CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

DETAILS TO BE EVALUATED TO PREPARE THE MATRIX FOR CLEANING VALIDATION AS PER CLEANING VALIDATION MASTER PLAN
OBJECTIVE 1. Toinclude the new product: . (Note: This matrix has been prepared for updating the CVMP)

Encircle the applicable sections to evaluate the need for cleaning validation.

SECTION A Toxicological evaluation new product
1 Name of API:
2 Dosage form :

Evaluation of product /or API, if it falls within highly hazardous category based on following
a. Genotoxic (Specifically mutagenic) : Yes/No

b. Reproductive and/or developmental effects at low doses (Clinical dose < 10 mg/day or dosage in animal studies < 1 mg/day): Yes/No

c. Serious target organ toxicity or other significant adverse effects at low doses (Clinical dose < 10 mg/day or dosage in animal studies < 1 mg/day ) : Yes/No
d. High pharmacological potency (Recommended daily dose of <1 mg) ): Yes/No

e. High sensitizing potential : Yes/No

Is new product highly hazardous? :Yes/No
4 a. If No, then execute as per Path A mention in Annexure | and proceed as per Section B
b. If Yes, then execute the following

4.1 New product introduced at site is a worst case product

Risk assessment based on evaluation of toxicological data collected and evaluation if product can be manufactured at site
a. Can the product be manufactured at site? Yes/No , If No, then execute as per process flow mention in Annexure |
b. Does highly hazardous require dedicated equipments? Yes/No

4.2 I. If yes, then execute as per process flow mention in Annexure |
II.  If No, then Perform additional exercise of calculation of PDE
1.0 Identify difficult to clean product contact locations
2.0 Perform calculation of MACO based on PDE

Conclusion:
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

SECTION B Evaluation of need for cleaning validation due to introduction of new product : Applicable / Not applicable If applicable , execute the following
1 Group the new product in the matrix as per section H to determine the worst case.
Whether new product is worst case for cleaning validation : Yes / No
2 Please Justify :
Whether cleaning procedure for the equipment need to be revised : Yes / No if Yes, identify the cleaning activity as per annexure |
3 Please Justify :
SECTION C Evaluation of need for cleaning validation due to change in formulation of existing product: Applicable / Not applicable If applicable , execute the following
Whether change in formulation makes the product difficult to clean : Yes / No
1 Please Justify:
Whether cleaning procedure for the equipment need to be revised : Yes / No
Please Justify:
2
SECTION D Evaluation of need for cleaning validation due to introduction of new equipment in the train : Applicable / Not applicable If applicable , execute the following
1 Group the new equipment to be used in the equipment list as per section H
Whether the cleaning procedure of the new equipment is different from the existing cleaning procedure : Yes / No
Please Justify:
2
SECTION E Evaluation of need for cleaning validation due to shift of product to another equipment train : Applicable / Not applicable If applicable , execute the following
1 Group the equipment to be used in the equipment list as per section H
Whether the product shifted is worst case product on the shifted equipment train : Yes/ No
Please Justify :
2
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

SECTION F Evaluation of need for cleaning validation due to modification of existing equipment : Applicable / Not applicable If applicable , execute the following
Whether the modification of the equipment makes it difficult to clean : Yes/ No
Please Justify :
1
SECTION G Evaluation of need for cleaning validation due to Revision of cleaning procedure : Applicable / Not applicable If applicable , execute the following
Incorporation of additional step in the procedure : Yes /No
Please Justify:
1
Deletion of step from the procedure :Yes/No
Please Justify:
2
Whether the cleaning procedure is still validated : Yes/ No
Please Justify:
3
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

SECTION H (SELECTION OF WORST CASE PRODUCT)

TOXICOLOGICAL ASSESSMENT DATA OF API

e Details of toxicological assessment Weathe_r any _Wheyher
Name of Active Pharmai:ol Strength Document Any hazard related Any hazard Details SRl Y |de?t|f|ed
ot | e ogica (ma) number for Any hazard related to Any hazard related to to Target oraan related to of PDE QgfelrlZel o r or
Category assessment Genotoxicity/ Carcinogenicity Reproductive gst org sensitizing al measures | cleaning
toxicity potential (mg/day) |  required | validation
a. Genotoxicity :
It is found not mutagenic in vivo
but positive in vitro mouse
lymphoma  assay. In  the | Not teratogenic, Pregnant rat
published literature , | received oral acetaminophen Hvpersensitive
acetaminophen has been | during organogenesis at dose | Contraindicated in the reyF:)rte d to
a) API/ reported to be clastogenic at|up to 0.85 times maximum | patient with severe ceFr)tain atient
TOXASSE 1500 mg/kg/day (3.6 times | human daily dose (4g/day) | hepatic impairment or during P
SSMENT/ MHDD) showed evidence of | severe active liver consumption  of
Paracetamol | Antipyretic 500 iﬁ%ﬁ(ﬁET b. (F:arcmogemuty. Fet.otoxmlty (reduced fetal | disease. Acetaminophen 0.0667 No No
emale rat demonstrated weight and length) and a | (Refer page 8 of 12 (Refer page 8 of mg/day
b) Module 2 equivocal incidence of dose related bone variation. of module 2 12 of m%dgule 5
Paraceta carcinogenic activity at 0.8 times | (Refer page 10 of 12 of
mol MHDD of 4 g/day. In contrast, module 2) Classified as Classified as
there was no evidence of Low Hazard Low Hazard
carcinogenic activity in male rat Classified as
or mice Low Hazard
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
Maternal toxicity No data available for
a) API/TOXA Observed at 100 mg/kg serious target organ
SSESSM a. Genotoxicity : (Refer page 16 of 18 of | toxicity but Certain
ENT/DICY | ™ No relevant da{ta available module 2) contraindication are
CLOVERI b. Carcinogenicity: Reproductive study | identified as per the | Non  sensitizing
Di . . NE/ ' o performed in rat and rabit at | precaution identified potential
icyclomine Anti 20 DICYCLO No relevant data available do i 100 ti d tion 8.2 0.1000 N N
Hydrochloride | cholinergic (Refer page 15 of 18 of module 2 seé up 1o Imes | - under section o. . mg/da ° °
y 9 MINE bag " | maximum recommended | (Refer page 11 of Classified as giday
Ver. 02) .
b) Module 2, dose reveled no evidence of | 18 of module 2 , Low Hazard
Ver. 02 impaired facility or harm to | Ver. 02)
Dicyclomi the fetous.
ne (Refer page 13 of 18 of Classified as
module 2, Ver. 02) Low Hazard
- Possible teratogenic effect
a. Genotoxicity
a) APITOXA | phenvieohrine hvdrochioride tested observed when treatment
SSESSME enylephrnne hydrochloride lested | was initiated ~during first
NT/ negative In the In. vitro bacterial trimester or latter and pre
PHENYLE | (e oot muaton oo | mature labor when treatment No data available Non-sensitizin
Phenvieohri PHRINE | S-yphimurium strains TA98, TAL00, | was initiated at the second g 0.16333
H Srgciﬁ)orrilgz Anticold 10 HYDROGCH | [ALS35 and TALS37), the in vitro | yrimester or later. The dose Classified as Classified as o Yes No
y L ORIDE chromosomal aberrations assay, the | administered were 1.9 times Cow Il—|lazard Cow Il—|lazard giday
b) Module in vitro sister chromatid exchange | the total daily human dose of
5 Ver. 01 assay, and the in vivo rat| 10 mg/day based on the body
P,hen lle hrine micronucleus as_say. Positive results surface area comparison.
yiep were reported in only one of two

replicates of the in vitro mouse

Published studies in pregnant

normotensive sheep
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details o
' ogical Any hazard related to Any hazard related to y related to organization for
Product Ingredient (mg) number for y y to Taraet oraan of PDE :
Category Genotoxicity/ Carci icit R ducti get org itizi al measures | cleaning
assessment y/ Carcinogenicity eproductive sensitizing . ~alil!
toxicity : (mg/day) | required | validation
potential
lymphoma assay. demonstrate that \Y
phenylephrine  administered
b. Carcinogenicity during the third trimester of
Several  non-neoplastic  lesions | pregnancy decreased uterine
considered related to phenylephrine | blood flow by 42%. , The
hydrochloride were observed in the | clinical significance of these
liver (both species), prostate (rats), | finding is not clear. However
and lungs (rats). There was no |the results suggest the
evidence of carcinogenicity in mice | potential for cardiovascular
administered  approximately 270 | effects on the fetus when
mg/kg/day phenylephrine is used during
Classified as pregnancy.
Low Hazard Classified as
Low Hazard
a. Genotoxicity :
It is found not mutagenic in vivo
but  positive in vitro mouse Not teratogenic, Pregnant rat
lymphoma  assay. In  the . .
. . received oral acetaminophen .
published literature , . . o : Hypersensitive
. during organogenesis at dose | Contraindicated in the
acetaminophen has been . , . : reported to
a. API/TOXA . up to 0.85 times maximum | patient with severe . .
reported to be clastogenic at : o , certain patient
SSESSME 1500 maka/da (36 times human daily dose (4g/day) | hepatic impairment or durin
NT / MHDD) gikg/iday ' showed evidence of | severe active liver consgmption of
Paracetamol | Antipyretic 500 PARACET b. Carcinogenicity: Fet_otoxmlty (reduced fetal | disease. Acetaminophen 0.0667 No No
AMOL weight and length) and a | (Refer page 8 of 12 mg/day
Female rat demonstrated o (Refer page 8 of
b. Module 2 , N dose related bone variation. of module 2
equivocal incidence of 12 of module 2
Paracetam . , L : (Refer page 10 of 12 of
carcinogenic activity at 0.8 times -
ol module 2) Classified as o
MHDD of 4 g/day. In contrast, Classified as
: Low Hazard
there was no evidence of o Low Hazard
. . R Classified as
carcinogenic activity in male rat
) Low Hazard
or mice
(Refer page 9 of 12 of module 2)
Classified as Low Hazard
a. API/TOXA |a. Genotoxicity :
SSESSME It is found negative in vitro-
NT/ Salmonella microsomal assay Non sensitizing but
CHLORPH and mouse lymphoma test. No Maternal but foetal toxicit Chlorpheniramine
ENIRAMIN | (Refer page 12 of 15 of module 2) y N Maleate tablets are
) S o target organ - X
E b. Carcinogenicity: (Refer page 12 of 15 of toxicity reported contra-indicated in
Chlorphenira . MALEATE In two year mice carcinogenity hag yrep patients who are | 0.01200
: Anticold 2 e . module 2) » No No
mine Maleate studies in rat , no evidence of Classified as hypersensitive to | mg/day
b. Modul carcinogenity was seen in either . antihistamines
Classified as Low Hazard
e?2 sex when the compound was Low Hazard
administered 5 days a week in Classified as
Chlorphenir water at dosages 30/mg/kg body Low Hazard.
amine weight.
Maleate (Refer page 10 of 15 of module 2)
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Reference Details of toxicological assessment Weather any | Whether
. Pharmacol Anv hazard technical/ | identified
Name of Active : Strength Document Anv hazard related y Details —
; ogical y organization for
Product Ingredient (mg) number for Any hazard related to Any hazard related to to Target oraan related to of PDE _
Category assessment Genotoxicity/ Carcinogenicity Reproductive get org sensitizing al measures | cleaning
toxicity : (mg/day) | required | validation
potential
Classified as
Low Hazard
a. Genotoxicity There was no evidence of Repeat dose Gliclazide should
The mutagenic potential of gliclazide | @ny change in fertilization or Histological not be used in
has been sought using five abortion rate No teratogenic | €xamination showed cases where
mutagenesis tests, No mutagenic effect observed at the dose of | a0 increase in the diabetes is
effect was seen in the qualitative 500 mg/kg/day. weight of the liver complicated by
aq . and kidneys in male acidosis, ketosis
test. Classified as animals, not or coma, or in 2.000
: d > ) ' mg/day
(Refer page 9 section 6.5 of (Refer plé;\(lav ;?tzag:ion 6.5 of | ACCOmpanied by any | patients witha | ¢ %
Gliclazide Anti diabetic 40 VC041-S082 module VC041-S082 Ver. 1) odule VC041-S082 Vér. 1) histological lesion. history of 0.400 No No
b. Carcinogenicity . repgate_d mg/day
Long term toxicity studies did not E(I)a:l'\sls:gazda?ds ketoiglggss or for
reveal any evidence of Classified as paediatric
carcinogenicity. Low Hazard
(Refer page 7 & 8 section 6.5 of
module VC041-S082 Ver. 1)
Classified as
Low Hazard
a. Genotoxicity :
Not r_eported_ . Reported at high dose. Metformin is
b. Carcinogenicity: ; L g , Reported
, - Reproduction studies in rat contraindicated in o
None, Long term carcinogenicity S ) 2 - Hypersensitivity
a. APIl/ . and rabbit given metformin Hepatic insufficiency, .
study have been performed in rat , . to metformin
TOXASSE . . Hydrochloride dosages of 600 acute or chronic .
(dosing duration 104 weeks) and . . : hydrochloride or
SSMENT/ Mice 91 weeks. The above dose mg/kg daily have not reveled disease which may to anv of the
Metformin Anti diabetic 400 METFORM are a roximatél 4 times the teratogenicity. No evidence of | cause tissue hypoxia exciyients 0.02000 No No
Hydrochloride IN MRDf)pd y impaired fertility was such as cardiac or P ' mg/day
ose of 2000 mg. No . . . (Refer page 11
b. Module 2 . : - . observed in the rats. respiratory failure.
evidence of carcinogenicity with of 20 of module
Ver. 02 metformin was found either male (Refer page 15 of 20 of (Refer page 11 of 20 2 Ver. 02)
Metformin module 2 Ver. 02) of module 2 Ver. 02) .
or female mouse. Classified as Classified as Classified as
Y
(Refer page 16 of 20 of module 2 Low Hazard
Ver. 02) Low Hazard Low Hazard
Classified as  Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference e technical/ | identified
Name of Active ogical Strength | Document Any hazard related J nekzz) Details | grganization for
Product Ingredient . (mg) number for Any hazard related to Any hazard related to to Target oraan related to of PDE _
ategory Genotoxicity/ Carci icit R ducti get org itizi al measures | cleaning
assessment y/ Carcinogenicity eproductive sensitizing /d . ~alil!
toxicity potential (mg/day) | required | validation
c. Genotoxicity There was no evidence of 'T_ﬁg;?é di‘é:f Grllicc)![abzédﬁszzoﬁ:d
The mutagenic potential of gliclazide | @nY change in fertilization or examinatior?showed cases where
has been sought using five abortion rate No teratogenic an increase in the diabetes is
mutagenesis tests, No mutagenic effect ogggrve(jlkat/éhe dose of weight of the liver complicated by
i it m ay.
effect was seen in the qualitative g g'cay and kidneys in male | acidosis, ketosis
test. Classified as animals, not or coma, or in 2.000
: > ) ' mg/day
(Refer page 9 section 6.5 of (Refer plé;\(lav ;?(Zagii(:)n 6.5 of | ACCOmpanied by any | patients witha | ¢ %0
Gliclazide | Anti diabetic | 80 VC041-S082 module VC041-S082 Ver. 1) module VC041-5082 Ver, 1) | stological lesion. history of 0.400 No No
d. Carcinogenicity 5 repeated mg/day
- , . Classified as ketoacidosis or
Long term toxicity studies did not Low Hazard coma fO_f _
reveal any evidence of Classified as paediatric
carcinogenicity. Low Hazard
(Refer page 7 & 8 section 6.5 of
module VC041-S082 Ver. 1)
Classified as
Low Hazard
a. Genotoxicity :
Not reported
b. Carcinogenicity: Reported at high dose. Metformin is Reported
None , Long term carcinogenicity Reproduction studies in rat contraindicated in H ergensitivit
a. APIl/ study have been performed in rat and rabbit given metformin Hepatic insufficiency, %lopmetformin y
TOXASSE (dosing duration 104 weeks) and | Hydrochloride dosages of 600 acute or chronic hvdrochloride or
SSMENT/ Mice 91 weeks. The above dose mg/kg daily have not reveled disease which may ¥[o anv of the
Metformin - . METFORM are approximately 4 times the teratogenicity. No evidence of | cause tissue hypoxia e 0.02000
. Anti diabetic 500 . . . . excipients. No No
Hydrochloride IN MRDD dose of 2000 mg. No impaired fertility was such as cardiac or (Refer page 11 mg/day
b. Module 2 evidence of carcinogenicity with observed in the rats. respiratory failure. of 20 ofpm%dule
Ver. 02 metformin was found either male (Refer page 15 of 20 of (Refer page 11 of 20 2 Ver. 02)
Metformin or female mouse. module 2 Ver. 02) of module 2 Ver. 02) Classifi.ed as
(Refer page 16 of 20 of module 2 Classified as Classified as Low Hazard
Ver. 02) Low Hazard Low Hazard
Classified as
Low Hazard
a. Genotoxicity : No effect on pregenancy, In case of severe Not sensitizing Yes
Non mutagenic parturition or intrauterine renal or hepatic (Refer page 21 This
b. Carcinogenicity: development of fetuses, other | function disorders, a | of 22 of module molecule
2 APITOXA Non Carcinogenic. than uni-or bilateral changeover to insulin 2) has been
' SSESSME (Refer page 19 of 22 of module 2) microphthalmia seen in 2 and is required. Classified as identified
NT/ Classified as 4 fetuses in 1 and 50 mg/kg Classified as Low Hazard for
Glimepiride | Anti diabetic 5 GLIMEPIR Low Hazard group whlch was .due to Low Hazard 0.00196 ves cleanlng
IDE pharmacologically induced mg/day validation
b. Module 2 hypoglycemia. due to
: ; L (Refer page 20 of 22 of pharmacol
Glimepiride .
module 2) ogical
Classified as potency
Low Hazard closure to
1mg
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Reference Details of toxicological assessment Weather any | Whether
Name of Active Pharmacol | gength | Document Any hazard - USBAIEEY | EiiiEe
. oaqical Any hazard related Details organization for
Product Inaredient g (mg) number for Any hazard related to Any hazard related to related to g _
9 Categor 9 L : . : to Target organ . of PDE | 3l measures | cleanin
gory assessment Genotoxicity/ Carcinogenicity Reproductive - sensitizing . el
toxicity potential (mg/day) |  required | validation
c. Genotoxicity : No effect on pregenancy, In case of severe Not sensitizing Yes
Non mutagenic parturition or intrauterine renal or hepatic (Refer page 21 This
d. Carcinogenicity: development of fetuses, other | function disorders, a | of 22 of module molecule
¢ APITOXA Non Carcinogenic. than uni-or bilateral changeover to insulin 2) has been
' SSESSME (Refer page 19 of 22 of module 2) microphthalmia seen in 2 and is required. Classified as identified
NT/ Classified as 4 fetuses in 1 and 50 mg/kg Classified as Low Hazard for
Glimepiride | Anti diabetic 1 GLIMEPIR Low Hazard group which was due to Low Hazard 0.00196 Yes cleaning
IDE pharmacologically induced mg/day validation
d. Module 2 hypoglycemia. due to
' Glimeniride (Refer page 20 of 22 of pharmacol
P module 2) ogical
Classified as potency
Low Hazard closure to
1mg
a. Genotoxicity
Mutagenicity studies conducted with
amlodipine maleate revealed no drug -
. Amlodipine has been shown
related effects at either the gene or | he durati flLi - f
chromosome level to prolong the duration of | Liver injury  from
b Carcinogenici.ty labor in rats. Amlodipine  is _rare Not sensitizing PDE
Amlodipine Hypertensiv APITOXASSE Rats and mice treated to two years, No evidence of teratogenicity _and described only in calculatio
: 5 SSMENT/AML : or other embryo/fetal toxicity | isolated case o No No
Basilate e ODIPINE at concentrations calculated to was observed in rats or Classified as n not
provide daily dosage levels of 0.5, rabbits Classified as Low Hazard done*
1.25, and 2.5 amlodipine mg/kg/day, ' Classified Low H d
showed no evidence of a assitie aj ow Hazar
carcinogenic Low Hazar
Classified as
Low Hazard
a. Genotoxicity Atenolol associated Repeat dose: Not sensitizing
No evidence of atenolol induced malformations were not Atenolol (Starting at Classified as
mutagenicity was seen with an in in- observed when atenolol was | 15 mg/kg/day or 7.5 Low Hazard
vitro microbial test system with or administered at oral dose of times the maximum
a. APl/ without metabolic activation. up to 200 mg/kg/day, days 6- recommended
TbXASSESS b. Carcinogenicity 15 of gestation in rat or dose human
MENTIATEN | No avidence o cactogency vas. | B35 semns mosns | cooey o mevene
Hypertensiv OLOL observed following administration of ' N - 0.01500
Atenolol e 50 dose Up to 300 mg /kg/day for 18 (Refer page No. 17 of 19 incidence of artial mg/day No No
b. Module 2 months in mice or 18 or 24 months in Module 2 Ver. 02) h deger;eratllon of
Ver. 02 ot o earts o rr;l? (/edrats at
Atenolol Low Hazard —module 2 Ver. 02 Classified as 300mg/kg/day
Low Hazard Classified as
(Refer page No. 8 of
15 Ver. 02)
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details -8
Product Ingredient ogical (mg) number for Any hazard related to Any hazard related to y related to organization for
Category Genotoxicity/ Carcinogenicit Reproductive [oRIangenokgal sensitizin Of PDE | al measures | cleaning
assessment y g y p g ) L
toxicity potential (mg/day) |  required | validation
a. Genotoxicity : Not teratogenic, Pregnant rat | Contraindicated in the Hypersensitive
It is found not mutagenic in vivo | received oral acetaminophen patient with severe reported to
but positive in vitro mouse during organogenesis at dose | hepatic impairment or certain patient
lymphoma assay. In the up to 0.85 times maximum severe active liver during
published literature , human daily dose (4g/day) disease. consumption of
acetaminophen has been showed evidence of (Refer page 8 of 12 Acetaminophen
a) API/ reported to be clastogenic at Fetotoxicity (reduced fetal of module 2 (Refer page 8 of
TOXASSE 1500 mg/kg/day (3.6 times weight and length) and a 12 of module 2
SSMENT/ MHDD) dose related bone variation. Classified as
. . PARACET b. Carcinogenicity: (Refer page 10 of 12 of Low Hazard Classified as 0.0667
Paracetamol | Antipyretic 500 AMOL Female rat demonstrated module 2) Low Hazard mg/day No No
b) Module 2 equivocal incidence of
Paraceta carcinogenic activity at 0.8 times Classified as
mol MHDD of 4 g/day. In contrast, Low Hazard
there was no evidence of
carcinogenic activity in male rat
or mice
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
Genotoxicity : Not teratogenic, Pregnant rat | Contraindicated in the Hypersensitive
It is found not mutagenic in vivo | received oral acetaminophen patient with severe reported to
but positive in vitro mouse | during organogenesis at dose | hepatic impairment or certain patient
lymphoma  assay. In  the | upto0.85times maximum severe active liver during
published literature , human daily dose (4g/day) disease. consumption of
acetaminophen has been showed evidence of (Refer page 8 of 12 Acetaminophen
a) API/ reported to be clastogenic at Fetotoxicity (reduced fetal of module 2 (Refer page 8 of
TOXASSE 1500 mg/kg/day (3.6 times weight and length) and a 12 of module 2
SSMENT/ MHDD) dose related bone variation. Classified as
Paracetamol Antipyretic 500 PARACET | b. Carcinogenicity: (Refer page 10 of 12 of Low Hazard Classified as 0.0667 No No
AMOL Female rat demonstrated module 2) Low Hazard mg/day
b) Module 2 equivocal incidence of
Paraceta carcinogenic activity at 0.8 times Classified as
mol MHDD of 4 g/day. In contrast, Low Hazard
there was no evidence of
carcinogenic activity in male rat
or mice
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard

Page 9 of 26




CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details o
Product In ' ogical Any hazard related to Any hazard related to y related to organization for
gredient Cate (mg) number for y he C o y _ to Target organ .ed of PDE | lean
gory assessment Genotoxicity/ Carcinogenicity Reproductive ey sensitizing al measures | cleaning
toxicity potential (mg/day) |  required | validation
a. Genotoxicity : Maternal Toxicity The histological Non-sensitizing
Non-Mutagenic No teratogenic effects were changes were Low Hazard
b. Carcinogenicity: found even at the maternally | identified in the lever
Possibly Carcinogenic. toxic dose of 800 mg/kg/day. | and parotid salivary
a. API/TOXA Two year carcinogenic study in gland at high dose.
SSESSM Rats were conducted at 2000 PPM. Teratology studies for (Refer page 15 of 22
ENT/ There were no increase in | Doxylamine in combination in | of module 2 Ver. 02)
DOXYLA neoplastic lesions in female rats. | rabbits and rats revealed no Low Hazard
Doxylamine Anti MINE Lever neopla_sms _in male rats were increase i_n congenital 0.01333
SucCi . . 10 SUCCINA found only in high dose group. malformations or other ’ No No
uccinate Histamine . _ ) mg/day
TE These lesions was within the range, adverse effect during
b. Module 2 historically observed in this strains pregnancy.
Ver. 02 of rats and the results are not (Refer page 18 of 22 of
Doxylamine | considered to have clinical module 2 Ver. 02)
Succinate relevance in human. Low Hazard
(Refer page 16 of 22 of module 2
Ver. 02)
Classified as
Low Hazard
a. Genotoxicity No adverse effect has been
. . reported with the use of
Therg were no Genotoxicity s.tud.les physiologic doses during
submitted for the combination pregnancy. However the use
API/TOXASSE | doxylamine and pyridoxine or of high dose during
C o SSMENT/PYRI | pyridoxine alone. pregnancy has been
HS&’:&%‘;\T{'}?%G Su\g';al‘é"n;rés_nt 10 DOXINE | b. Carcinogenicity implicated in some cases of | No data available | No data available n?'(/)gg No No
HYDROCHLO The carcinogenic potential of vitamin B6 dependent glday
RIDE pyridoxine hydrochloride has not syndrome in infant.
been evaluated. Classified as
Classified as Low Hazard
Low Hazard
a. Genotoxicity Reproductive studies in rats At 90 mg/kg/day for
No evidence of clastogenicity was and rabbits indicated that one year, there was
observed in an in vivo micronucleus | allopurinol did not affect litter | some accumulation -
/TOXﬁ?SESS testin rats, or in Iymph_ocytes tak_en size, the mean weight of the _ of xanth_ine in the N&;zggiségzégg 0.080
Allopurinol Anti gout 300 MENT/ALLOP from patients treated with allopurinol progeny at birth or at three kidneys with resultant Low H q ./d No No
URINOL (mean duration of treatment 40 weeks postpartum, nor did it | chronic irritation and ow Hazar mgrday

months), or in an in vitro assay with
human lymphocytes.

cause an increase in animals
born dead or with
malformations.

slight tubular
changes.
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active oqical | Strength | Document Any hazard related Any hazard Details | oraanization for
Product Ingredient g (mg) number for Any hazard related to Any hazard related to related to g _
Category Genotoxicity/ Carci el Reproducti to Target organ o of PDE | 3l measures | cleaning
assessment y/ Carcinogenicity eproductive - sensitizing . ~allll
toxicity potential (mg/day) |  required | validation
b. Carcinogenicity Classified as (Please refer page 6
No evidence of carcinogenicity was Low Hazard of 13)
seen in either mice or rats (at doses
about 1/6 or 1/3 the recommended Classified as
Allopurinol Anti gout 100 human dose on a mg/m2 basis. Low Hazard
Classified as
Low Hazard
a. Genotoxicity Amlodipine has been shown Liver injury from Not sensitizing
Mutagenicity studies conducted with to pr0|0ng the duration of AmIOdelne is rare
amlodipine maleate revealed no drug labor in rats and described only in Classified as
related effects at either the gene or | NO evidence of teratogenicity isolated case Low Hazard
chromosome level. or other embryo/fetal toxicity
b. Carcinogenicity was observe_d in rats or Classified as PDE
Amlodipine : APVTOXASSE | oo and mice treated to two years, rabbits. Low Hazard calculatio
Besilate Hypertensive 5 SSMENT/AML at concentrations calculated to n not No No
ODIPINE . : -
provide daily dosage levels of 0.5, Classified as done?
1.25, and 2.5 amlodipine mg/kg/day, Low Hazard
showed no evidence of a
carcinogenic.
Classified as
Low Hazard
a. Genotoxicity : Not teratogenic, Pregnant rat | Contraindicated in the Hypersensitive
It is found not mutagenic in vivo | received oral acetaminophen patient with severe reported to
but positive in vitro mouse | during organogenesis at dose | hepatic impairment or certain patient
lymphoma  assay. In  the | upto0.85times maximum severe active liver during
published literature , human daily dose (4g/day) disease. consumption of
acetaminophen has been showed evidence of (Refer page 8 of 12 | Acetaminophen
a. API/TOXA reported to be clastogenic at Fetotoxicity (reduced fetal of module 2 (Refer page 8 of
SSESSME 1500 mg/kg/day (3.6 times weight and length) and a 12 of module 2
NT/ MHDD) dose related bone variation. Classified as
: . PARACET |b. Carcinogenicity: (Refer page 10 of 12 of Low Hazard Classified as 0.0667
Paracetamol Antipyretic 650 AMOL Female rat demonstrated module 2) Low Hazard mg/day No No
b. Module 2 equivocal incidence of
Paracetam carcinogenic activity at 0.8 times Classified as
ol MHDD of 4 g/day. In contrast, Low Hazard

there was no evidence of
carcinogenic activity in male rat
or mice
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details o
Product Ingredient ogical (mg) number for Any hazard related to Any hazard related to y related to organization for
Category Genotoxicity/ Carcinogenicit Reproductive [oRIangenokgal sensitizin of PDE | al measures | cleaning
assessment y g y p g ) L
toxicity potential (mg/day) |  required | validation
Genotoxicity : Reporte(_:i at high_ doee. Met_formin is _ Reporte_q .
Not reported : Reproduetlo_n studies in rat cont_ral_ndlca_ted in Hypersensmylty
Carcinogenigity: and rabbl_t given metformin Hepatic |nsuff|C|e_ncy, to metfor.mln
: None , Long terrﬁ carcinogenicity Hydrochlo_rlde dosages of 600 'acute or ehromc hydrochloride or
a API/ study i1ave been performed in rat mg/kg daﬂy have not reveled dlsease which may to ar_ly_of the
' TOXASSE Josing duration 104 ks) and teratogenicity. No ewdence of | cause tissue h_ypOX|a excipients.
( 0sing duratio weeks) a impaired fertility was such as cardiac or (Refer page 11
SSMENT/ Mice 91 weeks. The above dose ; . :
Metformin Anti METFORM are approximately 4 times the observed in the rats. respiratory failure. of 20 of module 0.02000
Hydrochloride diabetic 1000 IN MRDD dose of 2000 mg. No (Refer page 15 of 20 of (Refer page 11 of 20 2 Ve_r_. 02) n.1g/day No No
b. Module 2 evidence of carcinogenieity with module 2 Ver. 02) of module'z Ver. 02) Classified as
' ver. 02 metformin was found either male Classified as Classified as Low Hazard
y . Low Hazard Low Hazard
Metformin or female mouse.
(Refer page 16 of 20 of module 2
Ver. 02)
Classified as
Low Hazard
a. Genotoxicity : Maternal toxicity No data available for | Non sensitizing
No relevant data available Observed at 100 mg/kg serious target organ potential
a) API/TOXA b. Carcinogenicity: (Refer page 16 of 18 of toxicity but Certain Classified as
SSESSM No relevant data available module 2) contraindication are Low Hazard
ENT/DICY | (Refer page 15 of 18 of module 2 Reproductive study identified as per the
CLOVERI Ver. 02) performed in rat and rabit at precaution identified
Dicyclomine Anti NE/ Classified as do_se up to 100 times under section 8.2 0.1000
Hydrochloride | cholinergic 20 DICYCLO Low Hazard maximum recommended (Refer page 11 of mg/day No No
MINE dose reveled no evidence of 18 of module 2 ,
b) Module 2, impaired facility or harm to Ver. 02)
Ver. the fetous. Classified as
02Dicyclo (Refer page 13 of 18 of Low Hazard
mine module 2 , Ver. 02)
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Any hazard related Any hazard Details -8
i ogical Any hazard related to Any hazard related to related to organization for
Product Ingredient (mg) number for to Taraget oraan of PDE .
Category Genotoxicity/ Carci icit R ducti g g itizi al measures | cleaning
assessment y/ Carcinogenicity eproductive - sensitizing . ~allll
toxicity potential (mg/day) |  required | validation
No data is available related to Rats given up to 10 times the Three monkeys Non sensitizing
Genotoxicity and carcinogenicity human dose showed showed periodic potential
from the scientific literature. decreased fertility, delay in transaminases value Classified as
parturition and a decreased elevation. After Low Hazard
rate of survival to weaning. | sacrifice, microscopic
No drug-related gross lesions were
abnormalities were seen detected in the
either in the mother or kidney, heart, liver,
offspring. There were no fetal | psoas muscle, colon
API/TOXASSE _ anomalies o_bserve(_j neither _and stoma.lc.h in PDE
Mefenamic SSMENT/ in these stu<_j|es nor in dogs at anl_mals receiving the calculatio
Acid NSAID 250 MEEENAMIC up to 10 times the human highest dose (6(_)0 A not No No
ACID dose. mg/kg). !n the mid- done*
(Refer page 7 of 11) dose animals (400
mg/kg), similar
Classified as lesions were seen in
Low Hazard the kidney, heart,
stomach and pylorus.
(Refer page 7 of 11)
Classified as
Low Hazard
Three monkeys
showed periodic
Rats ai 0 10 th transaminases value
h ats given udp 0 |m§s 3 elevation. After
uman ose SNOWed | s crifice, microscopic
decreased fertility, delay in lesions were
parturition and a decreased detected in the
rNate of dsurvwelll t(éI weaning. kidney, heart, liver, N o
API/TOXASSE _ _ 0 rug-relate gross psoas muscle, colon on sensitizing PDE
: No data is available related to | abnormalities were seen . | potential .
Mefenamic NSAID 250 SSMENT/ , icity f h ontif ith i th h and stomach in calculatio N N
Acid MEEENAMIC | C&rcinogenicity from the scientific | either in e mother or| .o receiving the 3 A not o o
literature offspring. There were no fetal | |.. Classified as “
ACID . . highest dose (600 done
anomalies observed neither Low Hazard

in these studies nor in dogs at
up to 10 times the human
dose.

Classified as
Low Hazard

mg/kg). In the mid-
dose animals (400
mg/kg), similar
lesions were seen in
the kidney, heart,
stomach and pylorus.
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active ical Strength | Document Any hazard related Any hazard Details e :
Product Ingredient g Il (mg) number for Any hazard related to Any hazard related to related to organization er
Category Genotoxicity/ Carci el Reproducti to Target organ o of PDE | al measures | cleaning
assessment y/ Carcinogenicity eproductive - sensitizing . ~allll
toxicity : (mg/day) | required | validation
potential
Maternal toxicity
Observed at 100 mg/kg No data available for
a) API/TOXA (Refer page 16 of 18 of | serious target organ
SSESSM 4 Genotoxicity : module 2) toxicity but Certain
ENT/DICY | ™ No relevant é/éta available Reproductive study | contraindication are
CLOVERI . N performed in rat and rabit at | identified as per the | Non  sensitizing
b. Carcinogenicity: : R - .
, . . NE/ , dose up to 100 times | precaution identified potential
Dicyclomine Anti No relevant data available . . 0.1000
: . : 20 DICYCLO maximum recommended | under section 8.2 No No
Hydrochloride | cholinergic (Refer page 15 of 18 of module 2, , o mg/day
MINE Ver. 02) dose reveled no evidence of | (Refer page 11 of Classified as
b) Module 2, ' impaired facility or harm to| 18 of module 2 , Low Hazard
Ver. 02 the fetous. Ver. 02)
Dicyclomi (Refer page 13 of 18 of
ne module 2, Ver. 02) Classified as
Classified as Low Hazard
Low Hazard
Maternal toxicity
Observed at 100 mg/kg ,
a) APITOXA (Refer page 16 of 18 of | WO data available for
SSESSM - module 2) serious target organ
a. Genotoxicity : , toxicity but Certain
ENT/DICY : Reproductive study A
No relevant data available : . contraindication are
CLOVERI i N performed in rat and rabit at . o .
b. Carcinogenicity: : identified as per the | Non sensitizing
: : . NE/ . dose up to 100 times O - )
Dicyclomine Anti No relevant data available . precaution identified potential 0.1000
. . . 20 DICYCLO maximum recommended . o No No
Hydrochloride | cholinergic (Refer page 15 of 18 of module 2, . under section 8.2 Classified as mg/day
MINE dose reveled no evidence of
Ver. 02) . . . (Refer page 11 of Low Hazard
b) Module 2, o impaired facility or harm to
Classified as 18 of module 2,
Ver. 02 the fetous.
. , Low Hazard Ver. 02)
Dicyclomi (Refer page 13 of 18 of Classified as
ne module 2, Ver. 02)
" Low Hazard
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Name of
Product

Reference Details of toxicological assessment Weather any | Whether
Active Phgrzrézfol Strength |  Document Any hazard related Any hazard Details teCh'mC?” |der];|t|f|ed
Ingredient g (mg) number for Any hazard related to Any hazard related to related to Cligfzinlzzromn or
Category Genotoxicity/ Carci el Reproducti to Target organ o of PDE | al measures | cleaning
assessment y/ Carcinogenicity eproductive toxicity sensitizing (mg/day) . ~alil!
potential required | validation
Genotoxicity :
It is found not mutagenic in vivo
but positive in vitro mouse
lymphoma  assay. In  the | Not teratogenic, Pregnant rat
published literature received oral acetaminophen "
acetaminophen has been | during organogenesis at dose | Contraindicated in the Irjay%(erizgnsmve to
a) API/ reported to be clastogenic at|up to 0.85 times maximum | patient with severe cel?tain patient
TOXASSE 1500 mg/kg/day (3.6 times | human daily dose (4g/day) | hepatic impairment or during
SSMENT/ MHDD) showed evidence of | severe active liver consumption  of
p . . PARACET Carcinogenicity: Fetotoxicity (reduced fetal | disease. . 0.0667
aracetamol | Antipyretic 500 AMOL Female rat demonstrated weigh Acetaminophen No No
ght and length) and a | (Refer page 8 of 12 (Refer page 8 of mg/day
b) Module 2 equivocal incidence of dose related bone variation. of module 2 12 of module 2
Paraceta carcinogenic activity at 0.8 times | (Refer page 10 of 12 of
mol MHDD of 4 g/day. In contrast, module 2) Classified as Classified as
there was no evidence of Low Hazard Low Hazard
carcinogenic activity in male rat Classified as
or mice Low Hazard
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
No data is available related to Rats given up to 10 times the | Three monkeys
Genotoxicity and carcinogenicity human dose showed showed periodic
from the scientific literature. decreased fertility, delay in | transaminases value
parturition and a decreased | elevation. After
rate of survival to weaning. | sacrifice, microscopic
No drug-related gross lesions were
abnormalities were seen detected in the
either in the mother or kidney, heart, liver,
offspring. There were no fetal | psoas muscle, colon
API/ anomalies observed neither | and  stomach in Non  sensitizing PDE
Mefenamic TOXASSESS in these studies nor in dogs at a_nimals receiving the potential calculatio
Acid NSAID 250 MENT/ up to 10 times the human highest dose (600 Classified as A not No No
MEFENAMIC dose. mg/kg). In the mid- Low Hazard done*
ACID (Refer page 7 of 11) dose animals (400

Classified as
Low Hazard

mg/kg), similar
lesions were seen in
the kidney, heart,

stomach and pylorus.
(Refer page 7 of 11)

Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active ical Strength | Document Any hazard related Any hazard Details " f
Prod | di ogica ber f Any hazard related to Any hazard related to related to organization s
roduct ngredient (mg) number for to Taraget oraan of PDE
Category Genotoxicity/ Carci icit R ducti g g itizi al measures | cleaning
assessment y/ Carcinogenicity eproductive - sensitizing /d . ~allll
toxicity : (mg/day) | required | validation
potential
a. Genotoxicity
Studies indicates there is no There is no evidence relating There has been no
evidence suggesting that vitamin to toxicity on reproductive target organ adverse
_ AP/ B12 is Genotoxic organs and teratogenicity or | effect observed
Mecobalamin/ |\ 40 ing TOXASSESS | b. Carcinogenicity adverse effects on fertility or | during any studies 0.0595
Methylcobalami 0.5 MENT/ TN No data available ' No No
Supplement METHYLCOB Expert Group on Vitaminsand | postnatal development. conducted. mg/day
n ALAMIN Minerals (EVM) stated that there is (Refer page 9 of 13) Classified as
no evidence suggesting that Classified as Low Hazard
vitamin B12 is carcinogenic. Low Hazard
Classified as
Low Hazard
a. Genotoxicity No adverse effect has been
There were no Genotoxicity studies reported with the use of
submitted for the combination physiologic doses during
ég&g?\éfgﬁg doxylamine and pyridoxine or pregn?rr:(_:yh gowe\éer_the use
L S S of high dose during
Pyrldoxm_e Vitamins 10 DOXINE pyndoxmg anne.I . pregnancy has been No data available No data available 0.050 No No
Hydrochloride | supplement HYDROCHLO | P- Carcinogenicity implicated in some cases of mg/day
RIDE The carcinogenic potential of vitamin B6 dependent
pyridoxine hydrochloride has not syndrome in infant
been evaluated. Classified as
Classified as Low Hazard
Low Hazard
s Genotoxiiy Trerewasro | Ve 100 dose of ol acd | piopatnooges
gﬂgfenscgocg dl\élg::geneuty during foetal abnormalities in rats; | strains of mice
API b. Carcinoaenicit however harmful effects in | showed that toxic
, , Vitamins ITOXASSESS | ™ 9 y , . ... | the human foetus, mother or | doses may also | Notidentified in 0.020
Folic Acid 5 There has been no carcinogenicity No No
supplement MENT/ FOLIC lated studies identified duri pregnancy have not been | cause renal tubular assessment mg/day
ACID related studies identified during reported. necrosis.
literature review. (Refer page 14 of 19)
Classified as page .
Low Hazard Classified as Classified as
Low Hazard Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Reference Details of toxicological assessment Weather any | Whether
Name of Active FAEITIEES! Strength Document Anv hazard related Any hazard Details teenalely - ldenuineg
. ogical Anv h d related t Anv hazard related t y lated t organization for
Product Ingredient (mg) number for ny hazara related to ny hazard related to toT t related to f PDE ,
Category Genotoxicity/ Carci icit R ducti 0 Target organ itizi 0 al measures | cleaning
assessment y/ Carcinogenicity eproductive o sensitizing /d . ~allll
toxicity potential (mg/day) | required | validation
a. Genotoxicity Patients taking more
_ than 4 g of Calcium a
There was no data available day are at the
regarding the studies conducted hypercalcemia  and
for any evidence of carcinogenicity _ metabolic  alkalosis.
of Calcium Citrate during usage. :-ehgearfdi\rgvgs notS:ta a"siﬂzibel‘: Chronic  intake of
lci lci API/TOXASSE b. Carcinogenicity . conducted for any evidence palcmm s_upp!jemer?tﬁ 12
(:Ca:t(r?;i;n Slj:a I(ze“rjnrgnt 1000 SSMENT/ There was no data available | of carcinogenicity of Calcium idveﬁoc'ate WIth | No data available m ./d?’:l No No
Pp CALCIUM regarding the studies conducted | Citrate during usage. _ - g/aay
CITRATE for any evidence of carcinogenicity Classified as gastrointestina
of Calcium Citrate during usage. Low Hazard symptoms such as
Classified as constipation and
(Refer page 5 of 9)
Classified as
Low Hazard
a. Genotoxicity Vitamin D (25ug/day) during No data available No data available
Vitamin D3 was tested in Salmonella | the last trimester reduced the
typhimurium assay at doses 0.0332 | fraction f infants displaying
10mg/plate. Test was negative in this growth retardation.
test. Dosage above 1 mg /plate Classified as
APITOXASSE exhibited slight toxicity. Low Hazard
. Vitamins SSMENT/ | pefer Page 12 of 20 module 2) 0.0025
Vitamin D3 2 VITAMIN D . . . ' Yes Yes
supplement b Module 2 b. Carcinoginecity mg/day
L Analysis indicated that higher vitamin
Vitamin D 3 g ,
D intakes at baseline were
associated with a lower risk of
pancreatic cancer
Classified as
Low Hazard
a. Genotoxicity There is no evidence relating There has been no | No data available
Studies indicates there is no o toxicity on reproductive target organ adverse
evidence suggesting that vitamin organs anfofl teratog]?nl(_:ll_ty or effect observed
_ API/ B12 is Genotoxic ad;ﬁr;ﬁ;[;g;svgﬂ) p?:]tlelr?t/ or during any studies
I\Z/I(iﬁolbalgrrlnn/' Vitamins 0.5 TO),\(AA,\ESN?ESS b. Carcinogenicity (Refer page 9 of 13) conducted. 0.0595 N N
ethylcobalami Supplement ' METHYLCOB Ex_pert Group on Vitamins and _ Classified as Classified as mg/day 0 0
n AL AMIN Minerals (EVM) stated that there is Low Hazard Low Hazard

no evidence suggesting that
vitamin B12 is carcinogenic.
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active ical | Strength | Document Any hazard related Any hazard Details o ¢
Prod | di Lol ber f Any hazard related to Any hazard related to related to organization s
roduct ngredient (mg) number for to Taraget oraan of PDE
Category Genotoxicity/ Carcino icit R ducti g g itizi al measures | cleaning
assessment y genicity eproductive toxicity sensitizing (mg/day) . ~alil!
potential required | validation
a. Genotoxicity No adverse effect has been
There were no Genotoxicity studies reported with the use of
submitted for the combination physiologic doses during
API/TOXASSE doxylamine and pyridoxine or | Pregnancy. However the use
C L SSMENT/PYRI S of high dose during
Hpgr%%?])l(cl)?%e Sl}/'tall;nr:]n:m 10 DOXINE pg/rldoxmg alone.l _ pregnancy has been No data available No data available rr??gg No No
y PP HYDROCHLO ' %?rcmogenlcn_y il of implicated in some cases of giday
RIDE he carcinogenic potential o vitamin B6 dependent
pyrldoxwée hydroclhlorlcilje has not syndrome in infant.
e Classified as
Classified as Low Hazard
Low Hazard
a. Genotoxicity There was no ?]/ery t;)lgh doEe of folic acid Hlséc_)pathol_oglcal Not identified in
evidence of Mutagenecity during ave been shown to cause | studies in  some assessment
. foetal abnormalities in rats; | strains of mice
studies conducted ) .
API b. Carcinoaenicit however harmful effects in | showed that toxic
. . Vitamins /TOXASSESS ) 9 y . . the human foetus, mother or | doses may also 0.020
Folic Acid 5 There has been no carcinogenicity No No
supplement MENT/ FOLIC o e . pregnancy have not been | cause renal tubular mg/day
related studies identified during :
ACID i . reported. necrosis.
iterature review.
o (Refer page 14 of 19)
Classified as lassified lassified
Low Hazard Classified as Classified as
Low Hazard Low Hazard
a. Genotoxicity Azithromycin has Reproduction studies have Phospholipidos has | No data available
shown no mutagenic potential in been performed in rats and been observed at Classified as
Azithromvein Antibiotic 100 standard laboratory tests: mouse mice at doses up to very high dose. Low Hazard
y lymphoma assay, human moderately maternally Classified as
lymphocyte clastogenic assay, and toxic dose concentrations Low Hazard
mouse bone marrow clastogenic (i.e., 200 mg/kg/day). These
a) API/TOXA assay. daily doses in rats and mice,
SSESSME based on body surface area,
: . I NT/AZITHR b. Carcinogenicity are estimated to be 4 and 2 0.667
Azithromycin Antibiotic 250 OMYCIN Long-term studies in animals have times, respectively, an adult mg/day No No
b) VCO041- not been performed to evaluate daily dose of 500 mg. In the
S085 carcinogenic potential. animal studies, no evidence
Classified as of harm to the fetus due to
Low Hazard azithromycin was found.
, . I Classified as
Azithromycin Antibiotic 500 Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Reference Details of toxicological assessment Weather any | Whether
f , Pharmacol S h Any hazard _ technical/ | identified
Name o Active oaical trengt Document Any hazard related Details | organization for
Prod | d g ber f Any hazard related to Any hazard related to related to g _
roduct ngredient | (mg) number for € . - : to Target organ o of PDE | g |
ategory Genotoxicity/ Carcinogenicity Reproductive oy sensitizing al measures | cleaning
assessment toxicity ; (mg/day) d lidat
. Genotoxicity Impairment of fertility did not None Ketorolac
Ketorolac tromethamine was not | occur in male or female rat at tromethamine is
mutagenic in the Ames test, | oral dosage of 9mg/kg and 16 Classified as contraindicated in
unscheduled DNA synthesis and mg/kg of Ketorolac Low Hazard patients who are
repair, and in forward mutation | Tromethamine respectively. hypersensitivity to
assays. It did not cause Reproduction studies have the active
chromosome breakage in the in been performed during substance or to
Vivo mouse micronucleus assay. organogenesis using daily any of the
At 1590 pg/MI and at higher oral doses of ketorolac excipients
concentrations, ketorolac tromethamine at 3.6 mg/kg
API tromethamine  increased the | (0.37 times the human AUC) Classified as
Ketorolac ITOXASSESS incidence of chromosomal in rabbits and at 10 mg/kg Low Hazard
Tromethamin NSAID 10 MENT/ aberrations in Chinese hamster | (1.0 times the human AUC) in 1.440 No No
o KETOROLAC ovarian cells. rats. Results of these studies mg/day
TROMETHAMI Classified as did not reveal evidence of
NE Low Hazard teratogenicity to the fetus.
. Carcinogenicity However, animal reproduction
An 18-month study in mice with studies are not always
oral doses of ketorolac | predictive of human response
tromethamine at 2 mg/kg/day (0.9 Classified as
times the human systemic Low Hazard
exposure at the recommended IM
or IV dose of 30 mg, showed no
evidence of tumorigenicity.
Classified as
Low Hazard
a. Genotoxicity: No Not teratogenic. 26 —weeks Oral
genotoxicity observed. Classified as toxicity study in
Low Hazard rats- Hematological
b. Carcinogenicity: No study showed that -
; L Hypersensitive
carcinogenicity observed. both male and female
o reported to
Classified as at 180 mg/kg/day certain patient
Low Hazard were anemic with low d P
uring
Ani- erythrocyte count s, >
nti . consumption of
. a) Module 2 hemoglobin 0.0375
Ibuprofen IP | inflammator 400 . Ibuprofen. No No
Ibuprofen concentrations and (Refer page 8 of mg/day
y hematocrits. Male 14 of rﬁogule 5
exhibit a slight
increase in thyroid Classified as
glands weight.
Low Hazard
However, the
leukocytes counts
were not affected
significantly.
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details o
Product In ' ogical Any hazard related to Any hazard related to y related to organization for
gredient Cate (mg) number for y he C o y _ to Target organ .ed of PDE | lean
gory assessment Genotoxicity/ Carcinogenicity Reproductive ey sensitizing al measures | cleaning
toxicity potential (mg/day) |  required | validation
c. Genotoxicity : Not teratogenic, Pregnant rat | Contraindicated in the | Hypersensitive
It is found not mutagenic in vivo | received oral acetaminophen | patient with severe reported to
but positive in vitro mouse | during organogenesis at dose | hepatic impairment or | certain patient
lymphoma  assay. In  the | up to 0.85 times maximum severe active liver during
published literature human daily dose (4g/day) disease. consumption of
acetaminophen has been | showed evidence of (Refer page 8 of 12 | Acetaminophen
a) API/ reported to be clastogenic at | Fetotoxicity (reduced fetal of module 2 (Refer page 8 of
TOXASSE 1500 mg/kg/day (3.6 times | weight and length) and a 12 of module 2
SSMENT/ MHDD) dose related bone variation. Classified as
Paracetamol | Antipyretic 395 PARACET d. Carcinogenicity: (Refer page 10 of 12 of Low Hazard Classified as 0.0667 No No
AMOL Female rat demonstrated module 2) Low Hazard mg/day
b) Module 2 equivocal incidence of
Paraceta carcinogenic activity at 0.8 times | Classified as
mol MHDD of 4 g/day. In contrast, Low Hazard
there was no evidence of
carcinogenic activity in male rat
or mice
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
e. Genotoxicity: No Not teratogenic. 26 — weeks Oral
genotoxicity observed. Classified as toxicity study in
f. Carcinogenicity: No Low Hazard rats- Hematological
carcinogenicity observed. study showed that Hypersensitive
Classified as both male and female red to
Low Hazard at 180 mg/kg/day reported
T certain patient
were anemic with low during
Anti- erythrocyte count s, consumption of
Ibuprofen IP inflammator 400 a) Module 2 hemoglobln Ibuprofen. 0.0375 No No
y Ibuprofen concentrations and mg/day

hematocrits. Male
exhibit a slight
increase in thyroid
glands weight.
However, the
leukocytes counts
were not affected
significantly.

(Refer page 8 of
14 of module 2

Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active oqical | Strength | Document Any hazard related Any hazard Details | oraanization for
Product Ingredient c g (mg) number for Any hazard related to Any hazard related to to Target or related to ¢ PDE g _
ategory Genotoxicity/ Carcinogenicit Reproductive get organ sensitizin ° al measures | cleaning
assessment y g y p g ) L
toxicity potential (mg/day) |  required | validation
a. Genotoxicity : Not teratogenic, Pregnant rat | Contraindicated in the Hypersensitive
It is found not mutagenic in vivo | received oral acetaminophen patient with severe reported to
but positive in vitro mouse | during organogenesis at dose | hepatic impairment or certain patient
lymphoma  assay. In  the | up to 0.85times maximum severe active liver during
published literature , human daily dose (4g/day) disease. consumption of
acetaminophen has been showed evidence of (Refer page 8 of 12 Acetaminophen
b) API/ reported to be clastogenic at Fetotoxicity (reduced fetal of module 2 (Refer page 8 of
TOXASSE 1500 mg/kg/day (3.6 times weight and length) and a 12 of module 2
SSMENT/ MHDD) dose related bone variation. Classified as
. . PARACET | b. Carcinogenicity: (Refer page 10 of 12 of Low Hazard Classified as 0.0667
Paracetamol | Antipyretic 325 AMOL Female rat demonstrated module 2) Low Hazard mg/day No No
b) Module 2 equivocal incidence of
Paraceta carcinogenic activity at 0.8 times Classified as
mol MHDD of 4 g/day. In contrast, Low Hazard
there was no evidence of
carcinogenic activity in male rat
or mice
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
a. Genotoxicity : Group of pregnhant female None No data available
Two in vitro studies for gene wistar rats and swiss albino Classified as
mutation using Salmonella mice were given dose of 0, Classified as Low Hazard
Typhimurium TA98, TA100, TA1535 | 100, 200 and 300 mg/kg Low Hazard
and TA1538, both with and without bw/day and rabbit were given
activation were performed. In the oral dose of 0, 150, 200 or
first assay , concentrations of 300mg/kg bw/day during
ethamsylate of 0.001 to 10% gestation.
Etamsylate . Anti- . 250 VC041-S075 produced no muta}genicity. In second No.e.vidence of matgr.nal 12.500 No No
BP fibrinolytic assay, concentrations of ethamsylate | toxicity or teratogenicity mg/day

of 0.312 to 10.0 mg/plate produced
no mutagenicity.
(Refer page 6 of 18 of Version 3)
b. Carcinogenicity:
No reports available on
Carcinogenicity of Ethamsylate.
Classified as
Low Hazard

observed.
(Refer page 6 of 18 of
Version 3)
Classified as
Low Hazard
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CLEANING VALIDATION MASTER PLAN FOR PRODUCTION EQUIPMENTS (APPENDIX- I)

Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details o
Product In ' ogical Any hazard related to Any hazard related to y related to organization for
gredient Cate (mg) number for y he C o y _ to Target organ .ed of PDE | lean
gory assessment Genotoxicity/ Carcinogenicity Reproductive ey sensitizing al measures | cleaning
toxicity potential (mg/day) |  required | validation
a. Genotoxicity : Group of pregnant female None No data available
Two in vitro studies for gene wistar rats and swiss albino Classified as
mutation using Salmonella mice were given dose of 0, Classified as Low Hazard
Typhimurium TA98, TA100, TA1535 | 100, 200 and 300 mg/kg Low Hazard
and TA1538, both with and without bw/day and rabbit were given
activation were performed. In the first | oral dose of 0, 150, 200 or
assay, concentrations of ethamsylate | 300mg/kg bw/day during
of 0.001 to 10% produced no gestation.
mutagenicity. In second assay, No evidence of maternal
Etamsylate Anti- concentrations of ethamsylate of toxicity or teratogenicity 12.500
BP fibrinolytic 500 Ve041-5075 0.312 to 10.0 mg/plate produced no | observed. mg/day No No
mutagenicity. (Refer page 6 of 18 of
(Refer page 6 of 18 of Version 3) Version 3)
b. Carcinogenicity: Classified as
No reports available on Low Hazard
Carcinogenicity of Ethamsylate.
Classified as
Low Hazard
a. Genotoxicity : No data available No significant maternal No significant target | No data available
toxicity was observed at any organ toxicity Classified as
b. Carcinogenicity: Aluminium dose level of Aluminium observed Low Hazard
Hydroxide was not carcinogenic Hydroxide Classified as
after daily administration to mice . (Refer page 9 of 30 of Low Hazard
Aluminium for 4 months at doses up to about Version 2)
Hydroxide Antacid 306 | VC041-S073 200 mg Aluminium Hydroxide Classified as 30.72 No No
USP Ikg/day. Low Hazard mg/day

(Refer page 11 of 30 of Version 2)
Classified as
Low Hazard
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Effective Date:

Reference Details of toxicological assessment Weather any | Whether
Name of Active Pharmacol | o 1 D Any hazard _ technical/ | identified
. ical g ocument Any hazard related Details organization for
Product Ingredient g Il (mg) number for Any hazard related to Any hazard related to related to g _
Category G L : - : to Target organ . of PDE | al measures | cleaning
assessment enotoxicity/ Carcinogenicity Reproductive toxici sensitizing . ~alil!
oxicity potential (mg/day) |  required | validation
a. Genotoxicity : Magnesium No reproductive toxicity No significant target Very slight
Hydroxide is not mutagenic in observed when groups of 10 organ toxicity erythema
Salmonella typhimurium reverse male and 10 female wistar observed observed for all
mutation assay and in the E. coli rats received 0, 110, 330 or Classified as animals treated at
reverse mutation assay. 1000mg/kg/day magnesium Low Hazard 50% was
(Refer page 8 of 22 of Version 2) hydroxide in water daily. considered not
b. Carcinogenicity: Preventive (Refer page 8 of 22 of toxicologically
effect of magnesium hydroxide Version 2) significant.
Magnesium (t))n clarcinc_)gen indu_ced, large IC_:Iassli_1‘|ied ag I\il}agnes_i(tjjm
: . owl carcinogenesis was ow Hazar ydroxide 40.00
Hytijrgélde Antacid 400 VC041-5074 examined in three experiments regarded as a mg/day No No
using F344 rats. The results of skin sensitizer.
the experiments suggest that (Refer page 9 of
magnesium, one of the essential 22 of Version 2)
metals, is a promising chemo- Classified as
preventive agent in human. No Low Hazard
carcinogenicity observed.
(Refer page 8 of 22 of Version 2)
Classified as
Low Hazard
a. Genotoxicity : Albendazole Reproductive toxicity of 15 to Albendazole was Hypersensitive
produced negative results in 44 Dorset Horn Cross and tested in several rarely reported to
bacterial mutation tests Clun mated ewes were given repeat oral dose certain patient
using strains of Salmonella single dose of 0, 7.5, 10, 15 studies in mice, rats (Refer page 11
typhimurium . or 20mg/kgbw albendazole by | and dogs. An NOEL | of 22 of module
Broad b. Carcinogenicity: No oral drench. Treatment was of 7 mg/kg bw/day 2)
Albendazole spectrum 400 a) Module-02 carcinogenicity observed. on gestation day 17 and ewes | has been identified for 0.020 No No
IP Anthelmintic Albendazole (Refer page 16 of 22 of module 2) | wre allow to deliver naturally. hepatotoxicity and Classified as mg/day
Classified as There was no overt maternal testicular toxicity. Low Hazard
Low Hazard toxicity. Refer page 16 of 22
Refer page 18 of 22 of of module 2)
module 2) Classified as
Classified as Low Hazard
Low Hazard
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Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active ; Strength | Document Any hazard : L
Prod Ingredi ogical ber f Any hazard related to Any hazard related to Any hazard related related to Details | organization for
roduct ngredient Category (mg) numpber for G L : - : to Target organ . of PDE | al measures | cleaning
assessment enotoxicity/ Carcinogenicity Reproductive toxici sensitizing . ~alil!
oxicity potential (mg/day) |  required | validation
a. Genotoxicity : No Not teratogenic. The Target Organ of Hypersensitive
genotoxicity observed. (Refer page 20 & 21 of 22 of toxicity was the reported very
b. Carcinogenicity: No module 2) Liver. In mice up rarely.
carcinogenicity observed. Classified as to 4 week study (Refer page 12
(Refer page 19 & 20 of 22 of Low Hazard enlarge liver, of 22 of module
module 2) increased liver 2)
Cetirizine Anti a) Module-02 Classified as weights, 0.05556
Hydrochloride Histamine 10 | Cetirizine Low Hazard hepatocellular Classified as rﬁg/day No No
IP Hydrochloride hypertrophy and Low Hazard
vacuolation were
observed.
(Refer page 14 of 22
of module 2)
Classified as
Low Hazard
a. Genotoxicity :
It is found not mutagenic in vivo
but positive in vitro mouse
lymphoma  assay. In  the | Not teratogenic, Pregnant rat
published literature , | received oral acetaminophen Hvpersensitive
acetaminophen has been | during organogenesis at dose | Contraindicated in the re)g:)rte d to
b) API/ reported to be clastogenic at|up to 0.85 times maximum | patient with severe certain atient
TOXASSE 1500 mg/kg/day (3.6 times | human daily dose (4g/day) | hepatic impairment or durin P
SSMENT/ MHDD) showed evidence of | severe active liver consgmption of
P . . PARACET b. Carcinogenicity: Fetotoxicity (reduced fetal | disease. . 0.0667
aracetamol Antipyretic 500 AMOL / Female rat demonstrated weiah Acetaminophen No No
ght and length) and a | (Refer page 8 of 12 (Refer page 8 of mg/day
b) Module 2 equivocal incidence of dose related bone variation. of module 2 12 of module 2
Paraceta carcinogenic activity at 0.8 times | (Refer page 10 of 12 of
mol MHDD of 4 g/day. In contrast, module 2) Classified as Classified as
there was no evidence of Low Hazard Low Hazard
carcinogenic activity in male rat Classified as
or mice Low Hazard

(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
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Effective Date:

Details of toxicological assessment Weather any | Whether
. Pharmacol Reference technical/ | identified
Name of Active , Strength | Document Anv hazard related Any hazard Details -8
' ogical Any hazard related to Any hazard related to y related to organization for
Product Ingredient (mg) number for y y to Taraet oraan of PDE :
Category Genotoxicity/ Carci icit R ducti getorg itizi al measures | cleaning
assessment y/ Carcinogenicity eproductive sensitizing . ~allll
toxicity : (mg/day) | required | validation
potential
a. Genotoxicity :
It is found not mutagenic in vivo
but positive in vitro mouse
lymphoma  assay. In  the | Not teratogenic, Pregnant rat
published literature , | received oral acetaminophen "
acetaminophen has been | during organogenesis at dose | Contraindicated in the rljay%e;[:gnsmve to
c) API/ reported to be clastogenic at|up to 0.85 times maximum | patient with severe cel?tain atient
TOXASSE 1500 mg/kg/day (3.6 times | human daily dose (4g/day) | hepatic impairment or durin P
SSMENT/ MHDD) showed evidence of | severe active liver consgm ton  of
. . PARACET Carcinogenicity: Fetotoxicity (reduced fetal | disease. P 0.0667
Paracetamol Antipyretic 500 AM . Acetaminophen No No
oL/ Female rat demonstrated weight and length) and a | (Refer page 8 of 12 (Refer page 8 of mg/day
b) Module 2 equivocal incidence of dose related bone variation. of module 2 12 of m%dgule >
Paraceta carcinogenic activity at 0.8 times | (Refer page 10 of 12 of
mol MHDD of 4 g/day. In contrast, module 2) Classified as Classified as
there was no evidence of Low Hazard Low Hazard
carcinogenic activity in male rat Classified as
or mice Low Hazard
(Refer page 9 of 12 of module 2)
Classified as
Low Hazard
Note: The molecules identified with ‘# mark where PDE is not calculated shall not be taken for manufacturing.
Evaluation by: (Quality Assurance) Verified by : (Quality Assurance)

SECTION | SUMMARY OF EVALUATION:
Based on the toxicological assessment of the active ingredients in the product manufactured at the site following is the summary:
a. The least PDE value among all product mix is for Glimepiride (0.00196 mg/kg). Hence this molecule is identified for additional control measure during routine manufacturing along with the cleaning
validation. These controls shall be implemented during routine manufacturing.
Glimepiride is considered as a worst case molecule for which cleaning validation has been successfully completed with 3 run.
All the molecules handled at the site has been evaluated with respect to toxicological aspect, however the PDE determination has been not completed for the following molecules:
a. Amlodipine Basilate
b. Mefenamic acid
c. Rabeprazole
d. Domeperidone
The above mentioned molecules where the PDE values determination is not done are not released for routine manufacturing.
SECTION J CONCLUSION : Cleaning validation activity required : Yes / No
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Effective Date:

SECTION K COMMENTS AFTER COMPLETION OF CLEANING VALIDATION :

CHECKED BY :

REVIEWED BY :
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