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Abstract: In this contribution, we specify the conditions for assuring the validity of the synergy of the
distribution of probabilities of occurrence. We also study the subsequent restriction on the maximal
extension of the strict concavity region on the parameter space of Sharma—Mittal entropy measures,
which has been derived in a previous paper in this journal. The present paper is then a necessary
complement to that publication. Some applications of the techniques introduced here are applied to
protein domain families (Pfam databases, versions 27.0 and 35.0). The results will show evidence
of their usefulness for testing the classification work performed with methods of alignment that are
used by expert biologists.
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1. Introduction

We have been working since 2015 on the problem of testing the alignment of protein
domain families which are proposed by expert biologists and bioinformaticians. We have
found that the use of selected entropy measures is very proficient for testing the results
published by those professionals and they favour a rigorous ANOVA statistical analysis [1].
In order to reduce the search space for admissible values of entropy measures, we have
emphasized the need for work in the region related to strict concavity of these entropies.
This study has been undertaken in a previous work, and we present in Section 2 a summary
of those developments. In the present work, we aim to complement the results of a
previous publication [2], and a subsequent restriction on the parameter space has to be
performed in order to guarantee the synergy of the probability distributions to be tested.
Non-synergetic distributions are not worthwhile for working because they will not preserve
the fundamental property of getting more information of amino acids into t-sets of columns
than to sum up the information obtained from individual columns. In Section 3, a brief
digression is then made for introducing the Sharma-Mittal class of entropy measures.
Section 4 emphasizes the aspects of synergy of the distributions and their consequences
for the reduction of the parameter space of Sharma—Mittal entropies. In Section 5, we
treat the analysis of the maximal extension of the parameter space, and we repeat the
reduction process imposed by the requirement of fully synergetic distributions of Section 4.
We conclude the paper in Section 6 by studying the relation of Holder and generalized
Khinchin-Shannon (GKS) inequalities.

2. The Construction of the Probabilistic Space

Let us consider a set of 7 domains (s rows) from a chosen family of protein domains.
In order to associate a rectangular array with this family, to be taken as its representative in
the probabilistic space we are constructing, we specify its number of columns as ny = n.
This means that among ¢ rows, we disregard all rows such that the number of their amino
acids satisfies n f<n and preserve m} rows whose number of amino acids satisfies n F<mn,
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but disregard (ny — 1) amino acids in these m} rows. We then choose m rows from among
the m} rows to obtain m x n rectangular arrays. There are m’f!/ [m!(m’f —m)!] of these
m X n rectangular arrays. Any one of them can be used as a representative of the domain
family to be analysed in the statistical procedure to be implemented.

The next step is to assign a joint probability of occurrence of a set of variables ay, ..., a;
in columns jy, ..., j; to be given by

= MO )
m

p]l]f ({Ill, e, ’ (1)
where nj i (a1,...,at) stands for the number of occurrences of the set a1, ..., a; in the ¢
columns of the subarray m X t of the representative array m x n (1 < t < n). The symbols
ai,...,a; will be running over the letters of the one-letter code for the twenty amino acids:
a(1<j<t)€(ACDEFEGHILKLMNPQRSTV,W,Y

We then have
Y. ji(an... ar)
t

ay,...,Aa

m. 2

We also introduce the conditional probabilities of occurrence, which are given implicitly by

Pirji@r, .. ar) = pjjar, ... a1lar)pj,(ar), 3)

where p;, (a1,...,a;_1|as) is the probability of occurrence of the amino acids in the
columns ji, ..., j;—1, if the distribution of amino acids in the j;-th column is known a priori.
The Bayes’ law for probabilities of occurrence [2,3] can be written as

pj]]f (ﬂl, .. /at) = pjl...j[(all .o /af—l |at)p]} (ﬂt)
= Divjrojia (elar, - ai1)pj, g (a1, - ai-1)
= Divjiajroiis (@t Br-1la1, - - 8t2)Pjy o, (A1, -, 81 —2)

= Pit.jajijo (at, .. ~/a3|‘11/{12)Pj1j2 (a1,a2)

= Pjr-join (llt, s /a2|a1)Pj1 (al)

= p]tjl (atr- ~-ra1) . (4)
The equality of the three first right-side members, as well as the equality of the three last
ones, does correspond to the application of Bayes’ law [2,3]. The symmetries for the joint
probability distribution p;,_ ; (a1,...,at) are due to the ordering of the columns for the
distributions of amino acids.

From the ordering j; < j» < ... < j, the values assumed by the variables ji, ..., j; are
respectively given by

]'1:1,2,...,1’171'4*1
p=p+Ljp+2,...,n—t+2

: ,1<t<n ®)
jt-1=Jr2+Lji2+2,...,n—1
Jt=Jt-1+Lja+2,..,0n.
We then have () = t'(nnilt)' geometric objects pj, i (a1,...,a;) of t columns and (20)"

components each.
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3. The Sharma-Mittal Class of Entropy Measures

As emphasized in Ref. [2], the introduction of random variable functions such as
entropy measures associated with the probabilities of occurrence, is suitable to provide an
analysis of the evolution of these probabilities through the regions of the parameter space
of entropies. The class of Sharma-Mittal entropy measures seems to be particularly adapted
to this task when related to the occurrence of amino acids in the objects Pii.ji (ar,...,at).
The thermodynamic interpretation of the notion of entropy greatly helps to classify the
distribution of its values associated with protein domain databases and to interpret its
evolution through the Fokker-Planck equations to be treated in forthcoming articles in this
line of research.

The two-parameter Sharma—Mittal class of entropy measures is usually given by

1—r 1—r

(s) 1 -1 (8)\ T=s -1
(rs) (%1]!) . (rs) (D‘]‘t )
(SM)]'l_._jt = 1=, (SM)]'t ==, (6)
where ) ©
s s s s
)= ) [ppqan.a)] s w) =3 [pan)] (7)
ai,...,At at

The parameters r, s must bound a region corresponding to a strict concavity in the
parameter space. A necessary requirement to be satisfied [3] is

PEM © & =2 [sfs=r)
— et — gy Npi o (ay, ... ar) AR5 P (a, .. a) — 1) <0, (8)
3(pyy .y (1) (&) [pivi I =TI

where p;, i, (a1,...,a;) stands for the escort probability associated with the joint probability
Pj...ji (a1, ..., at), or,

. [pjy.ji(ar,. 0] [pj.(a)]°
Pirji(ar,. .. ap) = =k ) i Pilar) = ]tT ©
Ji--jt &
Equation (8) leads to
r>s>0. (10)

Some special cases of one-parameter entropies are commonplace in the scientific litera-
ture [3-9]:

The r = s region is the domain of the Havrda—Charvat [6] entropy measure H ](15) i

(s) -1
&) _ Yo
Hy), = (11)

Ther =2 —5,0 <5 <1, region will stand for the domain of the Landsberg—Vedral [7]
(s)

entropy measure, L ot

(s) (s)
(6 S i 12
J1--Jt (1 _s)a(s) 4 - a(s) ‘ :
Ji-Jt Ji-Jt

The Renyi R](ls) i [8] and the “non-extensive” Gaussian [9] G](;) i entropy measures are
obtained from limit processes:
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1-r
=t d () YT 1t jog o9
((X(.S) . ) — 1 dr [(“]1 ]t) 1] logall Jt ( ) loga
RS =tim i = lim i
Jift T 1—7r r—1 %(1 —7) r—1 -1
log ol
= ok (13)
() )F )
’ | d Joga’
(ry _ 1. gt . _ ds 98%;, j,
Cjroie =M =75 Ty [oP| (1 —7) lim d(1-s) !
d (%)
_ 1 - dsYp i
—1r[exp<—(l—r)-£1_1>r}w -1].
J1--Jt
After using the definition of oc](. 5) , Equation (7), and hm oc]( ) =1 from Equations (1) and (2),
we get:
(1—Y)5j i
(r 1t 1
G]1 R P (14)

where S;,_;, is the Gibbs-Shannon entropy measure

]l ]t Z p]l ]t ﬂ], ..,ﬂt) logpjl...jf(alr"~/at)- (15)

ay,...,a

The Gibbs-Shannon entropy measure, Equation (15), is also obtained by taking the
convenient limits of the special cases of Sharma-Mittal entropies, Equations (11)—(14):

hmH() *th() *hmR() *hmG() =S

sl edt T g1 Rt gt it pmyy Juer Sl

(16)

We shall analyse in the next section the structure of the two-parameter space of
Sharma-Mittal entropy by taking into consideration these special cases.

We are now reminded that for the limit of Gibbs—Shannon entropy, a conditional
entropy measure is defined [3] by

Sijenli = - Za pj(a)pj..j (a1, ..., ai-1lar) logpj, j, (a1, a;1]ar) . (17)
1se--/0t

We then have analogously for the conditional Sharma-Mittal entropy measure [3]

1-r

—S

( L ﬁjt(at)[Ph.‘.jf(ﬂlr--"”H'at)r) -
(SM) ‘ at,...,A¢

frfealie = 1—¢

(18)
It is easy to show by trivial calculation that, analogously to Equation (16), we will have

lim lim (SM); =lim lim (SM); i = lim lim (SM); i = lim lim (SM); =S

s—1 1= edialie = 51 50 edealie T 5T nedealie 75T 550 Jrewfealit

Jrefe-1lje (19)

From Equations (6), (7) and (18) and the application of the Bayes’ law, Equation (4),
we can write

(SM)jy..jp = (SM)j; + (SM)j, j, e + (1 = 1) (SM);,(SM)j, ji - (20)
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4. Aspects of Synergy and the Reduction of the Parameter Space for Fully Synergetic
Distributions

For the Gibbs-Shannon entropy measure, the inequality written by A. Y. Khinchin [3,10] is

S S (21)

frodealie S Sjrejio -

This inequality would be described by Khinchin as: “On the average, the knowledge a priori
of the distribution on the column j; can only decrease the uncertainty of the distribution on
the jq,...,ji—1 columns”. We can write an analogous inequality for the Sharma-Mittal class
of entropies

(SM)j i alje = (SM)jy jiy - (22)
We then get from Equations (20) and (22)
(SM)j,..i; < (SM)j, + (SM);, .j, , + (1 =71)(SM);,(SM)j, i, . - (23)

After iteration of this equation, t -+t —1—t —2 — ..., we can also write

IT[1+(1-r)(SM);] — 1

1=1
ot < —

(SM) (24)

The inequalities in (21)—(24) are associated with what are called “synergetic conditions”. In
this section, we also derive the fully synergetic conditions as GKS inequalities.
After using Equations (7) and (9) in Equation (23), we get

1-r

("‘J(f .)--ft) h

1-r

() (2, )

< , 25
1—r - 1—r @5
and after iteration and use of Equation (24)
s VAN =
(s) )1 (oc )
J1---Jt < =1 I (26)
1—r - 1—r

The hatched region of strict concavity in the parameter space of Sharma-Mittal en-
tropies, C = {(s,7) |r > s > 0}, is depicted in Figure 1. The special cases corresponding
to Havrda—Charvat’s (r = s), Landsberg—Vedral’s (r = 2 —s), Renyi’s (r = 1), and “non-
extensive” Gaussian’s (s = 1) entropies are also represented.

We can identify three subregions in Figure 1. They will correspond to

t
_ (s<1) (s<1)
Ri={(7)|1>r>s>0} = a; ) < z|:1| a0, (27)
Rpy=A{(s,r)|r>s>1} = oY > : > (28)
== it = szll oo
(s<1) ! (s<1)
Rm={(s,r)[r>1>5>0} = aj < l|71| L (29)

where the ordering of a-symbols has been obtained from Equation (26). The subregions Ry
and Ryy are what we call fully synergetic subregions, and the corresponding inequalities
are the GKS inequalities [2].
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0 1 2 3 5

Figure 1. The strict concavity region C = {(s,r) |r > s > 0} of Sharma-Mittal class of entropy
measures. It is the epigraph of the curve (r = s), and this corresponds to the Havrda—Charvat entropy,
which is depicted in brown. The Landsberg-Vedral’s (r = 2 — s), Renyi’s (r = 1), and “non-extensive”
Gaussian’s (s = 1) are depicted in green, blue, and red, respectively.

The subregions Ry, Ryj, and Ryyy are depicted in Figure 2a—c, respectively. The union of
subregions R; and Ryy is the fully synergetic Khinchin—Shannon restriction to be imposed
on the strict concavity region of Figure 1 and it is depicted in Figure 2d below.

(a) (b)
Figure 2. Cont.
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Figure 2. Subregions of the strict concavity region C = {(s,7) |r > s > 0} of the Sharma-Mittal
class of entropy measures. (a) Khinchin-Shannon subregion Ri—fully synergetic.; (b) The non-
synergetic subregion Ryy; (¢) Khinchin—Shannon subregion Ry—fully synergetic; (d) Khinchin—
Shannon subregion Ry U Rpy—fully synergetic. The reduced subregion Ry U Ry of Figure 1 is obtained
by taking into consideration fully synergetic distributions only.

5. The Maximal Extension of the Parameter Space and Its Reduction for Fully
Synergetic Distribution

In Figures 1 and 2d, we have depicted the structure of the strict concavity region for
Sharma-Mittal entropy measures and its reduction to a subregion by the application of
the requirement of fully synergetic distributions, respectively. Our analysis has used a
coarse-grained approach to concavity given by Equations (8) and (10). We now introduce
some necessary refinements for characterizing the probability of occurrence in subarrays
of m rows and t columns, m x t. For t columns, there are (20)" possibilities of occurrence
of amino acids, which could be a large number, but we could count not individual amino
acids, but groups of t-sets of amino acids (u-groups) which appear on the m rows of the
m x t array. We characterize these p-groups by ¢ = 1,...,m, from all equal p-groups
(# = 1) to m different y-groups (4 = m). We also call g, the number of equal t-sets of a
given y-group.

In Equation (2), the sum is over all the amino acids that make up the geometric object
defined in Equation (1), the probability of occurrence. We can now perform the sum over
u-groups and write

ni. o (al, ... al n
Z Pivii (a;h’,...,a?”) _ Z ]1---]t( 1 t ) _ Z %l -1, (30)
ap u=1

m
qu q qu
”1’ Jeeerly aly,...,at}

where (a!*,...,a") are the t-sets of a y-group. We also have from Equation (7)

Myt (a?l """ ’Z{t”‘) :| ] —_ym (W')S = a(s) (31)

S
(0 Tu _ Iu
Zajﬂ o [Pn-w (a)",. a )} *Zu;’% " = Lp=1\'m it "

..........

From Equations (30) and (31), we can now proceed to the calculation of the Hessian
matrix for Sharma-Mittal entropy measures. We have for the first derivative of (SM);,_;,

a(S )f1~--ft s (s) = qu qu s—1
= L _— PR . 32
aph]t (aqy, . u?;t) 1_s (0‘]1_,,],) |:p]1~..]t (al a; )i| ( )

We then have for a generic element of the Hessian matrix [2]
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P*(SM)jy..j

Opjy..ii (a4} )Opjji (a .

H, =
Tuv ',a?v

)

- q q
= s(a? )1* [ (a aqy)]sfz s(s = 1) Pjvojr (0177, ,") b
1.0t J1---Je \"1 t (1 _ 5)2 Ph..jt (H;IV/~ B ,a?v) J1--Jt

I

where p;, i (a7", ...

,al") is the escort probability associated to Pj..j. (@

(al,...,al") — (5#,,] , (33)

qu u

Val"), or

qu q s
T P LG e ) o
p] N/ al 4 ’at = v v
e r p]'lm]'t(bg ’ "b‘z )
b, b
The principal minors are given by
YR = R q N
— S - 1
det Hy,q, (v =1,...k) = (=1)""s ((Xfl---]'r) [Epflu-]'t (" a )}
S(5=1) 5ty 1| k=1 35
Ve L Piilaf'sal) <1 k=1 m, @9
u=1
and we have
k s
s i)
k . 'y 9 k [Ph.--]} (a?“, ',a;h«)} ygl(m>
Z%P]y-jt(“l s, af') = 221 TR = R = 0%(s) (36)
= = ar pis
: = L (R) (%)
according to Equation (31).
From Equations (35) and (36), the requirement of strict concavity will lead to
s(s—r
(i — S)g (rk(s) -1<0. (37)
We then have
dethMV(y,v =1,...,k) <0,kodd; >0, keven. (38)

This does correspond to the criterion of negative definiteness of the Hessian matrix for

strict concavity of multivariate functions [11].

Each k-value is associated with the k-epigraph region, which is the k-extension of the
strict concavity region presented in Figure 1. These regions are given by

(1-

S>r>s5—

Crpx = 1(5,7) [r =5 >0} U {(s,r)

s 0k (s)

5)2

}, k=1,...,m.

(39)

The greatest lower bound of the sequence of k-curves is given by ;,(s) = 1. We

then have

rm(s):2—§.

We can then write for the maximal extended region of strict

Cmax = {(s,7) [r >s>0}U {(s,r)

1
s>r>2—}.
S

(40)

concavity

(41)
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The region corresponding to Equation (41) is depicted in Figure 3 below.

V4 N :
0 / 0.5 i S
Figure 3. The maximal strict concavity region of the Sharma-Mittal class of entropy measures.
The hatched region is the epigraph of the curve r = 2 —1/s which is depicted in black. The
Havrda—Charvat (r = s) region is in brown. The Landsberg—Vedral (r = 2 — s), Renyi (r = 1), and
“non-extensive” Gaussian (s = 1) regions are depicted in green, blue, and red, respectively.

We are now ready to undertake the application of restrictions for fully synergetic dis-
tributions (validity of GKS inequalities) to the maximal strict concavity region of Figure 3.
We start by identifying two regions included in Figure 3. They will be given by

_ 1 (s<1) _ T (s<1)
Ry = {(s,r) 1>s>r22—g >O} = §l|:1| a;, (42)
_ 1 (s>1) L (s>1)
Ry = {(s,r) S>722_§ >1} = 0 Zl|:1| ;o (43)

These regions are depicted in Figure 4a,b, respectively.

r r

(a) (b)
Figure 4. Subregions of the maximal strict concavity region of the Sharma-Mittal class of entropy
measures (Figure 3). (a) Khinchin-Shannon subregion Ryy—fully synergetic; (b) The non-synergetic
subregion Ry.

In order to find the reduced region corresponding to Figure 3, analogously to what
has been done for Figure 1, we also need the subregions Ry, Ry, Equations (27) and (29):
the resulting subregion of fully synergetic distributions is given by Ryy U R; U Ry and is
depicted in Figure 5.
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|
|
e 1
0 0.5 1 S
Figure 5. Rry U R U Ryyy is the reduction of the region of Figure 3 by taking into consideration the
fully synergetic distributions only.

6. Holder Inequalities and GKS Inequalities: A Possible Conjecture

In this section, we study the relation between GKS inequalities [2] and Holder inequal-
ities by using examples of distributions obtained from databases of protein domain families.
In order to start, some definitions and properties of the probabilistic space are now in order.

Let us first introduce the definition of the conditional probability of occurrence of the
escort probability of occurrence [12]. This is a simple application to escort probabilities of
Equation (3):

P (01, 1)

p:. .(ay,...,a a 44
Pjy...ji (m t-1lat) = 5 (@) (44)
From the definitions of escort probabilities, Equation (9), we can write
(pjr.ji(ar, ... a))°
Piy.jilar, ... a1) = , (45)
el L (pipji(br, b))
1s--/0t
and .
. pj,(at)
pj,(ar) = i) (46)

;(pft(bt))s

In Equations (44)—(46), the symbols ay, ..., a; by, . .., by assume the representative letters of
the one-letter code for the 20 amino acids, a i bj (1<j<te{A,CDEEGHILKLM,
N,PQ,R,S, T, VW,Y}

After substituting Equations (45) and (46) into Equation (44), we get

(Pj.ii (@1, aalan)” (p (ar))”

ﬁ’ (all’ . ‘Iat—l‘at) - N 7 (47)
it . Zh (Pis () (e (b1, - bea b)) - P, (ar)
1s-+/0t
and from Equation (46)
N Py (@1, ..., ai_1|at) ’
Pjr..ji(ar, .., apalar) = (pi.i t ) (48)

Y P00 (pjy..jy (b1, .. bea b))

by,....bt
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We also write the definition of escort probability of occurrence of the conditional
probability of occurrence [12]

I—— (p . (‘11/ -/at71|€lt))s
Pi.ji(at, ... a1lar) = ok . (49)
el L (b bealb)
1re-/Vt—1

We can check the definitions of Equations (48) and (49) from the equality of the two escort
probabilities with the original conditional probability, for s = 1

A
s=1= pj.ja,...,a;1la) = pj.j(ay,...,a1lar) =pj. j(ay,...,a;1lar). (50)

We should note that the denominators of the right-hand sides of Equations (48) and (49), or,

(s)

[ .
Z= ) pj.(ar) [pjy..j. (a1, .. .,at_1|at)]s = (51)
o {X(S)
1re--/0t jt
and
S
X(at) = Z (pjl]t (al, R | \at)) (52)

ay,...,0r_1

will be equal if all amino acids in the j; column are equal. If we have, for instance, the j;
column given by:

it < (AAAA,.. A). (53)
—_——
m

The unit vectors of probabilities p;, and p;, will also be equal and given by

(pi)" = (pji)T = (1,0,0,0,...,0). (54)
20

This means that for this special case of an event of rare occurrence, we also have the equality
of the conditional of the escort probability and the escort probability of the conditional
probability, or the left-hand sides of Equations (48) and (49), respectively.

For a ji-column with a generic distribution of amino acids, the denominators Z and
X(at) on the right-hand sides of Equations (48) and (49) will no longer be equal. An
ordering of these denominators should be decided from the probabilities of amino acid
occurrence in a chosen protein domain family.

This study is undertaken with the help of the functions Z and X (a;) of Equations (51)
and (52) and with the functions | and U, defined below:

S

] = Z Zﬁjt(at)pjl...j[(alw . .,at,1|ﬂt) ’ (55)
aAt,.-.,0r-1 | At

U= Y. (pjyjis (a1, L))’ = “](‘15.)..]},1 . (56)
a1,---At-1

Our method will then be the comparison of pairs of functions in order to proceed with
the search for the effect of fully synergetic distributions of amino acids.
There are six comparisons to study:

O X(a) 2 Z
or

1 s o Yjiee
YOt pii(a, ..., a0)) 2 —==; pi(a;) #0. (57)
(ph (ﬂt))s a1’.§t71 ( J1-Jt t ) < a(s) i \at
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(I X(ay) 2]

or
. B E (pf1-~~7t(a1""’at))s 2 }S) Z Z(p]'t(at))klp]‘l“,]‘t(al,..,,at) s?
(pft(at)) 1,001 (th ay,...ai—1 | a (58)
Pij: (at) 7& 0.
() X(a) 2 U
or .
s (s)
P@)) o 21 (i (@1 va0))” 2 5005 (59)
vy uz]j
or »
Y (e m) =0 2o (60)
ay,...,0p—1 1ot (IX(S))
jt
where 7 is defined by,
-1
H = Z [Z (pft(at))s pjy»-jt(ﬁl"%”ﬁ)] . (61)
Ay, Ap—1 [ at
V) J=2Z
or “
S S
. H &
X lzpjr(”t)l’h---jt(al/--'r”t1|at)] =520 (62)
R e N L (DC]} ) txjt
v uzz
or
(s)
s_ ) s Y -
o Ea, P 1 m)) = 0y 2 G (63)
T i

Equations (57)—(59) should be multiplied by ( P, (at))s and after that, each one has to
be summed over a;. We then have, respectively,

(s) (s)
a2 (64)
) ()
(lx]'f ) Xy 2H, (65)
NORESNORNG) )

gt T ST Sejea
Equations (60), (62) and (63) can be written, respectively, as

© ()
(&) iy 2z )
O\ ()
oz (lx].t ) al) (68)
) (s) (5)
0 R (69)
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The Holder’s inequality as applied to probabilities of occurrence [3] is written as

1 s—1 ° HZ [ph...jt(ﬂl, .. .,at)]s
)\ ° [Z (P]‘t({lt)) Piy.ji (ay,... ,at)‘| > = . 70)

CYRC i

After multiplying by (zx

(s)

S .
i ) and summing over ay,...,a;_1, we get

)\ ()
T > (“jt ) “h---jr , s<1. (71)
We also define .
(N ()
o= («f) o, (72)
— (N (s)
B= ((X]'t ) Yy (73)

We then summarize the results obtained:

(.S) L= K .

]t gt

2. Equations (65) and (68) can be ordered by Holder’s inequality, Equations (70) and (71).

3. Equations (66) and (69) can be ordered by GKS inequalities, corresponding to fully
synergetic distributions of amino acids, oc](.ls <]1t) < a](,t5<1) : ch(]s<]1r)71

4. Equation (67) cannot be ordered without additional experimental/phenomenological
information on the probabilities of occurrence to be obtained from updated versions

of protein domain family databases [13].

1.  Equation (64) is only an identity: « (&)

We now collect the formulae obtained from the analysis performed on this section.
Equations (65) and (68) are ordered by Holder’s inequality. We write

H—-02>0, s<1. (74)
Equations (66) and (69) are ordered by GKS inequality. We write
B-02>0, s<1. (75)
After using Equation (73), we can write Equation (67) as
B—s#20. (76)

In Figure 6a,b we have depicted the curves corresponding to functions ¢ — O and
B — O for seven 3-sets of contiguous columns and 80 rows, chosen from databases Pfam
27.0 and Pfam 35.0, respectively. There are also inset figures in order to show the curves for
s> 1.

In Figure 7a,b, we do the same for the differences B — 7. We emphasize that for the
3-sets such that B — 5 > 0,0 < s < 1, the GKS inequalities B — O > 0 will result from the
validity of Holder’s inequality. We have worked with the PF01926 protein domain family
to perform all the calculations.
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g
—PF01926 columns 20-32 ——PF01926 columns 3-5 ——PF01926 columns 71-73 PF01926 columns 45-47
PF01926 columns 14-16 —— PF01926 columns 33-35 —— PF01926 columns 55-57

PF01926 columns 71-73 PF01926 columns 45-47
PF01926 columns 14-16 ——PF01926 columns 33-35 —— PF01926 columns 55-57

—PF01926 columns 30-32 —— PF01926 columns 3-5

(b)
Figure 6. Holder (## — O > 0, 0 < s < 1) distributions (dashed curves) and Khinchin-Shannon
(B—0 >0,0 < s < 1) distributions (continuous curves) of the PF01926 protein domain family from
(a) protein domain family PF01926 obtained from Pfam 27.0 and (b) protein domain family PF01926
obtained from Pfam 35.0. The top-right inset shows details of the curves for s > 1.
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Figure 7. B — J difference of the PF01926 protein domain family from (a) protein domain family
PF01926 obtained from Pfam 27.0 and (b) protein domain family PF01926 obtained from Pfam 35.0.
The top-right inset shows details of the curves fors > 1. B—.# >0, -0 >0 = B—-0 > 0.

7. Concluding Remarks

The first comment we want to make to the present work is about the possibility of
working in a region of the parameter space that preserves the strict concavity and the
fully synergetic structure of the Sharma-Mittal class of entropy measure distributions to be
visited by solutions of a new successful statistical mechanics approach. The usual work
with Havrda—Charvat distributions describes the evolution along the boundary (v = s) of
the region (v > s > 0) that was correctly considered to correspond to strict concavity, but it
is also known to be non-synergetic for s > 1. We now have the opportunity to develop this
statistical mechanics approach along an extended boundary, preserving the strict concavity
and providing the study of the evolution of fully synergetic entropy distributions. A first
sketch of these developments will be presented in a forthcoming publication.

With respect to Figures 6 and 7, we could hypothesize that if the ordering of B and 57
could not be obtained, this would be due to the poor alignment of some protein domain
families we have been using, but we are not confident enough that we could do this,
because we would need much more information “in silico” to be obtained from many other
protein domain families. In other words, we expect that a good alignment of a protein
domain family will result in the ordering of B and .7, but we need to verify this in a large
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number of families from different Pfam versions before we proceed with a proposal of a
method to improve the Pfam database. This looks promising for good scientific work in the
line of research we have been aiming to introduce in Ref. [2] and in this contribution.
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