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odular colloid degeneration, a rare type of colloid milium, is char-
acterized by a single, large nodule or multiple nodules. It most com-
monly develops on the face, chin, and scalp.1 It is most frequently

confused with systemic and primary cutaneous amyloidosis, both clinically
and histopathologically.2 This case with a clinical diagnosis of amyloidosis
and a definitive histopathological diagnosis of nodular colloid degeneration
was presented due to its rare occurrence.

Nodular Colloid Degeneration of the Skin:
Differential Diagnosis

AABBSS  TTRRAACCTT  Col lo id mi li um is a ra re di sor der cha rac te ri zed by trans lu cent pa pu les oc cur ring on sun
ex po sed are as of the body. No du lar col lo id de ge ne ra ti on is a very ra re type of col lo id mi li um. A sixty-
ni ne ye ar old ma le pa ti ent en ga ged in far ming pre sen ted to our hos pi tal with facial le si ons, which
were itchy at ti mes, and which had star ted 3 ye ars ago and had in cre a sed the re af ter. His der ma to lo -
gi cal exa mi na ti on revealed yel low, trans lu cent, and ge la ti no us pa pu les and pla qu es, with purp lish fo -
ci, on the fo re he ad and aro und both eyes. Bi op si es we re obtained with a presumptive diagnosis of
syste mic amy lo i do sis. Histopathological examination revealed nodular colloid degeneration. Lesions
regressed af ter cryot he rapy. Sin ce col lo id mi li um and no du lar col lo id de ge ne ra ti on, which is a type
of it, are very rare and thus are not recognized un til definitive di ag no sis. The re fo re, they sho uld be
con si de red in ca ses that ha ve a long his tory of ex po su re to sun, and in the dif fe ren ti al di ag no sis of amy-
lo i do sis. Col lo id mi li um is ame nab le to tre at ment with cryot he rapy, der mab ra si on, di at her mi a and
long-pul sed Er: YAG la ser.

KKeeyy  WWoorrddss::  Skin di se a ses, me ta bo lic; pat ho logy

ÖÖZZEETT  Kol lo id mi li um, vü cu dun gü neş gö ren böl ge le rin de or ta ya çı kan, trans lu sent pa pül ler le ka -
rak te ri ze en der bir has ta lık tır. No dü ler kol lo id de je ne ras yon, kol lo id mi li u mun çok az rast la nan
bir ti pi dir. Alt mış  do kuz ya şın da, çift çi lik le uğ ra şan er kek has ta, yüzünde 3 yıl ön ce baş la yan ve gi -
de rek ar tan, za man za man ka şın tı lı, ya ra şika ye tiy le has ta ne mi ze baş vur du. Der ma to lo jik mu a ye -
ne sin de, alın da ve her iki göz çev re sin de yer yer mor renk li odak lar içe ren, sa rı renk li, say dam,
je la ti nöz içe rik li pa pül ler ve plak lar gö rül dü. Sis te mik ami lo i doz dü şü nü le rek bi yop si alın dı. His -
to pa to lo jik in ce le me de no dü ler kol lo id de je ne ras yon ta nı sı ve ril di. Kri yo te ra pi den son ra lez yon la -
rın ge ri le di ği gö rül dü. Kol lo id mi li um ve onun bir ti pi olan no dü ler kol lo id de je ne ras yon ol duk ça
en der gö rül dü ğün den ge nel lik le his to pa to lo jik ta nı ve ri le ne ka dar dü şü nül mez. Bu ne den le uzun sü -
re gü ne şe ma ru z kalma hi ka ye si olan ol gu lar da ve ami lo i doz ayı rı cı ta nı sın da mut la ka dü şü nül me -
li dir. Kol lo id mi li um kri yo te ra pi, der mab raz yon, di a ter mi ve Er: YAG la zer ile te da vi edi le bi lir.

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Me ta bo lik de ri has ta lık la rı, pa to lo ji
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A sixty-ni ne ye ar old ma le pa ti ent en ga ged in
far ming pre sen ted to our hos pi tal with facial le si -
ons, which were itchy at ti mes, and which had star -
ted 3 ye ars ago and had in cre a sed the re af ter. His
der ma to lo gi cal exa mi na ti on revealed yel low, trans -
lu cent, and ge la ti no us pa pu les and pla qu es, with
purp lish fo ci, on the fo re he ad and aro und both eyes
(Fi gu re 1). Ge ne ral physi cal exa mi na ti on, he ma to -
lo gi cal and bi oc he mi cal va lu es of the pa ti ent we re
nor mal, ex cept that he had ti ne a pe dis. Bi opsy was
obtained with a presumptive clinical diagnosis of
systemic amyloidosis. His to pat ho lo gi cal exa mi na ti -
on revealed a pink, fis su red, and ho mo ge no us ma-
te ri al that fil led the der mis al most en ti rely, be low
the oc ca si o nally flat te ned epi der mis. Fibroblast nu-
c le i we re scat te red he re and the re and fat and ha ir
fol lic les we re pre ser ved (Fi gu re 2). Nodular colloid
degeneration diagnosis was made upon finding that
the material filling the dermis stained negative with
Congo red and positive with PAS and D-PAS in the
histochemical analysis (Figure 3).

Col lo id mi li um of the skin is a ra re der ma to sis
that develops in are as ex po sed to sun, par ti cu larly
on the fa ce, neck and dor sal part of the hands. To-
get her with amorp ho us ma te ri al ac cu mu la ti on,
der mis is ob ser ved to con ta in shiny, yel lo wish
brown, firm, and trans lu cent small (1-5 mm) pa pu -
les, re semb ling wax. When the le si ons are ope ned,
ge la ti no us ma te ri al may emer ge.2 It ge ne rally has
no symptom ot her than itc hing. Alt ho ugh its eti o -

logy is not clear, long-term ex po su re to UV light is
suggested as the trig ge ring fac tor. In ad di ti on, ex-
po su re to oil pro ducts that are tho ught to in ten sify
the ef fect of sun light, cre ams that inc lu de hydro -
qu i no ne, and mac hi ne oils, as well as ge ne tic dis po-

FIGURE 1: Yellow, translucent, and gelatinous papules and plaques with pur-
plish foci, on the forehead and around both eyes.

FIGURE 2: Amorphous colloid material occupies nearly the whole dermis in
the nodular colloid degeneration of the skin (HE, X40).

FIGURE 3: Amorphous colloid material stained positive with PAS (x100).
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si ti on are ot her fac tors that are held res pon sib le. 

No du lar col lo id de ge ne ra ti on has 3 types,
adult collocid milium, juvenile colloid milium, and
nodular colloid degeneration.1,2 Re cently a new
type as so ci a ted with hydro qu i no ne use, and cal led
pig men ted col lo id mi li um, has be en des cri bed.2

Adult col lo id mi li um ma kes up most of the li te ra -
tu re da ta abo ut col lo id mi li um, as it is the most
com mon type. The re is no de ta i led in for ma ti on
abo ut no du lar col lo id de ge ne ra ti on, which is ex-
tre mely ra re.

Adult col lo id mi li um was first re por ted by
Wag ner in 1866. Wag ner, who tho ught that this
le si on ori gi na ted from the dis tal por ti ons of the aci -
ni of se ba ce o us glands, used the term col lo id mi li -
um to dif fe ren ti a te it from se ba ce o us re ten ti on
cyst.2 Adult col lo id mi li um is se en in pe op le, par ti -
cu larly men (M/F: 4/1), with fa ir skin and bet we en
30-50 ye ars, who work out do ors.2 Elec tron mic ros -
co pic and im mu no his toc he mi cal stu di es sup port
the vi ew that the trig ge ring fac tor is sun rays.2 The
ju ve ni le type, which starts be fo re pu berty is fa irly
ra re, and is not dif fe rent from the adult type cli ni -
cally. Sin ce half of the ca ses re por ted ha ve the di s-
e a se in fa mily his tory, the pos si bi lity of a
he re di tary de fect is con si de red.1

No du lar col lo id de ge ne ra ti on, which is sel dom
re por ted in the li te ra tu re, was first de fi ned by La -
ba di e in 1927. It appears in the form of a sing le lar -
ger (0.5-5 mm) no du le or mul tip le soft, purp lish-
yel low smo oth pla qu es or no du les.1 The re may al -
so be te lan gi ec ta si a and pur pu ra. Alt ho ugh it is do -
mi nantly lo ca ted on the fa ce, it may al so ap pe ar on
the body and ex tre mi ti es. Des pi te a lack of suf fi ci -
ent da ta, it is cla i med in so me so ur ces that ex po su -
re to sun do es not ha ve a part in its eti o logy, du e to
ca ses in whom the di se a se is li mi ted to the body.1

Our ca se has be en en ga ged in far ming for abo ut 50
ye ars, and had a story of long-term ex po su re to sun,
as re por ted in ot her ca ses. The re fo re, our ca se may
con tri bu te to the eti o logy of ex po su re to sun,
which is sus pec ted to play a ro le in the for ma ti on
of no du lar col lo id de ge ne ra ti on. 

His to pat ho lo gi cal fin dings of col lo id mi li um
vary ac cor ding to its type. In adult type col lo id mi l-

i um, ho mo ge no us col lo id ma te ri al ac cu mu la tes in
up per-midd le der mis, and is se pa ra ted from the
epi der mis ge ne rally by a nar row con nec ti ve tis su e
zo ne (Grenz zo ne).1 In the ju ve ni le type, col lo id ac-
cu mu la ted in the pa pil lary der mis is ad ja cent to the
ba sal la yer of the epi der mis. The re is typi cally no
Grenz zo ne and so lar elas to sis. In no du lar col lo id
de ge ne ra ti on, the up per fo ur thirds of the der mis,
or even all of it, is fil led with pa le pink and fis su red
col lo id.1 Fib rob last nuc le i scat te red in the col lo id
and so me ex pan ded ca pil la ri es may be se en. Epi-
der mis is usu ally flat te ned and ha ir fol lic les and se-
ba ce o us glands are pre ser ved.1 His to pat ho lo gi cal
ap pe a ran ce of our ca se with a clinical diagnosis of
amy lo i do sis and clinically identical to adult col lo -
id mi li um, cli ni cally, was con sis tent with no du lar
col lo id de ge ne ra ti on.

Pre vi o usly col lo id was assumed an ab nor mal
pro duct of de ge ne ra ted col la gen, elas tic fi bers, se -
rum pro te ins, or fib rob lasts. Pre sently, it is known
that col lo id is pro du ced by elas tic fi bers or fib rob -
lasts, which ha ve un der go ne ac ti nic de ge ne ra ti on.2

Col lo id is of epi der mal ori gin in the ju ve ni le type
and of der mal ori gin in ot her types.1 Du e to this
pat ho ge ne tic dif fe ren ce, his toc he mi cal and im mu -
no his toc he mi cal cha rac te ris tics al so dif fer bet we -
en adult and ju ve ni le types. His to pat ho lo gi cally,
col lo id is PAS and D-PAS po si ti ve.1 It does not stain
with Con go red in the adult type, but can stain pos-
itive in the ju ve ni le type.1 In the his toc he mi cal ex-
a mi na ti on of our ca se, while Con go red stained
ne ga ti ve, PAS and D-PAS we re po si ti ve. Ho we ver,
im mu no his toc he mi cal dif fe ren ti a ti on of amy lo id
was not pos sib le du e to its lack in our la bo ra -
tory.

Dif fe ren ti al di ag no ses of col lo id mi li um inc lu -
de amy lo i do sis, se ba ce o us hyperp la si a, sar co i do sis,
tric ho e pit he li o ma, tu be ro us-scle ro sis, syrin go ma,
ste a tocy sto ma mul tip lex, li po id pro te i no sis, re ten -
ti on cyst, mol los cum con ta gi o sum, and pa pu lar
mu ci no sis. Of the se, col lo id mi li um is most fre qu -
ently con fu sed with syste mic and pri mary cu ta ne -
o us amy lo i do sis, both cli ni cally and his to -
pat ho lo gi cally.2

Suc cess with der mab ra si on, cryot he rapy and
di at her mi a is li mi ted in the tre at ment of col lo id
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mi li um. Long-pul sed Er: YAG la ser sho uld be con-
si de red an ef fec ti ve al ter na ti ve to der mab ra si on for
fa ci al col lo id mi li um.3 Cur rently we do not ha ve
der mab ra si on, di at her mi a and Long-pul sed Er:
YAG fa ci li ti es in our de part ment; thus cryot he rapy
was cho sen as an appropriate and inexpensive
treatment modality. In our ca se, le si ons regressed
af ter cryot he rapy. Cryot he rapy is a wi dely used
tre at ment mo da lity in der ma to logy. Its pla ce in cu-
ta ne o us ma lig nant and pre ma lig nant di se a ses is
well es tab lis hed; ho we ver, it al so has gre at uti lity
with be nign le si ons. Sun-da ma ged skin and sun-in -
du ced ne op lasms are ame nab le to tre at ment with
cryot he rapy. So lar ke ra to ses, so lar len ti gi nes se ba -
ce o us hyperp la si a, col lo id mi li um, dif fu sely pig-
men ted skin and fi ne wrink les of so lar age ing all
res pond to cryot he rapy.4 Cryot he rapy works by de-
s tro ying tis su e by fre e zing. The mec ha nism of tre -
at ment in vol ves in du cing tis su e da ma ge, vas cu lar

sta sis and occ lu si on, as well as inf lam ma ti on, to de-
s troy un wan ted tis su e. Tis su e in jury re sults from
in tra cel lu lar and ex tra cel lu lar for ma ti on of ice, dis-
rup ti on of cell mem bra nes, and cir cu la tory chan -
ges in the skin ca u sed by fre e zing and tha wing.5

Cri ti cal fac tors inf lu en cing cel lu lar nec ro sis are ra -
te of fre e zing, tem pe ra tu re, du ra ti on of fre e zing,
and ra te of tha wing. Af ter des truc ti on of epi der mal
le si ons, he a ling in vol ves ra pid re-epit he li a li za ti on
over a re la ti vely cold in sen si ti ve der mal net work.4

In conc lu si on, sin ce col lo id mi li um and no du -
lar col lo id de ge ne ra ti on, which is a type of it, are
rare and are not suspected until definitive diagno-
sis. The re fo re, they sho uld be con si de red in ca ses
that ha ve a long his tory of ex po su re to sun, and in
the dif fe ren ti al di ag no sis of amy lo i do sis. Ad di ti o -
nally col lo id mi li um is ame nab le to tre at ment with
cryot he rapy, der mab ra si on, di at her mi a and long-
pul sed Er: YAG la ser.
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