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Abstract. A case of histiocytosis X in a 21-year-old fe
male is reported. The manifestations of the disease were 
primarily found in the oral cavity. The changes were un
specific and mimicked necrotizing gingivitis, aphthous 
stomatitis and simple periodontitis. liowever, differenccs 
in location and severity between histiocytosis X Jesions 
and periodootal inflammatory changes made a distinction 
possible. Nodular infiltrations of the lungs were inter
preted as constituting possible pulmonary involvement. 
The oral Jesions were treated with combined surgical and 
radja1ion thcrapy. Recurrence was observed 5 months 
postoperativcly. This, along with the possible pulmonary 
involvement, makes prognosis uncertain. 

The term histiocytosis X comprises eosinophilic 
granuloma, Hand-Schi.iller-Christian disease and 
Letterer-Siwe disease. They have been grouped 
together on the basis of similar pathological find
ings, and in order to avoid eponyms, Lichtenstein 
(5) proposed the above-mentioned term, as the
histiocyte is thc characteristic cellular component,
common to all three forms. The letter X was
added to denote the unknown etiology of the
disease.

Upon analysis of 65 cases, however, Nyholm 
(8) concludes that eosinophilic granuloma and 
Hand-Schi.iller-Christian disease rnay be regarded

as a single entity and termed eosinophiJic xan
thomatous granulomatosis.

Numerous reports stress the fact that oral 
manifestations may be among the earliest signs of 
histiocytosis X(!, 2, 3, 10, 11). The symptoms are 
usually non-specific, related to sore, swollen 
gingiva, ulcerative lesions or loose teeth, often 
resembling periodontal disease in an advanced 
stage. These changes when seen in adult patients 
may not arouse immediate suspicion, but their 
presence in children and adolescents requires con
sideration of a diagnosis of histiocytosis X. To 

illustrate this important diagnostic fcature and to 
discuss certain problems of classification and 

pathogenesis, the following case is presented. 

CASE REPORT 

The patient, a 21-year-old female, was referrcd to the 
Royal Dental College, Aarhus, with gingival ulcerations 
of 1 1 /, years duration, which started while she was hos
pitalized for salpingitis. She had bad no other serious 
ailments and no drugs werc taken routinely. The initial 
lesion was described as a rather !arge, painful, soft swelling 
situated on the labial side of thc alveolar process in the 
upper left canine region. This lesion ulcerated with 
regular intervals and persisted for 1 year. IL was treated 
topically with several agents including sprays of hydro
conisate, obviously without any effect at all. Finally, how
ever, the ulcer healed, leaving a slight scar. Following this 
attack multiple ulcerations occurred in thc gingival area 
of the mandibular premolar and molar regions. The le
sions wcre painful and tender especially while chewing. 
Again, local application of differcnt ointments and sprays 
fa iled to procluce any effect. 

At the initial, clinical examination in December \969, 
thc following observations were made: Healtby but some
what pale appearaace. Lymph nodes in both submandibu
lar regions were palpable and tender. The dentition was 
wel! kept with adequate fillings. The oral mucosa outside 
the gingival area did not exhibit any palhological condi
tions except for a small scar in the apical region of the 
upper Icft canine. The buccal and lingual gingiva of the 
mandibular premolar and first molar regions and the 
lingual gingiva of the incisor region were grossly en
larged, hyperemic and in some places revealed fibrinous 
ulcerations destroying the marginal and part of the al
veolar mucosa (Figs. 1 and 2). Pseudopockets were pres
ent, and the tissue was extremcly painful on probing. ln 
the lowcr Jeft canine region the alveolar mucosa on thc 
labial side showed an element different from the other 
lesions (Fig. 3). An ulcer was surrounded by raised hyper
trophic margins with stings of blood vessels concenlri
cally arranged. The premolars revealed increased mobility, 
especially the second one on the right side. 

Roentgenographic examination of the mandible showed 
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Fig. 1. Lingual aspecl of lhe Jowcr righl premolar and 
molar region. Nole 1he fibrinou� ulcerations dc,troying 

the marginal :,nd pan of the alveolar mucosa. 

Fig. 2. Lingual aspecl of the Iowcr inci,or region showing 
oedema1ous and hypcremic ging,rn ulceratcd bcl"ccn the 
central incisor,. 

)arge bony pockels be111 een the cen1ral inci�or-, around 

the prernolar,, and mesial lo the lo,,er right first molar. 
Jn the lalter location thc bone destruction extcndcd below 
lhc apex of the second prcmolar (Fig. 4). In the maxilla a 
poorly defined radiolucenl area was found adjacem 10 the 
rool of lhe left canine (fig. 5). Nowhere could rom re
sorptions be dcmonstratcd. Roentgenograms of thc skull 
and skeleton rcvcaled no pathological foci. Chesl roenl
genogram showed. however, nodular infiltration of the 
Jungs. Re-e":iluation of a roentgenogram taken routinely 
during hospitaliLation 1 't, years earlier showcd similar 
but less 111arked infiltrations. Rotlline Jaborntory tests 
�howed normal value\. A tentative diagno,is of histio
cytosis X was made and incisional biopsie, w ere taken 
from the lower left premolar and canine regions. The 
biopsy removed from the Jatter region showed that the 
changes werc confined 10 1he mucous membrnne wi1h no 

involvement of the underlying bone. 
Histological examination: The �ingiva! cpithelium 

,howed simple hyperpla,ia and ukcrn1ions (Fig. 6). The 
unclerlying connectivc tissue showed chronic, non-,pecific 
inflammation and granula1ion tissue dominated b) numer-
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Fig. 3. llis1iocytosi, X lesion of 1hc labial alveolar muco;a 

111 the lowcr left canine region. 

Fig. 4. Roemgenogram shmdn{l osseous focus destroying 
the alveolar bone adjace111 to the lower right first mol:1r 
and sccond premolar, 

ous hi,tiocytes. Focal accumulations of eosinophilic Jeuco
cytes and lymphocytes were found along with a fow un
charactcri�tic mullinucleatcd giant cells. In many areas 
the histiocytes were in close contact with thc squamous 
epilhelium (Fig. 6), and in the areas of ulceration the 
ulcers wcre dominatccl by hh1iocytes with a few poly
morphs only. Small foci of necrosis were found, mainly 
in thc superficial part of the ti,,ue close to the ulcerated 
surface. The nuclei of the histiocytes were 1Tregular w11h 
foldings and often lobulated (Fig. 7), but no abnormal 
chromatin pattern was found. Normal mitotic figures 
were present in greal numbcrs. The cy1oplasm was 
granular or in a few case, foamy with ill-defined cell 
boundarics. The h1�1ological drngnosis "a,: eosinophilic 
granuloma. 

The patient was thcn referred to the Radium Cen1er, 
Univer,ity Hospital, Anrbus, for trea1men1. Mediastino

scopy and bronchoscopy ga,·e no evidence of Boeck's 
sarcoid or tuberculosis. A combined ornl surgical and 
radiation 1hcrapy was undertaken. Under local anesthcsia 
a mandibular gingivectomy was donc wilh thorough cur
reuage o( bony pockets and ex1rac1ion o( the right first 



Fig. 5. 111-defined radiolucent Jesion surrounding the apex 
of the t1pper left canine. 

molar and second premolar, and of the left premolar. A 
periodontal pack was applied for 14 days. After primary 
healing, the affecled areas of the mandible were radiaLed 
(1 600 R), and a 3 month postoperative check up re
vealed no signs of recurrence (Figs. 8 and 9). llowever, in 
the upper lefl canine region a tumorous outgrowth was 
noted at the sile of the scar tissue. The lesion was cur
relled, revealing soft, granulomatous material easily 
separated from lhe bone, exposing part of the root sur
face of the canine. Histology sbowedc eosinophilic granu
loma. The wound healed uneventfutly, and was covered 
with normal mucosa except for a small denuded area of 
the root. 

At the 5 momh control a recurrence was noted on the 
gingiva distal 10 the lower right first premolar. Further
more, a gingival focus had developed around the upper 
Jeft first molar. Both lesions were similar to the previ
ously encountered ones, and on bistology showed eo-
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sinophilic granuloma. After thorough curcttnge the le
sions wcrc subsequently irradiated (l 600 R). The pul
monary lesions were not treated, as control roentgeno

grams 5 months posLoperatively showed a stationary pat-
1ern. 

DISCUSSION 

The present case clearly demonstrates that oral 

lesions may be the first diagnostic sign in histio

cytosis X. Sleeper (11), Blevins et al. (2), and 

Sedano et al. (l 0) find that 50 to 77 % of the 

patients have oral and dental symptoms as chief 

eomplaints. The oral manifestations of histio
cytosis X represent, however, a picture entirely 

different from that found in other locations. This 

is probably due to the unique anatomy of the 

tooth-supporting structures, and to the bacterial 

m.ilieu of the mouth which predisposes to second

ary infections. Blevins et al. (2) point out that the

oral soft tissue lesions of histiocytosis X have

been erroneously diagnosed as Vincent's infection,
aphthous or herpetic stomatitis and similar con
ditions. Johnson & Mohnac (3) illustrate the var

ied oral appearance of Hand-Schiiller-Christian

disease and eosinophilic granuloma in a review of

7 patients. Among the initial lesions listed are:
!arge infiltrating mass of the mandible with loss
of supporting alveolus, necrotizing gingivitis, de

layed healing after extractions, swelling of the

mandible, u\cerated lesions with bone loss simulat

ing periodontal disease and a small, solitary radio

lucent area in the retromolar region.

Fig. 6. lncisional biopsy 
from tbc lesion shown in 
Fig. 3. The subn1ucosal con
nective tissue is replaced by 
granulon,arous foci domi

naled by histiocytes. Hema
toxylin-cosin, x 130. 
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Fig. 8. Lingual view of the area shown in Fig. l, thrce 

months posloperatively. The !arge defect jn the alveolar 

process is covered with normal mucosa showing no signs 

of recurrcnce. 

In the present case 1 1 /
2 

years elapsed before a 
definite diagnosis was made and proper therapy 
instituted. The patient had been treated under 
various diagnoses such as aphthous stomatitis, 
necrotic gingivitis, and periodontitis. As the bi
opsy specimen from the lower left canine region 
shows, the initial soft tissue lesions may arise in 
the alveolar mucosa free of the gingival margin 
in contrast to simple periodontal disease, which 
originates in the marginal gingiva. The extensive, 
localized bone destruction in the mandibular 
premolar regions was of a most pernicious char
acter and in sharp contrast to the almost normal 
bone septae in the adjacent regions. When com
bining these clinical and roentgenological find-
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Fig. 7. Higher magnification 

of histiocytic accumulation 

shown in Fig. 6. Note ill

defined cell boundaries and 

lobulated, pale-staining nuclei 

of the histiocytes. Hema

Loxylin-eosin, x 350. 

Fig. 9. Lingual view of the gingival area shown in Fig. 2, 

three monlhs postoperatively. Lesions are eliminated, but 

some oedema and hyperemia due to imperfect oral by

giene still persis1s. 

ings it is evident that diagnoses other than simple 
periodontitis must be considered. 

The occurrence of rnucosal Jesions without 
bone involvement as reported in the present case 
indicates that at least some oral lesions of histio
cytosis X may originate as soft tissue foci. This 
finding is in opposition to the conclusions drawn 
by Nyholrn (8). However, the close proximity be
tween the lesions and the underlying bone prob
ably leads to early osseous destruction, thus mask
ing the primary focus. 

The histological findings in this material clearly 
confirm the diagnosis of histiocytosis X, but can 
be of no help in distinguishing between the lo
calized and the chronic disseminated form. 



The present case was primarily classified as Jo

calized histiocytosis X according to the defini

tion of Lichtenstein (5). If, however, the pul

monary nodular infiltrations are considered as 

foci of eosinophilic granulomas the present case 

may in facl be classified as the chronic dis

seminated form of histiocytosis X (1, 4, 6, 9). 

The present classification problem could be solved 

by adopting the term eosinophilic xanthomatous 

gmnulomatosis as proposed by Nyholm (8). 

Local curettage with or without radiation 

therapy seems to be the treatment of choice when 

dealing with oral lesions of histiocytosis X (I, 7). 

Based on earlier reports, nothing can be said on 

the recurrence rate of oral lesions. In the present 

case recurrence of mucosal Jesions occurred 5 

months after combined surgical and radiation 

therapy had been instituted. 

l t is generally accepted that the prognosis for 

localized histiocytosis X is good while it is more 

dubious for the chronic disseminated form (1, 3, 

5, 8, 9). The findings presented in our case may 

suggest that the disease at present is in a progres

sive phase, and possibly in a transitional stage be

tween the localized and the disseminated form of 

histiocytosis X. A prognostic evaluation is there

fore subject to great uncertainty until a definite 

tum of the disease occurs. 
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