Long-Term Safety and Efficacy of Vismodegib in Patients With Advanced Basal Cell Carcinoma (aBCC): 18-Month Update of the Pivotal ERIVANCE BCC Study
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ABSTRACT Figure 1. Study design. Table 1. Demographics and Baseline Characteristics (efficacy-evaluable population) | | | | | Figure 2. Example of a responder after vismodegib treatment. Table 6. Treatment-Emergent Adverse Events (total and by grade) Occurring in
« Duration of treatment, dose intensity, and total cumulative dose are shown in Table 4. > 10% of All Treated Patients

mBCC laBCC — Median dose intensity was comparable with that in the primary analysis. Baseline . = - Week 20

(n = 33) (n = 63) NCI CTCAE Grade

Adverse Event, (N =104)

Background: Therapies for aBCC, which includes metastatic (m) and locally
advanced (la) BCC, are limited. Abnormal Hedgehog pathway signaling is a key

Until disease progression,

Patients with aBCC

o . . . . . - E _ Vismodegib intolerable toxicity, or 61.6 61.4 Table 4. Treatment Exposure
driver in BCC pathogenesis. Primary analysis of the pivotal ERIVANCE BCC trial of S "E’ (N =104) » continuous withdrawal from study Age Mean (SD) (11.4) (16.9) P n (%)? Total 1 2 3 4 5
o o n = 33 with m AR etastatic atients
response rate (O.RR) by_ mdepenqlent review of 30% and 43% in mBCC and 1aBCC T 33 with mBCC o mznage tox?mty) Median (range) (38-92) (21-101) Metastatic BCC BCC All Patient Muscle Sbasms 74 (71.2) 49 (47.1) 19 (18.3) 6 (5.8) 0 0
patients, respectively, with a median duration of response (DOR) of 7.6 months. We o4 a5 (n = 33) (n=71) (N = 104) | g AT Wil P ' ' ' '
present safety and investigator (INV)-assessed efficacy results 18 months (29 May Sex, n (%) Male (72.7) (55.6) Duration (months) of treatment - Age of responder 68 Alopecia 68 (65.4) 48 (46.2) 20 (19.2) 0 0 0
2012) after primary analysis (26 Nov 2010). ' ' received . . - . . :

) P _ y y ( _ ) _ _ _ _ aBCC, advanced basal cell carcinoma; 1aBCC, locally advanced BCC; mBCC, metastatic BCC. Female 9 28 Mean (SD) 14.4 (8.68) 15.8 (10.38) 15.3 (9.85) » Substantial deformity anticipated from surgery; radiation contraindicated Dysgeusia 57 (54.8) 31 (29.8) 26 (25.0) 0 0 0
Me?hods: Multlcenter, international, nonrandomized stL_de In patl_ents (N = 104) YVI’[h (27.3) (44.4) _ T ' ' — - Lesion assessed by physical exam/photo and RECIST v1.0 Weight decreased 53 (51.0) 29 (27.9) 17 (16.3) 7 (6.7) 0 0
radiographically measurable mBCC or 1aBCC (surgery inappropriate due to multiple Patient Eligibility o % i 33 63 Median 13.27 12.68 12.93 o — T 67 ' (38 (10 ;

: .y : . . ace, n ite e ) : 2 ; 3 . : _ : : _ _ atigue : : : : .
rectirrence, or _substa.ntllal morbidity or o_Ieform!ty anhmpated) recelving 150 mg oral » Patients were at least 18 years of age, with adequate organ function and Eastern Cooperative o (100) (100) Mml-mum maXImum R HERe n e Figure 3. Kaplan-Meier plot of duration of objective response by investigator (INV) °
vismodegib daily until disease progression or intolerable toxicity. Key secondary I % f y ge, ; q g P . 24 Dose intensity, % SR Nausea 34 (32.7) 25 (24.0) 9 (8.7) 0 0 0
endpoints included INV-assessed ORR, progression-free survival (PFS), DOR, overall NECIEE EMOUP [PEMOMTEREED SEWS & 2 GGG W) | IeEerEle - (38.1) Mean (SD) 96.3 (5.98) 94.0 (8.58) 94.7 (7.89) o Decreased appetite 28 (26.9) 18 (173) 7 (6.7) 3 (2.9) 0 0
survival (OS), and safety. » Patients with mBCC had Response Evaluation Criteria In Solid Tumors, version 1.0 (RECIST Median 98.89 97.17 97.76 i FH — — — Metastatic (n = 16) :
. . . f Surgery inappropriate — 39 - — Locally advanced (n = 38) Diarrhea 28 (269) 20 (1 92) 5 (48) 3 (29) 0 0
Results: At data cut-off, 21 patients continued to undergo protocol-specified v1.0)-measurable disease (including nodal metastases), as confirmed by computed (61.9) Minimum-maximum 77.4-102.5 58.5-107.5 58.5-107.5 0.8 - L
assessments and 57 patients were in survival follow-up. The median dose intensity tomography or magnetic resonance imaging. Multiole recurrence B 16 Total cumulative dose, g c - __'Lt_-‘-t; _ Constipation 20 (19.2) 14 (13.5) 6 (5.8) 0 0 0
was comparable with primary analysis. ORR was 48.5%, mBCC; 60.3%, 1aBCC, - Patients with 1aBCC had at least 1 lesion with longest diameter = 10 mm that was considered (25.4) Mean (SD) 63.0 (37.48) 67.7 (44.87) 66.2 (42.54) £ e T - Cough 20 (19.2) 16 (15.4) 4 (3.8) 0 0 0
comparable with the primary anegS|S. However, median DOR improved (mBCC = 14.7; iInoperable, or for which surgery was considered inappropriate. Significant morbidity/deformity _ 32 Median 60.45 52.05 57.60 8' 0.4 !-——. Vomiting 18 (17.3) 15 (14.4) 3 (2.9) 0 0 0
laBCC = 20.3 months). The median OS for mBCC was 30.9 months but was not — Surgery was deemed inappropriate if BCC had recurred after > 2 surgical procedures (50.8) T 5 9-134.4 3.8-156.2 5 9-156.2 = ] Arthralgia 17(16.3) 12 (11.5) 4(3.8) ! (1.0) - -
eStlmaple n IaBC(.:' Advgrse events remalnedlconSIS’[ent, with muscle spasm, and curative rgsectlon Wa_‘s_ deemed unlikely, and/or there was substantial morbidity, Radiation previously administered — 13 BCC, basal cell carcinoma; SD, standard deviation. Data cut-off date: May 29, 2012. bz S S
alopecia, dysgeusia, weight decrease, and fatigue most frequently reported. Eleven and/or deformitv was anticipated from suraerv. (20.6) Headache 15 (14.4) 12 (11.5) 3 (2.9) 0 0 0
_ _ _ _ y P gery.
more d_eaths were reported in the update period after primary analysis; these occurred » In the 1aBCC cohort, prior radiotherapy to = 1 target lesion was required, unless medically Radiation inappropiate/contraindicated — 210 Efficac 00 ' ' ' ' ' ' ' ' ' ' ' ' Nasopharyngitis 13 (12.5) 11 (10.6) 2 (1.9) 0 0 0
in survival follow-up and were not drug related. contraindicated or inappropriate (79.4) y urber at rik o %0 - 9t = 1? 13 o 18 el INVZ? 2t7h ) 09890 Squamous cel
_ o _ . - _ _ _ _ _ . _ - T : PR umber at risk: Irst vontirme esponse montns u u
Conclusions: Vismodegib is the first FDA-approved HPI; thus, long-term efficacy ggc,tbazaﬂ g%:' C_aftc}'nOma, laBCC, locally advanced BCC; mBCC, metastatic BCC; . :_het18 Tﬁ nt%ggateé ?Egére_rms'lne: similar o those reported at the primary analysis in Metastatic 16 15 11 10 9 4 2 1 o o0 0 0 0 carcinoma 12 (11.5) 3(2.9) > (4.8) 3(29) 0 0
and safety data are particularly relevant. 18-Month update data confirmed prolonged Assessments » standard deviation. patients with m andia (Table:5). Locally advanced 38 37 28 20 15 15 1 9 5 3 2 1 0 .
. L . . _ o . . . _ _ _ Ageusia 12 (11.5) 8 (7.7) 4 (3.8) 0 0 0
responses and consistent safety in vismodegib-treated aBCC patients. - Physical examinations were performed on all patients at baseline and every 4 weeks thereafter. - As of the data cut-off date of May 29, 2012, 21 (20.2%) patients were receiving study drug and » Median DQR |mprovc_ed In both co_horts (mBCC: 14.7 vs 12.9 months; 1aBCC: 20.3 vs 7.6 |
| | | | continued to undergo protocol-specified assessments, with 83 (79.8%) patients discontinued months) since the primary analysis (data cut-off November 26, 2010). Figure 4. Kaplan-Meier plot of progression-free survival by investigator (INV) Hypogeusia 11 (10.6) 10 (9.6) 1(1.0) 0 0 0
* For IaBC(ID, a novel composite endpoint fqr response rate was deV'S_ed_t(_) evaIL:ate therapeutic from the primary assessment period (defined as the period during which patients undergo — An example of a responder is presented in Figure 2. assessment. NCI CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events, version 3.0.
EHERIEE: DSPOUEn Wit (Rieel 68 g @y of i feliosilig Sl = S0 reeluelidn protocol-specified assessments) and 57 (54.8%) patients entered into the survival follow-up — Kaplan-Meier estimates of DOR by INV assessment for efficacy-evaluable patients are _ “MedDRA preferred term.
INTRODUCTION in tumor size by physical examination and/or radiography, and/or complete resolution of (Table 2). shown in Figure 3 " - — — Metastatic (n = 33) . . .
ulceration present at baseline. | ' | | ; 8_‘ — Locally advanced (n = 63) » Serious AEs were reported in 36 (34.6%) patients.
» Limited therapeutic options are available for patients with advanced basal cell carcinoma - In patients with mBCC or radiologically evaluable 1aBCC, responses were assessed using Table 2. Patient Status ’ TFh_e meczlllan HE N MBI (SIS HES S8 Ml Enslier 2S00 BRiEiis tes 2.8 ol N oy « At the May 29, 2012, data cut-off, there were no additional deaths due to AEs compared with
(BCC), a disease that is locally advanced (laBCC) or metastatic (mBCC). RECIST vi1.0 criteria.5 (Glgurers). 5 0.6 L the primary analysis.
» The Hedgehog (Hh) signaling pathway is a key driver in the pathogenesis of BCC. . - - " - - Locally The median OS for mBCC patients was 30.9 months but was not estimable in [aBCC patients o ‘ - —+ — A total of 27 (26.0%) deaths have been reported compared with 16 (15.4%) deaths in the
| 9_ | g ( | ) | gnaiing p y .y o pathog RO Efficacy was assessed by both independent review facility (IRF) and the investigators Metastatic BCC  Advanced BCC  All Patients (Figure 5). 2 04 T o e— orimary analysis.
- Vismodegib is a first-in-class small molecule inhibitor of Hh pathway signaling™® that has (INV) for the primary analysis. Separate IRF assessed patient photographs (laBCC) and Patient Status, n (%) (n = 33) (n = 71) (N = 104) o - N o All 11 additional death 4 in this upd o 4 al fol 9
been approved by the US Food and Drug Administration (FDA) for the treatment of adults radiographically measurable BCC (mBCC and radiographically measurable |aBCC). For this _ _ _ G - N +— — additional deaths reportead In this update period occurred In survival follow-up, an
; _ | . | d 0d 4 (121 17 (23.9 51 (20.2 Table 5. Summary of Investigator-Assessed Efficacy Results and Survival Results none were drua related
with mBCC, or with 1aBCC that has recurred following surgery, or who are not candidates for report, efficacy was assessed by INV only. n study perio (12.1) 7(23.9) (20.2) - i : J '  doath included o d 2 e <A
: . | - most common 0 n rogr :14.4%
surgery, and who are not candidates for radiation. » The efficacy-evaluable population included all treated patients for whom the independent Discontinued study period 29 (87.9) 54 (76.1) 83 (79.8) Data Cut-o_ff of Novembc_er 26, 2010 Data Cut-off of May 29, 2012 0.0 : : - T T e o e o ang AE sS : ; patients(?%e?S;os). eath included progressive disease (15 patients; )
» Primary analysis of the pivotal, multicenter, nonrandomized ERIVANCE BCC trial of pathologist confirmed BCC in archival tumor tissue or on baseline biopsy. Entered survival follow-up 22 (66.7) 35 (49.3) 57 (54.8) (Primary Analysis) Number at risk: Progression-Free Survival INV (months)
wsmodoeg_lb demonstrated an objective response rate (ORR) by independent review of 30% - Adverse event (AE) data were collected for all patients from initial treatment with vismodegib BCC. basal cell carcinoma. Locally Locally tﬂoe;aaﬁ;a;gvanced s =5 4 a8 24 18 17 16 13 6 3 2 o CONCLUSIONS
and 43% in mBCC and [aBCC patients, respectively, with a4med|an duration of response until data cut-off on May 29, 2012. AEs were graded according to the National Cancer Institute Note: Not all patients entered survival follow-up. Data cut-off date: May 29, 2012. Metastatic Advanced Metastatic Advanced
(DOR) of 7.6 months, thereby meeting its primary endpoint. Common Terminology Criteria for Adverse Events, version 3.0. “Patient status as of the May 29, 2012, data cut-off date. BCC BCC Total BCC BCC Total
(n =33) (n=63) (N=96) (n=33) (n=63) (N=296) Figure 5. Kaplan-Meier plot of overall survival by investigator (INV) assessment > Vismodegib is the first FDA-approved HPI; thus, long-term efficacy and safety data are
OB J ECTIVES Endpoints . . . . . Patients with objective g - Aap P y 9 ' particularly important.
P  Patient disposition at the 18-month update is shown in Table 3. Esnenes, [0 (9] 15(45.5) 38(60.3) 53(55.2) 16(48.5) 38(60.3) 54 (56.3)
S vsis of the ERIVANGE BGC * Endpoints assessed included ORR by IRF (primary endpoint) and INV; DOR by IRF and INV; [95‘0’/0 cl ° [28.1-62.2] [472-71.7] [44.7-65.4] [30.8-66.2] [47.2-71.7] [45.7-66.4] 10— — o - Data from the 18-month update confirm:
’ P y ' P Complete response 0 20 0 0 20 20 _ _ R L — Longer-term safety profile of vismodegib consistent with that reported in the
» Here we present results of an additional 18 months of follow-up (to May 29, 2012) of efficacy : © (6- == primary analysis
. . . . . Partial 1 1 1 1 4 = U H- A
and safety endpoints, for a total minimum potential follow-up time of 27 months for all patients. RESU LTS Locally Sl iEEpnoe > 8 33 ° 8 3 5 +
Metastatic BCC Advanced BCC All Patients Stable disease 15 15 30 14 15 o) §' 0.4 - etastatic 1 - 33 | 4+
METHODS Patient Characteristics Disposition, n (%) (n =33) (n=71) (N = 104) a — Loi:|Tyaa:vSn;ed )(n 58 REFERENCES
ive di 0.2 1
» Over 13 months, 104 patients were enrolled at 31 sites in the USA, Europe, and Australia On treatment 4 (12.1) 17 (23.9) 21 (20.2) Progressive disease : ° 8 2 ° 8 |
ERIVANCE BCC Studv Desi (n = 33 for the mBCC cohort; n = 71 for the 1aBCC cohort). Discontinued treatment Median duration of (n = 15) (n = 38) (n = 53) (n = 16) (n=38) (n=54) 004 1. Goppner D, Leverkus M. J Skin Cancer 2011;2011:650258.
udy besign Elght patients with 1aBCC were excluded from the eﬂ:icacy analySiS because the independent Total 29 (87.9) 54 (76.1) 83 (79.8) response, months 12.9 7.6 9.5 14.7 20.3 16.8 0 3 6 9 12 1518 21 24 27 30 33 36 39 2. Daya-GrOSjean L, Couve-Privat S. Cancer Lett 2005;225:181-192.
» Multicenter, international, nonrandomized, 2-cohort study (Figure 1 ’ L . . o _ . . ' ' ' % CI) _ _ _ ] _ ) Number at risk: Overall Survival INV (months - : 47 _
e ! ! ’ A, udy (Figu ) pathologist did not identify BCC in biopsy specimens taken at baseline or at postbaseline Adverse event 4 (12.1) 16 (22.5) 20 (19.2) (95% Cl) (5.6-12.9) (7.4-NE) (74-12.9)  (5.6-170) (9-0-NE) -~ (9.5-NE) Metastatic 33 33 33 29 25 22 20 18 (18 13) 6 1 0 0 = LORU§SO PM.’ Sl G, [7Delly 218, € &l Gl Caneer e 20 7 23eeesil
° A Contr0| group was not Used because Of the fO”OWing: bIOpsy NO patients W|th mBCC were eXCIUded. . LocaIIy advanced 63 61 57 55 52 48 45 43 38 29 15 7 2 0 4 SekU“C A, M|gden MR, OrO AE, et al. N Engl J Med 2012,3662171'2179
— The orimary endboint was ORR | | o | Death 1(3.0) 2(2.8) 3(2.9) Median PFS, months 9.2 11.3 11.1 9.3 12.9 12.8 5. Therasse P, Arbuck SG, Eisenhauser EA, et al. J Natl Cancer Inst 2000;92:205-216.
. P y p ' P » Baseline patient characteristics are shown in Table 1. Lost to follow-up 1 (3.0) 2 (2.8) 3 (2.9) (95% CI) (7.4-NE) (9.5-16.8) (9.3-12.9) (74-16.6) (10.2-31.4) (9.5-18.0)
— Spontaneous responses were not reported in the literature. : : : -
. . . . . . L . fet Tol lit
— Effective therapies were not available for this small patient population. Physician's decision to 3 (9.1) 3 (4.2) 6 (5.8) Median OS, months NE NE NE 30.9 NE NE S?rheey :r:od: e.rbaz:zl \:of'le tor this safet date was consistent with that previouslv reported AC KN OWLEDGM ENTS
i i ' ' ' o 0 Vi | | | u W | Wi viou .
’ Pat.ie.nts TEEEEE .Oral vi.smocllegib U img emes el Uil UEEass pregessio, lnislools ciscontinue freatment (95% (15918 R R (NENE) (NENE) ° ° ' . ° Y The authors would like to thank the participating investigators, patients, and current and past members of the
toxicity, or study discontinuation. Patient’s decision to discontinue 4 (12.1) 21 (29.6) 25 (24.0) 12V, val rate. 75 5 916 28 7 93 1 ’ Treatment-emergent AES wereoreported I?y al 10? SEUEIS: The mOStofreque.ntly ERURE AIES Roche and Genentech vismodegib teams. This study was funded by F. Hoffmann-La Roche, Ltd. Support for
— Dose interruption for up to 4 weeks was allowed for the management of toxicity. treatment ' ' ' é52/ar(;urv'va rate, 573 2'93 5) (835 '99 . NA 64.7 ;92 2 (86.6 '99 5 NA included mgscle spasms (71.2%), alopecia (65.4%), dysgeusia (54.8%), weight decreased third-party writing assistance for this poster was provided by F. Hoffmann-La Roche Ltd.
o | 15 (45.5) 5 (12.7) 24 (23.1) (95% Cl) (57.3-93.6) (83.5-99.7) (64.7-92.7) (86.6-99.6) (51.0%), fatigue (42.3%), and nausea (32.7%) (Table 6). Roche is developing vismodegib under a collaboration agreement with Curis, Inc. Vismodegib E E
ISease progression : : : _ _ _ _ _  Eifh. o - - - - was discovered by Genentech and was jointly validated by Genentech and Curis through a o
Ol 1 (3.0) 1 (1.4) 2 (1.9) BCC, basal cell carcinoma; Cl, confidence interval; NA, not available; NE, not estimable; Flﬂy :::L:jr U )dpe;tlen;t_s r?p_ogtsg/ grade 3| to 5 AEs, Wéth t?.e TO_S; gg/mmorélpi!udlng series of preclinical studies. Through this collaboration, Genentech (USA), Roche (outside .
| OS, ov§rall survival; PFS, progression-free SUfV'_Val- _ el _ ecreasoe (7 patients; 6.7%), muscle spasms (6 patients; 5.8%), and fatigue the USA excluding Japan and Korea), and Chugai Pharmaceuticals (Japan) are responsible
BCC, basal cell carcinoma. Data cut-off date: May 29, 2012. The 95% CI for response rate was computed using the Blyth-Still-Casella method. (5 patients; 4.8%). for the clinical development and commercialization of vismodegib. Corresponding author: :
— Amenorrhea was reported in 2 of 6 (33.0%) women of child-bearing potential at the Aleksandar Sekulic (sekulic.aleksandar@mayo.edu). E -

updated analysis.
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