Duration of response and progression-free survival with sonidegib 200 mg once daily until disease progression or start of new antineoplastic
therapy in patients with locally advanced basal cell carcinoma: Results of the 42-month, randomized, double-blind BOLT study
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Safety and tolerability
BACKGROUND Figure 2. BOLT study endpoints RES U LTS Figure 4. Best overall response by central review using mRECIST » Overall, the safety profile of sonidegib 200 mg/day was manageable and consistent with

100 . _ prior analyses™13
« At baseline, 58% of patients with [aBCC (n = 66) receiving sonidegib 200 mg/day were I Aggressive (n = 37) . . .
. » The majority of AEs were grade 1-2 in severity
B Nonaggressive (n = 29)

80 » The most common all-grade AEs in patients receiving sonidegib 200 mg/day were muscle
spasms (954.4%), alopecia (49.4%), and dysgeusia (44.3%) (Figure 5)

Incidence of basal cell carcinoma (BCC) is increasing worldwide by an approximate 1%
annually? Primary

In cases of advanced BCC, current treatment modalities (eg, surgery) are contraindicated>*

ORR — best overall confirmed response of CR or PR per central | d th J 67 Table 1
review according to mRECIST (laBCC) or RECIST v1.1 (mBCC) male, and the median age was 67 years (Table 1)
* More patients had an aggressive histologic subtype (56%) than a nonaggressive

: : )
« Hedgehog inhibitors (HHIs) were developed to block aberrant hedgehog signaling found in histologic subtype (44%) =
most sporadic BCCs, and inhibition of the hedgehog pathway is among the few treatment Key DOR and CR rates per central review according to mRECIST (laBCC) *§ 60 54.1
options available for patients with advanced BCC>® SRR o MBS L (st Table 1. Baseline demographics and disease characteristics in patients with = Figure 5. Adverse events reported in 220% of patients receiving
. Sor_midegib—an HHI that gelectively targets Smootheneq1—is a.pproved in the US, the EU, laBCC receiving sonidegib 200 mg daily % 40 sonidegib 200 mg daily
Switzerland, and Australia for the treatment of adult patients with locally advanced BCC S
(laBCC) not amenable to curative surgery or radiation therapy’'° oth ‘ gsf : laBCC 0. -
s . . . er © oarety n =66 Muscl 54.4
— Sonidegib Is also approved for the treatment of metastatic BCC (mBCC) in Switzerland Secondary . ORR and DOR per investigator review ( ) uscle spasm
and Australia®™ - PFS and TTR per central and investigator review Median age (range), years 67 (25-92) A |
 Through 42 months of the phase 2 BOLT (Basal Cell Carcinoma Outcomes with LDE225 Male 38 (57.6) 0 | | opeeia
[SOnldeglb] Treatr_nent) trial (NCTO1 327053)’ Sonidegib 200 mg/day demonStrated durable BOLT, Basal Cell Carcinoma Outcomes with LDE225 (sonidegib) Treatment; CR, complete response; DOR, duration of response; 1aBCC, locally ECOG Performance Status ?ec;r;cr))i]es:[: rel:;?)glnasi.e d?stzzlsee Prgigs;e:sselve Dvsqgeusia
efflcacy and ConSIS’[ent/manageable tOXICIty11'15 advanced basal cell carcinoma; mBCC, metastatic basal cell carcinoma; mRECIST, modified Response Evaluation Criteria in Solid Tumors; ys9
ORR. objectlve response rate; OS, overall survival; PFS, progression-free survival; PR, partial response; TTR, ime to tumor response. O 44 (667) Aggressive includes micronodular, infiltrative, multifocal, basosquamous, and sclerosing histological subtypes; nonaggressive includes nodular
and superficial histological subtypes. Nausea
O BJ E CT IVE S 1 1 6 (242) MRECIST, modified Response Evaluation Criteria in Solid Tumors.
2 4 (6.1) Fatigue

« Tumor response was evaluated by central review using modified Response Evaluation

* Here, we report duration of response (DOR) and progression-free survival (PFS), with Criteria in Solid Tumors (MRECIST) for patients with laBCC (Figure 2 and 3) Unknown 2 (3.0) Outcomes in patients starting new antineoplastic therapy
start of new antineoplastic therapy considered progressive disease (PD), in aggressive

and nonaggressive |[aBCC in a sensitivity analysis from the BOLT 42-month results

— Includes assessment by magnetic resonance imaging complemented by color laBCC histologic subtype Diarrhea

photography and histology of multiple biopsy samples; complete response was defined
as negative histology with complete disappearance of target lesions by all image

* Median DOR (95% CI) per central review in all laBCC patients (n = 66) was 13.0 (not
Aggressive®? 37 (56.1) estimable [NE]) months and median PFS (95% CI) was 19.0 (14.0-30.7) months Weight decreased

modalities ™14 Nonaggressive® 29 (43.9)  Median DOR (95% CI) in patients starting new antineoplastic therapy with aggressive
M ETH ODS Number of lesions in patients with 1aBCC (n =37) 1aBCC was 13.0 (7.4-35.7) months and NE for patients with nonaggressive CK increased B Grade 3-4
P (n =29) 1laBCC; median PFS (95% CI) in patients starting new antineoplastic therapy B Grade 1.2
* BOLT was a randomized, double-blind, phase 2 clinical trial conducted in 58 centers Figure 3. Tumor evaluation per mRECIST (1aBCC) 1 30 (45.9) with aggressive and nonaggressive 1aBCC was 14.9 (13.2-30.7) and 22.1 (NE) months, Decreased appetite At
across 12 countries' (Figure 1) >0 36 (54.5) respectively
: : :  DOR 12-month event-free probability percent estimate with [aBCC, aggressive [aBCC, 0 20 40 60
: : * t Prior antineoplastic therapy for [aBCC and nonaggressive |aBCC was 63.2%, 54.6%, and 75.0%, respectively (Table 3) Percent of patients
Figure 1. BOLT study design Surgery 48 (72.7) CK, creatine kinase.
: af;?'i:’;'t‘:fe ” Radiotherapy 12 (18.2) Table 3. Duration of response and progression-free survival per central review
Endpoints discontinuation) Data presented as n (%) unless otherwise indicated. in laBCC patlents with new antlneoplaStlc therapy
3Includes micronodular, infiltrative, multifocal, basosquamous, and sclerosing histological subtypes; PIncludes nodular and superficial histological subtypes.
ECOG, Eastern Cooperative Oncology Group; 1aBCC, locally advanced basal cell carcinoma. . -
All laBCC Aggressive Nonaggressive
Primal'y: * Tumor re§ponse _ _ _ _ _ _ _ atients hglgtOIO hlsgtglo C O N C L U S I O N S
ORR (central W8W during . - At 42 months, the objective response rate (95% confidence interval [CI]) in patients with P gy gy
. year 1 and then Composite overall response per BCC-mRECIST aBCC was 56.1% (43.3%—68.3%) (Table 2) (n = 66) (n = 37) (n = 29) _ _ o o |
Sondea review) by Q12W until -1 /0 -9 /0—00.9 /0 + Patients with [aBCC receiving sonidegib 200 mg/day experienced durable tumor response
ii‘a%%%)s; progression DOR until disease progression or start of new antineoplastic therapy
Patient RECIST v1.1 * Subsequent photography using bidimensional WHO oiteria.” and histology i muliple biopeies based on esion surface area i the complex seting of Table 2. Efficacy outcomes per central review in patients with [aBCC receiving N (%) 15/37 (40.5) 10/22 (45.5) 5/15 (33.3) + Safety and tolerability of sonidegib 200 mg/day at 42 months was consistent with earlier
population? (mBCC) anticancer Egittlreatmpen:t.scl:arring, fibrpsij,fgnddill-difé%eo/d Ieziont.bor.de?(.j.Compllete Ir](?spontse is defined as a negative MRI, negative photo, and negative sonidegib 200 mg da“y . data
e |aBCC Stratification® Key Secondary: therapy. Blég,ot?géal.acell?F:;eriiijnoonr?lz;lfaBeClg,eIoiZII;/ ad\(;e;ﬁc;g ggén mlI'\’IIrEnglné,'ll'c,)r;:od?frirendal.?esponse Evaluation Criteria in Solid Tumors; MRI, magnetic PD’ d ( A)) 15 (405) 10 (455) S (333)
(aggressive Ra[:(;(;r(::;aotrl]on (1 .2) DOR, CR (central .,dA\aEySSuari:tg?O resonance imaging; WHO, World Health Organization. (IaBCG%) Median (95% C|) 13.0 (N E) 13.0 (74—357) NE
and ' review) n=
- last dose of 0 ) - : o
nonaggressive) Other sonidegib ORR. 9. 56 1 %o Event-free probability estimate (95% CI)
* mBCC Secondary: . Survival follow- * Tumor evaluations were to be continued per the study evaluation schedule (once every 8 o) | 6 months 86.8 (68.5-94.8) 83.6 (57.3—-94.4) 91.7 (53.9-98.8)
Sonidegib ORR, DOR up Q12W until weeks during the first year and once every 12 weeks thereafter) following discontinuation (95% Cl) (43.3, 68.3) 9 months 72.5 (52.4-85.3) 71.6 (44.6-87.1) 75.0 (40.8-91.2) REFEREN CES
800 mg/d° (myeshgator death, lost of study treatment prior to documented PD for any reason other than withdrawal of CR, % 4.5 | | | | | | | | | 1) Xiang F, et al. JAMA Dermatol. 2014: 150:1063-71: 2) Asgari MM, et al. JAMA Dermatol. 2015: 151:976-81: 3) Amici JM, et al. Eur J Dermatol. 2015:
review); PFS, to follow-up, consent or death (95% Cl) (0.9, 12.7) 12 months 63.2 (41.7-78.6) 54.6 (26.2—76.1) 75.0 (40.8-91.2) 25:586-94: 4) Lear JT, et al. Br J Cancer. 2014: 111:1476-81: 5) Cortes JE, et al. Cancer Treat Rev. 2019; 76:41-50: 6) Kim JYS, etal. JAm Acad
TTR (central 0 i . Dermatol. 2018; 78:540-59; 7) Odomzo (sonidegib) [package insert]. Cranbury, NJ: Sun Pharmaceutical Industries, Inc.; 2017; 8) European Medicines

or withdrawn

g : - f i f 1 Agency. Summary of Product Characteristics, WC500188762; 9) Swissmedic, Authorization Number 65065, 2015; 10) Australian Government Department
and |nv.est|gator consent (and Evaluatl_ons were performed until PD was determined per central review, the start of a DCR, % 90.9 PFS of Health, ARTG 292262: 11) Migden MR, et al. Lancet Oncol, 2015: 16:716—28: 12) Migden MR, et al. J Clin Oncol. 2018: 36:Suppl abstr 9551: 13) Lear
review); OS, at time of final new antineoplastic therapy, or loss to follow-up . JT, etal. J Eur Acad Dermatol Venereol. 2018; 32:372-81; 14) Dummer R, et al. J Am Acad Dermatol. 2016; 75:113-25.E115; 15) Dummer R, et al. Br
safety Ve | | | B | DOR. median. months 26.1 n/N (%) 23/66 (34.8) 16/37 (43.2) 7129 (24.1) J Dermatol. 2019; 10.1111/bjd.18552; 16) Eisenhauer EA, et al. Eur J Cancer. 2009; 45 (2): 228-47; 17) World Health Organization. http://whglibdoc.

analysis) — New antineoplastic therapy was defined as any additional (secondary) anticancer therapy , ) ' who.int/offset/ WHO_OFFSET_48.pdf; 18) National Cancer Institute. https://evs.nci.nih.gov/ftp1/CTCAE/CTCAE.4.03/Archive/CTCAE_4.0_2009-05-29
0 PD N (0/ ) 23 (34 8) 1 6 (43 2) 7 (24 1 ) QuickReference 8.5x11.pdf.
or surgery (95% ClI) (NE) ; 0 . . .
aPatients previously treated with sonidegib or other HHI were excluded; *Stratification was based on stage, disease histology for patients with - i i i i i 1 i : f o — —
laBCC (nonaggressive vs aggressive), and geographic region; “Treatment was continued until disease progression, unacceptable toxicity, death, Fcf)rl‘tarialySIS bﬁ/,ftumcl)rthStOIOgy’ aggreSSI:j/e hIIStOIO.glCal SUbtypeS I.ndui?e;j ImIC?rO?Odgi:ar, PFS, medlan, months 22.1 Median (95 & CI) 19.0 (1 4.0 307) 14.9 (1 3.2 307) 221 (NE) AC KN OWL E D G M E N TS
study termination, or withdrawal of consent. INtitrative, MuUitimtoCal, oasosquamous, and Sclerosing, nonaggressive NistologiCal su esS 0 “ = ;
AE, adverse event; BOLT, Basal Cell Carcinoma Outcomes with LDE225 (sonidegib) Treatment; CR, complete response; DOR, duration of incl | rfq i 9 99 Y yP (95 /o Cl) (N E) 7% Event-free prObablllty estimate (95% CI) Medical writing and editorial support were provided by Zehra Gundogan, VMD, and Jennifer Meyering, RN, MS, CMPP, of AlphaBioCom, LLC, and funded
response; HHI, hedgehog inhibitor; 1aBCC, locally advanced basal cell carcinoma; mBCC, metastatic basal cell carcinoma; mRECIST, modified INC Uded nOdU ar and Supe ICIa . by Sun Pharmaceutical Industries, Inc.
Response Evaluation Criteria in Solid Tumors; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Q8W, every 8 - c : TTR, median, months 4.0 6 months 93.0 (824_973) 88.3 (7’ 7_954) 100 (N E)
weeks: Q12W, every 12 weeks: TTR, time to tumor response. « Safety and tolerability were assessed through monitoring and recording adverse events (95% Cl) (3.8, 5.6)
(AEs); regular monitoring of hematology, clinical chemistry, and electrocardiograms; and ° 2 9 9 months 90.9 (79.5-96.1) 88.3 (71.7-95.4) 94.7 (68.1-99.2) D| SC LO S U RE S
I I i i i ' i1 BCC, basal cell carcinoma; Cl, confidence interval; CR, complete response; DCR, disease control rate; DOR, duration of response; 1aBCC, locally advanced
o . . . - . . routlne m0n|t0r|ng Of Vltal Slg nS and phySICaI Cond|t|0n BCC, NE, not estimable; ORR, objective response rate; PFS, progression-free SurVivali TTR, time to tumor response. 1 2 mOnthS 80_8 (65_9—89_7) 80_1 (60_3—90_7) 81 _6 (52_8—93_7) MM has participated on advisory boards and received honoraria from Genentech; Novartis Pharmaceuticals Corporation; Sun Pharmaceutical |ndustrieS,
* Eligible patients had either hlstologlcallly confirmed 1aBCC (not gmenable to curative — AEs were coded using Medical Dictionary for Regulatory Activities (v19.0) terminology, Pharmacoutioal Industies, Ina. AG has partopated on advisory boards for Bristol-Myors Squibb, Piizer and Sanof recelved honoraa from Novarls
_ : : : : . : : : Th f i h iff. f ideqib i i i ion. , INC. - , : :
surgery or radlathn) or mBCC (for which all other treatment OpthﬂS had been eXhaUSted) and tOXICIty was assessed aCCOrdlng to the National Cancer Institute Common  Best overall response by central review was similar between patlentS with daggressive and C.,ecztffiijgnig’inigii,c:ii‘g%é,e(iﬁfgiigi] iﬁg;gﬁ,ﬂgfgg%gé? |'§Cc;?|38;%?,;efcgfizﬁ|p£ﬁ’Ze:ri'iﬂgma; n, total number of events included in the analysis (an Pharmaceuticals Corporation; and received travel support from Astellas and Bristol-Myers Squibb. RD has received grants and personal fees from Bristol-
o Primary and Secondary endeintS are Summarized in Figure 2 Terminology Criteria for Adverse Events (V4_O3)18 nonaggreSSive hiStOIOgy (Figure 4) g\I/:eSntFi)so(gseesasslinor?egeressusri\(l)lcaor death due to any Cause); N’ total number of patients included in the anaiysis; NE, not estimabie; PD’ progressive disease; MyerS SQUlbb, GIaXOSmIthKllne, Merck Sharpe and DOhme, Novartis Pharmaceuticals CorpOrathn, ROChe, and Sun Pharmaceutical IndUStrleS, Inc.
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