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Case 19-2022: A 29-Year-Old Woman
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amber-colored with Jaundice and Chronic Diarrhea ~ \'
Jon S. DuBois, M.D., Avinash Kambadakone, M.D., Jennifer Y. Wo, M.D.,
and M. Lisa Zhang, M.D.

a yellowish brown colour

mustard-colored

PRESENTATION OF CASE

Dr. Jon S. DuBois: A 29-year-old woman was evaluated in the gastroenterology clinic From the Departments of Medicine

of this hospital for the management of a soft-tissue mass in the head of the pan- (-5:D), Radiology (A.K.), Radiation On-
amber cology (J.YW.), and Pathology (M.L.Z.),
creas. Massachusetts General Hospital, and

The patient had been well until 7 weeks before this presentation, when progres- the Departments of Medicine (J.5.D.),
sive pruritus throughout the body developed, along with nausea, bloating, and Radiology (A.K), Radiation Oncology
. . . . (J.Y.W.), and Pathology (M.L.Z.), Harvard
watery mustard-colored diarrhea. She had eaten sushi for dinner the previous 1 0 ~1c " o o on
night. She was evaluated in an urgent care clinic in the southeastern United States; e
L . N Engl ) Med 2022;386:2413-23.
) she had recentl'y .moved there from NevY England.. An injection of me.thylpredmso— DOI: 10.1056/NEJMcpc2201231
’ lone was administered, and hydroxyzine and diphenoxylate—atropine were pre- copyight © 2022 Massachusetts Medical Society.
scribed. During the next 3 weeks, the symptoms did not abate and jaundice devel-
oped, along with new discomfort in the right upper quadrant of the abdomen,
decreased appetite, and amber-colored urine.
Four weeks before this presentation, the patient was evaluated in the emergency
department of a local hospital. The alanine aminotransferase level was 327 U per

at NEJM.org
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Case report

Idiopathic multicentric Castleman disease preceded
by cutaneous plasmacytosis successfully treated

by tocilizumab

Tetsuro Aita, Sugihiro Hamaguchi

SUMMARY

A woman aged 45 years with a 1.5-year histary

of wiclaceous plagues on the forehead and chest
presented with fever, weight loss and aggravation of
the plaques. Inflammatory markers and nterleukin-6
level were elevated, and superfical lymghadenopathies
and splenomegaly were identified by CT scan.
Immunchistachemical findings of the lymph node

and the skin showed polydanal plasmacytosis and
follicular hyperplasia, leading to the diagnoss of
idiopathic multicentric Castleman disease (iIMCD)

after human herpesvirus-8 infection was exduded. The
patient was successfully treated with anti-interleukin-6
receptor antiody, todlizumab, follawing relapse after
prednisolane therapy.

Our literature review found 11 case reports of
pathalogically confirmed MCD preceded by cutaneous
plasmacytosis. The median duration of asymptomatic
phase with only skin lesions was 7.5 years, whereas
the phase lasted only for 1.5 years in our case. IMCD
can develop shortly after asymptomatic cutaneous
plasmacytosis. Todlzumab can be a treatment of choice
ar this type of IMCD.

BACKGROUND

Mulucentric Castleman disease (MCD) is a poly-
clonal lymphoproliferative disorder characterised
by muluple lymphadenopathies with systemic
inflammatory symptoms. The disease s classified
according to the presence or absence of human
herpesvirus-8 (HHV-8) infectuon: MCD for the
presence and idiopathic MCD (iMCD) for the
absence.'?

Although it is rare, skin manifestation such as
violaceous plaques can be associated with iMCD,
and such associated cases have been mostly reported
from Asian countries with a histopathological
finding of cutaneous plasmacyrosis.”

Long-term asymptomatic phase with only cuta-
neous manifestations before the development of
systemic inflammatory symproms of iIMCD has
been reported in a small number of cases. Further-
more, the role of rocilizumab for the treatment of
iIMCD with cutaneous manifestations still remains
empirical. Accumulation of cases is required to
clucidate characteristics and natural history of
iMCD.

We here report a rare case of iMCD along with
literature review.

, Yoko Shimotani, Yohei Nakamoto

CASE PRESENTATION

A 45-year-old woman was referred from the derma-
tology department of our hospital because of fever,
weight loss and general malaise of 1-month dura-
ton. One and a half years previously, she noticed
multiple small violaceous plaques on her fore-
head and chest. The plagues were neither painful
nor pruritic. Half a year later, the plaques became
more violaceous, increased in number and spread
to the abdomen. Skin biopsy of the plague showed
infiltration of lymphocyres and plasma cells, and
immunochistochemical study excluded malignant
lymphoma. She was weated with topical steroid
and phototherapy by excimer light, which did not
improve the plaques.

About 1 month before the referral, she developed
a low-grade fever and general malaise. The fever
occasionally worsened to a high-grade fever 1 week
previously and she lost § kg of body weight in 1
month.

On physical examination, the body tempera-
ture was 37.1°C. There were 5-10 mm violaceous
plagues on the forehead, chest, abdomen, back and
extremities (figure 1). Painful lymph nodes of 1-2
cm in diameter were palpable in the cervical, axillar
and inguinal regions. The remainder of the physical
examination was unremarkable.

INVESTIGATIONS

Laboratory results were significant for anaemia
(haemoglobin 86 g/L), elevated liver enzymes (alka-
line phosphatase: 605 U, aspartate transaminase:
318 IU and alanine wransaminase: 346 IU), poly-
clonal  hypergammaglobulinaemia  (immunoglob-
ulin G (IgG): 3515 mp/dL, IgA: 393 mg/dL and
IgM: 370 mg/dL), high inflammatory markers (C
reactive protein: 12.6 mg/dL and erythrocyte sedi-
mentation rate 65 mm/hour) and elevated inter-
leukin-6 (IL-6: 111 pg/mL; normal range: <5 pg/
mL). Serum IgG subclass 4 concentration and Ig x/A
free light chain ratio were normal. Tests for HIV
and PCR for HHV-8 were negative. Antinuclear
antibody, rheumatoid factor and anti-Ro/SSA and
anti-La/SSB antibodies were all negative.

CT with contrast enhancement revealed multiple
swollen superficial lymph nodes of 1 o 2 ¢m
in diameter and splenomegaly. Positron  emis-
sion tomography CT (PET-CT) showed increased
uptake in the cervical, axillary and inguinal lymph
nodes, the sternum, the vertebrae and the pelvic
bone (figure 2).
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Blood Culture Procedures

in a Busy Emergency Room:
Balancing or Biasing Groups
During Randomization

To tHe Eprtor—We read with great
interest the article recently published
by Zimmerman et al, "Modification of
Blood Test Draw Order to Reduce Blood
Culture Contamination: A Randomized
Clinical Trial” [1]. This article demon-
strated reduced contamination during
blood draws by using a sterile, nonculture
tube before using a culture bottle, com-
pared to using them in a converse order,
because the blood in a venipuncture
needles tip can hold deep-seated skin
bacteria even when using a sterile tech-
nique. The authors performed a post hoc
analysis using a subgroup and showed no
baseline differences because there were
differences in patient background char-
acteristics between the 2 groups despite
randomization. The control group pa-
tients were significantly older, more likely
to be transferred from chronic care facil-
ities, and more frequently admitted to the
intensive care unit than those in the in-
tervention group. We would like to make
2 suggestions for avoiding possible bias
and for better randomization.

First, there is a possibility of selection
bias due to inadequate allocation conceal-
ment during randomization. Although
it is recommended that rescarchers use
sequentially numbered, opaque, sealed
envelopes for allocation concealment
[2], the method adopted in this study
may not have been as random because
the authors described only “sealed iden-
tical envelopes chosen randomly by the
phlebotomist” Conventional techniques
may be preferred to new and unfamiliar
techniques in a busy emergency room.
Envelopes with imperfect opacity or no
sequential numbers can lead to manip-
ulation by holding them against a light
source or opening many envelopes until
one finds the conventional technique
[3]. Therefore, the allocation can be in-
tentionally impaired, depending on the
patient’s conditions or circumstances.
Proper concealment methods should,
therefore, be described in this study.

Second, there is another possibility of
selection bias due to a lack of central ran-
domization. On opening the envelope,
the phlebotomist would have known
which procedure is to be performed be-
fore attempting skin sterilization for a
venipuncture, possibly leading to ma-
nipulation of the sterilization procedure.
Central randomization can minimize
selection bias [3]. If a third party opens
the envelope and indicates the procedure,
following sterilization by phlebotomists,
then such selection bias can be prevented.

We believe that preventing these selec-
tion biases will reduce unexpected dif-
ferences in background characteristics
between the 2 groups after randomiza-
tion in this study. We hope that our sug-
gestions will lead to better randomized
controlled trials with adequate allocation
to address this important challenge in re-
ducing blood culture contamination.

Note

Potential conflicts of interest. The authors: No
reported conflicts of interest. All authors have
submitted the ICMJE Form for Disclosure of
Potential Conflicts of Interest.
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