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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

Day 1

248 mg t.i.d.
(744 mg/day)

Day 6
N=6N=6

Geometric mean ( eometric CV%) alues are resented for all arameters xcept t Median
(min, max) alues are resented for t . AR Accumulation Ratio. MR Metabolic Ratio ased on

ither AUC or C Example of MR ommula MR (AUC) D=(AUC Metabolite/MW Metabolite)/

g v p p e max.
v p max = = b

e . r Smax inf
(AUC Parent/MW Parent). NA= Not Applicable
not stimable in 5 ubjects
Not stimable in 6 ubjects
Not eportable in 1 ubject ue to the djusted R <0.7
8 ours ample st ample in rofile
Based on AUC

inf
a e s
b e s
c r s d a 2

d h s la s p
e

0-last

Parameter/
Analyte

AUC0-sh

(h.ng/mL)

AUC0-inf

(h.ng/mL)

Cmax

(ng/mL)

t (h)max

t (h)%

AR

MR (AUC)

MR(C )max

M2

3774a (NA)

5892a (NA)

547 (17)

4.0 (3,0,4,0)

4.2a (NA)

-

0.42 (11)e

0.25 (43)

M5

1275 (25)

1462 (22)

336 (34)

1.3 (1 0,2 5). .

2.4 (14)

-

0.15 (33)

0.12 (49)

M105

135a (NA)

NAb

19.2 (28)

8.0d (2 5, 0). 8.

NAb

0.04 (34)e

0.02 (32)

M2

5632 (24)

-

892 (22)

3.5 (2 5,4 0). .

96.8 (9)

1.62 (NA)a-

0.61 (10)

0.34 (24)

M5

1789 (18)

-

445 (25)

1.5 (1 0,2 0). .

3 5 (17).

1.4 (15)

0.16 (28)

0.14 (36)

M105

2010 (32)

-

277 (32)

6.0d (3 0,8 0). .

12.9 (12)c

16.1 (NA)a

0.50 (37)

0.24 (37)

FIG. 4

Source:[OR-ARI-MET-01, Sections 11.4.5,11.4.6,11.4.7].
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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 1 and 3

Day Parameter � N AM

C ng/mLmax,

T hmax,
�

AUC h*ng/mL0-8,

AUC h*ng/mL0-t,

MRAUC

C ng/mLmax,

C ng/mLmin,

AUC h*ng/mL0-8,

AUC h*ng/mL0-24,

AUC h*ng/mL0-t,

ke, 1/h

t , h1/2

RacObs

MRCmax

MRAUC

34

34

34

34

34

34

34

34

34

34

34

34

34

34

34

299

--

1520

1520

0.322

0.490

535

--

271

3210

5260

5260

0.124

5.63

2.13

MRCmax 34

T hmax,
� 34

0.460

0.727

SD

64.7

--

343

343

0.102

0.0736

144

--

86.3

869

1620

1630

0.0135

0.587

0.431

0.120

0.133

Min

193

2.50

892

892

0.162

0.325

315

2.50

140

1880

2970

2970

0.100

4.50

1.48

0.228

Median

291

4.00

1470

0.307

0.470

509

3.50

240

3060

4740

4740

0.120

5.76

2.06

0.452

0.551

1470

Max

448

6.00

2360

2360

0.606

0.655

947

5.00

481

5690

10600

10600

0.154

6.93

3.94

1.04

0.777

CV%

21.6

--

22.5

22.6

31.6

15.0

27.0

--

31.8

27.1

30.9

30.9

10.8

10.4

20.3

18.2

26.2

GM

292

--

1480

1480

0.307

0.484

517

--

259

3100

5050

5050

0.124

5.60

0.716

0.444

2.09

GCV%

21.4

--

22.6

22.6

32.1

14.9

26.9

--

30.9

26.2

28.7

28.7

10.6

10.6

17.9

27.3

17.6

1

3

AM: Arithmetic Mean; SD: Standard Deviation; Min: Minimum, Max Maximum; GM:
Geometric Mean  CV% Arithmetic CV which is qual to STD/AM*100; GCV%:
Geometric CV which is qual to 100 x sqrt (exp (s ) - 1), where s is the bserved
ariance on the atural og-scale
: Median (min, max) eported for Tmax.

Rac bs: Accumulation atio was alculated as AUC /AUC

:For all ubjects on Day 1,t ke, and AUC were not stimable ue to
ndetermined ke or not eportable ue to %AUC >20%

; : e
e o2 2

v n l
� r

O r c 0-8, Day 3 0-8, Day 1
� s e d1/2, o-inf
u r d extrap

FIG. 5

0.706
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Summary Statistics of Plasma Pharmacokinetic Parameters of M2
Following the Dose (600 mg) of Arimoclomol TIDSupratherapeutic )

(Treatment B) on Days 1 and 3

Day Parameter � N� AM

C ng/mLmax,

T hmax,
�

AUC h*ng/mL0-8,

AUC h*ng/mL0-t,

MRAUC

C ng/mLmax,

C ng/mLmin,

AUC h*ng/mL0-8,

AUC h*ng/mL0-24,

AUC h*ng/mL0-t,

ke, 1/h

t , h1/2

RacObs

MRCmax

MRAUC

34

34

34

34

34

34

34

34

34

34

33

33

34

34

34

993

--

5100

5090

0.326

0.476

1690

--

898

10200

16800

16800

0.130

5.40

2.01

MRCmax 34

T hmax,
� 34

0.444

0.703

SD

199

--

1060

1060

0.0794

0.0763

398

--

218

2180

4100

4100

0.0138

0.539

0.238

0.116

0.110

Min

650

3.00

3090

3090

0.212

0.363

915

0.52

542

6260

10900

10900

0.112

4.18

1.38

0.286

0.551

Median

983

4.00

5050

0.315

0.462

1680

4.00

883

10300

16700

16700

0.127

5.46

2.01

0.427

0.674

5050

Max

1370

6.00

7110

7110

0.489

0.662

2740

5.00

1460

15100

27700

27700

0.166

6.19

2.45

0.992

0.807

CV%

20.1

--

20.7

20.7

24.4

16.0

23.5

--

24.3

21.4

24.3

24.3

10.6

10.0

11.9

15.7

26.2

GM

973

--

4990

4980

0.317

0.471

1650

--

873

9930

16400

16400

0.129

5.37

0.695

0.431

1.99

GCV%

20.8

--

21.7

21.7

24.4

15.5

24.1

--

24.3

21.8

23.8

23.8

10.3

10.3

12.5

24.9

15.1

1

3

FIG. 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 (s )-1), where s is the

bserved ariance on the atural og-scale
Median (min, max) reported for Tmax

RacObs: Accumulation atio was alculated as AUC , /AUC-

: For ll ubjects on Day 1, t ke, and AUC were not stimable due to
ndetermined ke or not eportable ue to %AUC >20%

Δ: t and ke were not stimable for 1 ubject on Day 3 ue to ndetermined ke

2 2

o v n l
�� .

r c 0-8 Day 3 0-8 Day 1
� a s e1/2, 0-inf
u r d extrap

1/2 e s d u
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Summary Statistics of Plasma Pharmacokinetic Parameters of M105
Following the herapeutic Dose (200 mg) of Arimoclomol TID (Treatment A)

on Days 1 and 3
T

Day Parameter N� AM

C ng/mLmax,

T hmax,
�

AUC h*ng/mL0-8,

AUC h*ng/mL0-t,

MRAUC

C ng/mLmax,

C ng/mLmin,

AUC h*ng/mL0-8,

AUC h*ng/mL0-24,

AUC h*ng/mL0-t,

RacObs

MRCmax

MRAUC

29

29

29

29

29

34

34

34

34

34

29

34

34

12.4

--

59.2

59.2

0. 30 08

0. 40 51

120

--

92.0

859

2570

2570

25.7

MRCmax 29

T hmax,
� 34

0.243

0.455

SD

6.16

--

28.1

28.1

0.0155

0.0220

32.7

--

27.6

236

737

739

33.2

0.0946

0.140

Min

5.41

2.50

7.59

7.59

0.0112

0.00425

77.6

0.00

47.9

539

1430

1440

6.68

0.0876

0.264

Median

11.1

7.83

60.9

0.0275

0.453

111

4.00

84.9

807

2490

2490

13.0

0.248

0.421

60.9

Max

37.6

8.05

115

115

0.0687

0.0939

215

8.00

167

1 054

4400

4420

142

0.782

0.549

CV%

49.6

--

47.5

47.5

50.4

48.8

27.3

--

30.0

27.5

28.7

28.8

129.0

30.8

38.9

GM

11.4

--

49.5

49.5

0.0371

116

--

88.2

830

2470

2470

0.435

0.227

17.0

GCV%

41.8

--

81.9

82.0

50.3

89.4

2 .6 3

--

30.0

2 .6 6

2 .8 0

2 .8 0

93.6

40.5

30.3

1

3

0.0275

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

e o
v n l

GM: Geometric Mean; CV% Arithmetic CV which is qual to STD/AM* 100; GCV%:
Geometric CV which is qual to 100 x sqrt (exp (s )-1), where s is the bserved2 2

ariance on the atural og-scale

Median ( in, ax) eported for Tmax
Rac bs: Accumulation atio was alculated as AUC /AUC

: PK arameters of M105 for 5 ubjects were not stimable ecause the ntire

�� m m r .
O r c 0-8 0-8 1, Day 3 , Day

� p s e b e
c poncentration-time rofile was <LLOQ on Day 1
++:t ke, and AUC for M105 ould not be stimated for any rofiles, as1/2 0-inf, c e p
t p rerminal hase was not eached on Days 1 and 3

FIG. 7
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Summary Statistics of Plasma Pharmacokinetic Parameters of M105
Following the Supratherapeutic Dose ( 00 mg) of Arimoclomol TID6 )

B(Treatment ) on Days 1 and 3

Day Parameter N AM

C ng/mLmax,

T hmax,
�

AUC h*ng/mL0-8,

AUC h*ng/mL0-t,

MRAUC

C ng/mLmax,

C ng/mLmin,

AUC h*ng/mL0-8,

AUC h*ng/mL0-24,

AUC h*ng/mL0-t,

RacObs

MRCmax

MRAUC

34

34

34

34

34

34

34

34

34

34

34

34

34

26.8

--

131

0.0205

0.0286

389

--

293

2760

8430

8440

30.5

MRCmax 34

T hmax,
� 34

0.246

0.449

SD

9.86

--

63.6

63.6

0.00918

0.0147

120

--

101

862

2550

2550

29.3

0.126

0.168

Min

9.01

3.50

20.9

20.9

0.00496

0.00396

208

0.00

129

1340

4880

4880

8.77

0.0999

0.193

Median

26.9

8.00

135

0.0187

0.0270

359

3.50

269

2540

8100

8110

20.2

0.213

0.412

135

Max

49.5

8.02

280

280

0.0435

0.0697

800

8.00

633

5600

18300

18300

160

0.845

0.748

CV%

36.8

--

48.6

48.5

44.7

51.6

30.9

--

34.3

31.2

30.2

30.2

95.9

37.4

51.3

GM

24.9

--

113

113

0.0241

373

--

277

2640

8110

8130

0.420

0.222

23.4

GCV%

43.0

--

67.9

67.8

53.1

72.9

30.1

--

35.0

31.3

27.8

27.7

76.9

47.4

39.3

1

3

0.0184

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

e o
v n l

GM: Geometric Mean; CV% Arithmetic CV which is qual to STD/AM* 100; GCV%:
Geometric CV which is qual to 100 x sqrt (exp (s )-1), where s is the bserved2 2

ariance on the atural og-scale

Median (min, max) eported for Tmax
Rac bs: Accumulation atio was alculated as AUC /AUC

: PK arameters of M105 for ubjects were not stimable ecause the ntire

�� r .
O r c 0-8 0-8 1, Day 3 , Day

� p 5 s e b e
c poncentration-time rofile was <LLOQ on Day 1
++:t ke, and AUC for M105 ould not be stimated for any rofiles, as1/2 0-inf, c e p
t p rerminal hase was not eached on Days 1 and 3

FIG. 8

131
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Exposure
Variable

Statistic 8 to
15 kg

15 to
22 kg

22 to
38 kg

38 to
55 kg

>55kg All Patients

Summary statistics of arimoclomol exposure
variables stratified by body weight band

N 4 5 6 12 7 34
AUC0-8h,ss

(h*ng/mL)
Minimum

Maximum

Median

Arithmetic mean

Arithmetic CV (%)

Geometric mean

Geometric CV (%)

1660.9 1800.1 1680.9 2143.6 2111.0

2048.2 2529.9 3410.8 4815.3 5113.7

1822.3 2099.3 2841.5 3129.4 3382.6

1838.4 2115.3 2689.0 3153.6 3453.1

8.7 13.9 25.4 25.8 25.4

1833.2 2099.2 2608.8 3060.5 3358.6

8.7 13.8 28.3 25.9 26.1

1660.9

5113.7

2841.5

2825.9

31.0

2701.5

31.1

Minimum

Maximum

Median

Arithmetic mean

Arithmetic CV (%)

Geometric mean

Geometric CV (%)

303.8 315.6 290.7 372.7 378.1

386.7 425.2 645.8 840.0 1073.3

338.4 364.8 513.1 630.5 744.9

341.8 371.1 497.0 608.0 734.5

12.9 11.3 26.1 26.2 27.7

339.7 369.2 481.0 587.8 707.1

12.9 11.5 29.8 28.2 32.0

290.7

1073.3

513.1

548.3

35.5

516.0

36.6

Minimum

Maximum

Median

Arithmetic mean

Arithmetic CV (%)

Geometric mean

Geometric CV (%)

133.3 115.4 139.1 160.3 168.0

163.1 220.3 264.4 403.5 348.1

147.1 174.6 227.9 226.2 207.4

147.7 177.3 210.9 235.5 225.3

9.6 23.9 26.7 31.8 26.9

147.2 172.9 204.0 225.7 219.3

9.6 26.4 29.5 30.6 24.6

115.4

403.5

205.1

210.2

30.7

201.5

29.6

Cmax,ss

(ng/mL)

Cmin,ss

(ng/mL)

FIG. 11

Table 2-10 shows the summary statistics of arimoclomol exposure (AUC
C and C ) in CT-ORZY-NPC-002 for all patients and stratified by each
of the 5 five weight bands.

0-8h,ss,

min,ss max,ss
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0.8 1.41.0 1.2

Weight (kg)
(>78.2 / <=78.2)

Sex
(Female / Male)

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

Ratio (90% CI)

Covariate effect on AUC
in adult subjects

o-8h,SS

0.9 1.3

Weight (kg)
(>78.2 / <=78.2)

Sex
(Female / Male)

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

Ratio (90% CI)

Covariate effect on C
in adult subjects

max

1.1

A_12 Plot 1.001

A_12 Plot 1.002
Source: [popPK report, Figure I-1 and I-2]
Filled squares indicate calculated ratio (alternative/
reference) of geometric means of AUC (upper figure)
and C (lower figure) with 90% CI display as error bars

o-8h,SS
max ed

Impact of Age, Sex, and Weight on the Multiple
Dose Pharmacokinetics of Arimoclomol -

Population Pharmacokinetic Analysis in Adults,
C ( op) AUC (Bottom)max 0-8T

FIG. 14
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