
ranuloma annulare (GA) is a benign, inflammatory, self-limited skin
disease. The etiology of the disease is unknown. Generalized GA is
a rarely seen form of GA. Although some reports have been pub-

lished about the relationship of generalized GA with DM, this association
is still controversial.1-5 We present a case with DM that was diagnosed whi-
le the patient was being investigated for GA, and his lesions improved af-
ter the regulation of serum glucose level.
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A Case of Generalized Granuloma Annulare
That Contributed to the Diagnosis of
Diabetes Mellitus and Regressed with

Antidiabetic Therapy

AABBSS  TTRRAACCTT  A 45 ye ar-old man at ten ded with ery the ma to us le si ons for two ye ars. On der ma -
to lo gi cal exa mi na ti on, an nu lar, firm, sca le ness, purp le-red pla qu es on the fo re arms, pos te ri or
and la te ral si des of neck we re de tec ted. The his to pat ho lo gi cal exa mi na ti on of the le si ons con-
fir med the di ag no sis of gra nu lo ma an nu la re (GA). In la bo ra tory tests in cre a sed glu co se le vel
was de tec ted, and di a be tes mel li tus (DM) was di ag no sed. An ti di a be tic the rapy was star ted, and
the GA le si ons reg res sed af ter two months of the rapy wit ho ut spe ci fic tre at ment for GA. Gra n-
u lo ma an nu la re is a be nign, self-li mi ted, inf lam ma tory skin di se a se with an unk nown eti o pat -
ho ge ne sis. Ge ne ra li zed GA oc curs in 15% of GA pa ti ents. The re la ti ons hip bet we en GA and DM
is still con tro ver si al. Our pa te int was de tec ted to ha ve DM af ter the di ag no sis of ge ne ra li zed
GA. The le si ons reg res sed af ter the re gu la ti on of se rum glu co se le vel. We think that this ca se can
con tri bu te to the in for ma ti on of re la ti ons hip bet we en GA and DM in  eti o pat ho ge ne sis of GA.

KKeeyy  WWoorrddss::  Gra nu lo ma an nu la re, di a be tes mel li tus, hypogl yce mic agents

ÖÖZZEETT  Kırk beş ya şın da er kek has ta iki yıl dır de vam eden eri tem li lez yon lar la kli ni ği mi ze baş -
vur du. Der ma to lo jik mu a ye ne de, her iki ön kol da ve boy nun yan ve ar ka yüz le rin de annu ler,
sert, sku am lı ve mor kır mı zı renk li plak lar iz len di. Lez yon la rın his to pa to lo jik in ce le me si gra -
nü lo ma annu la r (GA) ta nı sı nı doğ ru la dı. La bo ra tu var test le rin de aç lık kan şeke ri yük sek li ği tes -
pit edil di ve di a be tes mel li tus (DM) teş hi si kon du. An ti diy a be tik te da vi nin baş lan ma sın dan iki
ay son ra GA için ek te da vi ve ril me si ge rek mek si zin lez yon lar ge ri le di. GA be nign, ken di ken -
di ni sı nır la ya bi len, eti yo lo ji si bi lin me yen inf la ma tu ar bir de ri has ta lı ğı dır. Je ne ra li ze GA, tüm
GA’ li has ta la rın %15’in de olu şur. GA ve DM iliş ki si ha len tar tış ma lı dır. Ol gu muz da je ne ra li ze
GA teş hi sin den son ra DM teş his edil di ve se rum glu koz se vi ye si nin  re gü las yo nun dan  son ra lez -
yon lar ge ri le di. Bu ol gu nun GA ve DM iliş ki si ne kat kı da bu lu na ca ğı nı dü şü nü yo ruz. 

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Gra nü lo ma annu la r; di a be tes mel li tus, an ti di ya be tik te da vi
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CA SE REPORT

The pa ti ent was 45-ye ar-old man. He had ery the-
ma to us le si ons which had star ted on both fo re -
arms two ye ars ago and spre ad to pos te ri or and
la te ral si des of neck. The re we re no pat ho logy in
the his tory of him self and his fa mily. He did not
re ce i ve any tre at ment pre vi o usly. His physi cal
exa mi na ti on was nor mal ex cept in cre a sed blo od
pres su re le vels. On der ma to lo gi cal exa mi na ti on
firm, purp le-red, an nu lar pla qu es on the fo re arms
ex ten ding from ank le to el bow we re ob ser ved
(Fi gu re 1A). Si mi lar le si ons we re de tec ted on
pos te ri or and la te ral si des of the neck (Fi gu re
1B). The his to pat ho lo gi cal exa mi na ti on of the le-
si ons that re ve a led pa li sa dic ar ran ge ment of his-

ti ocy tes and mul ti nuc le ar gi ant cells de ri ved
from his ti ocy tes sur ro un ding the nec ro bi o tic fo -
cus in der mis con fir med the di ag no sis of GA (Fi-
gu re 2). Be ca u se of la te age of on set, chro nic
co ur se of le si ons and in vol ve ment of both trunk
and ex tre mity, he  was  di ag no sed as ge ne ra li zed
GA.

For in ves ti ga ting the as so ci a ted di se a ses with
GA, ro u ti ne la bo ra tory exa mi na ti ons we re per for -
med. The pat ho lo gic fin dings we re in cre a sed blo od
glu co se le vel (350 mg/dL, N: 70-115 mg/dL), high
to tal cho les te rol 250 mg/dL (N: 112-200 mg/dL)
and trig li se ri de le vels in se rum 1566 mg/dL (N: 50-
179 mg/dL). VLDL was 231 mg/dL (N: 0-40 mg/dL).
DM type 2 was di ag no sed. 

The the ra pi es of hyper ten ti on (am lo di pi ne be-
si la te), DM (met for min HCL)  and hyperc ho les te -
ro le mi a (fe no fib ra te) we re star ted. As a slight
reg res si on in the le si ons we re ob ser ved un til the
re sult of his to pat ho lo gi cal exa mi na ti on, the pa ti ent
was fol lo wed on ce a month wit ho ut any the rapy
for le si ons of GA. Un der an ti di a be tic the rapy, the
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FIGURE 1A: Erythematous-purple, annular shaped plaques with peripheral
activation on both of forearms.

FIGURE 1B: The lesions of GA on the lateral side of neck.

FIGURE 2: Necrobiotic focus in dermis was seen as pointed with arrows 
(H, E x 50).



le si ons on the neck comp le tely reg res sed and in fil -
tra ti on of the le si ons on the fo re arms par ti ally im-
pro ved af ter the first month of tre at ment (Fi gu re
3A, 3B). At the se cond month of the rapy, the le si -
ons on the fo re arms al so im pro ved with pos tinf -
lam ma tory hyper pig men ta ti on. The pa ti ent was
still be ing fol lo wed up.

DIS CUS SI ON

Gra nu lo ma an nu la re is an idi o pat hic, be nign, gra-
nu lo ma to us skin di sor der. It pre sents flesh-co lo ur
or pin kish-vi o let, firm pa pu les that are so li tary or
co a les ced for an nu lar con fi gu ra ti on. The le si ons are
ge ne rally asym pto ma tic and lo ca li zed on the trunk
and ex tre mi ti es.2,6

Six dif fe rent types of GA we re de fi ned: Lo ca -
li zed, sub cu ta ne o us, per fo ra ting, ar cu a te der mal,
ac ti nic and patch type.7 Ge ne ra li zed form is a ra-
rely se en form of GA, oc cu ring in only 15 % of GA
pa ti ents.6,7 Alt ho ugh ge ne ra li zed GA is ge ne rally
con si de red as a dis se mi na ted form of lo ca li zed GA,
it dif fers from the lo ca li zed GA by a la ter age of on -
set, prot rac ted co ur se with only ra re spon te no us re-
so lu ti on, po or res pon se to tre at ments. The le si ons
of GA ge ne rally in vol ve trunk, and one or both of
ex tre mi ti es.8 The le si ons of our pa ti ent sho wed la -
te age of on set (43 ye ars old) and ex ten ded prog-
res si vely in two ye ars pe ri od. GA le si ons in vol ved
both up per ex tre mi ti es symmet ri cally, and pos te -
ri or and la te ral si des of neck.

The eti o logy of GA is unk nown. Ho we ver it has
be en re por ted that en do gen and exo gen fac tors such
as lo ca li zed tra u ma, in sect bi te, ex po su re to sun light,
vi ral in fec ti on, ac qu i red im mu ne de fi ci ency syndro -
me, sar co i do sis, thyro i di tis, ma lign di sor ders and
DM may be as so ci a ted with ge ne ra li zed GA.2,9

The re la ti on of GA with DM is still con tro ver -
si al.2,6,8 The re are ca se re ports and stu di es re gar ding
the co e xis ten ce of GA with DM in the li te ra tu re. In
the se stu di es the re la ti on of DM and glu co se in to le -
ran ce with ge ne ra li zed form of GA we re re por -
ted.4,6,8-10 In so me re ports, a re la ti ons hip bet we en GA
and DM was de mons tra ted.11 Ho we ver in 2002, Ne-
bes si o et al stu di ed the pre va len ces of DM in GA,
and as con trol gro up, they se lec ted the pa ti ents with
pso ri a sis and they did not find any sig ni fi cant dif fe -
ren ce in the ra tes of DM bet we en pa ti ents with GA
and pso ri a sis.3 In our ca se, DM was di ag no sed whi le
he was be ing in ves ti ga ted for GA, and the le si ons
reg res sed af ter the oral an ti di a be tic the rapy. 

The re are se ve ral hypot he sis that we re sug-
ges ted, ba sed on the de tec ti on of lymphocy tic in-
vol ve ment, cyto ki nes and cell pro ducts
his to pat ho lo gi cally in the pat ho ge ne sis of GA.The -
se are: vas cu li tis that ca u sed to nec ro ti zing chan ges
in der mal blo od ves sels, nec ro bi o sis trig ge red by
tra u ma, re le a sing of li so so mal enz ymes ca u sed to
nec ro bi o tic chan ges from mo nocy tes and
lymphocy te-me di a ted de la yed-type of hyper sen -
si ti vity re ac ti on ca u sed to de ge ne ra ti ve chan ges.
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FIGURE 3A: Regression of the lesions.

FIGURE 3B: The lesions on the neck were regressed after antidiabetic therapy.



The eti o lo gi cal fac tors such as in sect bi te, tra u ma,
in fec ti ons, DM and thyro i di tis trig ger the ac ti va ti -
on and che mo ta xis, and the fac tors re le a sed from
lymphocy tes sti mu la tes mac rop ha ges and ca u ses to
de ge ne ra ti ve chan ges. This is the most fre qu ent ac-
cep ted the ory.8,12

How DM trig gers GA is unk nown. The in-
cre a sed se rum glu co se le vel or re sis tan ce of in su -
lin may chan ge the struc tu re of der mal blo od
ves sels. Anot her pos si bi lity is that it can trig ger
the di se a se on set by da ma ging the struc tu re of
der mal col la gen. DM may con tri bu te to de ve lop -
ment of ge ne ra li zed GA by anot her unes ti ma ted
mec ha nism.

The ge ne ra li zed GA is usu ally has a prot rac ted
co ur se. The re may be al so spon ta ne o us re so lu ti on
in the le si ons.8 Alt ho ugh we can not exc lu de the
pos si bi lity of spon ta ne o us reg res si on of the le si -
ons of GA in our pa ti ent, and the ef fects of the ot -
her drugs on the di se a se co ur se, we be li e ve that
the le si ons we re reg res sed by using an ti di a be tic
the rapy, as the le si ons we re per sis ting and de te ri -
o ra ting for two ye ars ti me be fo re at ten ding to us.
By this ca se, we sug gest that DM may play a ro le
in the eti o pat ho ge ne sis of GA and the pa ti ents
with ge ne ra li zed GA sho uld be in ves ti ga ted or ta -
ken un der ob ser va ti on for de ve lop ment of DM or
glu co se in to le ran ce.
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