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Supplemental Figure 1. 
 Amino Acid Sequence Alignment of Mature Mammalian Prolactins and Human Lactogenic Hormones. 
 A: Sequence comparison of prolactins from various mammalian species: hPRL (human) P01236, prPRL 
 (maquac) P055151, oPRL (ovine) P01240, bPRL (bovine) P01239, rbPRL (rabbit) Q28632, pPRL 
 (porcine) P01238, rPRL (rat) P01237, and mPRL (mouse) P06879. B: Sequence comparison of human 
 lactogenic hormones: hPRL (P01236), hGH (P01241), and hPL (P01243). Alignment was performed by 
 the Clustal W (167) multiple alignment program in the UniProt suite (168). 
 
Supplemental Figure 2. 
 Topology Diagram for Human Prolactin.  
 
Supplemental Figure 3. 
 Amino Acid Sequence Comparisons of Mammalian Receptors. A. Sequence Comparisons of 
 Mammalian Prolactin Receptors: hPRLr (human); P16471,  oPRLr (ovine); O46561, bPRLr (bovine); 
 Q28172, rbPRLr (rabbit); P14787, pPRLr (porcine); Q6JTA8, rPRLr (rat); P05710, mPRLr (mouse); 
 Q08501 sequences. Numbering is for hPRL receptor. B. Sequence comparisons of the hPRL, hGH, and 
 hEPO receptors. hPRLr; P16471, hGHr; P10912, and hEPOr; P19235. TM domains are underlined. 
 Alignment was performed by the Clustal W (167) multiple alignment program in the UniProt suite 
 (168). 
 
Supplemental Figure 4. 
 Topology Diagram for the Extracellular Domain of the Human Prolactin Receptor .
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Supplemental Figure 1B.
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Supplemental Figure 2. 
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Supplemental Figure 3A. 
           1                  50 

hPRLr   QLPPGKPEIFKCRSPNKETFTCWWRPGTDGGLPTNYSLTYHREGETLMHE 

oPRLr   QSPPEKPKLIKCRSPGKETFTCWWEPGADGGLPTNYTLTYRKEGETLIHE 

bPRLr   QSPPEKPKLVKCRSPGKETFTCWWEPGADGGLPTNYTLTYHKEGETLIHE 

rbPRLr  QSPPGKPFIFKCRSPEKETFTCWWRPGADGGLPTNYTLTYHKEGETITHE 

pPRLr   QSPPGKPEIFKCRSPEKETFTCWWKPGADGGLPTNYTLTYHKEGETFTHE 

rPRLr   QSPPGKPEIHKCRSPDKETFTCWWNPGTDGGLPTNYSLTYSKEGEKTTYE 

mPRLr   QSPPGKPEIHKCRSPDKETFTCWWNPGSDGGLPTNYSLTYSKEGEKNTYE 

 

    51                 100 

hPRLr   CPDYITGGPNSCHFGKQYTSMWRTYIMMVNATNQMGSSFSDELYVDVTYI 

oPRLr   CPDYKTGGPNSCYFSKKYTSIWKMYVITVSAINQMGISSSDPLYVDVTYI 

bPRLr   CPDYKTGGPNSCYFSKKHTSIWKMYVITVNAINQMGISSSDPLYVHVTYI 

rbPRLr  CPDYKTGGPNSCYFSKKHTSIWTIYIITVNATNQMGSSVSDPRYVDVTYI 

pPRLr   CPDYKTGGPNSCYFNKKHTSIWTIYIITVNATNQMGSSSSDPRYVDVTYI 

rPRLr   CPDYKTSGPNSCFFSKQYTSIWKIYIITVNATNQMGSSSSDPLYVDVTYI 

mPRLr   CPDYKTSGPNSCFFSKQYTSIWKIYIITVNATNEMGSSTSDPLYVDVTYI 

 

    101                 150 

hPRLr   VQPDPPLELAVEVKQPEDRKPYLWIKWSPPTLIDLKTGWFTLLYEIRLKP 

oPRLr   VEPEPPVNLTLELKHPEDRKPYLWIKWSPPTLTDVKSGWFSIQYEIRLKP 

bPRLr   VEPEPPANLTLELKHPEDRKPYLWIKWSPPTMTDVKSGWFIIQYEIRLKP 

rbPRLr  VEPDPPVNLTLEVKHPEDRKPYLWVKWLPPTLVDVRSGWLTLQYEIRLKP 

pPRLr   VEPDPPVNLTLELKKPEDQKPYLWIKWLPPTLVDVRSGWLTLQYEIRLQP 

rPRLr   VEPEPPRNLTLEVKQLKDKKTYLWVKWSPPTITDVKTGWFTMEYEIRLKP 

mPRLr   VEPEPPRNLTLEVKQLKDKKTYLWVKWLPPTITDVKTGWFTMEYEIRLKS 

 

    151                 200 

hPRLr   EKAAEWEIHFAGQQTEFKILSLHPGQKYLVQVRCKPDHGYWSAWSPATFI 

oPRLr   EKATDWETHFAPKLTQLKIFNLYPGQKYLVQIRCKPDHGYWSEWSPESFI 

bPRLr   EKATDWETHFTLKQTQLKIFNLYPGQKYLVQIRCKPDHGYWSEWSPESSI 

rbPRLr  EKAAEWETHFAGQQTQFKILSLYPGQKYLVQVRCKPDHGFWSVWSPESSI 

pPRLr   EKTAEWETHFAGQQTQFKILSLYPGQKYLVQVRCKPDHGFWSEWSPESSI 

rPRLr   EEAEEWEIHFTGHQTQFKVFDLYPGQKYLVQTRCKPDHGYWSRWSQESSV 

mPRLr   EEADEWEIHFTGHQTQFKVFDLYPGQKYLVQTRCKPDHGYWSRWGQEKSI 

 

    201                 250 

hPRLr   QIPSDFTMNDTTVWISVAVLSAVICLIIVWAVALKGYSMVTCIFPPVPGP 

oPRLr   QIPNDFPVKDTSMWIFVGVLSAVICLIMVWAVALKGYSMVTCILPPVPGP 

bPRLr   QIPNDFPVKDTSMWIFVAILSAVICLIMVWAVALKGYSMVTCILPPVPGP 

rbPRLr  QIPNDFTMKDITVWIFVAVLSTIICLIMVWAVALKGYSMVTCIFPPVPGP 

pPRLr   QIPNDFSMKDTTMWIFVAILSAVVCLIMIWAVALKGYSMVACILPPVPGP 

rPRLr   EMPNDFTLKDTTVWIIVAILSAVICLIMVWAVALKGYSMMTCIFPPVPGP 

mPRLr   EIPNDFTLKDTTVWIIVAVLSAVICLIMVWAVALKGYSMMTCIFPPVPGP 
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    251                300 

hPRLr   KIKGFDAHLLEKGKSEELLSALGCQDFPPTSDYEDLLVEYLEVDDSEDQH 

oPRLr   KIKGFDIHLLEKGKSEELLRALESQDFLPTSDCEDLLMEFIEVDDSEDQH 

bPRLr   KIKGFDVHLLEKGKSEELLRALESQDFPPTSDCEDLLMEFIEVDDCEDQQ 

rbPRLr  KIKGFDTHLLEKGKSEELLSAFGCQDFPPTADCEDLLVEFLEVDDSEDQQ 

pPRLr   KIKGFDTHLLEKGKSEELLSALGCQDFPPTSDCEDLLVEFLEVDDSEDQQ 

rPRLr   KIKGFDTHLLEKGKSEELLSALGCQDFPPTSDCEDLLVEFLEVDDNEDER 

mPRLr   KIKGFDTHLLEKGKSEELLSALGCQDFPPTSDCEDLLVEFLEVDDNEDER 

 

 

    301                 350 

hPRLr   LMSVHSKEHPSQGMKPTYLDPDTDSGRGSCDSPSLLSEKCEEPQANPSTF 

oPRLr   LMPHPSKEHMEQGVKPMHLDPDTDSGRGSCDSPSLLSEKCDEPQAYPSKF 

bPRLr   LMPRPSKEHTEQGVKPMHLDLDSDSGRGSCDSPSLLSEKCDEPQAHPSKF 

rbPRLr  LMPAHSKEHSGPGMKPTDLDPDNDSGRGSCDSPSLLSEKCEEPQANPSTF 

pPRLr   LMPAHSKEHPSQGRKPTHLDPDSDSGRGSCDSPSLLSEKCDEPRANPPKF 

rPRLr   LMPSHSKEYPGQGVKPTHLDPDSDSGHGSYDSHSLLSEKCEEPQAYPPTL 

mPRLr   LMPSHSKEYPGQGVKPTHLDPDSDSGHGSYDSHSLLSEKCEEPQAYPPAF 

 

    351                 397 

hPRLr   YDPEVIEKPENP‐‐ETTHTWDPQCISMEGKIPYFHAGGSKCSTWPLPQP‐ 

oPRLr   HIPEGPEKLEDPETNHTCLQAPQSTSGEGKIPYFLANGPKSSTWPFPQPP 

bPRLr   HTPEGPEKLENPETNLTCLQAPQSTSVEGKIPYFLANGPKSSTWPFPQPP 

rbPRLr  HTPEVIEQPEKPKANVTHTWDPQTISLVGKMPYLSVNGSKSSTWPLLQP‐ 

pPRLr   HTPEGIEKPGDPETNLPRPQDPQSTSVESKLLYFHADGSKSSTWPLPQPP 

rPRLr   HIPEITEKPENPEANIPPTVDPQSTN‐‐‐‐‐PNFHVDAPKSSTWPLLPG‐ 

mPRLr   HIPEITEKPENPEANIPPTPNPQNNT‐‐‐‐‐PNCHTDTSKSTTWPLPPG‐ 

 

    398                 447 

hPRLr   SQHNPRSSYHNITDVCELAVGPAGAPATLLNEAGKDALKSSQTIKSREEG 

oPRLr   SLYSPRYSYHNIADVCELALGMAGTTATLLDQTDQHAFKPSKTIETGGEG 

bPRLr   SLYSPRYSYHNIADVCELALGMAGTTATSLDQTDQHALKASKTIETGREG 

rbPRLr  GQHNTNSPYHNIADMCKLATS‐‐‐‐‐‐‐‐LDKIDKDALQSSKTTEAAGEE 

pPRLr   ILHDPGSSYHNLADVGQLVLGTAGATAALLEKTDRHAFNPPKTTETGGEG 

rPRLr   ‐QHMPRSPYHSVADVCKLAGSPVNTLDSFLDKAEENVLKLSKALETGEE‐ 

mPRLr   ‐QHTRRSPYHSIADVCKLAGSPGDTLDSFLDKAEENVLKLS‐‐EDAGEE‐ 

 

    448                 497 

hPRLr   KATQQREVESFHSETDQDTPWLLPQEKTPFGSAKPLDYVEIHKVNKDGAL 

oPRLr   KAAKQSESEGYSSEPDQDMAWPLLQDKTPLFSAKPLEYVEIHKVSQDGVL 

bPRLr   KATKQRESEGCSSKPDQDTVWPRPQDKTPLISAKPLEYVEIHKVSQDGVL 

rbPRLr  KATKQREVESSHSKAEQDTGWLLPKEKPPFISPKPLDYVEIHKVNKDGAL 

pPRLr   RATEQKESESFHSKTDQGTVWLLPQDKGPFVSPKPMEYVEIHKVSKDGAL 

rPRLr   EVAEQKGAKSFPSD‐KQNTPWPLLQEKSPTVYVKPPDYVEIHKVNKDGVL 

mPRLr   EVAVQEGAKSFPSD‐KQNTSWPPLQEKGPIVYAKPPDYVEIHKVNKDGVL 

 

 

    498                 547 
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hPRLr   SLLPKQRENSGKPKKPGTPENNKEYAKVSGVMDNNILVLVPDPHAKNVAC 

oPRLr   ALFPKQNE‐‐‐‐‐‐KVDAPETSKEYSKVSRVTDSNILVLIPDLQAQNLTL 

bPRLr   ALFPKQNE‐‐‐‐‐‐KFGAPEASKEYSKVSRVTDSNILVLVPDPQAQNLTL 

rbPRLr  SLLLKQKENGDQTGKAGTPETSKEYAKVSRVMDNNILVLVQDPGAQNVAL 

pPRLr   ALLPKQQENGDRPEKAGAPETSKEYAQVSRVMDNHILVLVQDPRARNVAP 

rPRLr   SLFPKQREN‐NQTEKPGVPETSKEYAKVSGITDNNILVLVPDSRAQNTAL 

mPRLr   SLLPKQREN‐HQTENPGVPETSKEYAKVSGVTDNNILVLVPDSRAQNTAL 

 

    548                   598 

hPRLr   FEESAKEAPPSLEQNQAEKALANFTATSSKCRLQLGGLDYLDPACFTHSFH 

oPRLr   LEESAKKAPPALP‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐ 

bPRLr   LEEPAKKAPPALP‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐ 

rbPRLr  FEESTKEAPPSPSQNQAEKDLSSFSTAPSDCRLQQGGLDYLDPACFMHSLH 

pPRLr   FEEPTKETPPSRPQNPAAKDLASFTTAPGHCRHPLGGLDYLDPAGFMHSFQ 

rPRLr   LEESAKKAPPSFEADQSEKDLASFTATSSNRRLQLGRLDYLDPTCFMHSFH 

mPRLr   LEESAKKVPPSLEQNQSEKDLASFTATSSNCRLQLGRLDYLDPTCFMHSFH 
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Supplemental Figure 3B. 
 

hPRLr 1  ‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐QLPPG‐‐KPEIFKCRSPNKETFTCWWR   25 

hGHr  1  SGSEATAAILSRAPWSLQSVNPGLKTNSSKEPKFTKCRSPERETFSCHWT   50 

hEPOr 1  ‐‐‐‐‐‐‐‐‐APPPNLPDPKFESKAALLAARGPEELLCFTERLEDLVCFWE   41 

 

hPRLr 26  PGTDGGLPTN‐‐‐‐‐‐YSLTYHREGETLMHECPDYITGGPNSCHFGKQYT   69 

hGHr  51  DEVHHGTKNLGPIQLFYTRRNTQEWTQEWKECPDYVSAGENSCYFNSSFT   100 

hEPOr 42  EAASAGVGPGN‐YSFSYQLEDEPWKLCRLHQAPTARGAVRFWCSLPTADT   90 

 

hPRLr 70  SMWRTYIMMVNATNQMGSSFSDELYVDVTYIVQPDPPLELAVEVK‐‐QPE   117 

hGHr  101  SIWIPYCIKLTSN‐‐‐‐GGTVDEKCFSVDEIVQPDPPIALNWTLLNVSLT   146 

hEPOr 91  SSFVPLELRVTAAS‐‐‐GAPRYHRVIHINEVVLLDAPVGLVARLA‐‐‐‐‐   132 

 

hPRLr 119  DRKPYLWIKWSPPTLIDLKTGWFTLLYEIRLKPEKAAEWEIHFAGQQTEF   167 

hGHr  147  GIHADIQVRWEAPRNADIQKGWMVLEYELQYKEVNETKWKMMDPILTTSV   196 

hEPOr 133  DESGHVVLRWLPPPETPMTS‐HIRYEVDVSAGNGAGSVQRVEILEGRTEC   182 

 

hPRLr 169  KILSLHPGQKYLVQVR‐‐‐CKP‐DHGYWSAWSPATFIQIP‐‐SDFTMNDT   211 

hGHr  197  PVYSLKVDKEYEVRVR‐‐‐SKQRNSGNYGEFSEVLYVTLPQMSQFTCEED   243 

hEPOr 185  VLSNLRGRTRYTFAVRARMAEPSFGGFWSAWSEPVSLLTP‐‐‐‐‐‐‐‐SD   224 

 

hPRLr 213 T‐‐VWISVAVLSAVICLIIVWAVALKG‐YSMVTCIFPPVPGPKIKGFDAH    258 

hGHr  244  FYFPWLLIIIFGIFGLTVMLFVFLFSKQQRIKMLILPPVPVPKIKGIDPD   293 

hEPOr 225  LDPLILTLSLILVVILVLLTVLALLSHRRALKQKIWPGIPSPESEFEGLF   274 

 

hPRLr 260  LLEKGKSEELLSALGCQD‐FPPTSDYEDLLVEYLEVDDSE‐DQHLMSVHS   306 

hGHr  294  LLKEGKLEEVNTILAIHDSYKPEFHSDDSWVEFIELDIDEPDEKTEESDT   344 

hEPOr 275  TTHKGNFQLWLYQNDGCLWWSPCTPFTE‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐  301 

 

hPRLr 308  KEHPSQGMKPTYLDP‐‐‐DTDSGRGSCDSPSLLSEKCEE‐‐PQANPSTFY   351 

hGHr  345  DRLLSSDHEKSHSNLGVKDGDSGRTSCCEPDILETDFNANDIHEGTSEVA   394 

hEPOr 302  ‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐DPPASLEVLSERCWGTMQAVEPGTDD   328 

 

hPRLr 353  DPEVIEKPENPETTHTWDPQCISMEGKIPYFHAG‐‐‐‐GSKCSTWPLPQP   397 

hGHr  395  QPQRLKGEADLLCLDQKNQNNSPYHDACPATQQPSVIQAEKNKPQPLPTE   444 

hEPOr 329  EGPLLEPVGSEHAQDTY‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐LVLDKWLLPRN‐  355 

 

hPRLr 400  ‐SQHNPRSSYHNITDVCELAVGPAGAPATLLNEAGKDALKSSQTIKSREE   446 

hGHr  445  GAESTHQAAHIQLSNPSSLSNIDFYAQVSDITPAGSVVLSPGQKNKAGMS   494 

hEPOr 356  ‐‐‐‐PPSEDLPGPGGSVDIVAMDEGSEASSCSSALASKPSP‐‐‐‐‐‐‐‐E   394 

 

hPRLr 450  GKATQQREVESFHSETDQDTPWLLPQEKTPFGSAKPLDYVEIHKVNKDGA   496 

hGHr  495  QCDMHPEMVSLCQENFLMDNAYFCEADAKKCIPVAPHIKVESHIQPSLNQ   543 

hEPOr 395  GASAASFEYTILDPSSQLLRPWTLCPELP‐‐‐PTPPHLKYLYLVVSDSGIS  441 
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hPRLr 500  LSLLPKQRENSGKPKKPGTPENNKEYAKVSGVMDNNILVLVPDPHAKNVA   546 

hGHr  544  EDIYITTESLTTAAGRPGTGEH‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐VPGSEMPVPD   575 

hEPOr 442  STDYSSGDSQGAQGG‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐  455 

 

hPRLr 550  CFEESAKEAPPSLEQNQAEKALANFTATSSKCRLQLGGLDYLDPACFTHSFH 598 

hGHr  576  YTSIHIVQSPQGLILNATALPLPDKEFLSSCGYVSTDQLNKIMP‐‐‐‐‐‐‐‐ 619 

hEPOr 458  ‐LSDGPYSNPYENSLIPAAEPLPPSYVACS‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐ 484 
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Supplemental Figure 4. 
 
 
 

Topology Diagram for the Extracellular Domain of the Human Prolactin Receptor 
 
 

 
 
 
 
 
 
 
 
 
 


