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Definition

Let X be a finite set. A (rooted) phylogenetic tree on X is a rooted
tree with no indegree-1 outdegree-1 vertices whose leaves are bijectively
labelled by the elements of X.

82 Mya

. Emu
(New Zealand) Cassowary (Australia)

(New Guinea + Australia)

Leo van lersel (CWI) Reconstructing Phylogenetic Networks MCW Prague, 30 July 2013 2 /44

Ostrich - Moa

(Africa) (New Zealand)



Leo van lersel (CWI) Reconstructing Phylogenetic Networks



Bacteroidetes
Crenarchaeota Chlorobi /
Euryarchaeota Acidcbacl.‘lerla A
\_ . i Flrmlp.l%i;, =

| Actinobacteria & C_y:a_ri?bael;ggi 1

ArChaea / E E:inroﬂexl

—

rd # _—

__ Deinococcus-Thermus

.J.'
} L‘
Baderla - Thermotogae
/ -

1 = -

' P ——

Fungi f = .
Meta: 0 F Alphagmeotau:erla
. Eukaryota »y -
g 2 - Gammaproteobacteria
Fungi/Metazoa k f i e C%?é -Delt"aprateob_;lct'eﬂa' ~
Viridiplantae p 4 f Y. 4 . Epsilonproteobacteria
e - 7 . - unclassified Proteobacteria
Heterokonta 1 L™ &
Heterolobosea’ 2

Leo van lersel (CWI) Reconstructing Phylogenetic Networks MCW Prague, 30 July 2013 4 / 44



FACE CREAMS 4 BATS %
| ESCARGOT B~

@ KING KONG &
by OFKONG
PETROLEUM 2
BY-PRODUCT 4@ = >
VAMPIRES ysh (B 2 -
SNAILS \ ..
B PEKING
ﬁ PIRANHAS MAN
SLUGS ‘@ ' on
LOCHN

h JAVA MAN
CECIL THE
SEgEACK IESS
sewvent | MONSTER GREAT GREAT GREAT
LEECHES RANDFAT
&

ﬂ RABRITS
FRILLED LIZARDS SNAKES ” s
HAMSTERS
MONKEYS

G2 — o - @? C?UN:‘\ éf
Ml NE\»/TS v

g FLATWORMS

,.

LIMBURGER
ATHLETE'S
SIMPLE SPONGES
TAPEWORM ONE-CELLED

==t ) FOOT
RINGWORM - @

SPONGES WITH
RUBBER
. LOOFAHS BRILLO PADS SURFACE BACKING

DINOSAURS /

G

Leo van lersel (CWI) Reconstructing Phylogenetic Networks



EUKARYOTES
Animals Fungi Plants

."-‘ir\,fi‘i‘\’i'n
BACTERIA ARCHAEA i

Other bacteria Cyanobacteria Crenarchaeota Euryarchaeota )_ g
J W/ \ Proteobacteria | % 4 WAT 4 /

//-Ciliates

! r
“ ‘ Other single-
cell eukaryotes

W.F. Doolittle et al. (2000)

(CWI) Reconstructing Phylogenetic Networks



Definition

Let X be a finite set. A (rooted) phylogenetic network on X is a rooted
directed acyclic graph with no indegree-1 outdegree-1 vertices whose
leaves are bijectively labelled by the elements of X.
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The first phylogenetic network (BufFon 1755)
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Phylogenetic network for humans (Reich et al., 2011)
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Definition
A reticulation is a vertex with indegree at least 2.
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Tree-based methods

@ Compute trees from DNA sequences.

» Different parts of DNA might give different trees.

@ Try to induce a phylogenetic network from the trees.

Definition
A phylogenetic tree T is displayed by a phylogenetic network N
if T can be obtained from a subgraph of N by contracting edges.
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Example: tree T is displayed by network N
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The other binary tree T’ displayed by network N
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Challenge: try to reconstruct the network from the trees
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Definition
The reticulation number of a phylogenetic network N is

Z d (v)—1.

veV\{root}

Problem
Minimum Reticulation
o Instance: phylogenetic trees Ty, T»
@ Solution: phylogenetic network that displays T1 and T,

@ Minimize: reticulation number of the network.

Theorem

There exists a constant factor approximation algorithm for MINIMUM
RETICULATION if and only if there exists a constant factor approximation
algorithm for DIRECTED FEEDBACK VERTEX SET.

Open question: how to handle more than two trees (efficiently)?
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Reconstructing phylogenetic networks

@ Tree-based methods
@ Construct trees from DNA sequences.

@ Find a network that displays the trees
and has minimum reticulation number.

@ Sequence-based methods

» Find a network directly from the DNA sequences.

» Optimize Parsimony or Likelihood score of network.
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Maximum Parsimony for trees

Small parsimony problem: given a tree and a sequence for each leaf,

assign sequences to the internal vertices in order to minimize the total
number of mutations.

ACCTG ATCTG ATCTC GTAAA TTACT

Example input
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Maximum Parsimony for trees

Small parsimony problem: given a tree and a sequence for each leaf,

assign sequences to the internal vertices in order to minimize the total
number of mutations.

TTCTA

ATCTA

ATCTG TTAAA

ACCTG ATCTG ATCTC GTAAA TTACT

Example labelling of internal vertices
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Maximum Parsimony for trees

Small parsimony problem: given a tree and a sequence for each leaf,

assign sequences to the internal vertices in order to minimize the total
number of mutations.

TTCTA

ATCTA

ATCTG TTAAA

ACCTG ATCTG ATCTC GTAAA TTACT

Example of one mutation
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Maximum Parsimony for trees

Small parsimony problem: given a tree and a sequence for each leaf,

assign sequences to the internal vertices in order to minimize the total
number of mutations.

TTCTA

ACCTG ATCTG ATCTC GTAAA TTACT

All 9 mutations.
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Maximum Parsimony for trees

Small parsimony problem: given a tree and a sequence for each leaf,

assign sequences to the interior vertices in order to minimize the total
number of mutations.

@ Polynomial-time solvable:

» Consider each character separately.

» Use dynamic programming (Fitch, 1971).
@ Two possible extensions to networks:

» hardwired

» softwired
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Hardwired Maximum Parsimony on Networks

@ A p-state character on X is a function o : X — {1,...,p}.

@ The change c;(e) on edge e = (u,v) w.r.t. a p-state character 7
on V(N) is defined as:

_JOoifr(u)="71
cr(e) = { 1if 7(u) # 7(v).

@ The hardwired parsimony score of a phylogenetic network N and
p-state character « is given by

PShw(N, @) = min Z c-(e),
T ecE(N)

where the minimum is taken over all p-state characters 7 on V/(N)
that extend a.
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Example input: (N, «)
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A 3-state character 7 on V/(N) that extends .

1
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PShW(N, Oé) =4
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Softwired Maximum Parsimony on Networks

The softwired parsimony score of a phylogenetic network N and p-state
character « is given by

PSew(N, a) = Tén”ri?N) PS(T,a),

where T(N) is the set of trees on X displayed by N.
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One of the two trees on X displayed by the network
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A 3-state character 7 on V/(T) that extends «.
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There are 3 changes
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The other tree needs 4 changes

1

The minimum over the two trees is 3, so PSqw(N, ) = 3.
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Proposition
PShw(N, &) is not an o(n)-approximation of PSs, (N, ). }
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Softwired Parsimony Score

PSew(N,a) =2
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Hardwired Parsimony Score

e

(=]
-

[

PSp(N,a) =4 =r+1

with r the number of reticulations.
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Proposition

Let G be the graph obtained from network N by merging all leaves x
with a(x) = i into a single node ~;, fori =1,...,p.

Then, PSp(N, «) equals the size of a minimum multiterminal cut in G
with terminals v1,...,7p.

Corollary

Computing the hardwired parsimony score of a phylogenetic network and a
binary character is polynomial-time solvable.

Corollary

Computing the hardwired parsimony score of a phylogenetic network and a
p-state character, for p > 3, is NP-hard and APX-hard but fixed-parameter
tractable (FPT) in the parsimony score, and there exists a polynomial-time

1.3438-approximation for all p and a %—approximation for p = 3.
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Example
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Merge 0-leaves and 1-leaves
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Hardwired Parsimony Score is 4

0 1
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Observation

There exists a (trivial) | X |-approximation for computing the softwired
parsimony score of a phylogenetic network.

Theorem

For every constant € > 0 there is no polynomial-time approximation
algorithm that approximates PS,, (N, a) to a factor | X|1~¢, for a
phylogenetic network N and a binary character c, unless P = NP.

Definition
A phylogenetic network is binary if the root has outdegree 2 and all other
vertices have total degree 1 or 3.

Theorem

For every constant € > Q there is no polynomial-time approximation
algorithm that approximates PSs, (N, ) to a factor \X\%_E, for a binary
phylogenetic network N and a binary character o, unless P = NP,
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Proof: reduction from 3SAT

variable
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Binary case
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Theorem

There is no FPT algorithm for computing the softwired parsimony score,
with the score as parameter, unless P = NP.

Definition
A phylogenetic network is level-k if each biconnected component has
reticulation number at most k.

Theorem

There is an FPT algorithm for computing the softwired parsimony score,
with the level of the network as parameter.
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ILP for softwired parsimony score

min E Ce

ecE

s.t. Zx‘,,s =1 forall ve V
seP
Ce > Xus — Xu,s — (1 = Ye) foralle=(u,v) e E,seP
Ce > Xys — Xus — (L — ¥e) foralle=(u,v) € E,seP

Z Y,y =1 for each reticulation r
vi(v,r)€E
Ye =1 for each non-reticulate edge e
Xy,a(v) =1 for each leaf v
Ce, e € {0,1} forallee E
x,s € {0,1} forallve V,seP
with P = {1,..., p} and a(v) the given character state of a leaf v.
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Both parsimony scores can be computed quickly using ILP

IX] Avg. Average computation time (s)
num. of Hardwired PS Softwired PS
retic. 2-state | 3-state | 4-state | 2-state | 3-state | 4-state

50 17.0 0.0 0.0 0.1 0.1 0.1 0.3
100 37.0 0.0 0.0 0.2 0.0 0.1 0.6
150 54.1 0.0 0.1 0.6 0.1 0.2 0.8
200 72.8 0.0 0.1 1.1 0.1 0.4 1.4
250 91.3 0.0 0.1 3.5 0.1 0.4 2.2
300 | 112.6 0.0 0.2 5.2 0.1 0.6 3.7
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Future Work

@ Are there approximation or FPT algorithms for computing the
softwired parsimony score of restricted classes of networks?

@ How to search for an optimal network?

@ What if the different characters are not independent?
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