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[2£ 4] 4-[(5R)-6,7-Dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-3-fluorobenzonitrile monophosphate
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* HiPOy4
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31 FHXEEEw
FE . Fvn FeAZy b BE S AANT A S HAREE | A
2AE . A A¥DHE 1mg, Smg
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s # B HH RBREHEHE BRBREERET (N1 Fic e
42 BBmEE
42.1 FEBMB
42.1.1 #AHEHEMTIER
4.21.11 Effect of NVP-LCI699-NX-1 on human 11B-hydroxylase activity in vitro 4T A Z(IE.j. E] S ST A o HRREE FEAT
4.21.1-2 Effect of NVP-LCI699 on the activity of recombinant human aldosterone ST 4 A 2(. EI A I H AT 4 A g HAREE Eudiin
synthase in vitro
421.13 PK-PD profile of the aldosterone synthase inhibitor NVP-LCI699 in a ST 4 A il =) 20 E J ST g A w5 HdEE AT
single-dosing screening model in conscious rats
421.1-4 | PK-PD profile of the aldosterone synthase inhibitor NVP-LCI699 in a ST 4 A ] = 5 E 2 ST g A s HEE LA
single-dosing screening model in conscious rats
4.2.1.1-5 PK-PD profiling of aldosterone synthase inhibitors in conscious ST A 2(. ﬂil B . A ST A g HRREE i
cynomolgus monkeys: model development and validation with NVP-
LC169%
4212 BRREEERB
4.21.2-1 Effect of NVP-LCI699-NX-1 on aldosterone production in human ST 4 A A ARNT S A HES- HHAREE B
adrenocortical carcinoma NCI-H295R cells
4.21.2-2 Effect of NVP-LCI698-NX-1 on human aromatase activity in vitro ST A T A HEH- HHREE AT
4.21.2-3 Effect of NVP-LCI699-NX-1 on human aromatase activity in vitro S ST 4R A SNT A 1B HAREE B i
42124 Effect of LCI899 metabolites on human 113-hydroxylase activity in vitro S ST R 23T A 1B HAREE ER i
4.21.2-5 Effect of LCI699 metabolites on human aromatase activity in vitro S ST 4R A SNT 4R 1B HAREE Bl
4.21.2-6 Effect of LCI699 metabolites on human aldosterone synthase activity in F ST R A 3NT A 1B HAREE B
vitro
4213 EEMERERER
4.213-1 | NVP-LCI699: In vitro Safety Pharmacology Profile R A ST 4 A HEH HRPEE HE
4.213-2 | Electrophysiological Safety Measurements of hERG AT A 2T A HESL HAPEE ZE
Currents in Stably Transfected HEK293 Cells
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42133 Effects of test article LCI699 on cloned hERG channel surface expression *E HEsh HASBEE BE
in mammalian cells
42134 | Effects of LCI699 on cloned ion channels expressed in mammalian cells *EH iy N HHASEE B%E
4213-5 | Electrophysiological study of LCI699 in isolated heart IRV T 4 A ) 7NVTF 4 A 248 HAREE 5%
42.13-6 | Invitro evaluation of LCI699. SOM230. LCI699+SOM230 and ) 7SVTF 4 R ) ISIVT 4 R i 243 RS E 5%
LCI699+Aglucose for their QT Prolongation Liability, TdP Potential and
QRS widening using the Isolated Rabbit Ventricular Wedge
4213-7 | LCI699: A neuropharmacological profile (NPP) after oral (gavage) A~ *E bl T4 HAREE FEAfh
administration in male rats A
4213-8 | A phamacological assessment of the effects of LCI699 on A = Vo ho a4 i 24 HAREE Al
the respiratory system of the albino rat B A
42139 | Investigative telemetry study of cardiovascular effects in male dogs after 25V T 4 R F.A 5| S SNVT 4R 24N HAREE &%
a single oral administration ]
42.13-10 | A phammacological assessment of the effect of the oral administration of 2 FR A E~ Vot g sk HAREE A
LCI699 on the cardiovascular system of the beagle dog using telemetry 20 =0 B A
42.13-11 | An oral (gavage) sighting single dose with non-invasive telemetry in I 750V T 4 A 2 = B B I SNT 4 R HEsh HAMEE B%
male and female monkeys
4213-12 | 2-week oral (gavage) and subcutaneous injection dose range finding 2NV T 4 A 2(. ﬁ:—l A . =] J2)VT 4 A s+ HAREE B%
toxicity study in male monkeys with non-invasive telemetry ]
42.13-13 | Single oral and subcutaneous dose cardiovascular telemetry study in male 2 sy E B~ y: vt o st HAREE B2
Cynomolgus monkeys 2 =l B A
4213-14 | LCI699/SOM230: Single Oral Gavage and/or Subcutaneous Injection 20 = A B~ *E b 248 HAREE Al
Dose Cardiovascular Telemetry in Male Cynomolgus Monkeys 2 += B H
4214 FEHFHRVEEERRR
ESTs - [ - = [ - = =
422 FYHBHERE
4221 SPERUASY F—va VRER
422.1-1 Quantitative determination of LCI699 in mouse plasma by LC-MS/MS ) 2VT 4 A 20 =0 5B B JSVTF 4 R Es HAREE Eaali]
42212 | Quantitative determination of LCI699 in rat plasma by LC-MS/MS J SV 4 R (NN ElE | /TR s HABEE | Wil
42213 Validation of a method for the determination of LCI699 in rat plasma I SNVT 4 R J2NNVT 4R s HAEEE AR
(K2EDTA) by liquid chromatography-tandem mass spectrometry (LC- 2(. ﬁ’il A . H
MS/MS)
42214 Quantitative determination of LCI699 in rabbit plasma and fetal tissue I 2SVT 4 A 2(. ﬁil A . B I NNVT 4 A i 248 HAREE A
homogenate by LC-MS/MS
4221-5 Quantitative determination of LCI699 in dog plasma by LC-MS/MS I 25VT 4 A 208 =8 F |l B 7SNV T 4 A s HAEEE Frafi
42216 | Quantitative determination of LCI699 in monkey plasma by LC-MS/MS ) PVTF 4 R 2( E E J7SIVTF 4 A s HARESE | Fl
4221-7 Exploratory determination of LCI698, the LCI699 enantiomer, by LC- I 25WVT 4 R 2(. qzl A I H I ISNT 4 R b2 8 HAREE Al
MS/MS in plasma of human, rats, dogs and rabbits
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42218 D4CTLCI699 Synthesis and Analysis ) 2SVT 4 A 208 <) E@ B ) RVT 4 R b2 HABEE Eial]
42219 | [CILCI699 Resynthesis and Analysis J2SVT 4 R M ElE | T4 5+ HABEE | Wl
422110 | [M+6]LCI699 Synthesis and Analysis ) RT 4 A i B El E ) 7SVTF 4 A W HAgEE | T
4222 WY
4222-1 Evaluation of steady state exposure of LCI699 following a single I 23VT 4 A 2(. ﬁil A . = I 2NVTF 4 A HEs+ HAREE TR
intravenous infusion in the rat
42222 | Absorption, metabolism and excretion of [*C]JLCI699 following oral and JRIVF 4 A =15l = ) 2’VTF 4 R HES HAREE B
intravenous dosing in dogs
42223 Evaluation of steady state exposure of LCI699 following a single 20T 4 A >l =0 50 B JISNVT 4 R b4 HAREE A
intravenous infusion in the dog ‘ I I
4223 7
4223-1 Tissue distribution following an oral or intravenous dose of [*C]LCI699 VY P 2(. QEI A . = VA % 8 sk HABEE Eai]
1n the rat
42232 | Blood distribution and in vitro binding of [“CJLCI699 in the rat, dog, ) 2SVT 4 A ) ISVT 4 A i 24 HAREE A
monkey and human plasma and/or serum proteins 2(. fﬁ. A . H
Amendment no.1
42233 In vitro blood distribution and plasma protein binding of [*CJLCI699 in D25V T 4 A I 2)NVT 4 A biiTyN HARESE LA
the mi or B2 Bl G
e mice
4224 M
- - - - -
42241 ﬁ:::z:z :f[ 4CILCI699 in the mouse following multiple oral doses JANTF 4 R 2(. f15. A I B IRNT 4 A Wi HABES T4l
Chiral analysis of LCI698 in rat serum (Study 0670141) after daily oral ponp T R 2
sgowy |t ot nl ) SNTF 4 A 2 = 5 e | /TR 2 HAREE |
In vitro metabolism of [*C]LCI699 in rat. dog, monkey, and human
42243 | hepatocytes sonvza2 | 2 ¥ BERe | /oA TaR s HAMEE | W
Amendment no.1
4225 Hhit
Absorption, metabolism and excretion of LCI699 in the rat following an e i e
e—— intravenous or oral dose of [“CJLCI699 — 2(. ﬁiI A . A st w5 HRREE Al
4226 ROHBBEEOROEEER GEEREK)
B - — = | = [ = [ =
4227 X OhOEYBBRER
ESS B . - [ = L = | =
423 WERBR
4231 HERSBERE
423.1-1 LCI699: An acute oral (gavage) toxicity study in mice 2 ~ 3
(gavage) toricity study i 2!2‘1“'5 K s HARES | HE
4232 REHRSHERB
4232-1 2-week oral (gavage) dose range-finding toxicity study in mice JRF 4R 22 ﬁ; ﬁ]ﬁ =] ;« JIT 4 A w s 5%
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42322 13-week oral (gavage) dose range-finding toxicity study in mice JRNF 4 R J AT 4 A Wi HASEE T
42323 2-week oral (gavage) pilot toxicity study in female rat I 7SIVTF 4 A I 5NVT 4 A HEsk HASBEE %
42324 4-week oral (gavage) toxicity study in rats with a 4-week recovery period JINT 4 A JRAT 4R T HAEEE T4l
42325 Il)z;lv;zek oral (gavage) toxicity study in rats with a 8-week recovery )T 4 A His A i
42326 26-Week Oral Gavage Chronic Toxicity and Toxicokinetic Study with
LCI699 in Rats with a 13-Week Recovery Period *E b 248 HAREE A
42327 A 13-week oral (gavage)/ subcutaneous injection (SC) toxicity study in R
o (rnge) e O 4 T HNEES | THE
42328 3-day intravenous (continuous infusion) dose-range finding study in rats I 7SIVTF 4 A ) 2NNVT 4 A b5 8 HARESE &%
42329 2-week intravenous (continuous infusion) toxicity study in rats AT 4R JRAF 4 R Aot HAEEE Al
4232-10 | An oral (gavage) pilot toxicity study in male dogs I 275IVTF 4 A ) 2SNVTF 4 A s HAEEE 5%
4232-11 | 2-week oral (gavage) range-finding toxicity study in female dogs ) 7SIVT 4 A J2SIVT 4 R HEsh RIS E 5%
4232-12 :;::k oral (gavage) toxicity study in dogs with a 4-week recovery ) RT 4 R RN 4R W s il
232- - 1ct 1 ith a 4- ——— it s "
4232-13 Il);,inwoce;:k oral (gavage) toxicity study in dogs with a 4-week recovery JINT 4 A JRAT 4R T HAEEE T4l
4232-14 | 39-Week Oral Gavage Chronic Toxicity and Toxicokinetic Study with
LCI699 in Dogs with a 4-Week Recovery Period *E bi 1248 HAREE A
4232-15 | LCI699: A maximum tolerated dose and a 4-day range finding :
intravenous infusion toxicity study in the beagle dog BT st HAREE &%
4232-16 | LCI699: A 14 day intravenous infusion toxicity study in the beagle dog l g w4t HAEEE A
4233 BEBERR
4.2.3.3.1 In Vitro BB
4233.1-1 | Miniscreen Ames test I 3NVT 4 R FR A H ) 7SVT 4 R b2 HREE BE
4233.1-2 | Reverse Mutation in five histidine-requiring strains of Salmonella 5 e B: B~
typhimurium “2 $II ﬁi‘ H AFXY R i 24 HAREE B
4233.1-3 | Micronucleus test in vitro using TKG6 cells ) 7SVT A A FQ B E ) RNNVTF 4 A B HtHhEgEE | 3%
4233.1-4 | Induction of Chromosome Aberrations in Cultured Human Peripheral 20l =1 B B~
Blood Lymphocytes (2‘ ﬁ!I ﬂ‘ H AXY R b 248 HAREE A
42332 InVivo BB
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4.2332-1 | Rat Micronucleus Test l B WS HASEE STl
42332-2 | Invivo alkaline single cell gel electrophoresis analysis in rat liver and SR : :
peripheral blood leukocytes with LCI699 - L gl HARES i

4234 DBARERE
42341 R AFHERER

42341-1 | A 104-week oral (gavage) carcinogenicity study in mice l BF Wi HAEES S

4234.1-2 | A 104-week oral (gavage) carcinogenicity study in rats l B st HAEEE Evd
42342 SHUTPHIHATIERBR

ESEE — = = l = = =
42343 ZOMOBEE
[aE R L = = = = =

4235 AFEBABERE
42351 FIERRUERE COMBERECHT IHRB

4235.1-1 | An oral (gavage) fertility and early embryonic development study in rats JANTF 4 R ﬁiﬁi EE : & ) RAF 4 R WAt HAmeE S
42352 BE - BRFEAICBT SHEB _

4.2352-1 | An oral (gavage) embryo-fetal development study in rats JRAT 4R Wt s B

423522 fa(t:sIG99/LCI698: An oral (gavage) embryo-fetal development study in BFF o HA@mEE S

423523 ;‘:11) ::":1 (gavage) embryo-fetal develoment dose range-finding study in JrIVT 4 A sk HAWMESE B

423524 | An oral (gavage) embryo-fetal development study in rabbits ) RAF 4 R W HANEEE S
42353 HEMRUCHEROBEF I BEOHKEICET 2HE

42353-1 21:5 oral (gavage) pre and postnatal developmental toxicity study in the BF & Hidh HANGES ST
42354 HERZRAVRE

42354-1 | A dose range-finding oral gavage study in the juvenile rat B sk HAEEE BE

423542 ﬁ.e:—o\;eek oral gavage study in the juvenile rat with a 6-week recovery BFH w4 HAEES 4
4236 RETRRIERE

4236-1 nA:ds:sas:slae;lt Cc[»i ;)Xta’ISItEsEnIs)itizing potential with the murine local lymph S H4 HAHES S
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4236-2 Primary Skin Immitation/Corrosion Study with LCI699-D11(=AZA) in the 2(! 53! A ! A~ o ’
Rabbit (4-hour Semi-Occlusive Application) l ) =l 5l B +7v¥ 55t HAREE #¥{li
4237 ZOMORIERE
42371 HiRERER
| BmAER R L = [ = [ = [ = = =
42372 SREBERE
LT = = S = 1 =
42373 WERFOBFICBET 2R
423.73-1 | 4-week oral (gavage) toxicity study in rats with a 4-week recovery period L= R g =
Gene expression analysis of liver IRV T 4 A 2(. ﬁil A . 5] I R)NVT 4 A s HAREE 5%
423.73-2 | 4-week oral (gavage) toxicity study in rats with a 4-week recovery
period: Evaluation of published rodent liver gene expression signatures
for CAR-mediated mode of action and comparison with LCI699 liver J2SVT 4 A 2(. ﬂ-:-l A . 5| SNV T 4 A HEsh HAREE BE
gene expression data and historical data from a 4-week phenobarbital
study
42374 REERE
EETiae =1 = S =T =
42375 KREHOBERB
ES = [ = [ = [ = = [ =
4.23.7.6 THith O BIERB
42376-1 | Insilico prediction of potential mutagenic properties I 20VTF 4 A = I 75)IVT 4 A biiTy N HARES BE
423.7.6-2 | Insilico prediction of potential mutagenic properties I )NVT 4 A 2 I 25NNT 4 A St HAREE BE
4.23.7.6-3 | Bacterial Reverse Mutation Assay
AFXY R i 24 HAREE B
423.7.6-4 | Bacterial Reverse Mutation Assay
AFY R b 243 s E B
42376-5 | A4 week oral (gavage) impurity toxicity study in the rat with :
micronucleus assessment AT 2 HAREE #F{ifi
42376-6 | A4 week oral (gavage) impurity (185-14) toxicity study in the rat with 3
micronucleus assessment l AT s HAREE w¥ifi
4.23.7.6-7 | ICH M7 Mutagenicity assessment of impurities J250VT 4 A I 23)VTF 4 A Pii%4 S HAMEE BE
42377 ZOMOBEE
423.7.7-1 | UV/vis absorption spectrum for initial phototoxicity assessment 7T 4 R | 20 =8 EQ B | I 250VT 4 A l HE4t HAREE | HE
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4.3-1 Ahmed A, Schmidt C, Brunner T (2019) Extra-adrenal glucocorticoid synthesis in the intestinal mucosa: between immune homeostasis and immune escape. Front WS-
Immunol; 10:1438.

4.3-2 Alison RH, Capen CC, Prentice DE (1994) Neoplastic lesions of questionable significance to humans. Toxicol Pathol; 22(2):179-86. L4

433 Amaral VC and Nunes GP Jr (2009) Prednisone reduces ketoconazole-induced skeletal defects in rat fetuses. Arch Toxicol; 83(9):863-71. bii%4N

4.3-4 2Ble;)trame D, di Salle E, Giavini E, et al. (2001) Reproductive toxicity of exemestane, an antitumoral aromatase inactivator, in rats and rabbits. Reprod Toxicol; 15(2):195- sk

4.3-5 Bohlender J, Fukamizu A, Lippoldt A, et al. (1997) High human renin hypertension in transgenic rats. Hypertension; 29(1 Pt 2):428-34. -

4.3-6 Bulun SE (2014) Aromatase and estrogen receptor a deficiency. Fertil Steril; 101(2):323-9. 24N

4.3-7 Capen CC (1997) Mechanistic data and risk assessment of selected toxic end points of the thyroid gland. Toxicol Pathol; 25(1):39-48. L4

4.3-8 Creemers SG, Feelders RA, de Jong FH, et al. (2019) Osilodrostat is a potemtial novel steroidogenesis inhibitor for the treatment of Cushing’s syndrome: an in vitro study. Yash

J Clin Endocrinol Metab; 104:3437-49.
43-9 Daniel AB, Strickland J, Allen D, et al. (2018) International regulatory requirements for skin sensitization testing. Regul Toxicol Pharmacol; 95:52-65. 4N
4.3-10 Davies B and Morris T (1993) Physiological parameters in laboratory animals and humans. Pharma Res; 10(7):1093-9. -
4.3-11 Elcombe QR, Peffer RC, Wolf DC_, et al. (2014) Mode of action and _human re!evance anglysis for nuclear receptor-mediated liver toxicity: A case study with sk
phenobarbital as a model constitutive androstane receptor (CAR) activator. Crit Rev Toxicol; 44(1):64-82.

4.3-12 Friedrich A and Qlejniczak K (2011) Evaluation of carcinogenicity studies of medicinal products for human use authorised via the European centralised procedure (1995- sk
2009). Regul Toxicol Pharmacol; 60(2):225-48.

4.3-13 Gomez-Sanchez EP, Ahmad N, Romero DG, et al. (2005) Is aldosterone synthesized within the rat brain? Am J Physiol Endocrinol Metab; 288(2):E342-6. bii%4N

4.3-14 Huang BS, White RA, Ahmad M, et al. (2013) Role of brain corticosterone and aldosterone in central angiotensin II-induced hypertension. Hypertension; 62(3):564-71. b4

4.3-15 gunker Walker U and Nogués V (1994) Changes induced by treatment with aromatase inhibitors in testicular Leydig cells of rats and dogs. Exp Toxicol Pathol; 46(3):211- sk

4.3-16 Kirkland D, Aardema M, Henderson L, et al. (2005) Evaluation of the ability of a battery of three in vitro genotoxicity tests to discriminate rodent carcinogens and non- sk
carcinogens 1. Sensitivity, specificity and relative predictivity. Mutat Res; 584 (1-2):1-256.

4.3-17 I;;?Z)icf4”g,51\;[uto S, Hayashi M, et al. (2008) Strain differences in hepatic cytochrome P450 1A and 3A expression between Sprague-Dawley and Wistar rats. J Toxicol Sci; Yok

4.3-18 La Vecchia C and Negri E (2014) A review of epidemiological data on epilepsy, phenobarbital, and risk of liver cancer. Eur J Cancer Prev; 23(1):1-7. LA

4.3-19 Matthews EJ, Kruhlak NL, Cimino MC, et al. (2006) An analysis of genetic toxicity, reproductive and developmental toxicity, and carcinogenicity data: I. Identification of Yok
carcinogens using surrogate endpoints. Regul Toxicol Pharmacol; 44(2):83-96.

4.3-20 Menard J, Rigel DF, Watson C, et al. (2014) Aldosterone synthase inhibition : cardiorenal protection in animal disease models and translation of hormonal effects to y
human subjects. J Transl Med; 12:340. S

4.3-21 Meredith EL, Ksander G, Monovich LG, et al. (2013) Discovery and in vivo evaluation of potent dual CYP11B2 (aldosterone synthase) and CYP11B1 inhibitors. ACS sk
Med Chem Lett; 4(12):1203-7.

4.3-22 Mornet E, Dupont J, Vitek A, et al. (1989) Characterization of two genes encoding human steroid 11 beta-hydroxylase (P-450(11) beta). J Biol Chem; 264(35):20961-7. b4

4.3-23 Nunez SB, Blye RP, Thomas PM, et al. (1996) Recovery of reproductive function in rats treated with the aromatase inhibitor fadrozole. Reprod Toxicol; 10(5):373-7. 724N

4.3-24 ggff%%Rz((]), LeBaron MJ, Battalora M, et al. (2018) Minimum datasets to establish a CAR-mediated mode of action for rodent liver tumors. Regul Toxicol Pharmacol; WA

4.3-25 Qatanani M, Zhang J, Moore DD (2005) Role of the constitutive androstane receptor in xenobioticinduced thyroid hormone metabolism. Endocrinology; 146(3):995-1002. o

4.3-26 F1{1030ney J,Hill T 3 rd, Qin C, et al. (2018) Adverse outcome pathway-driven identification of rat liver tumorigens in short-term assays. Toxicol Appl Pharmacol; 356:99- WA
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53 ERAHBEES
531 HMERFRBREEE
5311 SAALFTALFEIF 4 (BA) HBERE
A Phase I, randomized, _opcn-labcl, single-dose, two-period, crossover study o 9 =l 5 g~ N _
in healthy Japanese subjects to evaluate the effect of food on the S ST 4 A HA, g1 Fegk 5 HAHEE | D
33111 | bisavailability of osilodrostat tablet EI. Hll a
Errata to CLCI699C1101 ST 4 A - - - - -
5312 HEBA HBREUCEHZHRTE (BE) HBEREE
BEERAL | — | = | = | = I
53.1.3 In Vitro-In Vivo D BIE i L - HBSER
HEEREL | = | = | = | = [ = T=
53.1.4 A8HZHRUBLLERMTERNRES
53.14-1 | Quantitative determination of L.CI699 in human plasma by L.C-MS/MS AT A AT LA o2 HNREE | A
53142 %ﬂa:;glarf;\rfli ;dlzt.e{mmatlon of LCT699 in human plasma by LC-MS/MS S JAILE A A P E e Ed
53.14-3 | Quantitative determination of LCI69% in human plasma by LC-MS/MS ST 4 A & 5 HAMEE |
53.14-4 I(S{Iusagziéative determination of LCI699 in human plasma (K,EDTA) by LC- PP o A e TF
53.14-5 | Quantitative determination of L.CI699 in human plasma by L.C-MS/MS AT R T A o HNREE | A
5.3.14-6 | Quantitative determination of LCI699 in human urine by L.C-MS/MS AT 4 R AT A 5 HNREE | A
33.14-7 | Quantitative determination of LCI699 in human urine by L.C-MS/MS A 3T 4 A £R 5 HNREE | A
532 b MEAREERAW-EHBIBEECHBRERES
5321 MEEOESEBREERE
53.2.1-1 | Invitro plasma protein binding of NVP-LXB168-NX-2 in human AT 4 A | /s 7qa ] % | HAmEE | #E
5322 HABRURMEEEREBRESE
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5322-1 [“CILCI699: Metabolic profile in human liver microsomes, contributions
of eytochrome P450s and UDPglucuronosyltransferase to metabolism, and o g gus csa 5 g o
potential for drug-drug interactions A THEL A P 2(. ﬁzI A . H ALVT AR A HHREE FHD
Amendment no. 2
5.3.2.2-2 | Contributions of individual pathways/enzymes to the o — . s -
clearance of LCI699 in humans A CHET A 2(. ﬁz. A I H A AT AR 2 HHREE FHD
5.3.22-3 | In vitro assessment of cytochrome P450 enzyme inhibition by NVP-LCI699 | / ~S4-F 4 A 20 =R B =] ST 4 A 1B HlEEE | M
53.22-4 | Assessment of LCI699 as an inhibitor of human organic anion transporting L LT 5 g o
polypeptides 1B1 (OATPIR1) and 1B3 (OATP1B3) s Kk K E ST AP o HAREE | #FE
5.3.2.2-5 | Invitro assessment of UGT1A1l, UGT2B7 inhibition by LCI699 and its S I B s =i
metabolite LXB168 A B 2(. E. % . H AL 5t ARG E FHD
5.3.2.2-6 | Supplemental ir vitro assessment of cytochrome P450 enzyme inhibition:
CYP2B6 reversible inhibition and time-dependent inhibition of CYP2B6, ST 4 A 2(. ﬂil A I H AL T A g HRMmEE Fasing
CYP2C8 and CYP2C19 by LCI699
5.3.2.2-7 | Supplemental irn vitro assessment of cytochrome P450 enzyme inhibition: s — ” - -
time-dependent inhibition of CYP2D6 by LCI699 ST A A 2(. EI % . B ARG A2 CE ARG E FHD
5.3.2.2-8 | Evaluation of LCI699 as an inducer of cytochrome P450s in human - s N " -
hepatocytes AT A 2(. ﬂil A I H *E HnZy S HNREE | AFRME
5.3.2.2-9 | Induction of CYPLA2, CYP2B6, and CYP3A4 mRNA by LCI699 in G gus : . .
1 1 P =
human hepatocytes ST g A ] = SR - AT A A HHmEE | EE
5.3.2.2-10 | The potential of LCI699 to inhibit P-glycoprotein in cells determined by S R B s =i
P — sonr i A ER AR S rSIF A WES HAgEE | b
5.3.2.2-11 | Uptake of LCI699 into suspensions of cryopreserved human hepatocytes ST 4 A 20 =0 FQE AL T A RS HARMmEE Eudiin
53.2.2-12 ?Ziedszment of LCT699 as an inhibitor of human organic anion transporters S 2(. EI Jz . H JAILE A o AR T4
5.3.2.2-13 | Assessment of LCI699 as inhibitor of organic cation transporters 1 and 2 i E— y = =
% % ;
(OCTL & OCT2) S ST A 2(. EI A . H PRV e A HRmEE | M\
5.3.2.2-14 | Assessment of LCI699 as an inhibitor of human breast cancer resistance g %, 5 s, s
protein (BCRP) L B 2(. EI A . H BRIV f ot HAEEE G
5.3.2.2-15 | Assessment of LCI699 as inhibitor of human multidrug and toxin — — 5 s =i
extrusions 1 and 2K (MATEI & MATE2-K) sonz iAo o =l 5L E AT A ot HrmEE | AHD
53.2.2-16 | Assessment of LCI699 and LXB168 (LCI699 metabolite) as inhibitors of o= P 3y 5 2
human bile salt export pump (BSEP) AT AR 2(. EI A I H ST A A 5 HAREE FHD
53.2.2-17 | Assessment of LCI699 and LXB168 (LCI699 metabolite) as inhibitors of
human P-glycoprotein (P-gp), breast cancer resistance protein (BCRP), and ST 4 A 2(. EI B . H J ST g A HES) HAHREE ST
multidrug resistance associated protein 2 (MRP2)
53.2.2-18 | Invitro assessment of cytochrome P450 enzyme inhibition by LCI699 - I N " -
metabolite. LXB168 ST A ol Ed B JAILT A i HAREE | 76
53.2.2-19 | Assessment of LXB168 (L.CI699 metabolite) as an inhibitor of human o = 5 SR o
solute carrier (SLC) proteins REAET 2(. EI A I H SRR 1] 2l HAREE il
5.3.2.2-20 | Evaluation of LXB168 as an inducer of cytochrome P450s in human s w N e -
HegEeS sonzaa | =) B E ¥ At HAREE | FE
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53.2.221

Induction of CYP2B6 and CYP3 A4 mRNA by LXB168, a major metabolite
of L1699, in human hepatocytes

AT 4 A

ol Ed Bl

S 2T 4 A

5

HHmEE
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53.2.2:22

Physiologically-based pharmacokinetic modeling of osilodrostat (L.CI699)
drug interaction after single or multiple doses with cytochrome P450 probe
substrates

AT A

] =) 5 E

AT g A

st

THREMEE
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53.2.2-23

Updated physiologically-based pharmacokinetic (PBPK) model for
osilodrostat (LCI699) to include metabolite LXB168 kinetics and drug
interaction potential

Amendment no.1

AT 4 A

2l = AR F

ST 4 A

5t

rHmEE
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5323 fiov FEAMEEFHWERBRER

53.23-1

In vitro permeability and transporter interaction assessment of [#CILCI699
across Caco-2 cell monolayers

AT 4 A

=) A0 F

S 2T 4 A
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533 HBEEAETE (PK) HBRREE

5331 EBEHFRECET D PK RUTHASERERSS

5331-1

A first-in-human, two-centre, randomized, double-blind, placebo- and
comparator-controlled {eplerenone), interwoven single- and multiple-
ascending dose study to assess safety, tolerability, pharmacokinetics, and
pharmacodynamics of LCI699 in healthy male subjects

AT A

Amendment 1 to CLCI699A2101
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WA, 7w
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st

THREMEE
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5331-2

A randomized double-blind, placebo-controlled, parallel-group study to
compare safety/tolerability, pharmacokinetics and to explore
pharmacodynamics between Caucasian and Japanese healthy male subjects
following single and multiple doses of LCI699

AT A

%
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Amendment 1 to CLCI699A2102
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st
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533.1-3

An open-label, single center, Phase I study to determine the absorption,
distribution, metabolism, and excretion (ADME) of LCI699 after a single
oral administration of 50 mg ['*CJLCI699 in healthy male volunteers
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5332 BEIZETS PK RUHEEERBRES

B L

5333 HEMEEPRHNLEPKEBRRES

5333-1

A Phase I, open-label, multi-center, single dose, parallel group study to
evaluate the pharmacokinetics and safety of LCI699 in subjects with
impaired hepatic function compared to subjects with normal hepatic
function

AT A

201544 A 21 H~
2006 =5 A 19 H

HKE, #3

st

THREMEE

B

53332

A Phase I, open-label, multi-center, single dose, parallel group study to
evaluate the pharmacokinetics and safety of LCI699 in subjects with
varying degrees of impaired renal function compared to subjects with
normal renal function

ST 4 A
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5334 HNEMEEEFBRNLEPKHRRER

5334-1

An open-label, fixed sequence investigation of the effects of LCI699 on the
pharmacokinetics of CYP1A2, CYP2C19, CYP2D6, and CYP3A4/5
substrates using a modified Cooperstown cocktail in healthy adult subjects
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An open-label, three period fixed sequence study to evaluate the effects of =1 5 - .. B
LC1699 (osilodrostat) on the pharmacokinetics of a monophasic oral vt e 2 H~ A, L :
A Al contracegtive (OC) il')l health)li)female subjects receiving cgrl;isol AT A % QEI. FJ.I H EiLd = HANREE 2%
supplementation
5335 RE=l—i a3 PKRBRES
lutoasund st st ki G L - st HAREE | 5%
Addendum to population pharmacokinetics of osilodrostat/L.CT1699 in o g ’
healthy Volunt];efs and Cupshing’s disease patients Modeling Report £ THBL A T 2(. EI A . H - A HHREE 5%
5335-1 Second addendum to POPULATION PHARMACOKINETICS OF ORAL
OSILODROSTAT/LCI699 IN HEALTHY VOLUNTEERS AND ST 4 A ol K P = 5 rHBEE | FF
PATIENTS WITH CUSHING’S DISEASE Modeling Report
Erratum - Population pharmacokinetics report. of oral osilodrostat/I.C1699 o= ;
in healthy vo?unteers gnd patients with Cughing’s disease Modeling Report ek e 2(. EI A . H B A LAREE il
534 BEEANZE (PD) HBHES
5341 EEHBRECETSPDRBEUPKPD RBREE
A randomized, dou_ble-bl_ind, placebo- and active-controllec_i, four-way o 2 =l A F Mg, BH10E & )
534.1-1 Crossover Study to investigate the ECG effects of therapeutic and ST A % E‘ ﬂ‘ o - HES) HAHREE EnA i}
supratherapeutic doses of LCI699 in healthy volunteers e
5342 BEICETS PDRBEUPKPD REBRER
HLEREL - = - = = | =
535 HHERURSHRBHEE
5351 BT SEINECET S R EHREEE
5.35.1-1 A Phase III, multi-center, double-blind, randomized withdrawal study of ST A 2014210 B 6 H oA, A EEE4£E HAPEE ST
L1899 following a 24 week, single-arm, open-label dose titration and (BaowREoy | v, %E 7L
treatment period to evaluate the sai?cty_and efficacy of LCI699 for the B E) ~#iFH | Py, 4—
treatment of patients with Cushing’s disease 2(. EI HI H(®| AbVT, 70
EEZOHT) HIT, BF
&, HE, o=
HET, S
A, AVFE, A
FU7, BA,
BE, 47
# oomiT, F
A, bam, &\
E, & 66
Amendment 01 to CLCI699C2301 interim CSR dated [ 20l AT 4 A i B El E _ BEpELLE HAREE | IE
HRESCHEMA)
Errata to CLCI699C2301 interim CSR dated [ JJl-20l = = = = — —
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5.351-2 A Phase IIT, multi-center, double-blind, randomized withdrawal study of ST A 2014108 6 B FA 2, A E it E HRHRE=E ST
LCT699 following a 24 week, single-arm, open-label dose titration and (BEomeEog | », *E, T
treatment period to evaluate the safety and efficacy of LCI699 for the B E) ~ oo, F—
treatment of patients with Cushing’s disease 2019412 B4 B ARDT. TA
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FU7F, B,
®E, 47
g T, ¥
A, b=, &
B, 7665
5352 HHARBHESE
53.52-1 | A proof-of concept, open-label, forced titration, multi-center study to assess ST A 20113 B 23 H PTSR T 1BH HAMEE | B
the safety/tolerability and efficacy of 10-weeks treatment of LCI699 in (BEopEREnx | V7, *E, 2+
patients with Cushing’s disease (Interim Clinical Study Report) 20 —= P E) 6 F
~2012F3 A6H
(D 12 2 D
BRE TR O
o S DRk OHRRE
Dt H )
53522 A proof-of-concept, open-label, forced titration, multicenter study to assess ST A 201138 23 H T A, AH E EdtE HAHREE ST
the safety/tolerability and efficacy of 10-week treatment of LCI699 (BEoEeEnsx | U7, *E, H
followed by a 12-week treatment period in patients with Cushing’s disease s —=v s H) ~ | &, 20
{Interim Clinical Study Report — Part IT Core (22-week analysis)) 2013 812 A 23 A
(hsEr T — ¥
By hF7H)
Amendment 01 to the LCI1699C2201 interim CSR dated [ JI-29l VAT 4 A 2 B E B _ E L HREMEE | D
HESOEM)
5.3.52-3 | APhasell, open-label, dose titration, multi-center study to assess the P SAT A W0I5FE 9824 B BA, &4k A HAMEE | A
safety/tolerability and efficacy of osilodrostat in patients with all types of (B IBaE 4]
endogenous Cushing’s syndrome except Cushing’s disease (Interim Clinical EREEH) ~iEsToh
Study Report) 2(. EI 5 I E (12
BT —F
#w hATH)
Amendment 1 to CLC1699C1201 Interim CSR dated [ Jl-29l AT 4 A i B ElE — BN HNEMES | TE
HESOER)
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53.52-4 | A Phasell, open-label, dose titration, multi-center study to assess the J ST A 201598 24 H HA, 341 ™ HARMEE | FE
safety/tolerability and efficacy of osilodrostat in patients with all types of (B ks oy
endogenous Cushing’s syndrome except Cushing’s disease (Final Clinical EdpE E)
Sindy Rear) ~201842 10 A 29 H
Rtk DIBRE Om
HeHebr H)
5.3.5.2-5 A proof-of-concept, open-label, forced titration, multi-center study to assess ST A 201138 23 H ZF A, AF E EdtE HAHREE ST
the safety/tolerability and efficacy of 10-weeks treatment of LCI699 (Ea ik o A U7, ¥E, H
followed by a 12-week treatment period in patients with Cushing’s disease s —= ) ~ A, 2 10HED
2019410 B 22 H
(e DR E O
Heepr A)
Amendment 01 to CLCT1699C2201 dated [ Jil}-24ll ST 4 A 1 =1 5B E — E bzt HRREE | B
(HESCHEM)

5353 EEOBEBHE S - T L g _
5.3.53-1 | SCE Appendix 1 - Integrated Summary of Efficacy, data analyses ST A — — 1B HAREE
53.53-2 | SCS Appendix 1 - Integrated Summary of Safety, data analyses AT A — — 1B HARESE o
5.3.53-3 | SCS Appendix 2 - Preferred Terms of Adverse Event of Special Interest ST A — —= ey HHPESE o
53.53-4 | 2.7.1 Summary of Biopharmaceutic Studies and Associated o 2l = A B 3 HARES

Analytical Methods SIVT A4 A (. (1Em: H ). o o
— e
53.53-5 | 2.7.2 Summary of Clinical Pharmacology PR 2(. ﬁf,;!;z )El%). H - et HHREE _
5.3.53-6 | 2301 Subgroup analysis for Japan 4T A — B EH HAREE —
Outputs for JP Integrated Summary of Efficacy and Safety, Risk R o — HNREE -
Sty Management Plan, Package Insert and GCP inspection i ki _ &
5.3.53-8 | 2301 CSR Supplement 1 (Response to health anthority questions) ST 4 A — 5 HNREE
z - — *=
$3513.0 SCE Appendix 1 — Addendum 1 {Integrated Summary of Efficacy — data s - A HAMREE
analyses update)
i - — : o
5353.0 | SCS Appendix 1 — Addendum 1 (Integrated Summary of Safety — data P o st HHNREE
analyses update)

5354 TOMOEFHARESE
5.3.54-1 A multi-center, randomized, double-blind, placebo and active controlled, 200849 811 H Fof o, Ao HEA. TAHREE HE

parallel group, dose finding study to evaluate the efficacy and safety of (EwlowEREoy | v *E, T/
LCT699 compared to placebo after 8 weeks treatment in patients with EfpEH) HyFy, F—
essential hypertension ~2009£7 B2 H AREVTF. =
SOVTAR N @mmoxTR) | A, 47y
H, A=—7F

Sy, WL

T, R 7ofEER




Confidential Page 16

CTD 1.12 RFEHN—E LCI699/A >0 KOR4 v 1) VEkE
WATRE AR 7,
B 55 BB S %
E5 x£ & e FRBR A FRBR 5 B (B ) i 5=
5.3.5.4-2 | A pilot, single-blind, forced-titration study to assess the hemodynamic and 2008 4= 6 A 11 H 77, dh1 248 tHAREE | 35
hormonal effects, safety and tolerability of the aldosterone synthase (A DR E DR e
inhibitor LCI1699 in patients with primary hyperaldosteronism ESERE ) ~2009
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#5H20H Oxtk
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5.3.5.4-3 | A phase II, randomized, double-blind, placebo controlled, multi-center 200941 14 H KE, TA AT FirZAN HLRNREE | 25
study to evaluate the effects of LC1699 on cortisol in patients with O EREDO A | > K, 710 fEH
hypertension s Y —=2Z7H)
NIVT 4 A
ST A ~2009 48 1 12 H
(Bt DY D5E
TH)
5.3.5.4-4 | A phase II, randomized, double-blind, placebo and active controlled, 2008 412 A 22 H KkE, 7A AT s TRwmEE | 25
parallel group, multi-center, dose ranging study to evaluate the efficacy and (RPIDOBERE DA | K, &35 iz
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with resistant hypertension ST A A ~2009 4 10 A 13 A
(& DOYRE D5
TH)
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537 BET—F —BEREEHFIE
537-1 | BET — ¥ —ERROENIE [ ) L7 = ] — | — | EIR | kb E | R
. . =k ;
&5 R MRS (R W)
54 2E3M GG/ 2E0OR . 2ERE)
5.4-1 Arnaldi G, Angeli A, Atkinson AB, et al. (2003) Diagnosis and complications of Cushing's syndrome: a consensus statement. J Clin Endocrinol Metab; 88(12):5593-602. Ak
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