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LAR 10mg  
1 17.138mg 12.5mg  

LAR 20mg  
1 32.904mg 24mg  

LAR 30mg  
1 49.356mg 36mg  

LAR 40mg  
1 65.808mg 48mg  

LAR 60mg  
1 98.712mg 72mg  

JAN  
Pasireotide Pamoate JAN  

 10mg 30mg 2018 3 23  
 20mg 40mg 60mg 2016 9 28  

 10mg 30mg 2018 8 29  
 20mg 40mg 60mg 2016 11 18  

 10mg 30mg 2018 8 29  
 20mg 40mg 60mg 2016 12 2  
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LAR

SSA
sstr GH ACTH

sstr
5 sstr sstr1 5 SSA  

sstr2 sstr SSA
 

2

 
GH sstr1

2 3 5 GH
C2305

SSA C2402
2014 11 12

G1101
C1202 C2305 C2402

2016 9
 

ACTH
ACTH sstr5

sstr5
G2304

2017 9
2018 6

G1101
G2304

2018 3
 

 
 

2004 3  C2101  
2006 6  C2110  
2008 2  LAR

C2305  
2010 7  SSA
 SSA C2402  
2011 11  G2304  
2014 11   



 

 

2014 12   
2017 9   
2018 6   
 

 
2010 1  G1101  
2011 11  G2304  
2012 10  
 C1202  
2016 9  

 
2018 3  

 
 

sstr GH IGF-I
ACTH SSA sstr2

sstr 1 2 3 5 sstr5 2
p.35  

LAR
LAR

LAR
p.31 32 p.29 30  

12 18.2% p.22 23  
7 10mg

41.9% 30mg  40.8% p.26 27  
4 1  

IGF- GH 25 p.29 30  
4 1

30 p.26 27  
 

QT
p.59  

  



 

 

p.7  
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URL: 
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LAR  10mg  
LAR  20mg  
LAR  30mg  
LAR  40mg  
LAR  60mg 

 

Signifor®LAR® kit for i.m. injection 
 

Signifor Significant binding to four receptors  
LAR long-acting release  
 

JAN  
 

Pasireotide Pamoate JAN   
pasireotide r-INN  
 

peptides and glycopeptides -tide 
 

 
 

C58H66N10O9 C23H16O6 
1435.58 

 

Cyclo[-(4R)-4-(2-aminoethylcarbamoyloxy)-L-prolyl-L-phenylglycyl-D-tryptophyl-L-lysyl-4-O-benzyl-L-
tyrosyl-L-phenylalanyl-]mono[4,4'-methylenebis(3-hydroxy-2-naphthoate)] 
 

SOM230 



 

 

 

 
 

2- 1-
 

 

 mg/mL  
 3.2 
 0.6 

 0.19 
 <0.0006 

2-  0.01 
1-  0.09 

 0.0006 
 

 
25.6 /92%RH 14% 80%RH 11%  
 

 
 

pKa1 10.2 pKa2 9.1 
25 C 0.15mol/L  

 

1-  
 

D 20.0 30.0º 
10mg/mL 3 2  

 



 

 

    
  

 20°C  
*  60  60  

 
5°C  

*  6  6  

25°C/60%RH  
*  6  6  

 
25°C/60%RH  1  1  
30°C/65%RH  1   

   120 lux h 
200W h/m2  

 
 

 

 
 

 
 

 
 



 

 

 

 
 

 
LAR 10mg 20mg 30mg 40mg 60mg  

 
a.  12.5mg 24mg 36mg 48mg 72mg  

 
b. 2.25mL  
c.  
 

 
 10mg 20mg 30mg 40mg60mg 2mL 0.25mL  
 

 
 

LAR 10mg  
pH 5.6 

1.0  
LAR 20mg 

pH 6.0 
1.0  

LAR 30mg 
pH 5.6 

1.0   
LAR 40mg 

pH 6.2 
1.0   

LAR 60mg 
pH 5.8 

1.0  
 

1 1  
2 1  

 



 

 

 
 

 
LAR
10mg 

LAR
20mg 

LAR
30mg 

LAR
40mg 

LAR
60mg 

  
 

1 1) 
17.138mg 32.904mg 49.356mg 65.808mg 98.712mg 

1) 
12.5mg 24mg 36mg 48mg 72mg 

 
1) 

11 9  
16.431mg 31.548mg 47.322mg 63.096mg 94.644mg 

1 1  
16.431mg 31.548mg 47.322mg 63.096mg 94.644mg 

 
2mL 2) 

1 2.25mL D- 101.25mg
15.75mg 160 30

4.5mg  
1 10mg 20mg 30mg 40mg 60mg

 
2 2mL  

 

 
 

 
 

1 2.25mL D- 101.25mg
15.75mg 160 30 4.5mg

 
 

 
 

 
 

 

    
  

 5°C  36  36  

 25°C/60%RH  6  6  

   120 lux h 
200W h/m2  

 
 
 



 

 

 

    
  

 5°C  36  36  

 25°C/60%RH  6  6  

   
 

120 lux h 
200W h/m2 

 

pH  
 

 
1)  
2) 

30  
3) 

 
4)  

.  
 
 

 
 

 
 

 
 

 
 

LAR 10mg  
1 2mL 1  

LAR 20mg  
1 2mL 1  

LAR 30mg  
1 2mL 1   

LAR 40mg  
1 2mL 1   

LAR 60mg  
1 2mL 1  

 

 
  



 

 

 
  

  
 PP  

 
 PC  

 
 PP  

  
 PP  

 PP  
 

 
 

 
 



 

 

 

 
LAR  

10mg 20mg 30mg 40mg 60mg 
     
     

 

 

C2305
SSA C2402

C1202  

G2304
 

 

 
 

 
 

 

 SSA SSA
 

  



 

 

40mg 4 3
20mg 40mg

10mg 4
40mg  

 
 

C2305 40mg 4
3 60mg SSA

C2402 40mg 60mg 4
20mg

C2402 40mg 60mg
SSA

40mg  

C1202 20mg 40mg 60mg 4 3
20mg 20mg

PK
C1202 PK inhibitory Emax model

/ PK/PD
GH IGF- 40mg

GH IGF-I 70 40mg
GH IGF-I

60mg  
 

G2304 10mg 30mg 4
mUFC 4

40mg 5mg
7 4

7 10mg 30mg
4 30mg
10mg 4 mUFC 30mg

mUFC
40mg  

 

. 5. (3)  
 

  



 

 

60mg IGF-I 20mg
60mg

Child-Pugh B 20mg 4 3
20mg 40mg 4 8.3

9.3.2 16.6.2  

40mg 10mg 40mg
40mg

 
 Child-Pugh B 10mg 4

20mg 8.3 9.3.2
16.6.2  

 

 
 

 3 IGF-I
 

 20mg  

SC  
PK AUCinf

8% 60% 79% Cmax 7% 67% 69%  
60mg

25.8ng/mL 40mg  28.8ng/mL
40mg

20mg 40mg 
 

 
Child-Pugh  

 
 

1 2 3 
    
    

mg/dL  <2.0 2.0 3.0 >3.0 
g/dL  >3.5 2.8 3.5 <2.8 

%  >70 40 70 <40 
 

5 6 A 7 9 B 10 15 C 
  2009 6 5 , 15, 2009 

 



 

 

G2304 40mg
40mg

 
SC

AUCinf 8% 60% 79% Cmax 7% 67%
69% 10 20mg AUC

16 32mg  G2304
10mg 20m

 
 

 
 

      
 

 G1101 
 

 
32  

 
 

 

PK 
 

10 20 40 60mg
 

 

 C2101 
 

 
78  

 
 

 

PK 
 

10 20 30 40 60mg

5~7 SC 
300 g  

 

 C2110 
 

†

 
85 †40  

 
 

 

 
PK 
PK/PD 

20 40 60mg 28 1
3 3

SC
5

SC300 g
 

 

 C2110E1 
 

†

 
60 †29  

C2110
 

 
PK 
PK/PD 

20 60mg 28 1
60mg

 
13  

2 *  

 

 B2112 
 

 
4  

 
 

PK 
 

14C - SC600 g  
 

 

 B2113 
 

 
158  

 
 
 

 

 
QT

 

1  
SC900 1200

1500 1800 1950 2100 g/ 
1 2 5

 
2 3

SC1950 g/ 1 2  
5

MP 1
 

1 2 5
MP 1

 
1 2 5

400mg
 

 

 B2114 
 

 
34  

 
  

 SC 600 g
 

 



 

 

      
 

 B2125 
 

 
112  

 
 
 

 

 
QT

 

4  
SC 1950 g/ 1 2

5
MP 1

 
SC 600 g/ 1 2

5 MP 1
 
1 2 5

MP 1  
1 2 5  

 
400mg  

 

 B2126 
 

 
50  

 
  

 SC 900 g
 

 

 B2127 
 

 
42  

 
 

 
 

SC 600 g
Day 1 Day 18  

240mg 1 1
Day 15 21

2  

 

 C1202 
  

33  

 
 

 

 
 

PK  
PK/PD 

48  
20 40 60mg 28

1 3
60mg  

* 
 

 

 C2305 
 

 
358  

 
 
 
 

 
 

PK  
PK/PD 

48  
40mg

LAR 20mg 28 1
3

60mg  
* 

 

 

 C2402 
 

 
198  

 

 
 
 

 
 

PK  
PK/PD 

24  
40mg 60mg

28 1
 

LAR 
30mg 28 1

120mg 28
1  

* 

40mg
60mg

 

40mg
60mg  

 

 B2107 
 

 
66  

 
 

 
 

SC 150 300 600
900 1200 1500 g 1 1

300 600 900 1200 1500 g/
1 2 8  

  



 

 

      
 

 B2124 
 

 
90  

 
 

 
 

SC 1200 g/ 1 2
7

 
1000mg/ 1 2

6 Day2 7
 

180mg/ 1 3
6 Day2 7

 
100mg/ 1

2 6 Day2 7
 

0.6mg 1 1 6
Day1 6  

 B2216 
 

 
45  

 
 
 

 
SC 600 900 1200 

g/ 1 2 8  

SC LAR
 

 
*  

 
 

      
 

 G2304 

 

 
150  
11  

 
 
 

 
 

PK  
PK/PD 

12  
10mg 30mg 28 1

4
40mg  

12 * 
 

 
 B2208 

 
 

39  
 

 
 

Simon2-stage 

 
 

PK  
PK/PD 

SC 600 g/ 1  
2  

 B2208E1 
 

 
19  

B2208

 

 
 

PK 
PK/PD 

SC 600 900 g/
1 2  

 B2305 
 

 
162  

 
 
 

 
 

PK 
PK/PD 

SC 600 900 g/
1 2  

SC  
 

*  12 B2412
 

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

 
32 8  

10 20 40 60mg  
 

 
22/32 68.8%  

 
 

 
78 13 6  

1 Day 1 SC
300 g 2 Day 5 7 10 20 30 40 60mg

 
 

 
1 SC  

45/78 57.7%  
1  

FPG

 
2  

62/74 83.8%  
HbA1c  

FPG
 

  

 
85 40  

77 35 20mg 40mg
60mg 1:1:1 1 28 1 3

SC 300 g
 

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

 
20mg 4/10 40.0% 40mg 6/12 50.0% 60mg 7/13 53.8%

 
 

60mg 1/13  
20mg 1/10 10.0%  

 

C2110  
60 29  

1 E1 3 2 E2
 

E1 1 28 1 3
20 40 60mg  

E1 E2
 

20mg 60mg 20mg
 

56
 

 
 

25/29 86.2%  
 

2/29 6.9% 1 2 1
 

1  
 

 
66  

 
 
 
 
 
 
 

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

SC 8
 

1 SC 150 g 1 1  
2 SC 150 g 1 2  
3 SC 300 g 1 1  
4 SC 300 g 1 2  
5 SC 600 g 1 1  
6 SC 450 g 1 2  
7 SC 900 g 1 1  
8 SC 600 g 1 2  
9 SC 1200 g 1 1  
10 SC 750 g 1 2  
11 SC 1500 g 1 1  

 

Day 7 SC
Day 1  

 

 
45  

SC 600 900 1200 g/ 1 2 7 Day3 Day10
/

2 2  
 
SC

 
 

 
90 18  

SC 600 g 1 2 7 Day 1 7
SC 500mg 1 2 Day 2 7

60mg 1 3 Day 2 7 50mg 1 2 Day 2 7
0.6mg 1 1 Day 1 6 SC

Day 1 Day 7
 

 
SC DPP4 GLP-1

 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 
158 1 55 2 103  

 
1 SC 900 1200 1500 1800 1950

2100 g/ 1 2 5 MTD
 

2 SC MTD 1 2 5 QTcF
400mg

3  
 

1 
54/55 98.2%  

1 2 MTD 1950 g/  
2 

QTcF
SOM SC QTcF

SC 2 17.5msec
95% 1 1.5 2 10msec

SC MTD QTcF  
SC 86/88 97.7% 42/83 50.6%

41/84 48.8%  
 

4  
112  

SC 600 g 1950 g 1 2 5
400mg QTcI  

 
QTcI SC

SC 600 g 1950 g 2 90%
600 g 13.19 11.38 15.01 msec 1950 g 16.12 14.30 17.95 msec

90% 10msec SC
QTcI  

109/112 97.3% SC 600 g 101/105 96.2% 1950 g 
105/105 100% 46/107 43.0% 49/108

45.4%  
 

 
SC 600 g 1950 g 1 2 5 Cmax

24.3 7.20 80.6 25.3ng/mL 60mg
Cmax SC 600 g Cmax  

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

 SC
PK PD  

 Simon 2-stage 

  

 
39  

 18 2 2 UFC ULN 2  
Karnofsky Performance Status 60  

 ACTH
 

 
8  

 Simon 2-stage 1 stage 10 15
mUFC 2 2 stage 16

 
1 2 9 9 SC 600μg 15  

150μg  

 15 mUFC  

 ACTH  

  15 mUFC 17% 
5/29  

15 mUFC 29 22 76%
7 24%  

ACTH
 

 39 34 87% 10% 43.6%
35.9% 23.1% 17.9% 17.9% 12.8%

12.8% 10.3%  
3 2 1  

 
1  

 

B2208 SC
PK

PD  
  

  

 B2208 19  

 

 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 B2208 SC 15 mUFC SC

 
B2208 SC  

 SC 600μg 1 2 mUFC 900μg 1 2
150μg  

 6  
  

  6 mUFC 22.2% 4/18 95% 6.4% 47.6% 6
33.3% mUFC 8 mUFC

8 7 6
 
6 ACTH B2208

 
 19 68.4% 63.2%

57.9% 47.4%  
Grade 4 2 GGT 2 1

 
 

2 1 1  
HbA1c  

 
  



 

 

PK PD  
  

  
 12 SSA

33  
 18 a b  

a  
75g GH 1 g/L

2 5 GH 5 g/L  
IGF-I  

1 MRI
 

b SSA 12
 

2 5 GH 2.5 g/L  
IGF-I 1.3  

 
GH

12 SSA
 

Visit 1 8  
Visit 1 4 SSA  
Visit 1 8 GH  

Visit 1 3  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 28 12
 

20mg 40mg 60mg 1:1:1
SSA GH

 
20 40 60mg 1 28 12

Month 3 4 Month 7 8 1 GH 2.5 g/L
IGF-I 20mg 60mg  

 
20mg  

56
 

 3  
GH 2.5μg/L IGF-I  

 3 3 GH 2.5 g/L  
3 IGF-I  

 

2015 
4  

 3 90% 18.2% 8.2% 32.8%  
3 95% 20mg 40mg 60mg 11

9.1% 0.2% 41.3% 36.4% 10.9% 69.2% 9.1% 0.2%
41.3%  

3 GH 2.5 g/L IGF-I
30.3% 95% 15.6% 48.7% 24.2% 95% 11.1% 42.3%

 
3 12 3

12 15.2% 95% 5.1% 31.9%
 

12 ± 6.17±39.9%
29  

  28/33 84.8% 30/33 90.9%
 

10% 42.4%
45.5% 24.2% 24.2% 12.1% 15.2% 12.1%
12.1% QT 6.1% 6.1%  

 
2 3 9.1% 2 6.1%

 
3 9.1% 20mg  

3†† 2†† 40mg 3††

 
 
†† NCI CTCAE 3.0

 

 
 
 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

PK
PD  

  

 
 

 ACTH mUFC  
ULN 1.5 5

150 11  

 18 Karnofsky Performance Status 60  

 

 6  
10  

HbA1c 8%  
   

 12 12  
10mg 30mg 1:1 mUFC ULN 1.5
2 2 5  

10mg 30mg 1 28 1 4
7 9 mUFC 40mg

5mg  
mUFC UNL ULN

3 1 mUFC 3
mUFC 40mg

5mg  

 4 7 mUFC ULN
 

 4 7  
mUFC

ACTH  

 

2015
11  

 7 10mg 41.9% 31/74 95%
30.51% 53.94% 30mg 40.8% 31/76 95% 29.65% 52.67%  

4 7
10mg 28.4% 21/74 95% 18.50% 40.05% 30mg 31.6% 24/76

95% 21.39% 43.25%  
95%

15% 10mg 30mg  
4 10mg 31 30mg 28 7

10  
mUFC 1 4 10mg

30mg mUFC ±
7 10mg 192.4±271.59 nmol/24hours 57 30mg

234.3±362.86nmol/24hours 67 12 195.1±282.46nmol/24hours
50 247.6±387.05nmol/24hours 54  

 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 

2015
11  

 12 mUFC 30
 
12 ±

10mg 22.4±34.66% 35 30mg 16.8±36.32% 38  
ACTH 1

12  
 

  150 140 93.3% 70 46.7%
48 32.0% 47 31.3% 31 20.7%  
Grade 3 4 34.7% 52  

30mg 2
 

12.7% 19 2
4 3

2  
25.3% 38 2

4 3
2  

 

SC
PK PD  

  

  

 /
162  

 18 mUFC ULN 1.5  

 10  
6  

HbA1c 8%  

 12  
SC 600μg 82 900μg 80

 
SC 600μg 1 2 900μg 1 2 3

 
3 mUFC ULN 2 mUFC 3

SC  
SC 600μg 900μg 1 2 900μg

1200μg 1 2 3  
6 SC 6

 
6 12 1 300μg
1200μg 1 2  
12 SC 12 mUFC ULN

 

 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 6 3 6 mUFC ULN
 

 12 ACTH
 

  3 6 95% 600μg 15%
7% 22% 900μg 26% 17% 36%  

6 95% 600μg 16% 8% 24% 900μg 29% 19%
39%  

12 95% 600μg 13% 6% 21% 900μg 25%
16% 35%  

ACTH
 

mUFC  
MRI 75 46% 12

95% 600μg 9.1% 46.3 28.0
900μg 43.8% 68.4 19.2  

 98.1% 159/162  
30% 55.6% 48.1%

38.9% 31.5% Grade3/4 11.7% 8.6%
 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

LAR
 

  
 

 
 358  

GCP 22 336  
 18  

GH 1 g/L 2
5 GH 5 g/L  

IGF-I  
MRI

 
 

4

 
Visit 1 10  

 28 12
Month 26  

Month 0
LAR 1:1  
40mg LAR 20mg 28 1

 
Month 12

Month 13 14
40mg LAR 20mg  

 
visit 1 GH 2.5 g/L IGF-I

20mg 60mg LAR 10mg
30mg  

visit  
Month 3 4 Month 7 8  

 
Month 17 5 Month 

20 8  
 

20mg LAR 10mg
 

Month 25 Month 26 LAR
 

56
 

 
4

LAR
4

 

 12  
GH 2.5μg/L IGF-I  

 12 GH 2.5 g/L 12 IGF-I
12  



 

 

 

2011
12  

  
12 95% n=165 31.5% 24.5% 39.2%

LAR n=171 18.1% 12.7% 24.7% LAR
p=0.004 Cochran-Mantel-Haenszel

LAR 2.134 95% 1.277
3.566  

12 GH 2.5 g/L 95% 49.7%
41.8% 57.6% LAR 50.9% 43.1% 58.6%

 
12 IGF-I 95% 39.4% 31.9%

47.3% LAR 22.8% 16.7% 29.8% LAR
 

12 ±
38.9±21.61% LAR 36.9±23.65%

 
  † 

25 LAR
 

25 51.2%
LAR 54.7%  

  †† 
12 95%

LAR 17.7% 10.0% 27.9% LAR 0%
LAR  

12 GH 2.5 g/L 95%
LAR 44.3% 33.1% 55.9%

LAR 24.2% 11.1% 42.3% IGF-I 95%
27.8% 18.3% 39.1% 6.1% 0.7% 20.2%  

12 12
± LAR 25.0±25.39%

LAR 19.3±28.29%  
  †: 

††: 
   

136/167 81.4% LAR 129/169 76.3%
 

2 2
LAR  

2 2
LAR  

 
144/167 86.2% LAR 129/169  

76.3%  
10% 32.9% 29.3%  

28.7% 19.8% 16.8% 12.6% 10.2%
10.2%  

15.6% LAR 10.1% 2
4 3 2

LAR 2  
5.4% LAR 4.1% 2

2
LAR  

 
LAR 61/79 77.2% LAR

21/33 63.6%  
LAR 10% 27.8%

22.8% 17.7% 16.5%  
2 LAR 2

LAR  
LAR 13/79 16.5%

LAR LAR 2
4 3

2  
 



 

 

LAR
40mg 60mg LAR 

30mg 120mg  
  

 

 
 6 SSA 198  

 18 Visit 1 6
LAR 30mg 120mg 24

 
2 5 GH 2.5 g/L  
IGF-I 1.3  

 
  

8 GH  
10  

 4 24
 

LAR GH 2.5 10 g/L 10 g/L
40mg 60mg 1:1:1

 
LAR

 
40mg 60mg LAR 30mg 120mg

28 1 20mg
LAR 10mg 30mg  

 
 

60mg  
LAR

40mg 3 60mg  
56

 
 24  

GH 2.5μg/L IGF-I  
 24 IGF-I 24 GH 2.5 g/L

24  

 
 
 
 

 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 

2013
6  

 24 95% 40mg n=65 15.4% 7.63%
26.48% 60mg n=65 20.0% 11.10% 31.77% n=68 0% 0%
5.28% 40mg 60mg

p=0.0006 p<0.0001 Weighted Simes  
24 IGF-I 95% 40mg 24.6%

14.77% 36.87% 60mg 26.2% 16.03% 38.54% 0% 0%
5.28% 40mg 60mg

p=0.0006 p<0.0001 Weighted Simes  
24 GH 2.5 g/L 95% 40mg 35.4%

23.92% 48.23% 60mg 43.1% 30.85% 55.96% 13.2% 6.23% 23.64%
 

24 ± 40mg
n=42 14.38±18.781% 60mg n=37 9.45±17.280% n=36

2.04±14.968%  
 40mg 45/63 71.4% 60mg 46/62 74.2%

29/66 43.9%  
10% 40mg 33.3% 60mg 29.0%

19.0% 25.8% 11.1% 19.4% 9.5% 11.3%  
56  

40mg 1 60mg
1  

40mg 1 60mg
3 1  

 

 
 

 
 

 
 

 
 

 
 

 
 
 
 
 
 
 
 
 
 
 



 

 

 
112 600 g

1,950 g 1 2 5 QTcI QT
2 90%

13.19 11.38, 15.01 16.12 14.30, 17.95 msec
 

 600 g 1,950 g 1 2 5 Cmax
24.3 7.20 80.6 25.3ng/mL 60mg

Cmax 600 g Cmax
. 5. (2). 3).  B2125  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 

 
 

GH ACTH
sstr sstr

 
 

5 sstr1 5
IC50 sstr1 9.3

0.1nM sstr2 1.0 0.1nM sstr3 1.5 0.3nM sstr4 >100nM sstr5 0.16 0.01nM
sstr1 2 3 5 21)  

sstr G cAMP GH
22)  

GH -I IGF-I GH
IGF-I sstr GH IGF-I

22)  
ACTH sstr5

23) sstr2 24)

ACTH sstr5
sstr5 sstr5 ACTH

 

 



 

 

sstr1 sstr3 sstr5 30 5
39 sstr2 2.5 1

sstr4  
 

 sstr1 sstr2 sstr3 sstr4 sstr5 

SRIF-14a) 0.93±0.12 0.15±0.02 0.56±0.17 1.5±0.4 0.29±0.04 
 280±80 0.38±0.08 7.1±1.4 >1000 6.3±1.0 

 9.3±0.1 1.0±0.1 1.5±0.3 >100 0.16±0.01 
IC50 nmol/L ± n=3 7  

a SRIF -14 

 
sstr CHO sstr1 4 COS sstr5

sstr sstr
125I Tyr11-SRIF-14  

 

sstr cAMP
sstr1 sstr3 sstr5

30 11 158  
 

 sstr1 sstr2 sstr3 sstr4a) sstr5 
SRIF-14a) 1.80 ± 1.20 0.24 ± 0.06 0.30 ± 0.13 0.39 ± 0.15 0.32 ± 0.23 

 >1000 0.06 ± 0.02 7.40 ± 3.5 >1000 87 ± 66 
 32 ± 13 0.39 ± 0.09 0.70 ± 0.22 >1000 0.55 ± 0.12 

sstr CCL39 sstr1 CHO-K1
sstr2 sstr3 sstr4 sstr5 cAMP

cAMP 50% EC50

 
 

sstr
AtT20  

 

sstr5 sstr2 sstr5
sstr5 SRIF-14 0.7 0.8 log

sstr2 1 0.6 log  
 

  



 

 

 n 
[125I]LTT-SRIF-28 

sstr5  
pKd 

[125I]Tyr3-octreotide 
sstr2  
pKd 

SRIF-14a) 3 9.02  0.05 9.87  0.09 
 3 8.92  0.03 9.44  0.07 

 8 9.74  0.08 8.84  0.10 
pKd log M   
a SRIF -14 

 
AtT20 [125I]LTT-SRIF-28 sstr5 [125I]Tyr3-

sstr2 1
 

 

[35S]GTP S SRIF-14
1.5 log  

 

 n pEC50 log M  Emax %  

SRIF-14a) 3 6.72  0.12 79.0  4.3 
 3 6.77  0.07 72.5  2.0 

 13 8.20  0.08 59.8  1.7 
pEC50 50% Emax %  
a SRIF -14 
 

 
AtT20 [35S]GTP S

 

 

SRIF-14 cAMP
Emax 50%

pEC50  
 

 n pEC50 log M  Emax %  

SRIF-14a) 5 9.33 ± 0.17 60 ± 5 
 5 8.97 ± 0.06 58 ± 3 

 5 9.52 ± 0.15 64 ± 2 
pEC50 50% Emax % ± n=5  
a SRIF -14 
 

AtT20 cAMP 3H
 

  



 

 

GHRH
GH IC50=0.4±0.1nmol/L SRIF-14  

IC50 1.3±0.2M 1.5±0.3M GH
SRIF-14 3  

 

± n=5  
GHRH  

 

GHRH 0.3nmol/L 3
GH  

 

1 GH
6 4

44 1 37 1
100  

 

   GH ID50 

1  
 GH ID50 

6   ID50 
1  

 ID50 
1  

 ID50 
1  

  0.13 23.7 84.4 1.69 25.7 
 n 

SEM 
22 

0.11-0.16 
6 

16.9-33.2 
8 

62.8-113.6 
6 

1.43-2.00 
6 

15.5-42.6 
  0.22 5.5 0.83 74.00 949.0 

 n 
SEM 

3 
0.12-0.4 

2 
4.6 6.6 

3 
0.70-0.99 

2 
62 88 

2 
600  1500 

n=2 g/kg  
GH ID50 50% SEMSprague-Dawley 16 GH

RIA  



 

 

GHRH GH
GH

14  
IGF-I  
 

n=6  
GHRH  

 
Lewis 0.5 L/h 14

1 7 14 GHRH 5 g/mL 10
GH IGF- RIA ELISA  

8mg/kg 21 93ng/mL
49 13ng/mL 80mg/kg 28

516ng/mL 49 86ng/mL
IGF-I 3 25% 50%

IGF-I  
1

IX. 1. (3)  
 

 
 



 

 

± n=6  

 
Lewis 8 80mg/kg

IGF-I Accu-
Check®compact RocheDiagnostics IGF-I

ELISA - LC-MS/MS
 

 



 

 

GH 50% ID50

ID50 GH
ID50 ID50 GH

 
1

2 14%  

GH
 GH   

 0.40 1.70 0.12 
 0.50 10.50 6.20 

50% μg/kg  
GH  

 

 

 
GH

30
2 % ID50

μg/kg  

 

GH GH GH
1.0 g/kg/h IGF-I

 

 
 

  



 

 

± V1 V2 n=3 n=6  
*p<0.05 **p<0.01 t  
d day V  

 
2 0.3 1.0 g/kg/h

Day4 Day7 GH IGF-1 RIA
Day7 0.1IU/kg 30 7

1 V1 V2  
 

AtT20
SRIF-14 ACTH

SRIF-14 72 ACTH
AtT20 ACTH IC50 0.2nM

 

1.0 g/kg/h 0.3 g/kg/h 

0.3 g/kg/h 1.0 g/kg/h 



 

 

* p<0.01 vs. control Newman-Keuls   
± n=4  

 
AtT20

OCT SRIF-14 SS14 SOM230
10nM control 4 24 72 ACTH

 
 

CRH ACTH
3 10 g/kg ACTH 45±3% 51±2% p=0.015

43±5% p<0.05 27±16% p>0.05
10 g/kg ACTH

 
 

 a) 
ACTH b) 

ng/min/mL-1  
 b) 

g/min/mL-1  

 20.18 ± 3.20 36.87 ± 4.37 
 1 g/kg 23.23 ± 7.23 30.41 ± 4.21 
 3 g/kg 11.00 ± 1.46* 21.14 ± 1.80* 
 10 g/kg 9.86 ± 1.03* 26.85 ± 5.68 

 10 g/kg 13.24 ± 2.89 33.56 ± 5.62 

 

Sprague-Dawley 1 3 10 g/kg
10 g/kg 1 CRH 0.5 g/kg

ACTH
CRH 60 120  
  



 

 

 
 

28) 
8 80mg/kg

3 IGF-I 25% 50%
28 VI. 2. (2)  

 
 
 



 

 

 

 
 

32 10mg 20mg 40mg 60mg
20 Cmax 12 18 Cmax

AUC  
 

n=8 ±  

 

 10mg n=8  20mg n=8  40mg n=8  60mg n=8  

AUClast ng hr/mL  1859 ± 246 3848 ± 1087 9969 ± 4738 12841 ± 1349 

Cmax ng/mL  4.37 ± 1.07 8.19 ± 1.69 19.8 ± 10.4 29.0 ±9.0 

Tmax hr  408 336-480  456 336-528  480 384-576  504 240-576  

T1/2 hr  291 ± 62 443 ± 254 341 ±111 378 ± 199 
Tmax ±  

32 1 20mg 40mg 60mg
4 12
3 3 Cmax

8.23 2.35 17.3 9.61 16.2 7.12ng/mL
3 1 1.33 0.530 1.85

1.17 1.64 1.41  



 

 

 
 n=11 ±  

 20mg n=11  40mg n=11  60mg n=11  

Ctrough day 28, 1st inj 
ng/mL  4.58 5.36 ± 3.35  6.82 8.41 ± 5.26  9.77 10.8 ± 5.12  

Ctrough day 28, 2nd inj 
ng/mL  4.84 5.86 ± 2.38  9.47 10.7 ± 4.14 a) 12.4 15.0 ± 9.12  

Ctrough day 28, 3rd inj 
ng/mL  5.64 5.85 ± 2.28 b) 12.2 12.2 ± 6.75 c) 9.96 11.1 ± 4.99 c) 

Cmax, 1st inj 
ng/mL  7.89 7.19 ± 3.48  7.10 10.3 ± 7.25  16.0 17.0 ± 13.7  

Cmax, 3rd inj 
ng/mL  7.55 8.23 ± 2.35 b) 14.2 17.3 ± 9.61 c) 13.4 16.2 ± 7.12 c) 

±  
a n=10 b n=9 c n=8 

150 11 10mg 30mg 40mg 4 12
3

2.39 3.36ng/mL n=13 59 7.88 9.34ng/mL n=15 51  10.7
12.6ng/mL n=20 44  

 
 
 
 
 
 
 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 
 (ng/mL) 

10mg 30mg 40mg 
Month n Mean (SD) n Mean (SD) n Mean (SD) 

1 65 2.03 (1.25) 64 7.63 (4.58)   
2 57 2.35 (1.15) 61 7.82 (4.22)   
3 59 2.39 (1.32) 51 8.56 (4.26)   
4 51 2.40 (1.11) 49 8.31 (3.87)   
5 25 2.47 (0.938) 50 7.88 (4.00) 20 10.7 (4.91) 
6 29 2.47 (0.946) 51 8.46 (3.51) 22 12.0 (5.08) 
7 35 2.88 (1.29) 44 9.13 (4.25) 21 11.9 (5.87) 
8 22 2.68 (0.975) 28 8.57 (4.70) 34 11.3 (5.18) 
9 17 2.87 (1.57) 27 9.00 (4.93) 33 12.1 (5.21) 
10 13 3.36 (1.48) 16 8.18 (4.23) 44 11.4 (5.85) 
11 23 2.50 (0.988) 19 9.34 (5.61) 43 12.0 (4.58) 
12 21 3.07 (1.62) 15 8.90 (4.37) 41 12.6 (6.21) 

 

 

 
 

 
 

17 SC 600 g
240mg Cmax
AUCinf / 90% 0.98 0.91 1.06 0.98 0.92  
1.05  
 

in 
vitro  
 

 
 

 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

10mg 20mg 40mg 60mg
CL/F 4.5 5.2L/hr  

 

10mg 20mg 40mg 60mg
Vz/F 2170 3290L  

 

 
 

. 3. 2  
 

SC 5
216 4248 SC

3 3-
V2/F

CL/F
p<0.01 10 V2/F 16% CL/F 11%
10kg V2/F 7% BMI

AST ALT  
 

G2304 140 1766
NONMEM

version7.3.0 first order conditional estimation
5 2-

CL/F
p<0.01  

 
 
 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 
100%

 
 

 
SC

100%  
ADME

SC 100%  
SC

SC 100%
100%  

 

 
 

 
 

 
13 18 12.5mg/kg

13 6% 18

 
0.05 1 5mg/kg 0.05mg/kg

1mg/kg 5mg/kg
0.46 1.0

 
 

 
 

 
[14C]- 1mg/kg AUCinf

0.28 1L
0.4%

 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

 
 

91%  
 

 
14C - 1mg/kg 1 3

24
336

11 100
2900 2750

521 606  
 

1 500 52
15 5.7 4.6 4.5

AUC
4440 588 224 174 149  

 

88%  
 

 
 

 
 

B2112 42) 
4 14C - SC 600μg

 
 
 
 
 
 

 
 IGF-I C

 
40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

CYP1A2 2B6 2C8 2C9 2C19 2D6 2E1 3A4/5
UGT1A1  

 

CYP1A2 2B6 2C8 2C9 2C19 3A  
 

 
 

 
 

38)

 
 

B2112 42) 
4 14C - SC 600μg

10 48% 8%
 

 

 
 

Papp 0.1×10 5cm/min
P-gp BCRP OCT1 OATP1B1 1B3 2B1

 
 

P-gp OATP1B1 OATP1B3 OCT1 OCT2 BCRP MRP2
BSEP OAT1 OAT3  

 
 

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

 
 

Child-Pugh 5 6 Child-Pugh 7 9
Child-Pugh 10 15 SC 600μg

Cmax 90%
1.03 0.72 1.47 1.46 1.04 2.04 1.33 0.93 1.90 AUCinf

90% 1.12 0.85 1.48 1.56 1.18 2.06 1.42 1.07 1.87  
 

 
 

n=12  
 

n=6  
 

n=7  
 

n=6  

AUCinf 
ng hr/mL  

88.9 100 139 126 
33.8  24.8  31.3  41.5  

Cmax 
ng/mL  

11.4 11.8 16.6 15.2 
48.4  29.2  42.4  46.1  

 

eGFR60 89mL/min/1.73m2 eGFR30 59mL/min/1.73m2

eGFR15 29mL/min/1.73m2 eGFR15mL/min/1.73m2

SC 900 g

Cmax 90% 0.69 0.53 0.88 0.70
0.55 0.90 0.81 0.63 1.04 1.05 0.76 1.45 AUCinf 90%

0.77 0.62 0.95 0.85 0.69 1.04 0.95 0.77 1.19 1.20 0.91 1.57  
 

 
 

 
n=19  

 
 

n=8  

 
 

n=8  

 
 

n=8  

 
n=4  

AUCinf 
ng hr/mL  

189 145 160 180 227 
21.1 a) 39.6  32.5  34.2 b) 17.0  

Cmaxng/mL  
30.3 20.8 21.3 24.5 31.8 
32.8  39.5  26.9  51.0  30.4  
 

a n=16 b n=7 
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40mg 4 3

20mg 40mg 60mg 4  
  

10mg 4
40mg  



 

 

C1202 C2110
4 1 20 40mg

60mg
C1202 38.7 62.6% C2110/C2110E1 46.9 76.3%

 
C1202

C2305 C2402

 
 

G2304 129 11

38.7 73.9%

 
 

 
 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

 IGF-I C
 

40mg 4 3
20mg 40mg 60mg 4  

  
10mg 4

40mg  



 

 

 

 
 

 
 

Child-Pugh C 9.3.1  

 
 

 
 SC

AUCinf 8% 60% 79% Cmax
7% 67% 69%

 
 

 
 

 
 

1 1 1 3 1 2 1
4

HbA1c
4 6 1

9.1.1 11.1.1  
QT 3

9.1.2 9.1.3 11.1.2  
ALT AST 2 3

3 1
7.2 7.4 11.1.3  

6 12 X
 

 

 



 

 

 

 
IGF-I  

 
 

sstr1 sstr5 sstr2
sstr5 sstr2 SSA

HbA1c
. 6. (1) . 

8. (1)  
QT

. 8. (1) 
 

. 4. . 6. 
. 8. (1)  

SSA
6 12 X

 
IGF-

I
TSH T4 ACTH  

 

 
 

 
IGF-I C

3 4
 



 

 

 
HbA1c

1 3 1
8.1 11.1.1  

8.2 11.1.2  
 

 

QT
8.2 11.1.2  

 
 

. 5. . 8. (1) 
 

 
 

 QT QT
 

 

 
 

 
2.2 16.6.2

 
 

7.2 7.4
16.6.2  

  
16.6.2  

 
 

. 2. . 10.  
 

20mg
40mg 10mg

20mg . 4. 
. 10.  



 

 

 

. 10.  
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QT
 

11.1.2  

QT

 

QT
 

 
 

 
 

  
11.1.2  

  

CYP3A4  
 

CYP3A4
 CYP3A4

 

  

AUC
 

 

 
 

 
 

 
CCDS

*  
 

 
QT  

 

 SC 600μg 240mg 

 
CYP3A4  

CYP3A4
 

 

AUC 40
 

 



 

 

. 5. 
. 8. (2)  

 
*CCDS Company Core Data Sheet  

 CCDS  

 

 

 

 

63.4%  

8.1 9.1.1  
 5.7% 1.7%  

QT
8.2 9.1.2 9.1.3 10.2  

 6.3%  
ALT AST -GTP

8.3  

 
 

HbA1c
. 5. . 6. (1) 

. 7.  
 QT QT

. 5. 
. 7.  

 
. 5. 

 
  



 

 

 

 5%  5%  
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20  

 
 

 

 

 

 
 

4 1



 

 

20
 

1 4  
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hERG  HEK 293  
in vitro 10 30 100 M 
IC50 > 30 M 
100 M  

 
 

 
 

 0 0.4 0.8 1.6mg/kg n=4/  
 

1.6mg/kg 
 

  
 0 0.8 1.6 4mg/kg n=6/  

 
4mg/kg 

 

 
  

 0 0.4 1.2 4 12mg/kg n=10/  
12mg/kg

 
4mg/kg 

hERG human ether-a-go-go related gene 

 

10 g/kg 1 6
0.01 0.1 1 g/kg

1 g/kg
10 g/kg 1

 
 

0.01 10 g/kg 1
6  

 
1 g/kg GH

10 g/kg

. 2. (2) 
 

  



 

 

 
n/  

 
 

mg/kg  
 

mg/kg  
 

 
3  

 15 30 >30 
30mg/kg  

 

 
3  

 
 

 
15 30 

 
>30 

15 30mg/kg  
15mg/kg

 

 

 
 

n/  
    

3  
20  

 

1  

0 3 6 
mg/body  

3mg/body  

APTT
A/G Ca

 

 
21  

 

Ca

 

6  
30  

 

1  

0 3.125  
6.25 

mg/body 

3.125 
mg/body 

3.125mg/body  

Ca
Cl

 
6.25mg/body  

Na AST
ALP

 

 
21  

 

3.125mg/body 
6.25mg/body

 



 

 

 
 

n/  
    

26  
20  

30  

 
1 1  

 
0 0.024
0.08 0.24 
mg/kg/  

 
 

0 0.008
0.024 0.08  
0.24*mg/kg/  

*  
 

0.024 
mg/kg/  

0.008mg/kg/  

 
0.024mg/kg/  

 
0.024mg/kg/  

PT APTT
Mg Ca

GH  
0.08mg/kg/  

 
0.08mg/kg/  

 
0.24mg/kg/  

 

 
8  

  
0 0.24 

mg/kg/  
 

 
0 0.08  

0.24*mg/kg/  
*  

 

  

-1

 

1  
3 5  

 

1  

0 5 30 
mg/kg 

30 
mg/kg 

5mg/kg  

 
30mg/kg  

 

 
9  

0 30 
mg/kg 

 

 
 
  



 

 

 
 

n/  
    

39  
4 6   

1 1  

0 0.4  
1.6 3.2 
mg/kg/  1.6 

mg/kg/  

0.4mg/kg/  

3.2mg/kg/

 
1.6mg/kg/  

 
 

4  
0 3 .2  

mg/kg/  
 

 

 

   

 TA1535  
TA97a TA98 TA100 TA102 

3.2 2000 g/  
±S9  

  200 689.4 g/mL 
±S9 3 S9 20  

  0 5 16 50mg/kg 
24 2  

S9 +S9  
 

 
 

 mg/kg/ n/  

26 1 1  0 0.5 1 2.5 25  

104 1 1  0 0.01 0.05 0.3 50  
a CB6F1/Tg.rasH2  

 

 
 

 
 

n/  
  

mg/kg/  
 

mg/kg/  

4  
14 6  

25  
 0 0.1 1 10  10  

  

 
1.0mg/kg

 



 

 

 
 

n/  
  

mg/kg/  
 

mg/kg/  

6 17  
25   0 1 5 10 5  

5 
7 20  

20   0 0.05 1 5 0.05  
0.05 

 

10mg/kg/
10mg/kg/  

 

5mg/kg/ 1.0mg/kg/
5.0mg/kg/ 1.0mg/kg/

1.0mg/kg/ 5.0mg/kg/

 
 

 
n/    

mg/kg/  
 

mg/kg/  
6 21 22 23  

24   0 2 5 10 F0   
F1  

 
F0 5 10mg/kg/

F1
 

 

  mg/ n/  
 

  12 3  
 

 4  500 2  
 

 2  28 34 40 9  
  0 5 9 18  
  6 15  

 



 

 

  mg/kg/ n/  

 4  0 0.08 0.24 0.8 20  

 

0.8mg/kg/
KLH

IgM IgG
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Signifor powder and solvent for suspension for injection 
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8.1 Pregnancy  
Risk Summary 
The limited data with SIGNIFOR LAR in pregnant women are insufficient to inform a 
drug-associated risk for major birth defects and miscarriage. In embryofetal development 
studies in rabbits, findings indicating a developmental delay were observed with 
subcutaneous administration of pasireotide during organogenesis at doses less than the 
exposure in humans at the highest recommended dose; maternal toxicity was not observed 
at this dose [see Data]. 
The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. In the U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively. 
Data 
Animal Data 
In embryofetal development studies in rats given 1 mg/kg/day, 5 mg/kg/day, and 10 
mg/kg/day subcutaneously throughout organogenesis, maternal toxicity was observed at 
all doses, including the lowest dose tested which had exposures 12 times higher than that 
at the maximum therapeutic dose based on AUC comparisons across species. An 
increased incidence of early/total resorptions and malrotated limbs was observed in rats 
at 10 mg/kg/day. At 10 mg/kg/day in rats, the maternal systemic exposure (AUC) was 
42179 ng*hr/mL, approximately 106 times the exposure in humans at the highest 
recommended dose of 60 mg SIGNIFOR LAR administered as an intramuscular injection 
once every 4 weeks. 
In embryofetal development studies in rabbits given 0.05 mg/kg/day, 1 mg/kg/day, and 5 
mg/kg/day subcutaneously through organogenesis, maternal toxicity was observed at 1 
mg/kg/day, at a maternal systemic exposure (AUC) of 1906 ng*hr/mL, approximately 5 
times higher than the maximum human therapeutic exposure. An increased incidence of 
unossified forepaw phalanx, indicative of a developmental retardation, was observed in 
rabbits at 0.05 mg/kg/day, with maternal systemic exposures less than the systemic 
exposure in humans at the highest recommended dose. 
In pre- and post-natal developmental studies in rats given subcutaneous doses of 2 
mg/kg/day, 5 mg/kg/day, and 10 mg/kg/day during gestation through lactation and 
weaning, maternal toxicity was observed at all doses including the lowest dose (9 times 
higher than the maximum therapeutic dose based on surface area comparisons across 
species). Retardation of physiological growth, attributed to GH inhibition was observed 
at 2 mg/kg/day during a pre- and post-natal study in rats. After weaning, body weight 
gains in the rat pups (F1 generation) exposed to pasireotide were comparable to controls, 
showing reversibility of this developmental delay. 
8.2 Lactation  
Risk Summary 
There is no information available on the presence of SIGNIFOR LAR in human milk, the 
effects of the drug on the breastfed infant, or the effects of the drug on milk production. 
Studies show that pasireotide administered subcutaneously passes into the milk of 
lactating rats; however, due to species-specific differences in lactation physiology, animal 
data may not reliably predict drug levels in human milk (see Data). 
The developmental and health benefits of breastfeeding should be considered along with 
the mother’s clinical need for SIGNIFOR LAR and any potential adverse effects on the 
breastfed child from SIGNIFOR LAR or from the underlying maternal condition. 
Data 
Available data in animals have shown excretion of pasireotide in milk. After a single 1 
mg/kg [14C]- pasireotide subcutaneous dose to lactating rats, the transfer of radioactivity 
into milk was observed. The overall milk:plasma (M/P) exposure ratio of total 
radioactivity was 0.28, based on AUC0-  values. 
8.3 Females and Males of Reproductive Potential Discuss the potential for unintended 
pregnancy with premenopausal women as the therapeutic benefits of a reduction in 
growth hormone (GH) levels and normalization of insulin-like growth factor (IGF-1) in 
acromegalic females treated with pasireotide may lead to improved fertility. 
Similarly, the therapeutic benefits of a reduction or normalization of serum cortisol levels 
in female patients with Cushing’s disease treated with pasireotide may also lead to 
improved fertility. 
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B3 Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, 

without an increase in the frequency of malformation or other direct or indirect harmful effects on the human 
fetus having been observed. 
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which 
is considered uncertain in humans. 
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Safety and effectiveness of SIGNIFOR LAR have not been established in pediatric 
patients. 

 
2018 4  

The safety and efficacy of Signifor in children and adolescents aged 0 to 18 years have 
not been established. No data are available. 
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