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Figure 6A. Subpopulation an

111111111111

10/53

\

\\\\\\\\\\\\\\\\\\m

\\

\

\

QQQQQQ
& B & F ]
mmmmm

22222222222222222

\\\\\\

.5
&

9
N

(ﬂ?h}

B

{c



PCT/US2018/027271

11/53

WO 2018/191479

£ g4t L 6 b £t oLt
A [ 75 i i ak ait

£ kig
BiL 8Lt

< e N
-

-
B
R

B2 it
Bt Fii

m o
P
M ool e i
IR
s Ly L
-

£
Y

@
T
*
€
ol
o
N
-
— i
Ao
R
g,

— %1~

- mw..

B atce
o

{opelely Coma o vy sy ey

Gprrrstensisstostivsrnn, IR
7 riireess S opasant BRI

gt
{um 7 Asszes Dl 00 {am p fuses Gon gl
cnurdazay ooty i i T BETITT it I ek oty

ON34 8buey) -g9 ainsiy



12/53

PCT/US2018/027271

WO 2018/191479

SWIOY WO} UDYRY) Z— 99M JBYIID 18 9q AW W} PUOIS Y] *(S—2aM) T 1ISIA 18 3¢ ISNW B} 3541} 9Y] "BuIUS242S BUlNp 321M] §'T< JO 2403S 9-DDV UE dARY ISNW S1udlied

‘(5—>29m) T 1IsIA 03 Jolud SAep ST 1SED| 1€ 404 3|Ce1S 9] ISNW (BLUYISE JO JUDLIIEAJ] SDUBUDIUIBW DY}
404 Aep uayro Asana 3w gz 4o Ajlep Sw QT Jo wnwixew e 03 dn ‘quajeAinba Jo duUOoSIUpaJd [BJO BDUBUIIUIBL JO ‘SBUOWOID “Y|AY] ‘PI021140302N|3 pajeyul Aiepuodas ‘aul||Aydoays
‘5103101Yul J01d2394 BUBIII0XNI|) SUOIIED|PIW JB||0JIUOI BLUYISE JBYIO dY1 JO 9SOP 3y} ‘ygy1 sn|d pIod13140202n|8 pajeyul 03 UOIHPPE Ul SUOIIBDIPAW J3||0JIU0I BLUYISE UO J|

‘paJinbau s| ‘oseasip Alojeuidsad 9AI1BUIDY R JUBDIHUSIS SIPN|IX pue Judlled J11BWYISE UB JOJ |ewlou S| ‘401e813sanul 9yl 01 SuipJodde 1Byl (G—3@3Mm) T USIA 01 Jolud syjuow
2T ulyum ueds Aydesdowol paindwod 1sayd Jo yde3olped 1sayd e Jo poliad 3uiusauds ayl Suunp uayel ydesgolped 1sayd e ‘(G—aam) T 1ISIA 18 3P[0 JO SJeah 59 siusied Jod

(G- >199M) T USIA 18 BY 0% 1YSIam pue ‘dAISN|UL ‘,Wi/B5 OF—8T UdaM1ag Xapul ssew Apog

©113)140 UOISh|dU|

[ 3insi4



13/53

PCT/US2018/027271

WO 2018/191479

"BUYISE [euo131edndd0 4O SISouselp paysi|gelsa uy

1433142 UOISn|oX3

‘porsad ul-unu/8uiuaauds ayl Jo sAep uaj snolaaud syl ul s8ujuans 1ysie
Aue pue s3ujuiow 1y3ie Aue Joj yIASY 2y Suiia|dwod se paulap sl 9dueldwod %408 ‘@31A8p OYd? 24l JO @sn paJinbaJ yum aoueldwod %082 21eJ1SUCWIP IShw sjudlled e

'YINSY
Uo pased ({ }SIA 03 Z HSIA WoJy) polsad uj-una/8uiuaauds ayl SulNp ygy1/pI0d134020oN|8 pajeyul J3][041U0d BLUYISE [BNSN YlIM ddueljdwod 9%0/2 91eJISUOWIP ISNW Sjudlled e

‘(7 1SIA 01 2 USIA woJy) polad ul-uni/Buluaauds Sulnp sanbiuysal Ajawodids pue ‘Jalaw mo|) yead ‘Jajeyul a|qe1dadde 91ellsuowap 1snwi siuaned e

-uonezjwopued o1 Jod :” >m—u ‘0 v_ww>>v 7 1ISIA 1e elua114d wc_>>0__0u— JO || 3y] 193l 1snhwl sjuained

saljllenb sAep 9aJy3 35e9)| 38 J0J SO dURUIIUIRW
8unIsixa a|qe3s ay3 Jo Sujjgnop AJesodwal e ‘Spj02114000N|8 [BJO ddUBUSIUIEW BUIAIDIAJ S1UBIIEd J04 "UoIlezZ||elidsoy JO SABP DAIINIISUOD € 1SED| 3B J0) SPI021340200N|8 JILDISAS 03
P3] Yd1ym HSIA Judwedap AdUa8iaWa Ue Ul Pa3NsaJ UOIIBGIDIEXD BLYISE dY] JO ‘UOIIBCJIEXD BLUYISE DY JO JUSLUIBDI] 93 JO} paJinbad uaadg aney Isnw SABp dAIINIDSUOD € 1Sed)|
1B 40§ SP1021340200N|8 21WISAS JO 154NQ B JO UOIIRJISIUJWIPE JUDAD UOIIBJJIIIEXD BLIYISE Uk se Ajjjenb o] "(G—a9M) T 1iSIA 01 Jolid SYIUOW T Y3 UIYHM (SInoYy 7 ISed| e Jo}

_mu_nmos 2yl 0} CO_mm_rcﬁmv Co_umN__mu_QmOL ul MC_H_Sme uoll1eqJadexa eWYISe 2JaA3S T 1SE3| 18 Y SIUSA UOoIjeqJadexa ewyise g i1ses| 1e Jo >L0um_£ Pai1uawWwndop e aARY 1SNW Sjualled

"(T—Y29M) € USIA 18 U0 (321A3P QY d® 3yl uo 3ulpaodau

pAuod £ 8undi4



14/53

PCT/US2018/027271

WO 2018/191479

"|oJud 03 pamoj[e aJe g siireday Jo AJOISIY INOYIIM UOIIBUDIeA

g sieday jo AJoisiy e yiim sjuailed ") 4o g siizeday 4oy Aoisiy |eaipaw aAllsod e Jo ‘uiuaauds e A3ojouas Apogiiue snuia ) siaizeday Jo ‘uadinue asepns g siizeday aAilisod

"AdeJay} aJed jo pJepueils 0} papuodsal 10U Sey JO ‘PaleaJt) uaaq Jou sey 18yl (G- 3oam) T HSIA JO SY9aM 7 UIYIim pasouselp uolidaul diiseded Yiuiwiay v

(T Aep ‘D 29M)  1ISIA 18 SUOIIEDIPAW [BJIAIIUE JO SOI30IGIAUE YIIM JUDWILDJ) SUIAIDD9J JO ‘UOIIDDJU| JUBDIJIUSIS AJ[BDIUID B JO 90UDPIAT

(G- 329Mm) T 1SIA 01 Jold suedA aAl) 1sed| 1e pa1a|dwod sem Adesay) aAleand eyl papiaoad 3(qi81|D aJe sapueusijew Jaylo pey dAeY Oym siualled e

(S—23Mm) T 1SIA 01 Jolud syluow T
1se9| 18 pale|dwod sem Adesayl aAireand 1eyy papiroad Apnis ay3 ul a1eddinied 01 9|qISI9 34. XIAJDI 9Y1 JO BUIOUIZJEI N1IS Ul JO BLWOUIDIRD ||9D |BSEQ PBY DABY OYM SJuUdlled e

:J23ued Jo AJoIsIH

"Apnis ay3 ul ajedidiied o1 Alljige s juaiied ayl 4o ‘Apnis ay3 JO synsad
ay1 asuanpul Aew 4o ‘Apnis ayl ul uoiedidinied Jay/siy Jo asnedaq sl 1e Juailed ayl ind Aew ‘401e81359AUI 341 JO UOIUIdO 3yl Ul ‘Yoiym poiad ul-uni/3uiuasuds ayl Sulnp sudis
|eIIA ‘Uoieulwexa |edisAyd ‘([T—>@2Mm] € 1ISIA pue [G— ¥2aM] T JSIA WoJ) S1NsaJ Alojeloqe))

Aleurin Jo ‘Auisiwayd |edjuld ‘ASojojeway ul s3ulpuly |ewaouqe JueadfJ Ajjeaiul)d Auy

'31q13112 2Je (G- Y@aM) T 1SIA 01 Jold sAep GT Joj uswiSaJ JuawWieaJ] 9|qels e uo (aseasip xn|jaJ |eadeydosaouised ‘ejwapidilJadAy ‘uoisualiadAy 8'a) aseasip
PIgJOWOI P3||0JIU0I-|[2M YlIm SIudlled ‘Apnis ayi ul ajeddiied o1 Ajige s
ay1 Jo Ajajes ayy asjwoidwod Aew JollUOW [e2Ipawl Jo/pue J01eS1ISaAUl BY] JO UOIUIdo Byl Ul 1BY] SSBU||I JUR4INDIS1UI PI]|0JIUOIUN U JO 33UBPIAR J0 AJOISIY [BIIPIL SNOIABI

1ualed 2yl adnpaJ U0 HUJﬁOLQ _mco_umm_wmw>c_ 23 JO uolien|eAs yiim aJ43jJalul JO >U3um oyl ul juaned

.

pAuod £ 3in3i4



15/53

PCT/US2018/027271

WO 2018/191479

"(G—>@2m) T 1ISIA 01 Jold sAep GT ulylm Iseje|dns Joliqiyul aup|olAd Zyl ayl jo 1d1aday
"JudwWieaJy |[euonnesiisaaul ue SujAjoAUl ApN3s [BIIUI[D JBYIOUE U] JUSWI||0JUS JUJINJUOD

*Apnis ay3 4o 19npuod ayl Sulnp Aep T< J4oj snieis Juaiied-ul Jo eisayisaue |esauad Suliinbau saunpasoud |e3i84ns pauued

*J93U0| S JABYIIYM ‘(G—>@am) T JISIA Jolud saAl|-}|ey § 4o sAep Qg ulyim juade 3180|01g-uou |euoiiedizsaaul Aue Jo 1di23ay

‘peniwIad S| BWYISE JO JUSWILAI] ddUBUIIUIBW BY] 4O} Aep Jay10
AJana 3w 0z 40 Ajlep 8w QT Jo wnwixew e 01 dn judjeAnba Jo auosiupald [BJO 21U0JYD *(G— }23M) T 1SIA 01 Jold syluow 334yl uiyum (Adessyl Asojewweljul-ljue [ejuswiadxa

Aue Jo ‘p1021340202Nn|3 10dap Sulide-3uo| Jejnasnwediul ‘aulidolyieze ‘auliodsodAd ‘plod |eJo ‘UpAWopuUea|oJ] ‘@1exalloylaw “813) uonedlpaw aAlssaiddnsounwiw] Jo asn

‘pouad ul-una/3uiuasuds syl Sulnp Jo (S—>2am) T 1sIA 01 Jolud sAep GT ulylim Jadel Suipnioul 154ng P1031140302N|3 D1Wa1sAS

‘uoneJisiuiwpe Apogiiue [euopouow 03 (suoloead AjanisuasiadAy ¢ adAl) aseasip xajdwod sunwwi pajuawniop Jo AJOIsIH

‘uoiied|oilied Jjay3 s21e21pUIRIIUOD
Jojluow |eaipaw 4o J01e313S2AUl 3y] Jo uoluido ayl ul 1eyl AS4a)|e Jay3o 4o Snup Jo AJo3siY e Jo uonelnwuoj 1onpoud jeuoiediisaaul ayl Jo Juauodwod Aue 03 AJIA1ISUSS Jo AIOISIH

pAuod £ 2.nsi4



16/53

PCT/US2018/027271

WO 2018/191479

(0's) 18z

(09¢) £ST

(9gr=N)

|eloL

qewnjadaza]

(o0s) 2Lz (6%) ¥'8C (1°5) €8¢ (s's) s8¢ (as) veay (,w/3%) 1IN

(€'9g) €5 (zLg) vs (svg) 08 (r'ze) sy (%) "ou X5 3le

(svT =N)
(mpD 3w 0z)
qewn|adaza)

{SpT = N)
(mvD 3w ot2)
qewn|adaza)

(9vT = N)
{mzo 3w 08)
gqewnjadaza}

(8rT =N)
oqade|d

3sop-ysiH 3sop-winipajAl 3s0p-moT

sojydesSowaq

g @24n314




Figure 8 cont’d

WO 2018/191479

17/53

PCT/US2018/027271




18/53

PCT/US2018/027271

WO 2018/191479

€T

"UOIBIASP pJBpUR)S ‘(S ‘Soam 7 AJana
‘MZ0 ‘sfeam § Alana ‘M0 ‘g Jadjay 1 ‘gyl ‘3 ulingojSounwiwi ‘38| {pU0das T Ul SWNjOA AJojelidxa padtoy AT ‘AesSeounwILL JUSISI0N[H V[T ‘OPIX0 LU
pajeyxa |euonoely ‘N3 ‘xapul ssew Apog ‘[|AIg ‘do3ejipoyouoid ‘gqg ‘a41euuoiisanb a1 Jo Aljenb ewyise ‘2T+(S)OTOV ‘@41BUUOISAND |0JIUOD BWYISY DIV

'sisAjeue uonendod-gns °N34 ay3 4oy pasn sem qdd {7 Jo JJoInd |njSuluesw Ajeaiulp v

+

"[M/51192 0T 3UN02 [Iydoulsoa poojq pue |w/Ni 00T < 38 :Y3Iy-zYly

ISIPETES

aw ysiu pue ‘Aduanbauy swnAep ‘Ajianas swnAep sapnjpul pue (woldwAs 3|qissod 1s10Mm) 7 03 (WordwAs ou) 019z wody saued 9102s woldwAs BUILASY,

"pajjo4uodun =

uawiedwi 249A3s = T ‘uawaiedw] ou

G'TZ ‘pa||0J3u0d Ajjed = G'T> pUB G/ 0< ‘PaJ|0JIUOI-||dM = G/ 0S 124035 9-DIV US|

=/ 124025 (S)OTOV ues N

+

pAu0d g aindi4



19/53

PCT/US2018/027271

WO 2018/191479

<

7900 (100

65°0-) 60—  $00°0 (€170~ VL 0-) €EV0—  TST0(80°0 TS'0-) TTO- - ,an7eA-d (1D %S6) 0q20e[d s 20u1x1(Q

(1 'ATd @g-d ur gg
oM Je JUI[9Seq WO 9FUeyd UedwW |

(1) TAFA ag-o1d Ul 7¢ oom Je ourjoseq
woly ofueyd dFejusorad uesw §1

LSYI LTOI 88°01 L9°0

3 < < 3

I1°0)61°0 (8€°0¢v1°0) +T'0 (IF'0°LT°0) LTO (16'0 °¥S0) 0L'0 (ID %S6) YAV pazifenuuy

(1¢o

m aad m__:.no:_mcm_ 0S<
OrI=N) (S¥1=N) (SP1=N) (8r1=N)
(M7O 3w 087) (M¥O 3w 017) (AP0 3w oL) 0qEld
qewnpdazd) Isop-y3SIH qewnpPdazay qewn[adaza) asop-mor

ISOP-WNIPITA[

6 24n3i4




20/53

PCT/US2018/027271

WO 2018/191479

vl

3

8200 (#0'0—"CL'0~) 8€'0—

L¥1°0 (600

811

3

86°0-) ST 0~ 870 (ST0

001

<

7807 810~

w60

1817 X[99m 1B Jur[oseq
woiF o3ueyd Z[+(S)OTOV uesw S

anpea-d (1D %S6) 0q2oe[d sa 2ou191(]

#

00

10°0

¥6'C

80°0—

0T e

(D 'AHd Qg-21d ur g
oM JR JUI[2SEq WO dFURYD UBdW S

(D "Add qg-91d Ul 7¢ YoM Je durjoseq
woyj ofueyd oFejusorad ueow S

(€70 v1°0) 920

(9270 °90°0) €T°0

(I+°0°€1°0) +2T'0

(L8°0°St'0) €9°0

(ID %$6) YAV pazienuuy

M aad m_EQA.E_moH 0ST> .

811

€'l

YO'l

L8O

181 Jo9M Je durfeseq
woly o5ueyd [-+H(S)OTOV uesw S

p,u0d g 2.nSi4



21/53

PCT/US2018/027271

WO 2018/191479

"$)oaM 7 AJBA3 ‘MTD ‘SHeaM 1 AJaAs ‘D ‘Ueall salenbs 3sea| ‘UBaW ST {PUOI3S T Ul WN|OA Alojelidxa padJo) ‘TAT ‘eAlaiul
22UaplU0d ‘D “olefipoyduodg ‘qg ‘aJieuuoisanb a4l] Jo Alljenb ewyise ‘ZT+(S)DTOV ‘@JIBUUOISIND [04IU0D BWYISY DIV ‘1] Uoeqiaiexs BWYIse ‘YIy

*G'0 :dIDA "IuswaAoldwi S231edIpUl SN|BA Ul sealdu| */—T :28uel ;D TOV
G0 :AIDIN "JUSWaA0Id W S21BDIPUL SNJBA Ul 9583403( "9—0 98Ukl :9-DIV

‘|W 00T 01 |W Q0T :AIDIA "Juawanoldwi S31edIpuUl aNjeA Ul 9sealoul :TAT4

"7S oM e sarreuuonsonb oy Jo e Sunojdwos woiy syuonyed pajuosdrd
qoTyM ATRI(] oY) UIIM ME[y SurwureI5ord € 0} onp (¢ pue g SYOOM Je k) 7¢ JoIM Je Arer(1o ayy pajejdwos syuoned jo uonrodord romor Afjenuelsqns v,

‘Juounsn fpe Aordnnur JnoyIM pue [EUIWIOU I8 SON[eA-J

p,u0d g 24nSi4



PCT/US2018/027271

22/53

WO 2018/191479

1000 6000 89¢°0 - anjea-d

60T 121 01 68°0 87 %99M Je suljaseq wouy agueyd ZT+(S)OTOV ueaw S1

7000 €000 LL0°0 - anjea-d

| AN €T 80°'T— 88°0— 06 M29M je auleseq woly a3ueyd g-pIY uesw S

(ovT =N) (svT=N) (ST =N) (8¥T =N)
(mz0 3w 087) (mv0 3w 012) (mp0 8w 0z) ogade|d
gewn|adaza)l asop-y3SiH gewn|adaza) asop-wnipa\ gewn|adaza)
950p-MoT]

0T 24n314



23/53

PCT/US2018/027271

WO 2018/191479

(%e8 ‘%te) (%8

‘%T€)

%E9 %lL %

Mol ys

H M

(%26 ‘%38S)

8

o1

(%€8 ‘%ST)

%€9

ys

H

(%€8 ‘%62)  (%8L ‘%S-)

(1D %S6) 0gade|d

%S9 %S SA UORONPaJ YIV

Mo ysiH mol ysiH

(9vT = N)
(Mmzo 8w 087)

qewn|adaza) asop-

YsiH

(svT =N)

(MmpO 8w 017)

qew
asop

njadazay
-WnIpaiN

(svT =N) (8¥T =N)
(M0 3w 0z) ogase|d

qewn|adaza) asop-mo1

1T 94n3ly



PCT/US2018/027271

24/53

WO 2018/191479

ueaw g7

9L0°0 ¢000 €500 £0C0 8100 T€CO - - anjeA-d

(z5 2am)
aujjdseq woJy asueyd

800 8T°0 600 ¥0°0 <10 00 €0°0— S0°0— uesaw s (1)'A34 ag-21d

(£1'9T ‘08°0) (Sz'€C ‘¥S'S) (vE9T £6°0) (0S°9T ‘TT'T-) (£L0°ZT'S0'C) (€8'ST ‘96°T-) (1D %S6)

8’8 orvt 99'8 0L, 95’6 €69 0gade[d sA 30uUaIaIQ

puod TT ain31y




PCT/US2018/027271

25/53

WO 2018/191479

€6’V 0811 60T 6v' vl [Aa] STa1 - - ogaoe|d sA adualayIQ

(zs ’1am) aujjaseq

woJj 98ueyd juadiad

sS L9 9g 1L €/ €9 1L 0L u (1)*A34 ag-a1d

(%08 ‘%E) (%88 ‘%eV)  (%V8 ‘%T) (%06 ‘%ES)  (%8L ‘%6)  (%S8 ‘%6T) (1D %S6) 0gade|d

%95 %EL %09 %8/ %S5 %89 SAuokNpal ¥3v

mo1 YsiH mo7 YsiH mo1 YsiH mo1 YsiH

ueaw S

p,u0d TT 24n314



PCT/US2018/027271

26/53

WO 2018/191479

ueaw g7

ueaw g7

80T'0 S00°0 SS/2°0 8000 8¢T0 6¢0'0 - - anjeA-d

(zs y23m)
aujdseq wouJy adueyd

800 610 T10°0— LT0 900 ST10 €0°0— 10°0— ueaw s (1)°A34 ag-24d

(1T 16'T-) (28°€T'8L°s) (008 ‘€8°5-) (0V'€T ‘85°G) (€6'TT ‘OT'T-) (9¥'1T ¥8°7) (1D %56)

p,u0d TT 24n314



27/53

PCT/US2018/027271

WO 2018/191479

0¢0°0

1¢9°0

700°0

¥¢S0

p,u0d 1T 2.nSi4




28/53

PCT/US2018/027271

WO 2018/191479

69 [4s]

YL (4]

SL 19

8L 19 u

wiassad (1) "A34 ag-a4d

(%06 ‘%ES)

(%SL ‘%LT-)

%9t %8L

qdd yz> qdd pzz
(avT = N)
(M7 3w 087)

qewn|adaza) asop-ysiH

(%V8 ‘%6) (%06 ‘%0S)

%C9 %l L

qdd pez

qdd yz>

(svT =N)

(MpD 8w 017)

gewn|adaza) asop-wnipa\l

(%L ‘%ST-)

%t %CL

qdd gz

qdd yz>

(svT =N)

(MpD 8w o)

gewn|adaza) asop

(%98 ‘%EP)

(1D %S6) ogaoe(d
SA UOI1ONP3AI Yy

qdd yz> qdd pgz

(svT =N)
oqgade|d

-Mo7

qdd yz< pue qdd vz

VOZWH_

¢T 24n3Yy




PCT/US2018/027271

29/53

WO 2018/191479

ueaw g

900 S10°0 60 1100 ¥91°0 0s00 - - anjeA-d

(zs
339M) aujjaseq wouy

LT°0 v1°0 600 ST0 €10 010 S0°0 S0°0— uesws]  a8ueyd (1)'A34 ag-24d

(08'ST “L€T) (£L€22'60'E) (OTI'sST) (g€ 's6'e) (TTET's0T) (O¥'6T ‘2L°0)

(17 %S6)
65'8 €L°71 SSY v9'€T 909 90°0T - - ogaoe|d sa souaJayIq

(zs 323m)
aujdseq woJy d3ueyd

pAu0d 2T 24n3i4



30/53

PCT/US2018/027271

WO 2018/191479

aujjaseq wouy asueyd

¥S 09 2% €L 65 89 0s 8L u  juadad (1)'A3d ag-aud

(%V8 ‘%LT)  (%S8 ‘%97)  (%T8 ‘%E)  (%E€6 ‘%9S)  (%¥8 ‘%67) (%S8 ‘%ST) (1D %S6) ogaoe|d

%9 %99 %LS %28 %L9 %99 SA UOI}ONP3I YIY

218491
J18.49]|e-uoN J1848||ly  21848||e-UON J1849|)ly  d1843|je-UuON 21849V : o__ 218491V
-UoN

(21849]|e-uou /21848][€) snie)s Ji349] |V

L7070 ’ ’ S08°0

ueaw s

p,3u0d 2T 24n31y




PCT/US2018/027271

31/53

WO 2018/191479

ueaw

UBIaN ST

1100 0170 ov0'0 1200 0€T0 8000 - - on|eA-d

(zs
399M) aujjaseq wouay

LT'O L0°0 €T'0 800 900 vT°0 00— 70°0— ueaw s1  @8ueyd (1) *A3d ag-aid

(00'Tz ‘'98'¢) (ITSTWOT) (£80¢‘0¢°7) (8491 °'66'0) (S¢ST'Bhe-) (81°0C ‘L0'Y) (1D %S6)

€6°TT vo'L vSTT AR ] 8¢9 €T¢cT ogaoe|d sA 2duaIalIQ (zs9m)

pAu0d ZT 24n31y



32/53

PCT/US2018/027271

WO 2018/191479

(

%

65°/T

T

S0'0T

Y11

Y191

0¢

90°8

80T

6.'8

89"

8

[4

T

6CT

ogaoe|d sA aauaJ4aiq

(zsd139m)
aujjaseq wouy 28ueyd

wwaduad (1) 'A34 ag-2.d

c

76 ‘%ET)

%l L

ON

(

%08 ‘%LE)

%S9

S

A

(

%6 ‘%St)

%6.L

ON

(

%S8 ‘%9t)

%lL

S

A

(

%E6

%

o

[
%

€8

LS

)

(

%

SL

%

S

‘%tre

9

LS

A

)

o)

N

S

E]

A

(1D %S6) ogaoeld
SA UOINpal Yy

puo0d g1 24nSi4




PCT/US2018/027271

33/53

WO 2018/191479

ueaw §

800°0 S00°0 €100 Sv0'0 9¢C’o €100 - - on|eA-d

(zs
339M) aujjaseq wouy
120 800 910 €00 00 900 01°0- L0°0- ueaws]  a8ueyd (1)'A34 ag-24d

(zzoe ‘L6'v) (0€9T ‘6L7€) (€527 'St v) (evvT ‘'69°'T) (eedr'sLe) (88¥T ‘8v'T) (1D %S6)

p,u0d g1 2.n314



34/53

PCT/US2018/027271

WO 2018/191479

€000

95¢°0 9¢0'0 075’0

pauod g1 24nSi4



35/53

PCT/US2018/027271

WO 2018/191479

(LeT0T'T-)

o

174"

(89°C ‘v0'T-) (t€'C92°0-) (v6°0 ‘TE'T-) (xew ‘ui)

S0 6€0 SE0 as

auljaseq

8CT LET ovT u woJy auey)

(avT = N)

(mzD 8w 087)
qewn|adaza) asop-ysiH

(SvT = N) (S¥T =N) (8¥T = N)
(mpO 3w 012) (mp0 3w 0z) ogade|d
gewn|adazoy gewn|adaza) asop-mo7
asop-wnipa\l

€T 24n313



36/53

PCT/US2018/027271

WO 2018/191479

(¥1'z ‘16°0-) (85

80 09°0 S9°0 LV0 as

ScT 8

‘°TT-) (6€°7 ‘s8°0-) (€0z‘sT’T-) (xew ‘uin)

aulaseq

T LET 154" u woJy aduey)

(€'8TT ‘05°2£-) (€£881

[A“y44 S€LC 61°0¢ €€91 as

‘v50€-) (€z°92T ‘£L792-) (9T'1S ‘26'SP-) (xew ‘ui)

pAu0d €T 34n3iy



37/53

PCT/US2018/027271

WO 2018/191479

(€798 ‘TT'9¢

6v' 1T

14"

)

(£6°G2T ‘16'6C

V16l

8¢l

(66°LTT ‘viCe

Sv'LT

LET

(69t ‘09°0G

€L'TT

orl

(xew ‘uin)

as

auljaseq wouy
u 93ueyd adejuaniad

ueIpan

(1) oAd ag-isod

9¢’t

99t

SEY

(4"

uelpaly

PAUCT €T 5NSH




PCT/US2018/027271

suoljeqaadexa ewyise 03 awl|

(1D %S6

S6

38/53

(mzo 8w 082) (Mo 3w o12)

3SOpP-WnIp3|Al

suoljeqiadexa ewyjse alanas Jo ajel pazijenuuy

WO 2018/191479

T 24n314




39/53

PCT/US2018/027271

WO 2018/191479

(6728) TCT

LV'T VT°0

060 v€'0

(5's8) vz1

¥Z'1 600

8L0°LTO

(€'6L) STT

¥9'T ‘8T°0

SOTTY0

(6°02) s0T

SUOI}Ee]I3JEXa BWIYISE 3J3AIS/SUOIIECIIIEXS BLIYISE UHM Sjualed

1D %S6

paJosua)

suoljeq.iadexa alaAas 0} awl |

1D %S6

P02 HT 34n314




40/53

PCT/US2018/027271

WO 2018/191479

€91°0

Ly

€800

(T2)¢€

16C°0

(v'e)s

(196

anjea-d
w

SOA

(%) u

‘UOI1L0J3IBX3 BLIYISE 3J3A3S T2 YlIM S1ualled

p,3u0d T 2.nS14




41/53

PCT/US2018/027271

WO 2018/191479

Sy2aMm 7 AJaAs ‘MZD ‘SYoam ¢ AJBAS ‘MPD {|BAI21UI 22UBPIIUOID ‘D ‘93e] UoIegJaIeXD BWYISE ‘YIV

‘Juowsnfpe Aporpdnnur JNOYIM pue [RUIWIOU I8 SIN[BA-J

%8 %€ES

00v< 00v>

(9vT = N)

(Mmzo 3w 087)
qewn|adazay

asop-ysiH

(%56 ‘%€S)  (%SL ‘%TT)

(%16 ‘%TE) (%V8 ‘%be

%SL %89

oov< oov>

(svT =N)

(MmrD 3w 012)
qewn|adazay

asop-wnipa|\l

) (%78 %0) (%6L ‘“%¥T)
%8S %09

oov< o0ov> 00v<

(svT =N)

(MmrD 3w oz)
gewn|2daza) asop-mo1

(8vT =N)

(1D %56) 0gaoe|d
SA UOIONPaJ Y3y

00> |l 4ad sjiydouiso3

ogase|d

ST @4nsyy



42/53

WO 2018/191479

PCT/US2018/027271

T100°0> 9600

(68’0 ‘PT°0) (vE0‘OT'0)
A0 070

I/ZA (44

(9vT = N)

(mzD 3w 087)
gewn|adaza) asop-y3siH

(teo‘eT’0)  (8T°0°£0°0)

€00

S

8€00

ST°0

0L

(svT =N)

{(MmpD 8w 017)

qewn|adazay

asop

wnipapy

(67'0‘Tz’0) (zeo‘or0) (22T 'sL0)  (SS°0°9T0) (1D %S6)
£€0 6T°0 960 8€°0 ¥av
v 1L S/ €L u Y3V pazijenuuy

(svT =N)

(MmyD 3w oz)
qewn|adaza) asop

(8vT =N)

ogase|d
mo1

9T 24n31y



PCT/US2018/027271

43/53

WO 2018/191479

870 8T°0 ¢so oT'o 090 8T°0 €T'e ve0 Hiv

0¢ 9¢t [43 €11 6¢ 911 8¢ oct u Y3V pazijenuuy

(ovT = N) (svT =N) (svT =N) (8vT = N)
(mzo 3w 087) (MmrD 3w 012) (my0 3w 0z) ogade|d
gewn|adaza) asop-ysSiH qewn|adaza) gewn|adaza) asop-mo

asop-wnipay

LT 94n314
£00°0 ¥00°0 100°0> €€0°0 £00°0 9000 - - anjead
(zeovr0) (020°60°0) (9z0°TT0) (zeT‘PT'0) (zEO'ST'O) (9T'T‘82°0) (89'0‘cv0) (€0°€ ‘LE'T) (1D %S6)
770 vZ0 LT0 150 20 19°0 ¥S0 80°C ¥av
€€T €1 9€T 6 0fT ST vET a) u y3v pazijenuuy

p,3u0d 9T 24n31y4



44/53

PCT/US2018/027271

WO 2018/191479

T00°0> €800 T00°0> 8100 T100°0> SS17°0 - - anjeA-d

4

(zeo'v10) (es0'600) (og0‘ct0) (ov0°200) (0€0‘€T0) (060°82°0) (280°es0) (67T 9€°0) (1D %S6)
120 ST0 6T°0 8T°0 070 €50 (90 L0 E L
8TT 14 011 <3 0zt (14 4315 9T U y3v pazijenuuy

T00°0> 0r0'0

T100°0> €000 100°0> ¢50°0 - - anjeA-d

+

(te0‘cco) (Lzo‘tto) (s80°6z0) (8T0°500) (Ss60°Ge0) (Lz0‘TTO) (SLT‘2ot) (9%°0 VT 0) (1D %S6)

p,u0d /T 24n314




45/53

PCT/US2018/027271

WO 2018/191479

10—

[4%"

(ovT = N)

(mzo 3w 087)
gewnj|adazal asop-ySiH

€T 0-

€11

(svT =N)

(mp0 3w 012)
gewn|adaza) asop-wnipaN

L0°0—

14

(svT =N)

(mp0 3w 0z)
qewn|adaza) asop-mo1

- oqgaoe|d sA aauaJaiq

8¢T u

(8vT =N)

oqade|d

8T 24n3iy



46/53

PCT/US2018/027271

WO 2018/191479

10—

qdd yz>

(zo'0- "v¥0-)

€C0—-

vL0-

qdd $z2

(z0'0- 1t°0-)

10—

65°0—

qdd yz>

(zo'0- ‘v¥0-)

€C0-

9L°0—

qdd pz<

(s1°0 ‘sT°0-)

S0°0—

50—

qdd yz>

(910 ‘9T°0-)

S0°0—-

89°0—

qdd pzz

(8070 ‘2€°0-)

[N

€5°0—

qdd yz>

60—

qdd $z2

ueaw g7

qdd yz< pue qdd yz> °V14

(1D %S6)
0gade|d sA dudIaIg

Sv0°0

[4a

L1700

0c0-

€670

80°0—

8900

81°0—

TEVO

60°0—

6€5°0

90°0—

anjeA-d

oqgade|d sA 23uaJtayIQ

pu0d 8T 24nsiy



47/53

PCT/US2018/027271

WO 2018/191479

21843||e-UON

(10°0 ‘6€°0-)

61°0—

1849 |v

(zo0-‘€v'0-)

€C0—

21843||e-uoN

(8z°0‘€T°0-)

800

21849||¥

31843||e-UuoN

1343 |v

(oT°0-15°0-)

Te0-

(¥1°0 ‘sz’0-)

90°0—

(91°0 ‘92°0-)

S0°0—

31843||e-uoN 21849

(o1849] e

uou/31313[|e) snieis 218.48| |y

(1D %S6)

ogaoe|d sA 2dualayIq

vL0°0

L7200

T19°0

9100

S16°0—

<800

anjea-d
.

p,3u0d 8T 24nS13



48/53

PCT/US2018/027271

WO 2018/191479

(50'0- ‘€6°0-)

6t7'0—

1T

(e00-‘€€0

8T°0—

10T

) (¥T°0-‘160—

¢S0-

61

) (80°0‘cz’0-) (€1T°0'69°0-) (TT0 6T°0-) 1D %S6)

L0°0— 8¢’ 0— 00— - - 0gade|d sA dudIaYIg

6 €T 49" T LTT u

<000

98°0—

1443\

£L9°0—

910

89°0—

00€'0 €S17°0 0050 - - anjea-d

€9°0— 65°0— 65°0- 16°0— €9°0—- uesw S

pAuod 8T 24nS14



49/53

PCT/US2018/027271

WO 2018/191479

(%7°0) T 0 (%£70) T 0 (%201 91IS UOIIBJISIUJWPE PUE SISPIOSIP [BI2UID

(%20 T (%L70) T 0 0 0 dAjod [eunsayul ag.e

0 0 0 0 (%L0)T Jamoj uted |eurwiopqy

0 (%L0) T 0 (%L0) T 2Jn|lej oeipJie)

0 0 0 0 (%L0)T uone||uqy ey

(9ev = N) (9vT = N) (SvT = N) (s¥T =N) (8vT =N)
(mzD 8w 087) (MmyD 8w 012) (mvD 8w 0z) ogade|d
lelol
gewn|adazoy qewn|adazay gqewnjadazay JUBAD

gewnjadaza)

asop-ysiH asop-wnipa asop-mo 3SI3APE SNOLI3S BUO ISE3| 3B YUM Sjuaiied

6T @4n314



50/53

PCT/US2018/027271

WO 2018/191479

(%01 0 (%£70) T 0 0 uonaayul [e3020jAydels

(%0 T 0 0 (%0 T 0 a1uouy2 siydauolaid

ezuanjju|

(%20} T (%£°0) T 0 0 0 sejadisAi]

0 0 0 0 (%0 T sIN|2)

(%S2) TT (L) v (%£70) T (%Tv)9 (%) ¥ SUONE1SDJUI PUB SUOIIISJU|

(%z0)T (%L0) T 0 0 0 SI9PJOSIP W1SAS SuNWIW|

(%20t (%L0) T 0 0 0 sJapJosip Aseljiqojeday

SUOIMPUOD

p,3u0d gT 2.n314



51/53

PCT/US2018/027271

WO 2018/191479

(%z0) 1 0 (%L0) T 0 0 sishjoAwopgeyy

(%z0) 1 0 (%20 T 0 (%201 SIIIYLIE09ISO

SI9PJOSIP anssi} 9A130”UU0D pUk |B1a|a)SO|NJSNA

(%z0) T 0 0 (%L70) T 0 uonedldwod jednpadoad 1504

(%z0)T (%£70) T 0 0 0 24N10EJ) [BIG91IIA JEqUINT

(%C0) T 0 (%20) T 0 0 uteuds Juawesn

(%z0) T (%L0) T 0 0 0 uoISSNIUO)

(%¥'T) 9 (%P'T) T (%¥'T) C (%V'T) T 0 suonealdwod [einpadoid pue Suiuosiod ‘Ainfu

(%70 T 0 0 (%270) T 0 uondayul 19e43 Aleunn

pu0d T 24n314




52/53

PCT/US2018/027271

WO 2018/191479

(%z0)T 0 0 (%0 T 0 AJeuun snjnajed

(%ot 0 (%£°0) T 0 0 wn.epiAesd sisawaladAy

(%50) ¢ (%L°0) T (%20) T 0 0 suonipuod |ereulsad pue wnuadiand ‘Adueudaud

(%20 T 0 (%20)T 0 0 aWoJpUAs 911eg-UIR|IND

(%70 T 0 0 (%20) T 0 (,2¥043s,,) 1UIPIdIE JBINISBACIGRIDD

(%201 0 (%£70) T 0 (%70 T 135UB 23815044

(%z0) 1 (%L0) T 0 0 0 U0J02 JO BWIOUIDIEIOUSPY

pP,AU03 6T 2.n314




53/53

PCT/US2018/027271

WO 2018/191479

(%50) ¢ 0 (%£70) 1 (%L70) T 0 sisoquioJy} ulaa daaq

(%z0) 1 0 0 (%L70) T 0 10B3U0D SI}IEWLID(

(%201 0 0 (%270 1T (%2°0) T SI9PJOSIP 9NSSI} SNOAULINIYNS PU. UDS

(%t€) ST (%T¥)9 (%80 v (%tg) S (%8°9) 0T BWIYISY

(%0t 0 0 (%20 T 0 uted Jejnansa |

(%70 T (%L70) T 0 0 0 enjejdoyna| [eaIAIR)

pPAu0d 6T 24814



