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Aim: to present a clinical and morphological observation of an extremely rare combination of medullary carcinoma
of the jejunum and intestinal lymphangiectasia in a 33-year-old patient with clinical features of malabsorption syn-
drome over the 10 years.

Key points. An autopsy revealed a tumor formation spreading from the wall of the jejunum to the mesentery, with
metastases to the mesenteric lymph nodes. The medullary carcinoma with positive expression of CD117, DOG1,
EMA, PanCK, PDL-1, vimentin, mosaic non-intense expression of CA19-9, calretinin, CD10, CDX2, CEA, MUC-5AC,
SATB2, and negative reaction to ALK, CD3, CD8, CD20, CD30, CD31, CD34, CD45, CD56, chromogranin, CK7,
CK20, desmin. The proliferative index was high: Ki-67 > 80 %. Moreover, during the histological examination of the
intestinal wall, intestinal lymphangiectasia complicated by the malabsorption syndrome was revealed.

Conclusion. The uniqueness of this clinical and morphological case is in the combination of medullary carcinoma of
the jejunum metastasized to the mesenteric lymph nodes with the underlying intestinal lymphangiectasia accompa-
nied by the development of malabsorption syndrome.
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Llenb npepcraBnieHns KJIMHUYECKOro HaGNoaeHus: npeacTaBuTb KIMHUKO-MoOpPdOiormyeckoe HabnoaeHne
KpanHe peakoro codeTaHusa MeaynnsapHOM KapLUMHOMbI TOLLEN KULLIKU U UHTECTUHAaNTbHON NUM@aHrnakTa3nm y 605b-
Horo 33 NIeT C KNMHMYECKUMU MPOSIBIEHNAMM CUHAPOMA Manbabcopbummn Ha NnpoTsxkeHnn 10 neT.

OcCHOBHbI€e NonoXxeHus. Ha BCKpbITU 0GHAPY>XEHO OnyxosieBoe o6pa3oBaHne, pacnpoCTPaHAIOLEEC N3 CTEHKN
TOLLEM KMLLIKM B 06/1aCTb OPbIKENkn, C MeTacTasdamMm B Me3eHTepuabHblie TuMdoyanbl. JuarHocTupoBaHa Meaysi-
NAPHaa KapLMHOMa TOLLEN KULLIKK ¢ No3nTUBHOM akcnpeccuen EMA, PanCK, BumeHTuHa, PDL-1, Mo3anyHomi He-
MHTEHCUBHOM akcnpeccuer CEA, MUC-5AC, CDX2, CD117, CA19-9, kanbpetuHmHa, CD10, SATB2 n HeraTuBHOM
peakuuen Ha CD3, CD8, CD20, CD30, CD34, CD45, CD56, xpomorpanuH, CK7, CK20, ALK, necMmunH. IHaekc npo-
nndepaTMBHON akTUBHOCTU BbicoKuii: Ki-67 > 80 %. Kpome TOro, npu ructonorMieckoM MCCneaoBaHum CTEHKU
KULLIKK Oblna AuarHOCTMPOBaHA MHTECTUHANbHAs NMMMaHrnakTasus, B pesyfbrate KOTOPOWN pasBuiICs CUHAPOM

Manbabcopbumm.

3aknovyeHue. YHNKanbHOCTb JAHHOMO KIMHUKO-MOPdON0rMyeckoro cny4vas 3ak/ilo4aeTcs B COHETaHUM Menynnsap-
HOI0 paka TOLLEN KULLKM C MeTacTazaMn B Me3eHTepmasbHble TnMdaTmnyieckme yanbl C GOHOBOM NMMaHrNaKTasn-
el KMLeYyHMKa, CONPOBOXAAOLLENCS pa3BUTUEM CUHAPOMA Manbabcopbunn.

KnioueBble cnoBa: TOHKOKMLLEYHAS MeaynnsipHas KapLunMHoMa, MeayanspHasa KapuyuHoMa, MHTECTUHANbHAsSA JINM-
daHrMakTasus, CUHAPOM ManbabcopOLunn, UMMYHOTMCTOXMMUYECKOE UCCiefoBaHMe

duHaHcupoBaHue: paboTa BbiNoJHEHA NpU GUHAHCOBOW noaaepxke MMHUCTEPCTBA Hayky U BbiCLLEro obpaso-
BaHus Poccuiickor denepaumm B paMkax rocyaapCTBEHHOW NOAAEPXKM CO30aHUA U pa3BUTUS HayyHbIX LLEHTPOB
MWPOBOr0 YPOBHS «LidpoBoi GroamsainH n nepcoHann3npoBaHHoOe 3apaBooxpaHeHne» Ne 075-15-2022-304.
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Introduction

Medullary carcinoma of the colon is a rare neo-
plasm accounting for less than 0.04 % of all colorec-
tal cancer cases. This neoplasm is more common in
the ascending colon of women and is more frequent
in the elderly. It is extremely rare in the small intes-
tine. The progression of medullary carcinoma may
be related to microsatellite instability and defects
in DNA reparation. The existence of such chronic
inflammatory diseases like ulcerative colitis, celiac
disease, or Crohn’s disease, can serve as a predispos-
ing factor for medullary carcinoma development [1].

Medullary carcinoma is morphologically and
histologically similar to low-grade adenocarci-
noma. Based on literature and the World Health
Organization, in contrast to low-grade differenti-
ated adenocarcinoma, medullary carcinoma is histo-
logically characterized by the absence of glandular
structures, the existence of “sheets of malignant
cells with vesicular nuclei, prominent nucleoli and
abundant cytoplasm exhibiting prominent infiltra-
tion by intraepithelial lymphocytes”, as well as the
rarer metastasis rate. But despite the diagnosis dif-
ficulties, medullary carcinoma has a more favorable
prognosis [2, 3].

The intestinal lymphangiectasia is a rare dis-
ease, characterized by the abnormal expansion and
proliferation of lymphatic vessels in the mucosa,

submucosa, or subserosa layers of the gastrointes-
tinal tract. Depending on the etiology, intestinal
lymphangiectasia can be classified into primary and
secondary. Secondary intestinal lymphangiectasias
are frequently associated with malignant diseases
such as lymphoma [4]. Primary one is an idiopathic
disease, which may lead to malabsorption syndrome
development. Most commonly this pathology occurs
in children up to the age of three, but in rare cases
can be detected in adolescence or adulthood [5].

Case presentation

We report a clinical and morphological case of
medullary carcinoma (MC) combined with intestinal
lymphangiectasia and the malabsorption syndrome
development in a 33-year-old patient. According
to medical history, the first symptoms manifested
10 years before the last hospitalization, when the
patient had been diagnosed with the malabsorption
syndrome with a predominance of exudative enter-
opathy for the first time. Computer tomography of
the abdominal cavity revealed no tumor lesion.

A worsening developed a few days before hospi-
talization, when an abundant loose stool (up to four
times a day) appeared, and fatigue increased. The
patient was rushed to the hospital by ambulance.
According to the patient, he has lost 10 kg (from
57 to 47 kg) over the last two weeks despite regu-
lar nutrition. The patient’s condition was serious:
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the clinical picture of peritonitis, hemodynamic in-
stability, severe anemia (hemoglobin — 36 g/L),
increase of multiple organ failure. An emergency
surgery was performed: laparotomy, lavage, and in-
spection of the abdominal cavity, laparostomy. The
portions resected from the intestinal perforation
area and mesenteric lymph nodes were taken for
the histological examination. In the post-operative
period, the patient was on artificial pulmonary ven-
tilation, while the clinical and laboratory picture
of the septic shock and progressive multiple organ
failure remained. The patient died shortly after the
surgery. The life-time computer tomography of the
abdomen and histological examination of the surgi-
cal specimen were not carried out due to the short-
term stay in the hospital.

At the autopsy, the most pathologically signifi-
cant changes were localized in the abdominal cavity.

A gross tuberous formation of dense consistency
with distinct boundaries, arising from the wall of
the jejunum was detected in the area, where the
duodenum continues into the jejunum on the bor-
der with the mesentery. The loops of the transverse
colon and mesenteric lymph nodes were soldered
to the tumor node. The tumor’s dimensions were
6 x4 x4 cm, and at a section was light yellow.
The mucosa of the jejunum in the projection of
the tumor was rough, with smoothed folding, did
not bulge into the intestinal lumen, and contained
defects sutured with the surgical sutures. In other
areas, the mucosal layer of the intestine was pale,
edematous, with multiple hemorrhages. In the lu-
men of the intestine 700 mL of blood clots were re-
vealed. The serosa was pale, with fibrinous overlays.

Histological examination of jejunal tumor tissue
showed that the tumor consisted of solid-trabecular

Figure 1. Histological examination of jejunal tumor tissue (hematoxylin and eosin staining): A — the tumor consists of
solid-trabecular complexes of large atypical cells with hyperchromatic nuclei, matured cytoplasm, and frequent mitotic
figures (magnification x10); B — in the mesenteric lymph nodes, the lymphoid tissue was substituted by large atypical
cells with hyperchromatic nuclei and light cytoplasm (magnification x40); C — the intestinal lymphangiectasia in the
mucous and submucous layers of the jejunum (magnification x20); D — the cellular structures in the submucous layer
of the small intestine, the malformation of the lymphatic vessels (magnification x60)

Pucynox 1. Tucromorndeckoe MccaegoBaHne TKAHM OMyXOJH Toulel Kk (OKpacka TeMaTOKCHJIMHOM M 903MHOM):
A — OIyXO0Jib TIOCTPOEHA W3 COJIMIHO-TPAOEKYISIPHBIX KOMILTIEKCOB KPYITHBIX ATUIUYHBIX KJETOK C THIIEPXPOMHBIMU
SApaMu, PasBUTON IUTOIIa3MOit 1 yacTbiMu (urypamu MuTo308 (yBeandernne x10); B — ymMdonanas Tkanb 3aMerieHa
KPYIHBIMU aTUITUYHBIMU KJIETKAME C THIIEPXPOMHBIME S/[PAMU ¥ CBETJION IUTOILIA3MOI B ME3€HTEePHAIbHDIX JTUM(OY3Iax
(yBesmuenue x40); C — uHTeCTHHANBHBIE TUM(AHTMOKTA3UN B CIMBUCTOI M TOACIMBUCTOI 0GOMOUKAX CTEHKH TOMIEH
knmky (yBesmuernne x20); D — guemcrbie CTPyKTYpbI B HOACAUSUCTON 060J0UKE TOHKOIT KMITKH, Manb(hopMaluu JuM-
(patmuecknx cocynos (ysemmuenne x60)
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Table. Results of immunohistochemical study

Tabauya. Pe3yabratbl UMMYHOTHCTOXUMUYECKOTO UCCIIEI0BAHMS

Marker
Mapkep

Our results
Hammu pesybratsr
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Jlureparypa

ALK

[7]

CA19-9

[14]

H | |

Calretinin / Kanpperunun

+[+]1

[3, 8 11, 12]

CD3

(8]

CD10

[

(s

[7]

CD20

- [8]

CD30 _

I+

[7]

CD34 _

[7]

CD56

[7]

CD117

- [7]

+ |+

CDX2

[3, 11]
[7, 8, 12, 13]

CEA

+

H |+

[14]

Chromogranin / XpoMorpanux

[7, 8, 11]

CK7

[8]
[3, 7, 11]

CK20

[3, 7,8, 11, 12]

Desmin / /lecMun

[7]

DOG1

[7]

EMA

I+

[7]

Ki-67 >

\
©
S
o2

[7]

MUC-5AC

[11]

PanCK

[13]

PDL-1

(6]

SATB2

4+ B+ [+
2

[15]
[3]

|+ |+ [+
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Note: “+” — positive expression; “+” — mosaic non-intense expression;

«_»

— negative reaction.

Hpumeuauue: «t» — IIOJIOJKUTEJIbHOE BbIpKEHHUE; «t» — MO3auYHOE€ HEMHTEHCUBHOE BbIpA’KEHUE; «—» — OTPHIlATE/IbHAST PEaKIud.

complexes of large atypical cells with hyperchromat-
ic nuclei, matured cytoplasm and frequent mitotic
figures (Fig. 1A). The tumor’s stroma had the form
of a fibrous septa with lymphohistiocytic infiltration.
The tumor tissue invaded all the layers of the intesti-
nal wall with the invasion of lymphatic vessels.

The metastases were detected in six out of eight
examined mesenteric lymph nodes. The lymphoid
tissue was substituted by large atypical cells with
hyperchromatic nuclei and light cytoplasm (Fig. 1B).
More than 10 mitotic figures per field of view at x20
magnification were detected.

In the mucosa and submucosa layers of the small
intestine outside of the tumor, the dilated, highly
tortuous lymphatic vessels — lymphangiectasia,
were found (Fig. 1C). In certain areas, the malfor-
mations might have resulted in significant thinning
of the intestinal mucosa and the formation of cellular
structures (Fig. 1D). The surrounding stroma was
edematous and contained lymphoplasmacytic infil-
tration.

The differential diagnosis was carried out between
medullary carcinoma, low-grade differentiated

adenocarcinoma, neuroendocrine carcinoma, lymph,
gastrointestinal stromal tumor of the epithelial or
mixed type. For this purpose, an immunohistochem-
ical phenotyping of tumor tissue was performed.
On immunohistochemistry, the cells were posi-
tive for CD117, DOG1, EMA, PanCK, PDL-1, vi-
mentin; mosaic non-intense expression of CA19-9,
calretinin, CD10, CDX2, CEA, MUC-5AC, SATB2;
and negative for ALK, AMACR, CD3, CDS8, CD20,
CD30, CD31, CD34, CD45, CD56, chromogranin,
CK7, CK20, desmin. The proliferative index was
high: Ki-67 > 80 %. The results of the immunohisto-
chemical study are presented in Table and Figure 2.

Discussion

MC has diverse immunohistochemical expres-
sion, which makes it difficult to diagnose a tumor.
During immunohistochemical analysis, we obtained
a negative reaction to CD3, CD20, CD30, which
makes it possible to exclude lymphoma. The data
on the MC [6, 7, 8] and adenocarcinoma [9] of the
colon from the articles fall in line with our results.
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Figure 2. Immunohistochemical analysis of the medullary carcinoma (magnification x40): A — immunohistochemical
staining for CK7; B — immunohistochemical staining for vimentin; C — immunohistochemical staining for PDL-1;
D — immunohistochemical staining for SATB2

Pucynox 2. VIMMyHOIMCTOXMMUYECKOE HCCEA0BaHne Meay uapHoil KapinoMbl (yBennmdenue x40): A — HMMyHOTH-
croxuMmdeckasi peakiusi ¢ antutenamn k CK7; B — uMMyHOrmcroxmMmmueckast peakijus ¢ aHTHTEJIaMH K BUMEHTHHY;
C — umMMyHorucroxuMuueckasi peakius ¢ anturesam K PDL-1; D — uMMyHorucroxumudeckast peakiiust ¢ aHTuTeaMu

x SATB2

DOGH1 nonspecific staining in certain cells made
it possible to exclude gastrointestinal stromal tu-
mor, as evidenced by literature data on the MC of
the colon [7].

A negative reaction to CD56 and chromogranin
made it possible to exclude neuroendocrine carci-
noma, which is consistent with literature data [10].
Our results were also confirmed by the articles on
MC of the colon [7, 8, 11].

A negative reaction to CK7 and CK20 was partly
confirmed by the literature on MC of the colon:
negative reaction to CK7 and positive reaction to
CK20 [10]. Our results fully coincide with the cas-
es of MC of the colon reported in the literature [3,
7,8, 11, 12].

A diffuse co-expression of EMA, PanCK, vi-
mentin and mosaic non-intense expression of CEA,
MUC-5AC, CDX2, CD117, CA19-9, calretinin
were detected. I. Brcic et al., the authors of the
article dedicated to the MC of the small intestine,
revealed the same reaction to PanCK and a positive
reaction to CDX2 [10]. In articles on MC of the

colon other authors obtained the similar reaction
to PanCK, vimentin, MUC-5AC u CDX2 [3, 7, 8,
11, 13]. Also, Y. Morimoto et al. have reported the
presence of CEA and CA19-9 markers in the plasma
of patients with MC of the colon [14].

The negative reaction to ALK, CD34, desmin
and mosaic non-intense expression of CD10 is con-
firmed by literature data on MC of the colon [7].
The positive expression of PDL-1 is fully in line
with literature data dedicated to the MC of the
colon [6]. The mosaic non-intense expression of
SATB?2 is consistent with the literature data on MC
of the colon [15].

The proliferative index was high: Ki-67 > 80 %.
The researchers obtained the same data during the
investigation of MC of the ileum [1] and MC of the
colon [7].

Conclusion

The uniqueness of this clinical and morpho-
logical case is in the combination of medullary
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carcinoma of the jejunum metastasized to the mes-
enteric lymph nodes with the underlying intestinal
lymphangiectasia accompanied by the development
of malabsorption syndrome. The tumor was char-
acterized by an untypical for the medullary carci-
noma, high potential for malignant transformation:
clinically rapid progression and early metastasis to
regional lymph nodes, histologically and immuno-
histochemically high proliferation index.

Hardly the medullary carcinoma was the cause
of malabsorption syndrome development, as the
malabsorption syndrome lasts for more than 10 years.
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