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2.6.7.1 EHRE—F

Study type Species and ~ Method of Duration of dosing Doses GLP Testing facility Study Location in
strain administration (mg/kg/  compliance number CTD
day)
Single-dose toxicity NA
Repeated-dose toxicity NA
Genotoxicity NA
Carcinogenicity NA
Reproductive and
development toxicity
Juvenile Rat, Cr:WI  p.o. Post partum days 7 - 34 (Post partum 0,6,20, No Novartis, East [0870247] 4.2.3.5.4-1
(Han) days 7-13 and 7 - 12 for 60 and 60 and Hanover, NJ, USA
180 m/kg/day group, respectively) 180
Juvenile Rat, Cr:WI  p.o. Post partum days 7 - 70 0,2,6 Yes Novartis, East [0870248] 4.2.3.5.4-2
(Han) and 20 Hanover, NJ, USA
Local tolerance NA
Other toxicity studies NA

NA = Not applicable. NOAEL is underlined.
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2.6.7.2 XY aXRTo492R: XTI RAEBBR—ER

Study type Species and strain Method of administration ~ Doses (mg/kg) GLP compliance Study number Location in CTD

Juvenile development study Rat, Crl:WI (Han) p-o. 0,2, 6 and 20 Yes [0870248] 4.2.3.5.4-2
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2.6.7.3 FEXPaxxT4 0 ARBRE—ER

. Rat Study number Location in CTD
Daily dose
male female

Cmax (ng/mL) [0870248] 4.2.3.5.4-2
2 mg/kg/day, p.o. Post partum day 7 770 947

Post partum day 70 117 496
6 mg/kg/day, p.o. Post partum day 7 4040 3130

Post partum day 70 903 2210
20 mg/kg/day, p.o. Post partum day 7 8130 7160

Post partum day 70 3500 5400
AUCO0-24h (ng*h/mL)
2 mg/kg/day, p.o. Post partum day 7 11900 13000

Post partum day 70 935 3750
6 mg/kg/day, p.o. Post partum day 7 57900 51600

Post partum day 70 7300 18300
20 mg/kg/day, p.o. Post partum day 7 122000 108000

Post partum day 70 34100 51200
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2.6.7.4 SMHRBRICALERE /Ry

Batch No. Purity (%) Specified impurities (%) Study type Study No. Location in CTD

an
__ . e e
coar a a a

Juvenile development dose range-finding study in rats [0870247] 423541
Tuvenile development study in rats [0870248] 423542
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2.6.7.11 ARERESHERER : EELRBRUNDOHER

Non-pivotal studies

Species/  Method of Duration of dosing Doses Gender  Noteworthy findings Study Location in
strain administration (mg/kg/day) and No. number CTD
(vehicle/ per
formulation) group
Rat/ p-o. Post partum days 7 - 34 0, 6, 20, 60 12M >20 mg/kg/day: Reduction in body weight and body weight gain [0870247] 4.2.3.5.4-1
Crl:WI and 180 and 12F  were noted.

(suspension in
(Han) — 0.59%
hydroxypropyl
methylcelluloce)

(post partum days 7 -
13 and 7 - 12 for 60 and
180 m/kg/day groups)

60 mg/kg/day: Mortality (7 males and 3 females) and molibundity
(1 male and 2 females) occurred by post partum day 14, and
remaining animals were terminated on that day. Decreased activity
was observed.

180 mg/kg/day: Mortality (8 males and 4 females) and molibundity
(2 females) occurred by post partum day 13, and remaining animals
were terminated on that day. Decreased activity was observed.

NOAEL was 6 mg/kg/day.
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26.712 HEREEMHER  FHRERVERET TOMNIAKEFRELE(CRET 55058
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2.6.713 AREHRAESHFER : F - REREICET 58
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2.6.714 AREHRAESHSER  HEMRUHARORELVICBEOKEEICET 588
FLECHEIE L
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26.7.15 HEBYMEALV-ESHERER

Report title: An oral (gavage) juvenile development study in rats

Species/strain: Rat/ Crl:WI (Han)
Initial age: post partum day 7

Date of first dose:_

Duration of dosing: post partum day 7 (single dose animals) and
post partum days 7 - 70 (main and pathology ammals)
Duration of postdose: Approx 5 weeks (non-fertility animals) to

8 weeks (fertility ammals)
Method of administration: p.o.

Special features: pre- and post-weaning evaluations, fertility assessment {(main study animals)

No Observed Adverse Effect Level: 6 mg/kg/day

Study no.: [0870248]

Vehicle/formulation: suspension in 0.5% hydroxypropyl
methylcellulose

Locationin CTD: 4.2.3.5.4-2

GLP compliance: Yes

Daily Dose (mg/kg) 0 (Control) 2 6 20

Single-dose animals

Number of Animals M: 8 F: 8 M: 16 F: 16 M: 16 F. 16 M: l6 F: 16
Toxicokinetics

AUC0-24h (ng*h/mL), post partum day 7 NA NA 11900 13000 57900 51600 122000 108000
Cmax (ng/mL), post partum day 7 BLQ BLQ 770 947 4040 3130 8130 7160
Main study animals

Number of Animals M: 40 F: 40 M: 40 F: 40 M: 40 F. 40 M: 40 F: 40
Toxicokinetics

Number of animals M: 8 F: 8 M: 8 F. 8 M: 8 F. 8 M: 8 F: 8
AUCO0-24h (ng*h/mL), post partum day 70 NA NA 935 3750 7300 18300 34100 51200
Cmax (ng/mL), post partum day 70 BLQ BLQ 117 496 903 2210 3500 5400
Noteworthy Findings

Died or Sacrificed Moribund 0 0 0 0 0 0 0 0
Clinical signs - - - - - - - -
Body weight (%%, post partum day 35 137 g 117 g +1.5 +1.7 -0.7 0.0 -5.8%* -5.1%*
Body Weight (%), post partum day 70 324g 198 g +0.3 +2.5 -0.9 +2.0 -4.6% -3.0
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26.7.15 HESMEZAV-SHEHER (&GE)

Daily Dose (mg/kg) 0 (Control) 2 6 20
Body weight gain (%?), post partum days 24 - 28 2lg 18 ¢ +4.8 0.0 0.0 0.0 -4.8% -5.6*
Body weight gain (%?), post partum days 66 - 70 15¢g 6¢g +6.7 0.0 +13.3 0.0 +6.7 0.0
Food Consumption (%°), post partum days 28 - 35 18 16 g/animal/d 0.0 +6.3 0.0 0.0 -5.6%* -6.3%*
g/animal/day  ay
Food Consumption (%), post partum days 63 - 70 25 18 g/animal/d  +4.0 +5.6 0.0 +5.6 0.0 0.0
g/animal/day  ay
Pre-weaning evaluation
Eye opening - - - - - - - -
Post-weaning evaluation
Preputial separation, post partum day 47 40/40 NA 39/40 NA 38/40 NA 33/40%* NA
Preputial separation, post partum day 48 40/40 NA 40/40 NA 38/40 NA 37/40 NA
Acoustic startle - - - - - - - -
Puillary reflex - - - - - - - -
Vaginal opening NA - NA - NA - NA -
Recovery period
Pathology examination
Number of animals M: 10 F: 10 M:10 F: 10 M: 10 F: 10 M:10 F:10
Organ weights - - - - - - - -
Macroscopic pathology - - - - - - - -
Microscopic pathology - - - - - - - -
Post-weaning examination
Number of animals M: 20 F: 18 or 20 M: 20 F: 20 M: 17 or 20 F: 20 M: 19 or 20 F: 18,19 or
20

Open field motor activity
Water M-maze

Passive avoidance
Fertility assessment
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26.7.15 HEBMEAVE-FHESER (KE)
Daily Dose (mg/kg) 0 (Control) 2 6 20
Pathology animals
Number of Animals M: 12 F: 12 M: 12 F: 12 M: 12 F: 12 M: 12 F: 12
Noteworthy Findings
Died or sacrificed moribund 0 0 0 0 0 0 0 0
Body Weight (%"?), post partum day 70 330 g 196 g -4.2 -2.0 -4.8 -3.1 -4.2 -4.6
Clinical Observations - - - - - - - -
Hematology - - - - - - - -
Clinical Biochemistry - - - - - - - -
Urinalysis - - - - - - - -
Organ Weights (%)
Heart 0.99769 g 0.68992 g -4.1 +0.6 +3.2 +3.8 +7.2 +11.0%*
Kidney 2.14 g 142 ¢ -4.7 +1.4 +1.4 +1.4 +7.0 +6.3
Spleen 0.70220 g 0.44457 g +1.3 -33 +5.5 +1.7 +10.1 +16.2##
Pituitary 0.00650 g - -6.3 - +18.2 - +27.7* -
Thyroid 0.02445 g - +3.1 - +17.5% - +23.6%* -
Macroscopic pathology - - - - - - - -
Microscopic pathology - - - - - - - -

- =no noteworthy findings; NA= not applicable; BLQ = below limit of quantification; M = Male; F = Female; Dunnett's test: * = p<0.05, ** = p<0.01; Dunn's test: ## = p<0.01

a = For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the percent differences).
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2.6.7.16 EFTRIBERER
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