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Figure 2a

Met Met Ala FPro Asp PrTn Axn Ala Asn PTo ASn Ala Asn Pro Asn Ala
1 3 10 15

Atnt Pra Asn Ala Asn Pro Asn Ald Asn Pro Asfa Ala Azn Pra Aen Ala
20 25 30

Asn Pro Ran Ala asn I'ro Aan Rla Asn Fro Asn Ala Aszn Pre Asn Als
35 10 45

Bsn Fro Asn Ala Asn Fro Asn Ala Asn Pro Asn Ala Asn Pro Asn Ala
50 55 €0
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"
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Rann Pro Bso Ala Aan Pro Asa Ala Aso Pro hun Ala RAso
G5 74 75 g0

Asn Lys

A3n han Gln Gly Asn Gly Gin His Rgn Mat Pro Aan Asp Pro Asp
83 LY 9%

Iy
Jat
=

Apg Asn Val Asp Glu Asn Aia Asn Ala Asn Ber Ala Wal Lya Ran A=n
160 105 110

Asn Asn Glu Glu Pro Ser Asp Lya His Ile Lys Glu Tyr Lau Asn Lys
113 120 L35

Ile GIn Asn 3ar Lew 3er Thr (3lu Trp Ser Pra Cys Ser val Thr Cys
130 135 40

Gly Asn Gly Ile Gln Val Arg Ile Lys Pro Gly Ser Ala Ash Lys Fro
145 150 155 160

Lys hsp Giw Lau asp Tyr Ala Asn asp Ile Glu Lys Lys Ila Cys Lys
1R5 1740 175

Mat Glu Lys Cys Ser Sar Val Phe Asn Val Val &sn Ser Sar 1le Gly
120 6% 190

Leu Gly Pro ¥Yal Thr Asn Met Glu Asr lls Thr Ser Gly Phe Leu Gly
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Figure 2b

195 200 205

Pro Leu Leu Val Leu Gln Ala Gly Phe Phe Leu Leu Thr Arg Ile Leu
210 215 220

Thr Ile Pro Gln Ser Leu Asp Ser Trp Trp Thr Ser Leu Asn Phe Leu
225 230 235 240

Gly Gly Ser Pro Val Cys Leu Gly Gln Asn Ser Gln Ser Pro Thr Ser
245 250 255

Asn His Ser Pro Thr Ser Cys Pro Pro Ile Cys Pro Gly Tyr Arg Trp
260 265 270

Met Cys Leu Arg Arg Phe Ile Ile Phe Leu Phe Ile Leu Leu Leu Cys
275 280 285

Leu Ile Phe Leu Leu Val Leu Leu Asp Tyr Gln Gly Met Leu Pro Val
290 285 300

Cys Pro Leu Ile Pro Gly Ser Thr Thr Thr Asn Thr Gly Pro Cys Lys
305 310 315 320

Thr Cys Thr Thr Pro Ala Gln Gly Asn Ser Met Phe Pro Ser Cys Cys
325 330 335

Cys Thr Lys Pro Thr Asp Gly Asn Cys Thr Cys Ile Pro Ile Pro Ser
340 345 350

Ser Trp Ala Phe Ala Lys Tyr Leu Trp Glu Trp Ala Ser Val Arg Phe
355 360 365

Ser Trp Leu Ser Leu Leu Val Pro Phe Val Gln Trp Phe Val Gly Leu
370 375 380

Ser Pro Thr Val Trp Leu Ser Ala Ile Trp Met Met Trp Tyr Trp Gly
385 390 395 400

Pro Ser Leu Tyr Ser Ile Val Ser Pro Phe Ile Pro Leu Leu Pro Ile
405 410 415
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Figure 2c

Phe Phe Cys Leu Trp Val Tyr Ile
420

4/15



WO 2015/150568 PCT/EP2015/057424

Figure 3a

<213> VZV gE truncate

<400> 1
Met Gly Thr Val Asn Lys Pro Val Val Gly Val Leu Met Gly Phe Gly
1 5 10 15
Ile Ile Thr Gly Thr Leu Arg Ile Thr Asn Pro Val Arg Ala Ser Val
20 25 30
Leu Arg Tyr Asp Asp Phe His Ile Asp Glu Asp Lys Leu Asp Thr Asn
35 40 45
Ser Val Tyr Glu Pro Tyr Tyr His Ser Asp His Ala Glu Ser Ser Txp
50 55 60
Val Asn Arg Gly Glu Ser Ser Arg Lys Ala Tyr Asp His Asn Ser Pro
65 70 US) 80
Tyr Ile Trp Pro Arg Asn Asp Tyr Asp Gly Phe Leu Glu Asn Ala His
85 90 95
Glu His His Gly Val Tyr Asn Gln Gly Arg Gly Ile Asp Ser Gly Glu
100 105 110
Arg Leu Met Gln Pro Thr Gln Met Ser Ala Gln Glu Asp Leu Gly Asp
115 120 125
Asp Thr Gly Ile His Val Ile Pro Thr Leu Asn Gly Asp Asp Arg His
130 135 140
Lys Ile Val Asn Val Asp Gln Arg Gln Tyr Gly Asp Val Phe Lys Gly
145 150 155 160
Asp Leu Asn Pro Lys Pro Gln Gly Gln Arg Leu Ile Glu Val Ser Val
165 170 175
Glu Glu Asn His Pro Phe Thr Leu Arg Ala Pro Ile Gln Arg Ile Tyr
180 185 150
Gly Val Arg Tyr Thr Glu Thr Trp Ser Phe Leu Pro Ser Leu Thr Cys
195 200 205
Thr Gly Asp Ala Ala Pro Ala Ile Gln His Ile Cys Leu Lys His Thr
210 215 220
Thr Cys Phe Gln Asp Val Val Val Asp Val Asp Cys Ala Glu Asn Thr
225 230 235 240
Lys Glu Asp Gln Leu Ala Glu Ile Ser Tyr Arg Phe Gln Gly Lys Lys
245 250 255
Glu Ala Asp Gln Pro Trp Ile Val Val Asn Thr Ser Thr Leu Phe Asp
260 265 270
Glu Leu Glu Leu Asp Pro Pro Glu Ile Glu Pro Gly Val Leu Lys Val
275 280 285
Leu Arg Thr Glu Lys Gln Tyr Leu Gly Val Tyr Ile Trp Asn Met Arg
290 295 300
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Figure 3b

Gly Ser Asp Gly Thr Ser Thr Tyr Ala Thr Phe Leu Val Thr Trp Lys
305 310 315 320
Gly Asp Glu Lys Thr Arg Asn Pro Thr Pro Ala Val Thr Pro Gln Pro
325 330 335
Arg Gly Ala Glu Phe His Met Trp Asn Tyr His Ser His Val Phe Ser
340 345 350
Val Gly Asp Thr Phe Ser Leu Ala Met His Leu Gln Tyr Lys Ile His
355 360 365
Glu Ala Pro Phe Asp Leu Leu Leu Glu Trp Leu Tyr Val Pro Ile Asp
370 375 380
Pro Thr Cys Gln Pro Met Arg Leu Tyr Ser Thr Cys Leu Tyr His Pro
385 390 395 400
Asn Ala Pro Gln Cys Leu Ser His Met Asn Ser Gly Cys Thr Phe Thr
405 410 415
Ser Pro His Leu Ala Gln Arg Val Ala Ser Thr Val Tyr Gln Asn Cys
420 425 430
Glu His Ala Asp Asn Tyr Thr Ala Tyr Cys Leu Gly Ile Ser His Met
435 1410 445
Glu Pro Ser Phe Gly Leu Ile Leu His Asp Gly Gly Thr Thr Leu Lys
450 455 460
Phe Val Asp Thr Pro Glu Ser Leu Ser Gly Leu Tyr Val Phe Val Val
465 470 475 480
Tyr Phe Asn Gly His Val Glu Ala Val Ala Tyr Thr Val Val Ser Thr
485 490 495
Val Asp His Phe Val Asn Ala Ile Glu Glu Arg Gly Phe Pro Pro Thr
500 505 510
Ala Gly Gln Pro Pro Ala Thr Thr Lys Pro Lys Glu Ile Thr Pro Val
515 520 525
Asn Pro Gly Thr Ser Pro Leu Ile Arg Tyr Ala Ala Trp Thr Gly Gly
530 535 540

Leu Ala
545
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Figure 4a

Comparator: Standard RTS,S dose/regimen (MAL 071)
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Figure 4b

Comparator: Standard AS01B dose/regimen (Pooled)
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Figure 5a

Subjects not given a booster dose at month 12

Fx dose vs control; P = .008
Std dose vs control; P=.017
Fxvs Std dose; P = .72 (NS)

Fx: 3/7 protected

Std: 1/5 protected
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Proportion protected
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Figure 5b

Subjects boosted with RTS,S (1/5" dose) at month 12

« Fx:9/10 protected

Fxdose vs control; P=7.6x 107
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Fxvs Stddose; P=.01

o Std: 1/4 protected

Control: 0/6 protected
i I R | B e e
25 30

10 15 20
- Days post-challenge -

10/15



PCT/EP2015/057424

WO 2015/150568

| 21978 | 896t |_ QEQE 829 66TV _ e | s et €290 8EV'E | SEE'T 12670 665 | SLIT STE'T 6LTT 14T ?m_nms__
7186 | 8657 ovo°L v98'e | €10€ _.. 086°0 20t°8T eve’L | STPo SLT'E 908°T €560 | 08vE | 6971 2621 L¥6'T £82°0 | ¥lo0d
6v2's | SSST | 6187 806'T s8€'s | €88°C T9'9 ¥WITT | £IS0 00L°€ £16°0 8£5°0 #9670 8ET'T €5€E'T 78E'Y €247 £ [oogd
v86's | 96870 799 v6'T 9Z0°0T | £¥8'C T16°21 sose | 8807 996°'% £9%°C 69%'1 114 | 98T'T 6EET 296 9£Z'7 | z|[ood
—n @207y EITC et A 0Tl R I el 2 _
Seev | I8EY 66E°E STP'E 512'T 07T 887 | 66T | E£EL0 vITE var'tT 0680 sSvv | VEST r16°0 LT 90T Tlood!
_ 86~ 1-0 3|Npays _ 8T-T-03|Npayds
[ auoje 3108V _ oSy _
] 1 i gl IT0SY | ITOSY TLN 3T0SY TLN .
| ZeW BSZ 0/ 310SY TN BT00 £ 3TOSY ! Z40 Brison /3T0SY | 3TOSY 2L Briszro xg
| Zin 8rigzo x a1 LW Brggrgxz | 8vigp: Srigzrp xz
. a P L Briszio xg TO'0 / 3TOSY 22 W Brigz o xz 0/ 3T0SYELW
mMdz | ondz i anes lidZ wee | onae dz l1dz dzz | mdz 14 udes | owde | owdz | owidiz mdz | 1dL
__ LS P Y | e A ) g ol 8 | - .@ | . | i £ 0
8 o g , 2 : 8§
vV 2 = v o - © ¢ v
. ¢ 7 o g = |
g . 0 S S S §
v O v
\v4 ————— © _— - — —_————————% O]
ueIpa — _
—
¥ (00d V
gloodd
— ——— —— T EE—E———————————— S— — N— m.—”
£100d O
T100d < @
- (014

litd-1id -ZZN
sapiidad Jo|00d -O18M Ul ZZIA }JO 3s0p pliy] jeuonoely e Jofig paiejap e jo Ajpjuasounwiwi Jo uonenjeaz

{peaowsl wnipaw) e NI Jo/pue INS| Jof5g 211 Suissaldxa s|a 1 D Jo %

9 alnbi4

11/15



PCT/EP2015/057424

WO 2015/150568

€260 | 6050 | zez0 | 2090 | oseo | voso | 80 | r9zo | orvo | vive | sszo | eevo | osvo | tezo | oeeo | zewo | cisp |uepany]
E = 0| 0 | £/80 , (9770 | OTT'0 | viT'0 | €520 | ¢€00 | 09V LEZ'0_{I|_OE CEV0 | L18°0 |UeIpSN
0360  ze90 | 0SC0 | 680 | 8yLC | 0890 | cecT | 2S90 | L6000 | wvo | tes0 | 9200 | zsTo | 99zo | ssoo | czvo | wiro | vieod
9520 | 9650 | 967°0 | 990 | T6UT | 9€30 | 0650 | 020 | (900 | £OTO | /810 | 9500 | wro | o1z0 | osw0 | 8550 | 8SLT | glood)
2€0 0070 | 82T0 | 860 | ¢SL0 | 860 | vell | 6620 | €210 | OIVO | OSZD | Ev00 | 880°0 | 9vZ0 | 660 | wh0 | 0460 | ziood
€60 zayD | sz10 | wwzo | vez0 | vozo | o1e0 | vozo | 610 | €00 | 9szo | czoo | e9r0 | tovo | wszo | ses0 | $99°0 | tood|
86-01-0 2INpays §Z-1-03|npayds
- . !
a0 IT0SY t0sY
. 3708V IT0SV TLW 3T0SY ZLW
T Briezo 7 3T0SY | 2L BHT0D £ 3T0SY | Tow Brisgrg / 3TosY N | ITOSW 2L Brisz'o xe
| Srsz o x 210 sz g xg | 3Msp 0/ ITOSY 8rigz-0 xz |
e Zelag.n St ool ZeW Btiszo xe 10°0/ 3T0SY 22w Bsz0 Xz | Briso0 / eSSz X |
gz aL gL iHde lilde 4z mdz | wdz Wdzs | wz | udr __m.p [ wdz | wae | mdez | owae | ouae _ 0o
o 4 g 2 v V.
0 o B o o o & = ¥ o
7 © T 2
D @I — ——= q - .D — - — — 1 50
m = S O v U |
\Y o
O 8= o) i
v — -
- - B S - 0 | gy
0 O |
) T C_W_UO—\I_l h - N o - e 31
1004 v O
€100d0
— - ot
710040 |
T100d ¢
- ——_— - - ———— g7

ltid-1ld -¢£LIN

sapndad Jo jood ~-079M Ui ZZIA JO 9s0p pliy]l jeuoiloely e 1o /g paiejap e jo Ajdiuadounuiwi Jo vonen|eay

J ainbi4

(perowas winipaw) B Ny Jo/pue SNJ| Jo /53 211 Buissaldxa S22 1L 8aD 40 9%

12/15



PCT/EP2015/057424

WO 2015/150568

86-71-0 3ANpayas m 82-¥1-0 3INpayas

auofe _ EIR | 3108V | _
Z2WN Brigzro /3108 w24 BriLo'o / 310S V| 24N Brigorg 7 3L0S Y 3108V 310SY 24N 3L0SY 22N
22N Brigz 0 xg 2L Brigz g xg ZL Brigz o %z Z2W Brigz g xg mzs 073108 Y 22N Brige o xz |Brigoo s 3Los v 22 Arigz o xz|
nds ndz | iz ldZ ___n: ds NidL nd. _ mdiL ndz lldL ndiL nd2 ndZ _

I

E_ |

N W

3108 Y 22N Brigz o xg
___n_k ___& nd2

“§ Pl
il -

Zm
BNl -
BINL =

mZm_w“__ =
BINLZT 2
BINL/ONLI &

e4NL/BNLIZTIm

_ _ “wzzzrr 0
il
g I

|

HIdPZL-NIdPL-1IIdPL Z2LIN Spndad jo jood
-asuodsaJ s||32 1 $a)d dy1dads-z /N JO 3j1old auolh)

g ainbi4

S ST, S

— gt

SIP2 L #Ad %

13/15



WO 2015/150568

PCT/EP2015/057424

86-vi-0 3Inpayas

82-7i-0 3INpayds

_ m
ALOSY ZAN ” |

JL0SY 2N ,
BriLgar310SY 22N Prigz g xg |Brigo-0 f 2105 V¥ LN Brigz 0 X2 340S v 2.0 Brigz o Xe
lid22 lid2 nde | lidiz lidZ lidl daz e lidZ
- " i ——— . 00
o : MG 00 SN
iy TN W

R

5l

Juoje ET | EfiR
z4n Brigzo/310S v zdn BriLoo s 3Los v[zw Brigoo s K0S Y FL0S Y
Zin Brigz g %z Z/n Brigz o xz Zin Brigz o x2 Z2W Brigz o xg
lidd iid ide ids id2 lldL dz Idé
S I EmEmg T g
s .
[ EEHHT
 leweseweny — N NN N
AR o s
i .
T
Zlim
SNEE
BiNL® a o
BN4IZ =
E4NL/ZT =
B4NL/AONA
e4NL/BNSI/Z 0

dPLL-INdPL-HIAPL ZLIN sSplided jo [ood

-asuodsal s||22 1 8D j1pads-Z N Jo aj1304d aupjoify

6 ainbi4

51192 18A2 %

14/15



PCT/EP2015/057424

WO 2015/150568

zL
INBNSZ OX | 3108V 3108V
3108V 2N ZIN 3108V 310SY 3108V
ZIN Brito'ox | Brisoox. LN zLN B0 oXL | ZLIN BHSooX L 3io8v
Brigz oxz | Brigz oxe | Bricz oxz || Brisz oxe Brigz oxz Brisz oxe 2L Brigz oXe
86-11-0 sihpayos 8C-11-0 sInPayos
~l >» ~ NN -
S22 R X R LY L
& A N A2 X b B B X H oA »~ T
¥ v T 1 ¥ v 8 v 8 ¥ v B I Tvw X U T
: s s s s s s s s s T s s s T =

000t

£ 00001

oteels’ $

0

’0%"?0
s

o‘% ‘

.W 000001

IHdy8 -«
Hidy L
HdvlL e

£ 0000001
TLIN-13ue 10318| ABojouss

0} @inbi4

15/15

(TN/NT) %S6D1 pue uesLos:)



