
Immunosuppression
The s tro n g  asso c ia tio n  b e tw een  im m u n o su p p ressio n  and 
MCC is w ell k n o w n 1"'1435 (A JC C  Level o f  E v idence : I). 
W hether co m p ro m ised  im m u n e  su rv e illan ce  is the  re su lt o f 
an u n d erly in g  co m orb id ity , such  as ch ro n ic  ly m p h o cy tic  
leukem ia, or im m u n o su p p ressiv e  m ed ication  to p reven t 
organ re jec tio n , it in creases  the  risk  o f  d ev elop ing  M C C  
and negatively  in fluences the  su b se q u en t im m une  re sp o n se  
against the  tum or, re su ltin g  in a h ig h e r m orta lity  rate. 
Sim ilarly, im m une sen escen ce , the  na tu ra l decline  o f  the 
im m une system  w ith  age, is be liev ed  to  be a c o n trib u tin g  
factor in  the  co n tin u a lly  in c reasin g  in c id en ce  o f  M C C  w ith  
advancing ag e .36 B ecau se  o f  the  sub jec tive  na tu re  o f  th is 
known p ro g n o stic  facto r, im m u n o su p p re ss io n  is no t in co r 
porated in the stag ing  system . H ow ever. the p ra c titio n e r is 
strongly e n co u rag ed  to  m a in ta in  a h ig h e r level o f  su sp ic io n  
for the dev e lo p m en t o f  M C C  in an im m u n o co m p ro m ise d  
patient, and to  bear in m ind  the  m ore  agg ress iv e  c o u rse  o f  
MCC in the co n tex t o f  su p p re ssed  im m une  s ta tu s  w hen  
considering tre a tm en t o p tio n s  and  su rv e illan ce  fo r  such  
patients.37

RISK ASSESSM ENT MODELS

The A JCC  recen tly  estab lished  gu ide lines th a t w ill be used 
to evalúate pub lished  s tatistical p red ic tion  m odels fo r the 
purpose o f  gran ting  endo rsem en t fo r c lin ical use.38 A lthough  
this is a m onum ental step  tow ard  the goal o f  p recisión  m ed i 
cine, this w ork w as pub lished  on ly  very recently . T herefo re , 
the existing m odels tha t have been  pub lished  o r m ay be in 
clinical use have not yet been evaluated  fo r th is cán c e r site 
by the P recisión  M edicine C ore  o f  the A JC C . In the fu tu re, 
the statistical p red ic tion  m odels fo r th is cánce r site  w ill be 
evaluated, and those that m eet all A JC C  crite ria  w ill be 
endorsed.

DEFINITIONS OF AJCC TNM 

Definition of Primary Tumor (T)

T Category T Criteria

TX Primary tumor cannot be assessed (e.g., curetted)
TO No evidence of primary tumor
Tis In situ primary tumor
TI Máximum clinical tumor diameter <2 cm
T2 Máximum clinical tumor diameter >2 but <5 cm
T3 Máximum clinical tumor diameter >5 cm
T4 Primary tumor invades fascia. muscle, cartilage,

or bone

Definit ion of Regional Lymph Node (N) 

Clinical (N)

N Category N Criteria

NX Regional lymph nodes cannot be clinically assessed
(e.g.. previously removed for another reason, or 
because of body habitus)

NO No regional lymph node metástasis detected on
clinical and/or radiologic examination 

NI Metástasis in regional lymph node(s)
N2 In-transit metástasis (discontinuous from primary

tumor: located between primary tumor and draining 
regional nodal basin. or distal to the primary tumor) 
without lymph node metástasis 

N3 In-transit metástasis (discontinuous from primary
tumor; located between primary tumor and draining 
regional nodal basin. or distal to the primary tumor) 
with lymph node metástasis

Pathological (pN)

pN Category pN Criteria

pNX Regional lymph nodes cannot be assessed
(e.g.. previously removed for another reason or not 
removed for pathological evaluation) 

pNO No regional lymph node metástasis detected on
pathological evaluation 

pN 1 Metástasis in regional lymph node(s)
pNla(sn) Clinically occult regional lymph node metástasis

identified only by sentinel lymph node biopsy 
pNia Clinically occult regional lymph node metástasis

following lymph node dissection 
pN lb Clinically and/or radiologically detected regional

lymph node metástasis, microscopically confirmed 
pN2 In-transit metástasis (discontinuous from primary

tumor; located between primary tumor and draining 
regional nodal basin, or distal to the primary tumor) 
without lymph node metástasis 

pN3 ln-transit metástasis (discontinuous from primary
tumor; located between primary tumor and draining 
regional nodal basin. or distal to the primary 
tumor) with lymph node metástasis

Definit ion of Distant Metástasis (M) 

Clinical (M)

M Category M Criteria

MO No distant metástasis detected on clinical and/or
radiologic examination 

MI Distant metástasis detected on clinical and/or
radiologic examination 

M 1 a Metástasis to distant skin, distant subcutaneous
tissue, or distant lymph node(s)

M 1 b Metástasis to lung
M 1 c Metástasis to all other visceral sites
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Pathological (M)

M Category
MO

pM 1 
pM la

pM lb
pM lc

M Criteria
No distant metástasis detected on clinical and/or
radiologic examination
Distant metástasis microscopically confirmed
M etástasis to distant skin, distant subcutaneous
tissue, or distant lymph node(s), microscopically
confirmed
M etástasis to lung, microscopically confirmed 
M etástasis to all other distant sites, 
microscopically confirmed

AJCC PROGNOSTIC STAGE GROUPS

Clinical Stage Group (cTNM) 11.

Then the stage 12.
When T is ... And N is. And M is ... group is ... 13.
Tis NO MO 0
TI NO MO I 14.
T2-3 NO MO IIA
T4 NO MO IIB 15.
TO-4 N l-3 MO III
TO-4 Any N MI IV

16.

Pathological Stage Group (pTNM)

When T is ... And N is ... And M is ...
Then the stage 
group is ...

Tis NO MO 0
TI NO MO I
T2-3 NO MO IIA
T4 NO MO IIB
T l-4 N la(sn) or N ía MO IIIA
TO N lb MO IIIA
T l-4 N lb -3 MO IIIB
TO-4 Any N M I IV

3. U nknow n prim ary  status (yes/no)
4. T um or th ickness (w hole  m illim eters)
5. E xcisión  m argin  status (tum or base transec ted  or not 

transected)
6. Profound  im m unosuppression  (no im m unosuppres- 

sive conditions, H IV /A ID S , solid  organ transplant 
recip ient, chron ic  lym phocytic  leukem ia, non-Hodg- 
kin lym phom a, m últip le  cond itions, cond ition  NOS)

7. LVI (p resen t/absen t/no  com m ent by pathologist)
8. M C P yV -positive  stain ing  by IHC (yes/no/not 

app licab le)
9. p63-positive  stain ing  by IHC (if  app licab le) (yes/no) 

10. T um or-infiltra ting  lym phocy tes in prim ary tum or (not
presen t; present, nonbrisk ; presen t, brisk ; present, 
N O S)
G row th pattern  o f  prim ary  tum or (circum scribed/ 
nodu lar o r infiltrative)
Extranodal extensión in regional lym ph node(s) (yes/no) 
Tum or nest size in regional lym ph node(s) (greatest 
d im ensión  o f  largest aggregate  in m illim eters) 
Iso la ted  tum or cells in reg ional lym ph node(s) (yes/ 
no)
E yelid  tum or involving the upper o r low er eyelid, or 
both
E yelid  tum or involving the eyelid  m argin, defined as 
the  ju n c tu re  o f  eyelid  skin and tarsal píate at the lash 
line; if  p resent, is the eyelid  m argin involvem ent full 
th ickness?  (no/yes, no  full th ickness/yes full thickness)

HISTOLOGIC GRADE (G)

T here  is no recom m ended  h isto log ic  g rad ing  system  at this 
tim e.

HISTOPATHOLOGIC TYPE

REGISTRY DATA COLLECTION VARIABLES

1. L argest tum or d iam eter (in m illim eters, m easured 
clin ically , or h isto log ically  if  not available)

2. R egional nodal status (exam ined  clinically , p a tho log i 
cally, o r neither)

A lth o u g h  sev e ra l d is tin c t m o rp h o lo g ic  p a tte rn s  have 
b een  d e sc rib e d  fo r  M C C , n o n e  h a s  b een  reproducibly  
fo u n d  to  be  o f  p ro g n o s tic  s ig n if ic a n ce . T h ese  histologic 
su b ty p e s  in c lu d e  in te rm e d ía te  ty p e  (m o st com m on), 
sm all c e ll ty p e  (se co n d  m o s t c o m m o n ), an d  trabecular 
ty p e  ( le a s t  c o m m o n  b u t m o s t c h a ra c te r is t ic  pa tte rn  of 
M C C ).23


