MINUTES OF 329th MEETING OF REGISTRATION COMMITTEE HELD ON 08.06.2012 AT 02.30 P.M. IN BOARD ROOM, A.S.R.B., KRISHI ANUSANDHAN BHAWAN, NEW DELHI.

The 329th meeting of Registration Committee (RC) was held under the Chairmanship of Dr. Gurbachan Singh, Chairman, ASRB & Registration Committee on 8.6.2012 in Board Room, ASRB, Krishi Anusandhan Bhawan, New Delhi.  Dr. V.K. Yadava, Plant Protection Adviser, Dr. (Mrs.) Rajni Kaul, Special Invitee from Indian Council of Medical Research, New Delhi, Sh. Madhav Chakraborty, Dy. Director, IIP, New Delhi, Sh. Sanjeev Kumar, Asstt. Drugs Controller (I) and Dr. B.S. Phogat, Addl. Plant Protection Adviser & Secretary (CIB&RC) attended the meeting. Following Officers from the Secretariat of CIB&RC were also present:- 

(i) Dr. Sushil K. Khurana, Consultant (Path.)

(ii) Dr. (Mrs.) Sandhya Kulshreshtha, Consultant (Pharma.)

(iii) Dr. (Mrs.) Sarita Bhalla, Spl. Grade-I
(iv) Dr. R.M. Shukla, Joint Director (Ento.)
(v) Dr. Bhaskar Tripathy, Joint Director (WS)
(vi) Dr. A.N. Singh, Deputy Director (WS)
(vii) Dr. S.K. Verma, Deputy Director (PP)
(viii) Mr. Dipankar Bhattacharya, Assistant Director (Chem.)

(ix) Dr. Subhash  Kumar, Assistant Director (WS)
(x) Dr. (Mrs.) Vandana Seth, Asstt. Dir. (Chem.)

(xi) Dr. Vinay Kumar Singh, Asstt. Dir. (Ent.)
(xii) Mr. Niraj Kulshrestha, Assistant (Legal)


At the outset, the Chairman welcomed the members and experts of Registration Committee and requested APPA & Secretary (CIB&RC) to take up the agenda, item-wise for discussions. Each issue was deliberated in detail and following decisions were taken by the RC:-
	Agenda item No.
	Particulars of Agenda                     

	1.0
	Confirmation of minutes of the 328th meeting of the Registration Committee.               

	
	The minutes of 328th meeting of the Committee were confirmed except Agenda Item No. 6.1 wherein it was decided that the source of import and purity of the product should be verified from ICAMA through DNA China by DNA, India and put up to RC for consideration. In the meantime, the applicant has submitted affidavit-cum-undertaking regarding the source of import and purity of the product alongwith authorisation for supply from source Zhejian Shenghua Biok Biology Co. Ltd., Hangzhou, China. In view of the above, RC decided that the case is considered as approved with the condition for drawl of sample from first consignment of import of Technical for testing in CIL to ensure its minimum purity. Accordingly, a condition may be incorporated on the Certificate of Registration.


	2.0
	Follow up action on the decision taken by the Registration Committee in its 328th   meeting.

	
	The Committee noted the progress of the follow up action taken by the Sectt. of CIB&RC with satisfaction.

	2.1
	Applications pending under various sub-sections of the Insecticides Act, 1968.     

	
	The Committee noted the status of pending applications with satisfaction.

	2.2
	Presentation for grant of registration for indigenous manufacture of Betacyfluthrin 8..49 + Imidacloprid 19.81% w/w OD under section 9(3). 

	
	Noted. 

	3.0
	Government Business  

	3.1

	Harmonization of data requirement as per OECD and EU guidelines as recommended by Kanungo Committee Report

	
	The Committee deliberated the agenda and approved three protocols titled (i) Delayed Neurotoxicity – OP Compound-Acute Exposure (ii) Delayed Neurotoxicity-OP Compound –Repeated Administration (iii) Neurotoxicity-Rodent (Annexure-I) as proposed in the Agenda. 
The Committee further decided that the Stakeholder may give their comments, if any within 30 days.

	3.2
	Violation of guidelines relating to registration of combination pesticides (Chlorpyriphos 50% + Cypermethrin 5% EC) – fixing responsibility regarding.

	
	The committee deliberated and accepted the recommendations of the sub-committee constituted under the Chairmanship of Dr. V.K. Yadava, Plant Protection Adviser as under  

“After examining all the dossiers, contents and proceedings available in the files related to the issue, the sub-committee arrived at a consensus that it was difficult to fix the responsibility on any individual for the collective decision by the Registration Committee which was comprised of renowned experts. It was also felt that fixing responsibility for any collective decision may be inappropriate, especially at this point of time, since the decision of the RC to register the combination product may have been taken as the best of available solutions at that time to solve the acute problem of insecticide resistance bollworm prevalent during that period.”

	3.3
	Registration of bio-pesticide : submission of registration code by the applicant.

	
	RC deliberated the Agenda and decided that registrants of NPV may be exempted for submission of identification number after depositing microbes in national repository in view of the non-availability of facility for viruses in the country presently.  Accordingly, Certificates of Registration may be issued with the condition that the registrants should submit the identification number as soon as the facility becomes available. Further, the concerned authorities may be requested for creation of such facility. 

	3.4
	Illegal marketing of pesticides by some companies – reg.

	
	RC deliberated the Agenda and decided to constituted a group comprising of 

1. Dr. S.K. Khurana, Consultant (Path.) - Member 

2. Dr. A.N. Singh, DD(WS) - Member 

3. Sh. Niraj Kulshreshtha, Assistant (Legal) – Member Secretary 

to analyse the matter and submit the report to RC in its next meeting.


	3.5
	Making of false documents i.e. Forged/Fake certificate made and produced by M/s Saemwoo Chemical Mfg. Corporation , Plot No. 163, Pashamyfaram, Medak Distt. (AP) and M/s Kind Elong India, Plot No. 127, Choutupal, Nalgonda, (AP)



	
	RC deliberated the Agenda and decided that being administrative matter, action may be taken as per Law by the Sectt. of CIB&RC.

	3.6
	Import of the sample quantity of pesticide for test and trial purpose.

	
	RC deliberated the Agenda and decided that following additional documents may also be submitted by the applicant alongwith the application for Import Permit for Test  & Trial purposes in addition to information on toxicity, bio-efficacy and justification for quantity:-
1. Technical Bulleting from the inventor/manufacturer.

2. Authenticated copy of the Registration Certificate for manufacture of particular molecule/pesticide in that country, issued from the Registration Authority.

3. Authorization for supplier in case the sample quantity is not supplied by the manufacturer.

4. For coded & non-registered pesticides authentic document from the inventor. 

This decision will be applicable with immediate effect after posting of Minutes on website. 

	4.0
	Export Cases  

	4.1
	List under section 9(3) Export of applications 

	
	Approved as per Annexure-4.1.1 subject to submission of valid Chemexil Certificate in respect of cases at S. No. 7, 17, 18, 20, 22 and 24 and Annexure-4.1.2 of Agenda.

	4.2
	Consideration of an application of N/s Hikal Ltd, Mumbai grant of registration for indigenous manufacture of Amitrole Technical under section 9(3) for Export only.

	
	Approved.

	4.3
	Consideration of an application of M/s Astec Life Science Ltd., Mumbai for grant of registration for indigenous manufacture of Bromuconazole Technical under section 9(3) for Export only.

	
	Approved.

	5.0
	9(3B) Cases


	5.1
	Consideration of application of M/s Joint Director Agriculture (Plant Pathology), State Bio-Fertilizer Quality Control Laboratory, Durgapura, Jaikpur  for 3rd extension  of validity period  of provisional certificate of  registration of Trichoderma viride 1% WP for for one year with commercialization under section 9(3B).

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.2
	Consideration of application of M/s. Deputy Director (Plant Protection), Commissionerate of Agriculture, Pune   for 1st  extension  of validity period  of provisional certificate of  registration of Trichoderma viride 1% WP for  one year with commercialization under section 9(3B).

	
	Extension approved for a period of one year with commercialization on the same conditions. 

	5.3
	Consideration of application of M/s. Deputy Director (Plant Protection), Commissionerate of Agriculture, Pune   for 1st  extension  of validity period  of provisional certificate of  registration of Pseudomonas fluorescens 0.5% WP for for one year with commercialization under section 9(3B).

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.4
	Consideration of application of M/s Multiplex Bio-tech Pvt. Ltd., Bangalore for 1st extension of provisional registration of Trichoderma harzanium 1.0% WP u/s 9(3B) for controlling Root Knot nematodes in different crops and wilt in Okra & Bananas.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.5
	Consideration of application of M/s Kan biosys Pvt. Ltd., Pune for 3rd extension of provisional registration of Beauveria bassiana 1.15% WP u/s 9(3B) for controlling Rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.6
	Consideration of application of M/s Super Pesticides & Agro (I), Pvt. Ltd, Calcutta, for 2nd extension of provisional registration of Beauveria Bassiana 1.15% WP u/s 9(3B) for controlling of rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.7
	Consideration of application of M/s Ramel Industries Ltd, Kolkata, for 1st extension of provisional  registration of Beauveria bassiana 1.15% WP u/s 9(3B) for controlling of rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.8
	Consideration of application of M/s Ruchi, Biochemicals, Mumbai for 2nd extension of provisional  registration of Beauveria bassiana 1.15% WP u/s 9(3B) for controlling of rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.9
	Consideration of application of M/s SAI Agrotech, Yavatmal (MS) for 3rd extension of provisional registration of Beauveria bassiana 1.15% WP u/s 9(3B) for controlling Rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.10
	Consideration of application of M/s OM Agro Organics, Yavatmal for 3rd extension of provisional registration of Beauveria bassiana 1.15% u/s 9(3B) for controlling Rice folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.11
	Consideration of application of M/s Gujarat Eco Microbial Tech. Pvt. Ltd, Vadodara, for 1st extension of provisional registration of Paecilomyces lilacinus 1.0% WP u/s 9(3B) for controlling Root knot nematodes in different crops.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.12
	Consideration of application of M/s Microplex Biotech & Agrochem Pvt. Ltd., Wardha (MS) for 2nd extension of provisional registration of Bacillus thuringiensis Var Kurstaki 0.5% WP u/s 9(3B) for controlling of Castor Semilooper of Castor crop.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.13
	Consideration of application of M/s Kan biosys Pvt.Ltd, Pune for 3rd extension of provisional registration of Verticillium lecanii 1.15% WP u/s 9(3B) for controlling mealy bug & scale insect on Citrus.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.14
	Consideration of application of M/s Ruchi Bio-chemicals, Mumbai for 2nd extension of provisional registration of Verticillum lecanii 1.15% WP u/s 9(3B) for controlling mealy bug & scales insect on Citrus.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.15
	Consideration of application of M/s Kan Biosys Pvt Ltd, Pune for 3rd extension of provisional registration of Pseudomonas fluorescens 0.5% WP u/s 9(3B) for one year with commercialization.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.16
	Consideration of application of M/s Maa Bhagwati Bio Tech & Chemical, Wardha (MS) for 3rd extension of provisional registration of Pseudomonas fluorescens 0.5% WP u/s 9(3B) for one year with commercialization.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.17
	Consideration of application of M/s Maa Bhagwati Bio Tech & Chemical, Wardha (MS) for 3rd extension of provisional registration of Trichoderma viride 1% WP u/s 9(3B) for one year with commercialization.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.18
	Consideration of application of M/s International biotech Products, Ratlam (M.P.) for Ist extension of provisional registration of Trichoderma viride 1% WP u/s 9(3B) for one year with commercialization.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.19
	Consideration of application of M/s Bio-Agro Ferticons, Pune for 2nd extension of provisional registration of Verticillium lecanii 1.15% WP u/s 9(3B) for controlling mealy bug & scales insect on Citrus.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.20
	Consideration of application of M/s Om Agro Organic, Yavatmal for 3rd extension of provisional registration of Verticillium lecanii 1.15% WP u/s 9(3B) for controlling mealy bug & scales insect on Citrus.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.21
	Consideration of application of M/s Liebigs Agro Chem Pvdt. Ltd., Kolkata for 1st extension of provisional registration of Paecilomyces lilacinus 1.0% WP u/s 9(3B) for controlling Root-knot nematodes in different crops.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.22
	Consideration of application of M/s Balaji Crop Care Pvt. Ltd., Ranga Reddy (A.P.) for 3rd extension of provisional registration of Paecilomyces lilacinus 1.0% WP u/s 9(3B) for controlling Root knot nematodes in different crops.

	
	Extension approved for a period of one year with commercialization on the same conditions. As this is the third extension, no further extension shall be considered.

	5.23
	Consideration of application of M/s Bio-Agro Ferticons, Pune for 2nd extension of provisional registration of Beauveria bassiana 1.15% WP u/s 9(3B) for controlling Rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.24
	Consideration of application of M/s Liebigs Agro Chem Pvdt. Ltd., Kolkata for 1st extension of provisional registration of Beauveria bassiana 1.15% WP u/s 9(3B) for controlling Rice leaf folder in rice crop.

	
	Extension approved for a period of one year with commercialization on the same conditions.

	5.25
	Consideration of application of M/s Krishi bio Product & Research Pvt. Ltd., Indore for grant of registration for indigenous manufacture of Bacillus thuringiensis var. kurstaki 0.5% WP u/s 9(3B).

	
	Approved for a period of two years with commercialization. 

	5.26
	Consideration of application of M/s Prabhat Fertilizers and Chemicals, Karnal for grant of registration for indigenous manufacture of Trichoderma viride 1.0% WP u/s 9(3B).

	
	Approved for a period of two years with commercialization.

	5.27
	Consideration of application  of M/s Gujarat Chemicals & Fertilizers Trading Company, Baroda for grant of registration for indigenous manufacture of Bacillus thuringiensis var kurstaki 0.5% WP u/s 9(3B).

	
	Approved for a period of two years with commercialization.

	6.0
	9(3) CASES

	6.1
	Consideration of an application of M/s E.I.DuPont India Pvt. Limited, Gurgaon for grant of registration for import of Azimsulfuron 50% DF, without registering its Technical under section 9(3).

Deferred case – 328th RC  meeting 

	
	Approved. 

	6.2
	Consideration of application of M/s Makhteshim Agan India Pvt. Ltd, Hyderabad for grant of registration of Imazethapyr Technical for Import u/s 9(3) of the Insecticides Act, 1968.

Deferred case - 328th RC meeting.

	
	The committee deliberated the agenda in detail and decided that the replies in response to queries raised in the 328th RC meeting may be revisited by a team of experts comprising of Dr. R.M. Shukla, JD(Ent.) and Dr. Bhaskar Tripathy, JD(WS) and be put up on file to Chairman (Registration Committee) for approval.   

	6.3
	Consideration of application of M/s Sumitomo Chemicals Pvt. Ltd., Mumbai for grant of registration of technical import of Metofluthrin Technical along with indigenous  manufacture of Metofluthrin 5% EC, Metofluthrin 0.005% Mos. Coil under section 9(3).   

	
	The Agenda was deliberated in detail, in view of the communication dated 19.3.2012 from ICMR and opinion of Special Invitee from ICMR, the committee decided that the applicant be asked to get the safety studies i.e. inhalation studies carried out at IIBAT, Padappai (Tamil Nadu) done at some other independent institution with expertise in inhalation toxicity like ICMR institute at NIN, Hyderabad. 

	7.0
	9(4) CASES 

	7.1
	List of application for registration under section 9(4)

	
	The Committee deliberated the Agenda in detail and approved the applications which are complete and for which MRLs have been fixed, partially fixed or not required (Reference: page number 207 Annexure-7.1.1of the Agenda). 



	8.0
	ENDORSEMENT CASES  

	8.1
	Consideration of request of M/s Godrej Consumer Products, Mumbai for the endorsement of alternate packaging of d-trans Allethrin Mosquito coil in pre printed laminated pouches replacing the secondary carton in already approved packaging system.



	
	Approved.

	8.2
	Consideration of request of M/s Godrej Consumer Products, Mumbai for the endorsement of alternate packaging of Prallethrin 0.04% Mosquito coil in pre printed laminated pouches replacing the secondary carton in already approved packaging system.



	
	Approved. 

	8.3
	Consideration of request of M/s E.I.Dupont India Pvt. Ltd., Gurgaon for expansion of bioefficacy claim of Chlorantraniliprole 18.5% SC on Bental Gram, Black Gram, Bittergourd and Okra u/s 9(3) of the Insecticides Act, 1968.



	
	Approved subject to fixation of MRL. 

	8.4
	Consideration of request of M/s Sumitomo Chemical India Pvt. Ltd., Mumbai for expansion of bio-efficacy claim of Clothianidin 50% WDG in Cotton and Sugarcane u/s 9(3) of the Insecticides Act, 1968.



	
	Approved subject to fixation of MRL. 

	8.5
	Consideration of request of M/s Bayer Crop Science Limited, Mumbai for expansion of bio-efficacy claim of Spiromesifen 22.9% SC in Tomato u/s 9(3) of the Insecticides Act, 1968.



	
	Approved subject to fixation of MRL.

	8.6
	Consideration of request of M/s Bayer CropScience Limited, Mumbai for expansion of bio-efficacy claim of Imidacloprid 48% FS in Soy bean (seed dresser) u/s 9(3) of the Insecticides Act, 1968.



	
	Approved.

	8.7
	Consideration of request of M/s Syngenta India Ltd, for expansion of bio-efficacy claim of Thiamethoxam 30% FS in Soybean (seed dresser) u/s 9(3) of the Insecticides Act, 1968.



	
	Approved.

	8.8
	Consideration of request of M/s Bayer CropScience Limited, Mumbai for expansion of bio-efficacy claim of Thiacloprid 21.7% SC w/w in Tea, Brinjal and Soybean u/s 9(3) of the Insecticides Act, 1968.



	
	Approved subject to fixation of MRL.

	8.9
	Consideration of request of M/s Syngentga India Ltgd., for expansion of bio-efficacy claim of Thiamethoxam 30% FS in Chilli (seed dresser) u/s 9(3) of the Insecticides Act, 1968.



	
	Approved.

	8.10
	Consideration of request of M/s Syngenta India Ltd., New Delhi for expansion of bio-efficacy claim of Lambdacyhalothrin 4.9% CS in Chilli u/s 9(3) of the Insecticides Act, 1968.



	
	Approved subject to fixation of MRL.

	8.11
	Change in name of the company request from M/s Bioquest International Pvt. Ltd., Mumbai.



	
	Approved. 

	8.12
	Consideration of a request of M/s Bayer CropScience Limited, Mumbai for change in the name of source of supply due to merger.



	
	Approved.

	8.13
	Request of M/s Rallis India Limited, Bangalore for addition of name supplier alongwith the source for supply of Isoprothiolane, Buprofezin, Flubendiamide and Fenpyroxymate technical – intimation regarding withdrawal of request.



	
	Noted. 

	9.0
	MISCELLANEOUS ITEMS

	9.1
	Consideration of  request of M/s Hindustan Bio-energy Ltd., Lucknow – 226 021 for enhancement of shelf-life of Pseudomonas fluorescens 0.5% WP u/s 9(3B).

	
	Approved the shelf-life from four months to one year.

	9.2
	Consideration of request of M/s Hindustan Bio-energy Ltd, Lucknow – 226 021 for enhancement of shelf life of Trichoderma viride 1% WP u/s 9(3B).

	
	Approved the shelf-life from four months to one year. 

	9.3
	Request of M/s Insecticides (India) Ltd., New Delhi for Import of sample quantity of NC-512 30% SC for data generation.

	
	Approved a quantity of 20 litres.

	9.4
	Consideration of application for Enhancement of Shelf-life under section 9(4) of the Insecticides Act, 1968.

	
	Approved as per list at Annexure-II.    

	9.5
	Consideration of application received for grant of clarification/NOC.

	
	Approved , Affidavit for end use as per Annexure-III.

	9.6
	Import of sample quantity of XR 848 Benzyl Easter 12.58% SC w/v. 

	
	Approved a quantity of 40 Kg. 

	9.7
	A statement of RTT permit issued from 16th April to 31st May, 2012 for Ex-post facto approval of RC.  

	
	Approved. 

	9.8
	The pending files for more than 3 years under 9(3) Export category.     

	
	The Committee decided to issue a letter to all applicants giving one month notice for submission of reply for further consideration, otherwise these application(s) shall be treated as closed.

	10.0 
	 Online filing of application for registration under different categories:-          

	10.1
	Summary of disposal of cases including cases being taken up for the approval of Registration Committee

	
	The Committee deliberated the agenda in detail and approved the applications for grant of registration u/s 9(4) FIM/FI/TI, which are complete and satisfactory as per guideline from Chemistry angle for which MRL has been fixed / partially fixed/ not required (Ref. Page No. 251 to 263). 

	11.1
	Any other item with the Permission of Chair.                           

	11.1.1
	Illegal import of Fipronil Tech. by M/s GSP Crop Sciences Ltd.

	
	A communication was submitted by the Plant Protection Adviser on the above subject wherein it was mentioned that the team which investigated this case has clearly mentioned in their report that Fipronil technical was being imported in the garb of intermediate by M/s. GSP Crop Sciences Pvt. Ltd. The Secretary (CIB&RC) informed that this matter is already under consideration of Registration Committee from 324th meeting held on 21.11.2011. RC in its 327th meeting has decided that the matter may be referred to the State Government to verify the facts from the Excise Register. Accordingly, the State Government has been communicated and reply is awaited. The matter will be put up for further consideration of RC after receipt of reply from the State Government. A reminder to State Government is to be sent by Secretary (CIB&RC) for expediting the matter. 


The meeting ended with vote of thanks to the Chair. 
Annexure I 

DELAYED NEUROTOXICITY – OP COMPOUND – ACUTE EXPOSURE

1. Objective /Purpose 

The objective of this study is to obtain information on possible delayed neurotoxicity likely to arise from acute exposure. This study will provide information on certain classes of substances to cause specific types of neurotoxicity that might not be detected in other toxicity studies.

2. Principle of the test

The test substance is administered orally in a single dose to domestic hens. The animals are observed for behavioral abnormalities, ataxia and paralysis for 21 days.  Neuropathy target esterase (NTE) estimation (24-48 hrs after dosing) and histopathology of neural tissue (after 21 days) is undertaken.
3. Test animal

Young Adult domestic laying hen (Gallus gallus Domesticus) free from any viral infection and without abnormality of gait.
4. Weight / Age of animal: 

8 – 12 months/ standard size 

5. Housing & feeding 

Cages should be large enough for free mobility of hens so that gait can be observed clearly. Appropriate diet and free supply of drinking water should be given. 
6. Acclimatization 

Test animals to be acclimatized to the laboratory conditions for at least 5 days prior to the test.

7. Route of administration
 Normally  oral route using  gavage or gelatine capsules is used.

8. Number of dose

Single oral administration is given to all test animals.

9. Dose selection / dose level

The dose selected should be based on preliminary dose selection study and should be as high as possible with upper limit of 2000 mg/kg body weight. Care should be taken to prevent mortality due to acute cholinergic effects by administering atropine or any other protective drug which does not interfere with delayed neurotoxic response.
10. Preliminary dose selection study

With the objective to maximize the dose to be used in the main study, a preliminary study using an appropriate number of hens and dose levels should be conducted. Some lethality is necessary in the study to define an adequate main study dose.
11. Limit test

If no observable toxic effects are encountered at a dose level of 2000mg/kg body weight per day and the toxicity is not expected based upon data from structurally related compounds then the higher doses need not to be tested except when human exposure indicates the need for a higher dose level to be used.
12. Main Test (Number of animals, dose levels etc)

One treatment, one vehicle control group and a positive control group should be used. The treatment group and the vehicle control group should contain a sufficient number of hens so that six can be killed for biochemical determinations (three at each of two time points) and six survive the 21 day observation period and can be used for pathology.

13. Observation period 

All hens should be carefully observed several times during the first 2 days and thereafter at least once daily for a period of 21 days or until they are killed according to schedule. Observations should start immediately after treatment begins.

14. Observations and examination
Clinical: All signs of toxicity should be recorded, including the time of onset, type, severity and duration of behavioral abnormalities. Ataxia should be measured on an ordinal grading scale consisting of at least four levels, and paralysis should be noted. At least twice a week the hens selected for pathology should be taken outside the cages and subjected to a period of forced motor activity, such as ladder climbing, in order to facilitate the observation of minimal toxic effects. Any moribund hens should be removed and killed and subjected to gross necropsy.

 Body weight: All hens should be weighed just prior to administration of the test substance and at least once a week thereafter.

Biochemistry

Three hens from each treatment and vehicle control group are killed after 24 hours and three at 48 hours after the last dose. Three hens of positive control group should also be killed after 48 hrs. The brain and lumbar spinal cord prepared and assayed for NTE activity. Analyses of acetyl cholinesterase (AChE) may also be performed on these samples, if deemed appropriate.
Pathology
Gross necropsy

Gross necropsy of all animals (scheduled killed and killed when moribund) should include observation of the appearance of the brain and spinal cord.

Histopathology

Neural tissue of all survived animal which are not used for biochemical studies should be subjected for histopathology.
Sections from the following tissues should be taken for staining with appropriate myelin and axon- specific stains after fixing the tissues in situ, using perfusion techniques

· Cerebellum ( mid- longitudinal level)

· Medulla oblongata

· Spinal cord ( upper cervical segment, mid- thoracic and lumbo-sacral region

· Tibial nerve ( distal region ) and its branches to gastronemial muscle

· Sciatic nerve

15. Toxicological endpoint:

Behavioral   : Sign/symptoms of neurobehavioral toxicity

Biochemical     :   Decreased AchE and decreased NTE 

Histopathological :  Lesion in nervous system

16. Result assessment
The findings of this study should be evaluated in terms of the incidence, severity, and correlation of behavioral, biochemical and histopathological effects and any other observed effects in each of the treated and control groups. 

Numerical results should be evaluated by appropriate and generally acceptable statistical methods. 
DELAYED NEUROTOXICITY – OP COMPOUND – REPEATED ADMINISTRATION

1. Objective /Purpose 

The objective of this study is to obtain information on possible delayed neurotoxicity likely to arise from repeated exposures over a limited period of time. This study will provide information on dose response and can provide an estimate of a no-observed-adverse effect level which can be of use for establishing safety criteria for exposure. Usually the delayed neuropathic potential of repeated exposure is determined after acute tests.

2. Principle of the test

The daily dose of the test substance is administered orally to domestic hens for 28 days. The animals are observed daily for behavioral abnormalities, ataxia and paralysis for 14 days after last dose. Biochemical measurements specially (NTE) are done on randomly selected hens from each group (24-48 hrs after last dose). After 14 days observation, remainders of the hens are killed and histopathological examination of selected neural tissue is undertaken.

3. Test animal
Adult domestic laying hen (Gallus gallus Domesticus ). The animals should be healthy, free from any viral disease and any abnormalities of gait.

4. Age of animal: 

8 – 12 months

5. Number of animals:

Sufficient number of animals should be used for each dose level and for control to ensure that 6 birds be killed for biochemical estimation and six other survive the 14 day post- treatment observation period for undertaking pathology.

6. Housing and feeding:

Hens should be kept in cages large enough to permit free mobility and easy observation of their gait. If light is artificial then 12 hours light and 12 hrs dark cycle should be maintained. Appropriate diet and free supply of drinking water should be given.

7. Acclimatization 

Test animals to be acclimatized to the laboratory conditions for at least 5 days prior to the test.

8. Route & duration of administration of test substance

The test substance should be administered orally preferably by gavages or in gelatin capsules
 Daily, 7 days per week for 28 days, 
9. Dose levels:

At least three dose levels and a vehicle control group should be used.
10. Dose selection 

Dose levels should be selected taking into account the results from an acute test on delayed neurotoxicity and any other existing toxicity or kinetic data available for the test compound. The highest dose level should be chosen with the aim of inducing toxic effects, preferably delayed neurotoxicity, but not death nor obvious suffering. Thereafter, a descending sequence of dose levels should be selected with a view to demonstrate any dose-related response and no-observed adverse effects at the lowest dose level. 

11. Limit test 

If no observable toxic effects are encountered at a dose level of 1000mg/kg body weight per day and the toxicity is not expected based upon data from structurally related compounds then the higher doses need not to be tested except when human exposure indicates the need for a higher dose level to be used.
12. Observation period 

All hens should be carefully observed at least once daily on each of the 28 days of treatment, and for 14 days after dosing or until scheduled kill. Observations should start immediately after treatment begins.

13. Observations and examination

Observations should include, but not be limited to behavioral abnormalities. Ataxia should be measured on an ordinal grading scale consisting of at least four levels, and paralysis should be noted. At least twice a week the hens should be taken outside the cages and subjected to a period of forced motor activity, such as ladder climbing, in order to facilitate the observation of minimal toxic effects. Any moribund hens should be removed and killed and subjected to gross necropsy. All signs of toxicity - their onset, type, severity and duration should be recorded.

Body weight:  All hens should be weighed just prior to administration of the test substance and at least once a week thereafter.

Biochemistry

Three birds of the control and each treatment group are killed after 24 hours and three at 48 hours after the last dose. The brain and lumbar spinal cord prepared and assayed for NTE activity. Analyses of acetyl cholinesterase (AChE) may also be performed on these samples, if deemed appropriate.

Pathology

Gross necropsy

Gross necropsy of all animals (scheduled killed and killed when moribund) should include observation of the appearance of the brain and spinal cord.

Histopathology

Neural tissue of all surviving animals not used for biochemical study be fixed in situ using perfusion technique and sections be taken for histopathology examination for Brain (cerebellum, medulla oblongata), spinal cords (upper cervical, mid- thoracic and lumbo-sacral regions) and peripheral nerves (distal region of tibial nerve and its branches to gastro-nemial muscle, sciatic nerve) of high dose and control group animals. If high dose group shows some evidence of toxicity then hen of intermediate and low dose group should also be examined.

14. Result assessment

The findings of this study should be evaluated in terms of the incidence, severity, and correlation of behavioral, biochemical and histopathological effects and any other observed effects in each of the treated and control groups. 

Numerical results should be evaluated by appropriate and generally acceptable statistical methods. 

NEUROTOXICITY – RODENT

1. Objective /Purpose 

The objective of this study is to obtain information whether the nervous system is permanently or reversibly affected by the chemical tested and to characterize the nervous system alterations associated with exposure to the chemical, and to understand the underlying mechanism. This study will provide information on dose-and time-response relationship in order to estimate a no-observed adverse effect level (which can be used to establish safety criteria for the chemical).
2. Principle of the test

The test chemical is administered by oral route across a range of doses to several groups of rats for a period of 90 days. The animals are tested for determination of behavioral and/or neurological abnormalities. At the end of the test, subsets of animal of each sex from each group are perfused in situ and section of brain, spinal cord, and peripheral nerves are prepared and examined.
3. Test animal

Rat is preferred rodent species. Young adult healthy animal should be used in the study. The females should be nulliparous and non- pregnant.
4. Age & weight of animal: 

Young adult between 6 to 9 weeks. The weight variation should not exceed ± 20% of mean weight of each sex.
5. Housing and feeding:

The temperature in animal room should be 22±3° C and RH 50-60 % and should not exceed < 30% or > 70% at anytime. Lighting should be artificial with 12 hrs light and 12 hrs dark cycle. Animal should be provided with conventional laboratory diet and water ad- libitum.
6. Acclimatization 

Test animals to be acclimatized to the laboratory conditions for at least 5 days prior to the test
7. Route of administration 

Usually oral, mixed in the diet or through gavage or in capsule.

8. Number of animal per dose level

At least 20 animals ( 10 males and 10 females) should be used for each dose level and control. (Please see note also).
9. Dose selection & dose levels 

Dose levels should be select by taking into account any previously observed toxicity and kinetic data available for the test compound or related materials. The highest dose level should be chosen with the aim of inducing neurotoxic effects or clear systemic toxic effects. Thereafter, a descending sequence of dose levels should be selected with a view to demonstrating any dose-related response and a no-observed-adverse effect (NOAEL) at the lowest dose level. At least three dose levels and a control group should be used. While deciding the dose selection, if no suitable data exist then a range- finding study may be preformed.
10. Limit test

If a study at a dose level of 1000mg/kg body weight per day using the procedures described, produces no observable neurotoxic effects and if toxicity would not be expected based upon data from structurally related compounds, then a full study using three doses level may not be considered necessary.

11. Main Test (Number of animals, dose levels etc)

The test substance is administered daily for a period of 90 days. When the study is conducted as a separate study, at least 20 animals (10 females and 10 males) should be used in each dose and control group for the evaluation of detailed clinical and functional observations. At least five males and five females, selected from these 10 males and 10 females, should be perfused in situ and used for detailed neuro-histopathology at the end of the study. When the study is conducted in combination with a repeated dose toxicity study, adequate numbers of animals (at least 15 males and 15 females ) should be used to meet the objectives of both studies.

At least three dose groups and a control group should generally be used.
12. Observation period 

In repeated dose studies, the observation period should cover the dosage period. For animals in satellite groups which are kept without exposure during a post-treatment period, observations should cover this period as well. Table indicates the frequency of observations for various parameters.
13. Observations and examination

	Type of observations          
	Study duration ( 90 days) 

	  In all animals
	General health condition
	Daily 

	
	Mortality/ morbidity 
	Twice daily

	In animal selected for functional observations
	Detailed clinical observations
	· Prior to first exposure

· Once during the first or second week of exposure

· Monthly, thereafter

· Detailed observation in satellite recovery group at the end of the recovery period.

	
	Functional tests
	· Prior to first exposure

· Once during the first or second week of exposure

· Monthly, thereafter




Clinical observations: Clinical observations should include but not limited to changes in skin, fur, eyes, mucus membranes, occurrence of secretions and excretions and autonomic activity. Further, any unusual responses to body positions, activity level, co-ordination of movement, changes in gait, posture, reactivity to handling, placing or other environmental stimuli, clonic or tonic movement, tremors, convulsions, stereotypies or bizarre behaviour or aggression should be recorded.

Functional tests:

Functional tests should include sensory reactivity to stimuli of different modalities [e.g., auditory, visual and proprioceptive stimuli], assessment of limb grip strength and assessment of motor activity.
Body weight and food/water consumption
For studies up to 90 days duration, all animals should be weighed at least once a week and measurements should be made of food consumption (water consumption, when the test substance is administered by that medium) at least weekly. 
Ophthalmology

Ophthalmological examination, using an ophthalmoscope or an equivalent suitable instrument, should be made prior to the administration of the test substance and at 13 weeks of the study, preferably on all animals but at least in animals of high dose and control groups.
Hematology and clinical biochemistry

When the neurotoxicity study is carried out in combination with a repeated dose systemic toxicity study, hematological examinations and clinical biochemistry determinations should be carried out as set out in the respective guideline of the systemic toxicity study.

Histopathology

Tissues from at least 5 animals/sex/group should be fixed in situ, using generally recognized perfusion and fixation techniques. The neuropathological examination should be performed in high dose group and the control group. If neuropathological alterations are observed in the high dose group, samples from each of the potentially affected tissues from the intermediate and low dose groups should then be coded and examined sequentially. Representative sections of central and peripheral nervous system should be examined. Normally it include the forebrain, the centre of cerebrum, a section through hippocampus, the midbrain, the cerebellum, the pons ,the medulla oblongata, the eye with optic nerve and retina, the spinal cord at cervical and lumber swellings, dorsal root ganglia, dorsal and ventral root fibres, the proximal sciatic nerve, the proximal tibial nerve and tibial nerve calf muscle branches. The spinal cord and peripheral nerve sections should include both cross or transverse and longitudinal sections.

14. Result assessment

The findings of the study should be evaluated in terms of the incidence, severity and correlation of neurobehavioural and neuropathological effects and any other adverse effects observed. The numerical results should be evaluated by an appropriate and generally acceptable statistical method.
Note: This test protocol can be combined with existing protocol/ test guidelines for repeated dose toxicity studies or be carried out as a separate study. When it is combined with test guidelines for repeated dose toxicity study, attention should be paid to include sufficient number of animals in the study so as to satisfy the requirements of the observations of both studies.

Annexure-II

Decision of RC on the application for Enhancement of Shelf-life under section 9(4) of the Insecticides Act, 1968  
	S.

No.
	File No.
	Name of the applicant 
	Name of the Product 
	Registration No.
	Shelf-life claimed for enhancement

	1
	23-28/2012-CIR-I
	M/s Shreeji Pesticides P.Ltd., Block 69/P, Village Manjusar-391775 Tal-savli, Dist. Varodara
	Monocrotophos 36% SL
	CIR-7652/88/ Monocrotophos/(SL)-464
	From one year to one and half year.

	2
	23-40/2010-CIR-I
	M/s Meghmani Organics Ltd., Ahmedabad, Plot No. 184 (Phase-II), G.I.D.C. Industrial Estate, Vatva, Ahmedabad-382445
	Phorate 10% CG
	CIR-60,768/2008-Phorate(CG)(292)-1060 Monocrotophos/(SL)-464
	From one year to one and half year.

	3
	23-18/2012-CIR-I
	M/s Nagarjuna Agrichem Ltd.,  Plot No. 12-A, ‘C’ Block, Lakshmi Towers, Nagarjuna Hills, Punjagutta, Hyderabad – 500 082 (A.P.)
	Carbendazim 12% + Mancozeb 63% WP
	CIR-42,890/2003-Carbendazim+Mancozeb (WP)(227)-917
	From one year to two years

	4
	23-20/2012-CIR-I
	M/s Hindustan Pulverising Mills, 209-210, Azadpur Commercial Complex, Azadpur, Delhi – 110 033
	Mancozeb 75% WP
	CIR-2387/84/Mancozeb(WP)-39
	From one year to two years

	5
	23-16/2012-CIR-I
	M/s Nagarjuna Agrichem Ltd.,  Plot No. 12-A, ‘C’ Block, Lakshmi Towers, Nagarjuna Hills, Punjagutta, Hyderabad – 500 082 (A.P.)
	Triazophos 40% EC
	CIR-45,079/2003-Triazophos(EC)(235)-413
	From one year to two years

	6
	23-1/2012-CIR-I
	M/s Sree Ramcides Chemicals Pvt. Ltd., Aishwarya Complex, I, II & III Floor, 7, Duraisamy Road, T.Nagar, Chennai- 600 017
	Triazophos 40% EC  
	CIR-36719/2001-Triazophos(EC)194
	From one year to two years

	7
	23-31/2012-CIR-I
	M/s Biostadt India Ltd.,  Poonam Chambers ‘A’ Wing, 6th Floor, Dr. A.B. Road, Worli, Mumbai – 400 018
	Fipronil 5% SC
	CIR-60,226/2008-Fipronil (SC)-218
	From one year to two years  

	8
	23-32/2012-CIR-I
	M/s Sujanil Chemo Industries, ‘Anil’, 10, Tapodham Society, Mukundnagar, Lane No. 2, Pune-411 037
	Metalaxyl 8% + Mancozeb 64% WP
	CIR-43,300/2002-Metalaxyl+Mancozeb (WP)(230)-240
	From one year to two years

	9
	23-29/2012-CIR-I
	M/s Sree Ramcides Chemicals Pvt. Ltd., Aishwarya Complex, I, II & III Floor, 7, Duraisamy Road, T.Nagar, Chennai- 600 017
	Carbendazim 12% + Mancozeb 63% WP
	CIR-33801/2000-Carbendazim+Mancozeb (WP)-682
	From one year to two years

	10
	23-27/2012-CIR-I
	M/s Sree Ramcides Chemicals Pvt. Ltd., Aishwarya Complex, I, II & III Floor, 7, Duraisamy Road, T.Nagar, Chennai- 600 017  


	Fipronil 0.3% Gr.
	CIR-60385/2008-Fipronil(GR)(291)-226
	From one year to two years

	11
	23-33/2012-CIR-I
	M/s Makhteshim-Agan India Pvt. Ltd., A- Block, 5th floor, Q City, Nanakramguda Village, Gachibowli, Hyderbad – 500 032 (A.P.)  


	Metribuzin 70% WP 
	CIR-38,389(219)/2002-Metribuzin (WP) - 90
	From one year to two years

	12
	23-34/2012-CIR-I
	M/s  Sree Ramcides Chemicals Pvt. Ltd.,  Aishwarya complex, I, II, III Floor, 7, duraisamy  Road, T. Nagar, Chennai – 600 017 
	Mancozeb 75% WP
	CIR-29,836/98/Mancozeb (WP) – 657   
	From one year to two years

	13
	23-2/2012-CIR-I
	M/s Rallis India Ltd., II Floor, III Block, KSCMF Ltd., Building, #8, Cunningham Road, Banglore – 560 052
	Mancozeb 75% WP 
	CIR- 9469 / 89 / MANCOZEB  (WP) – 259  
	From one year to two years

	14
	23-55/2009-CIR-I
	M/s Gujarat Starate Co-operative Marketing Federation Ltd., Sahakar Bhavan, Relief road, Ahmedabad – 380 001 Gujarat (India)
	Monocrotophos 36% SL
	CIR-1352/83/Monocrotophos (WSC) - 75
	From one year to one and half  years

	15
	23-21/2012-CIR-I
	M/s  Nagarjuna Agrichem Ltd., Plot No. 12A ‘C’ Block, Lakshmi towers, Nagarjuna Hills, Punjagutta, Hyderabad – 500 082 (A.P.) 
	Mancozeb 64% + Metalaxyl 8% WP
	CIR- 42,891/2003 – Mancozeb + Matal;azyl (WP) (227) - 233
	From one year to two years

	16
	23-15/2012-CIR-I
	Vimal Crop Care Pvt. Ltd.,  Plot No. 98,  Limbadia, N. H. No. 8, Dist. Gandhinagar (Giujarat)
	Mancozeb 75% WP  
	CIR-6329/87/Mancozeb/ (WP) – 171   
	From one year to two years 

	17
	23-17/2012-CIR-I
	M/s  Nagarjuna Agrichem Ltd., Plot No. 12A ‘C’ Block, Lakshmi towers, Nagarjuna Hills, Punjagutta, Hyderabad – 500 082 (A.P.) 


	Mancozeb 75% WP 
	CIR- 40, 299/2002 – MNCOZEB (WP) (222) – 799      
	From one year to two years 

	18
	23-14/2011-CIR-I
	M/s Tropical Agrosystem India Pvt. Ltd., 905, Vishwadeep Tower, District Centre, Jankpuri, New Delhi – 110 058
	Carbendazim 12% + Mancozeb 63% WP
	CIR- 33,204/2000- CARBENDAZIM + MANCOZEB (WP) - 663
	From one year to two years  

	19
	23-19/2012-CIR-I
	M/s Hindustan Pulivirising Mills, 209-210, Anmupam B hawan Commercial Complex, Azadpur, Delhi – 33  
	Fipronil 0.3% GR


	CIR- 38091/(219)/2002 – Fipronil (GR) - 29
	From one year to two years   

	20
	23-26/2012-CIR-I
	M/s  Sree Ramcides Chemicals Pvt. Ltd.,  Aishwarya complex, I, II, III Floor, 7, duraisamy  Road, T. Nagar, Chennai – 600 017  
	Metribuzin 70% WP
	CIR-39, 421/2002 – METRIBUZIN (WP)  (222) – 103 
	From one year to two years   


Annexure III

AFFIDAVIT 
(To be furnished by the Applicant or Authorised person)

I……………………………….. S/o…………………………………. aged………………………………… resident of and Partner of ……………………………………..having registered office at ………………………………… do hereby declare and solemnly affirm as under.  

1. That I have applied for the No Objection Certificate (NOC) on the office of the Secy., CIB&RC for the product ……………………………………………. Is used………………………………………….. . 

2. That the product ……………………………………………….. is neither recommended nor use for agriculture/household/public health purpose.

3. That I undertake that in the event the above information proved to be otherwise I shall be held r responsible for the violation and consequences thereof under the relevant laws on the subject.

Deponent

VARIFICATION

I,  the above named deponent do hereby verify that what has been declared above is true to the best of my knowledge & belief and nothing has been concealed there from    
Deponent

