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Table 11-2: Summary Staiistics of Plasma Pharmacekinetic Parameters of M2 Following
the Therapeutic Dose {200 mg) of Arimociomol TID (Treatment A) on Days Land 3

Isay Pargaeter® AM SI¥ Afin | Medinn
i Capr, T ML 23 Rext 47 193 281
Tone. 18 34
£
AU, htagml | 34
MR ER
34
3 34
T 17 34 - - 250 ase | soen | - - —
L, EARL 23 271 863 140 244 451 318 258 309
PO, M¥ngimL, | 34| 3210 6% 1880 3060 SH90 | 271 3100 262
4749 10603 | 30 3056
RS Y ICEH0 | 30 | 505 287
SReh I8 | ga2e ise
&53 84 | 580 W8
384 | 203 | 209 17
852 265 | 034 73
8708 1.04 IR2 | 3716 i7ea
Max: Maxiowym (3 G o 13
C¥e. Arithmstie O Geometric TV which 18 equal to 100 x sqrt

Cexp (5% - 1)
2 Median in
RacObs: Accummls 5
#: For all suigec ke, and AUCy;
reporiable dne 10 $0ATCa




WO 2024/089667

PCT/1B2023/060866
6/17

Table 11-5: Smmmary Siatistics of Plasina Pharmacekinetic Parameters of M2 Follewing
the Supratherapentic Dose (600 mg) of Avhwoclomol TID (Treatment By on Days 1 and 3

Dav Farameter® N | AM sp Min | Median | Max
H ooy, B0E 34 GG3 19% 350 G83 1370
33 - -- 3.00 4.00 £.00
34 JREE 30 SU50 T
i3 1063 30 SR5G E3314)
34 GOTRY | 0212 0315 {489
33 0763
3 34 1850 B g1z
24 - - G52 - -
34 718 582 &73 | 243
] 2180 MG | 218
34 | 168800 | 4000 1090 1830 235
Fi00 10800 16730 243 | 16400 238
0113 DI2T | &i6n | 166 | 01329
f.53% 418 336 518 a 163
Rawtibs 34 281 138 23 245 1% 199
MR 24 | 0483 | D16 | D286 | 0827 | 0867 0431 | 249
MRaze 34| o793 | 0018 | 0551 | 0.674 | 0P92 | 157 | Q885 | i1

AM: Anthmete Mean,
& Anthmehie

fexpr (7 - 13, wher
2 Medisn {min, wa
RacObs: Act
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snd ke were not
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Table 11-3: Sununary Siatistics of Plasma Pharmacolinetic Parameters of M10S Following
the Therapeutic Dose (260 mg) of Avimoclomeol TID {Treatinent A) on Davs § and 3

Dax | Parmmetert?t | 29 | AM D Min | Medisn GM | =CVEe
1 Coe, BgAME: 29 329 £.16
29 - -
AUCoq, PPoagiml | 29 b
AUCs,, agaml | 29 231

MRomax 22 Q0158

29 | 0451 | G220

3 34 129 327
34 - - - -~
34 R2.40 e 8B.2 208
34 359 136 REG 288
4 BET R 288
34 ST 735 ZEG

RacOhs 29 w53
XM P 34| 0243 | 0.0M6 o5
MR ER T R CE LV R & 1 s

- Arithmetic Meag; SD: Standard Deviati
Arithanetie £V wiich is equad to STD:

AMF IO ROV {Gemmetric OV which is squal s 190 X sqet
ce on fhie nstural logoscale

 Medan dmin max) reported for Tmax

PR perameters of M135 for 5 sulijects were siot estimable bacanse the entire conrentration-tinw profils
was “LLOO on Day 1
o da, ke, and AU e for MIDS coudd not be estimated for any profiles, as tevmunal phaze

was ned reached on Days 1 and 3.
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Table 11-6: Summary Statistics of Plasina Pharmacokinetic Parameters of M103 Followi
the Supratherapeutic Dose (600} mg) of Arbmeclomel TID (Treatinent B) on Days 1 and 3

Pav Parameter? N AM Sk Adin | Megian | Max [OV3h | G | GUV2e
i Crae, 3wl A2 LR Bk IR & 368 | 243 334
Toaoe, BF kS - - By q{0 s - - -
E24 131 §3.8 9 1358 230 435 11z ai%
AUCy. h*ngimb | 32 131 Qik 249 135 238 48.3 ] &78
MBluwe 3| G005 | G GO9I | G0a%E 447 | Q0184 31
ARasx | GOXES | 00187 RIS ReXvrs 33
2 5. g 34 b 120 e 373
Tuac. ¥ S - - Q.60 359 &.06 -- - -
o, 1igeiinl 34 101 12& 2682 €33 343 277 56
AUCye, b¥nghud | 3 2TER 862 1340 2540 JEel | 312 | 2640 ER

AT biagiml | 3¢ 8430 SR80 |EL EERS)
AU, WngimL | 34 | 430 4L £110
RacOtw 34 385 377 Ry
MR 34 | 02448 | D26 | 90209 | D213 47 4
MRave 34 | D448 | 0168 9.183 Q412 303

h 15 eonal to STRIAMS IO, GOV Geometric OV which 15 equal to 100 x sqrt
Coxgristi- 1y, s the ebserved vaviance oo the nafusl log-sealz.

2 Madiwa ynnn, max reporied for Tmax

RacObs. Acvumulation ratio was calewdated 28 AT

=g, as fernunal phase

was o reached on Davs 1 and 3.
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Tabie 2-1¢ Summary statistics of artimoclemel exposure variables siratified by
body weight band
Exposure  |Statisfic Bia1S ISto 22 kg I2i038kg IBiaSSkg »Eikg Al patienis
variable kg
i 4 5 & 13 7 34

18001
5298

AUCssuss | Mintmum

ih-ngml) | ZIsximum

Median
Avrithmetic meain
Arfthinetic OV (0%} B 254
Geometyic mesn 2R 2 I808 8
Geometric TV {95} 138 283
Coanye Mininum EL RS Rt 2007
{ngmi} Maximuam 3867 4232
Medizn 3384 348 8305 3131
Arithmetic mean 3418 3711 S350 S4%.2
Avithmetic OV (%) (128 113 62
Gegmetric mean 338T 3652 SRTE
Geometric TV (8%) (129 115 282 334 188
Crodiges Mintmum H 1633 162.0 1154
{ngimi) Aaximum $G3 .5 3481 4035
XIedian 1471 1748 2252 2674 2051
Avithmetic mean 1877 1773 2255 2353 2102
Arvithmetic €V {20} (2.8 2687 318 e RG7
Geametric mean 2048 2237 2183 QLS
Geomefric OV (%) [958 2.5 EIER.Y 245 285

Table 2-10 shows the summary statistics of arimoclomol exposure (AUCo-sh,ss, Cminss and
Cmaxss) in CT-ORZY-NPC-002 for all patients and stratified by each of the 5 five weight
bands.
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Table 6-6 Tufrinsic Factor Pharmacokinetic Trisls
Trial  Ar Amalpte N Day  AUCw ATCosus®  Com  fwufd) ts  CLF
Dose 7 Matix {ag-himl) ing R wki (agimLy ) b
OB MEmgSD, An 3001 SRQEN WWELS WM 10 4715 313
AR Mildlspatic gy 319 s @1 (L)
HEP- Plasme )
& MEmg ST, An 8 1 SES{II  SASI(ISE 1348 19 49 183
Moderste gy 285} (@388 {8 (83
hegatic ) 3 3
HEmp 5D, Ar § S4TTRRLY O TA0S{ERR)Y 119d 133 44 31
Nomial e 3o (035 (B (85
hepasic [}
4Smg8D, M2 $ b INOPLYY  TEGM4TY 66 10 s -
M hepats  pyaa Gl Qese O 3
3}
HEmgSD, M3 § 1 MNEED  BREA) N 66 ?-759
Modesate (#2067 te8l 7
hepatic Plasnz N
MEmgSD, M2 8 1 3/OELY  HW(NEG S 50 &3 -
Norial : 208 (4585 B8
i {Plasms N
Toat A {lnzis»\‘_é K Pay g\l‘l’)u ,fll’(w’ T fear (B} W CLF
Dose { Matriz sgbiml)  Bebimly  gonpy @ &

24§ mg 5D, M § 1 577 {198} 1R 48T 2408 W

M bapatic Ploaa {396} (‘ 19 ::\
2413}

M wgbh M § 1 NC 438486} N6 240G N
Modwwe gy QRID {400,
Bepatic # 468
Hiagsh. MO 3 b 133 {18} WIGIGy 9 A% NC
Nopma Pha (3833 (3400,
hepatic Plasgia AR

OR- l%?i mgsh, & 3 1

gg:‘ Hifd reaad :'Pi-; s

e MImgSD,  Ad 5 1
Modesate Plsen

Cngat reaal Plsma

BE

meuits H8mElB, An 3 1
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€
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AU ezaren under the plasmn concentration-tmae cwve from zere to mfinity, AU, gwarea vader the plasma
concsniation-tie curve fon zero so eight huats pastdese, CLiFansl deasmnce, Cugomaninun observed
plyama concentration, h=rpy dirms hadf-life, ™ timne 3o maxinum observed concentration,
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FAS = full analysis set; N = number of patients in full population/subgroup; n=number of
patients with data; NPCCSS = NPC Clinical Severity Scale; SE = standard error.
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Analysis of change from baseline to Month 12 in 5-domain NPCCSS in full
population and subgroup with use of miglustat at baseline (FAS)

Aximnciemnt Placebo Artmoeciome} versos placebs  povalae
5 means
difference (95%

h
Full poputation 27 15 140 (<275, -0.03) 0.0456
Subgroup with use of nuiglastat a i e L
Subgroup with use of miglastat at 3 17 206 (349 .0.63) 0.0560

baseline

CI = confidence interval; FAS = full analysis set; N = number of patients in FAS; n = number of patients included in
the analysis; NPCCSS = NPC Clinical Severity Scale

Source: Figure 2-& and Figure 2-7.
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