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FIGURE 1

MDGIAKEWGFASRSAYSRDILAMESFSTYIGNQFTRTEKLQTQTGNDSMKFNYNGI
SQFSSVRNRSSSSTLDKLGFKSSGTNLNLRYANNSILADSLFGIQYNISDSPIDKYGF
KDIYQKDNLTLYENQYSLPIAVASQSVYNDVKFNEHTLDNQASFLNQLANVNFDYFS
PIPYEKTEKIENTNDLISVTSSSNEDAAIQYQIEVPENSQVYLSFINLHFSNDKQKKYV
DILVNGEKKTFTTDNVFSFFNLGYTKEKKTFNINVSFPGNSQVSFESPTFYRLDTKTF
TEAIQKIKEQPVTVSTSKNKVFATYDVQQDTSIFFTIPYDKGWSAYQDGKKIEIKQA
QTGFMKVDIPKGGSG

FIGURE 2

MSFDGFFLHHIVEELRSELVNGRIQKINQPFEQELVLQIRSNRQSHRLLLSAHPVFGR
IQLTQTTFENPAQPSTFIMVLRKYLQGALIESIEQVENDRIVEITVSNKNEIGDHIQAT
LIITEIMGKHSNILLVDKSSHKILEVIKHVGFSQNSYRTLLPGSTYIAPPSTKSLNPFTIK
DEKLFEILQTQELTAKNLQSLFQGLGRDTANELERILVSEKLSAFRNFFNQETKPCLTE
TSFSPVPFANQVGEPFANLSDLLDTYYKDKAERDRVKQQASELIRRVENELQKNRHK
LKKQEKELLATDNAEEFRQKGELLTTFLHQVPNDQDQVILDNYYTNQPIMIALDKALT
PNQNAQRYFKRYQKLKEAVKYLTDLIEETKATILYLESVETVLNQAGLEEIAEIREELIQ
TGFIRRRQREKIQKRKKLEQYLASDGKTIIYVGRNNLQNEELTFKMARKEELWFHAK
DIPGSHVVISGNLDPSDAVKTDAAELAAYFSQGRLSNLVQVDMIEVKKLNKPTGGKP
GFVTYTGQKTLRVTPDSKKIASMKKSGSG
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FIGURE 3

MDKLKYYQGYTLSTTMVYDRGEGEETEKLEDKQIQLDLKKVEIKNIKETSLMNVDAE
GNETDKSLLSEKPTDVSQLYLRVTTHDNKVTRLAVSSVEEVVVDGKTLYKVVAKAPD
LVQRRADDTLSEEYVHYFEKQLPKVNNVYYNFNELVKDMQANPMGEFKLGADLNAV
NVKPAGKAYVMAKFRGTLSSVENHQYTIHNLERPLFNEAEGATLKNFNLGNVNINMP
WADKVAPIGNMFKKSTLENIKVVGSVTGNNDVTGAVNKLDEANMRNVAFIGKINSL
GDKGWWSGGLVSESWRSNTDSVYFDGDIVGNNSKFGGLVAKVNHGSNQWDVK
QKGRLTNSVVKGTMTLKNHGQSGGLVHENYDWGWVENNISMMKVNNGEIMYGS
GSIDGDPYFGFDYFKNNYYVKDVATGESTYKRSKQIQSISQAEADAKIANMGITANT
FAIQDPVVNKLNRIIDRDSEYKAIQDYQETRNLAYRNLEKLQPFYNKEWIVNQGNKL
TDESNLVKKTVLSVTGMKSGQFVTDLSSVDKIMIHYADGTKEEFGVSAISDSRVKQ
VKEYNVDDLGVVYTPNMVDKNRDSLITKVKEKLSSVALDSAEVKSITNNPASLYLEE
SFAEVRETLDKLVKSLLENEDHQLNSDEVAEKALLKKVEDNKAKIILALTYLNRYYGI
DYDGLNFKHLMMFKPDFYGKTPSILDFLIRIGSAEKNLKGDRSLEAYREVIGGTIGKG
ELNGLLGYNMRLFTKYTDLNDWFIHAAKNVYVSEPETTTEDFKDKRHRIYDGLNNDV
HGRMILPLLNLKKAHIFVISTYNTIAFSSFEKYGKNTEEERNAYKAEIDRVAKAQQRYL
DFWSRLALPKVRNQLLKSQNSVPTPVWDNQVYVGLGGANRMGYGDGGRVVTPVR
ELFGPTDRWHQINWNMGAMAKIYERPWKDDQVYFMVTNMMEPFGISAFTHETTHV
NDRMAYYGGDWHREGTDLEAFAQGMLQTPDKSTTNGEYGALGINMAYERKNDGE
QLYNYDPEKLDSREKIDSYMKNYNESMMMLDYLEASAVIRQNLSDNSKWFKKMDK
EWRTNADRNRLIGEPHQWDKLRDLTEEEKKLPIDSIDKLVENNFVTLHGMPKNGRY
RTEGFDSSYQPYNMMAGVFGGNTSKSTVGSISFKHNAFRMWGYYGYENGFIPYVS
NKLKGAANKENKGLLGDDFIIKKVSKNQFQNLEEWKKHWYHEVYDKAQKGFVEIEV
DGVKISTYAQLQSLFEEAVSKDLAGMDDKNIKNHYQYTENLKWKIYKQLLKNTDGF
SSDLFTAPQAGSG
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FIGURE 6A

Pain Scores
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FIGURE 6B

Pain scores
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FIGURE 7
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FIGURE 8
Neonates
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FIGURE 9
A. Survival
S-8 S-11A
100 _ 100
% 804 " _g 80 o o
(,3) 601 \ " % 60 Prevenar® 70%
2 404 TN 2 40
201 Prevenar® 0% 20
0 0
0 20 40 60 80 0 20 40 60 80
Time (Hours) S-33F Time (Hours)
_ 100 P .
.g 80 Prevenar® 80%
% 601
o\o 40‘
204
0
0 20 40 60 80
Time (Hours)
B. Pain scores
S-11A S-33F
S-8
5 5 5
o o
4 4
o 3 (-] [e) o o
3 g 3 S 3l
T 2 So =
& ‘Po & oo o 5
1{ ococoo 1{ 00000 GO0 o
1{ coooo0  cxomn
0 @ A O @ \ @ A\
SN SN RN
< N < AN X N
N N &
@ © ©



PCT/GB2022/050003

WO 2022/148954
9/22
FIGURE 10
A Proliferating CD4+ T cells (%)
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FIGURE 12A
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Figure 13A
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FIGURE 15A
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FIGURE 16A

Percent survival
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FIGURE 17
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FIGURE 18
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FIGURE 19

CD4+CD3+ Proliferative Cells in Lymphoid Tissues
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FIGURE 20
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FIGURE 21
A Challenge with S1 pneumococci
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FIGURE 22

AUGGAUGGCAUUGCGAAAGAAUGGGGCUUUGCGAGCCGCAGCGCGUAUAGC
CGCGAUAUUCUGGCGAUGGAAAGCUUUAGCACCUAUAUUGGCAACCAGUUUA
CCCGCACCGAAAAACUGCAGACCCAGACCGGCAACGAUAGCAUGAAAUUUAA
CUAUAACGGCAUUAGCCAGUUUAGCAGCGUGCGCAACCGCAGCAGCAGCAGC
ACCCUGGAUAAACUGGGCUUUAAAAGCAGCGGCACCAACCUGAACCUGCGCU
AUGCGAACAACAGCAUUCUGGCGGAUAGCCUGUUUGGCAUUCAGUAUAACAU
UAGCGAUAGCCCGAUUGAUAAAUAUGGCUUUAAAGAUAUUUAUCAGAAAGAU
AACCUGACCCUGUAUGAAAACCAGUAUAGCCUGCCGAUUGCGGUGGCGAGC
CAGAGCGUGUAUAACGAUGUGAAAUUUAACGAACAUACCCUGGAUAACCAGG
CGAGCUUUCUGAACCAGCUGGCGAACGUGAACUUUGAUUAUUUUAGCCCGAU
UCCGUAUGAAAAAACCGAAAAAAUUGAAAACACCAACGAUCUGAUUAGCGUGA
CCAGCAGCAGCAACGAAGAUGCGGCGAUUCAGUAUCAGAUUGAAGUGCCGGA
AAACAGCCAGGUGUAUCUGAGCUUUAUUAACCUGCAUUUUAGCAACGAUAAA
CAGAAAAAAGUGGAUAUUCUGGUGAACGGCGAAAAAAAAACCUUUACCACCG
AUAACGUGUUUAGCUUUUUUAACCUGGGCUAUACCAAAGAAAAAAAAACCUUU
AACAUUAACGUGAGCUUUCCGGGCAACAGCCAGGUGAGCUUUGAAAGCCCGA
CCUUUUAUCGCCUGGAUACCAAAACCUUUACCGAAGCGAUUCAGAAAAUUAA
AGAACAGCCGGUGACCGUGAGCACCAGCAAAAACAAAGUGUUUGCGACCUAU
GAUGUGCAGCAGGAUACCAGCAUUUUUUUUACCAUUCCGUAUGAUAAAGGCU
GGAGCGCGUAUCAGGAUGGCAAAAAAAUUGAAAUUAAACAGGCGCAGACCGG
CUUUAUGAAAGUGGAUAUUCCGAAAGGCGGCAGCGGC

FIGURE 23

AUGAGCUUUGAUGGCUUUUUUCUGCAUCAUAUUGUGGAAGAACUGCGCAGC
GAACUGGUGAACGGCCGCAUUCAGAAAAUUAACCAGCCGUUUGAACAGGAAC
UGGUGCUGCAGAUUCGCAGCAACCGCCAGAGCCAUCGCCUGCUGCUGAGCG
CGCAUCCGGUGUUUGGCCGCAUUCAGCUGACCCAGACCACCUUUGAAAACCC
GGCGCAGCCGAGCACCUUUAUUAUGGUGCUGCGCAAAUAUCUGCAGGGCGC
GCUGAUUGAAAGCAUUGAACAGGUGGAAAACGAUCGCAUUGUGGAAAUUACC
GUGAGCAACAAAAACGAAAUUGGCGAUCAUAUUCAGGCGACCCUGAUUAUUG
AAAUUAUGGGCAAACAUAGCAACAUUCUGCUGGUGGAUAAAAGCAGCCAUAA
AAUUCUGGAAGUGAUUAAACAUGUGGGCUUUAGCCAGAACAGCUAUCGCACC
CUGCUGCCGGGCAGCACCUAUAUUGCGCCGCCGAGCACCAAAAGCCUGAAC
CCGUUUACCAUUAAAGAUGAAAAACUGUUUGAAAUUCUGCAGACCCAGGAAC
UGACCGCGAAAAACCUGCAGAGCCUGUUUCAGGGCCUGGGCCGCGAUACCG
CGAACGAACUGGAACGCAUUCUGGUGAGCGAAAAACUGAGCGCGUUUCGCAA
CUUUUUUAACCAGGAAACCAAACCGUGCCUGACCGAAACCAGCUUUAGCCCG
GUGCCGUUUGCGAACCAGGUGGGCGAACCGUUUGCGAACCUGAGCGAUCUG
CUGGAUACCUAUUAUAAAGAUAAAGCGGAACGCGAUCGCGUGAAACAGCAGG
CGAGCGAACUGAUUCGCCGCGUGGAAAACGAACUGCAGAAAAACCGCCAUAA
ACUGAAAAAACAGGAAAAAGAACUGCUGGCGACCGAUAACGCGGAAGAAUUU
CGCCAGAAAGGCGAACUGCUGACCACCUUUCUGCAUCAGGUGCCGAACGAUC
AGGAUCAGGUGAUUCUGGAUAACUAUUAUACCAACCAGCCGAUUAUGAUUGC
GCUGGAUAAAGCGCUGACCCCGAACCAGAACGCGCAGCGCUAUUUUAAACGC
UAUCAGAAACUGAAAGAAGCGGUGAAAUAUCUGACCGAUCUGAUUGAAGAAA
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CCAAAGCGACCAUUCUGUAUCUGGAAAGCGUGGAAACCGUGCUGAACCAGGC
GGGCCUGGAAGAAAUUGCGGAAAUUCGCGAAGAACUGAUUCAGACCGGCUU
UAUUCGCCGCCGCCAGCGCGAAAAAAUUCAGAAACGCAAAAAACUGGAACAG
UAUCUGGCGAGCGAUGGCAAAACCAUUAUUUAUGUGGGCCGCAACAACCUGC
AGAACGAAGAACUGACCUUUAAAAUGGCGCGCAAAGAAGAACUGUGGUUUCGCA
UGCGAAAGAUAUUCCGGGCAGCCAUGUGGUGAUUAGCGGCAACCUGGAUCC
GAGCGAUGCGGUGAAAACCGAUGCGGCGGAACUGGCGGCGUAUUUUAGCCA
GGGCCGCCUGAGCAACCUGGUGCAGGUGGAUAUGAUUGAAGUGAAAAAACU
GAACAAACCGACCGGCGGCAAACCGGGCUUUGUGACCUAUACCGGCCAGAAA
ACCCUGCGCGUGACCCCGGAUAGCAAAAAAAUUGCGAGCAUGAAAAAAAGCG
GCAGCGGC

FIGURE 24

AUGGAUAAACUGAAAUAUUAUCAGGGCUAUACCCUGAGCACCACCAUGGUGU
AUGAUCGCGGCGAAGGCGAAGAAACCGAAAAACUGGAAGAUAAACAGAUUCGCA
GCUGGAUCUGAAAAAAGUGGAAAUUAAAAACAUUAAAGAAACCAGCCUGAUGA
ACGUGGAUGCGGAAGGCAACGAAACCGAUAAAAGCCUGCUGAGCGAAAAACC
GACCGAUGUGAGCCAGCUGUAUCUGCGCGUGACCACCCAUGAUAACAAAGUG
ACCCGCCUGGCGGUGAGCAGCGUGGAAGAAGUGGUGGUGGAUGGCAAAACC
CUGUAUAAAGUGGUGGCGAAAGCGCCGGAUCUGGUGCAGCGCCGCGCGGAU
GAUACCCUGAGCGAAGAAUAUGUGCAUUAUUUUGAAAAACAGCUGCCGAAAG
UGAACAACGUGUAUUAUAACUUUAACGAACUGGUGAAAGAUAUGCAGGCGAA
CCCGAUGGGCGAAUUUAAACUGGGCGCGGAUCUGAACGCGGUGAACGUGAA
ACCGGCGGGCAAAGCGUAUGUGAUGGCGAAAUUUCGCGGCACCCUGAGCAG
CGUGGAAAACCAUCAGUAUACCAUUCAUAACCUGGAACGCCCGCUGUUUAAC
GAAGCGGAAGGCGCGACCCUGAAAAACUUUAACCUGGGCAACGUGAACAUUA
ACAUGCCGUGGGCGGAUAAAGUGGCGCCGAUUGGCAACAUGUUUAAAAAAAG
CACCCUGGAAAACAUUAAAGUGGUGGGCAGCGUGACCGGCAACAACGAUGUG
ACCGGCGCGGUGAACAAACUGGAUGAAGCGAACAUGCGCAACGUGGCGUUU
AUUGGCAAAAUUAACAGCCUGGGCGAUAAAGGCUGGUGGAGCGGCGGCCUG
GUGAGCGAAAGCUGGCGCAGCAACACCGAUAGCGUGUAUUUUGAUGGCGAU
AUUGUGGGCAACAACAGCAAAUUUGGCGGCCUGGUGGCGAAAGUGAACCAU
GGCAGCAACCAGUGGGAUGUGAAACAGAAAGGCCGCCUGACCAACAGCGUG
GUGAAAGGCACCAUGACCCUGAAAAACCAUGGCCAGAGCGGCGGCCUGGUG
CAUGAAAACUAUGAUUGGGGCUGGGUGGAAAACAACAUUAGCAUGAUGAAAG
UGAACAACGGCGAAAUUAUGUAUGGCAGCGGCAGCAUUGAUGGCGAUCCGU
AUUUUGGCUUUGAUUAUUUUAAAAACAACUAUUAUGUGAAAGAUGUGGCGAC
CGGCGAAAGCACCUAUAAACGCAGCAAACAGAUUCAGAGCAUUAGCCAGGCG
GAAGCGGAUGCGAAAAUUGCGAACAUGGGCAUUACCGCGAACACCUUUGCGA
UUCAGGAUCCGGUGGUGAACAAACUGAACCGCAUUAUUGAUCGCGAUAGCGA
AUAUAAAGCGAUUCAGGAUUAUCAGGAAACCCGCAACCUGGCGUAUCGCAAC
CUGGAAAAACUGCAGCCGUUUUAUAACAAAGAAUGGAUUGUGAACCAGGGCA
ACAAACUGACCGAUGAAAGCAACCUGGUGAAAAAAACCGUGCUGAGCGUGAC
CGGCAUGAAAAGCGGCGCAGUUUGUGACCGAUCUGAGCAGCGUGGAUAAAAU
UAUGAUUCAUUAUGCGGAUGGCACCAAAGAAGAAUUUGGCGUGAGCGCGAUU
AGCGAUAGCCGCGUGAAACAGGUGAAAGAAUAUAACGUGGAUGAUCUGGGC
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GUGGUGUAUACCCCGAACAUGGUGGAUAAAAACCGCGAUAGCCUGAUUACCA
AAGUGAAAGAAAAACUGAGCAGCGUGGCGCUGGAUAGCGCGGAAGUGAAAAG
CAUUACCAACAACCCGGCGAGCCUGUAUCUGGAAGAAAGCUUUGCGGAAGUG
CGCGAAACCCUGGAUAAACUGGUGAAAAGCCUGCUGGAAAACGAAGAUCAUC
AGCUGAACAGCGAUGAAGUGGCGGAAAAAGCGCUGCUGAAAAAAGUGGAAGA
UAACAAAGCGAAAAUUAUUCUGGCGCUGACCUAUCUGAACCGCUAUUAUGGC
AUUGAUUAUGAUGGCCUGAACUUUAAACAUCUGAUGAUGUUUAAACCGGAUU
UUUAUGGCAAAACCCCGAGCAUUCUGGAUUUUCUGAUUCGCAUUGGCAGCG
CGGAAAAAAACCUGAAAGGCGAUCGCAGCCUGGAAGCGUAUCGCGAAGUGAU
UGGCGGCACCAUUGGCAAAGGCGAACUGAACGGCCUGCUGGGCUAUAACAU
GCGCCUGUUUACCAAAUAUACCGAUCUGAACGAUUGGUUUAUUCAUGCGGCG
AAAAACGUGUAUGUGAGCGAACCGGAAACCACCACCGAAGAUUUUAAAGAUA
AACGCCAUCGCAUUUAUGAUGGCCUGAACAACGAUGUGCAUGGCCGCAUGAU
UCUGCCGCUGCUGAACCUGAAAAAAGCGCAUAUUUUUGUGAUUAGCACCUAU
AACACCAUUGCGUUUAGCAGCUUUGAAAAAUAUGGCAAAAACACCGAAGAAGA
ACGCAACGCGUAUAAAGCGGAAAUUGAUCGCGUGGCGAAAGCGCAGCAGCG
CUAUCUGGAUUUUUGGAGCCGCCUGGCGCUGCCGAAAGUGCGCAACCAGCU
GCUGAAAAGCCAGAACAGCGUGCCGACCCCGGUGUGGGAUAACCAGGUGUA
UGUGGGCCUGGGCGGCGCGAACCGCAUGGGCUAUGGCGAUGGCGGCCGCG
UGGUGACCCCGGUGCGCGAACUGUUUGGCCCGACCGAUCGCUGGCAUCAGA
UUAACUGGAACAUGGGCGCGAUGGCGAAAAUUUAUGAACGCCCGUGGAAAGA
UGAUCAGGUGUAUUUUAUGGUGACCAACAUGAUGGAACCGUUUGGCAUUAG
CGCGUUUACCCAUGAAACCACCCAUGUGAACGAUCGCAUGGCGUAUUAUGGC
GGCGAUUGGCAUCGCGAAGGCACCGAUCUGGAAGCGUUUGCGCAGGGCAUG
CUGCAGACCCCGGAUAAAAGCACCACCAACGGCGAAUAUGGCGCGCUGGGCA
UUAACAUGGCGUAUGAACGCAAAAACGAUGGCGAACAGCUGUAUAACUAUGA
UCCGGAAAAACUGGAUAGCCGCGAAAAAAUUGAUAGCUAUAUGAAAAACUAUA
ACGAAAGCAUGAUGAUGCUGGAUUAUCUGGAAGCGAGCGCGGUGAUUCGCC
AGAACCUGAGCGAUAACAGCAAAUGGUUUAAAAAAAUGGAUAAAGAAUGGCG
CACCAACGCGGAUCGCAACCGCCUGAUUGGCGAACCGCAUCAGUGGGAUAAA
CUGCGCGAUCUGACCGAAGAAGAAAAAAAACUGCCGAUUGAUAGCAUUGAUA
AACUGGUGGAAAACAACUUUGUGACCCUGCAUGGCAUGCCGAAAAACGGCCG
CUAUCGCACCGAAGGCUUUGAUAGCAGCUAUCAGCCGGUGAACAUGAUGGC
GGGCGUGUUUGGCGGCAACACCAGCAAAAGCACCGUGGGCAGCAUUAGCUU
UAAACAUAACGCGUUUCGCAUGUGGGGCUAUUAUGGCUAUGAAAACGGCUUU
AUUCCGUAUGUGAGCAACAAACUGAAAGGCGCGGCGAACAAAGAAAACAAAG
GCCUGCUGGGCGAUGAUUUUAUUAUUAAAAAAGUGAGCAAAAACCAGUUUCA
GAACCUGGAAGAAUGGAAAAAACAUUGGUAUCAUGAAGUGUAUGAUAAAGCG
CAGAAAGGCUUUGUGGAAAUUGAAGUGGAUGGCGUGAAAAUUAGCACCUAUG
CGCAGCUGCAGAGCCUGUUUGAAGAAGCGGUGAGCAAAGAUCUGGCGGGCA
UGGAUGAUAAAAACAUUAAAAACCAUUAUCAGUAUACCGAAAACCUGAAAUGG
AAAAUUUAUAAACAGCUGCUGAAAAACACCGAUGGCUUUAGCAGCGAUCUGU
UUACCGCGCCGCAGGCGGGCAGCGGC



