--LFDGGECGEEVHESLRLTFHDAIGISPAIAKTGKF---
--------------- G-----GG----------------GADGSIMVFDDIETAFHANNGVDEII DEQKPFVAKH

NMTAGDFIQFAGAV GV SNCPGAPRLNFFLGRPAPTAPAPDLTVPEPFDSVTKILARFDDA ----
GHFTPAEVVALLASHTIAAADHVDETIPGTPFDSTPGIFDTQFFVETQLRGTLFPGTAG----NQGEVMSPLA --
--------- GEIRLQSDGDLARDSRTACEWQSFVNNQAKIQ-SAFKAAFKKMSVLGHDINRMIDCSEVIPIPNN-
TPVKPA---HLPAGNTLRDV Q-QACARSPFP-SLSADPGPATS-VAPVPPS---------ommommemm oo
>BJEAD-269524-LiP

-------- VTCPGSRNVVAN--SACCKLFDVRDDIQKN--
MFEGGKCNDVAHEALRLTFHDAVAISPALEAKGKF-------------- G----- GN------mmeme -
GADGSIITFGNIETKFHPNIGLDEIVAIEKPFIAKH-
NMTPGDFLHFAGAIAVTNCPGAPTISFSLGRPPPVRAAPDGLVPEPFHTVDQIFARMNDA ----
MQFDPLETVWALIAHTVAAANDIDTAIPGSPFDSTPSDFDGQFFLETQLKGVVNPGRGN----HQGEVLSPLA-
---------- GEMRLQSDFAIARDSRSACEWQSFINDHDKLT-NRFQFVLETFAMLGQDPTHMIDCSEVIPVPAP--
LRTKP---HFPAGKTIHDVE-RACAETPFP-TLLTDGGRATA-VASVPKSSVRRAHGF--------------o--
>BJEAD-269481-LiP

-------- VACPDGRHTAIN--AACCNLFTVRDDIQRN--MFDGGKCNDIAHQALRLTFHDAVAFSPALEAEGKF-
----------------- G-----GN----------------GADGSIITFGNIETNFHPNIGLDEIVEIEKPFIARH
NMTPGDFLHFAGAIAVTNCPGAPTISFSLGRPVATRPAPDGLVPEPFHTPDQIFARMLDA ----
LEFDELETTWALIAHTVAAADDIDTSIPRSPFDSTPEL FDGQFFIETQLKGTLFPGNGP----NKGEVRSPLA ----
------- GEMRLQSDFLIARDNRSACEWQSFGTDHDKLT-
NRFQFVLETLAMVGQDPTNMIDCSEVIPIPRNLTSAQIP---HFPAGKTIRDV E-AACPETPFP-
RLPTDAGRPTAVAPVPSG--------cmcmmmmme

>BJEAD-186344-LiP

-------- VACPDGKHTATN-----AALFAARDDIQKN--MFEGGKCNDVAHEALRLTFHDAVAFSPKMTARGQF-
----------------- G-----GN----------------GADGSIMTFANIETTYHAK----LASMRSSL L S&---------------
LTNCPGAARISFSIGRPVATRAAPDGLVPEPFHLVDQIFDRMNDA ----
LEFDPLETVWDLIAHTTGAANDVDPTIPRTPFDSTPTLFDGQFFIDTQLRGILFPGKTG----1QG-----------------
---------------------- TSFATDQAKLH-DRFQFVLETFAIVGQDPSKMIDCSEVIPIPKS--
LTPAQLVGHLPAGKIHTDIE-QACADTAFP-SLKADPGPATA-VPPVPKVRTSPPGS-------------------
>BJEAD-184697-LiP

-------- VACPDGKHTAIN--AACCNLFTVRDDIQKN--

MFEGGKCNDVAHEALRLTFHDAVAFSPSMEAK GQF-------------- G----- GN-----mmmmeeeee-
GADGSIMTFDTIETNFHPNIGLDEIVNIEKPFAKFH-
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NMTPGDFIHFAGAIAVTNCPGAPTLSFLLGRPPPVAAAPDNLVPEPFHTATQIFDRMNDA----
LEFDELETVWGLIAHTIGASNDVDASIPRTPFDSTPDLFDGQFFIDTQLRGILFPGKGG----LQGEVESPLK ----
------- GEIRLQSDHVIARDSRSACEWQSFGTDHDKLT-NRFQFVVETLAMVGQDPTNMIDCSEVIPIPKD--
LTPEQLAPKLPAGKTMNDVE-QACADTPFP-SLKAAPGPATA-VAPVPKVKTGAPGS-------------=-----
>BJEAD-175536-MnPshort

-------- VTCSPG-RVVND--ATCCQWFDVLDDIQKN--

LFDNGECGEEAHESLRLTFHDAIGFSL SAQRQGKFLWRWWRWOQVLITAFRTINP----- Dl-----mmmmmemme-
SPDGSIMAFADIETNYHASLGLDEIVGEQKPFALKH-

NV SFGDFIQFAGAVAV SNCNGGPRLQFLAGRSNDSRLTPDGTIPEPFDSADKIFARMGDA -----
GFSPAEVVALLASHSVAAQDHVDPIVHGSPFDSTPSTFDGQFFLDVMLKGTLFPGNGS----HPGEV M SPIP---
-------- GEFRLQSDFVVSRDQRSACAWQTLITRHDLMV -SQFESAMAKMATLGQNIHRLADCSDVIPVPKR--
LSTPN--AVIPAGKTKKDIQ-PACRATPFP-ALPTASGPAIS-VAPVPPS---------mmmmmmmmmmemme o
>BJEAD-173495-GP

-------- VACPDGVNTATN--AACCPLYAVRDDMQAN--
LYDGGACNAEVHESLRLTFHDAIGYSPALAAAGSF-------------- A----- GG-------=- -
GADGSILTFSDVEAAFFANAGLDEMIELQKPYITKY -
NMTPGDVVQFAGAVGLSNCPGAPQLEFLLGRTAATAASPTGLIPAPFDTVDAIIERFADV -----
DFSVDEIVALLASHSVAAASHIDTTVPESPLDSTPGVFDTQFFVETSLNGTMY PGTSG----NIGEALSAIA------
----- GELRLLSDHELARDSRTACEWQSYVNNQSKIQ-SAFRAAMARMAVIGQDSSTMIDCTEVIPTASS--
FTSAA---FIPAGLTYADIE-QSCDSTPFP-TLSVVAGAATS-VAAVAKS--------mmmmmmmmmiemeee
>BJEAD-172246-LiP

-------- VACPDGRNTAIN--AACCNLFTVRDDIQKN--

MFEGGKCNDVAHEALRLTFHDAVAFSPSMEAK GQF-------------- G----- GN----=-mmmmmmeo
GADGSIMTFDTIETNFHPNIGLDEIVNIEKPFAKFH-
NMTPGDFIHFAGAIAVTNCPGAPTLSFLLGRPPPVAAAPDNLVPEPFHTATQIFDRMNDA----
LEFDELETVWGLIAHTIGASNDVDASIPRTPFDSTPDLFDGQFFIDTQLRGILFPGKGG----LQGEVESPLK ----
------- GEIRLQSDHVIARDSRSACEWQSFGTDHDKLT-NRFQFVVETLAMVGQDPTNMIDCSEVIPIPKD--
LTPEQLAPKLPAGKTMNDVE-QACADTPFP-SLKAAPGPATA-VAPVPKVKTGAPGS-------------=-----
>BJEAD-172152-MnPshort

-------- VDCGGG-RTASD--AVCCKWFTVLDDIQTN--LFDGGECGEETHESLRLTFHDAIGFSLSAERAGKF---
--------------- G-----GG----------------GADGSMMAFAEIETNFHANNGVDDIVEV QRPFALKH-

GV SFGDFIQFAGAV GV SNCVGGPRLQFKAGRSNISRPAPDLTVPEPFDSTDKIFARMGDA -----
GFSPNEVVDLLASHTVAAQDHVDATIPGTPFDSTPSTFDSQFFLETLLKGTLFPGNGP----NQGEVLSPLH----
------- GELRLQSDFEISQDPRTACEWQSFLTNHDLMV -SRFERVMSKLAVLGQNPNRLVDCSEVIPVPKG--
RVGAA---VIPAGKTQADIQ-GACRATPVP-RLSAAPGPETS-VAPVPPS--------nnnmmmmemmmmeee
>BJEAD-157924-LiP

-------- VACPDGKNTAIN--AACCSLFTARDDIQKN--MFDGGQCNDVAHQAIRLTFHDAVAFSPTLTAQGKF-
----------------- G-----GN----------------GADGSIMTFDTIETNFHPNIGLDEIVNIEK PFAQFH
NMTPGDFIHFAGAIAVTNCPGAPTLTFAIGRPPPVAAAPDGLVPEPFHTADQIFARMLDA----
LQFDELETVWGLIAHTVGASNDVDPSIPRTPFDSTPSIFDGQFFIDTQLRGEL FPGQGG----LQGEVESPLK ----
------- GQIRLQSDHIIARDSRSACEWQSFANDHDKLT-NRFQFVIETLAMVGQDPTNMIDCSEVIPIPKD--
LTAAQLTPMFPAGKTNADVE-QACADTPFP-SFATRPGPATA-VPPVYVSPSSLSKY L T-----------------
>BJEAD-121664-LiP

-------- VACPDGVNTATN--AACCALFAVRDDIQAN--
MFDGGQCNDVAHQSLRLTFHDAVAFSPALTAQGQF-------------- G----- GN----mmmmmmeeeee
GADGSIITFGDIETAFHPNIGLDEIVAIQKPFIAKH-
NMTAGDFLHFAGAIATTNCPGAPTISFLLGRPEATQAAPDGLVPEPFHTVDQILARMNDA----
LEFDELETVWALIAHTTGAANDIDTTIPRTPFDSTPTLFDSQFFIETQLKGTLFPGTGGDNGANTGEVMSALA
----------- GEMRLQSDFLIARDARTACEWQSFSGNMPKLQ-
NRFQFVLETFAVVGQDQTNMIDCSEVIPVPVD--LTDEQAAGFFPPGKTLDDVE-GACADTPFP-
SFATAPGPATAIPAV-------mc e

>BJEAD-120002-LiP

-------- VACPDGKHTATN--AACCNLFTVRDDIQKN--
MFDGGKCNDVAHEALRLTFHDAVAISPAMQAK GKF-------------- G----- GN----mmmmmeeeee
GADGSIMTFDKIETAFHPNIGLDEIVNIEKPFVQKH-
NMTPGDFIHFAGAIAVTNCPGAPTISFALGRPVATRAAPDGLVPEPFHTADQIFARMNDA ----
MEFDELETVWALIAHTVAAANDVDPSIPRTPFDSTPDLFDGQFFIDTQLRGTAFPGRGG----LQGEVLSPLK --
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--------- GEMRLQSDHVIARDSRSACEWQSFATDHDKLT-NRFQFVLETLANLGQDASKMIDCSEVIPIPKN--
LTPAQLTPMFPAGKTIKDVE-QACADTPFP-TLKTRPGAATA-VPPV ----mmmmem oo
>BJEAD-118718-MnPshort

-------- VACPDGVNTATN--AACCSLFAIRDDLQKN--LFDNGGCGEDVHESLRLTFHDAIGISPAIAATGKF---
--------------- G-----GG----------------GADGSIAIFEDIETNFHANLGVDEI I DEQKPILARH-
NISTADFIQFAGAVGLSNCPGAPQVEFLFGRTDATQPAPDLTVPEPSDTVDSILARFDDA ----
GGFTAAEIIALLASHTIAAADHVDPTIPGTPFDSTASTFDSQFFVETLLKGTLFPGTSG----NVGEVMSPIA-----
------ GEMRLQSDFEFAQDSRTACEWQSFVNNQDKIK-TAFAAAFAKMTTLGNDRSQMVDCSEVLPRVST --
ATLPP--AHLPAGKTLADVQ-QACADTPFP-SLSADPGPATT-VPPV----mmmmmmm oo
>BJEAD-116816-LiP

-------- VACPDGKNTAIN--AACCNLFTARDDIQKN--MFDGGQCNDVAHQAIRLIFHDAVAFSPALTAQGKF-
----------------- G-----GN----------------GADGSIMTFDTIETAFHPNIGLDEIVNIEKPFA QFH
NMTPGDFIHFAGAVAVTNCPGAPTLTFSIGRPPPVAAAPDGLVPEPFHTADQIFARMLDA ----
LQFDELETVWALIAHTVGASNDVDPSIPRTPFDSTPSLFDGQFFIDTQLRGTAFPGONG----LQGEVESPLK ---
-------- GEIRLQSDHVIARDTRSACEWQSFANDHDKLT-NRFQFVVETLAMVGQDPTNMIDCTEVIPIPQD--
LTAAQLTPMFPAGQTLADVE-QACADTPFP-SFATRPGPATA-VPAV ------mmmmmmmmm oo
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