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A case of a 58-year-old woman with viscerally metastatic malignant melanoma 
is presented 12 years after spontaneous and complete regression of disease. Diag- 
nosis of primary and metastatic lesions was confirmed by review of tissue sec- 
tions. The  presence and subsequent absence of visceral metastases were docu- 
mented by open liver biopsies. Sections of metastatic lesions revealed extensive 
necrosis of tumor and infiltration by lymphocytes and plasma cells. Skin test- 
ing showed a saongly positive delayed hypersensitivity response to dinitro- 
chlorobenzene (DNCB), to a standard battery of bacterial and fungal antigens, 
and to two of four preparations of allogeneic melanoma antigens. Values for 
cell- and serum-mediated cytotoxicity against melanoma cells and the response 
of the patient’s lymphocytes to phytohemagglutinin were slightly above the 
normal range. A review of the literature reveals 13 other cases of long-term 
spontaneous regression of melanoma. None of these, however, had biopsy evi- 
dence of visceral disease. I n  each of the 13 cam,  regression was associated with 
a n  event that might be inferred to have altered the patient’s hormonal or 
immune status. This patient also provides evidence of a complete, spontaneous, 
and long-term remission of metastatic disease associated with the spontaneous 
development of host immunity. 

Cancer 36:485-494, 1975. 

PONTANEOUS REGRESSION OF A MALIGNANT S neoplasm is a well-documented, albeit 
rare event. Everson and Cole reviewed all 
cases reported as of 1966 and proposed that 
spontaneous regression be defined as “the par- 
tial or complete disappearance of a malignant 
tumor in the absence of all treatment or in  
the presence of therapy which is considered 
inadequate to exert a significant influence on 
neoplastic disease.”lS Although not formally 
stated in their definition, these authors re- 
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quired strict objective evidence to establish 
the presence and subsequent regression of a 
malignant focus. 

Of the 176 cases reported by Everson and 
Cole, 19 (11%) were cases of malignant mela- 
noma. This representation was exceeded only 
by hypernephroma (1 8%) and neuroblastoma 

T h e  following report describes complete, 
long-term, and spontaneous regression in a 
case of malignant melanoma with visceral 
metastases, for which histologic documenta- 
tion was obtained. Because of the interest in  
the role of host immunity in  spontaneous re- 
gression, the patient’s immunologic status was 
investigated. 

(16%). 

CASE REPORT 

I.L. is a Caucasian woman who presented to the 
Surgery Branch, National Cancer Institute in 1962, 
at age 58, for treatment of recurrent malignant 
melanoma of the right leg. A maternal great uncle 
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had had a n  unpigmented skin cancer of the fore- 
head, and  a maternal grandfather had died of 
carcinoma of the stomach. 

In  1953, just after the delivery of her second 
child, the patient had noted a 1 x 1 cm black 
mole on the lateral aspect of her right calf asso- 
ciated with mild pruritis in the area. N o  medical 
action had been taken. In  1956 the mole had been 
re-examined by her  family physician who had 
noted no change. 

In  May of 1958, during the 5th month of her 
third pregnancy, the patient underwent excisional 
biopsy because of increasing size and  serous drain- 
age from the mole. Histologic examination of 
this tissue revealed malignant melanoma (Fig. 1). 
Three weeks later she underwent wide local ex- 

cision of the primary site with primary closure. 
Histologic examination of the excised tissue showed 
no residual tumor. Her  postoperative course was 
uneventful and she delivered a normal child 2 
months later. Over the next several months she 
underwent a breast biopsy for benign fibrocystic 
disease and  a total thyroidectomy for a Hiirthle cell 
adenoma. T h e  latter procedure rendered her per- 
manently hypothyroid a n d  hypoparathyroid, re- 
quiring maintenance thyroid, calcium lactate, and 
vitamin D supplements thereafter. 

I n  October, 1960, 2 years after removal of the 
primary lesion, she first noted a lump in the mid- 
portion of the ipsilateral thigh. This  was excised 
and  found to be a subcutaneous nodule of meta- 
static melanoma on frozen section examination. 

FIG. 1. Primary le- 
sion from right calf. 
A. Papillary focus of 
primary malignant 
melanoma with ad- 
jacent intraepidermal 
component (“superfi- 
cial spreading type”), 
invasive to the dermal 
reticular-papillary in- 
terface (level 111) (H & 
E, xl0). B. Lymphoid 
cellularity subjacent to 
central tumor mass. 
D e r m a l  c a p i l l a r i e s  
show lymphoid cuffing. 
There is no tumor cell 
necrosis (H & E, x25). 
C. Epithelial tumor 
cells contain moder- 
rate to sparse melanin 
pigment, and large, 
pleomorphic nuclei. 
Mitotic figures are 
abundant (24 per 
h.p.f.) (H & E, xl60). 



No. 2 SPONTANEOUS REGRESSION OF MELANOMA * Bulkley et al .  487 

She therefore underwent a right radical groin d i s  
section, which yielded four positive lymph nodes 
(Fig. 3A). Postoperatively, she received a &month 
course of thio-TEPA (total dose 205 mg). During 
this period she developed a severe infection in her 
groin wound that required Sl/, months of local 
care, followed by split-thickness skin graft. 

Over 1 year after completion of chemotherapy, 
she noted the relatively sudden appearance of a 
dark nodule associated with multiple small areas 
of dark stippling of the skin, and woody lymph- 
edema of the subcutaneous tissue of the right 
medial thigh, leading to her referral to the Sur- 
gery Branch in July of 1962. A diagram of her 
lesions was made at that time (Fig. 2). Biopsy of 
one of the three most prominent thigh nodules 
revealed a subcutaneous metastasis of malignant 
melanoma (Fig. 3B) . Although the liver edge was 
1 cm below the right costal margin on deep in- 
spiration, the remainder of the physical examina- 
tion was normal. Complete blood count, serum 
chemistries, liver function tests, chest roentgeno- 
grams, metastatic bone survey, liver scan, intra- 
venous urogram, barium enema, cystoscopy, lymph- 
angiogram, and bone marrow aspiration failed to 
reveal evidence of further disease. Prior to an 
anticipated hemipelvectomy for her advanced but 
apparently still regional disease, an exploratory 
laparotomy was performed to rule out intra-ab- 
dominal metastases. Although peritoneal surfaces 
and abdominal lymph nodes appeared to be free 
of disease, a 0.5-cm black nodule was found on the 
anterior superior surface of the right lobe of the 
liver and excised. Frozen section and subsequent 
permanent section examination of this nodule con- 
firmed it to be metastatic malignant melanoma 
(Fig. 4). Plans for hemipelvectomy were, therefore, 
abandoned. Three weeks postoperatively, her re- 
maining thigh nodule, the skin stippling, and the 
thigh lymphedema spontaneously disappeared, 
leaving her free of visible disease. Since surgery, 
the patient has received no treatment whatsoever 
and has remained free of any evidence of recur- 
rent disease for 12 years. 

The  patient was readmitted for routine evalua- 
tion 5 years postoperatively in 1967, at which time 
a thorough diagnostic study failed to reveal evi- 
dence of recurrent disease. She was similarly re- 
evaluated in 1968 with the same finding. 

In  1969, a conization biopsy showed carcinoma 
in situ of the cervix uteri following a Class V pap 
smear. She was readmitted and underwent an 
uneventful total abdominal hysterectomy and bi- 
lateral salpingo-oophorectomy. At the time of 
surgery a careful search of the abdomen failed 
to reveal evidence of malignant melanoma. Two 
small black scars were noted on the anterior sur- 
face of the right lobe of the liver in the area of 
the previous biopsy. Both were excised and micro- 
scopically revealed chronic inflammation, scarring, 

and hemosiderin deposition without evidence of 
residual melanoma (Fig. 5). 

Mrs. L. was seen again in the fall of 1973, when 
an extensive diagnostic evaluation again failed to 
reveal evidence of recurrence or metastases (Fig. 
6). As of the spring of 1974 she is 70 years old, 
functioning actively as a housewife, apparently 
free of the disseminated disease which had re- 
gressed spontaneously 12 years before (Table 1). 

Histologic Studies 
Review of microscopic sections of the primary 

cutaneous lesion substantiated the original diag- 
nosis of malignant melanoma. I t  consisted of a 
single, melanin-pigmented papillary tumor with 
attenuated and focally ulcerated epidermis over- 
lying the central region (Fig. 1). Following the 
histogenetic interpretation of Clark et al.,? this 
melanoma was of the superficial-spreading type 
with adjacent intraepidermal components apart 
from invasive tumor. Invasion extended to the 
papillary-reticular dermal interface (“level 111”) . 

Sections of subcutaneous (Fig. SB), lymph nodal 
(Fig. 3A), and hepatic (Fig. 4) metastatic tumor 
showed anaplastic epithelial cellularity with fre- 
quent mitotic figures. Special melanin staining 
(Lillie technique) showed only sparse pigmentation 

Scar’ 

Melanotic 

Melanotic 

Scar (primary site) 

UU 
FIG. 2. Extensive local disease appeared in patient 

prior to spontaneous regression. Diagram is an exact 
copy of careful 1/6 scale drawing in patient’s chart 
made by the examining physician on July 2, 1962. 
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FIG. 3. Regional metastases. 
A. Metastatic melanoma in in- 
guinal lymph node with broad 
expanses of undisrupted ana- 
plastic carcinoma containing 
very little melanin pigment. Al- 
though bordered by the remnant 
lymphoid cellularity of the node, 
there is no lymphocyte infiltra- 
tion of tumor (H 8c E, ~ 2 5 ) .  
B. Subcutaneous nodule from 
right calf excised just prior to 
regression showing scant intra- 
cellular melanin. There is dense 
infiltration of tumor by lympho- 
cytes and plasma cells with tu- 
mor necrosis (H & E, xl60). 

i n  subcutaneous tumor and n o  pigmentation i n  
the hepatic tumor. Intranuclear cytoplasmic in- 
clusions (Fig. 4), a recognized morphological fea- 
ture of invasive melanoma,a were present within 
tumor cells in  all three locations. 

Primary and metastatic tumor foci showed evi- 
dence of a prominent local inflammatory response. 
Large clusters of lymphoid cells were present, and,  
in both subcutaneous and hepatic tumor, there 
was diffuse, single cell infiltration by plasma cells 
(confirmed by methyl-green-pyronine staining) a n d  
lymphocytes, associated with scattered degenera- 
tion and  necrosis of tumor cells (Figs. 3B and 4). 

T h e  more recent liver biopsy showed fibrosis 

and hemosiderin pigmentation only, without evi- 
dence of neoplasia (Fig. 5). 

Immunophysiologic Studies 
A series of immunologic studies was performed 

a t  6 and  11 years following remission to determine 
if  there was any substantial deviation from the 
norm of reactivity (Table 2). 

Skin tests: I n  1968, the patient was challenged 
with a standardized battery of skin test antigens, 
including 10 pg of topically applied dinitrochloro- 
benzene (DNCB).12 I n  each case, the reaction was 
strongly positive. T h e  reaction a t  the site of a p  
plication of the DNCB was sufficient to cause a 
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FIG. 4. Hepatic metastasis consists of a single 0.5 cm tumor nodule, clearly circumscribed and 
surrounded by fibrous and normal hepatic tissue. Tumor cells show anaplastic epithelial features 
seen in other lesions. An intranudear cytoplasmic inclusion is present. Lymphocytes and plasma 
cells infiltrate fibrous stroma within tumor and are dispersed among malignant cells. Scattered 
eosinophilic change and shrinkage of cytoplasm associated with nuclear pyknosis is interpreted 
as tumor cell degeneration and necrosis (H & E, X140, reduced from 160). 

skin slough. I n  the fall of 1973, the patient was 
again challenged and showed a strongly positive 
anamnestic response t o  50 pg of DNCB. At this 
time, she was also challenged with crude membrane 
and KCl solubilized extracts of allogeneic human 
melanoma cells.6 T h e  response to two of these 
four extracts was strongly positive. 

Leukocyte migration inhibition (LMI): Periph- 
eral blood lymphocytes were tested'with a leukocyte 
migration inhibition assay (courtesy Dr. J. McCoy, 
Bionetics Laboratories)@~l5Je against the two mel- 
anoma extracts to  which she had had a positive 
skin test response. Against one, #3194, the patient's 
leukocytes exhibited a slightly increased level of 
migration inhibition. 

Lymphocyte stimulation by phytohemagglutinin 
(PHA): Peripheral blood lymphocytes were tested 
for transformation in  response t o  PHA by the 
method of Colien et al." At the time of testing, 11 
years following remission, the patient's lympliocyte 
response did not exceed the normal range. 

Cell- and serum-mediated cytotoxicity: Serum 
and peripheral blood lymphocytes from the patient 
were separately tested for cytotoxicity by the 
12JIUDR assay of Cohen, Burdick, and Ketcham.10 
Neither lymphocytes nor serum taken from the 

patient i n  1973 exhibited increased cytotoxicity 
against tissue culture lines derived from allogeneic 
melanoma cells. 

DISCUSSION 

Spontaneous Regression of Malignant 
Melanoma 

Everson and Cole*s accepted 19 cases of 
malignant melanoma as fulfilling their criteria 
for documentation of spontaneous regression. 
Of these, only 9 qualify as long-term (greater 
than 5 years). These latter patients are listed 
in Table 3 (Cases 1-9). Listed in addition are 
the 4 cases of long-term regression that have 
been reported since Everson and Cole's mono- 
graph (Cases 1&13),4J4 along with the patient 
reported here (Case 14). Thus, a review of the 
literature discloses only I 3  previously docu- 
mented cases of spontaneous long-term regres- 
sion of malignant melanoma. One of these 
patients (Case 1) represents only incomplete 
remission. 

Most spontaneous regressions in malignant 
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FIG. 5. Hepatic scar excised at exploratory laparotomy in 1968. Step section of both lesions 
showed fibrous tissue and chronic inflammatory 
reduced from 40). 

melanoma represent regression of cutaneous 
or lymphatic disease. Half of the patients listed 
in Table 3 as long-term regressions, however, 
had at least some clinical suggestion of visceral 
disease. In some cases this clinical evidence 
must be viewed with reservation, as when in- 
terpreting hepatomegaly (Cases 5, 9, and 11) 
or Jacksonian seizures (Case 4). In other cases, 
the appearance and subsequent disappearance 
of pulmonary nodules on the chest roentgeno- 
gram can be considered more reliable (Cases 
4 and 13). In  no previously reported case of 
long-term regression, however, is there con- 
firmation of visceral metastatic disease by 
direct observation or biopsy. The  present pa- 
tient, therefore, represents the first histologi- 
cally documented case of spontaneous regres- 
sion in a case of visceral metastatic disease. 
The  fact that histologic evidence was obtained 
to document both the presence and subsequent 
absence of hepatic metastases makes this pa- 
tient indeed unique. It should be pointed out, 
however, that in this patient all evident 
hepatic metastatic nodules (one) were re- 
moved at the time of initial exploration. T h e  

infiltrate without residual tumor (H &E, x35, 

presence and later regression of other visceral 
metastases can only be inferred from the find- 
ing of two hepatic scars at subsequent laparot- 
omy. 

A review of Table 3 reveals that in every 
case, spontaneous regression took place in asso- 
ciation with either a change in hormonal 
status or an immune stimulating event. Eight 
of the 14 patients had a history of a significant 
inflammatory event associated with regression. 
T w o  other patients had received radiation, 
one to the primary site (Case 2), the other to 
an area of lymphatic metastases (Case 7). 
Therefore, 10 of the 14 patients in this series 
provide historical evidence for tumor regres- 
sion subsequent to events that might be ex- 
pected to have provided a significant im- 
munologic stimulus. In  their review of 224 
patients reported to have had spontaneous 
regression of cancer, Stephenson et a1.18 found 
a history of infection, persistent temperature 
elevation, and/or exposure to a “reticuloendo- 
thelial stimulant” in 139 (627J of them. 

Three patients (Cases 2, 10, 11) experienced 
the appearance of generalized metastatic dis- 
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FJC. 6. Present status. 
Photographs taken in 
the fall of 1973, with 
doseup view of previ- 
ously involved medial 
thigh area. Note the 
evidence of previous 
groin wound infection. 

> There is no evidence 
of residual or recur- 
rent disease (compare 
with Fig. 2). 

ease in association with pregnancy, with re- 
gression following the delivery of a child. An- 
other patient (Case 5) underwent regression 
during the course of two pregnancies. In a 
fifth patient (Case 12) regression was not a p  
parently related to change in hormonal status, 
but the patient suffered massive recurrence im- 
mediately subsequent to a hysterectomy fol- 
lowing a 5-year regression. The present patient 
(Case 14) experienced both the appearance of 
her primary lesion and the appearance of local 
metastatic disease while pregnant with her 
second and third children, respectively. While 
the association of pregnancy with tumor dis- 
semination has been anecdotally noted in pa- 
tients at the National Cancer Institute and in 
the literature,2s*J6817 the incidence (20%) in 
this small series correlates well with the 45 
patients (20%) of Stephenson et al., who had a 
history of “pregnancy or significant hormonal 

Immunologic Interpretation 
The  finding of a lymphoid infiltrate sub- 

jacent to a focus of malignant melanoma is a 
well-recognized phenomenon.’ This patient 
demonstrates a progression in the degree of 
lymphoid and plasma cell infiltrate accom- 
panying temporally sequential metastases: 
regional lymph node, subcutaneous nodule, 

’ relationships.”1~ 

and hepatic nodule, respectively. In  the liver, 
the dispersed infiltration of both lymphocytes 
and plasma cells was associated with regions 
of tumor cell necrosis. These findings provide 
direct evidence for a local inflammatory re- 
sponse associated with the tumor just prior 
to spontaneous regression. It should be empha- 
sized that such inference, drawn from his- 
tologic sections, represents the only available 
basis for evaluating the patient’s immune re- 
activity at the time of remission in 1962. More 
quantitative and specific assays of immune 
responsiveness were necessarily done retrmpec- 
tivel y. 

Other authors have related histologic evi- 
dence of local lymphoid reaction to prognosis 
in neoplastic disease. Black and his cework- 
ers9mJ have shown that the prognosis in breast 
cancer is somewhat improved by the finding of 
a lymphoid infiltrate in the primary tumor 
or of sinus histocytosis in regional lymph 
nodes. A similar relationship in malignant 
melanoma was first suggested by Allen in 
1954.1 More recently, Payan, Gilbert, and 
Jacobs18 reviewed 25 autopsy cases of malig- 
nant melanoma and found histologic evidence 
of local lymphoid infiltration in only 12 of 
137 metastatic foci, whereas it was present in 
10 of 15 primary (surgically removed) lesions. 
Finally, Stewart20 has shown that the degree 
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TABLE 1 .  Summary of Clinical Course 

Date Event 

1953 Appearance of mole 
1958 Diagnosis and wide local excision 

of primary 
1960 (Oct.) First recurrence: local subcu- 

taneous tissue and regional lymph 
nodes; excision and radical groin 
dissection 

1960 (0ct.-March) Severe wound infection, delayed 
healing, Thio-tepa 205 mg i.v. 
over 6 mo 
Second recurrence: Extensive sub- 
cutaneous and ciitaneous thigh 
nodules, skin stippling, lymph- 
edema 

1962 (July) Exploratory laparotomy, excision 
of metastatic hepatic nodule 

1962 (July) Spontaneous regression of cutan- 
eous and subcutaneous thigh 
nodules and lymphedema over 
3-week postoperative period 

1969 Exploratory laparotomy, liver 
biopsy: no evidence of recurrent 
disease 

1973 Re-evaluated: no evidence of 
recurrent disease 

1974 Asymptomatic: no evidence of 
recurrent disease 

1962 (June) 

of lymphocytic stromal infiltrate of a variety 
of tumors correlates well with the presence of 
a delayed hypersensitivity (DH) reaction di- 
rected toward extracts of these (autologous) 
tumors. 

Interpretation of immunologic studies per- 

formed 6 and 11 years later is more difficult. 
Skin tests with standard recall antigens and 
DNCB showed a degree of nonspecific respon- 
siveness that was strong but within normal 
limits. Similarly, the levels of lymphocyte PHA 
reactivity and cell- and serum-mediated cyto- 
toxicity were not strikingly elevated. One can 
only speculate as to what the results of these 
assays would have been if they had been per- 
formed in 1962. 

In  an attempt to elicit some present evi- 
dence of previous immune hyperactivity 
specific to malignant melanoma, the patient 
was tested against allogeneic melanoma ex- 
tracts. Whereas in vitro testing of leukocyte 
migration inhibition failed to detect signifi- 
cantly heightened reactivity, in vivo skin test- 
ing against four of these extracts resulted in 
evidence for allogeneic reactivity against two 
of them. Although these findings are enticing, 
they must be interpreted with reservation. 
While the vast majority of melanoma patients 
tested has shown positive D H  reactions to  
these melanoma extracts, some patients with 
breast and other nonmelanoma malignancies 
have also shown a (cross reacting) positive re- 
sponse to them (unpublished data). Unfor- 
tunately, but for obvious ethical reasons, true 
control response rates (in patients without 
cancer) are not available. 

Attempts to quantitate this patient’s im- 
munologic status at 6 and 11 years after remis- 
sion must therefore be considered inconclu- 

TABLE 2. Summary of Immunologic Studies 

Results Reference Comment Date Study 

1968 Skin tests 
DNCB (10 pg) 
Milnips 
P P D  (interniediate) 
Varidase 
Derniatophyton 

DNCB (50 pg) 
Melanoma extracts 

1973 Skin tests 

#3194 
#3539K 

12 ++ Skin slough + + + + 
+ 
+ + 

6 

#3539H - 
#2442 - 

#3194 1 . 1 1  
#3539K 0.84 

Cell mediated <20% 
Serum mediated <20% 

Leukocyte migration inhibition 9, 16 Normal S 0.8 

PHA lymphocyte stimulation 40.0X 1 1  Normal = 42.7 f 8.2X 
Cytotoxicity indices 10 Normal 5 20% 
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TABLE 3. Long-Term Spontaneous Regression of Malignant Melanoma 

Duration of Event(s) associated with 
Site of regression regression (yr) End result regression Reference 

1. 

2. 

3. 
4. 

5. 

6. 

7. 

8. 
9. 

10. 

11. 

12. 

13. 

14. 

Cutaneous 

Cutaneous & 
lymphatic 
Lymphatic 
Cutaneous, lymphatic 
& presumed visceral* 
Cutaneous & 
presumed visceral t 
Cutaneous & 
lymphatic 
Lymphatic 

Lymphatic 
Cutaneous & 
presumed visceral* 
Lymphatic & 
presumed visceral‘ 
Cutaneous & 
presumed visceral+ 
Cutaneous 

Lymphatic & 
presumed visceral I I 

Cutaneous & visceral 

10 
(Incomplete) 

11 

20 
7 

7 

7 

13 

5 

6 

12 

Died of disease 

Alive N.E.D. 

.4live N.E.D. 

.4live N.E.D. 

Died of disease 

Alive N.E.D. 

:\live N.E.D. 

Alive N.E.D. 
Alive N.E.D. 

Died of disease 

Died of disease 

Died of disease 

Died of M.I., 
N.E.D. a t  
autopsy 
alive N.E.D. 

Received rabies vaccine 
inject ion 
Radiation l o  site, 
delivery of child 
Wound abscess 
Multiple (incomplete) 
surgical excisions 
Pregnancy 

hlultiple (incomplete) 
surgical excisions 
Previous radiation of 
lymphatic metastases 
Caritery of 1 O open wound 
Severe transfusion reaction, 
cautery of 1 O 

Delivery of child 

Delivery of child 

(Recurrence following 
hysterectomy) 
Injected with rabbit 
antitumor serum 

Severe wound infection 

1.3 (Case 3) 

13 (Case 6) 

13 (Case 7) 
13 (Case 13) 

13 (Case 10) 

13 (Case 14) 

13 (Case 15) 

13 (Case 16) 
1.3 (Case 17) 

4 

4 

14 (Case 2) 

1.4 (Case 3) 

Jacksonian seizures and radiologic pulmonary nodules. 
t Hepatomegaly. * Hepatomegaly (4 fingerbreadths below right costal margin). 
1 Palpable hepatic mass. 
1 1  Radiologic pulmonary nodules. 

sive: while they demonstrate a high-normal 
level of nonspecific and suggest an  elevated 
level of specific responsiveness, the results are 
neither unequivocal nor necessarily unique. 
O n  the other hand, the histologic evidence 
which is available from the time of tumor 
regression reveals a strong host response asso- 
ciated with the tumor just prior to regression. 

CONCLUSION 

A case of spontaneous regression of malig- 
nant melanoma is presented with objective 
clinical and histologic documentation of each 
phase in the patient’s course. Although spon- 
taneous regression of malignant melanoma has 
been previously reported, this is the first such 
documentation of a truly complete spon- 

taneous regression in a patient with viscerally 
metastatic disease. 

A review of the case histories suggests that 
an immune stimulating event may have 
played a role in 10 of the 14 reported cases 
of spontaneous long-term regression of mel- 
anoma, including this one. Histologic exami- 
nation of this patient’s primary and metastatic 
lesions reveals a prominent local inflammatory 
host response, associated with tumor necrosis. 
Retrospective evaluation of the patient’s im- 
mune status G and 11 years after regression 
by standardized in vivo and in vitro methods 
reveals a vigorous but not abnormal degree 
of host reactivity. It is possible, therefore, that 
this patient’s immunologic response to the 
tumor 12 years ago was related to her sustained 
regression of this usually lethal disease. 
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