PCT/US2017/027309

WO 2017/180807

1/31

ACIAZA LNIND

aﬁ:\l\

ACINICA
AINITO

OLL
BZLL

gLl

e )
A2IA3d
ANIITO

HAAHIS Ad

AHOMLIN

143

o0, AT

Y

HOLYHEANGS
1300W

N—z01

SATANYS
INZILYd




WO 2017/180807

2131

200

(TN 1A perissqQ

2

fter Dose (hr)

Hng &

FIG. 2

e

PCT/US2017/027309



PCT/US2017/027309

3131

-
[aged

WO 2017/180807
[

€ 9l4

s 31818 palin |
, Ao
, [BUDISSBI0IS Bseatean passisiBal e we | pue Ajpuapi
Aus Ajuian o] pasn aq Aew 1BQUINN Y30 AW 18U Wyuoa | 3 _ m
 8p0 07
m w |a] 1
» SOOWNN Y30 . SIS
& isdedsmen _ m
481 IN0QR Jesy NoA pIp MOH A0
m | |
JOOUNN XB4 + SSRUDDY
m | m
JBOUINY BI04 aley |elidsoH
m | m
8oy s Ae , Aijeiosds
m | m
. [leusT jeadey
m |
[T




PCT/US2017/027309

WO 2017/180807

4/31

? Ol

=

I0Z-80-0 o st jsey

=

=<

=

WG peziorog

stz (T

S[iEre( Jusied m

=

{ 404 2eg 0 %Qo\w

INEIRE .%mw

(8

BATOBA(]

2102-80-1€ UO SIA 188} 'SSIA ¢ "p8710000

ooyl B
sA0Y B

00y



G Ol

Ri0ISiH 1SIA

abesoq

PCT/US2017/027309

LoiEINoEY

RiojsH jueed

5/31

Wjuowi § Jesh § eby

096171014
« OB

BY U] 1UBIoA USR] 108400 B JO1LD 858814

I dag ey

By /0 By 00z}
§/9A87 LOISTIUI-Bid , Jubie Apog

M| m Tov %L sE71000
BOISTJUI Sl 10} 850 158 , SUIEN JUsTe

3
=
L

HOTBULIO

JUBNE fRIBURD)

YECL #(I1 Wik pEZL0G07 JUsiEd 10} 0621 Y ISIA

WO 2017/180807




9 Ol4

PCT/US2017/027309

0oL 8LH9SBY BAOAE %) W%_%
gil (Sn0Y) Sji-1ey 1A
50 (By7p} ajeis Apeals ut slunjoy
G600 (Bj1u77p) souesesy

sjewnss Ueisedeg

6/31

504} Apsse aules sy Buisn patesausl 8g AUo pINOYS Sam0Id Yd JapUILeY g
5 ey L 00R1g , e 00:0) 1708
A || P8 | B g |00 WO | | | ¢ P
ey | gfioe , y iIRPEANT
A |[ onpa Topaonpi ]| 565 0w 002 TR 1413 N W
A\ oo | peone - m%au 0l 009 R e w w
adh s Ry om | JUBLISSESSY
%m&% w%m %W_wm__@u Wp3iseT | sjdues KM
ON | S0k
(TR} 1o 1A voiSnul-2.d INOYSEA]
SIS

WO 2017/180807




PCT/US2017/027309
7131

WO 2017/180807

IASIE

e

et

S 6eN I epmoen

A w v f O mec.w.
j;u_“:_mgma

(1101} wesd [ xeppo
ejagpA
{47 ouiea
1B8H0 pejsnipy
| adwesppy |
06y 8 § 20 0EClY
99y 98y g W01 200671y
999 9%y g W0F 100871y
it i o
pajsnipy DANBSEN) sodweg | 4

USIjeULIOJ)

004




8 Ol4

PCT/US2017/027309

8/31

1o 281 06} (sinoy) %} 0}
8121 107 (sinoy) ayi-ey A4
999 5912 (1pin) Yead | xepyo
0 %1 9l ejogpn
100 0 890 () sovesea))

) pajg lpoyaloa |

U aduesppy |
99 %8 0l WeGos 7402-60-40 0] 0062y
057 69y g WBOG8 21,02-80-50 20| 200870
99t %Y ¢ Wegos 7102:60-40 0] 200620
997 9wy ¢ WeQos 10Z24-02 0] H00E2hY
L — aulERQUORRl) | fadues | HISA
v )
Rlojsik Juse

UONRULIOIL 1USIEY [BISURD)

WO 2017/180807




PCT/US2017/027309

WO 2017/180807

9/31

6 9l

SlBUNST Yd Ueisadeg ~—  elegedusg pepnpxy [ e edueg o

uogendog Hd -~

uoleindog Y J0 %07 -+ 2

{inoy) sl |

99 09 18] By iy g€ e 4 g 4 9 0 '
.......... voL s g

o =
— 60 (04/70) ae1s Apesis ul owinjop 0

G800 (Byyip) aoueres])
] BIBUNST Y Leisadeg

8)BLINST Y UBisadng
J1140¥8d d




PCT/US2017/027309

WO 2017/180807

10/31

0l 9l

%(¢ 8A0qY Bult]

(sinoy 7; Kens oy

(e
<
I
2

aBesoq papuw

1S

Lk

pos.
=3

SINDH

§121]

CHY

EH 1A

fepud
fepsingl
Repssupsi O
kepsani

Aepuol

3npaLdg

sbesog

uoRginaen

RiojsiH 1sied

o)

BULIOI

JsiR [BIRUSE)




PCT/US2017/027309

WO 2017/180807

11/31

WOl

Byniszz Bynisz bynigzz byni g2z By eseq
A SR MEsil Mesil HEY
ung 1e i ny DM | ang oy
w g1 ouns 7 E’s ) gL ML Z) PeM gy eni 7} UOW
1 %0
m ~ m il m liy M .\o® m
o M ,1/ " yf; ” S w w.:‘..\m
" ¥ KX ' X\ “ < w %l =
s : g : AN : ==
Nah uh mE S
kY § \ : 3 3 No:n\\ :
§ ki & Y 3 A 3 Q\QN
N .,,_» M 3 M 3 ” [y “ {149 w\ﬁ,
[ ] s 1oy v b
) & 3 8 ) 3 1 .%.O}
= 5o M A U i =
2 8 Yoy L =
z M “ w L gt =
a [ g h g i =
& N \ W i W <
= e g iy T YAy B
4 H i Y
8 % ¥ H
m ¥ ¥

¥

gel

(31noy) afiley A




PCT/US2017/027309
12/31

WO 2017/180807

¢l 9l

%) M0j8g S|
46S SAODY S|
Byni pz Byni sz Byl pz By 8seg
1946} N1a68) 186} N1 950(]
ung 163 14 nif| DO, an| Uoly
W zh Wg oz BS 7y 2L MLoZL peMozh enp 7 uol
e — e %0
A....ll.lf i g
S =
MM.E,H.“:: i kA s sl g e i =

Time Below
SAOUY Wit}

wosny 7l ey | % 0¢

07l {smoy) passy Buisog {sanoy) aHed AS o aupaseq saoqe ybinoyy 1By

Vo




PCT/US2017/027309

WO 2017/180807
13/31
ﬁ/’iijﬁs’}
DETAILS FOR VISITA123-002
Patient Name Current Body V“Jeight vﬁs}jﬂ(}ut Dose for PK Infusion
| JoDo1234 |80 Ky :‘{,EMSJ NO i |
%g%g?é%ﬁ F Age: 53 years 2 months 1 day Pre-infusion Levels Date of PK FYIi Em‘usiﬁ
Bebdihabid)==. B L /] 0000AM |
Vet tnin Mata/Ti Observed Theoretical Adjusted
Visith Collectoln Date/Time A i Ii}} "
A123-002 {01 01-08-2012 8:00am § 4.86 4.66
Al23002 102 05-08-2012 §&:00am 5 4.83 450
Theorefical Adjusted (Offset
Clearance {L'hr) (.68 0.67 0.01
voBeta 11.86 11.86 0
ctMaz / Peak (U/dL) 20.65 16.86 379
FViIE hatf-life (hours) 1207 12.18 0.1
Time to 1% (hours) 193 1.82 0.11
Dosage Calcuia c)n Method Target Trough
: . "
Schedule
[ Monday
(3 Tugsday
[0 Wadnesday
o Thursday 3

[ Friday

Dosing Interval

FVII Half Lie
12.18

ChMax
l 16.86

FIG. 13
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PROMPT USER FOR PATIENT INFORMATION

v

PROMPT USER FOR PREVIOUS PATIENT ‘/— 1908
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REFINE A PHARMACOKINETIC MODEL BASED ON 1/— 1910
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v
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PATIENT
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PROMPT USER FOR DOSING INTERVAL AND TARGET
TROUGH
Y — 1916

r

~
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— 1922
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