
S T R A S S W I M M E R   +  S M I R N O V  D E R M A T O L O G Y  A S S O C I A T E S  - D E L R A Y  B E A C H  F L

M E D I C A L  D I R E C T O R ,  M E L A N O M A  &  C U T A N E O U S  O N C O L O G Y  
L Y N N  C A N C E R  I N S T I T U T E  - B O C A  R A T O N  R E G I O N A L  H O S P I T A L

R E S E A R C H  P R O F E S S O R  O F  B I O C H E M I S T R Y
A F F I L I A T E  P R O F E S S O R  O F  M E D I C I N E  ( D E R M A T O L O G Y )  
F L O R I D A  A T L A N T I C  U N I V E R S I T Y  B O C A  R A T O N ,  F L

John Strasswimmer MD, PhD

M I A M I  C A N C E R  2 0 1 8 :  N O V E L  T H E R A P I E S  F O R  B C C  A N D  S C C  O F  S K I N  A N D  
M E R K E L  C E L L  C A R C I N O M A .



15th Annual Miami Cancer Meeting

John Strasswimmer, MD, PhD
Novel Therapies for BCC and SCC of Skin and Merkel Cancer

Relevant financial relationships in the past twelve months by presenter or spouse/partner.

Speakers Bureau: Genentech, Sun Pharmaceuticals

The speaker will directly disclosure the use of products for which are not labeled (e.g., off label 
use) or if the product is still investigational.



– J O H N  S T R A S S W I M M E R  M D ,  P H D

“why I am a mohs surgeon” 

S C C ,  R E C U R R E N C E  A F T E R  E X C I S I O N ,  
H A S  C L L



– J O H N  S T R A S S W I M M E R  M D ,  P H D
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1 3  M O N T H S  L A T E R ,  H E  T O O K  M E  
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• fresh technique: <1% -5% 
recurrence vs  3-25% for excision 
(BCC, SCC)

• “staged” permanent technique: 

• <3% recurrence vs 15% 
(melanoma in situ) 

• <5% recurrence vs 20%  DFSP 
(dermato-fibro-sarcoma-
protuberans)
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• M E R K E L  C E L L C A R C I N O M A  -
T H E  D E R M A T O L O G I S T ’ S  R O L E  I N  A N  O N C O L O G Y  C H A L L E N G E

S Q U A M O U S  C E L L C A R C I N O M A :  
A  D E R M A T O L O G I S T ’ S  A N D  O N C O L O G I S T S ’  S H A R E D  C H A L L E N G E

B A S A L  C E L L C A R C I N O M A -
A N  O N C O L O G I S T ’ S  R O L E  I N  A  D E R M A T O L O G Y  C H A L L E N G E

Goals: understand three tumors
M I A M I  C A N C E R  2 0 1 8 :  N O V E L  T H E R A P I E S  F O R  B C C  A N D  S C C  O F  S K I N  A N D  
M E R K E L  C E L L  C A R C I N O M A .

John Strasswimmer MD, PhD
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Goals: understand three cutaneous tumors

M E R K E L  
( M C C )

S Q U A M O U S  
( S C C )

B A S A L  
( B C C )

I N C I D E N C E R A R E
( 2 4 8 8 )

C O M M O N
( 1 , 0 0 0 , 0 0 0 )

C O M M O N
( 5 , 0 0 0 , 0 0 0 )

M E T A S T A T I C  
P O T E N T I A L

2 0 - 3 0 %
( 1 0 0 0 )

L O W
( 1 0 , 0 0 0 )

R A R E
( 1 , 0 0 0  E S T )

S Y S T E M I C  
T H E R A P Y P D - 1 / P D - L 1 N O H E D G E H O G

P A T H W A Y
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• Rare: 0.7 per 100,000  15.5 
per 100,000 for ≥85 years

• -
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M E R K E L  C E L L  
C A R C I N O M A

• Rare: 0.7 per 100,000  15.5 
per 100,000 for ≥85 years

• -Very age dependent

• predict >3000 by 2025
R E F :  P A U L S O N  E T  A L : J .  A M E R  A C A D .  D E R M  7 8  ( 3 )  
N O V E M B E R   2 0 1 7  
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M E R K E L  C E L L  
C A R C I N O M A

N O  P R I M A R Y  T U M O R

• Rare: 0.7 per 100,000  15.5 
per 100,000 for ≥85 years

• Etiology: UV and virus

• Immune role is significant
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Staging Merkel Cell New 2018

N C C N  G U I D E L I N E S  V E R S I O N  1 . 2 0 1 8  M E R K E L  C E L L  C A R C I N O M A  

• R O L E  O F  V I R U S  ( M V P V )
• Q U A N T I T A T I O N  O F  M C P V  A N T I B O D I E S : P A T I E N T  S T A T U S ”

• S E R O N E G A T I V E :    M A Y  P R E D I C T  H I G H E R  R E C U R R E N C E
• S E R O P O S I T I V E :      R I S I N G  T I T R E  M A Y  E A R L Y  I N D I C A T E  R E C U R R E N C E

• 2 0 1 8  A J C C  S T A G I N G  C H A N G E S  I N C L U D E
• P A T I E N T S  W I T H  U N K N O W N  P R I M A R Y  =  N E A R L Y  2 X  I N C R E A S E D  S U R V I V A L  
• S T A G I N G  O F  N O D E  D I S E A S E  B Y  P A T H O L O G Y   V S  C L I N I C A L  E A C H  S T A G E
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How to treat Merkel Cell ?

R E F :  N G H E I M  E T  A L :  C L I N I C A L  C A N C E R  R E S .  D E C E M B E R  2 0 1 7  

• P D - ( L ) - 1  B L O C K A D E A V E L U M A B F D A - A P P R O V E D  M A R C H  2 0 1 7
• 4 0 %  D O N T G E T  I N I T I A L  R E S P O N S E
• S E C O N D A R Y  R E S I S T A N C E  C A N  A P P E A R
• P A T I E N T  L I M I T A T I O N :  I M M U N O S U P P R E S S E D ,  A U T O I M M U N E  

• T R I A L S
• N I V O L U M A B + I P I L I M U M A B + / - S B R T
• P E M B R O L I Z U M A B  W I T H  O R  W I T H O U T  S T E R E O T A C T I C  B O D Y  R A D I A T I O N
• T - V E C  ( T A L I M O G E N E L A H E R P A R E P V E C )  W I T H  O R  W I T H O U T  R A D I O T H E R A P Y
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JAVELIN Merkel 200 trial

R E F :  K A U F M A N E T  A L :  L A N C E T  O N C O L O G Y  O C T O B E R  2 0 1 6  A N D  
K A U F M A N  E T  A L  J .  I M M U N O T H E R A P Y  C A N C E R  2 0 1 8

• Avelumab (  PD-L1 blockade ) approved 
March 2017 for >12 year old for 
metastatic MCC

• Administration: 

• 10mg.kg q2 weeks

• AE: pneumonitis, hepatitis, coitis, 
endocrinopathies, nephritis 

• embryo and fetotoxic

• Study: Phase 2, open label, single arm

• RECIST v1.1

• : 88 patients ORR= 33% ( 11% CR;  21% PR)

• estimate: 74% of responders  wil have duration 
?12 months
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S Q U A M O U S  C E L L  
C A R C I N O M A

• common >1,000,000 per year

• moderate metastatic risk

• Hi Risk: 

• immunosuppression (CLL, 
solid organ transplant)

• tumor: poorly differentiated, 
fat invasion

S C C ,  R E C U R R E N C E  A F T E R  E X C I S I O N ,  
H A S  C L L
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• common >1,000,000 per year

• moderate metastatic risk

• Hi Risk: 

• immunosuppression (CLL, 
solid organ transplant)

• tumor: poorly differentiated, 
fat invasion

P E R I N E A L  I N V A S I O N  
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How to treat cSCC?

Hh 

“ T H E R E  A R E  N O  D R U G S  A P P R O V E D  B Y  T H E  U S  F O O D  A N D  D R U G  
A D M I N I S T R A T I O N  ( F D A )  S P E C I F I C A L L Y  F O R  T H E  T R E A T M E N T  O F  C S C C .  “   
2 0 1 8  J .  A M E R  A C A D  D E R M A T O L .
.
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How to treat cSCC?

Hh 

• E G F R  M O N O C L O N A L  A N T I B O D I E S

• cetuximab 2011                                     Phase 2: nonresectable        DCR 69%      PR 35%      CR 6% CR

• cetuximab + /- platinum, 5-FU   2015                nonresectable  neoadjuvant helps 92% become resectable

• panitumumab 2014                               Phase 2: nonresectable          31% ORR   PR18%        CR 12%

• E G F R  S M A L L  M O L E C U L E  I N H I B I T O R

• Gefitinib 2017                                       Phase 2: nonresectable        DCR 51% %      ORR 16% 

• P D - 1  I N H I B I T O R

• Cemiplimab    

• 2017 Phase 2: nonresectable        ORR 16%    PR 16%

• Expanded axes study 2018: Regenron/Sanofi : “An Open-Label, Expanded Access Protocol of Cemiplimab in Patients 
With Metastatic or Locally Advanced Cutaneous Squamous Cell Carcinoma Who Are Not Candidates for Surgery”
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B A S A L  C E L L  
C A R C I N O M A

• common >5,000,000 per year

• extremely low metastatic risk

• hig risk for local morbidity

• tumor type( size, location, 
histology)

• perineurial invasion
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A D V A N C E D  B C C

• Locally Advanced (laBCC)

• Metastatic (mBCC)



L O C A L L Y  A D V A N C E D  B C C

S T R A S S W I M M E R  M O H S  S U R G E R Y  - B O C A  R A T O N  F L
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How to treat laBCC?

H E D G E H O G  P A T H W A Y  ( S M O O T H E N E D )  I N H I B I T O R S  ( H P I )

Hh 
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H E D G H O G  
P A T H W A Y

• controls contact growth inhibition

• embryogenesis, others

M A K E  A  “ H E D G E H O G  M U T A T I O N ”

O R

F E E D  T H E M   A N  H P I

cylopamine (natural)

M U T A N T

N O R M A L
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H E D G H O G  
P A T H W A Y

• controls contact growth inhibition

• embryogenesis, others

• BCC are hedgehog mutants

cylopamine (natural) or
vismodegib / sonidegib 

M U T A N T

N O R M A L
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H E D G H O G  
P A T H W A Y

• controls contact growth inhibition

• embryogenesis, others

• BCC are “hedgehog mutants”
T R E A T

B C C

F E E D  T H E M   A N  H P I
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What are HPIs?
S M A L L  M O L E C U L E  I N H I B I T O R  O F  S M O O T H E N E D O F  T H E  H E D G E H O G  
M U L T I S T E P  P A T H W A Y  

Smo

PTCH
S M O O T H E N D
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What are HPIs?
S M A L L  M O L E C U L E  I N H I B I T O R

Smo

PTCH

M U T A T E D  S M O O T H E N D  ( O R  M U T A T E D  
P A T C H E D  )   M A K E S  B C C  G R O W

S M O O T H E N D
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What are HPIs?

S M A L L  M O L E C U L E  I N H I B I T O R

Smo

PTCH

M U T A T E D  S M O O T H E N D  ( O R  M U T A T E D  
P A T C H E D  )   M A K E S  B C C  G R O W

HPI
S M O O T H E N D
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What are HPIs?
S M A L L  M O L E C U L E  I N H I B I T O R

Smo

PTCH

M U T A T E D  S M O O T H E N D  I S  N O W  B L O C K E D  
A N D  B C C  D O E S  N O T  G R O W

HPI
S M O O T H E N D
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• Reversible inhibitors of smoothened molecule in the hedgehog pathway 

• Both requite pregnancy control “black box” as teratogen

• Both indicated to treat as long as tolerated or until progression

• vismodegib: FDA approved for both laBCC and metastatic (mBCC) 2012 daily dose 
150mg

• sonidegib FDA approved for laBCC 2015 daily dose 200 mg

HPI for laBCC
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• W H A T  A R E  H E D G E H O G  P A T H W A Y  I N H I B I T O R S  ( H P I ) ?
D O  T H E Y  W O R K ?
H O W  L O N G  D O  Y O U  N E E D  T O  T R E A T ?
D O  T H E Y  H E L P  W I T H  S U R G E R Y  O R  R A D I A T I O N  T R E A T M E N T ?
H O W  T O  M A N A G E  “ S I D E  E F F E C T S ”  
H O W  T O  M A N A G E  R E S I S T A N C E ?  

Goals
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HPI for laBCC
P R E  T R E A T M E N T

6  M O N T H S  H P I

• work quickly
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HPI for laBCC
P R E  T R E A T M E N T

• work quickly

• potential for  cure

• How long to treat?

2  W E E K  P U L S E

2  Y E A R S  L A T E R
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HPI for laBCC
P R E  T R E A T M E N T

6  M O N T H S  H P I

• work quickly

6  Y E A R S  
C O N T I N U O U S  
T H E R A P Y
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Evidence
• V I S M O D E G I B

• ERIVANCE 2012- Phase 2, FDA approval for laBCC (43% ORR) and mBCC (30% ORR)

• STEVIE 2017 open label 1215 patients  8.9 month duration 68% ORR laBCC 37% mBCC

• S O N I D E G I B

• BOLT 2015  2012- Phase 2, FDA approval for laBCC  (43% ORR)

• P O O L E D  A N A L Y S I S  J A M A  D E R M A T O L O G Y  2 0 1 6

• Audrey A. Jacobsen BS, ; Adam S. Aldahan, BS; Olivia B. Hughes,; Vidhi V. Shah, BA1; 
John Strasswimmer, MD, PhD

• ORR 64% (vismodegib) 3 most common adverse effects were muscle spasms (66.4%), 
alopecia (61.1%) and dysguesia (57.3%) Recommend CPK monitoring for class of 
medications



U S E R S  M A N U A L  F O R  H P I
P A R T 2  :  M E T H O D S  T O  M A N A G E  A D V E R S E  E V E N T S

J A C O B S E N  E T  A L  P R A C T I C A L  M A N A G E M E N T  O F  A D V E R S E  E V E N T S  O F  H P I  
T H E R A P Y J A A D  7 6  ( 4 )  2 0 1 6

• Molecules active in :

• hair follicles, GI tract, ovaries

• probably elsewhere

• Adverse events are in groups:

• The anticipated, treatment limiting 
discomforts (alopecia, dysgeusia, leg 
gramps, fatigue, amenorrhea)

• medical adverse events ( high CPK, 
electrolyte disturbance, CHF, 
pregnancy)

• ? SCC risk



U S E R S  M A N U A L  F O R  H P I
P A R T 2  :  M E T H O D S  T O  M A N A G E  A D V E R S E  E V E N T S

J A C O B S E N  E T  A L  P R A C T I C A L  M A N A G E M E N T  O F  A D V E R S E  E V E N T S  O F  H P I  
T H E R A P Y J A A D  7 6  ( 4 )  2 0 1 6

• New recognized adverse 
events are appearing



U S E R S  M A N U A L  F O R  H P I
P A R T  3 :  R E S I S T A N C E

C L I N I C A L  R E S I S T A N C E  V S  O C C U L T  R E S I S T A N C E



S T R A S S W I M M E R  M O H S  S U R G E R Y  - B O C A  R A T O N  F L

Occult Resistance
P R E  T R E A T M E N T

• Failed Mohs twice over 5 
years

• MRI of orbit = limited

• Repeat MRI = no change

3  M O N T H S  T H E R A P Y



S T R A S S W I M M E R  M O H S  S U R G E R Y  - B O C A  R A T O N  F L



M E L A N O M A  5 K  A P R I L  2 0 1 8  B O C A  R A T O N

“Time to finish” 



W W W . D E R M A T O L G Y M I S S I O N S . O R G

Thank you

http://www.Dermatolgymissions.org
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