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Single- and Multiple-Dose Pharmacokinetic Parameters of
Arimoclomol metabolites M2, M5 and M105 in Male Subjects -
Trial OR-ARI-MET-01

248 mg SD 243 mg t.i.d.
(744 mg/day)
Day 1 Day 6
N=6 N=6
Parameter/ M2 M5 M105 M2 M5 M105

Analyte

AUCyq, 37743 (NA) 1275(25) 1353 (NA)  5632(24)  1789(18)  2010(32)
(h.ng/mL)

AUC;y 58923(NA) 1462(22)  Nab

(h.ng/mL)

Crax ~ 947(17)  336(34)  192(8)  8%2(22)  445(25)  217(32)
(ng/mL)

to () 40(3040) 13(1025) 809(2580) 35(254.0) 15(1.020) 609(3.080)
() 422(NA)  24(14) NAD 96.8(9)  35(17)  129(12°
AR - : 1622(NA)  14(15)  16.1(NA)?
MR(AUC) 042¢(11) 0.15(33) 0.04¢(34)  061(10) 0.16(28)  0.50(37)
MR(Crq) 025(43) 012(49)  002(32)  034(24) 0.14(36)  0.24(37)

Geometric mean (geometric CV/%) values are presented for all parameters except ty. Median
(min, max) values are presented for t.... AR=Accumulation Ratio. MR=Metabolic Ratio based on
either AUC or Gy, Example of MR rommula MR (AUC) SD=(AUC;s Metabolite/MW Metabolite)/
(AUG;¢ Parent/MW Parent). NA= Not Applicable

%ot estimable in 5 subjects

DNot estimable in 6 subjects

CNot reportable in 1 subject due to the adjusted RZ <0.7

48 hours sample last sample in profile

®Based on AUC, g

Source:[OR-ARI-MET-01, Sections 11.4.5,11.4.6,11.4.7].
FIG. 4
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Summary Statistics of Plasma Pharmacokinetic Parameters of M2
Following the Therapeutic Dose (200 mg) of Arimoclomol TID (Treatment A)
on Days 1and 3

Day| Parameter® [N| AM | SD | Min [Median| Max |CV%| GM |GCV%
1| Chax nO/ML (34| 209 | 64.7 | 193 | 291 | 448 |21.6| 292 | 214
Toa = |34 = | - |250] 400 |6.00| ~ | - | -
AUCq.g h™ng/mL |34/ 1520 | 343 | 892 | 1470 | 2360 |22.5|1480 | 22.6
AUCq. h™ng/mL (34| 1520 | 343 | 892 | 1470 | 2360 |22.6 {1480 | 22.6
MRemax  [34]0.322] 0.102 [0.162| 0.307 [0.606 | 31.6 (0.307| 32.1
MRauc  |34/0.490[0.0736/0.325| 0.470 |0.655 | 15.0{0.484| 14.9

3| Crax No/mL {34 535 | 144 | 315 | 509 | 947 |27.0| 517 | 26.9
Toax = (34| ~ | -~ [250] 350 [500| - | - | -
Crnin, NO/ML (34| 271 | 86.3 | 140 | 240 | 481 [31.8] 259 | 30.9
AUCq.g h*ng/mL (34| 3210 | 869 |1880 | 3060 | 5690 |27.1(3100| 26.2
AUCq.p4 h*ngimL{34| 5260 | 1620 | 2970 | 4740 [10600{30.9 5050 | 28.7
AUCq. h™ng/mL 34| 5260 | 1630 | 2970 | 4740 [10600]30.9|5050 | 28.7
ke,1h  34/0.124{0.0135[0.100{ 0.120 |0.154 [10.8 {0.124| 10.6

tp h 34| 563 [ 0587 [ 450 | 5.76 | 6.93 [10.4]5.60 | 10,6
RacObs |34/ 213 | 0.431[1.48 | 2.06 | 3.94 [20.3]2.09 | 17.9
MRcmax  |340.460] 0.120 [0.228] 0.452 [0.777]26.2 [0.444| 27.3
MRagc  |34[0.727] 0.133 [0.551) 0.706 | 1.04 | 18.2[0.716] 17.6

AM: Arithmetic Mean; SD: Standard Deviation; Min: Minimum, Max Maximum; GM:
Geometric Mean; CV%: Arithmetic CV which is equal to STD/AM*100; GCV%:
Geometric CV which is equal to 100 x sqrt (exp (s2) - 1), where s2 is the observed
variance on the natural log-scale

Z: Median (min, max) reported for Tmax.

RacObs: Accumulation ratio was calculated as AUCq_g pay 3/AUCq g pay 1

®:For all subjects on Day 1.ty ke, and AUC ;s were not estimable due to
undetermined ke or not reportable due to ToAUCeytrap >20%

FIG. 5
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Summary Statistics of Plasma Pharmacokinetic Parameters of M2
Following the Supratherapeutic Dose (600) mg) of Arimoclomol TID

Day

Parameter ©

NA

AM

SD

Min

(Treatment B) on Days 1 and 3

Median

Max

CV%

GM

GCV%

Crnax, ng/mL

34

993

199

650

983

1370

20.1

973

20.8

T =

max, h=

34

3.00

4.00

6.00

AUCy.g h*ng/mL

34

5100

1060

3090

5050

7110

20.7

4990

21.7

AUCq.; h*ng/mL

34

5090

1060

3090

5050

7110

20.7

4980

21.7

MRCmax

34

0.326

0.0794

0.212

0.315

0.489

24.4

0.317

24 4

MRauc

34

0.476

0.0763

0.363

0.462

0.662

16.0

0.471

15.5

Crax, Ng/mL

34

1690

398

915

1680

2740

23.5

1650

24.1

Tmax, h=

34

0.52

4.00

5.00

Crnin, NG/mL

34

898

218

542

883

1460

24.3

873

243

AUCy.g h*ng/mL

34

10200

2180

6260

10300

15100

214

9930

21.8

AUCO_24, h*ng/mL

34

16800

4100

10900

16700

27700

24.3

16400

23.8

AUC. h*ng/mL

34

16800

4100

10900

16700

27700

24.3

16400

23.8

ke, 1/h

33

0.130

0.0138

0.112

0.127

0.166

10.6

0.129

10.3

typ h

33

540

0.539

4.18

5.46

6.19

10.0

5.37

10.3

RacObs

34

2.01

0.238

1.38

2.01

2.45

11.9

1.99

12.5

|VlRCmax

34

0.444

0.116

0.286

0.427

0.807

26.2

0.431

24.9

MRauc

34

0.703

0.110

0.551

0.674

0.992

15.7

0.695

15.1

AM: Arithmetic Mean; SD: Standard Deviation; Min: Minimum; Max: Maximum;
GM: Geometric Mean; CV%: Arithmetic CV which is equal to STD/AM*100;
GCV%: Geometric CV which is equal to 100 x sqrt (exp (s2)-1), where s2 is the
observed variance on the natural log-scale
=:Median (min, max) reported for Tmax.
RacObs: Accumulation ratio was calculated as AUCq.g, pay 3/AUC-.g pay 1
®: For all subjects on Day 1, t1/, ke, and AUC ;s were not estimable due to
undetermined ke or not reportable due to TAUC gyjrap >20%
A: t4» and ke were not estimable for 1 subject on Day 3 due to undetermined ke
FIG. 6
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Summary Statistics of Plasma Pharmacokinetic Parameters of M105
Following the Therapeutic Dose (200 mg) of Arimoclomol TID (Treatment A)

on Days 1 and 3

Day| Parameter’™ [NV | AM | SD | Min |Median| Max |CV%| GM [GCV%
1| Crax NOML 29 (124 616 | 541 | 11.1 | 37.6 [49.6| 114 | 418
Toa = |20 ~ | ~ [250| 783 [805| ~ | ~ | -
AUCy.g h*ng/mL | 29 | 59.2 | 28.1 | 7.59 | 60.9 | 115 |[47.5|49.5 819
AUCq. h™ng/mL | 29 [59.2 | 28.1 [ 7.59 | 60.9 | 115 |47.5|49.5 | 82.0
MRemax | 29 [0.0308(0.0155(0.0112[0.0275(0.0687| 50.4 0.0275| 50.3
MRauc | 29 [0.0451/0.0220(0.00425 0.453 [0.0939|48.8 [0.0371 89.4

3| Crax oML |34 120|327 [776| 111 | 215 |27.3| 116 | 26.3
Tmax ° | 34 0.00| 400 [800| ~ | - | -
Crin, NO/ML |34 | 92.0| 27.6 | 47.9 | 84.9 | 167 [30.0{88.2|30.0
AUCq.g h*ng/mL | 34 | 859 | 236 | 539 | 807 |1540|27.5| 830 | 26.6
AUCq .4 h*ngimL| 34 [2570| 737 |1430 | 2490 | 4400 [28.7|2470| 28.0
AUCq. h™ng/mL | 34 | 2570 | 739 | 1440 | 2490 | 4420 |28.8 |2470| 28.0
RacObs |29 257 332 | 6.68 | 13.0 | 142 [129.0{17.0 | 93.6
MRemax | 34 |0.243[0.0946/0.0876] 0.248 [0.549(38.90.227] 40.5
MRayc | 34 [0.455| 0.140 [ 0.264] 0.421[0.782(30.8 [0.435] 30.3

AM: Arithmetic Mean; SD: Standard Deviation; Min: Minimum; Max: Maximum:
GM: Geometric Mean; CV% Arithmetic CV which is equal to STD/AM* 100; GCV%:
Geometric CV which is equal to 100 x sqrt (exp (s2)-1), where s2 is the observed
variance on the natural log-scale
=:Median (min, max) reported for Tmax.
RacObs: Accumulation ratio was calculated as AUCq g pay 3/AUC).g pay 1
¥ PK parameters of M105 for 5 subjects were not estimable because the entire
concentration-time profile was <LLOQ on Day 1
ttityp ke, and AUCq ;¢ for M105 could not be estimated for any profiles, as
terminal phase was not reached on Days 1 and 3

FIG. 7




8/22

Summary Statistics of Plasma Pharmacokinetic Parameters of M105

Following the Supratherapeutic Dose (600) mg) of Arimoclomol TID

(Treatment B) on Days 1 and 3

Day| Parameter'* | N | AM | SD | Min |Median| Max |CV%| GM |GCV%
1| Chrax ng/ML |34 (268 9.86 | 9.01| 26.9 | 49.5(36.8|24.9 | 43.0
Toax N° [34] = | - [350] 800|802 ~ | - |
AUCy.g h*ng/mL | 34 | 131 | 63.6 | 20.9 | 135 | 280 |48.6| 113 | 67.9
AUCq h'ngimL | 34 | 131 | 63.6 | 209 | 135 | 280 |48.5| 113 | 67.8
MRemax | 34 10.0205(0.009180.00496 0.0187 [0.0435( 44.7 0.0184| 53.1

MRauc | 34 {0.0286/0.0147(0.00396{0.0270(0.0697| 51.6 [0.0241 72.9

3 | Chaxng/mL [34389 | 120 | 208 | 359 | 800 [30.9 373 | 30.1

Tmax ° | 34 0.00 | 350 |8.00| -

Crnin, NO/ML | 34| 293 | 101 | 129 | 269 | 633 [34.3| 277 | 35.0
AUCq.g h*ng/mL | 34 {2760 | 862 [1340 | 2540 | 5600 | 31.2|2640 31.3
AUCq .54 h*ngimL| 34 (8430 | 2550 | 4880 | 8100 [18300(30.2 8110 | 27.8
AUCq. h™ng/mL | 34 | 8440 | 2550 | 4880 | 8110 [18300]30.2 (8130 27.7

RacObs |34 305 29.3 |8.77 | 202 | 160 959|234 | 76.9

MRemax | 34 |0.246] 0.126 [0.0999] 0.213 [0.748(51.30.222 47.4

MRauc 34 (0449 0.168 | 0.193| 0.412 {0.845|37.4 {0.420| 39.3

AM: Arithmetic Mean; SD: Standard Deviation; Min: Minimum; Max: Maximum:

GM: Geometric Mean; CV% Arithmetic CV which is equal to STD/AM* 100; GCV%:
Geometric CV which is equal to 100 x sqrt (exp (s2)-1), where s2 is the observed

variance on the natural log-scale
=:Median (min, max) reported for Tmax.
RacObs: Accumulation ratio was calculated as AUCq.g pay 3/AUCq.g pay 1
¥ PK parameters of M105 for 5 subjects were not estimable because the entire
concentration-time profile was <LLOQ on Day 1
ttityp ke, and AUCq ;¢ for M105 could not be estimated for any profiles, as
terminal phase was not reached on Days 1 and 3

FIG. 8
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Summary statistics of arimoclomol exposure
variables stratified by body weight band

Exposure| Statistic 8to 15t0 22to 38to  >bSkg |All Patients
Variable 15kg 22kg 38kg S5kg
N 4 5 6 12 7 34
AUCq.gp 5| Minimum 1660.9 1800.1 1680.9 21436 2111.0 [1660.9
(h*ng/mL){ Maximum 2048.2 25299 34108 48153 5113.7 [5113.7
Median 1822.3 2099.3 28415 31294 3382.6(28415

Arithmetic mean | 1838.4 2115.3 2689.0 3153.6 3453.1(2825.9
Arithmetic CV (%) 8.7 139 254 258 254 |31.0
Geometric mean | 1833.2 2099.2 2608.8 3060.5 3358.6 |2701.5
Geometric CV (%)( 8.7 138 283 259 261 |31.1

Crnaxss | Minimum 303.8 3156 290.7 3727 3781 2907
(ng/mL) | Maximum 386.7 4252 6458 8400 1073.3 10733
Median 3384 3648 5131 6305 7449 [513.1

Arithmetic mean | 341.8 3711 497.0 608.0 734.5 |548.3
Arithmetic CV (%)| 129 113 261 262 277 |355
Geometric mean | 339.7 369.2 481.0 587.8 707.1 [516.0
GeometricCV (%) 129 115 298 282 320 |36.6

Crninss | Minimum 1333 1154 1391 1603 168.0 |115.4
(ng/mL) [ Maximum 163.1 2203 2644 4035 3481 |403.5
Median 1471 1746 22719 2262 2074 |205.1

Arithmetic mean | 147.7 1773 2109 2355 2253 (2102
Arithmetic CV (%) 96 239 267 318 269 (307
Geometric mean |147.2 1729 2040 2257 2193 |201.5
Geometric CV (%) 96 ~ 264 295 306 246 |29.6
Table 2-10 shows the summary statistics of arimoclomol exposure (AUC_gy, o5

Crin.ss aNd Cryax s) N CT-ORZY-NPC-002 for all patients and stratified by each
of the 5 five weight bands.

FIG. 11
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Impact of Age, Sex, and Weight on the Multiple
Dose Pharmacokinetics of Arimoclomol -
Population Pharmacokinetic Analysis in Adults,
Cmax(Top) AUC_g (Bottom)

Covariate effect on AUC 0-8h,SS
in adult subjects

Weight (kgg
(>78.2 / <=78.2

Sex
(Female / Male)

Age (years) 5 |
(>39 /<= 39) | '

Ed

[
|
[
[
[
[
[
[
[
Iy
[
[
]
I

i
0.8 1.0 1.2 1.4
Ratio (90% ClI)
A_12 Plot 1.001
Covariate effect on C .
in adult subjects
Weight (kg) | . © '
(>78.2/<=782) | = T
Sex

Age (years) :
(>39 / <= 39) |

EJ

(Female / Male) :

0.9 1.1 1.3
Ratio (90% CI)
A_12 Plot 1.002

Source: [popPK report, Figure 1-1 and I-2]
Filled squares indicate calculated ratio (alternative/
reference) of geometric means of AUC, gy, 55 (upper figure)

and Cax (lower figure) with 90% CI dlsplayed as error bars
FIG. 14
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