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Oecd guidelines for subacute toxicity studies ppt

ANIMAL TOXICITY STUDIES

Dr.k.vishnuvardhan babu

vWHY DO WE REQUIRE NON CLINICAL
STUDIES IN ANIMALS BEFORE

ADMINISTERED TO MAN??

# Pharmacological effects are same in man as in animals
+ Toxic effect in species will predict adverse effects in man
%+ Giving high doses in animals il'l'lEHl:l‘. es ]H'r:|it‘f:t|‘|i|ilx to man
% Risk assessment can be made by comparison of toxic doses in
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PRELIMINARY STUDIES
METHOD
» Single dose tested in 2 rodent species
# 2 routes of administration
» Oral dosing of 2g/ke or 10 times of normal human dose

# Observation for 14 days after dosing
» MNLD established
» Symptoms , signs reported

» Microscopic and Macroscopic evaluation

OECD Guidelines for toxicity studies

|

Objectives:-
Identification of the hazardous properties of a chemical.
Identification of target organs.
Characterisation of the dose:response relationship.
Identification of a no-observed-adverse-effect level (NOAEL).

Prediction of chronic toxicity effects at human exposure levels.

OorCD (@D

Cms guidelines for long term acute care. Oecd guidelines fish acute toxicity test. Acute dermal toxicity studies as per oecd guidelines. Toxicity test oecd guidelines.

- Vaginal smears, Blood collection, Gross necropsy and organ collection - Additional Blood sampling can be done to establish Toxicokinetics and pharmacokinetics as per ICH guidelines 32. "AAALiquid test substances are generally used undiluted. TEST REPORT ~AAA The test report must include the following information: - species/strain used & toxic
response data by sex and dose; - time of death during the study or whether animals survived to termination; - Toxic effects and the time of observation of each abnormal sign and its subsequent course & food and body weight data 51. “AAAThree tests groups, should be used. Justification should be provided if other species are used. Observations

"AAADaily observations: Clinical observations, General health record of animals, Mortality and morbidity ¢AAA Preferably at the same time on each day and at anticipated peak period "AAAWeekly observations: - Body weight changes, Food and water intake - Behavioral, neurological and autonomical profiles 31. "AAA Broncho-alveolar lavage fluid
(BALF) to be performed for all test chemicals--- by splitting the lung for histopathology and BAL analysis. "AAAOn the day of randomization, animals should be young adults 7 to 9 weeks of age. A limit test may be performed if no effects would be expected at a dose of 1000 mg/kg bw/d. "AAANo Observed Adverse Effects Concentration (NOAEC),
Lowest Observed Adverse Effects Concentration (LOAEC), Maximum Tolerated Concentration (MTC), and/or the benchmark concentration (BMC) in a main study. AAATemperature 22A°AC (A+A 3A°A) for rodents or 20A°AC (A+A 3A°A) for rabbits "AAARelative humidity: 30-70 % “AAA12 hours light, 12 hours dark cycle. “AAAIncreases =adrenal
gland, brain, epididymides, pituitary, testes, thyroid, uterus. Observed closely, each day for signs of toxicity OECD 412 Test substance - inhalation administered for a defined period. "AAAAdditional observations should be made daily with appropriate actions taken to loss of animals to the study, e.g. necropsy or refrigeration of those animals found
dead and isolation or sacrifice of weak or moribund animals. Observed closely, each day for signs of toxicity 8. Mode of exposure of Test substance OECD 407 Oral route - orally administered for a defined period. "AAAPOE ----BALF analysis (by splitting the lung for histopathology) and lung burden measurements are performed for all test chemicals
within 24h after exposure termination and may be undertaken at one or two additional post-exposure observation (PEO) intervals. 58. DATA AND REPORTING ¢AA¢A Individual animal data on body weights, food consumption, clinical pathology, BALF analysis, gross pathology, organ weights, lung burden (when evaluated) and histopathology should
be provided for both the range-finding and main study. Animals observed closely, each day for signs of toxicity OECD 410 Test substance administered dermally for 28 days. 10. Option A, which is generally used for test chemicals (as gas, vapour, aerosol, or a mixture thereof), option B is used when testing chemicals that are likely to be retained in the
lungs. "AAA(Q)SAR data and toxicological data on structurally related chemicals “AAA When testing a solid aerosol, it is useful to have information on its retention and kinetics in the lung. OECD Guidelines No. 412: Repeated Dose 28-day inhalation Toxicity Study in Rodents 53. ¢AA¢A Limit dose studies can be done at 1000 mg/kg 21. ¢AA¢A The
right lung is generally preferred for lavage. 70. ¢AA¢A Clinical observation data should be summarized in tabular form showing for each test group the number of animals used, the number of animals displaying specific signs of toxicity, the number of animals found dead during the test or killed for humane reasons, time of death of individual animals,
a description and time course of toxic effects and reversibility, and necropsy findings. "AAfAHaematology ¢AA¢A Erythrocyte count Hematocrit concentration, Mean corpuscular haemoglobin, Mean corpuscular volume, Mean corpuscular haemoglobin concentration , Reticulocytes ¢AA¢A Total leukocyte count Differential leukocyte count Platelet
count Clotting potential (select one): Prothrombin time Clotting time Partial thromboplastin time 72. 23. 55. "AAAUsed to determine the maximum tolerable dose and nature of toxicity. 48. CONVULSIONS ~AAAMarked involuntary contractions or seizures of contraction of voluntary muscles "AAASigns like Clonic convulsions Tonic convulsions Tonic-
Clonic convulsions Asphyxial convulsion 25. 28. Observed closely, each day for signs of toxicity Establish dose dependent relation-ship for the toxic effect Allows to determination of the No-Observed Adverse Effect Level (NOAEL) and provide information on selection of doses for long term studies 7. 36. PHARMACOLOGY, SEM2 SSRCP 2. The duration
of the post-exposure period and the timing of the PEOs are determined by the study director based on findings in the range-finding study and other available, relevant information. "AAAWhen testing poorly soluble particles, it may be necessary for a range-finding study to be longer than 14 days to allow for a robust assessment of test chemical
solubility and lung burden. Subacute (Guidelines 407) SD Rats, male and Female Control Low dose Medium dose High dose Study group Dose level and selection Admission of test Subs, oral Findings 12. "AAANot less than 10 per cent of the body surface area should be clear for the application of the test substance. 35. History "AAAThe original
subacute inhalation Test Guideline 412 (TG 412) was adopted in 1981. Principle of the Test OECD 407 Test substance administered once daily, by oral route, for 28 d. - hematological tests employed and results with relevant baseline data - clinical biochemistry tests - necropsy findings "AAADiscussion & interpretation of results "AAAConclusion 52. 11.
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moc osu arap etnemlapicnirp es-anitsed Y2A¢AA Y4A¢A™A zirterid A .odinifed odoArep mu rop adartsinimda eleP - acimr©AD atoR 014 EDCO edadicixot ed sianis arap aid adac ,otrep ed odavresbO ?edadicixot ed setset ©A euq O .etset ed ohnesed od etrap essof ada§Aarba elep a arap aicn2Agixe amu euq sonem a ,edadilibaemrep aus raretla airedop
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si3Assorea ed etset o radomoca arap 9002 me odasiver iof “A “A .91 esod atse reverp oA rop rop elep ad ofA§Aartenep an olucAev od aicn2Aulfni a ,odasu ©A olucAev mu odnauQ .ocimAuq otudorp od test substance should be taken into account. "AAAThe use of a static inhalation chamber, which has no airflow, is not acceptable. 68. "AAAThe method
is based on the repeated oral administration of the substance of interest during one limited period (one dose level daily during 28 days). ¢AA¢A Body weight variation should not exceed greater than 20% 14. ¢AA¢A When there is a post-exposure period, animals should be weighed weekly. "AATAGROSS PATHOLOGY AND ORGAN WEIGHTS 76. ¢AA¢A
Dosing should be initiated as early after the weaning period. CLINICAL SIGNS OF TOXICITY ¢AA¢A RESPIRATORY : blockage in the nostrils, changes in rate & depth of breathing, changes in color of body surfaces ¢AA¢A Signs like dyspnea, abdominal breathing, gasping, Apnea, pulmonary edema, cholinergic inhibition, pulmonary cardiac
insufficiency. "AAAtremors, convulsions, salivation, diarrhea, lethargy, sleep, and coma. First High dose is decided Low Dose. Interpretation of result "AAAExtrapolation from the results of the study to man is valid to a limited degree, but it can provide useful information on the degree of percutaneous absorption of a substance. AAARepeat clipping
or shaving is usually needed at approximately weekly intervals. "AAANumber and sex: At least 10 animals (5 female and 5 male) with healthy skin should be used at each dose level. Mainly due to autonomic system involement 27. "AAABefore the test, animals are randomized and assigned to the treatment and control groups. "AAAAmmended in 1998,
to obtain information related to endocrine disruptors 6. OBSERVATIONS ~“AAACage-side observations should include changes in the skin and fur, eyes, and mucous membranes; changes in the respiratory and circulatory systems; changes in the nervous system; and changes in somato-motor activity and behavior patterns. "AAA Application on a 5-day
per week basis is considered to be acceptable. "AAAThe animals are randomly selected, marked for individual identification, and In their cages for at least five days prior to the beginning of the test to allow acclimatization of laboratory conditions. DESCRIPTION OF THE ALL 1. 65. Observations of the careful clinic examination must be done at least
once a day. It can be employed, but approximately 24 hours before the test should be performed. 30. Dose levels - less three levels of dose, with a control and, where appropriate, a vehicle control, should be used. \ (Bal shall be carried out in PEO-1 (within 24 hours in the exhibition) and in a pose-exposure interval (PEO-2) A € a € ¢ When testing a
malicious aerosol, Bal should be held at the PEO-1 (within 24 hours of exposure rescission) in both sexes and feminine animals in the peo-2 A recovery group is programmed. 71. Donduring the application perigment the animals are observed daily to detect signs of toxicity. Test guidelines from a “s are designed to fully characterize the toxicity of
chemical products by inhalation. Definition of the dose on a daily test is the amount of test substance applied to the skin. A € 4 € 4 € ¢ The exposure to various routes is according to the acute exhibition of toxicity. Grouping and Number of Animals 25 Men + 25 Furmeas Control (5 M + 5F) Dose Low (5 M + 5F) Mode Dose (5m + 5F) High Dose (5m +
5F) Saté Lite receives high dose (5m + 5F) 5 groups 20. Aiming at ~ @& 'a' studies are conducted based on A a € ™ — "GOCD orientations of chemical tests are performed on rodents and not rodents. 412 ?? ~~ IT comprises: acute, sub-acute and chronic toxicity. Selection and preparation of animals a rats are the favorite species. (Young healthy adult
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