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mﬁm—qaﬁmma}mﬁ HgEAT TEE T, 28- 10/45 (), IR 21 e, 1945
T weivm Ry Ty i aifim daiv WL s92(%), T 13-8-2008 T R T
|
MINISTRY OF HEALTH AND FAMILY WELFARE

(Departinent of Health)
NOTIFKCATION

New Delhi, the 10th November, 2008

G.5R. T8M(E)—Whereas a draft of certain rules further tv amend the Drugs and
Cosmelics Rules, 1943 were published, as requircd by sections 12 and 33 of the Drugs and
Cosmetics Act, 1940 (23 of 1940), in the Gazette of India Extraordinary, Part I[, Section 3
Sub-section(i) dated the 13" Ociober,2006, under the notification of the Government of India
in the Minisoy of Health and Family Welfare (Department of Health), Number G.S.R.
634(E), dated the 13™ October,2006 inviting objections and suggestions from all persons

. likely 10 be affected thereby, before the expiry of a period of forty-five days from the date on

which copies of the Official Gazette containing the said notification were made available to
the public;

. And whereas copies of the said Gazette were made available to the public
on 137 October, 2006;

And whereas, objections and suggestions received from the public on the said draft
rules have been considered by the Central Government;
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. Now, therefore, in exercise of the powers conferred by sections 12 and 33 of the said
Act, the Ceniral Government, after consultation with the Drugs Technical Advisory Boacd,
hereby makes the following rules further to amend the Drugs and Comnetics Rules,1945,

-tmmely:-
1. (1) These rlos may be called the Drugs and Cosmetics {Third Amcndmau) Rules, 2008,

{2) They shall come into force on the 1: day of November, 2010.
2. [n the Drugs and Cosmetios Rn]es, 1945, (hereinafier refemred to a5 the said roles)-

(B inrule74, mc]ause(u) aﬂzrﬂlcwords.“mqumneutsof'tlnfollmngdullbe
inserted, namely: -

“Goodl.nbamryhacumaslmddownm Schoduieb—laml" ‘

(i) Incule78, iuclmu(p),aﬁerﬂwwnrds,“mquimmemsoi" the following shall be
inserted, namely:-

: “Goodl.nbormyﬁmla:lniddw'uiu&heduleblw”'

(i)  in rule 150 E, in clause (a), aﬂer the words “Rule 150 C”, the following shall be
. inserted, namely:-

-“and Schedule L-I™. ‘
3. Inthe said rules, after Schedule L, the following Schedile shall bc msemd, namely -

“SCHEDULE L-1
{ses rules 74, 78 and 150 E)
Good Laborstory Practices and Requirements of Premises au<d Equipmenats

1. General Requirements:-

“(a) The laboratory or the organisation of which it is a part must be an entity that is legally
authorised to function and can be held legally responsible.

(®) R is the responsibility of the management to ensure that the lsboratory cary out its
testing, catibration, validation, and all other technical activities in such a my as to
meet Good Laboratory Practices (GLP) requirements.

{¢) Laboratory management shall have a qualified individual to be knuwn as quality
manager ar technical manager for certying out all wchnical activities and for the

- implementation of decumented quality system and shall report ¢0 the tp management

. directly.

(d) The quality manager shall prepa:re a schedule for technical audit of the laboratory for
GLP compliance by an expert or experts appointed by the top-management other than
the in-charge of the laboratory and shall ensures the maintenance of documented

quality system a3 per guality, manual
2, Premises:-

(8) (i) the laboratories shall be designed, constructed and maintained so as 1 prevent entry of
insects and rodents besides cross contamination;
(i) interior surface (walls, floor, and ceilings) shall be smooth and free from cracks, and
pemnit eavy cleaning and disinfection;
(tii) adequate provision is made not onty for space and equipment for can-ymg out
necessary test but also for utilities like water, power and gas;
(iv) air ventilation system sha!l ensure dust free envirotment.
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(b) The laboratories shal  be provided with adequate lighting and vensilation and if necessary,

air- conditioning to maintain’ satisfactory temperajwre and relative humidity that will not

" adversely affect the testing and storage of drugs or the accuracy of the fnnctmmng of the

laboratary equipments or instruments,

(c) The drainage system facilities shall be such as to facilitate proper maintenance and
prevent water logging in the laboratory,

(d) Tabletops shall be constructed with acid, alkali and solvent resistant material and shell be
smooth and free from crevices as far as possible.-

(e) All bio-medical laboratory waste shall be destroyed as per the provisions of the Bio-
Medical waste (Management and Handling) Rules, 1996,

() Adequate space with proper storage conditions in the laboratory shall be provided for
keeping refartnpe and working standards and be maintained by the quality control
depactment. Standard Operating Procedure (SOP) for the maintenance of reference standards
and evaluation of Working and Secondery standards shall be prepared by the laboratory.

(g) The air circulation is maintained in the area where sterility test is carried out as per
Schedule *M’.

(h) Bic-burden shall be routinely maintained in the aumrolled and uncontrolled arca, (e.g air
locks)

(i) Animal House:-

(i) Animal House shall have the aporoval of the Committee for the Purpose of Control
and Supervision on Experiments on Animals (CPCSEA).

(i) Designed in such a way that there is an arrangement to quarantine the new animals
procured or purchased nnd have a provision for clean corridor and dirty corridor,

(iii)in case of a discased animal proper diagnosis shall be done and proper record of
treatment shall be maintained.

(iv) Different types of animals shall be housed separately with proper identification.

(v) A Standard Operating Procedure shall be prepared for breeding and cave of animals,
maintenance, cleaning or sanitation with suitable schedule for cleaning of anirmnal
cages, racks, floor amd other equipments.

(vi)The enimal house shall have proper air-conditioning (temperature and humidity)
with proper Jighting and be manitored regularly and documented penodlcally

30 Pm‘.-

{2) Staff in the lahoratory shall possess necessary qualification, proper training and shall have
adequate, cxperience for the asslgned duties.

(b) A training record of all the personnel shall be maintained.

(¢) Head of the laboratory wust be of high professional standing with experience in drug
analysis and laboratory management who is responsible for: .




(i) ensuring the control and maintenance of documents including the quality s}'stem as
per the requirements of regulatory authorities which involves all raw data, SOPs,
documentation exhibits, protocols, training charts, eic;

(if) planning and organising the audit of the quality system and initiation as well as
follow up action of the corrective actions, if any; ,

(i) investigation of technical complaints;

(iv) taking final responsibilities for recommending any regulnlon' action m the event of
noncompliance of tested samples, ,
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4, quipmenm:-

{a) The laboratory shall be furmished with all types of equipments as may be necessary for
carrymg out the different activities within the: laboratory.

(b) The analytical instruments shall be housed in dust-tree environmemt and whenever
required, conditions of temperature and humidity shall be maintained and periodic checks on
temperature and humidity be made and recorded.

(c) The instraments, instrument bench and surrounding areas shalk be kept clean and tidy at
all times,

L

(d) Instruments requiring calibration shall be calibrated at regular intervals and records of
such calibration or maintenance be maintained and there shall be written insgructions in the
foim of Standard Op:ra:mg Procedures for the opermon, maintcnance and calibration of

instruments,
(¢) Equipment mords shall be maintsined and such records shall contain the following:-

+ (i) mame of equipment or machine or apparatus; .
. (ii) manufscturer’s narmme, mode] number and type of identification;

(iiii) serial number; - ;
(iv) date on which oquipment was received in laburm:y,
(v) current Jocation;
(vi) condition when reccived {e.g, new, used, re-conditioned);
(vii) copy of the menufacturer’s operating Ingtructions;
(viif) frequency of calibration;
(ix) frequency of maimenance;,
(x) log Book { day to day entry including status of the equipment)
(xi) staff responsible for monitoring the calibration-and mamlerm status of the
equipment; _
(xif) calibrating records; -
{xiii} list of authorised users or operators, if any;
(xiv) history of any damage, malfunction, modification or upgradation, repmr and
calibeation;
(xv) list ofspares and awwwm, iFany.

m A progmss register for non-functional equipments and action for pmcumnmt of sparcs
and ancessones. monitoring thereof, shall be mairtained.

,
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(g) A Standacd Operating Procedure for preventive maimenance of machine of equipasent or
apporatus shall be prepared by the laboratory, -

{h) Other equipments such as burettes, pipettes, volumemic flasks, weight boxes, -

themometers, etc., shall be thoroughly checked for accuracy of calibration before anceptance
for use,

(i) Maintenance procedure in the form of Standard Operating Proceduges must be prepared
and regular servicing must be performed by the maintenance engineer or specialist

(j) Equipments, instrurnents giving anomalous results ot defective must be labeled as *out-of-
order’ till they are repaired and after instrunesnt is repaired it should be calibrated befors use,

(k) The maintenmance of equipments for services like electricity, gas, waﬁ:r, steam, and
compressed gas shall be handied by competens persoi,

() Autoclaves must meet the requirements described for operstions, safety and validatlon
procedures, and the validation carried out by the laboratory shall be recorded.

(m) Fume Cupboards.-

Work involving the evolution of harmful and cbnoxious vapours shall be camied out in 2
fume cupboard. The exhaust system of the fume cupboard shall be checked frequently to
ensure that it is in order. There should be a water drainage system inside the fume cophoard
and shall be checked frequently 10 ensure that there is no water logging and it is in order,

5. Chemicals and lleagents:'

(a) The storage and handling of chemicals and magénts shall be done in a manner considering
the physicochemical properties of these substances and the hazards involved in their use.

{b) All reagents and solutions in the laboratory shall be properly identified with a label.

(c) A standardisation register shall be maintained by the laborstory along with its m dm
and Standard Operating Procedure for preparation and standardisation on stock solutions,
standard solutions, volumetric solutions must be prepared for the guidance of staff.

(0) Containers of stock sofutions and of standard solutions shall bear the follawing details:-
(i) name of analytical chemist who prepared the solution;
(ii) date of preparation;
(iii) Each volumetric solution shall have “use before date” depending upon the stability
of the solution; and
(iv) standardisation records,

(e) The transfer of hazardous chemicals and regents from one contalner to another comtainer
shall be carried out with suitable equipment by taking the care of safety and no make-shif or
hazardous methods must be resorted to. ’
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6. Goed honse keeping and safety.-
(8) General and specific written down instructions for safety shall be circulated to each staff

member and the instructions be revised periodically as appropriate {e.g., poster dmplays,
audio-visual materia! and by seminars/conferences).

(b) Standard Operating Procedure for safety, house-keeping end loss prevention shall be
prepared in acoordance with the various rules, and vegulations of the Government of Indis

and include the following requirements, namely:-

(i) safety date sheets must be made available to staff before testing is carried out;

(ii) drinking, cating and smoking shall not be pevmitted in the laboratories; food for
fmman consumption shell not be kept in working or storage areas; food meant for test
arimals shall be handled by the workers under the guidance of a veterinary doctor or
qualified person. In the animal house, the facilities for collection and disposal of animal
waste or safe sanitary storage of waste before removal from testing be provided; .

(iii} staff must wear laboratory coats or other protective clothing including gloves and
face masks and eye protection wherever required;

(iv) the laboratories shall have adequate first aid kit and fire fighting equipments located
atlhenglnplaeesand:lwstaﬁ"mustbefhm:lmrandlranmdmﬂlﬂmmofﬂmﬁghung
equipment including fire extinguiskers, fire blankets and gas masks,

(v} operators camying out sterility tests shall wear sterilised garments incfuding beadgear,
face masks and shoes;

(vi) the staff must be educated in the first 2id techniques, emergency care and use of
antidotes; and

(vii) safety rules in Imndhng cylinders of compressed gases must be observed and staff
must be familiar with relevant colowr identification codes;

{c) Preiective Precautions o be taken in Laboratories:

(i) water showers ghall be installed at appropriate places in the laboratory;

(ii) rubber suction bufbs must be used on manual pipettes and siphons;

(iii) warnings, precautions, and writien instructions must be given for work with violent,
uncontroflzble or dangerous rcacnons (e.8. mixing water and acids, biological such as
infectious agents, e4c.);

(iv) appropriate facilities for the collection, storage, and disposal of wastes shall be
made available.

(v) staff must be eware of methods for safe disposa! of corosive or dangenous products -

by neutralisation or deactivation and of the need for complete disposal of mercury and
its salts,

(vi) staff must alse be gware about the safety precautions to be adopted while bandling
potassivm cyanide and cyanogen bromide.

(vii) a Standard Operating Procedure for handling, collection, disposal of chemical and
biological wastes be prepared.

7. Mabnceaance, calibratioe, and validation of equipmenty:-

(8) All equipments, instruments and other devices used in the laboratory shall use appropriate
methods and procedurcs fmalltbstsorcallbm'onsandﬂley shall be regularly calibrated and
validated. The frequenty of calibration may differ from instrument to instrument,

360 GZA008— &
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(b) The original equipment manufacturer's recommendations along with the experience of the
laboratory staff and the use of equipment per day may also be considered while fixing the
frequency of calitwation.

(c)For most of the equipments and insteuments, Standand Operating Procedures for

calibration and calibration schedule be prepared by the laboratory and a loghook shall also be

prepared by each laboratory for proper documentation of calibration results.
8. Reference materials:-

(a) Reference materials are mecessary for the testing and, or calibvation, validation or
verification of a sample or of equipment. instruments or other devioes and all such materials
shall be traceable o agency authorised by Government of India or any other laternational
body. "

() The laboeatory shall prepare working standard by comparing with the reference standards
and shall be routinely checked for their purity by selecting parameters such s identity, loss
on dtying or on water, impurity and assay, etc.

{c) Whenever, any new reference material is seceived by the laboratory, a code number shail
be assigned and this code pumber shall be quoted on the laborarory note book and analytical
wotk sheet, The working standard shall also be provided with identification code.

(d) A register pertaining to reference and working materials must be maintained by the
laberatory. The following details may be mentioned it the register:

(i) source of supply;
" {ii) code numbet of the reference materiak;
(i1i) date of receipt;
(iv) batch number or identification nuinber of the supplying agency;
(v) details like assay value, water content or any other information provided;
{vi) storage condition of the material; and
(vii) date of expiry, if any and date of manufacturing if possible

{e) All working standards shall be checked at appropriate intervals or before use to ensure
that it has not deteriorated or decomposed during storage. These observations be recorded in
a register. All the reference and working standards shall be stored at appropriate storage
condition; those requiring storage botween 2-8°C shall be stored in a refrigerator. Wherever
recothmended the material may not be allowed to be frozen.

9. Microbiological Culinres:-

(a) Standard Operating Procedure for maintenance of microbial culture and sub-culture must

e prepared by the Jaboratories,

{b) If the cuitures have become nan-viable or mutant, proper procedure shall be followed to
destroy these oultures by autoclaving underan authorised persconel for biological testing.
Preferabiy not more than five passages may be prepared.
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{¢) All activities be carried out in a aseptic area by authorised person.

(d) The laborstories shall perform standand biochemical tests on the sub-culture as given in
literature to ensure their viability. ‘

10. Quality system.-
The quality system shall be designed to ensure the following objectives: - -

- :
(a) the measurements and calibrations shall fully conform: 0 the compeadial requircnents
and the methods demonstrably based on validation protocols are followed.
&)[tmnueﬁewwmmmmmmﬂmﬂnmﬂs«ma
technicpaes or praciices comply with planned arrangements.
(¢) It helps in carly detection snd correction of non coaformifics.
(d) Remedial action on the obscrvations by internal and extemal audits are talen

appropristely end
(eIt Mhawadocmwdqualnywlmyfoﬂhmmﬂun

11. Illlnalqnlllym nudits.-

(alwmdm“dnmwmhmwofmem;udMMlih
conducted periodically with a predetermined schedule and . procedure with sppropriate
checklist, to verlfy that the operations continue to comply with the of quality
system and requirements of reguiatory authorities. Internat quality sudits shsll be carried out
by treined and qualified personne! who mindemulutofllnauﬁviww,bemdm

)mwmkhyofquﬁwmnmuﬁmwm}hdofﬁehbm»ﬁuﬂ
actvity is audited at Jeast once in a year.

(¢) Head of the Iaboratory will be responsible for initiation of the comective sction arising
from audits and verification of corrective action.

(d) Whenever any non-compliance or any diversion is noticed by the tem 4 implementing
- quality policy or quality system, protocols, the same will be attended by the Quality Manager,
The problem will be analysed and necessary actions will be takea with proper documentation.

(e)'II:tenhly Manager shall maintain all the records of the snalysis being conducted which
inchudes test system, the type of analysis, date on which analysis is done, etc and quality
Mannger shall also maintain copies of all pratocols pﬁhinlngtodm.cﬁviﬂubdu
checked by the audit eam,

lLMungementmm-Qualllysymmiewsmll beomdumdbyﬂn
management atleast once mwewtwehemmmmmwwmmmmu
cover the following:-

" (i) report or input of internal audits;
(ii) matter arising from previous reviews;
(iii) report of external audits, if any; E .
(iv) surveillance report, if any; N
(v) result of proficiency testing; ‘

Y360 @Ijog —5
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{vi) complaints or feedback réceived from users of laboratory services,
(vii) details of in-house quality control checks;

(viii) need of amendment of the quality system and documentation;.
(ix} induction training of mew staff; and

(x) any other requirements of the laboratary.

13. Standard Operating Procedures:-

{a) Standard Operating Procedures are written procedures for Jifferent activities being
condycted in a laboratory and shall include the following characteristics:

(i} they shall be written in a chronolagical order listing different sieps leading to an
analysis of drugs or calibration of an instrument;

(i) testing laboratarics shall have Standerd Operative Procedure manuals and have its
periodic review;

{iii) it shall be user friendly documents and shall include designation of the person
responsible for intended activity. ‘

{b) Standard Operating Pracedures in addition to those recommended under various actlvities
shall also be prepared to the minimum in respect of the following:

(i) sample handling and accountability;

(i7) receipt identification, storage, mixing and method sampling of the test and control
aricles; '

(iii) vecord Keeping, repotting, storage and retneval of data;

(iv) coding of different studies, handling of daia including use of cemputerized data
system ; .

{v) operation of technical audit personmel in performing and reposting audits,
inspections and final eeport reviews;

(vi) routine inspection of cleaning, maintenance, testing, calibration and
standardisation of instruments;

{vii) actiom to be taken in respect of equipment failure;

(viii) analytical data methods;

{ix) the raw data;

(x) data handiing and storage retrieval;

(xi) health and safety protection;

(xii) animal room preparations;

(xiii) anims] care;

{xiv) storage and maintenance of microbial cultures;

(xv) maintenance of sterility room (i.¢. constant maintesance and monitoring of
Aseptic condition of sterility room); :
{xvi) use and storage of reference standards

(xvii) procurement of stores and equipment;

(xviil) monjioring of testing of samples;

(xix} method of retention of unexpended samples, thelr location, maintenance and
disposal;

(xx) decument controk;

(xxi) redressal of technical complaints;

(xxii) housing-keeping;

(xxiii) corrective and preventive action;
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(xxiv) working pracedure (test methods);
{xxv) calibration Manual; and
(xxvi} training manual.

14. Protocols and specifications archive.-

(a) Every .iaboratory shall have a specification apchive and curent versions of all
necessary specifications shall be kept as per the requirements of the Act and the rules
made thercunder and the National Fharmacopoeia {Indian Pharmacopoeia).

(b) All updates and corrections must be noted in the master volumes of Phamacopoeias

: to prevem the use of obsolete scclions: supplement and addendum shall also be made
available in the laboratory.

(c) The specification archiive shall contain the following: -

() . list of ail the phanmacopoeias;

(ii) a file on patent and proprietary medicines {(non-phannacopocial) test methods to
specifications prepared and velidated by the manufacturer or by the lahoratory
itself. The test methods shall be submitted t0 the concemed Drug Control
Authority. The walidated test methods developed by the manufacturer or the
laboratory shall stand to the requirements of compendial parameters in regard to

~ its precision, accuracy, reproducibility, specificity, linearity, and ruggedness etc.
15. Raw data:-
(l]kawdlhmfemmﬂwlubwmwmkaboohurmlqumﬂs,
memerandum, Notes or extract copies thereof that may be the results of genieral
observations and other activities and such raw data shal) include band written notes,
photographs, sn&wan.dmmngs,mmrpmmspewaldmw
ohservations or rocorded data from awtomated equipmeits. The raw dats also includes
iunmdoumulptofmhnals.muhnfmwummlmmmng,aﬁuuﬂmmds
of equipments, integrator output from acalytical equipment, incloding work-sheet
weed to cead & note, information from Light Emitting Diode (LED) display of any

equipment.

(&) A singlc line shall strike through the data being changed; the comect information shali
be recorded along with the old data and the reason of change. The analyst making the
chenge shall be ideatified by his signsture with date. In case. of automaned data
collection system, the person responsible shall be identifiad st the time of data output
The original enary must be saved and the system shall have audit trail for all the data.

(¢) Data integrity and securily shall be maimained and the deta shall not be accessible to

lﬁmndmlmﬂa

(%) The residual sample shall be mmnedmpmperwmmmfwnpmodofm
- yearafier the final vepout.
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(c) All the raw data, documentation, Standard Operafive Praccdures, protocols, and final
teports are to be retained and there shall be archives for orderly storage and
expeditious retrieval of ail raw data, documentation, protocols, interim and final
report. The archive chall provide a suitable environment that will prevent
modification, dameage, or deterioration and/or loss

_(d) The condition under which the original documents are stored must ensure their

security and confidentiality.

(<) Paper documents shall not be kept for long periods under high humidity and raw data
in the form of tape and discs are to be preserved with care.

(£) In case of storage of only optical dise, the life of disc shall be longer than the storage
time.

{g) Raw data on thermal paper might fade away with time; therefore, a photocopy of the
thermal paper shall also be retalned in the archive.

(W) Time for which records are retained shall be prescribed in the documents.”

(F.No. X-11014/372006-DFQC)
DEBASISH PANDA, Jt. Secy.
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