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CLINICAL VIGNETTE

Localized Amyloidosis of the Uterine Cervix

Atara Geft, MD, MPH and Sarah Ryzman

Clinical Case

An asymptomatic 43-year-old woman underwent a screening
PAP smear. The results demonstrated atypical squamous cells
of undetermined significance (ASCUS) and high-risk human
papilloma virus HPV (not type 16 or 18) infection. A complete
review of systems was negative for any significant complaints,
prior medical or surgical issues. Her physical exam was unre-
markable. Additional labs including anion gap panel, hepatic
function panel, serum calcium, complete blood count (CBC),
serum protein electrophoresis (SPEP) and quantitative immune
globulins (QIG) were all within normal limits. She subsequent-
ly underwent a colposcopy including endocervical and ecto-
cervical biopsies. The results of both identified specimens
showed no dysplasia or malignancies but did identify benign
squamous and endocervical tissue with acute and chronic
inflammation. Of concern, focal amyloid deposition on Congo
red staining was seen. Immunohistochemistry was positive for
both kappa and lambda chains. Hematology-oncology consulta-
tion ensued given the amyloid deposition and recommended
further amyloid analysis and mass spectroscopy with amyloid
typing. The cervical specimen was sent out for liquid chromato-
graphy with tandem mass spectrometry, and amyloidosis was
again identified, but the specific type could not be determined
definitively. Based on her asymptomatic presentation, not
having any comorbidity or lab abnormalities which suggested
systemic amyloidosis, the patient was ultimately diagnosed
with localized amyloidosis of the uterine cervix.

Discussion

Amyloidosis is the general term for a large family of rare
diseases characterized by the extracellular deposition of
insoluble fibrillar proteins that may be deposited in tissues in
bundles with an abnormal conformation and can cause end-
organ damage. The deposition of amyloid may occur because
of the presence of an abnormally folded protein, caused by high
plasma levels of a normal protein.! There are many different
types of amyloidosis, one of them being localized amyloidosis,
where amyloid deposition can be isolated to a single organ. In
localized amyloidosis, amyloid deposits at the site of pro-
duction, so only one organ is disrupted.? Localized amyloidosis
are confined to one site and are generally nonlethal and some-
times referred to as a pseudotumor.®

Localized amyloidosis presents in several well-recognized
forms, particularly involving localized AL (primary) amyloid.
This condition is generally non-life-threatening, with rare pro-

gression to systemic AL amyloidosis but often associated with
frequent local recurrences.* Accurately identifying the causal
amyloid protein is essential for effective clinical management,
as it helps prevent misdiagnosis, inappropriate or potentially
harmful treatments, and allows for proper assessment of prog-
nosis. To diagnose amyloidosis, a tissue biopsy of either an
affected organ or an amyloid-containing, but clinically silent,
site is required. The current preferred method for histological
confirmation of amyloid deposits is the Congo red stain used in
conjunction with polarized light microscopy. Once amyloidosis
is confirmed, it is critical to identify the subtype accurately, as
treatment differs substantially depending on the nature and
source of the amyloid-forming protein. Subtyping of
amyloidosis is done by an assessment of clinical phenotype,
immunohistochemistry, genetic testing, tandem mass spectro-
metry (MS/MS), and associated diseases will allow identifi-
cation of the type of amyloid.®

Localized amyloidosis of the uterine cervix is an exceptionally
rare entity, but not completely unheard of. In a study done in
1998, there were only seven confirmed cases reported.® Very
often it can be misdiagnosed.” It can even present as post-
menopausal bleeding.® In some cases, it can be associated with
prominent intratumoral deposition of amyloid.>*°® A pregnant
patient who was diagnosed with localized uterine cervical
amyloidosis, in which the deposits mainly consisted of im-
munoglobulin light chain (kappa chain), underwent a normal
delivery.lt Although localized uterine cervical amyloidosis is
extremely rare, most patients don’t experience any morbidity
with the correct treatment and observation.

Localized amyloidosis has an excellent prognosis with no
reduction in life expectancy, and evolution into systemic
immunoglobulin light chain amyloidosis is very rare.*? The
main principles of treatment are the same for any type of
amyloidosis: (i) reduce the supply of amyloid-forming proteins;
(ii) increase the clearance of amyloid deposits; and (iii) support
affected organs.'® Management of systemic amyloid light-chain
amyloidosis often involves first-line treatment with combina-
tion chemotherapy. This includes the use of thalidomide in
conjunction with cyclophosphamide and dexamethasone.'®
Localized AL amyloidosis is typically managed with either
observation or localized surgical interventions. Radiotherapy
and chemotherapy are not routinely recommended for these
patients. However, in severe cases, such as unresectable airway
obstruction, localized radiotherapy may be considered as a



treatment option®. The factors affecting long-term survival are
generally unknown.®

REFERENCES

1.

10.

11.

12.

D'Aguanno V, Ralli M, Artico M, Russo FY, Scarpa A,
Fiore M, Tirassa P, Severini C, de Vincentiis M, Greco
A. Systemic Amyloidosis: a Contemporary Overview. Clin
Rev Allergy Immunol. 2020 Dec;59(3):304-322. doi:
10.1007/s12016-019-08759-4. PMID: 31376044.

Girnius S. Overview of systemic and localized
amyloidosis. Reviews in Health Care. 2013;4(4). Available
at: https://doi.org/10.7175/rhc.v4i4.662.

Leung N, Nasr SH, Sethi S. How I treat amyloidosis: the
importance of accurate diagnosis and amyloid typing.
Blood. 2012 Oct 18;120(16):3206-13. doi: 10.1182/blood-
2012-03-413682. Epub 2012 Sep 4. PMID: 22948045.
Bartels H, Dikkers FG, van der Wal JE, Lokhorst HM,
Hazenberg BP. Laryngeal amyloidosis: localized versus
systemic disease and update on diagnosis and therapy. Ann
Otol Rhinol Laryngol. 2004 Sep;113(9):741-8. doi:
10.1177/000348940411300913. PMID: 15453534,

Mollee P, Renaut P, Gottlieb D, Goodman H. How to
diagnose amyloidosis. Intern Med J. 2014 Jan;44(1):7-17.
doi: 10.1111/imj.12288. PMID: 24024789.

Gibbons D, Lindberg GM, Ashfag R, Saboorian MH.
Localized amyloidosis of the uterine cervix. Int J Gynecol
Pathol. 1998 Oct;17(4):368-71. doi: 10.1097/00004347-
199810000-00012. PMID: 9785139.

Harry VN, Lyall M, Cruickshank ME, Parkin DE.
Cervical amyloidosis: a rare cause of cervical ectopy in a
postmenopausal woman. Eur J Obstet Gynecol Reprod
Biol. 2008 Apr;137(2):252-3. doi: 10.1016/j.ejogrb.
2006.12.010. Epub 2007 Jan 26. PMID: 17258380.
Taylor E, Gilks B, Lanvin D. Amyloidosis of the uterine
cervix presenting as postmenopausal bleeding. Obstet
Gynecol. 2001 Nov;98(5 Pt 2):966-8. doi: 10.1016/s0029-
7844(01)01504-6. PMID: 11704224,

Tsang WY, Chan JK. Amyloid-producing squamous cell
carcinoma of the uterine cervix. Arch Pathol Lab Med.
1993 Feb;117(2):199-201. PMID: 8427571.

Yamada M, Hatakeyama S, Yamamoto E, Kimura Y,
Tsukagoshi H, Yokota T, Uchino F. Localized
amyloidosis of the uterine cervix. Virchows Arch A Pathol
Anat Histopathol. 1988;413(3):265-8. doi: 10.1007/
BF00718619. PMID: 3135664.

Takimoto Y, Kogiku A, Konda E, Samoto T, Ishihara
M, Yamashita T. Primary localized amyloidosis of the
uterine cervix during pregnancy. J Obstet Gynaecol Res.
2020 May;46(5):787-790. doi: 10.1111/jog.14218. Epub
2020 Feb 19. PMID: 32077184.

Mahmood S, Bridoux F, Venner  CP,
Sachchithanantham S, Gilbertson JA, Rowczenio D,
Woagner T, Sayed R, Patel K, Fontana M, Whelan CJ,
Lachmann HJ, Hawkins PN, Gillmore JD, Wechalekar
AD. Natural history and outcomes in localised
immunoglobulin light-chain amyloidosis: a long-term
observational study. Lancet Haematol. 2015 Jun;2(6):

13.

€241-50. doi: 10.1016/S2352-3026(15)00068-X. Epub
2015 May 6. PMID: 26688234.

Wechalekar AD, Gillmore JD, Bird J, Cavenagh J,
Hawkins S, Kazmi M, Lachmann HJ, Hawkins PN,
Pratt G; BCSH Committee. Guidelines on the
management of AL amyloidosis. Br J Haematol. 2015
Jan;168(2):186-206. doi: 10.1111/bjh.13155. Epub 2014
Oct 10. PMID: 25303672.

14. Taylor MS, Sidigi H, Hare J, Kwok F, Choi B, Lee D,

15.

Baumwol J, Carroll AS, Vucic S, Neely P, Korczyk D,
Thomas L, Mollee P, Stewart GJ, Gibbs SDJ. Current
approaches to the diagnosis and management of
amyloidosis. Intern Med J. 2022 Dec;52(12):2046-2067.
doi: 10.1111/imj.15974. Epub 2022 Dec 7. PMID:
36478370.

Kyle RA, Gertz MA, Greipp PR, Witzig TE, Lust JA,
Lacy MQ, Therneau TM. Long-term survival (10 years
or more) in 30 patients with primary amyloidosis. Blood.
1999 Feb 1;93(3):1062-6. PMID: 9920856.



