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Gastrointestinal pseudo-obstruction after debulking
surgery of malignant pheochromocytoma, improved by
intravenous administration of a-adrenergic receptor
blocker, phentolamine

Hypertension Research (2010) 33, 753-754; doi:10.1038/hr:2010.75; published online 27 May 2010

We present a case of a 65 yearold man
who suffered from transient ischemic colitis
and persistent paralytic ileus complicated
with megacolon due to pseudo-obstruction
developing after the surgical manipulation
of malignant pheochromocytoma. Malignant
pheochromocytoma  typically metastasizes
to the bones, liver, lungs and lymph nodes,
and the average 5year survival rate in
the patient with metastases is B 50%.13
Treatment options for malignant pheo-
chromocytoma include surgical debulking,
external irradiation and systemic antineoplas
tic therapy? The survival rate worsens in
pmpomon to tumor size; therefore, the
essential therapeutic goal is tumor reduction
by debulking surgery even if the surgery is
not curative, and contiol of symptoms of
excessive catecholamine secretion. 34
In this report, we focus on the possibility
of the gastointestinal pseudo-obstruction
which develops after surgical manipulation
of pheochromocytoma producing higher
levels of catecholamines, even though other
symptoms including hypertension were well
controlled. We suggest that in such gastro-
intestinal pseudo-obstruction, chronic intra
venous administration of an a-adrenergic
receptor blocker, phentolamine, should be

initially considered, especially for the patient
who is unable to take meals or drugs effi-
ciently, before embarking on decompression
surgery of megacolon.

The patient was diagnosed in 2004 with
malignant pheochromocytoma  originating
in the liver with metastatic lesions in the
vertebra. We have previously reported the
precise history of the patient Il 20055 By
2009, metastases had spread to multiple
bones, right hilum of the lung, pleura and
liver The metagtatic tumor at the top of
the cranial bone had increased remarkably
in size (3cm in the longitudinal diameter)
and appeared to be on the point of invading
the brain. Therefore, we performed debulking
surgery for the cranial metastasis on 17 April
2009 to decrease catecholamine secretion.
The surgery was successful, although the
blood pressure level was labile during the
operation and systolic pressure increased to
a maximal level of 300 mm Hg. A histopatho-
logical examination revealed that the tumor
was compatible with pheochromocytoma.
The catecholamine levels of 24-h urine
collection decreased slightly (Table 1.

Unexpectedly, after surgery, the patient was
unable to tolerate oral nutrition because of
vomiting and complained of increasing

Table 1 Time course of catecholamines of the patient in 24-h unine collection

symptoms including hypertension were well
contolled. Abdominal X-ray and computed
tomography showed large dilated loops of the
colon with the transverse dilated to 10cm
(Figure 13). Gastiointestinal pseudo-obstruc
tion showed poor response to conventional
treatment including oral administration of
a- and b-blockers, yet was relieved promptly
with chronic intravenous administration of
an a-adrenergic receptor blocker, phentola-
mine (Fgure 1b). However, we could not
contol the progression and catecholamine
secretion of the tumor anymore, and the
patient was unable to resume oral food
intake. The patient died from spreading
of the tumor and pneumonia in September
2009.

In this report, we described that gastro-
intestinal pseudo-obstruction in the pheo-
chromocytoma can be fatali however
intravenous administration of phentolamine
had an essential effect on paralytic ileus
due to overproduction of catecholamines
by pheochromocytoma. Refractory ileus in
severe pheochromocytoma has been reported
previoudly®7 In some cases, the megacolon
with pheochromocytoma was associated with
Hirschsprung’s disease, which is characterized

Normal range Diagnosis in 2004 Before cranial operation in March 2009 After cranial operation in June 2009
Metanephrine (mg per day) 0.05-0.20 0.11 0.17 0.09
Normetanephrine (mg per day) 0.10-0.28 16 31 30

Adrenaline (ng per day)
Noradrenaline (ng per day)

1.0-23.0
29.0-120.0

8.4 30.8
7260 19200

11.9
17900
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Hgure 1 Abdominal X-ray findings of the gastrointestinal pseudo-obstruction after surgery. (a) The
abdominal X-ray findings of the megacolon on postoperative day 16. Whole colon was dilated to
410cm. (b) The abdominal X-ray findings after treatment with intravenous administration of
phentolamine. The gastrointestinal pseudo-obstruction and megacolon had almost resolved.

by the disappearance of normal enteric
nerves. Both pheochromocytoma and Hirsch-
sprung's disease can be asociated with
MEN-2.8 However, the patient had no family
history of pheochromocytoma or related
endocrinopathies. This report has novel
characteristics in that the patient unexpect-
edly developed megacolon soon after the
operative removal of the cranial metastasis,
even though other symptoms including
hypertension were well controlled.
Gastrointestinal pseudo-obstruction can
be caused by pheochromocytoma with
higher levels of circulating catecholamines,
which would act on intestinal smooth
muscle cells to decrease peristalsis through
al-adrenergic receptors In addition, they
would act on vascular smooth muscle cells
to induce vasoconstriction of the mesenteric
arteries, which would lead to ischemic
colitis and necrosis of the intestines®? In
this case, the patient presented with colonic
stricture caused by ischemia and megacolon
due to paralytic ileus and pseudo-obstruction
soon after the operative removal of cranial
metastasis Ischemic colitis was transient
and subsided without specific treatment as
reported previously.” In contrast, the paralytic
ileus that developed after the operation
persisted in the present patient. In this
manner, we show that surgical manipulation
of the tumor can trigger this type of ileus
in a patient with pheochromocytoma by
stimulation of catecholamine secretion
during the operation, which simultaneously
induces ischemic colitis due to vasospasm

and paralytic ileus due to persistent intestinal
paralysis.”

The megacolon in the patient was dilated
to 4 10cm and accompanied by abdominal
pain and leukocytosis and consequently, we
were obliged to consider surgical decompres
sion by means of colostomy to prevent per
foration. We found that the intravenous
administration of phentolamine was effective
for the treatment of severe megacolon due to
a-adrenergic stimulation by pheochromo-
cytoma, even though conventional treatment
including oral administration of a- and
b-blockers showed poor response. Phentol-
amine is an al- and a2-adrenergic receptor
blocker, which is useful for controlling hyper-
tensive episodes in a patient with pheochro-
mocytoma. Intravenous administration of
phentolamine would inhibit al-mediated
effects of catecholamines on intestinal and
vascular smooth muscle cells, and accordingly
would be effective for gastrointestinal pseudo-
obstruction. At first, we attempted to increase
intestinal peristalds of the patient by oral
administration of a-blocker; b-blocker and
anti-cholinesterase  (distigmine);  however,
these oral medications were ineffective. On
the other hand, the intravenous administration
of phentolamine was dramatically effective for
gastrointestinal pseudo-obstruction. We spec-
ulate that intravenous administration would be
effective, especially for the patient who was
unable to take meals or drugs efficiently.

In summary, we reported a case of malig-
nant pheochromocytoma at the terminal
stage, with persistent paralytic ileus and

megacolon. In severe pheochromocytoma,
pseudo-obstruction and abdominal symp-
toms could be present after surgical mani-
pulation of pheochromocytoma, and this
condition could be fatal. We suggest that in
such cases, intravenous administration of an
a-adrenergic receptor blocker, phentolamine,
should be initially considered. This may be
especially appropriate for the patient who is
unable to take meals or internal drugs, before
embarking on a decompression surgery of
megacolon due to pheochromocytoma
with high levels of catecholamines which
stimulate the a-adrenergic receptor.

The preciee history of the patient is
reported in Supplementary information avail
able at Hypertension Research's website.
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[EEER#EE (1)] ®I-MIBG ¥ ¥ F 7 5 7 4 — CHEOEE~DERK I/ LN 2D
57235, NA Bl o8 aMalE o2 ko T I R SEE B A 25 AT S vz,

(% 1 B EOFHRER] WG : BEFIX7.5%5.5%X55mDKREEST, HHEHD
—ERIZ ML ASEE® Bz, HE R (K 2A, B) :ERIHRLEEEZAL, W
I B — 2B e, BAVIEAZAE T AMEED Y — MREERFERTH o /2.
MR8 B OB INITEREE T, LR pseudorosette FERK I R b Nz Ao 7z,

[sBpamR)] BEMiE, U AU A%RE, sa0Er 7= vRELLER
THEMBEIEEHEL: (R2C, D). £/, BEEMATIRETTSL 3N S-100
E B sustentacular cell DBEDE T IZ72 < (R 3A), HIFHEEROERETD
% Ki-67 @ labeling index 1& 1~4 % TH -7z (R3B). LLEOFTRA 5 IZEMEIIR
B XN Ao 725, —EORENICEEMRIEED SN ERBEHE L HES
h7z (B 3C,D).

[BEEE#EE (2)] MEEERE MEDERE/LIH LN, RPNA b 255 u g/H
FCRERTLED, EERICEES Dok FOBOBERIIFRELVAELED

R2 ke FEEHLEE (1)
A,B:HE ¥efs (x40 & x200), C: 7Y XYy A%RtE, D: 7 0ES 7= V3
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B3 P 6 FIERHES (2)
A:S-100 B ¥ta, B:Ki-67 ¥efs, C:HEHeft, D:EVGHf

N, PR SEMRERILE 2oz, itk 9 FERRE L7 TR 15 I FIHRIREK & T8
£%EEL, ikt %2, AECHBICEELERIN, OO TLHRHIAR
Yiro7r. BAAFE BMI I 17. 6kg/m? L ¥A4% V), BP id 174/103 mmHg, HF
JERCHESE % 4 TR AR L 7.

[FER: 15 EDHRERRR] M4 : A <0.02ng/d], NA 5. 8 ng/dl, DA 0. 04 ng/dl. 2K
:A6.7ug/H, NA3050ug/H, DA 1100 ug/H, MNO0.08mg/H, NMN7 1mg/H,
VMA 43. 6 mg/H . WA R : SE¥EM CT; F D S, & S, 1C low density D EREA%F
Hoh: (F4A,B). PI-MIBG Y v F7 571 — ; BEEREL.

[BEERIENE (3)] COBd BI-MIBG ¥ ¥+ 7574 —THREOREERIES
Nis o278, BEMBED TGS EE L, FAEDRMNZ T L.

(82 @BEOFMELR] AEE (B4C, D) ;HAEEICIELE5X1L5X1L0cm 2 b
4.5%3.5%2.0cm QEMEHE 4 EAFAEL, FHETTINIEABEELL. HE
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=4 Pk 15 EQMEEM CT & (A, B) LHMFEREOARE (CD)

5 PR 15 FERHIES HE g
(A: x40, B: x 100, C: x 200)
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ettt i ; BT RASBEQ M E O FAEEAR & BUL L 7248, —FICKRBEAE O M5
MEEORSEEHEML-HMosdRO LN (B5). E512;, SHEOERTIE, §
BEEFE R LA E AR SR 5z (B 6A, B).

[(S%FemR] BEMRIE, Z) AV AgE, susrs5o v ial bH%
TREMBEOFERLEELZ (B6C, D). T/, /NME»S5 L EKOR»E
b, FEH~NOER LRI N/, DD sustentacular cell DEEDETIE %L,
Ki-67 @ labeling index (¥ 1~4 % ThH o7z (F7).

(FRERAEA (4)] 476 HEMERIZHEPL DL L, R NAIE 180 ug/H, SR
NMN iZ 0.33mg/H F TIKT L7228, TOHMIFMICERZRL, FRI19E 1A
WZIEK 4 495 ug/H, 1.0mg/HE o7, T/, EEEECT THMEORELIZ

CIER VANV OBERBIREBICELREHPAO IO 2 SNL BRSO LN, &

HIZ, MIERBLAL CT A TIREMD Se & Sy ICH/MNEEIPBRIB E 72, ZOBD
BI-MIBG METOREERII R h 57245, 2 [®F] -FDG-PET A& CTHERIC—3 L
7R RE DA 2 ERE DR S 7z,
EUBaMEDOBELR) v S EHiEED 5 I BREOER L iEgigbh,
3EHOFEMIME SN FEHHEEIIOWTIR, FERCIEBROBENSTHE

R 6 TR 15 FEHHES LA
AB:HE#f, C: /U AT REME, D: 7 uEs 7=V RE
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