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LETTERS TO THE EDITOR

Treatment of Outlet Obstruction
Constipation in Parkinson’s Disease
With Botulinum Neurotoxin A

TO THE EDITOR: In addition to motor signs, patients with
Parkinson’s disease (PD) suffer from a variable degree of |
autonomic impairment. Constipation is one of the most [
common autonomic dysfunctions observed in PD and may
precede the onset of motor signs by many years (1). Chronic
constipation, defined as the occurrence of less than three
bowel movements per week accompanied by straining at
stool, may be due to either slow transit or to outlet obstruc-
tion, and in PD both causes usually coexist (2). It is still
unclear how many constipated PD patients have slow tran-
sit, outlet obstruction, or a combination of the two. Outlet
obstruction is associated with a failure of relaxation, or even
with a paradoxical contraction of the puborectalis muscle
during straining, accentuating the flap-valve action of the
anorectal angle and resulting in an obstruction to the onward
passage of stool. Surgical treatments aimed at weakening o
dilating the puborectalis muscle are often unsuccessful (3),
whereas injections of botulinum toxin directly into the pu-
borectalis muscle have provided promising results (4).

In a PD patient with prominent signs of outlet obstruc-
tion—type constipation, we observed a dramatic improve-
ment after injections of botulinum neurotoxin directly into _ o o
the puborectalis muscle (5). This prompted us to perform Figure 1. Treatment of outlet-type constipation in PD by injection

. . . . . ... of botulinum toxin in the puborectalis muscle, befoee If) and
prospective study in PD patients with chronic constipation 4fier (c, d) treatment with botulinum toxin. Defecographi@sind

to identify possible candidates for this treatment. c represent the resting condition; defecographiaadd have been
PD outpatients seen at the movement disorders clinitaken during straining. After treatment, during straining the pelvic

filled an inventory of Gl function (evaluating the number of floor descends about 3 cm and the anorectal angle becomes obtuse
bowel movements and defecatory function) and received &0mPareb andd).
proctological evaluation. A total of 138 patients met the

inclusion criteria for chronic constipation; 18 of them (13%)
had isolated or prominent outlet-type constipation. Ten palfy: defecography, and electromyography before treatment

tients (one woman and nine men, mean ageSp] 69.1+ and twice at monthly intervals after the injection. Botulinum
9.2 yr, mean duration of PD 78 53 months, mean duration Nneurotoxin (Botox, Allergan, Irvine, CA) was injected in the
of constipation 35.3+ 11 months) were studied. All the Puborectalis muscle (two sites on either side of the muscle)
patients were treated with levodopa, dopamine agonists, ariénder transrectal ultrasonographic guidance; the total dose
domperidone. They were evaluated by means of manomeper session was 100 U in each patient.

Table 1. Anal Pressures and Anorectal Angle Before and After Botulinum Neurotoxin Treatment

Before Treatment 1 Mo 2 Mo
Resting anal tone (mm Hg) 59221.2 49.4+ 13.9 56.8+ 20.9
Maximum voluntary contraction 60.1+ 30.5 52.4+ 30.3 61.7+ 22.5
(mm Hg)
Pressure during straining (mm Hg) 97419.6 40.7= 115 38.2- 104
Anorectal angle at rest (degrees) 1155.5 114+ 9.1
Anorectal angle during straining 99+ 7.9 122.2+ 15
(degrees)

Data are expressed as mearSD.
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After treatment, anal tone during straining was reduced
from 97.4 = 19.6 mm Hg at baselineto 40.7 = 11.5 mm Hg
1 month after treatment (p = 0.00001); no further change
was observed at the 2-month evaluation (38.2 = 10.4 mm
Hg; p = 0.00001 vs basdline values). Resting anal tone and
maximum voluntary contraction were unchanged compared
with baseline values (Table 1). The anorectal angle during
straining (as measured with defecography) increased from a
mean of 99 + 7.9 degrees before treatment to 122.2 + 15
degrees (p = 0.0004); nine patients evacuated the barium
paste without the need for laxatives or enemas (Figure 1).

This observation indicates that outlet obstruction is the
main cause for constipation in aminority of PD patients and
provides evidence that botulinum toxin may be aremedy for
them. The duration of efficacy of the injections remains to
be measured, and repeated treatments are probably neces-
sary. The optimal dose of botulinum toxin also remainsto be
determined; a placebo-controlled study with long-term fol-
low up is warranted.

Alberto Albanese, M.D.
Giuseppe Brisinda, M.D.
Anna Rita Bentivoglio, M.D.
Giorgio Maria, M.D.

Istituto di Neurologia

Istituto di Clinica Chirurgica
Universita Cattolica del Sacro Cuore
Rome, Italy,

Istituto Nazionale Neurologico Carlo Besta
Milan, Italy

REFERENCES

1. Abbott RD, Petrovitch H, White LR, et a. Frequency of bowel
movements and the future risk of Parkinson’s disease. Neurol-
ogy 2001;57:456-62.

2. Albanese A, Brisinda G, Mathias CJ. The autonomic nervous
system and gastrointestinal disorders. In: Appenzeller O, ed.
The autonomic nervous system. Part 11. Dysfunctions. Amster-
dam: Elsevier, 2001:613-63.

3. Maria G, Anastasio G, Brisinda G, Civello IM. Treatment of
puborectalis syndrome with progressive anal dilation. Dis Co-
lon Rectum 1997;40:89-92.

4. Maria G, Brisinda G, Bentivoglio AR, et a. Botulinum toxin in
the treatment of outlet obstruction constipation caused by pu-
borectalis syndrome. Dis Colon Rectum 2000;43:376-80.

5. Albanese A, Maria G, Bentivoglio AR, et al . Severe constipa-
tion in Parkinson’s disease relieved by botulinum toxin. Mov
Disord 1997;12:764—6.

Reprint requests and correspondence: Giuseppe Brisinda, M.D.,
Istituto di Clinica Chirurgica, Policlinico Agostino Gemelli, Largo
Agostino Gemelli 8, 1-00168, Rome, Italy.

Received Dec. 17, 2002; accepted Dec. 18, 2002.

AJG - Vol. 98, No. 6, 2003

Resveratrol and Red Wine Extracts
Inhibit the Growth of CagA+ Strains
of Helicobacter pylori In Vitro

TO THE EDITOR: In 1994, Helicobacter pylori was clas-
sified asagroup | carcinogen and a definite cause of gastric
cancer in humans by the International Agency for Research
on Cancer (1). Since then, H. pylori has been epidemiolog-
ically linked to adenocarcinoma of the distal stomach (2, 3),
and a recent study has also found a positive association
between H. pylori infection and colorectal adenomas (4).
CagA is the strain-specific H. pylori gene that has been
linked to the development of premalignant and malignant
histological lesions (5). Thus, susceptibility of cagA+ H.
pylori strains is of note because, as compared with cagA—
strains, infections caused by cagA+ strains significantly
increase therisk for developing severe gastric inflammation,
atrophic gastritis, and noncardia gastric adenocarcinoma (5).
Previousdly, we have demonstrated that resveratrol, a stil-
bene from red wine, inhibited the growth of 15 clinical
strains of H. pylori in vitro and suggested that the anti—H.
pylori activity of resveratrol may play arole in its chemo-
preventative effects (6). In this investigation, the antibacte-
rial activities of two red wine extracts (Pinot Noir) and
resveratrol were assessed against five cagA+ H. pylori
strains: accession numbers M23-3, GTD7-13, G1-1, SS1
(Sydney Strain cagA+), and the ATCC 43504 (Rockuville,
MD) possessing the cagA+ gene and expressing vacuolat-
ing cytotoxin. The H. pylori cagA+ strains were obtained
from Drs. Richard Peek and Dawn Israel, Department of
Pathology, Vanderbilt University School of Medicine,
Nashville, TN. Susceptibility testing was performed with
the agar dilution procedure, and all other methods were as
previously described (6). Red wine extracts (Pinot Noir)
were prepared, one by concentrating and drying under re-
duced pressure, and the second by separating the alcohol-
soluble and -insoluble components. The second extract was
prepared by dissolving 1500 ml of red wine in 3 L of
methanol, concentrating under reduced pressure, filtering,
and collecting both the filtrate (alcohol soluble) and the
particulate matter (alcohol insoluble). The filtrate was
termed a methanol-soluble extract, and the particulate mat-
ter was termed a methanol-insoluble extract. The methanol-
soluble extract was not active in our assay at concentrations
up to 500 ug/ml. However, both the methanol-insoluble and
the concentrated red wine extracts were active against all
cagA+ HP strains, with minimum inhibitory concentrations
(MIC) of 25 wg/ml and 50 ug/ml, respectively (range of
25-50 pg/ml). Resveratrol was aso active against all five
strains, with an MIC of 125 ug/ml (range of 6.25-25
wpa/ml). The control drug, amoxicillin, had an MIC range of
0.0039 to 0.25 wg/ml. These data demonstrate that both red
wine and resveratrol inhibit the growth of H. pylori cagA+
strains in vitro and further support their role as chemopre-
ventive agents.
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