
0.4

997

589

509

920

868

1000

734

977

1000

251

1000

945

716

612

906

426

94

527
501

555 986

995

996

999

698

228

380

517

583

631

447

982

996

786

999

194

1000

163

560

523

854

68

484

541

1000

1000

80

681

962

978

927

80

1000

668

515

997

989

993

646

897

836

172

982

1000

1000

248

290

1000

997

439

999

1000

997

981640

589

346

995

766

717

981

169

990

710658

884

231

995

200

362

976

986

937

297

434

805

1000

447

373

723

997

909

662

267

788

958

626

987

401

999

999

998

Figure 2-figure supplement 1

NR4A1.1_Hs

RXR_Ci

RORa_Dr

NR1H4_Ci

COUPTF1_Mm

knirpsA_Dm

MR_Dr

VD3R_Ci

NR1D1_Dr

NR2E_Nv

NR2C_Ci

SF1_Mm

HNF4a4_Hs

_07166_Hm

_50302_Ml

LXRa1_Hs

RXRa1_Mm

HNF4b_Dr

sevenup_Dm

RAR_Ci

ER1_Hs

PPARa_Hs

_04832_Hm

HNF4A_Dm

_26996_Ml

NR6A1.1_Hs

COUPTF_Ci

VD3Ra_Dr

NR5A2_Dr

ERR1.1_Hs

_39776_Ml

LXRa_Dr

NR2C1a_Hs

ER1_Mm

RORa.a_Hs

_16829_Hm

NR4A1_Mm

RORb_Ci

RARb1_Hs

NR2E1_Dr

ER_Dr

NR0B1_Hs

HNF4b_Ci

NR4A_Smed

DHR78_Dm

DHR38_Dm

HNF4_Nv

NR1D1_Hs

THRa2_Mm

LXRa_Mm

PPAR_Ci

_45931_Hm

NR2CorD_Nv

VD3Rb1_Hs

_01007_Hm

SF1_Hs

RXRa.a_Dr

NR6A1a_Dr

_53361_Hm

EcdRa_Dm

DHR96_Dm

NR2E1_Mm

DHR39_Dm

NR6A1_Ci

_32023_Ml

NR2F1b_Dr

RARa1_Mm

PPARa_Dr

NR1D_Ci

NR4A1_Dr

HNF4a2_Mm

NR6A1.2_Mm

NR2E1b_Hs

VD3R_Mm

_34082_Ml

ERRg_Dr

NR6_Nv

_37572_Hm

_39698_Hm

RARa.a_Dr

_42547_Hm

TAILLES_Dm

FTZ.F1_Dm

ERRa_Dm

NR4_Ci

GRa.c1_Hs

NR5_Ci

USPa_Dm

COUPTF_Nv

_54688_Hm

_51319_Ml

RXRa_Hs

_9759_Ml

THR_Ci

NR2C1_Mm

PPARa_Mm

THRa2_Hs

EcdP75B_Dm

COUPTF1_Hs

EcdP78C_Dm

NR2C1_Dr

NR0B1_Dr

_53733_Hm

NR1D1_Mm

_47801_Hm

Hr4.E_Dm

THRb_Dr

ERR1_Mm

RORa1_Mm

GR_Mm

NR0B1_Mm

_26020_Ml

_27629_Ml

ERR2_Ci

N
R

1
N

R
4

N
R

6
N

R
5

N
R

3
N

R
2



Figure 2-figure supplement 1. Phylogenetic analysis of Schmidtea mediterranea NR4A. Tree showing the protein 
sequence of the translated Schmidtea mediterranea nr4A mRNA (NR4A_Smed) along with representative protein 
sequences from each of the six nuclear receptor subfamilies annotated on the right from Homo sapiens (Hs), Mus muscu-
lus (Mm), Danio rerio (Dr), Ciona intestinalis (Ci), Drosophila melanogaster (Dm), Macrostomum lignano (Ml), Nematostel-
la vectensis (Nv), and Hofstenia miamia (Hm). Numbers at the nodes denote the number of trees consistent with branch 
placements at those nodes from 1,000 bootstrap replicates. The blue-colored clade denotes the NR4A subfamily, with the 
red-colored branch denoting the Schmidtea mediterranea NR4A.


