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Granular Cell Variant of Atypical Fibroxanthoma 
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We report a case of  atypical f ibroxanthoma of the 
ear in which  the dominant  part of  the tumor has 
granular cell appearance. Areas identical to conven-  
tional atypical f ibroxanthoma were  present on ly  at 
the lateral infiltrating borders. Histo logical ly  the 
granular cells resembled  those of the classical gra- 
nular cell tumors but exhibited s ignif icant pleo- 
morphism and a high mitotic rate. l m m u n o s t a i n s  
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for v iment in ,  CD68 and NKI/C3 were  posit ive  but 
for S-100, HMB-45,  m y o g e n i c  and epithel ia l  
markers were negative.  The predominance  of the 
granular cells in an atypical f ibroxanthmna sup- 
ports the concept that a small  subset  of  tumors with  
granular cell phenotype  are of nonneural  origin. 
( P a t h o l o g y  O n t o l o g y  Resea rch  \:ol 2, N o  4, 244-247,  
]996) 

f ibroxanthol l la  

Introduction Material a#td methods' 

Tile naitlc' " i l l yob laM l i l yoma"  that al~peared in the 
i \b r i koso f f ' s  tui~tinal art icle I suggests lhc l l lyogei l ic  
or ie in  o f  gral lu lar  cells, hi thc last Ie~x. decades tilt.' re 
suits of  bolh ullrastrLiclural and ilmnui-K~histochcinical 
sludics Mlpporlcd the ilCtllal or ig in o f  ITiOM #ia l l t l lar  cell 
ltllllOl"4. ~:'7~;~' Howe\o r .  g ia l l t i ia r  cells have been ob- 

les o )s sef\cd ii] IH.11l]elOtlS differcnl neoplaslic ' _~.~.~,~ I I I : 11 

and in I0at_t J'~ U pltK'csses."> 
l~.ccclHl\ a ~,clics o f  Ml/oolh i1]tlsclc ILIII]OI'S vvilh a 71"~.llltl 

I;.ll" coil chall.Uc. ~ and a grallt l l : ir cell \ ali:xnl of  dol i l ]a lo- 
fibrt)s',uconla i)rolubor',ii>, I I)FSP : h.<ivc bccn rcporlod. 
I .cBoi l  et al ~ described fotu- ca,,c's of  unique ctHallol~s 
lA.illltHs which l i t_ ') l lal / ic:d p rhn i l i ~c  I~ol)pt)id ~lal l t l lar 
cell ttiil~C)l" ( P P G T ) .  

\Vr report an a i )p ical  l ]broxanthonia o f  lhc ~kin in 
which file tt l i l /t) l cells displa).cd ex icns i \e  ~ItillLilar cell 
Iiall,,!Ollll~iiittil. "(%t! hcl icxc iili~ i,, i,c: ilit_ []t',i iClJl, i (  ,,I" 
',uch a val ianl.  The occurrence t)f Ihe "Trpi!tllar cell phenc~- 
IHL'Ii" ill ;.Ill at}pical  librt)~>aYcoi]la supl)orl0d [he ccmccpt 
th;li . ~ l , { l l l t l l ~ . l l  coil t t l l l l O i - S  { f i e  l l O l  ;_l h t H I I O T C I l O L I S  7iotl[) ill 
d i f lcrcnt iat ion. 

Ti le SLlrgic;.ll N~ccilncn was f ixed in I(YX buflcred lk)r- 
nlal in and prot-'essed by ,~tZilldard lechniqLic to patal f i l l  
\ \ax. Sections 5 tml lhick wcrc qained with hcmatoxyl in  
and cosin, periodic acid SchilT ~,<ith ;ll-id w i ihou i  diastase 
digcsl ion and Gomor i 's  re l iculhl  ~lain~. Parl', o f  lhe for- 
malin f ix0d nlait. i ial '~\eic po~tf ixed in 2+,,'~ glLilaialdeh).de 
and ]97 t>;miunl teiroxidc, and on}bedded in araldi ie. 
l.JhrallHn ~,OL'IiOiiS ;~crc <,rained 'a.i/h lead citralc aiRl ural l ) l  
acclaim. For inmlunohistocl lo in ical  cxaminat io i /  doparaffi- 
nizcd lis~ue ,~eclitms were stained \vilh a panel o f  i/]tillt) 
'<rod ptHychulal anlibodic<~ re, in 7 Iho cl~idin-bioi in- 
pcroxidase il lethod. The rcagt_'lltS, their soulcos, aiKt tile 
icM.ills ;_llC Sl_lilliiKtli/cd iii 7hide 1. 

Report of  the case 

Ah ,",2 7 ............................. . - I I . - < , l l  ~ . , ,  , ,  , )~  i t  . 1i h r162 ! / 1 0  x ] i t l~ I . I 

ulcerated %kiu lt l l l lOr Oll )lit." l iTht ear Ihtil he had noticed 
~c\ ci-al llit)i/tll,, pr ior to adniis,Jon. The /t l l l lOi t\;.i~, 
cxci',ctl hi It)it). 

. . . . .  PHfl1~d:G, ic'cd ~,~mtimzl ion 

[~.r Dec 5. 1990, ,;tcccplcd; I)cc 2(}. ] 9c)(1 
(;r:,~.~ IVi:di/iz.~ The Sl)ccimcn me'a~ured 3 x 2 cm ~kin ( ' , , icV,,mi( '~l ,c.  Z',~>ll OI~.()SZ. XI I ) .  l)cl~al'lnwni el  I I,iincm :ll~c[ 

I{\pclinl~:ni:!l ]'Lin~orl;cltll~,it)7>. Nalioiial [ll.,li/tilo c>l OilmobT>. with Ctillila~C t)ll Ihc bar, o. In )he L'L'IIlcr. ill{: prolLIbcrcit0d 
I I 1122 P, uctal~e~,l. R~{III (]){Tl'g} Li 7 cj. I luii.,_'ar) {UlllIH" i/1CLt~l.ll'12tl I .~ t_'111 h'l dial~lCtL'l'. The ll_ll!lOl" did Ilt)l 
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I ' abh '  1, h n m u n o h i s t o c h e m i c a l  reactions and 
lhe s t u d y  of  granu la r  cell var iant  of atypical  
thoma 

results in 
f ibroxan- 

(.mmtt<Tr ~visAh' <t~lti&dt! ~(,m'c<.' 
c tit., , cll~ 

Cvtokerat in  (hi 5) l-Sloe;enos no,< neg 
VM.,\ Bic~(;pne• I]C~ lleg 
Vimentin Dako weak pos p~s 

De>rain Da ko hug n c'g 

.%]~ood~ musch'  actin Dako hog neg 
(IA4) 

S-I Off' Dako neg neg 
N f-.;I i l)ako \vvak pos neg 
( e l - a n t | t r y p s i n  |~io(_:;t2Jtt, x \'c~zd k }"l,t)S WL'ak p(.'15 

M A C  387 Dako hog neg 

(7D{~8 (KIq) l)ako pos pos 

1 I M H-45 Da kl~ n eg neg 
NKI/ 'C3  Bi(~Genex I.~Os neg 
C D43 Da ko l'icg hog 
I a d o r  V i l l a  :< BioCk, nex 11~.TE neg 

I'~A~chma] anEib,,>dies, all the od~cr:~ arc mt~noclc>,~<ll. EN.IA 
epithi'lial i11c1-11[~1"<111o ,~l-ir I1~.'~ ncgati\it.x; ].~o'~ p< sitivity 

~lll,lch to the cartilage. On ti~c CLIt SLIllacc. [he lesion was 
i"hm, grayish-while focally wilh hemorrha.~e. 

Micro.vcr Hish~logically the epidernlis \vals ulcer- 
uicd aim the stlrJtlCC \'~;.is cmered by red blond coils. The 
lii ickness o f  the l t l l l lor  tllldc.'i lhc iuicroscope \viii, I 2 i l l l l i ,  

The neopl',isn~ exlendcd lo lhc dccp reticular durnfis, end :it 
it>, base il had ~1il C• r:llt]er flmri in i ] l t ra l ivc i-,ordcr. 
late'ral ly the l t lmor cell,, inf i l l ra led the preex iq ing 
co[lugcn o1 the dermis. In the siit)crficial re.~ion of  Ihc 
tUli}Ol- ctilaicd capil laries were st'on fl-i,<4.1). The CelltCf C)I" 

tl~c lUlnor \t, us characicr i /cd b', pol)Uclilal or slight I b c i te -  
.gated cells in :l ~hccl l ike p~illcrn. The cytoph.isnl was 
f i l led \~hh ~ibulld'aill oo~inophi l ic glai l t i ics (]:l,t,,.]L This 
~l~illt i lt i i cell :.ll-t_';_i acCOtllHCd I l ~ l - a p p r o x h i l a l c l y  cj()</i t)f ihe 

LLIIII(}I'. The nuclei ~c lc  pale. cxll i l~i led plcom()rl~hi~m :.tild 
contained prt)min0nt co~i l ioplnl ic nuclc()li. TIle nuclear 
l'llelHbri.lilOh tACFC wel l  defincd, but Iqzarrc. i-lltlllh/i.iclt_,tttect 
and [l),pcrchrolnalic lo lm~ WClC also ii<){c_'ct. Mitoses. ill~.lllV 
wi lh  abll{Jrl]lal appo:.irance. \~.crc lrocltlCllt (3 4tHPF}. Tho 
~lanl l lcs ~,VCle PAS positive alld diastase resislanl. AI 
llILil'~ilIS, vehOl'C th0 i<tlI!lt)l" h i i i l t ru lod lhe collag~_'n fiber~ lhe 
grai l t i lar cells were gr~lduillly h lo rm ing lcd  ~.ilh ~pindlo 
cells f/+iq,..r l'hcso ~pindlc cells 'acre ail[.lll~.~od in a ~+:.lItlC 
fascicuhu, or oven in sI<~rif<>rm p~lttcrn (t"/X'.47, and 
exk ib i led ,dmilar ilticleclr characierisl ics ;is smell in lhe 
glClili_l ] ar coi ls.  

lm/nzmoldvkwlw#nL~tJv - The rcM.Ilts alc st.illllll;.trizod in 
7UiAe I. The .~lallul~.ir tll]d spindle cells she\red iliiillt.illO 
reacfivii'>' l\~r ~i inoni in ciild C|3()8 ([-Tk,.SJ, bul the i-olrller 
Was wc:.ikcr ill thc_" gl:.ti/uiar cells. Both cell tYl)CS showed 
\~ctlk posit ive staining It)r (x- l -ani i t rypsin. The gl~.ii-~tllar 
cclls wcrc strongly poshive ~ i i h  N K I I C 3  (l'iC,./)J ~illd 
l\)c':il]',' pos i i i \c  I(~r i'lCiilOl]C specific Ollolasc (NS;,[{). whi le 

s  2 .  l~otti:.~w,,~fl cells with IHmk,'dh./ <'mmfl,~r c litot,ln,~nt. 
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figure 4, SMri~orm m~d tascictdm Fattm'n at the Fcrqgn'rli of 
the tnmor. 
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ti<gure 6. V, trinbfc CD68 l>sitivitll tn <,,r, mzl/0r coifs. 

G 

+, 

tile spindle ceils were negative. Both cell types were uega 
tire for all tile other nlarkers CXalllined. 

LJIIFo,slI ' I ICIIIF~" -- O n l y  granular cell areas were inchlded in 
tile blocks examined. A l thougt l  preservation was suboptinlal. 
the cytoplasmic granules showed close similarity to other 
granular cell tumors (Fig. 7). A small number of short chan- 
nels in tile rough endoplasmic reticultun were observed, but 
no external b.!mina, non-myelinated axons, microtubules, an- 
gulate bodies, myofilanients or melanosomes were present. 

Discussion 

We have designated the above described tumor as a granu- 
lar cell atypical fibroxanthoma, li is well known thai granu- 
lar cells may be present focally or even in large areas in reac- 
tive processes <'-'~ and in diflerent mesenchymal :  ~7~ 1.141 i.]N.2()~ 

bone. "~ ccntral nervous systemJ'J-'~ and epithelial tulnors. <m~ 
To our knowledge, there has been no previous report of this 
grallular cell variant of atypical fibroxanthoma. Tllerefore it 
is essential that the diagnosis be justified in delail. 

Atypical fihroxanthoma occurs in two clilfical settings." 
()ur case repuescnis the more connnon Rwin of the disease, in 
which tile lesion develops, as a sc>litary bleeding nodule in tile 
head and neck region of elderly patient~. In our case it was 
located on tile ear and tile bleeding was originated from tile 
dilated capillaries beneath tile surface. The appearance of tile 
infiltrating atypical spindle cells at tile periphery, and their 
amingement into fascicular aild slorifornl patterns suggesled 
their fibrohistiocvtic origin. The significant l)]eomorphism 
and the high mitotic activity I ' I B _ I s t  be con<,idered a<> ,,igns of 
malignancy. Both granular and spindle cell:, were positive 
with CD68, and vimentin, suggesting histiocytic ditferenli 
�9 :l l ioil. Based on tile i l l lnlui lohislochenlic:. l l  negativi ty for 
epi thel ial  malkcis and file uhr: isl i t lCl l i r : i l  absence o f  
cp i f l le l ia l  coinponents lhe epi thel ia l  or igh l  could be 
excluded. 'Photo were no signs of illelailt)cb, tic diflerentiation 
either inmmnohistochemically or ultr.:.lstrticturally. The weak 
responsc to NSE in the granulai- cells does not rule out the 
di;-i.~nosis o f  atypical f ibroxant l lonla ;.is it is co ln l l lon ly  pros 
eilt il l all types of  granular coil t l inlors. 5 The posi l ixe NSE 

~ - , K  ~ ., 

" i 

Figure 5. NK7/'C~ positivity in .~,,rolmhn cells. Figure 7. Llltrastrm:t ural cytoplosmic ,;rannh's show similarity 
to the c#her tyves qt /rmnd,'n" n'll tlmmrs. 
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. . . . .  ) ' 
reac t ion  is nol spec i f ic  lo t  n c u r o c n d o c r i n c  chl lcrentwttr  L 

\ p p a r c l ] t l y ,  the  p o s i t i \ e  r eac t ion  to NKI/ (73  is surpri ' , in,g,  as 

Ihi', lnom~chmu] ant ibody wits ~riginaf ly de\ 'ckMed for incl:l- 
1]Oill;.t-associgllcd antigen. Hmtc\er. a Mlt)ll~ posi l i \e  ieLic- 
tion ~ i th  NKI /C3 in at)pical  f ibroxanthoina and DI:SP i~as 
heel1 r0portt.'d. ~' The pus t x t} s p r o b a b l y  duc  to a c ross  

react ion.  It/ o u r  cLlse the loca l iza t ion ,  t]lC l]uclc4r s t ruc ture .  

lhc protuberai]t gl-O\\ti] pattern arid the negati\' it}, tor S-100 
prt~tc'in excluded ti~e d l ~ i U n o s l s  o i  l let l i -a l  ~ l a l ] t l l ~ l r  ceil l t l l l l o r  

also llaillcd chis~ical Ahr ikossoff  ttlmor. GellCi-;.t y ii] malig 
li;.illt Ahr ikossoff  tLii!lor tileic is {+111)' moderate polymor- 
phisin cind low mitotic activit\., whi le  the imnmnohistoche-  
miccil io~lclion tlgainsl S 100 prolcin is posi the.  

h/ 1991 Bancl:jcc ct al ~ documenlod two  cases o1 a 
granuh.u cell variant of  I )FSE and LeBoi t  ot al i< described 
four lesions, wh ich  the\,//;.treed "pr in] i t i~e po lypo id  gi-;ll]ti 
!ar cull tumor"  (PP(]TI .  The ,~r4nuitir ccll varial l t  o f  [-.)FSP 
contciii]ed typical  spmdle ccll arc;.is wi th a storlfoI-M pat- 
lc'ri]. :.uld i lmnunohistoehemicul t \ ,  was characleri.zed b\, file 
negative response to S-IO0, mye l in  basic protein, NSF, cr 
1 an i ichymotryps in ,  ai]d M A ( '  387, whi le  it ~\as posit ive 
for N K  I / C 3  in the  grLi.llulal cull a reas .  T h e  mi to t i c  ac t i \ , i ly  

w a s  no t  m e n t i o n e d .  T h e  C D 6 g  r eac t i on  w a s  no t  per-  

f o r m e d .  L c B o i t  p r o p o s e d  the  P P G T  d e s i g n a t i o n  for  the i r  

cuttiilOtlS granular ceil tttn]ol-s. ~' but it mtisl be mentioned. 
d~at detai led imnmnohistochen~ical  and ultrastruclul41 
exain inat io i ]  ,,\,;.is perfor lned onl'v il l t',a.o cases. The "pr i in i -  
f ive" IClm is iiol. quite apprc>priatc as il rciClS oni\.  Io /he 
poor inu] lunohistochcnf ical  f indings. B e s i d e s .  in one c a s e  

f*-I a r l t i chyn~ot ryps i i l  w a s  observed, and  in a n o t h e l  case .  

w c u k  F X l l h i  e x p r e s s i o n  w a s  d e s c r i b e d  so  ti~c p o s s i b i I i t y  

,,>f l ibro la is l iocvl ic  or ig in  might  be raised. The ItHh),<v-up 
data also contradict  th is  refill, bCCaLISO n e i t h e r  i ] l e tas tascs  

tlo1 f e t i d  ivas  w e r e  obser , , ' ed .  

"vVe sug<gest, that our case  s h o w s  a h i s t o g e n e t i c  a < , : , o c i  - 

a tJt>l l  \~ith bo th  gl-allu]ai + ceil va r i an t s  o f  D F S E  ~l l ld  ',\ i t h  the  

I)PGT. D F S T .  {}n ti]c bas i s  {}f less p l e o m o r p h i c  al:}l?lcarance 

t/lid cha rac l e r i s t i c  s t o r i f o r m  pattorll C~.ll] be c(}i]sidere(I as a 

nlore d i l lerenl ia led \'arianl. whi le  it seems that il] PPG'T the 
~2i-antll:.tr ceils t)\el,.2Te\V the original,  probably iihrohism~ 
cyl ic cierivated lesion. Our results support the concepi tl~.t 
!2railui.:.ir ceil phcao ypc in a tu i l lor  i>: iloi- eqtlal [o i!eur~tl 
dilTerentialion. ( i lanLi]ar cell Itimoi,4 il~ aiypicai Iocalizatk~n 
nr wiih Lil'lV i lon-convenliol]a] hisiolo<,ical sien should be 
cxain]iqcd in detail, ai]d the appl icat ion of  ~l ,,\idc'-t+;.inge 
im l l l i i no l l i ' 41 { iPhO l l l h ' ~ i l  Fl: i i lei  i~ re( ' ( ' f lTl l~len( ier 

, t c k . o u ' i e d , ~ e m e # ~ t  

'X.ts L"tl)IC',>, {ilU.Jl {Jl41tk {el , \ .  )~ztch;.ilCK i'Ol v'Ollc'k'til/~ lhU 

:~/; l i l t lscripl hl i:n.~ii>,h. 
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