A. INGREDIENT NAME:

CYCLANDELATE

B. Chemical Name:

Alpha-Hydroxy-, 3,3,5-Trimethylcylclohexyl Ester (9CI), BS 572, Capilan, Ciclospasmol,
Alpha-Hydroxybenzeneacetic Acid 3,3,5-Trimethylcyclohexyl Ester,, Sancyclan, Sepyron,
3, 3, 5S-Trimethyicyclohexanol, Alpha-Phenyl-Alpha-Hydroxyaxetate, 3,5,5-
Trimethyicyclohexyl Amygdalate, 3,3,5-Trimethylcyclohexyl Mandelate, Methyicyclohexyl
Mandelate.

C. Common Name:
Arto-Espasmol, Perebral, Saiclate
Cyclobral, Spasmione, Spasmocyclon, Spasmocyclone
Cyclospansmol
Benzenenacetic Acid, Clandilon, Cyclandelate, Cyclolyt, Cyclomandol, Cyclospasmol,

D. Chemical grade or description of the strength, quality, and purity of
the ingredient:

Assay 99.8%

E. Information about how the ingredient is supplied:

A white to off-white amorphous powder with a slight menthol-like odor and a bitter taste.

F. Information about recognition of the substance in foreign
pharmacopeias:

G. Bibliography of available safety and efficacy data including peer
reviewed medical literature:
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H. Information about dosage forms used: ~ =
Capsules
Tablets
Suspension
L. Information about strength:
1.6g daily

400 mg Tablets and Capsules
400 mg/5mi Suspension

J. Information about route of administration:

Oral or Intravenous

K. Stability data:

Melts at about 50-53°

Cyclandelate can decompose by hydrolysis to mandehc acid.

Cyclandelate capsuiles concluded that less that 5% of the cyclandelate degraded in 66
months at ambient temperatures.

L. Formulations:

M. Miscellaneous Information:
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Record 1 of 2 - IPA 1970-3/98

TI: Drug therapy reviews: vasodilating drugs and their use in cerebral symtomatology

AU: Caplan-LR

SO: Am-J-Hosp-Pharm (American-Journal-of-Hospital-Pharmacy); 1977; 34(Oct); 1075-1079

PY: 1977

AB: The effectiveness of vasodilator drugs in treating patients with cerebral vascular disease and grey area
symptoms (confusion, lack of self care, dizziness, mood depression and unsociability) is reviewed. Agents
discussed include cyclandelate, isoxsuprine HCl, Hydergine (dihydroergocornine, combination,
dihydroergocristine, dihydroergocryptine), papaverine and nicotinic acid. Cerebral blood flow, vasodilating
agents and cerebral blood flow, vasodilating agents in stroke or transient ischemic attacks, and vasodilating
agents in senile or psychiatric patients are discussed. It is concluded that there are insufficient data
concerning the effectiveness of these drugs in stroke patients. There is little to recommend their use for
nonspecific symptoms of the elderly.

AN: 14-6194

Record 2 of 2 - IPA 1970-3/98

TI: Peripheral vasodilators for oral administration: NAS-NRC Drug Efficacy Study

AU: Anon

SO: Fed-Regist (Federal-Register); 1971; 36(Jul 20); 13347

PY: 1971

AB: The Food and Drug Administration has evaluated reports received from the National Academy of
Sciences--National Research Council, Drug Efficacy Study Group, on Arlidin (nylidrin hydrochloride)
tablets, Paveril (dioxyline) phosphate powder and tablets, and Cyclospasmol (cyclandelate) capsules and
tablets. The FDA has considered the Academy's reports, as well as other available evidence, and concludes
that the above-listed drugs are possibly effective for their labeled indications other than those described
below. Nylidrin hydrochloride (oral) lacks substantial evidence of effectiveness for the indications:
cerebrovascular disorders such as arteriosclerosis, other ischemic disturbances of the brain and eye, and
livedo reticularis. Dioxyline phosphate (oral) lacks substantial evidence of effectiveness for its labeled
indication: the relaxation of reflex spasm of blood vessels in coronary thrombosis. Cyclandelate (oral)
lacks substantial evidence of effectiveness for the treatment of cerebral thrombosis; vasospastic or occlusive
cerebral vascular disease; relief from head noises, ringing in the ears, chronic headache, feeling of
weakness, unsteady gait, mental confusion, temporary fluctuations in hearing acuity, poor memory, and sl
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TITLE: Effect of cyclospasmol on eariy diabetic retinopathy.
" AUTHOR: Mota MC; Leite E; Ruas MA; Verjans HL; Blakemore CB; Cunha-VYaz JG
SOURCE: Int Ophthaimol 1987 Feb;10(1):3-9

NLMCIT.ID: . 87164769

ABSTRACT: A randomized, doubie-blind, placebo controiled study to investigate the
long-term effect of Cyclospasmol (cyclandelate) on the abnormal
permeability of the blood-retinal barrier was performed in 26 patients with
insulin-dependent diabetes meilitus for at least 1 year and minimai
retinopathy. Cyclospasmol 400 mg or placebo capsules were taken 4 times
daily for 12 months by equal numbers in both groups. Each patient
underwent a routine ophthalmoscopic examination, retinal fluorescein
angiography and quantitative vitreous fluorophotometry to assess the
permeability of the blood-retinal barrier just before the trial and following
6 and 12 months of therapy. Laboratory tests for determining bilood and
urine glucose levels and blood HbA1-levels were also carried out at these
assessments. Statistically significant changes in diabetic control, in
HbAl-levels or in the frequency of refinal microaneurysms could not be
shown in either treatment group during the trial, nor were there any
significant differences in these parameters between the two groups.
Analysis of fluerophotometric data on fluorescein penetration into the left
posterior vitreous demonstrated significant reductions in this parameter
during the trial compared to the pretreatment level in Cyclospasmol
treated diabetics. These changes in the pretreatment level after 6 and 12
months also differed significantly between the two groups. However, this
statistically significant beneficial reduction in fluorescein penetration into
the left posterior vitreous did not occur in the right eye in the Cyclospasmol
group. In placebo treated patients a consistently deleterious trend for this
parameter was observed for both eyes during the one year
study.(ABSTRACT TRUNCATED AT 250 WORDS)

MAIN MESH Blood-Retinal Barrier/*DRUG EFFECTS

SUBJECTS: Cyclandelate/*THERAPEUTIC USE
Diabetic Retinopathy/*DRUG THERAPY
Mandelic Acids/*THERAPEUTIC USE
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- ADDITIONAL Adolescence
, MESH Adult
' SUBJECTS: Clinical Trials
Double-Blind Method e
Female
Human
Male
Middle Age
Random Allocation
Time Factors

PUBLICATION CLINICAL TRIAL
TYPES: JOURNAL ARTICLE
RANDOMIZED CONTROLLED TRIAL

LANGUAGE:  Eng

REGISTRY 0 (Mandelic Acids)
NUMBERS: 456-59-7 (Cyclandelate)
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TITLE: Clinical efficacy and central mechanisms of cyclandelate in migraine: a
double-blind placebo-controlled study.
AUTHOR: Siniatchkin M; Gerber WD; Vein A

AUTHOR I.M. Sechenov Moscow Medical Academy, Russian Autonomic Pathology
AFFILIATION: Centre, Russian Headache Centre.
SOURCE: Funct Neurol 1998 Jan-Mar;13(1):47-56

NLM CIT. ID: 98244265

ABSTRACT: The mechanisms of action of calcium antagonists in the prophylactic
treatment of migraine remain unclear. The most likely proposed mechanism
seems to be via influence on the central nervous system, but the central effects
of calcium entry blockers are insufficiently characterized. The aim of the
present study was to investigate the central mechanisms behind the efficacy
of cyclandelate in a double-blind placebo-controlled parallel-designed study
using the contingent negative variation (CNV), an event-related slow
potential for measuring cortical excitability and investigating preparation
processes. The CNV recordings were performed in 25 females suffering from
migraine without aura before treatment (baseline), after single dose
administration of cyclandelate or placebo and after 8 weeks' treatment with
cyclandelate (cyclandelate group, no.=15) or placebo (placebo group, no.=10).
Cyclandelate reduced significantly the days with migraine and duration of
migraine compared to placebo. In the cyclandelate group a significant
reduction of all CNV components was observed and the changes in
amplitudes compared to baseline were more pronounced after treatment.
Placebo reduced the late CNV component only after single dose
administration. There were no changes in the early and total CNV.
Cyclandelate did not normalize the habituation of the slow negative potential.
The results are discussed in terms of the influence of cyclandelate on cortical
excitability and of the prevention of cortical spreading depression via
antagonistic effect on calcium channels.

MAIN MESH Cyclandelate/ADVERSE EFFECTS/*THERAPEUTIC USE

SUBJECTS: Migraine/*DRUG THERAPY/PHYSIOPATHOLOGY
Vasodilator Agents/ADVERSE EFFECTS/*THERAPEUTIC USE

ADDITIONAL Adult

MESH Cerebral Cortex’PHYSIOPATHOLOGY
SUBJECTS: Double-Blind Method
Female
Human
Male
PUBLICATION CLINICAL TRIAL
TYPES: JOURNAL ARTICLE
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TITLE:

AUTHOR:

AUTHOR

AFFILIATION:

SOURCE:
NLM CIT. ID:
ABSTRACT:

MAIN MESH
SUBJECTS:

8/19/98

Cyclandelate in the prophylaxis of migraine: a randomized, parallel,
double-blind study in comparison with placebo and propranolel. The Study
group.

Diener HC; Foh M; Iaccarino C; Wessely P; Isler H; Strenge H; Fischer M;
Wedekind W; Taneri Z

Department of Neurology, Universities of Essen, Germany.

Cephalalgia 1996 Oct;16(6):441-7

97057925

Cyclandelate inhibits calcium-induced contraction of vascular smooth muscle
cells, platelet aggregation induced by thrombin, platelet-activating-factor and
adenosine, and also suppresses a provoked SHT release from platelets. This
pharmacological profile suggests that cyclandelate may have a potential
prophylactic effect in migraine. To test this hypothesis, a double-blind
multicentre study was performed in 214 patients to investigate the efficacy
and tolerability of cyclandelate compared to placebo and propranolol. After a
4-week baseline period, eligible patients (randomization 3:2:3) were treated
for 12 weeks with daily doses of 1.200 mg cyclandelate (n = 81), placebo (n =
55) or 120 mg propranolol (n = 78). The number of migraine attacks (> or =
50% responders) and the migraine duration/month were compared based on
the difference between baseline and the last 4 weeks of prophylactic
treatment. The percentage of patients with a reduction in migraine attacks of
> or = 50% treated with cyclandelate (37.0%) or propranolol (42.3%) was
not significantly superior to placebo (30.9%; p > 0.025). The mean duration
of migraine in hours (h) per month decreased in both active treatment groups
(cyclandelate: 36.8 h, p = 0.046; propranolol: 34.4 h, p = 0.039) compared to
placebo (13.7 h) without reaching statistical significance (alpha/2 = 0.025).
The clinical efficacy of cyclandelate and propranolol was comparable.
Adverse experiences were reported by 13 patients (16.0%) treated with
cyclandelate, by 5 patients (9.1%) treated with placebo and by 19 patients
(24.4%) treated with propranolol. These were drug-related in 7.1% (n = 6) of
patients treated with cyclandelate and in 9% (n = 7) of patients treated with
propranolol. In summary, cyclandelate has a comparable efficacy to that of
propranolol, an established drug of first choice in the prophylaxis of
migraine. Both drugs were better than placebo, but not significantly so. Both
active treatments were well tolerated.

Cyclandelate/*ADMINISTRATION & DOSAGE/ADVERSE EFFECTS
Migraine/*DRUG THERAPY

Propranolo/*ADMINISTRATION & DOSAGE/ADVERSE EFFECTS
Vasodilator Agents/*ADMINISTRATION & DOSAGE/ADVERSE
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ABSTRACT: = Cyclandeiate inhibits calcium-induced contraction of vascular smooth
muscie cells, plateiet aggregation induced by thrombin,
platelet-activating-factor and adenosine, and also suppresses a provoked
SHT release from platelets. This pharmacological profile suggests that
cyciandeiate may have a potential prophyiactic effect in migraine. To test
this hypothesis, 2 doubie-blind muiticentre study was performed in 214
patients to investigate the efficacy and iolerabxhty of cyclandelate
compared to placebo and propranolol. VAfter a 4-week baseline period,
eligibie patients (randomization 3:2:3),were treated for 12 weeks with daily
doses of 1.200 mg cyclandelate (n = 81), placebo (n = 55) or 120 mg
propranolol (n = 78). The number of migraine attacks (> or = 50%
responders) and the migraine duration/month were compared based on the

" difference between baseline and the last 4 weeks of prophylactic treatment.

The percentage of patients with a reduction in migraine attacks of > or =

* 50% treated with cyclandeiate (37.0%) or propranoloi (42.3%) was not
significantly superior to placebo (30.9%; p > 0.025). The mean duration of
migraine in hours (h) per month decreased in both active trearment groups
(cyclandeiate: 36.8 h, p = 0.046; propranociol: 34.4 h, p = 0.039) compared
to placebo (13.7 h) without reaching statistical significance (alpha/2 =
0.025). The clinical efficacy of cyclandeiate and propranoclol was
comparable. Adverse experiences were reported by 13 patients (16.0%)
treated with cyclandeiate, by 5 patients (9.1%) treated with placebo and by
19 patients (24.4%) treated with propranolol. These were drug-related in
7.1% (n = 6) of patients treated with cyciandelate and in 9% (o = 7} of
patients treated with propranolol. In summary, cyclandelate has a
compar:ble efficacy to that of prop_r:molo( an established drug of first
choice 'z .he prophylaxis of migcaine. oth drugs were better than pilaceho,
but not s:gmﬁcantly so. Both active treatments were well tolerated.

MAIN MESH Cyclandelate/* ADMINISTRATION & DOSAGE/ADVERSE EFFECTS

SUBJECTS: Migraine/*DRUG THERAPY <
Propranolol/* ADNMINISTRATION & DOSAGE/ADVERSE EFFECTS
Vasodilator Agents/*ADMINISTRATION & DOSAGE/ADVERSE

EFFECTS
. ADDITIONAL  Adult
MESH Comparative Study
SUBJECTS: Dose-Response Relationship. Drug

Double-Blind Method

Drug Administration Schedule
Female

Human

Male

Middle Age

Pain Measurement

Treatment OQutcome

2ot bRCIR N



http=/130.14.32.47/cg1... Mclient? 15839 +detail+6 http://130.14.32.47/cgi-bmy IGM-<client? 1 5839 ~1c

- PUBLICATION CLINICAL TRIAL

- TYPES: JOURNAL ARTICLE
) MULTICENTER STUDY
RANDOMIZED CONTROLLED TRIAL ~*
LANGUAGE: Eng -
REGISTRY 0 (Vasodilator Agents) P ez
NUMBERS: 456-59-7 (Cyclandeiate) ;
525-66-6 (Propranolol) |

Jof'l 36981






CYCLANDELATE
LDA50 is greater than 2 g/kg.

It has produced ataxia, altered sleep, flushing, headache,
tachycardia.
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