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SUMMARY

Micropapillary urothelial carcinoma (MPUC) is a rare aggressive variant of urothelial carcinoma, associated with advanced tumor
stage, high fendency to invade lymphovascular spaces, and metastasize to lymph nodes and other organs. Therefore, it has a poor
prognosis. One of the most prominent histological features is the presence of small, round empty spaces surrounding infiltrating fumor
nests. If detected, even a small focus of micropapillary pattern may be therapeutically significant; the higher proportion of micropapil-
lary component, the worse the prognosis. Radical nephroureterectomy is the treatment of choice even in the setting of superficially in-
vasive disease. Although, MPUC has been well studied in urinary bladder, only a few cases of MPUC in upper urinary tract have been
described. We are describing a case of a 79-year old woman with micropapillary urothelial carcinoma involving ureter and review the
literature of this rare entity.
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Mikropapilérni urotelialni karcinom ureteru

SOUHRN

Mikropapilarni uroteliélni karcinom (MPUC) je vzécné agresivni varianta urotelidlniho karcinomu, asociovand s pokrogilym klinickym
nadorovym stadiem, s vysokou tendenci k lymfovaskulérni invazi a k metastazam do lymfatickych uzlin a daldich orgénd. Proto ma
$patnou prognézu. Jednim z nejvyraznéjsich histologickych znakd je pritomnost malych okrouhlych opticky prézdnych prostord kolem
infiltrujicich skupin nédorovych bungk. Identifikace i malé oblasti mikropapildrniho ristu maze byt terapeuticky vyznamnd - ¢im vétsi je
mikropapilérni komponenta, tim horsi je prognéza. Radikdlni nefroureterektomie je lé&nou volby dokonce i u povrchové invazivnich né-
dord. Ackoli je MPUC dobFe zndmy v mogovém méchyi, v hornich vyvodnych mocovych cestéch bylo zaznamenéno jen nékolik pripa-

Micropapillary urothelial carcinoma (MPUC) is a rare aggres-
sive variant of urothelial carcinoma usually occurring in urinary
bladder, while minority of tumors arises from urinary pelvis and
ureter. Because of their low incidence, most studies associate MPUC
of pelvis and ureter aligning them as micropapillary carcinoma of
upper urinary tract. Several studies have confirmed that MPUC is
associated with advanced tumor stage at time of diagnosis. It has
high tendency to invade lymphovascular spaces, and metastasize
to lymph nodes and other organs (1-4). Micropapillary carcino-
ma is a unique histological variant occurring in several other or-
gans including the breast, lung, salivary gland and colon with high
stage at time of diagnosis and poor prognosis compared to con-
ventional carcinomas arising in the same organ (5). Although,
MPUC has been well studied in urinary bladder, only few cases of

b= Correspondence address:

Petra Radulovié, M.D.

Ljudevit Jurak University Department of Pathology, Sestre milosrdni-
ce University Clinical Hospital Centre

Vinogradska cesta 29, Zagreb, 10000, Croatia

tel: +385 1 3787909; fax+385 1 3787244

e-mail: petra.radulovic@kbcsm.hr

100

do. Nase kazuistika pFindsi popis pripadu 79-ti leté Zeny s MPUC v ureteru s piehledem literatury.
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MPUC in upper urinary tract have been described (7-13). We re-
port a case of MPUC of ureter and review the literature.

CASE REPORT

A 79-year old woman was admitted to our hospital because of
left lumbar pain and haematuria. Intravenous urography disclosed
small organic filling defect in upper part of left ureter. Diagnos-
tic ureteroscopy with biopsy of small, sessile tumor was per-
formed. Pathohistologic examination on small biopsy showed
small clusters and cords of atypical cells displaying hyperchro-
matic nuclei. Left radical nephroureterectomy was performed one
week afterwards.

Grossly, the kidney showed no remarkable changes. Ureteral lu-
men was obstructed by gray-white, poorly circumscribed tumor
spreading to the ureteral wall (Fig. 1).

Microscopically, tumor found in ureter consisted of small nests of
tightly cohesive tumor cells displaying hyperchromatic nuclei with scant
rim of lightly eosinophilic cytoplasm. The tumor was composed en-
tirely of micropapillary component and showed invasive growth pat-
tern affecting inner part of muscular layer of the ureter (Fig. 2, 3).
The tumor nests showed distinctive retraction artifacts from the sur-
rounding stroma. No spread beyond muscularis was observed, mul-



Fig. 1. Ureteral lumen obstructed by gray-white poorly circumscribed
tumor, spreading to the ureteral wall.

tiple perirenal lymph nodes showed only reactive changes (i.e.
T2NOM).

Carcinoma in situ of urinary bladder was found 30 months lat-
er during follow up and treated endoscopically. Routine clinical and
pathohistological examination, three years after the initial resection
showed no signs of recurrent tumor or metastatic spread.

DISCUSSION

The micropapillary pattern of urothelial carcinoma (MPUC) is
a rare type of growth pattern first described by Amin et al., gen-
erally associated with high-grade urothelial carcinoma (1). MPUC
is more common in urinary bladder (12,14). To our knowledge,
50 cases have been described in upper urinary tract. Most of them
were diagnosed at a high tumor stage (T2-T4). Patients’ mean age
was 68.7 years with overall male predominance (M/F = 2.06/1)
(7-13).

Preoperative urine smear finding of tightly bound papillary/spher-
ical clusters comprised of highly atypical cancer cells is the most spe-

cific cytological finding in the urine of patients with MPUC (15).

Two different patterns of MPUC have been described in the uri-
nary tract (16-18). More common is the invasive pattern showing
micropapillary structures surrounded by clear spaces resulting from
refraction artifact. Noninvasive pattern is composed of small, slender,
finger-like projections lined by atypical cells with or without central fi-
brovascular cores. Recent studies have shown that there are no im-
munohistochemical markers that may be reliable in the distinction be-
tween invasive micropapillary carcinoma from typical invasive urothe-
lial carcinoma (19). On the other hand, Sangoi et al. have found that
invasive micropapillary carcinoma more commonly showed im-
munoreactivity for MUCT, CA125 and HER2/Neu compared to in-
vasive urothelial carcinoma with retraction artifact, where only MUC1
reached statistical significance (19). Ching et al. found that HER2 gene
amplification occurs frequently in the micropapillary variant of urothe-
lial carcinoma and s significantly associated with immunohistochem-
ically positive protein expression. They also found that 53 % of sam-
ples had aneusomy of chromosome 17, suggesting inherent genom-
ic instability in this variant of urothelial carcinoma (20).

Most of studies have confirmed that MPUC is associated with ad-
vanced tumor stage at the time of diagnosis, characterized by ag-
gressive behaviour and poor prognosis. Samaratunga and Khoo
(5) noted that the higher proportion of micropapillary component,
the worse the prognosis. If detected, even a small focus of micropap-
illary pattern, may be therapeutically significant and radical sur-
gical therapy should be offered to patients because even in the
absence of muscularis propria invasion in the biopsy, muscle inva-
sion is often assumed (18,19).

Because conservative intravesical therapy with Bacillus Calmette-
Guerin has shown poor success in micropapillary urinary bladder
carcinoma patients, some authors have proposed early radical cys-
tectomy for patients with surgically resectable disease in the ab-
sence of muscularis propria invasion on the initial biopsy (21). Guo
et al. suggest that nephroureterectomy may be curative in some pa-
tients in whom MPUC of the upper urinary tract is identified at an
early stage (11). Radiotherapy and chemotherapy have been re-
ported to yield poor response, and should be applied only for sal-
vage freatment. Holmang et al. reported that out of 26 patients who
had MPUC of the upper urinary tract, 20 patients (77 %) died of
the disease and only 7 survived for longer than 5 years (10). In our
case radical nephroureterectomy was performed and on a 3-years
follow-up there is no sign of recurrent tumor or metastatic disease.
The importance of an early diagnosis for the prognosis of micropap-
illary carcinomas is obvious.

Fig. 2. Micropapillary urothelial carcinoma with invasive growth pattern af-
fecting muscular layer of the ureter. HE, 40x.
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Fig. 3. Micropapillary structures surrounded by clear spaces resulting from
retraction artifact. HE, 400x.
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Cutaneous Adnexal Tumors

Kazakov D, Michal M, Kacerovské D, McKee PH
Wolters Kluwer / Lippincott Wiliams &Wilkins (Philadelphia, PA); 2012: 814 stran.

CUTANEOUS
ADNEXAL TUMORS

Monografia Cutaneous Adnexal Tumors autorov Kazakov, Michal, Kacerovské a McKee, vy3la zaciatkom ro-
ka 2012 v prestiznom vydavatelstve Wolters Kluwer / Lippincott Wiliams & Wilkins. Publikécia si zasluhuje
aspori krétku recenziu z viacerych dévodov.

Predovietkym, jednd sa o mimoriadne kvalitng monografiu, kiord by nemala chybat na stole Ziadneho pato-
l6ga kiory sa v praxi stretava s nédormi koze. Adnexdlne kozné nédory s vo vieobecnosti pomerne vzécne
a ich diagnostika je ndro¢nd. Standardné ucebnice dermatopatolégie (s vynimkou niekol'ko méalo monografii)
sa téme venujd pomerne struéne, ilustrécie jednotlivych jednotiek ani zdaleka nepokryvajt celé spektrum hi-
stopatologickych variécii a &asopisecké literatira s neprequdn)'/m mnoZstvom synonym je pre vieobecnych pa-
tolégov skér mética ako ndpomocné.

Predkladané monografia je prehladne didakticky &lenend do deviatich kapitol: 1. Lézie s predominantne apo-
krinnou a ekrinnou diferencidciou, 2. Lézie s predominantne folikulovou diferenciaciou, 3. Lézie s predomi-
nantne sebaceéznou diferencidciou, 4. Lézie s myoepitelovou diferencidciou, 5. Lézie s multilinedrnou dife-
rencidciou, 6. Adnexdlne nddory na $pecifickych miestach, 7. Rézne lézie, ktoré mézu adnexdlne tumory na-
podobovat, 8. Tumory skin-adnexélneho typu v inych orgdnoch a 9. Syndrémy sprevédzané koznymi adne-
xdlnymi tumormi. Kapitoly 6-8 s4 v takejto publikdcii uni?(étom, integruj problematiku do konfextu vieobec-
nej patolégie a umoziujd patolégom bez J)ermdfopafdogického tréningu lepsie pochopenie morfolégie ad-
nexdlnych nédorov. Adnexdlne nédory (benigne, menej asto maligne) mézu byt indikétorom niektorého z
hereditérnych syndrémov, preto je kapitola 9 povinnym &itanim pre vietkych patolégov. Velkym bonusom je, Ze okrem koznych lézii je pri jednotlivych
syr;}dré;noch pomerne podrobne opisand a ilustrovanéd aj extrakuténna patolégia. Pre $tddiachtivych ¢itatelov je k dispozicii viac ako tri tisic najdélezitej-
Sich referencii.

Jednotlivé kapitoly sa zaginajo krétkym anatomicko-histologickym Gvodom a vseobecnym opisom diagnostického pristupu k nédorom s danou diferenci-
éciou. Nésleduje detailny popis jednotlivych jednotiek, s nevyhnutnym minimom klinickych informdcif, opisom typickej Eisfo|égie (epitelovej zlozky, stré-
my) ako aj moznych histologickych variécii, pricom takmer vietky variécie s qj ilustrované. Nésleduje Erétky odstavec o imunohistochémii a podrobné
diferencidlna diagnéza. Vzhladom na Gzky autorsky kolektiv si iqpikﬂy napisané jednotnym, lahko ¢itatelnym Stylom. Kniha je po registracii na stran-
kach vydavatelstva k dispozicii aj v online podobe, s moznostou rychleho vyhladévania v texte.

Osobitni zmienku si zasﬁjhuie obrazové dokumentdcia. Té je na najvyssej moznej Grovni, obrézky poskytuji excelentné detaily a nechybajt pomerne ne-
obvyklé obrazky na polovicu alebo dokonca celt stranu.

Nakoniec, je treba vyzdvihnif, ze sa jedné o publikéciu ,,domécich” autorov, kiord nemé v nasich krajinéch obdobu. Kniha vychédza z dlhoroénych bi-
optickych sL(Jsenosﬁ Plzefiskej patolégie, so zbierkou viac ako 5 tisic kuténnych adnexdlnych nédorov a pocetnymi publikaciami v tejto oblasti. Aj vdaka
tejto monografii mézeme skonstatovaf, Ze u nés méme pracovisko patolégie na najvysiej svetovej Grovni.

- M. Svajdler ml. -
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