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In this issue, Bayer-Garner et al.! report on the immunopathology of regression in
benign lichenoid keratosis, keratoacanthoma (KA), and halo nevus. They suggest
that cytotoxic T-cells may be the common denominator of regression in these
tumors. Other studies of halo nevi have shown abundant CD8+ T-cells and
FXIlIla-positive histiocytes during regression, suggesting that the immune response
is involved in tumor regression.2:3 Halo congenital nevi undergoing spontaneous
regression also demonstrate infiltrating T-cells, with CD8+ cells outnumbering
CD4+ cells. Natural killer cells are not numerous, but IgM antibodies against nevus
cells and melanoma cells are noted.4 Humoral immunity may play a role in
regression, or may simply represent an epiphenomenon. Cell-mediated immunity is
consistently observed.

These observations prompt the basic question: why do tumors regress? Spontaneous
tumor regression occurs in approximately one in every 140,000 cases of cancer.’
The mechanisms involved in tumor regression are complex and interrelated.
Understanding these mechanisms may shed light on why some tumors regress
completely, while others, such as melanoma, show evidence of regression in the
primary tumor simultaneous with the occurrence of distant metastasis.

As demonstrated by Bayer-Garner and others, cytotoxic immune responses appear to
play a role in the regression of some tumors. Interleukin (IL)-18 stimulates T and
natural killer cell activity, is associated with interferon (IFN)-y production, and can
induce antitumor immune responses.® Tumor-associated antigens that may be targets
for CD8+ T cells include viral antigens, melanocyte differentiation antigens, and
cancer-testis antigens. Expression of the cancer-testis antigen, NY-ESO-1, has been
shown to induce both humoral and cellular immune responses, and is associated
with a high rate of regression.” The observation that autoimmune manifestations
may occur concomitantly with spontaneous tumor regression also suggests that
regression may be immune-mediated.$

In melanoma, Mart-1 antigen loss in metastases from patients whose primary
melanomas have regressed has led to speculation that tumor regression can be
associated with immune surveillance.? Loss of surveillance could account for tumor
spread. However, inflammation does not correlate well with regression in
melanoma, and clonally expanded T-cells in the tumor do not necessarily exert an
effective antitumor response.10 Clearly, other mechanisms are important in the
regression of melanoma.
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Regression of melanoma in sifu may take the form of
lichenoid regression, mimicking benign lichenoid keratosis
histologically.!! This dense infiltrate appears quite different
from the sparse lymphoid infiltrate and fibrosis commonly
seen in regression associated with distant metastasis. While
partial regression in cutaneous malignant melanoma is often
associated with a poor prognosis, regression of KA is
associated with an excellent prognosis. The different
mechanisms of regression may be related to the prognosis of
the tumor.

In KA, regression may relate to terminal differentiation, a
phenomenon whereby the tumor simply keratinizes itself to
death.!2 Terminally differentiated cells are no longer capable
of cell division, and are therefore mortal. Terminal
differentiation in squamous epithelial cells is manifested by
keratinization, and can be monitored by measuring the
expression of cytokeratin 10, a marker for terminal
keratinization.

The phenomenon of terminal differentiation is well
described in other tumors, and often occurs concurrently
with inflammation or apoptosis. In acute promyelocytic
leukemia, treatment with all-trans-retinoic acid and
chemotherapy can result in both terminal differentiation and
apoptosis.13 Bruceantin can also induce both terminal
differentiation and apoptosis in hematopoietic
malignancies.!4 Expression of epidermal growth factor
receptor (EGFR) in human squamous cell carcinomas is
often associated with poor prognosis. Monoclonal
anti-EGFR antibodies and inhibitors of EGFR-associated
tyrosine kinase induce both terminal differentiation and
apoptosis.!® Retinoids, such as 9-cis-retinoic acid, can
produce both apoptosis and differentiation in neuroblastoma
cells. The apoptosis occurs after treatment, upon subsequent
withdrawal of 9-cis-retinoic acid.16 Sodium phenylacetate
with tamoxifen induces cell differentiation, apoptosis, and
an antiangiogenic effect, and results in regression of breast
carcinoma cell lines.!”

KAs demonstrate an initial period of rapid growth followed
by terminal differentiation and involution. This pattern of
growth and involution can be produced in other squamous
cell lines. Human papillomavirus-immortalized and
4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone (NNK)
transformed oral keratinocytes demonstrate a similar initial
growth phase followed by terminal differentiation and
regression. An inflammatory response is present in the final
stages of the tumor.!8

Spontaneous regression of KAs does not occur until the
proliferative phase has run its course, but earlier regression
can be induced by imiquimod.!® As imiquimod is a potent
stimulator of interferon release, is all KA regression related
to cytokine responses?

Compared with squamous cell carcinoma, KAs show an
increase in intercellular adhesion molecule-1 expression and

activated (IL-2-receptor positive) CD4+ T-lymphocytes.20
However, spontancous regression in KAs is associated with
a significant increase in IL-10. Spontaneously regressing
tumors also show no differences in expression of tumor
necrosis factor-o, IL-2, IL-8, IL-13, IFN-y, or transforming
growth factor- compared to squamous cell carcinoma.
These results suggest that although immune stimulation can
result in resolution of KAs, terminal differentiation with
spontaneous resolution often occurs in an
immunosuppressive environment.2!

Clearly, cell populations may die different deaths.
Immunological mechanisms can trigger apoptosis resulting
in tumor regression.2? Cells may also follow their normal
course of differentiation leading to terminal maturation and
mortality. In the setting of chronic myelogenous leukemia
(CML), busulphan can induce a pronounced decrease of the
white blood cell count and restoration of normal peripheral
smear morphology. These effects are not preceded by
marrow hypoplasia but rather are related to terminal
differentiation (leukemic cells differentiating into
granulocyte-like cells).23 Whereas differentiation therapy in
skin cancers involves inducing production of cross-linked
protein envelopes resulting in keratinization and cell death,
non-physiologic cross-linking may also result in cell death.
Methyl-2,5-dihydroxycinnamate, a kinase inhibitor, induces
non-physiologic cross-linking in a variety of mouse and
human squamous skin cancer cell lines. It can also produce
protein cross-linking in a fibroblast and a melanoma cell
line.24

Spontaneous regression of solitary cutaneous mastocytomas
has been shown to be related to apoptosis.?5 Programmed
cell death is also involved in spontaneous regression and
differentiation of neuroblastomas and may be related to
expression of a variety of cell death-related proteases.2°
Spontaneous regression of some neuroblastomas is
associated with a form of Ras-mediated programmed cell
death that is caspase cascade-independent (non-apoptotic).27
Monoclonal antibodies to human EGFR induce terminal
differentiation (keratinization and expression of involucrin
and cytokeratin 10) in xenograft tumors that overexpress
EGFR. They also induce a host mononuclear cell infiltrate,
but do not induce apoptosis.?8 These data suggest that
apoptosis is often associated with tumor regression but is
not required for regression.

Just as apoptosis is not required for regression of all tumors,
apoptosis alone may not be sufficient to cause regression.
Terminal deoxynucleotidyl transferase-mediated dUTP
nick-end labeling (TUNEL) and DNA ladder studies
demonstrate a high apoptotic rate in Merkel cell carcinoma
despite the aggressive behavior of this tumor and its lack of
regression.2? Apoptosis is an important mechanism of
regression but is neither necessary for nor alone sufficient
for regression to occur. Other mechanisms are important.
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Angiogenesis is critical for the development of many
tumors, and antiangiogenic factors are promising agents in
the treatment of cancer. The humanized monoclonal
antibody bevacizumab exerts an effect on vascular
endothelial growth factor and improves survival in
metastatic colorectal cancer, suggesting that antiangiogenic
therapy can have a meaningful clinical effect.30 Ornithine
decarboxylase (ODC) overexpression is associated with the
formation of spontaneous skin carcinomas in some
transgenic mice. ODC stimulates dermal vascularization.
Treatment with a-difluoromethylornithine, an inhibitor of
ODC, causes a decrease in blood vessel count and
regression of the tumors.3! Other promising antiangiogenic
agents include thalidomide, IFN-o., and matrix
metalloproteinases. Pharmacologic antiangiogenic factors
can produce tumor regression, but the role of endogenous
antiangiogenic factors in spontaneous regression remains a
fertile area for research.

Tumor regression may be an immune-mediated event, may
reflect a process of terminal differentiation, or may be
related to vascular compromise. Genomic instability is
another mechanism for tumor regression. Telomerase is
associated with cellular immortality and tumorigenesis.
Inhibition of telomerase may result in genomic crisis and
tumor regression.32 In neuroblastoma, high levels of
telomerase activity correlate with poor outcome, whereas
telomere shortening correlates with tumor regression.33
Spontaneously regressing cutanecous melanoma in Sinclair
swine demonstrates telomerase activity during the growth
phase but no detectable telomerase activity in regressing
melanoma. Regressing tumors demonstrate a reduction of
telomeric repeats and abnormal telomeric multicentric and
ring configurations. Breakage-fusion-bridge-cycles result in
the loss of these configurations, DNA fragmentation, and
cell death.34

Telomere shortening can result in regression, but is also
associated with disease progression in some cancers, such as
CML. In patients with CML, telomere repeat array reduction
is related to the time course of disease acceleration and may
identify patients at high risk of disease transformation.3>
Genomic crisis occurs when telomeres are exhausted. Crisis
results in cell death, but out of this crisis deadly cell lines
may emerge. Comparative genomic hybridization has
demonstrated chromosomal aberrations in melanoma,
suggesting that telomeric crisis may be involved in both
regression and progression of melanoma.36:37 This may
explain why the primary melanoma can regress at the same
time that the tumor metastasizes.

If genomic crisis is related to regression in melanomas,
while terminal differentiation accounts for regression of
KAs, this could explain the differences in prognosis between
melanoma with regression and regressing KA. Regression
through genomic crisis may be a riskier venture than
regression through terminal differentiation.

A complex interplay of mechanisms is involved in tumor
growth and tumor regression. Neoplastic transformation is
related to the expression of oncogenes, the production of
growth factors, and inactivation of tumor suppressor genes.
Regression, on the other hand, may be mediated by the
immune response, apoptosis, antiangiogenesis, terminal
differentiation, or genomic crisis resulting from telomere
exhaustion. Better understanding of these mechanisms may
give us a better ability to predict tumor behavior and to
effect cures.

REFERENCES

1. Bayer-Garner IB, Ivan D, Schwartz MR, Tschen JA. The
immunopathology of regression in benign lichenoid
keratosis, keratoacanthoma and halo nevus. Clin Med Res
2004;2:89-97.

2. Zeff RA, Freitag A, Grin CM, Grant-Kels JM. The immune
response in halo nevi. ] Am Acad Dermatol
1997;37:620-624.

3. Akasu R, From L, Kahn HJ. Characterization of the mononuclear
infiltrate involved in regression of halo nevi. J Cutan Pathol
1994;21:302-311.

4. Tokura Y, Yamanaka K, Wakita H, Kurokawa S, Horiguchi D,
Usui A, Sayama S, Takigawa M. Halo congenital nevus
undergoing spontaneous regression. Involvement of T-cell
immunity in involution and presence of circulating anti-nevus
cell IgM antibodies. Arch Dermatol 1994;130:1036-1041.

5. Chang WY. Complete spontaneous regression of cancer: four
case reports, review of literature, and discussion of possible
mechanisms involved. Hawaii Med J 2000;59:379-387.

6. Xiang J, Chen Z, Huang H, Moyana T. Regression of engineered
myeloma cells secreting interferon-gamma-inducing factor is
mediated by both CD4(+)/CD8(+) T and natural killer cells.
Leuk Res 2001;25:909-915.

7. Jager D, Jager E, Knuth A. Vaccination for malignant melanoma:
recent developments. Oncology 2001;60:1-7.

8. Renno T, Lebecque S, Renard N, Saeland S, Vicari A. What’s
new in the field of cancer vaccines? Cell Mol Life Sci
2003;60:1296-1310.

9. Saleh FH, Crotty KA, Hersey P, Menzies SW, Rahman W.
Autonomous histopathological regression of primary tumours
associated with specific immune responses to cancer
antigens. J Pathol 2003;200:383-395.

10. Bernsen MR, Diepstra JH, van Mil P, Punt CJ, Figdor CG, van
Muijen GN, Adema GJ, Ruiter DJ. Presence and localization
of T-cell subsets in relation to melanocyte differentiation
antigen expression and tumour regression as assessed by
immunohistochemistry and molecular analysis of
microdissected T cells. J Pathol 2004;202:70-79.

11. Dalton SR, Fillman EP, Altman CE, Gardner TL, Davis TL,
Bastian BC, Libow LF, Elston DM. Atypical junctional
melanocytic proliferations in benign lichenoid keratosis.
Hum Pathol 2003;34:706-709.

12. Prehn RT. The paradoxical association of regression with a
poor prognosis in melanoma contrasted with a good
prognosis in keratoacanthoma. Cancer Res 1996;56:937-940.

13. Sato A, Imaizumi M, Saito T, Yoshinari M, Suzuki H, Hayashi
Y, linuma K. Detection of apoptosis in acute promyelocytic
leukemia cells in vivo during differentiation-induction with
all-trans retinoic acid in combination with chemotherapy.
Leuk Res 1999;23:827-832.

14. Cuendet M, Christov K, Lantvit DD, Deng Y, Hedayat S,
Helson L, McChesney JD, Pezzuto JM. Multiple myeloma
regression mediated by bruceantin. Clin Cancer Res
2004;10:1170-1179.

Mechanisms of regression

CM&R 2004 : 2 (May) 87



15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Modjtahedi H, Affleck K, Stubberfield C, Dean C. EGFR
blockade by tyrosine kinase inhibitor or monoclonal antibody
inhibits growth, directs terminal differentiation and induces
apoptosis in the human squamous cell carcinoma HNS. Int J
Oncol 1998;13:335-342.

Lovat PE, Irving H, Annicchiarico-Petruzzelli M, Bernassola F,
Malcolm AlJ, Pearson AD, Melino G, Redfern CP. Apoptosis
of N-type neuroblastoma cells after differentiation with
9-cis-retinoic acid and subsequent washout. J Natl Cancer
Inst 1997;89:446-452.

Adam L, Crepin M, Israel L. Tumor growth inhibition,
apoptosis, and Bcl-2 down-regulation of MCF-7 ras tumors
by sodium phenylacetate and tamoxifen combination. Cancer
Res 1997;57:1023-1029.

Yoo GH, Piechocki MP, Lonardo F, Meng H, Kewson D,
Shibuya TY, Kim H, Stachler R, Ensley JE. In vivo
characteristics of HPV-immortalized and carcinogen
transformed oral keratinocytes. Laryngoscope
2002;112:1672-1679.

Dendorfer M, Oppel T, Wollenberg A, Prinz JC. Topical
treatment with imiquimod may induce regression of facial
keratoacanthoma. Eur J Dermatol 2003;13:80-82.

Patel A, Halliday GM, Cooke BE, Barnetson RS. Evidence that
regression in keratoacanthoma is immunologically mediated:
a comparison with squamous cell carcinoma. Br J Dermatol
1994;131:789-798.

Lowes MA, Bishop GA, Cooke BE, Barnetson RS, Halliday
GM. Keratoacanthomas have an immunosuppressive cytokine
environment of increased IL-10 and decreased GM-CSF
compared to squamous cell carcinomas. Br J Cancer
1999;80:1501-1505.

Kaiser HE, Bodey B Jr, Siegel SE, Groger AM, Bodey B.
Spontaneous neoplastic regression: the significance of
apoptosis. In Vivo 2000;14:773-788.

Michaeli J, Fibach E, Rachmilewitz EA. Induction of
differentiation of myeloid leukemic cells by busulphan: in
vivo and in vitro observations. Leuk Lymphoma
1993;11:287-291.

Stanwell C, Burke TR Jr, Yuspa SH. The erbstatin analogue
methyl 2,5-dihydroxycinnamate cross-links proteins and is
cytotoxic to normal and neoplastic epithelial cells by a
mechanism independent of tyrosine kinase inhibition. Cancer
Res 1995;55:4950-4956.

Inoue T, Yoneda K, Kakurai M, Fujita S, Manabe M, Demitsu
T. Alteration of mast cell proliferation/apoptosis and
expression of stem cell factor in the regression of
mastocytoma—report of a case and a serial
immunohistochemical study. J Cutan Pathol
2002;29:305-312.

Nakagawara A, Nakamura Y, Ikeda H, Hiwasa T, Kuida K, Su
MS, Zhao H, Cnaan A, Sakiyama S. High levels of
expression and nuclear localization of interleukin-1 beta
converting enzyme (ICE) and CPP32 in favorable human
neuroblastomas. Cancer Res 1997;57:4578-4584.

Kitanaka C, Kato K, [jiri R, Sakurada K, Tomiyama A,
Noguchi K, Nagashima Y, Nakagawara A, Momoi T, Toyoda
Y, Kigasawa H, Nishi T, Shirouzu M, Yokoyama S, Tanaka'Y,
Kuchino Y. Increased Ras expression and
caspase-independent neuroblastoma cell death: possible
mechanism of spontaneous neuroblastoma regression. J Natl
Cancer Inst 2002;94:358-368.

Modjtahedi H, Eccles S, Sandle J, Box G, Titley J, Dean C.
Differentiation or immune destruction: two pathways for
therapy of squamous cell carcinomas with antibodies to the
epidermal growth factor receptor. Cancer Res
1994;54:1695-1701.

Mori Y, Hashimoto K, Tanaka K, Cui CY, Mehregan DR, Stiff
MA. A study of apoptosis in Merkel cell carcinoma: an
immunohistochemical, ultrastructural, DNA ladder, and
TUNEL labeling study. Am J Dermatopathol 2001;23:16-23.

30.

31.

32.

33

34.

35.

36.

37.

Sparano JA, Gray R, Giantonio B, O’Dwyer P, Comis RL;
Eastern Cooperative Oncology Group Portfolio of Clinical
Trials. Evaluating antiangiogenesis agents in the clinic: the
Eastern Cooperative Oncology Group Portfolio of Clinical
Trials. Clin Cancer Res 2004;10:1206-1211.

Lan L, Trempus C, Gilmour SK. Inhibition of ornithine
decarboxylase (ODC) decreases tumor vascularization and
reverses spontaneous tumors in ODC/Ras transgenic mice.
Cancer Res 2000;60:5696-5703.

Kim NW. Clinical implications of telomerase in cancer. Eur J
Cancer 1997;33:781-786.

. Hiyama E, Hiyama K, Nishiyama M, Reynolds CP, Shay JW,

Yokoyama T. Differential gene expression profiles between
neuroblastomas with high telomerase activity and low
telomerase activity. J Pediatr Surg 2003;38:1730-1734.

Pathak S, Multani AS, McConkey DJ, Imam AS, Amoss MS Jr.
Spontaneous regression of cutaneous melanoma in sinclair
swine is associated with defective telomerase activity and
extensive telomere erosion. Int J Oncol 2000;17:1219-1224.

Boultwood J, Peniket A, Watkins F, Shepherd P, McGale P,
Richards S, Fidler C, Littlewood TJ, Wainscoat JS. Telomere
length shortening in chronic myelogenous leukemia is
associated with reduced time to accelerated phase. Blood
2000;96:358-361.

Bastian BC. Understanding the progression of melanocytic
neoplasia using genomic analysis: from fields to cancer.
Oncogene 2003;22:3081-3086.

Bastian BC. Hypothesis: a role for telomere crisis in
spontaneous regression of melanoma. Arch Dermatol
2003;139:667-668.

88

CM&R 2004 : 2 (May)

Elston



