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v' ElI CBC es el tumor cutdaneo mas frecuente (80%), con mayor frecuencia en el varén

v/ Su incidencia va en aumento (5% anualmente en los dltimos 10 afios en Europa)
v El incremento de la incidencia se relaciona con el envejecimiento de la poblacién y la continua exposicién solar

v' Algunas patologias hereditarias con aumento del riesgo de CBC: el sindrome del nevo basocelular, xerodermia
pigmentosa, sindrome de Bazex y sindrome de Rombo

v Mayor parte se tratan con cirugia y/o RT. Tratados a tiempo el pronédstico es excelente.
v' Subgrupo reducido que invade estructuras vecinas, agresivo y recidivante (incidencia 0,6%).

v/ Escaso porcentaje aparecen metastasis (ganglionares, pulmonares, dseas, higado y tejidos blandos).

P. Bossi et al. Long-term strategies for management of advanced basal cell carcinoma with hedgehog inhibitors. Critical Reviews in
Oncology/Hematology, 2023
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DTT-BCC Grou;
Risk Stage Characteristics Illustrative pictures P
_ ‘ | | (part1)
i k3
g% g None of the other stages characteristics.
,E 2 ! Low-risk common BCC Recurrences only come from blind treatments, or insufficient Not included
E"' E surgical morgins.
-
‘Common BCC but Is more complex than usual for
‘any reason linked to the tumor (location requiring technical skill,
§ ‘poorly defined tumor borders, prior recurrence) and/or to the
‘Common BCC but patient (poor general status, comorbidities, or unwillingness to
1A BT ! iy 1
E ' Good results and low rate of recurrence expected with surgery
even if technically complicate, when the patient cooperates.
Very high number of common BCC (>10) or multiple complex
'BCC (> 5) in the setting of apparently sporadic cases or in Gorlin
' s DTT-BCC mainly dueto  syndrome*. 2
il multiplicity of common BCC
3 *When at least 1 of the multiple BCC can be classified Il or IV,
| the patient will be classified accordingly, and not 118

P. Bossi et al. Long-term
strategies for management
of advanced basal cell
carcinoma with hedgehog
inhibitors. Critical Reviews in
Oncology/Hematology, 2023
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SMO antagonists
IS Sonidegib, Vismodegib
. HH Itraconazole

SMO PTCH1

Loss or
mutation

\

SUFU.

LX-‘ GLI

Nucleus GLI &\W&VL’:)’ Nucleus ——
Target genes

Normal cell BCC cell

Target genes

Figure 1. Schematic representation of the Hedgehog (HH) signaling pathway. (A) Binding of
the extracellular HH ligand to the Patched 1 (PTCH1) receptor releases Smoothened (SMO) from
inhibition. SMO starts an intracellular signaling cascade including Suppressor of Fused (SUFU),
which results in activation of the transcription factors of the GLI family; (B) loss-of-function mutations
in PTCHI or activating mutations in SMO activate the HH signaling pathway in basal cell carcinoma
(BCC) cells. This process can be inhibited by HH pathway inhibitors (HHI)

Markus V. Heppt et al. Long-Term Management of Advanced Basal Cell Carcinoma: Current Challenges and Future Perspectives. Cancers 2022
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Table 2. Hedgehog Pathway Inhibitors in Advanced BCC?

Stud Patients, n Objective Duration of Progression-free | Overall Survival,
Y Txb Response Rate! | Response, Median® | Survival, Median® Medianc
Name and References Design laBCC | mBCC | laBCC mBCC laBCC mBCC laBCC mBCC | laBCC | mBCC
BOLT - 42-month follow-up Phase Il Soni 200 mg 66 13 56% 8% 26.1 24.0 22.1 13.1 NR NR
NCT01327053268.270.272.273 RDB, CR Soni 800 mg 128 23 46% 17% 23.3 ;‘l; 249 11.1 NR NR
-month follow-up Phase 11 . 17.7-
NCTO01327053271.274 RBD, IR Soni 200mg 66 13 71% 23.1% 15.7 18.4 NR NR NR NR
SHH4476g - 9-month follow-up Phase | .
NCT0083341 7251 OL CR Vismo 63 33 43% 30% 7.6 7.6 9.5 9.5 NR NR
ERIVANCE - 39-month follow-up Phase Il .
NCT0083341 7262-264 oL, IR Vismo 63 33 60% 49% 26.2 14.8 12.9 9.3 NE 334
1aBCC, locally advance ; mBCC, metastatic BC( ; ( E centra”y revieweanﬁ, investigator reviewed; N! not reached; rﬂi not reported; GL, open-label; EEE randomized double-blind;

Soni, sonidegib; Tx, treatment; Vismo, vismodegib.
aTrials included patients with advanced BCC that was inappropriate for surgery or RT.
bInhibitors were taken orally once daily. Vismodegib dose was 150 mg.

cTimes are reported in months.

dResponse criteria varied between studies.

Median time to tumor response was 3.9 months for sonidegib in the BOLT study and 5.6 months for vismodegib in ERIVANCE study

Real-world data showed that median time to complete response after sonidegib and vismodegib treatment is approximately 6 months

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Basal Cell Skin Cancer Version 2.2024; September 14, 2023
S



A 1004
90
804
704
a"2(90- — Alopea‘a‘
g —e—  Dysgeusia
gso- —e—  Muscle Spasms
——  Diarhea
§40- —#—  Nausea
—o= FAlf
304 —eo—  Weight Decreased
204
104
o ~rrT"TT7TT7TT—7T—T7TT
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
ycle
B  100q

—eo—  Alopecia

Dysgeusia
—e—  Muscle Spasms
—+— Diarrhea

Fai
—e—  Weight Decreased

T T — T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

Cycle

Fig. 1 Cumulative onset of treatment-emergent adverse events over all treatment cycles in patients receiving A sonidegib

200 mg daily and B vismodegib 150 mg daily. Reproduced with permission from [8]

P. Bossi et al. Long-term strategies for management of advanced basal cell
carcinoma with hedgehog inhibitors. Critical Reviews in Oncology/Hematology,

2023
Gutzmer R. et al. Dermatol Ther 2021 Oct;11(5):1839-1849
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ALOPECIA

« |5 considered reversible but it can be long lasting

= Notify possible comorbidities

= Suggest camoufiaging methods
(sprays, powders, hairpieces, and wigs)

» Pharmacologic treatments: oral minoxidil 1 mg
daily is more effective than the topical form
spironolactone, finasteride

NAUSEA

« Suggest behavioral therapy (relaxation, cognitive
distraction, hypnosts, music therapy, yoga)
Suggest to avoid strong smells that may
precipitate symptoms

» Pharmacologic treatments: domperidane,
dimenhydrinate, scopolamine, ondansetron,
metoclopramide, lorazepam, cannabinoids,
phenothiazines

MUSCLE SPASMS

= More frequent in patients =70 yo

» Maintain adequate hydration

« Prescribe passive stretching, heating therapy,
cryotherapy, exercise, massage, peripheral

electrical ion (for localized

cramps, changes in sleeping or sitting position

= Suggest to drink sport drinks

* Pharmacologic treatments: amlodipine (10
mg/day for 8 weeks, be careful with blood
pressure), dittiazem, verapamil, levocarnifine (495
mg twice daily), gabapentin, pregabalin, lidocaine,
levetiracetam, vitamin B complex, naftidrofuryl
and cyclobenzapring

limited clinical data

TASTE DISTURBANCES (d ial: ia)

_+ Frequently associated with weight loss

" » Dietary counseling

 Suggest specific recipes and use of flavor
enhancers

* Add spicy ingredients and marinate meat

* Use sweetened drinks

* Drink from a straw

* Brush the teeth and tongue before meals

* Use a baking soda-salt wash or an antibacterial

* mouth wash
Pharmacologic treatments: zinc gluconate

* supplementation {140 mg/day), delta-9-tetrahydro-
cannabinol®

SYSTEMIC

Weight loss

= Early nutritional screening 9

« Prescribe supplements such as fish oil

+ Pharmacologic treatments: megestrol acetate,
corticosteroids

Asthenia/Fatigue

* Educate patient (especially at the start of treatment)

* Suggest physical activity (@s per age)

* Nutritional screening

+ Test/screen anemia

= Manage comorbidities (pain, insomnia, depression)

« Pharmacologic treatments: methylphenidate®

TERATOGENICITY/FOETOTOXICITY

* Women of childbearing potential must have a
medically supervised negative pregnancy test
within 7 days of starting therapy with HHIs and
continue testing monthly throughout

freatment duration.

Women are also required to use

contraception during therapy and for 20

or 24 months after completing therapy of
sonidegib and vismodegib, respectively.

Male patients should use condoms as form of
birth control during sexual intercourse while taking
HHls and during 2 or & manths after his final dose
for i ib and sonidegib, r i
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TABLE 1. Patient, Tumor, and Therapeutic Characteristics

Characteristic No. of Patients (%) La mediana de SLR fue 18,4 meses (95% Cl 13.5-24.8 months).
No. of patients 116 La mediana de SG no se habia alcanzado, a 36 meses la tasa SG fue del 85% (95%
Patient Cl 74.6-96%).
Median age (IQR) 73.0 (58.8-82.3) . . . .
— g e Los factores de riesgo asociados con RFS fueron: localizados extremidades y
ale sex ;
- tronco (HR 2.77; 95% Cl 1.23-6.22).
Chemotherapy history 1(0.9)
Radiotherapy history 14 (12.1) Relapses
{n=54)
Tumor
Median size at vismodegib initiation, mm (IQR) 30.0 (20.0-57.5) |
Gorlin syndrome 18 (15.5) | |
Singl the head and k 67 (57.8 0 1 imiaui
!nge on the head an rlnec (57.8) :::;f;%g — Radiotherapy PDT, |r;1_|FqL|Jumnd,
Single on the trunk and limbs 5(4.3) in = 27) (n=24) (n=2} (n=12)
Multiple on the head and neck 15 (12.9)
Multiple on the trunk and limbs 29 (25.0) |
1} | I
Median time until CR, months (IQR) 6.0 (4.2-86) Objective 8 ’
. — - response Prcgressn:!n in=3) Progression
Total treatment time with vismodegib, months (n = 23) Not specified (n=1) (n=2)
Median (IQR) 84 (6.1-12.1)
Range 2.7-27.1
Median treatment duration with vismodegib after CR, 1.0(0.3-3.8) CR {n=10)
months (IQR) PR (n=13)

Abbreviations: CR, complete response; IQR, interquartile range.

F Herms et aI FoIIow Up of Patlents With Complete Remission of LocaIIy Advanced Basal Cell Carcinoma After
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Dermatol Ther (Heidelb) (2020) 10:465-468 Che:)mr
https://doi.org/10.1007/s13555-020-00371-1 updates

ORIGINAL RESEARCH

Low-Dose Vismodegib as Maintenance Therapy After
Locally Advanced Basal Cell Carcinoma Complete
Remission: High Efficacy with Minimal Toxicity

Massimiliano Scalvenzi - Milena Cappello - Claudia Costa -

v’ Estudio observacional retrospectivo de 42 pacientes con CBCla y que han obtenido RC con Vismodegib
- 27 pacientes (64%) continuaron tratamiento con Vismodegib 150 mg/semana durante 1 afio (drug holiday)
- 15 pacientes (36%) suspendieron el tratamiento

v’ Pacientes “drug holiday” no recayd ninguno durante 1 afio y el grupo que no continud tratamiento recayé el 26,6%
(4 de 15 ptes)

v’ Toxicidad: “drug holiday” = disgeusia leve en 48% (13/27 ptes) y calambres leves en 29.6% (8/27) vs ausencia de
toxicidad en el grupo sin tratamiento

Tang, J.Y.; et al. Inhibition of the hedgehog pathway in patients with basal-cell nevus syndrome: Final results from the multicentre, randomised, double-
blind, placebo-controlled, phase 2 trial. Lancet Oncol. 2016, 17, 1720-1731
S
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BOLT Patients Requiring Dose Reductions

Continued to Benefit from Treatment

ORR by Central Review (mRECIST) at 42 Months

Odomzo® (sonidegib) 200 mg should be taken orally once daily at least two hours after a meal or at least one
hour before the following meal, at the same time each day.

ORR, % (95%Cl) Sonidegib 200 mg

For management of adverse effects, 0domzo® offers the option for dose modification:
= Dose should be reduced to 200 mg every other day. If the same AE occurs with alternate daily dosing
and does not improve, consider discontinuing Odomzo® 200 mg treatment

BN - E3 - BN - B
s M T w T F s S

All 1aBCC patients N=66
56 (43, 68)

No dose reduction or N=54
delay 57 (43, 71)

= When dose interruption is required, consider resuming Odomzo® 200 mg after resolution of AEs to

>1 dose reduction or N=12 <grade 1

delay 50 (21,79)

Temporary dose interruption and/or reduction may be required for CK elevations and muscle-related AEs.

Lewis K, Migden M. Effects of Sonidegib Dose Reduction or Delay in Locally Advanced Basal Cell Carcinoma: 42-Month Data From BOLT. Presented at the 2018
American Society of Clinical Oncology (ASCO) Annual Meeting; Chicago, IL; June 4, 2018.
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Figure 1. Study design.

mﬁ: {na c:‘m 12 weeks 8 weeks 12 weeks 8 weeks 12 weeks 8 weeks 12 weeks Arm A
vismodegib placebo vismodegib placebo vismodegib | placebo | vismodegib
Stratified according to:
* Gorlin status
(yes vs no)
* Region
. ﬁi::g::r;;ﬂim 24 weeks induction 8weeks | Bweeks | Bweeks | 8 weeks | Bweeks | 8 weeks [FNEEEN
{yes vs no) with vismodegib placebo |vismodegib | placebo |vismedegib | placebo |vismodegib
Follow-up
. N L
- Fa Ll
T 72 weeks T 52 weeks
Week 1 Week 73

Table 2. Discontinuation rates in three vismodegib studies using on-off treatment schedules (MIKIE)
or continuous dosing (STEVIE, ERIVANCE).

MIKIE [20] STEVIE [42] ERIVANCE [43]
n=229 n=1215 n=104
23%
AEs leading to .70
discontinuation Group A:23%, Group 31% 21%
B: 3{:‘”/0
Markus V. Heppt et al. Long-Term Management of Advanced AE > grade 3 o o —

Basal Cell Carcinoma: Current Challenges and Future
Perspectives. Cancers 2022 mDOT (weeks) 71 38 56

AE, adverse event; mDOT, median duration of treatment.
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Table 3. Overview of published alternative dosing regimens of HHIs that showed improved tolera-
bility while maintaining efficacy.

Quality of Number of Treatment
Reference Study Type Evidence * Patients HHI Schedule
On-off Treatment
12 weeks on,
116 8 weeks off
) ismodegib 24 weeks on
D tal. 2017 [20 RCT, phase II Vismo
réno et a [20] p ! 113 (150 mg/day) followed by
8 weeks off,
8 weeks on
Scalvenzietal 2019 [21] ~ "eOspective case 4 10 vismodegib 4-16 weeks off
series (150 mg/day)
. retrospective case vismodegib 4 weeks on,
Tronconi et al. 2020 [22] series 4 8 (150 mg/day) 2 weeks off
Villani et al. 2020 23] ~ etrospective case 4 4 vismodegib 8-12 weeks off
series (150 mg/day)
Dose Reduction
. retrospective case vismodegib .
Woltsche et al. 2019 [16] series 4 13 (150 mg/day) 1/2-1/7
. retrospective case vismodegib X
Wong et al. 2020 [17] series 4 8 (150 mg/day) Mo-Fr, 2 days off
. retrospective case vismodegib
Villani et al. 2020 [18] series 4 8 (150 mg/day) 1/2
—_— retrospective case sonidegib after 12-24 weeks
Villani et al. 2021 [19] series 4 9 (200 mg/day) 1/1 switch to 1/2

* Rated according to [45]; RCT, randomized controlled trial; 1/2, once every second day; 1/7, once weekly; Mo,
Monday; Fr, Friday; 1/1, once daily.

Markus V. Heppt et al. Long-Term Management of Advanced Basal Cell Carcinoma: Current Challenges and Future Perspectives. Cancers 2022
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1st line HHI daily oral dosing

v v

Progression on
HHI therapy

Eligible for
other treatments?
Interruption

Management of Adverse Events
(early use of supportive medications should be considered)

l l

| Grade 1/2 | Grade 3/4 |

|

HHI alternate- Pulsed Drug
day dosing* therapy® Holiday

I

v
2ndline | immunotherapy |«

P. Bossi et al. Long-term strategies for management of
advanced basal cell carcinoma with hedgehog inhibitors.
Critical Reviews in Oncology/Hematology, 2023

*Approved in the SmPC of sonidegib only - #According to each country regulation - §According to Table 1

Fig. 5. Proposed treatment algorithm for management of HHIs in laBCC.
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SMO G497W,
SMO D473Y

SMO <D PTCH1 )
1 -
X‘ SUFU

L)(—' GLI
!

Nucleus GLI

Target genes

(C)intringic resistance as
caused by SMO G497W mutation, or acquired resistance as caused by SMO DA73Y mutation impede
entry of the drug into the binding site. Modified according to [1].

v’ La Resistencia primaria a iHH es poco frecuente (1,5%-12,7%)

v’ La progresion del tumor durante el tratamiento con iHH tras una respuesta inicial
se considera una resistencia secundaria o adquirida. La Resistencia secundaria al
retratamiento con Vismodegib tras la primera recaida se estima en el 15-35%

v’ La mutacién D473H en SMO confiere resitencia a vismodegib y sonidegib

v’ La mutacién E518A en SMO disminuye la afinidad por vismodegib, y en menor
medida por sonidegib (no se dispone de datos sélidos sobre el cambio de
tratamiento). Series de casos clinicos de ptes que progresaron durante el
tratamiento con vismodegib con beneficios potenciales de un HHI en
combinacidn con radioterapia, terapia fotodinamica o terapia dirigida a diferentes
mecanismos, incluido itraconazol.

Markus V. Heppt et al. Long-Term Management of Advanced Basal Cell Carcinoma: Current Challenges and Future Perspectives. Cancers 2022
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Primary Analysis of Phase Il Results for Cemiplimab in Patients with Locally Advanced Basal Cell Carcinoma
(laBCC) Who Progress on or are Intolerant to Hedgehog Inhibitors (HHIs)

FEEESMD " Study design and objectives (NCT03132636)

Key inclusion criteria

350 m%f o;;l‘?lhab « Histologically confirmed diagnosis of invasive BCC
Group 1~ Adut for up to 93 weeks « Prior progression or intolerance to HHI therapy or no

patients with
metastatic (nodal and
distant) BCC

better than stable disease after 9 months on HHI therapy
* At least one measurable baseline lesion
+ ECOG performance status of 0 or 1

Tumour assessments
1-5Q8W, 6-9 Q12w

Group 2 - Adult . .

?;;;1;‘;‘:“1‘ :ﬂ?; * Ongoing or recent (within 5 years) autoimmune disease
modified WHO requiring systemic immunosuppression
criteria) * Prior anti-PD-1 or anti-PD-L1 therapy
. . + Concurrent malignancy other than BCC and/or
Primary endpoint: overall responss rats by ICR history of malignancy other than BCC within 3 years

of date of first planned dose of cemiplimab, except for

Key sacondary endpoints: duration of response, tumours with negligible risk of metastasis or death

progression-free survival, overall survival, complete
response by ICR and safety and tolerability

BCC, basal cell carcinoma; ECOG, Eastemn Cooperative Oncology Group; HHI, hedgehog inhibitor; ICR, indep central review; |V, intravenous; aBCC, locally advanced BCC; PD-1, programmed
cell death-1; PD-L1, PD-ligand 1; Q3W, every 3 weeks; QOW, every 9 weeks; Q12W, every 12 weeks; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; WHO, World Health
Organization.

A. Stratigos et al. ESMO 2020
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0Ngress .
FEESMD Evaluation of response

laBCC (n=84)

n (%), unless otherwise stated

' Overall response rate, % (95% Cl) 31.0 (21.3-42.0)*
Complete response 5(6.0)
Partial response 21(25.0)

41 (48.8)
Progressive disease 9(10.7)
Not evaluable™ 8(9.5)

Stable disease

*Includes two patients whose partial responses were confimed after the data cut-off date. TOf the eight patients who were not evaluable, four did not have any post-baseline tumour assessments, three
patients were not considered to have evaluable lesions by either photographic or radiologic assessment methods and one patient had a second farget lesion not imaged after baseline.

Cl, confidence interval, IaBCC, locally advanced basal cell carcinoma.
Data cut-off date: 17 February 2020

A. Stratigos et al. ESMO 2020
S
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Patients with Response (n=26)

VIRTUAL ongress
2020

INMUNOTERAPIA EN TTO DEL CBCla

Duration of response in responding patients and
survival estimates (PFS and OS)

Cl, confidence interval; DOR, duration of response; ICR, independent central review;
KM, Kaplan-Mgier; NE, not evaluable; OS, overall survival; PFS, progression-free survival.

® O i 4 A 4 A Complete response = 104
88, A A Partial response 3 g-g:
: &ﬂ—.—*i—‘_‘_‘ ® Stable disease 5@ 074
I . X Progressive disease 28 05
e 224 L1 [ Not evaluable E‘g 05+
A (S - - — Ongoing treatment E'% g-g:
_3‘ _i_; _: 5 _““‘ > > Ongoingstudy & @ ;5] Estimated median PFS, months: 19.3 (95% Cl, 8.6, NE)
e o'e o o "¢ o % & 01- Estimated 12-month event-free probability: 56.5% (5% C, 44.3, 67.0)
?:::“*‘*‘“> & 4+ttt
€ 4 4 4 a4 3 ::i:i D 2 4 6 8 10 12 14 16 18 20 22 24 28 28
® A A A A A A A A A Month
i — — - —_— ——_— No.atrisk 84 76 64 56 48 40 35 27 15 15 9 6 2 0 0
& A A 4 A 'y A A A m
e s 4 44 4 1 1 X
® A A A A A A A A-a 1.0
T Ll Ll T T T 1 I Ll T T Ll Ll 1 0-9-
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 T 08-
S .= 74
Month 2E 06-
o R e T T
* Median KM estimation of DOR per ICR: not reached -§ T 047
. Estimated KM probability of DOR, % (95% CI): = & 037 Estimated median OS, months: not reached (95% CI, NE, NE)
0.1- Estimated 12-month probability of survival: 92.3% (95% Cl, 83.6, 96.5)
- 6 months: 909 (68.3, 97.6) 3 etimated 12-month probabillty of survival: 32.5%
» 12 months: 85.2 (60.5, 95.0) R
Mo.atrisk 84 83 80 78 73 72 66 61 51 35 25 15 3 0 0

Data cut-off date: 17 February 2020

A. Stratigos et al. ESMO 2020
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ongress d
IEESMD " safety evaluation
TEAEs regardless of attribution 1aBCC (n=84) TEAEs regardless of attribution | laBCC (n=84)

n (%) Any grade  Grade 23 Occurred in 210% patients (any grade) or Grade 3 in 25% patients
Any 82 (98) 43 (51) n (%) Anygrade  Grade 23
Serious 29 (35) 22 (26) Fatigue 25 (30) 3(4)
Led to discontinuation 14 (17) 7(8) g:"hmmus fggg g
Associated with an outcome of death 3(4) 3(4) Astheria 17 20) 1)
Anaemia 13 (16) 1(1)
* Most common treatment-related AEs (TRAEs), by preferred terms, :
included fatigue (n=21; 25%), pruritus (n=12; 14%) and asthenia geczeased appelite }g (146,) : q)
(n=12; 14%); the most common Grade 23 TRAES were colitis (n = N:ﬁs::he i E . 4; 4 E 1;
4), fatigue, and adrenal insufficiency (n=2 each) TR 12(14) 300)
* Immune-related AEs (irAEs™) occurred in 21 (25%) patients and Arthralgia 11(13) 0
were Grade 3 in 8 (10%) of patients. No Grade 4 or Grade 5 irAEs Dyspnoea 10 (12) 0
« The most common irAEs™ (any grade) were hypothyroidism and Blood creatinine increased 8(10) 0
colitis, in eight (10%) and five (6%) patients, respectively Dizziness 8(10) 0
« Grade 3 irAEs" in >1 patient: coliis (n=3) and adrenal insuffc — 8(10) .
r_a2 e 3irAEsT in >1 patient: colitis (n=3) and adrenal insufficiency Hypothyroidism 8 (10) 0
(n=2) Tumour haemorrhage 8 (10) 0
Hypertension 7(8) 4(5)
*Not considered treatment-related. *Per sponsor identification method. AE, adverse event; laBCC, locally d basal cell carci TEAE, AE. Data cut-off date: 17 February 2020

A. Stratigos et al. ESMO 2020
S
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Figure 4. Case history of a patient with Gorlin-Goltz syndrome and multiple BCCs before pem-

Marl'(us V. Heppt et al. Long-Term Management of A.dvanced Basal Cell brolizumab treatment (A), 7 months after pembrolizumab (at progression) and before sonidegib
Carcinoma: Current Challenges and Future Perspectives. Cancers 2022 treatment (B), and 5 months after sonidegib treatment (C).
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v El CBCla es poco frecuente (0,6% de los CBC) pero tiene un importante impacto estético y social

v’ El tratamiento de eleccién del CBCla, si se desestima la RT, son los iHH (vismodegib o sonidegib)

v’ Los efectos secundarios: calambres, disgeusia y alopecia no son graves pero limitan la duracién del tratamiento y
por ende pueden acortar su eficacia

v’ Se han utilizado diversas estrategias para aumentar la duracién del tratamiento: reduccién de dosis, periodos
on-off

v En aquellos pacientes tratados con iHH que obtuvieron beneficio pero se suspendié el tratamiento, a la
progresion el retratamiento puede ser eficaz con una tasa de resistencia del 15-35%

v' A la progresién de los iHH el Cemiplimab ha mostrado ser efectivo con una tasa de respuestas del 31% y un 79%
de control de la enfermedad
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Zaragoza 26-29 septiembre 2023

Muchas gracias
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