A. INGREDIENT NAME:

TINIDAZOLE;

i

B. Chemical Name:
1-(2-ethylsuphonylethyl)-2-methyl-S-nitroimidazole
C. Common Name:
Fasigin
D. Chemical grade or description of the strength, quality, and purity of
the ingredient:
Assay: 99.36% dry basis
E. Information about how the ingredient is supplied:

An almost white or pale yellow, crystalline powder, odoriess.

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

British Pharmacopeia 1993

G. Bibliography of available safety and efficacy data including peer
reviewed medical literature:

Ripa, T. The plasma half-life was about 13 hours. Chemotheraapy, BasIe 1977, 14:
1084.

Jokipii, A. M. M Concentrations in the CSF. J antimicrob. Chemother., 1°977; 3: 239.

Sawyer, P. R. A review of tinidazole in the treatment of trichomoniasis, amoebiasis, and
gardiasis. Drugs, 1976; 11: 423.

Wist, J. Figures achieved with metronidazole and omidazole. Antimicrob, Ag
Chemother. 1977, 11: 631.
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Wise, R. The median minimum inhibitory concentration of tinidazole against Bacteroides.
Chemotherapy, Basle, 1977; 23: 19. K

»

Klastersky, J. The activities of clindamycin, tinidazole, an doxycycline in vitro.
Antimicrob. Ag. Chemother., 1977, 12: 563. ‘

Bakshi, J. S. Amoebiasis. Drugs, 1978; 15(Suppl): 1, 33.

Apte, V. V. and Packard, R. S. Excellent response was achieved in patients with
trichomonal vaginitis. Drugs, 1978; 15(Suppl 1): 43.

Welch, J. S. A single doe of tinidazole was as effective as the longer regimen. Med J
Aust., 1978; 1: 469.

Levi, G. C. A cure-rate in patients with giardiasis treated with tinidazole. Am J rop Med.
Hyg. 1977, 26: 564.

Anjaneyulu, R. Trichomoniasis. J int. med Res., 1977; 5: 438.
H. Information about dosage forms used:
_Capsules
I. Information about strength:
150mg twice a day

J. Information about route of administration:

Orally

K. Stability data:

Manufacture Date: June 1997
Expiration Date:  June 2002
Store in a well-closed container, protected from light.

L. Formulations:
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M. Miscellaneous Information:

9

Page -3-

Al

[Popr—






WinSPIRS 2.1

Usage is stbject to the terms and conditions c¢f the subscription and License Agrzement and the

applicable Zcpvright and intellectual crorerty protection as dictated zy the aprropriate laws
of your ccuntzy and/or International Convent cn.

No

SO B WN

Recczrds Reguest »

730 tinidazole ’
3129102 PY >= "1990"

187 41 and (PY >= "139C™)
6321984 LA = "ENGLISH"

164 43 and (LA = "ENGLISH")
5821327 TG = "HUMAN"

129 45 and (TG = "HUMAN")

Sy g,

w,e

Record 1 oF 129 - MEDLINE =XPRESS (R) 1/98-6/%8

TI:
AU:

SO:
ISZEN:
LA:
AB:

AN-

Helicobacter pylori, efficacy of the new tziple therapy in six and twelve-day schedules,
Peraz-Mota-3; Alberdi-JoM; Pita-i; Galan-JL; Garcia-Benito-MD; Crespo-iL; Blanco-MA; Guemes-~
C; Villalgordo-C; Carnicero~JA; 3eckiord-C; Perez-Munoz-C; rernandez-Velazgquez-J;
Casanova-a

Rev-ZIsp-Znferm-Dig. 1997 Dec:; 8%(12): 3879-34

1130-0108

ENGZL7SH; SPANISH

OBJECTIVE: Assessment of four eradicating gatterns of 6 and 12 days duracicn with new
triple therapies adapted to our environment. PATIENTS: After an endoscopic diagnosis of
Duocsnal or Gastric Ulcer, and the coniirmation of the presence of Heliccbacter pvlori
using a rapid urease test in antral biczsies, 274 patients were treated with one of four
eracdicating therapies, verifying its efiicacy with the C-13 urea breath test, at least
one nonth after the 2nd of the Ireatmen: d 10 days aftar withdrawal cf procton pump
inhibitors. RESULTS: Maximum sradicatin ficacy was achieved with Cmeprazole (20 mg/12
hours), Clarithromycin (S00 mg/.2 =zcurs nd ABmoxycillin (1l g/12 hours;, given for 12
days (96.6%), and Cmeprazole (29 mg/l12 hcurs), Tinidazola (S00 mg/12 hours) and
Clarithromycin {500 mg/12 ncurs:, also 3ziven for 12 days (95.2%). The same drugs and
doses, when given during six davs, achisved percentagas of 78.2% and 22.2% respectively.
Resul<cs with Tinidazois suggest lack o resistance to this drug in the Community of
Madzid.

98122479
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A fcur~day low dose triple therapy e for the treatment of Heliccbacter pylor:

Trevisani-L; Sartori-3:; Verdianelli-G; Abbascianc-V
Am~J-Gastroenterol. 1998

0002-3270

OBJEZTIVE: The current guidelines reccmmend l-wk triple therapy regimens Zor eracdicating
H. ovlori infection. Uncil now, sheorter regimens have scarcely been investigatad.
Azithromycin is a new generation macrolide antibiotic with unusual and favorable
pharmacokinetics, and seems to e a very prcmising agent for innovative anti-H. pylori
regimens. We assessed the efficacy and tolerability of a new 4-day low dose triple
therapy in comparison with a well established l-wk triple therapy in the treatment of
Hel:icobacter pylori infection. METHODS: Cne hundred-sixty consecutive patients with
bicrcsy-proven H. pylori infecticn were randomized to receive lansoprazole 30 mg b.i.d. on
days 1-4, azithromycin 500 mg u.i.d. on days 2-4, and tinidazoles 2000 mg u.i.d. on day 3 (
LAT group), or 7 days of triple therapy of omeprazole 20 mg u.i.d., clarithromycin 250 mg
b.i.d., and tinidazoie 300 mg b.i.d. (CCT group). Patients with gastric or duodenal
active ulcer received proton pump inhikitors for an additional 4 wk. H. pylori
eracication was defined as negative of beoth rapid urease test and histology on biopsies
takxen from the gastric body ancd antrum at least 1 month after the end of treatment.
RESULTS: Seven patients in the LAT group and four in the OCT group were lost to
follow-up. No significant difference in either efficacy or tolerability was observed
between the two regimens. Active ulcers healed in 97.8% of cases with LAT and in 100% of
casas with CCT. The eracdication rate was 80.8% in the LAT group and 83.5% in the OCT
grouz, considering the per-protscol results, and 73.3% and 81.2%, resvectively,
considering the intention-to-trsat results. Side effects occurred in one LAzT patient and
in two CCT patients; they were milc anc did not interZere with ccmpliance. CCONCLUSICN:
The new provosed ultrashor%: trisle therary, including lansoprazole, low dose azithromycin
for 3 days, and a singls dose of tinid -2, appears to te a very afiective anti-H.
pylori regimen, a simpler, cheacer, well-tolerated, and equally effective alternative to
l-wk triple therapv.
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Lewis-DA; Habgood-L; White-R; Barcke
Int~J-STD-AIDS. 1997 Dec; 8(12): 78
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ZNGLISH

3ACKGROUND: Triple <therapy involving 2 proton pump inhibitor and two antibiotics has been
suggestad as an 2rLfective treatment for Helicobacter pylori infection. The impact of
imidazole resistance cn the efficacy Of such regimens is largely unknown. METHODS: One
nundred zatients with culture proven 3. pylori infection were treated with omeprazole 40
mg b.d., amoxycillin 1000 mg b.d., and tinidazole 300 mg b.d. for one week. Pre-treatment
imidazcle susceptikility was measured by disk diffusion. sistance was confirmed by
Z-rtest. EZradication was assessed dy endoscovy 6-8 weeks after the end of treatment. In
cases of 2oubt a l3C-urea breath test was performed. Side-effects were scored using a
semiquantitative scale. RESULTS: H. pylori was eradicated in 35% of the patients with an
imidazcle-susczptizle strain and in 69%9% of the aat-ents with a resistant strain (P <
0.005). SigniZicant side-effects were seen in 12%. COﬁC*USION This proton pump irnhibitor
*"ple therapy is a simple, reasonably effective regimen with few significant
side-effacts. The 2fZicacy is dependent on the susceptibility of the infecting H. pvlori
strain. g

97292227
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Tradicaticn of Heliccbacter pvlori: an objective assessment of current therapies.
Penston~JG; McColl-XE

Br-J-Clin-Pharmacol. 1997 Mar; 43(3): 223-43

0306-5251

=ZNGLiSH

The purpose of the present review was to determine objectively the optimal tresatment for
the eradication of H. pylori amongst the currently used regimens. A comprehensive
literature search provided a data-base relating to the following treatments: dual therapy
with an antv—sec:_-orj drug plus either amoxycillin or clarithromycin; standard triple
therapy, with or without additional anti- secretory drugs; proton pump inhibitor triple
therapy; and H2-receptor antagonist triple therapyv. Emphasis was placed on
intention~tc-=reat analyses of eradication rates using all of the available evidence. The
criteria used o selsct the optimal treatment were =2fficacy (eradication rates),
"GQ“DHCY 0f side-efZ=2cis, simplicity of the regimen (numcer of tablets per dav and
duration of treatment) and cost. The analysis showed that proton pump inhibitor triple
therapy (that is, a protcn pump inhibitor plus any two of amoxycillin, clarithromycin or
a nitroimidazcle) was the preferrsd treatment for the eradication of H. pyleri. In
particular, the l-week, low-dose regimen with omerrazole plus clarithromycin plus
“n*dazol° oroduced “he highest eradication rates {> 90%) with the lowest Ifrequency of
side-erffacts and at only modest cost.

972437 36

Record 16 of 129 - MEDLINE ZXPRESS (R) 1997

TI: Patient factors that predict failure of omeprazole, clarithromycin, and tinidazole o
eradicate Helicobacter pyilori.

AU: Moayyedi-P; Chalmers-oM; Axon-AT

SO: J-Gastroentarol., 1997 Feb; 32(1l): 24-7

ISSN: 0944-1174

LA: ZNGLISH

AB: Cmeprazole (20 mg od/b.d.), clarithromycin (250 mg b.d.) and tinidazole (500 mg b.d. for
7 days) [OCT] is an effective regimen against Helicobacter pyvlori. However, tresatment
fails in 5%~10% of patients and the reasons for this® are not clear. We investigated
patient factors that independently predictad failure of this regimen. H. pylori-positive
vatients were prescribed OCT and the success of treatment was evaluated by the 13C-urea
breath test at least 4 weeks after ccmpletion of therapy. Patients were prcsvectively
interviewed on past medical history of peptic ulcer and H2-receptor antagonist (H2RA)
pre-treatment, smoking history, and alcohcl intake. Data were also collected on age,
gender, and endoscopic diagnosis to determine faczors predicting failure of OCT. H.
pylori eradication was achieved in 238 of 273 patients [87%~95% confidence intervals (CI),
83%-91%]. Age, alcohol intake, past medical history of peptic ulcer and peptic ulcer at
endoscopy were not independently associated with treatment failure. H. pylori eradication
with OCT was less successful in women (P = 0.02), in patients who had received H2RA
pra-treatment (P = 0.02), and in smokers (2 = 0.02) when evaluated by multiple logistic
regrassion. These findings indicate that OCT is lass effective in smokers and in patients
who receive H2RA pra-creatment suggesting that these agents should be avoided, if
rcssible, before _"e Da;ienb commences therapy. H. pvlori eradication was less successful
in women; this rasult needs Zfurther evaluation.
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TI: Urticaria during triple therapy for Heliccbacter oylori infection: clinical implications.

AU: Deipre-G; Livni-Z; Niv-Y

SO: Dig-Dis-Sci. 1997 Apr; 42(4): 728-30
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TI: Short-term low-dose triple therapv with azithromycin, metronidazole and lansoprazole
appears highly effsctive for the eradication of Helicobacter pylori.

AU: Caselli-M; Trevisani-L; Tursi-A; Sartori-S; Ruina-M; Luzzi-I; Gaudenzi-P; Alvisi-V;
Gasbarrini-G

SQ: Eur-J-Gastroenterol-Hepatol. 1997 Jan; 9(l): 45-3

ISSN: 0954-691X



ENGLiSH
: BACXGROUNDC: Although the OCN (omeprazole, clarithrcmvecin and nitroimidazoles) short-term
- low-dose -sgimens are regarded as 'the standard' in the treatment of Helicobacter pylori
azithremveia is a new-generation, acid-stable macrolide which mav ovrove
parzicularly useful for a new short-term low-dose triple therapy regimen. OBJECTIVE: To
furzher improve OCM eradication treatments by reducing rtoth the number of pills and the
total cost. METHODS: 3 new short-term low-dose triple therapy (LAM) using lansoprazole 30
mg once a day for 1 week, azithrcmycin 5C0 mg once a day for 3 days, and metronidazole
280 twice a dav for the same 3 days, was administratad to 60 patients presenting with
H. povlori-positive gastritis with or without peptic :lcer, and ccmpared with the classic
Bazzcli ragimen' {CCT: omeprazole, clarithroemycin, zigidaczole) in 60 matched patients. H.
pylori action berfcre and arter therapy was evaluatéd by a rapid urease tesct,
conventional aistology and toluidine—staiﬁed semi~thin sections. Three bioosies from the
corpus and three from the ancrum were taken during andoscopical examination before and
7-3 weeks after discontinuation of the treatment. Patient compliance, drug tolerance and
drug costs were also taken into ccnsideration. RESULTS: H. pylori infecticn was
eradicatad 7-8 weeks after treaument in 56 of the 60 patients in the LAM group (93.3%),
and 32 of the 57 satients in the OCT group who ccompleted the treatment (91.2%), with
no stacistical difference. When gastric or duodenal ulceration was present, ulcer healing
was opbserved in all cases. CONCLUSION: The new proposed short-term low-dose trziple
therapy (LAM) appears to be as effective as the OCT Zor the eradication of 4. pylori
infeczicn. The new trszatment, however, seems to have advantages in tarms of drug
tolerance, patient compliance and therapy cost.
AN: 97132938
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TI: A systematic review on the treatment of giardiasis.

AU: Zaat-JO; Mank-TG; Assendelft-WJ

SO: Trep-Med-Int-Health. 1997 Jan; 2(1): 63-32

ISSN: 1360-227%

LA: ENGLISH

AB: To assess the erfficacy of trzatment of parasitolegi excration oI cysts anc
tropnozcites and symp:oms of patients with ‘ardias;;, a systematic review cf publi sned
randcmized clinical trials was conducted through exta2nsive searches in Medline, Zmrpas
and Current Ccntants Irom 1%66 till 1296 as we;l as manual reviews oI 28 jcurnals. The
methcdological gualitv of all trials was assessed bv guidelines of the Cochrane
Collaporatien. Thi rTy—-one trials were incluced, 7 one of wnhich had no serious
methodolcgical flaws. The mean sccre of parasitological examination was 4.8 out of a
possible 15. Thers was a considerable effect in curs rats of treatment versus placeno ¢
odds 9.3, 95% CI 4.69-18.4), dbut all 3 trials in this comparison had serious flaws.
Metronidazole treatment over more than 3 days seems to achieve a bettar parasitological
cure rate than other long treatment courses (pooled odds 2.6, 95% 1.7-3.8), but trials
ar2 clinically and statistically heterogeneous. Single-dose therapy is as effect‘ve as
longer %tre=atment ccurses (pocled odds 0.57, 95% 0.32-1.44). Within che single-dose
regimens zinidazole (2 g) reaches a higher parasitclogical curs ratz than other short
therapies (pooled odds 53, 95% CI 3.7-3.3) with re lvely few s'ce— < laceko-
controlled trials with parasitological and clinical outccmes ares ne

AN: 97171031 . .

Record 20 of 129 - MEDLINE ZXPRESS (R) 1996

TI: Helicobacter pylori gastritis and non-ulcer dyspepsia in childhood. Efficacy of one-week
triple antimicrobial therapy in eradicating the organism.

AU: Cucchiara-S; Salvia-G; Az- Zegeh-UN; D'Armiento-ZD; De-2etra-MR; Rapagiolo-S; Campanczzi-A;
Emiliano-M

SO: tal-J-Gastroenterol. 1996 Oct-Nov; 28(8): 430-53

ISSN: 0392-0623

LA: ENGLISH

AB: fZicacy of one-week triple antimicrobial therapy (bismuth, tinidazole, amoxicillin) as
compared to the same drug combination given for 4 weeks was assessed in children with
Helicobaczer pylori (H. pylori}) gasctritis and non-ulcer dyspepsia. Twenty-six patients (
gzsup A) and 30 (group B) had one-week and Icur-weeX schedule, respectively. Eradication
: of organism at endcsccepy at least 1 menth af:zar ending tresatment) was achieved in
84.6% of group A (22) and 82.3% of group B (2%), wizh marked reduction of histological
gascritis sccre in both groups. Ameng patients with aradicated H. pylori, symptoms
improved significantly in 14 and 16 patients of grzup A and B, respectively, but were
still present in 17 (8 group A, 9 group B). The latt=2r showed gastroparesis and abnormal
gastro-oesophageal razilux at a subseguent diagnostic work-up and improved with prokinetic
therapgy. In 3 patisnts of group A and 3 of group 3, svmptoms improved despite persistence
of pacterium into the stomach. Finally, iz 3 cases (1 group A, 2 group B) beth symptcms
and H. pvlori infection were unchanged. A: & month follow-up, symptoms were prasent in 7
patients (3 group A, 4 group B): 6 of them (3 group A, 3 group B) showed H. pylori
gastritis at =ndoscecpv. We conclude that in children dlth dyspepsia and H. pylori
gastritis one-week triple antimicrobial schedule is esrffective in eradicating bacterium;
hewever, detection of H. pylori gastritis in dvspeptic children does not invariably
indicate a pathogenic role of the organism in these patients.

AN: 97184814

Record 21 of 129 - MEDLINE =ZXPRESS (R) 1996

TI: EfZect of lansoprazole in mono-, dual-, or triple therapy on Helicobacter pylori
eradication.

AU: Kawano-S; Murakami-M; Saita-H; Tsuji-S

SO: J-Gastroenterol. 1996 Nov; 31 Suppl 9: 41-3






TINIDAZOLE
Rodent LD50 i1s > 2 g/kg.

The drug is a possible mutagen and carcinogen. The drug has
produced headache, nausea, urticaria, vertigo, unpleasant taste and
sleepiness. It has an effect on seizure thresholds.

In rats, doses of 300 mg/kg produced impaired sexual behavior and
embryolethality was seen at 600 mg/kg.
This nitroimidazole is used to treat amoebiasis.
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