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SUMMARY

The Authors have made a clinical trial in mansoni Schistosomiasis therapy
with a new product “Ciba 32°644-Ba” (nitrothiazol compound). It was employed
in 26 patients with the hepato-intestinal, hepato-splenic and cardio-pulmonary
forms of the disease, in the dosage of 25 mg/kg/day during 5 to 7 days. They
analysed the secondary effects having observed, in general, a good or regular
tolerance. However, in 2 cases severe intolerance characterized by nervous symp-
toms was verified: great agitation and mental confusion and appearance of con-
vulsive seizures. The parasitological cure was verified in more than 80% of
the cases and the later clinical results were good in almost 100% of the patients.
They also studied the effects of the drug on the liver function and the possible
hematological and ECG modifications,

INTRODUCTION

Cruz ? in vesical bilharziasis.

616.995.142

Nevertheless,

It is our purpose to present the prelimi-
nary results of the treatment of mansoni
Schistosomiasis with a new product (Ciba
32’644-Ba), utilized by oral route. It is a
nitrothiazol derivative, the 1 — (5 nitro-2
thiazolyl) — 2 imidazolidinone, from Ciba
Laboratories, of Basle.

The well known toxicity of the antimo-
nial compounds employed in the treatment
of Schistosomiasis, as well as their paren-
teral route and therapeutic limitations™ ©
have led to many tentatives of employment
of new products in the treatment of this
disease * 5 7, However, the majority of these
trials have been unsuccessful due to into-
lerance or ineffectiveness of the drugs. So,
when we received the Ciba product for a
clinical investigation, we confess having
started its employment without great enthu-
siasm, in spite of the preliminary good re-
sults shewn by LaMBERT & FERREIRA DA

our present initial observations in mansoni
Schistosomiasis, as well as other investi-
gation results 2, seem to indicate that we
have now a new chemical that deserves a
better interest and further extensive inves-
tigation.

MATERIAL AND METHODS

We used the drug in twenty-six mansoni
schistosomotic patients, 13 males and 13
females, in ages varying from 11 to 40
years (Table I). Twelve patients presented
the most common complaints of the intesti-
nal or hepato-intestinal form; the remaining
14 exhibited a more advanced clinical form
— the so-called hepatosplenic syndrome with
portal hypertension in its compensatory
stage (without intense liver failure).
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TABLE I

Mansoni schistosomotic patients treated by Ciba 32'644-Ba in the dosage
of 25 mg/kg/day (oral)

No. Identity Sex (ytiss) C;i;i;al Tsr:;;::jzt Date
1 L.M.S. Q 34 H.E. 2 dosis, 7 days November 20-26, 1964
2 I.U.F. C;‘ 24 H.E. 2 dosis, 7 days November 21-27, 19584
3 W.A.S. C;‘ 33 H.E. 2 dosis, 7 days November 24-30, 1964
4 V.F.B. J 28 H.T 2 dosis, 7 days December 16-22, 1964
5 A.M.C. Q 40 H.E. 2 dosis, 7 days February 10-17, 1965
6 M.I.S. Q 30 H.E. 2 dosis, 7 days February 19-25, 1965
7 I1.F.J.S. o 11 H.E. 3 dosis, 7% days | March 19-21 and
April 6-10, 1965
8 M.I.Q. Q 22 H.E. 3 dosis, 5 days April 6-10, 1965
9 A.1.8. Q 21 H.I. 3 dosis, 5 days April 6-10, 1965
10 0.8.D. g 14 { gllf 3 dosis, 5 days April 9-13, 1965
11 N.J.S. g 14 H.E. 3 dosis, 5 days April 13-17, 1965
12 E.Q.B. 3 12 H.E. 3 dosis, 5 days April 13-17, 1965
13 A.P.S. I 35 H.I. 3 dosis, 5 days April 22-26, 1965
14 J.E.B. 8 31 H.E. 3 dosis, 5 days April 24-28, 1965
15 L.F.P. Q 27 H.I. 3 dosis, 5 days April 29-May 3, 1965
16 0.G.S. 3 19 H.I. 3 dosis, 5 days April 30-May 4, 1965
17 M.L.E. o) 30 H.I 3 dosis, 5 days May 1- 5, 1965
18 M.E.B.S. Q 22 H.T. 3 dosis, 5 days May 3- 7, 1965
19 L.B.S. 8 81 H.I. 3 dosis, 5 days May 8-12, 1965
20 A.A.S. Q 14 { g;" 3 dosis, 5 days May 8-12, 1963
21 L.A.N. d‘ 30 H.T. 3 dosis, 7 days August 4-10, 1965
22 A.F.S. o 28 H.I. 3 dosis, 5 days August 9-13, 1965
23 C.M.N. Q 21 H.I. 3 dosis, 7 days August 9-15, 1965
24 E.B.A. g 18 H.E. 3 dosis, 7 days August 11-17, 1965
25 M.T.O. Q 28 H.E. 3 dosis, 7 days August 17-23, 1965
26 J.G.S. Q 33 H.I. 3 dosis, 7 days August 17-23, 1965
H.E. — Hepato-splenic form
H.I. — Hepato-intestinal form
C.P. — Cardio-pulmonary form

Among these later, 2 patients (no. 10 and  patients; only a small number, with few
20) had also pulmonary arterial hyperten- complaints, were out-patients. All subjects
sion or the cardio-pulmonary form. The received the drug, by oral route, in the same
majority of cases were treated with inwarded daily dosage — 25 mg/kg/day, in two or
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three dosis during 5to 7 days (see Table I).
Only case no. 7 was treated during 2 pe-
riods of 214 and 5 days respectively, due
to a small gastric hemorrhage on the third
day, which obliged the suppression of the
drug temporarily. When necessary, many
patients were submitted during 4 to 6 weeks
to a previous general treatment, consisting
of a diet improvement, protein and vita-
min supplements, and iron containing medi-
caments against the associated intestinal pa-
rasites.

During the experimental therapy each
patient was followed daily and every symp-
tom was recorded on a special chart. No
other drug was employed in this period,
except a few symptomatic drugs (anti-emetic,
sedative, anti-allergic) with some patients.

After a week of specific treatment every
subject was invited to return to the Clinic
2 and 4 weeks later and monthly thereafter
for a check-up, but a few of them did not
come back regularly. The six last cases
(no. 21-26) were treated very recently, and
thus only the side effects and the immediate
therapeutic results were so far observed in
same.

Before the treatment and in almost all
those periodical checking-ups the following
laboratory tests were carried out: 1) feces
examination for schistosome eggs, by Hoff-
man technic; 2) liver tests: cephaline cho-
lesterol, thymol turvation, zinc sulphate, se-
rum proteins including electrophoresis, pro-
thrombin activity, bilirubin, transaminases
(SGOT, SGPT), alkaline phosphatase, B.S.P.;
3) hematologic routine. In 7 patients, indi-
cated below, rectal biopsy was performed,
in one of those posi-treatment visits. In
only 6 patients an electrocardiographic study
was made before and soon after the use of
the drug. An electroencephalographic study
was undertaken in 2 patients (no. 10 and
22) at the end of their treatment.

RESULTS

Our observations can be unfolded into the
following aspects: 1) toxicity or secondary
effects during and soon after treatment;
2) clinical results, from 1 to 8 months after
treatment; 3) parasitological cure; 4) liver
function; 5) hematologic modifications;

6) ECG alterations,

SECONDARY EFFECTS

Concerning the toxicity of the drug, we
may analyse the side effects in relation to
the system involved and principally to their
magnitude: mild or severe. The most com-
mon mild side-effects found in our cases are
listed, with their frequency, on Table IL
They may be {further separated into the
following groups: I) general symptoms: mus-
cular pain (21 times), headache (18),
weakness (14), loss of weight (5); II)
gastro-intestinal: anorexia (18 times), nau-
sea (17), dry mouth (8), vomiting (7),
abdominal pain (6); III) neuro-psychical:
insomnia (13 times), dizziness (10), hot-
flushes (10), palpitation (9), ocular pain
(6), nervousness (5), depression (3); IV)
allergic: itching (8 times), rash (3), eye
burning (3). ‘

Other mild symptoms were verified in rare
occasions. In the majority of cases, those
collateral effects were of little or moderate
intensity and lasted for only a few days.
In some patients, however, these symptoms
were of a greater intensity, and the use of
some palliative drugs, specially “Neozine”
and “Novalgine”, was prescribed. But in
none of these patients the suppression of the
Ciba drug was necessary.

TABLE II

Side-effects observed during the treatment
with Ciba 32644-Ba in 26 mansoni
schistosomotic patients

No. of patients 26
Muscular pain ................. 21 times
Anorexia ...... .. .o i 18 times
Headache ..................... 18 times
NaAUSEA . .vvv vt iii i 17 times
WeaKkness ........viiiiiiiinnn 14 times
Insomnia ............... ... .. .. 13 times
DizZziness .......vvuiiiiinian 10 times
Hot flushes ................... 10 times
Palpitation ................ ... 9 times
Itching ......... ... it & times
Dry mouth ................. ... & times
Vomiting ............ ... 0., 7 times
Ocular pain ............ ... ... 6 times
Abdominal pain ............... 6 times
Bad taste ............... ... ... 5 times
Nervousness ................... 5 times
Weight loss ......... . vt 5 times
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It seems to us that there was a higher
frequency of side-effects in our casuistic
than in others . Perhaps this frequency is
related to the greater incidence of more
advanced clinical cases and associated un-
dernourished condition prevailing in the

group studied.

In 3 patients (11.5%) severe symptoms
were noticed as follows: 1) Patient no. 7,
with the hepatosplenic form of the disease,
presented on the 3rd day of treatment a
little episode of hematemesis (about 50 ml
of blood) which determined the disconti-
nuation of the treatment. As he did well
afterwards, the medicament was reinstituted
15 days later and during 5 days. The pa-
tient referred having had a smaller hema-
temesis (about 10 ml of blood) again on
the last day. It is interesting to note that
a few weeks before the treatment was started,
this patient had had a large blood vomit
(400 ml) as well as a melena episode many
months earlier. In his last appointment, 4
months after the treatment, the patient has
shown to be doing well, without reference
to any other gastro-intestinal hemorrhage.
2) Patient no. 22 with the hepato-intestinal
ferm, presented on the first day of treatment
headache, muscle pain and nausea soon fol-
lowed by hot flushes, anorexia and cutaneous
rash with itching, nervousness and insomnia.
In the following days these symptoms beca-
me increasingly worse with generalized rash,
great anxiety, mental desorientation and psy-
cho-motor agitation, which rendered neces-
sary the administration of anti-histaminics,
sedatives and tranquilizers. Later on, the
patient had to be immobilized in bed, becau-
se she tried to jump through a window in
an attempt of suicide. Therefore the drug
was discontinued on the 5th day of treat-
ment (the schedule was for 7 days). Be-
sides the extensive rash with some purpura
and great agitation, muscular hipotony and
generalized symetrical tendinous hyperrefle-
xia were also observed. No convulsive were
noticed. On the day following the discon-
tinuation of treatment all those symptoms
began to subside very fastly. An electro-
encefalography study, made some days later,
showed no alterations. 3) Patient no. 10,
a 14 years old boy with hepatosplenic plus
cardio-pulmonary forms, on the last day of
ireatment (5th) was suddenly taken by a
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crisis of loss of consciousness, convulsions
and cyanosis of rapid duration. His family
denied previous attacks. The EEG, taken
on the following day, demonstrated dysrhy--
thmia with focal activation. At present, 5
months after treatment, this patient is much
better as regards his original complants
(see later) and a new EEG study failed to
demonstrate any alteration.

LATER CLINICAL RESULTS

The later clinical results (1 to 8 months
of follow-up) have been good or excellent
in the great majority of patients, with di-
sappearance or great attenuation of the pre-
vious symptems related to the disease. Only
the spleen and liver dilation, when present,
did not show any modification after treat-
ment. The three examples described below
correspond almost exactly to the other cases.

Patient no. 1, a female of 34 years of
age, with the hepatosplenic form has shown,
> months after treatment, a negative feces
examination and an acceniuated improve-
ment of her previous general and digestive
complaints, such as: anorexia, headache, in-
somnia, dizziness, fatigability, epistaxis, nau-
sea, vomiting once in a while, stomach full-
ness, intolerance to many foods, abdominal
pain (colics), diarrhea alternating with cons-
tipation. But the increased volume of the
liver and spleen continued the same. Pa-
tient no. 4, a man of 28 years of age, with
the hepato-intestinal form, presented a great
improvement 6 months after the treatment.
The following symptoms had almost disap-
peared, from the first month on: abdominal
pain, flatulence and frequent diarrhea, and
the patient had a slight weight increase.
The liver enlargement, however, remained
the same. Patient no. 10, a boy of 14 years
of age, in a very advanced siage of the
disease (hepatosplenic plus cardio-pulmonary
form) showed, 1 month after treatment, a
good improvement of many symptoms, in-
cluding the cough, dyspnea and palpitation
foliowing physical effort. He also gained
weight, but the liver and the spleen enlarge-
ments did not show any alteration. In our
opinion it is of great interest to stress the
clear improvement observed in such a pa-
tient, with the very advanced cardio-pulmo-
nary form of the disease.
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PARASITOLOGICAL CURE

So far, the evaluation of the parasitologi-
cal cure could be carried out in only 16 of
the 26 patients who received the drug. The
last 6 (no. 21 to 26) were treated very re-
cently, and the 4 other patients unfortuna-
tely did not return for reexamination.

Frem the 16 cases evaluated, 12 were
followed for a period between 4 and 8
months later. A rectal biopsy performed
3 14 months. All but one of the 16 patients
had a negative feces examination. Only
patient no. 12 after showing -2 negative
stools, 1 and 2 months post-therapeutics,
presented some viable schistosomal eggs 3
months later. A rectal biopsy performed
during the first 2 months had still shown a
few viable eggs. Clinically, this patient had
shown a great improvement in this com-
plaints.

In 6 of the 15 patients with stool negati-
vation a rectal biopsy was also made, with

months after treatment and in another
{no. 8), many inviable and calcified eggs
as well as a granulomatous lesion were de-
tected, at the same period of time.

So, in the present small casuistic the pa-
rasitological cure was observed in almost
809% of the patients treated. In the other
209% there was certainly a reduction of the
degree of infestation demonstrated by the
clinical improvement and the scarcity of pa-
rasite eggs in stools or rectal biopsy.

LIVER FUNCTION

Through the tests indicated above and at
different intervals post-treatment, we sear-
ched to find out any medifications of the
liver function. On Tables III, IV, V, VI
and VII some examples of these observations
are included. We can see that, in general,
the liver function remained almost unaltered
or, in a few instances, a slight improvement
was revealed by the majority of the tests.

a negative result in four. In one patient A clear damage of the liver physiology
(no. 4), some viable eggs were found 4  was never observed.
TABLE III
Modifications of the liver tests after treatment. Patient no. 1
Before Post-treatment
Type of tests treatment
1 month 4 months 5 months 7 months
Hanger test ................ ... ++ + + + + + + +++ +++
Zinc sulphate ................. 14.9 12.2 7.4 8.8 7.7
Thymol turvation .............. 7.6 7.2 4.3 4.0 4.1
Thymol flocculation ............ ++ + + — + + +
Albumin ... . i o 3.16 3.03 3.63 3.43 3.91
Globulins ......... .. oo i 3.13 2.82 2.38 3.17 2.45
A/G ratio .......... i 1 1.08 1.52 1.08 1.5
v globulin ............... . ... 1.31 1.53 — 1.32 —
Total Bilirubin ................ 0.54 0.24 0.75 0.96 0.75
Alk. phosphatase (U.B.) ...... 7 6.6 6.6 4.7 6.5
S.G.O.T. .. i 23 27 — 22 —
S.G.P.T. ... i 22 23 — 20 —
Prothrombin ................... 68 60 71 86 50
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TAB

LE IV

Modifications of the liver tests after treatment. Patient no. 2

Bet Post-treatment
Type of tests etore
treatment |\ 4 1 onth | 4 months | 8 months
Hanger test .......... .. .. .. ... .. ., + + + + + + + + +
Zinc sulphate .......... ... ... . . oL, 8.5 11.5 14.6 17.3
Thymol turvation .......................... 3.8 4.5 6.1 5.8
Thymol flocculation ........................ + — — + 4+
Albumin ... e 4.39 3.91 4.03 4.32
Globulins ........... .. .. i 2.17 3.91 3.72 3.84
A/G ratio ... 2.02 1.00 1.08 1.1
v globulin ......... .. ... ... L ., 0.99 — 1.78 2.45
Total Bilirubin ........... ... ... ... .. .. .. ... 0.90 0.90 0.78 0.60
Alk. phosphatase (U.B.) ........coviiuuenn.. 8.9 — 5.2 15
B.G.O.T. 38 26 40 40
S.G.P.T. e 37 30 20 40
Prothrombin ............ ... .. ... ... .. ... 59 40 44 —
7 ' TABLE V
Modifications of the liver tests after treatment. Patient no. 8
Post-treatment
Type of tests Before
treatment 2 months 3 months 5 months
Hanger test ......... ... .. ... . . . + 4+ ++ + + + — + 4+ + +
Zine sulphate ........... . ... ... . ., 18.9 15.3 17.5 18.9
Thymol turvation .......................... 3.96 3.24 5.0 5.9
Thymol flocculation ........................ + - + +
Albumin ...... ... . . 3.56 3.23 3.23 3.44
Globulins ......... .. .. 3.85 3.77 3.23 4.04
A/G ratio ... 0.92 0.85 1 0.85
Bilirubin ....... . .. o 0.30 0.84 — 1.2
AlK. phosphatase (U.B.) ................... 6.6 6.1 8.6 —
S.G.O. T, e e e 45 30 30 —
S.G.P.T. e 37 41 31 —
Prothrombin ........... ... o, 42 50 34 —
TABLE VI
Modifications of the liver tests after treatment. Patient no. 10
Post-treatment
Before :
Type of tests
treatment 6 days 1 month 4 months
Hanger test .............. ... . iiiiiinnn. + 4+ + + + + + ++ + 4 -
Zinc sulphate ............. .. ... ... .. ... 26.0 22.3 17.1 19.4
Thymol turvation ............ ... ... ...... 11.8 9.7 7.9 9.4
Thymol flocculation ........................ ++++ +++ 44 [ERRTN
Albumin ... 3.46 J— 3.78 4.01
Globulins ... e 4.00 — 3.36 3.95
A/G ratio ... 0.86 — 1.12 1.01
Total Bilirubin ............... ... .......... — .95 .90 1.02
Alk. phosphatase (U.B.) ................... 12.9 15.4 16.2 14.3
S.G.O. T, e — — 48 50
S.G.P. L. e — — 32 50
Prothrombin ........... .. ... ... ... ... ... 70 50 — 71
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TABLE VII
Modifications of the liver tests after {reatment. Patient no. 11

Post-treatment
Type of tests Before
treatment 4 days 13 days 23 days | 1 month |4 months
Hanger test ...................... + + + + 4+ + - — + + 4 +
Zinc sulphate .................... 19.8 19.8 — — 22.5 24.3
Thymol turvation ................. 9.4 9.9 — — 10.6 7.2
Thymol flocculation ............... — + + — ) — + + +
Albumin ......... ... ... . 2.24 — 2,72 2.79 3.05 —
Globulins ............. ... . .. 4.62 — - 5.64 7.07 4.97 —
A/G ratio ........ ... ., 0.40 — . 0.48 0.39 0.61 —
v oglobulin .........oooiiiiiia.... 2.57 —_ — . 2.97 —
Total Bilirubin ................... 0.50 0.48 - — . 0.30 —
Alk. phosphatase (U.B.) .......... 9.9 9.0 — 16.4 9.13 13.2
S.G.O.T. o 35 — 35 36 35 50
S.G.P.T. ..., 35 — 40 20 20 44
Prothrombin .. .................... 71 60 — 57 32 44

TABLE VIII
Hematological data after treatment. Patient no. 2

Before Last day of 17 days 4 months 5 months
treatment

RBC ........... 4,875,000 4,100,000 4,355,000° 4,225,000 4,500,000
Hb ............ 14.5 12 12.5 14 14.5
Ht .. .......... 44 41 41 42 44
Leuk. ......... 3,000 4,000 2,000 3,500 5,350
EOS. ......i.i.. 11 10 10 13 39
Sed. rate ...... 19 25 6 10 32
Platelets ...... 120,000 110,000 — 160,000 —

TABLE IX
Hematoplogical data post-treatment. Patient no. 5

Before 2 months 3 months 6 months
RBC oeivaiinnn, 4,000,000 — 4,406,000 4,225,000
121 14 13 145 145
Ht i, 39 — a1 39
Leuk, «vvvrreannns 2,600 4,500 5,000 2,100
Eos. .........chnn 1 0 0 ¢
Sed. rate ......... 39 — 47 45
Platelets ......... 36,000 : 174,000 100,000 " 100,000
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TABLE X
Hematological data post-treatment. Patient no. 6
Before 8 days 1 month 2 months 4 months
RBC ........... 2,997,000 — 3,960,000 4,000,000 4,100,000
Ho ............ 8.5 10.5 11.5 2.5 125
Ht ............ 25 32 38 39 40
Leuk, ......... 1,050 — 1,63Q 2,600 2,000
Eos., ........... 8 — . 3 6 o]
Sed. rate ...... 27 — 20 13 12
Platelets ...... 4,000 — — 56,000 60,000
TABLE XI
Hematological data post-treatment. Patient no. 7
Before 13 days 1 month
RBC .. 4,095,000 4,095,000 4,000,000
HD vt 2.5 12 13
HE oot 38 38 39
LeUK. teeeeeereiaiainannns 2,000 3,550 3,450
BOS. .t 18 22 21
Sed. rate ....... ... 47 59 48
Platelets ................... 125,000 156,000 130,000
TABLE XIT
Hematological data post-treatment. Patient no. 10
Before 6 days 1 month 4 months
RBC ............. 4,5C0,000 4,420,000 4,290,000 4,550,000
Hb . .ieieiiinn 13.5 14.5 14 14.2
Ht oo 39 43 41 42
LeuKk. ...ovinininnn 5.300 7,000 4,400 4,950
FOS. ot 11.5 18 16 14
Sed. rate ......... 30 35 20 18
Platelets ......... 216,000 125,000 70,000 —-

There was no consistent modification of
the hematological tests at &ny time post-
treatment, as indicated in Tables VIII, IX,

HEMATOLOGICAL RESULTS

X, XI and XII.
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after the treatment.

ECG MODIFICATIONS

Electrocardiographic studies could be per-
formed in only 6 patients, before and soon
No modification was

verified in two cases (no. 10 and 20) with
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pulmonary arterial hypertension and chronic
Cor pulmonale. In these 2 cases, as ex-
pected, the ECG showed right atrial and
ventricular hypertrophy both before and
after treatment. No special modification of
the T wave was verified.

DISCUSSION AND CONCLUSIONS

A clinical-therapeutical trial was made
with the new product “Ciba 32°644-Ba” in
26 patients with mansoni Schistosomiasis,
12 with the hepato-intestinal form and 14
with the hepatosplenic syndrome. Among
these later, two had also chronic Cor pulmo-
nale due to schistosomotic pulmonary arte-
rial hypertension. The drug was employed
by oral route, in the dosage of 25 mg/kg/day
during 5 to 7 days. We believe that the
best schedule is 25 mg/kg/day, in two daily
doses during 7 days,

Considering the small number of cases and
the limited time of observation in some of
them, it is still early to establish definitive
conclusions about the effectiveness of this
new medicament. However, these prelimi-
nary results seem to demonstrate that the
present drug, in the schedule utilized, has
evident schistosomicide effect in man, in the
great majority of cases.

Our present experience seems also to show
that its therapeutic effects is equal or per-
haps better than that of the best antimony
products. Disappearance of parasite eggs in
stool and also in rectal biopsies (small num-
ber) resulted in almost 80% of the cases.
In the other 20%, a great reduction in the
degree of infestation was evidentiated. In
this later group of patients, we believe a
new period of treatment 6 to 12 months after
the first schedule could be tried.

The later clinical results were good in al-
most all cases, with disappearance or great
reduction of the majority of symptoms, some
gain in weight and a sensation of well-being.
Only the enlargements of liver and spleen
did not show any modification after treat-
ment. There was no alteration of the hema-
telogical findings and the liver function did
not show any impairment, in spite of our
having utilized the drug in a great number
of palients with the advanced hepatosplenic
form.

One important point to us is the favou-
rable effect verified in the patients with the
advanced pulmonary hypertension form and
chronic Cor pulmonale. These good results,
together with the almost complete absence
of liver and heart injury due to drug, in
comparison with the antimony therapy, came
to enlarge the indications and possibilities
of the specific treatment of bilharziasis. Ano-
ther important aspect is the facility of em-
ployment of this new drug by oral route.

Nevertheless, some negative aspects in con-
nection with the tolerance of the drug must
be stressed, principally related to two items:
the nervous and the reproductive system.
As to the first we have observed, besides
some benign symptoms such as headache,
insomnia, nervousness, palpitation, dizziness,
2 cases with severe symptoms: one with a
gradual intensive psychotic agitation and
mental confusion and the other with a sud-
den attack of loss of consciousness, convul-
sions and cyanosis. In the later a focal
dysrhythmia was demonstrated by EEG, pro-
bably related to the drug. Similar cases
were observed by other investigators in
trials with the same drug >

It is possible, perhaps, to reduce these
psycho-neurological symptoms with the si-
multaneous use of sedative and anti-convul-
sive drugs, such as Amplictil and Phenobar-
bital. We also suggest to exclude from the
treatment with this nitrothiazol compound, in
the future, all the patients with previous ner-
vous symptoms or with EEG alterations,

In relation to the reproductive system we
do not have any personal experience, but
there are a few statements® of transitory
inhibition of spermatogenesis due to the
drug, in animal experimentation. A few
preliminary studies in man2, by spermato-
gram or testicular biopsy, seem to demons-
trate that there are very little functional or
histological modifications, both reversible.

RESUMO

Ensaio clinico com “Ciba 32°644-Ba”
(composto nitrotiazélico) na esquistos-
somose mansénica

Os Autores realizaram ensaio clinico te-

rapéutico na esquistossomose mansdnica com
um ndévo produto, “Ciba 32°644-Ba” (com-
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compound) in mansoni Schistosomiasis.

Clinical trial with “Ciba 32'644-Ba” (nitrothiazol
Inst. Med. trop. SGo Paulo 8:89-98, 1966.

posto nitrotiazélico). Foi empregado em 26
pacientes com formas hepatintestinal, hepa-
tesplénica e cardio-pulmonar da doenga, na
dose de 25 mg/kg/dia por 5 a 7 dias. Fo-
ram analisados os efeitos secundérios imedia-
tos, havendo em geral boa ou regular tole-
rancia. Salientaram-se, todavia, pela sua
gravidade, as alteragbes do sistema nervoso
encontradas em 2 pacientes: grande agita-
cBo e confusio mental e aparecimento de cri-
ses convulsivas. A cura parasitolégica foi
verificada em mais de 809% dos casos e os
beneficios clinicos tardios foram evidencia-
dos na quase totalidade dos pacientes. Tam-
bém foram estudados os efeitos sdbre a fun-
cdo hepatica e as possiveis modificagdes he-
matolégicas e electrocardiograficas.
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