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ST1Z 1956 Upjohn
Streptomyces achromogenes
invivo
1982
DOX
NET
NET
ST1Z STZ DOX STZ 5-FU
2005 NET
3
20010 5 21
1/
2011 2012
2014 9
1 ® 1g
- 1982
4-8)
2 / 9.5
/ RECIST version 1.1
3.1 1 1 1
37 Daily
4 1/
13 59.1
31.8 5 22.7
C

2/21

v-GTP AST GOT

Pfizer

National Cancer Institute : NCI

NU
1960 1970
NCI 52
5-FU
1
STZ
5
2011 11 16
2011

Neuroendocrine Tumor

100
Weekly 5
22 100
45.5 10 45.5
22.7 5

ALT GPT

invitro

19

21/21

v-GTP
22.7

NET

2-8)

NET

7



= (CR+PR)/
= (CR+PR+SD+Non-CR/Non-PD)/
CR: Complete Response PR: Partial Response
SD: Stable Disease NE: Not Evaluable

NE



1
2
3

2
1
2
3

3

4

5

6

7 CAS
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Zanosar® 1V Infusion 1g

ZANOSAR

JAN

Streptozocin (JAN)

HO
H O H
H
OH HA*
HO OH ITIO
H HN_ N
T “CHj
e} RUC* iz EZ—
C8|-|15N307
265.21

2-Deoxy-2-(3-methyl-3-nitrosoureido)-D-glucopyranose
2- -2-(3- -3- )-D-

NPC-10

18883-66-4



95 2-
25 /95 RH 0.2
115
pKa
1- Log P -2.704
[a]5 +43= 1.0g pH4 100mL
uv 228.7nm
6,506 95
pH 1-10 pH 6.2
RH
24
543 24
2542 605 6
4042 3
2542 D65 120 lux hr 85




2 pH pH
pH 3.5 4.5 1 9.5mL
1 1 500mL

1 pH 220mg

pH 220mg

¢)) 9.5mL
ImL 100mg

O]



RH
543 24
2542 605 6
3042 655 1
2542 D65 120 lux hr 86
@
1) 9.5mL
ImL 100mg
2)
0.2 2.5 25+
3 24 pH
0.2 2.5 6 24
20 0.2 2.5 2.5 24
5 - 0.2
2.5 24
0.2
2543 24
2.5
0.2
5 2543 24
2.5
0.2
2543 24 24
2.5
0.2
2543 24
2.5
o.13 0.2 2543 24
2.5
0.2
+
20 ) 2543 24 y

pH



)
1g 1 1 1
ImL 1
A 10mg 8.3mL
1
25-+2 pH
10 12 oH
5-FU 250
10mg 3 pH
10mg 20mg
1 3 6 (
° 10 o 3.7 3.7 3.7 3.7 3.7
) 100.0 100.0 99.9 100.0 100.2
5-FU 250 pH 7.6 7.7 7.7 7.7 7.7
) 100.0 77.2 5.8 20.5 20.5
10mg oA 3.7 3.8 3.8 3.7 3.8
) 100.0 100.0 100.2 100.3 100.3
200 ) a-2b o 3.7 3.7 3.7 3.7 3.7
) 100.0 100.2 99.7 99.6 99.9
° 3ng o 3.8 3.7 3.7 3.7 3.7
) 100.0 100.9 100.3 99.8 100.1
° 4 oA 3.7 3.7 3.7 3.7 3.7
) 100.0 99.9 99.6 99.8 99.6
“on ) o 3.7 3.7 3.7 3.7 3.7
9 ) 100.0 99.9 99.9 100.2 99.7
°  0.3mg o 3.7 3.7 3.7 3.7 3.7
) 100.0 100.3 100.2 100.0 100.0
®  0.75mg oA 3.8 3.8 3.8 3.8 3.8
) 100.0 100.3 100.5 99.9 100.2
3.3m : o 3.9 3.9 3.9 3.9 3.9
-3M9 ) 100.0 100.5 100.5 100.3 100.4
) o 3.8 3.8 3.7 3.7 3.7
4ng(0-4 ) ) 100.0 100.2 100.1 100.1 100.1
®

10mg o 3.8 3.8 3.7 3.7 3.7
) 100.0 100.2 100.4 99.9 100.5




10

11

12

13

14

1 3 6 6 ()
10mg pH 3.7 3.7 3.7 3.7 3.7
@) 100.0 99.9 100.1 100.4 100.1
®
20mg o 3.8 3.8 3.8 3.8 3.8
) 100.0 99.7 99.7 99.9 99.9
®
100mg pH 3.9 3.9 3.9 3.9 3.9
@) 100.0 99.9 100.2 100.2 100.4
10nmg pH 3.7 3.7 3.7 3.7 3.7
) 100.0 100.0 100.0 100.1 100.4
252
Piperacillin sodium40mg/mL Tazobactam5mg/mL 5 Dextrose
5mL  Streptozocin4Omg/mL 5mL 22
d 1

L.A.Trissel, et al. : Am J Hosp Pharm. 1994 ; 51(Mar 1) : 672-678.

Aztreonam 40 /mL 5 dextrose 5mL  Streptozocin4Omg/mL
5mL 23
- 4

L.A.Trissel, et al. : Am J Hosp Pharm. 1995 ; 52(May 15) : 1086-1090.




NET 2010

WHO NET NET
9 WHO
NET NET
/ 10)
23 4-8)
D 2 GLUT2
GLUT2
NET
(2) 11118 22) NET
) NET
O]
(5) / 2010 WHO NET 61 NET G2
NET 9.5 2/21 100
21/21
NET
o s s s e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e —— - =
NET
/
95 NET

1.5

1 500mg/m? 1 1 5

37 1

2.1

1 1,000mg/m? 1 1 1

1 1,500mg/m?



@
1) 5 1
4-6) 2 3)
2) / 5 6.7 1/15
100 15/15 1 16.7 1/6
100 6/6
100
5 1
5 1
&)
1) 5 1 500mg/m? 1
1,000mg/m? 1 1,500mg/m? tus 2
2) 5 1 500mg/m? 1 1,000mg/m?
1 1,500mg/m?
3) / 5 1 500mg/m? 1 1 1,000 1,500 mg/m?
1 7
3 1 1,000 1,500mg/m?
/ 5
1 500mg/m? 1 1,000mg/m?
1,500mg/m?
1 |
2 1 30 2 |
1 / 0
3-6)
14.
2. / 1 41.7 ( 24.0 135.0 )
30 1,000mL 2
/ 30 2 2
2
1 30 2
/
'6)) 600mL 2 30
0 100mL 30 2
3) 250mL 1

10
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Weekly

1

Daily

D

Weekly

Daily

Daily

42
Weekly

36.3

22

28.6

7

12



2)

Daily
Weekly 1 1,000mg/m?
250mg/m?
/ Weekly 7 3
1 4 1,500mg/m?
1,250mg/m?
SD 2
1,500mg/m?

PD 1

13

Non-CR/non-PD

1,500mg/m?

1,500mg/m?

3

Grade 1



5
Daily ! 15
STZ 500mg/m? /
/ Weekly 2 7
10) » STZ 1,000mg/m? /
1,500mg/m? / NET
Adolphe 19752 PK STz [“C] [*H] 15
Weekly 2
13)
Sadoff 1970 STZ 2,000mg/12 p 18
Daily ! 22
STZ500 750 1,000 1,500mg/m?
Moertel 197119 /
Weekly 2 16
STZ 1,000mg/m? /
2
Strolinsky Weekly
15) STZ 1,000 2,000mg/m? 53
1972 /
Broder STZ 600 1,000mg/m? 57
197316 11 Weekly 2
Moertel 1980 stz 43
oerte STZ 3 5-FU 400mg/m? / il
STZ ® DOX 50mg/m? 38
Moertel 1992 STZ * 5-FU 400mg/m? / 34
150mg/m? (33)
voertel 19701 STZ ® CPA 1,000mg/m? 47
oerte STZ 3 5-FU 400mg/m? / 4
Enastron 198420 STZ ® 5-FU 400mg/m? / 104
ngstrom DOX 60mg/m? (91)
STZ 400 600mg/m?
1 8
Bukowski 1987%V 65
STZ 200 400mg/m?
1 8
STZ ® 5-FU 400mg/m? / 78
Sun 200522 DOX 40mg/m? 5-FU 400mg/m?
/ (85)
STZ *+5-FU 400mg/m? / 32
11)
Dahan 2009 1EN (32)
Daily ! Weekly 4
23)
2011 54 \ET
ST1Z 5-FU DOX CPA
IFN (e
1 Dayl 5 5
2 1
3 Daily 500mg/m? /
1 6 Engstrom 1984 Sun 2005 1 10
4 1,000mg/body/ 1,000mg/body/2

[&;]

14




1) / 0

NET
Daily 1 Weekly 1/
Daily 15 1 1 500mg/m? 30 2
5 6 1 6 4
Weekly 7 1
1 1 1,000mg/m? 30 2
1 13 1,250mg/m? 19
1,500mg/m?
750  /m? 6 1 4
RECIST verl.l ¥
CTCAE Ver.4.0-JCOG
Full Analysis Set FAS Complete Response CR
Partial Response PR 9.1  2/22 Stable Disease SD  77.3 17/22 Non-CR/Non-PD
9.1 2/22 Progressive Disease PD Not Evaluable NE 4.5 1/22
Daily Weekly PR 6.7 1/15
14.3 1/7 SO 86.7 13/15 57.1 4/7 Non-CR/Non-PD 6.7 1/15
14.3  1/7 Weekly 3 PR Non-CR/Non-PD
SD 1
FAS NET PR 13.3 2/15 SD  80.0 12/15
Non-CR/Non-PD 6.7  1/15 Daily Weekly PR 11.1 1/9
16.7 1/6 s 88.9 8/9 66.7  4/6 Non-CR/Non-PD 0 16.7 1/6
Daily 2 SD PR
NET  Daily 4 SD 100.0 4/4
NET/ NET  Daily 2 SD Non-CR/Non-PD 50.0 1/2
Weekly 1 NE 100.0 1/1
9.5 2/21 Daily Weekly 6.7 1/15 16.7
1/6 100 21/21
FAS 22 1
Full Analysis Set
CR PR SD Non-CR/Non-PD PD NE
Daily 0 0.0 1 6.7 13 86.7 1 6.7 0 0.0 0 0.0 15
Weekly 0 0.0 1 14.3 4 57.1 1 14.3 0 0.0 1 14.3 7
0 0.0 2 9.1 17 77.3 2 9.1 0 0.0 1 45 22

15



NE

95
Daily 1 6.7 0.2 31.9
Weekly 1 16.7 0.4 64.1

2 9.5 1.2 30.4

NE
95

Daily 15 100.0 81.9  100.0
Weekly 6 100.0 60.7  100.0

21 100.0 86.7  100.0

Water Fall

(%)

20

10

=307 fEMIRTR : FAS
[ ]:Daily#5
T : Weekly %5

16



2)

/ RECIST
verl.l 2
RECIST
NET
/ NET 9.5 95
1.2 30.4 100 95 86.7 100.0
NET
26.1 45.7 2
NET 50 63
NET 3 24
2)
Kouvaraki 2
NET 84 5-FU DOX RECIST
39
CR PR NET
1
CR PR SD ) )
/ 9.5 (2/21 ) 100 (21721 )
10) STZ 0 2 13 @ 95% CI: 95% ClI:
1.2 30.4 86.7 100.0
NET
2011%2 > 26.1 45.7
50
\r  [Broder 1973 sz E 0 (15/63;) )
1 4 /8 )
24 57
Moertel 1979 419 | STZ CPA 8 ! 14 (10742 ) (24742 ) "
21 66
STZ 5-FU 3 5 17 /% ) (5/38 )
2 STZ 5-FU 0 12 12 15 31
Sun 2005 4% 12/78 ) 24/78 ) \S
NET] i3 28
DOX 5-FU 2 9 13 /8 ) 4/85 )
3 59
pahan 2009 ¢ | 5T¢ 5F 0 ! 18 w2 ) /32 ) "
9 72
IFN 0 3 20 3732 ) (23/32 )
CR : PR : SD
STZ 5-FU DOX CPA IFN (e
1 CR PR
2 CR PR SD

3 Non-CR/Non-PD

4

17




/ PFS 0S
0S
1992 PFS
PFS
NET D DOX 5-FU CLzZ
PFS 18 17 0S DOX
2 NET 5-FU DOX 5-FU
22) PFS 0S 5-FU 24.3 DOX 5-FU
15.7 5-FU
0S
PFS 0S
23)
NET 2011 STz 10.7 38.7
25.0
17)
Broder 1973 STz 75: :
1033
16.5
Moertel 1980 '® S1Z 17 1.4 PFS NS
0S NS
NET STZ 5-FU 17 1 223'0
STZ DOX 18 2 222'4
2 0S:
1)
oertel 1992 STZ 5-FU 14 2 68 Vs :P<0.03
1'8 G vs :P<0.004
cLz 17 2 I
4 19 STZ CPA 12.5
Moertel 1979 0S NS
STZ 5-FU 11.2
7.8 16.0
Engstron 1984 4 2 STZ 5-FU GL ) 64
0S P<0.25
DOX 6.5 12.0
26 48
. 7.6
NET | Bukowski 1987 4 2D FC-S STZ+5-FU+CPA
FAC-S  STZ+5-FU+DOX+CPA 12.9
Sun 2005 4 22) STZ 5-FU 5.3 24.3 0S P=0.0267
DOX 5-FU 4.5 15.7 PFS NS
4 1) STZ 5-FU 5.5 30.4
Dahan 2009 0S NS
IFN 14.1 44.3
STZ 5-FU CLZ CPA
IFN o
PFS 0Ss
NS

1 Time to progression
2 Duration of regression
3 Response duration

4

18




1) / 10)
NET Daily
15 Weekly 7
Daily 1 1 500mg/m* 5 Weekly 1,000 1,250 1,500
mg/m? 1
1.5 3
Weekly
t,, 0.546 0.665hr 32 40
Daily 1 1 500mg/m* 5 Weekly
1,000mg/m? 1,500mg/m?
5 PK 1 Crax
AUC,.  AUC,..
2) 12)
15 3 [*H]- 5 [*H]- [“c1-
1 [“C1- 6
1,500mg/m?
[“c]- [°H]- 100jCi 270pCi
5 35
3
[“cy 3 1 1/3 2
[*H] 2
9 [*C] [3H] 4
20 30 10 1
[“c1  [H] 5 [*]
4
5
iy
2)
3)

4)

19



D

2)

20



D

2)

3)

4)

26 27)

DNA DNA
DNA in vitro
[14c]
DNA
28)
L1210
[*H]
RNA
in vitro *©
CZClZ
G2/M
DNA in vitro
HL-60 DNA
SH_
1Cq, 86pamol/L
in vitro *
8mmol/L
200
53.3+%+6.7 45.8+4.9
) In vitro *V
HL-60
1Cq, 300pamol/L
) In vivo ®
L1210
1 1

50 100mg/kg

21

DNA RNA

DNA

0°-
[*H]

DNA

[14c]

29)

-DNA
DNA

RINmSF

=+

50 300mg/kg



1) 5

10)

10)

NET 15

1 1 500mg/m? 5 5
Crax 36.61046.824pag/mL mean==SD
Crax 39-35748.226p4g/mL  mean==SD 1.5
3 5
5
(k1g/mL)
50
n=15 Mean=SD
4 6 )
Cmax AUCO—oo 172
(pg/mL) g h/mL h
36.610+6.824 | 31.226+4.955 0.61540.056
5 39.357+8.226 | 33.271+6.863 0.665=0.086

22

n=15 Mean=SD



2) 1

NET 7
6 1 1 1,000mg/m?
13 3 1
1,250mg/m? 19 4 1 1,500mg/m?
1 3 4
1,000mg/m? Cox 68.394
+9.498jug/mL mean#SD n 7  1,250mg/m? Crax ~ 102.250=4-19.968jug/mL

mean==SD n 3  1,500mg/m? Crax
3 3 4

119.0304+4.076jag/mL mean=SD n

1.5 3

1
(Hg/mL)
140
120+
100-
1,000mg/m? n 7
801 e 1,250mg/m? n 3
—————— 1,500mg/m? n 3
601 Mean==SD
404 |
20+
0.
LL] T
24 ( )
Cmax AUCO—oo 172
mg/m? (ag/mL) g h/mL h
gy | 68.304 9.498 | 63.383:+10.174 | 0.637::0.046
13 Gy | 102.25019.968 | 81.512::11.800 | 0.6042:0.033
19 Giody | 119-030: 4.076 | 87321+ 5.393 | 0.546:0.055
Mean==SD
7
(

23



10)

NET
Weekly 3 0 30
10 20 30 60 90 3
p.15
1-
Daily Key 1.136640.1142/hr n 15
Weekly 1,000mg/m? Ke 1.092740.0769/hr n 7
1,250mg/m? Key 1.149740.0605/hr n 3
1,500mg/m? Key 1.278320.1296/hr n 3
Daily Clee 26,698.335945,127.7784L/hr n 15
Weekly 1,000mg/m? CLye 26,054.12244-4,220.9805L/hr n 7
1,250mg/m? Clye 26,298.2090+3,463.9501L/hr n 3
1,500mg/m? Clyr 26,030.23484409.4419L/hr n 3
Daily Vz 23,664.0657+4,916.1017L n 15
Weekly 1,000mg/m? Vz 24,004.6804+4,691.4947L n 7
1,250mg/m? Vz 22,997.3754+4,015.0591L n 3
1,500mg/m? Vz 20,491.8733+1,936.1996L n 3
12)
3 [*C] 1,500 /m?
[c]
.2.(3)

24



4 12)
[Hl [*c]
1,500mg/m? [*C]
1 1/3 2
[3H] 2
@
5
34)
[3"-methyl-C]- 8.5mg/kg
5 30
5
5
1 35)
2 CYP450
36-38)
P450
1A2 1B1 2A1 2B1 2C6 2C7 2C11 2E1 3A2 4A2 4A3 UDP-
UGT 1A3 1A9 2B7
3
4
5
6
1
2 12)
[3H] [*C] 1,500mg/m?
[“cl1 [H] 4
30 10 [“cl1  [H]
27 57 11
3 2 [H] 1
1 [“c1 [ 5

25

[14c]
[14c]

CYP

24

[H]

24

20



GLUT2
) GLUT2 B

GLUT2
GLUT

GLUT2

26



.10

€y
@
®

€))

27

STZ

STZ




O] /

®

STZ

€y

@

®
*

(5) y-GTP AST(GOT) ALT(GPT)

@
8.(2)

@

(3) cCDs 5

*

(5) v-GTP  AST(GOT) ALT(GPT)
8.(2)

STz

28

8.

8.(2)

0]

CCDS

CCDS

CCDS



CYP UGT
2014 6

39)

40)

22
13 59.1 10 45.5
22.7 5 22.7

100
10 45.5
5 22.7

Y-GTP

31.8

22

29

22




D

2) 4.5 13.6 13.6
3
3) 13.6 4.5 C 4.5
22.7
4) Y-GTP AST(GOT) ALT(GPT) 50.0
/
1) /
Grade 2 /
2)
CCDS
3)
CCDS
4) / 11 50.0 Y -GTP 7
AST(GOT) 4 ALT(GPT) 4
Yy -GTP 3 Grade 3 CCDS

30




10 10

( )
455
18.2

CK(CPK) LDH
Al-P
10
1 14-22)
1 45 184

31




323

22

10)

/7

Weekly 165

15/15
Grade4 5

158

Daily

Daily
Y-GTP

Grade 3

Grade 3

3

Weekly

2/15

13.3

Daily
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Grade

Grades

Grade 1-5

CTCAE

Grade

Grade 1
Grade 2
Grade 3

Grade 4
Grade 5

Grade

Activities of Daily Living (ADL)

instrumental ADL

self care ADL
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7.59/m%/
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44)
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*

9.5mL
ImL 100mg

€Y)
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®
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100mg/mL
1
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4)
CCDS
2014 6
15
@
)
Group 2B
PSUR 2001 2012
16
1.
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D

2)

3)

4)

5)

3 6 / 15 30 60mg/kg
60mg/kg
5 6 / 55mg/kg
3/ 5 15mg/kg 3
18 20 / 55mg/kg
65mg/kg
5 10 /
3/ 5 15mg/kg 3
1
45)
16.7mmol/L
5 17 / 25 35 45 55 65
45mg/kg
4 20 / 55 100mg/kg

55 100mg/kg C-

52)

53 54)

10 12 / 45mg/kg

55)

5 / 60mg/kg

39

45)

46)

45)

47

48)

in vitro
1.7 16.7mmol/L
11 12mmol/L

50)

100mg/kg

51)

AST
AST

56)



6)

40

10 7/ 60mg/kg
57)
35 / 50mg/kg
58)
59)
LDg,
mg/kg mg/kg mg/kg
125.6mg/kg
79.2 792.0 10 125.6 275 200mg/kg
315.5mg/kg
50mg/kg
79.2mg/kg
125.6mg/kg
31.5 315.5 10 50 138 200mg/kg
12.5mg/kg
25mg/kg
;g's 50mg/kg
12.5 100 50 25 50
100 ! 50mg/kg
1 100mg/kg 1
35mg/kg 1h
ALT AST
35 1h 6h 1 8
35mg/kg 6h
35 35
6h 1h 80mg/kg 1h
80 1h 1 B
1
5
2
2 1
37 3
D
2 0 1 3 10 30mg/kg/ 30mg/kg
10mg/kg
30mg/kg
10mg/kg
30mg/kg
10mg/kg AST ALT Y-
30mg/kg
3mg/kg/




2)

1 15 30 60mg/kg/ 2 4 60mg/kg
30mg/kg 15mg/kg
30mg/kg
15mg/kg
30mg/kg AST ALT LDH
60mg/kg
30mg/kg 60mg/kg
15mg/kg
30mg/kg
AUCq 24 5
30mg/kg/ 15mg/kg/
3 0 5 15mg/kg/ 1
15mg/kg 5mg/kg B
15mg/kg (o
5mg/kg 15mg/kg
15mg/kg
5mg/kg 15mg/kg
B
15mg/kg RR
11 3 AUCy_oun 5mg/kg
17.6 24.6pag h/mL 19.7 27.6p4g h/mL 15mg/kg
5mg/kg/
3
D
6 15 0 22mg/kg/ 6 9 9 12 12 15 10
20 30mg/kg/
6 15 22mg/kg 9 12 12 15 20mg/kg
30mg/kg 6 15 22mg/kg 6
15 22mg/kg 20 30mg/kg
6 15 22mg/kg 30mg/kg 6 15 22mg/kg
6 9 20mg/kg 9 12 12 15 30mg/kg 6 15
22mg/kg
10mg/kg/ 30mg/kg/
10mg/kg/
2)
6 18 0 5 10 20mg/kg/
6 18 20mg/kg
5mg/kg 1/15 10
20mg/kg 2/15 20mg/kg 5/15 20mg/kg
5mg/kg/ 10mg/kg/
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NET
STZ
NET
Cancer Principle and Practice | Lippincott Williams &
of Oncology 9™ Ed. Wilkins, a Wolters 2011
DeVita VT. et al. ed. Kluwer. STZ 5-FU DOX STZ
NET
STZ DOX 5-FU chlorozotocin dacarbazine
NCI PDQ National Cancer temozolomide
(National Cancer Institute |Institute 2012
Physician Data Query)
15
STZ DOX 5-FU temozolomide dacarbazine
everolimus sunitinib capecitabine
NCCN Clinical Practice National Comprehensive 2A
Guidelines in Oncology. 2
Neuroendocrine Tumors Cancer Network 2013
Version
3
NET
2009 STZ 5-FU STZ DOX
20 35
The European Neuro-
ENETS consensus guidelines endocrine Tumor NET G1/G2
Society NET G1/G2 NET
STZ 5-FU/DOX
2012 NET
15
NET G2
NET
NET STZ
5-FU STZ DOX STZ 5-FU DOX
NET STZ 5-FU DOX
The North American
NANETS Neuroendocrine Tumor 2010
consensus guidelines Society NET
NET
NET
NET G1/G2
STZ DOX
NET
1
STZ
5-FU STZ 20
30
S1Z 5-FU DOX
1
2
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5 2012 5

1.Daily
(Teva Parenteral |1982 5 7 1 500mg/m? 5
Medicines, Inc.) 1 1

1984 7 26 6
(Keocyt)

1985 2 8 2-Weekly
(Keocyt) 1 1,000mg/m* 1

1

(Keocyt) 1994 6 1 1,500mg/m?
(Keocyt) 2006 9 8
@
@

FDA pregnancy category D
Reproduction studies revealed that streptozocin is teratogenic in the rat and has abortifacient
effects in rabbits. When administered intravenously to pregnant monkeys, it appears rapidly in
the fetal circulation. There are no studies in pregnant women. ZANOSAR should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.
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