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No. Narcotic drugs Description Chemical name

3-0-acetyltetrahydro—7a—(1-hydroxy-1-
1. Acetorphine
methylbutyl)-6,14-endo-ethenooripavine

Acetyl-alpha- N-[1-( a ~methylphenethyl)-4-
methylfentanyl piperidyl]acetanilide

3-acetoxy—6-dimethylamino—4,4—
3. Acetylmethadol
diphenylheptane

N-[1-[2-(4-ethyl-4,5-dihydro-5-oxo-1H-
4. | Alfentanil tetrazol-1-yl)ethyl)-4-methoxymethyl)-4-
piperidinyl]-N phenylpropanamide

3-allyl-1-methyl-4—phenyl-4-
5. | Allylprodine
propionoxypiperidine

o —3—acetoxy-6-dimethylamino-4,4-
6. | Alphacetylmethadol
diphenylheptane

o —3—ethyl-1-methyl-4-phenyl-4-
7. Alphameprodine
propionoxypiperidine

o —6-dimethylamino-4,4-diphenyl-3-
8. Alphamethadol
heptanol

N-[1-( a-methylphenethyl)-4-

9. | Alpha-methylfentanyl
piperidylpropionanilide

10 Alpha- N-11-[1-methyl-2-2-thienylethyl)-4-
. methylthiofentanyl piperidyl)propionanilide

a-1,3-dimethyl-4-phenyl-4-
11. | Alphaprodine
propionoxypiperidine

1-p—aminophenethyl-4-phenylpiperidine-
12. | Anileridine
4-carboxylic acid ethyl ester

1-(2-benzyloxyethyl)-4-phenylpiperidine—
13. | Benzethidine ( )
4-carboxylic acid ethyl ester

14. | Benzylmorphine 3-benzylmorphine
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B-3-acetoxy-6-dimethylamino-4,4-

15. | Betacetylmethadol
diphenylheptane
16. 16 Beta- N-[1-(8-hydroxyphenethyl)-4-
hydroxfentanyl piperidyl]propionanilide
17, Beta—hydroxy—-3- N-[1--hydroxyphenethyl)-3-methyl-4-
methylfentanyl piperidylpropionanilide
18. | Betameprodine 3-3-ethyl-1-methyl-4—phenyl-4-
propionoxypiperidine
19. | Betamethadol B —6-dimethylamino-4,4-diphenyl-3-
heptanol
20/ | Betaprodine B-1,3-dimethyl-4-phenyl-4-
propionoxypiperidine
1-(3-cyano-3,3-diphenylpropyl)-4—(2-
21. | Bezltramide oxo—3—propionyl-1-
benzimidazolinyl)piperidine
Cannabis and cannabis
22. resin agd Indian hemp and resin of Indian hemp
extracts and tinctures
of cannabis
2N chuiBzene 2-(p-chlorobenzyl)-1-diethylaminoethyl-5-
nitrobenzimidazole
24. | Coca leaf
25. | Cocaine methyl ester of benzoylecgonine
26. | Codoxime dihydrocodeinone—6—carboxymethyloxime
the material arising when poppy straw has
7. Concentrate of poppy entered into a process for the concentration
straw of its alkaloids when such material is made
available in trade
28. | Desomorphine Dihydrodeoxymorphine
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29. | Dextromoramide

(+)-4-[2-methyl-4-oxo0-3,3-diphenyl-4-
(1-pyrrolidinyl)butyllmorpholine

30. | Diampromide

N-[2-
methylphenethylamino)propylpropionanilide

31. | Diethylthiambutene

3-diethylamino-1,1-di(2"-thienyl)-1-butene

32. | Difenoxin

1-(3-cyano-3,3-diphenylpropyl)-4-

phenylisonipecotic acid

33. | Dihydroetorphine

7,8-dihydro-7 a - [1-(R)-hydroxy-1-
methylbutyl]-6,14 —endo—-

ethanotetrahydrooripavine

34. | Dihydromorphine

35. | Dimenoxadol

2—dimethylaminoethyl-1-ethoxy—1.1-
diphenylacetate

36. | Dimepheptanol

6—dimethylamino—4,4-diphenyl-3-heptanol

37. | Dimethylthiambutene

3—dimethylamino-1,1-di(2-thienyl)-1-

butene

38. | Dioxaphetyl butyrate

ethyl-4-morpholino-2,2-diphenylbutyrate

39. | Diphenoxylate

1-(3-cyano-3,3-diphenylpropyl)-4-
phenylpiperidine—4-carboxylic acid ethyl

ester

40. | Dipipanone

4,4—diphenyl-6—piperidine-3-heptanone

41. | Drotebanol

3,4-dimethoxy-17-methylmorphinan-6
8,14—-diol

42. | Ecgonine

its esters and derivatives which are

convertible to ecgonine and cocaine

43. | Ethylmethylthiambutene

3—-ethylmethylamino-1,1-di(2-thienyl)-1-

butene

44. | Etonitazene

1-diethylaminoethyl-2—-p-ethoxybenzyl-5-

nitrobenzimidazole
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tetrahydro -7 a-(1-hydroxy-1-methylbutyl)-

45. | Etorphine
6,14 —-endo—ethenooripavine
1-[2-(2-hydroxyethoxy)ethyl)-4-

46. | Etoxeridine phenylpiperidine—4-carboxylic acid ethyl
ester

47. | Fentanyl 1-phenethyl-4—-N-propionylanilinopiperidine
1-(2-tetrahydrofurfuryloxyethyl)-4-

48. | Furethidine phenylpiperidine-4-carboxylic acid ethyl
ester

49. | Heroin Diacetylmorphine

50. | Hydrocodone Dihydrocodeinone

51. | Hydromorphinol 14-hydroxydihydromorphine

52. | Hydromorphone Dihydromorphinone

53. | Hydroxypethidine 4-m-hydroxyphenyl-1-methylpiperidine-4-
carboxylic acid ethyl ester

54. | Isomethadone 6—dimethylamino-5-methyl-4,4-diphenyl-
3-hexanone

& Al ieibne 4 -m-hydroxyphenyl-1-methyl-4-
propionylpiperidine

56. | Levomethorphan (=)—3—-methoxy -A-methylmorphinan

57. | Levomoramide (-)-4-[2-methyl-4-oxo0-3,3-diphenyl-4-
(1-pyrrolidinylbutyllmorpholine

58. | Levophenacylmorphan (-)—3-hydroxy -N-phenacylmorphinan

59. | Levorphanol (=)—3-hydroxy -N-methylmorphinan

60. | mpetazocine 2'-hydroxy-2,5,9—trimethyl-6,7-
benzomorphan

61. | Methadone 6-dimethylamino—-4,4-diphenyl-3-
heptanone

62. | Methadone intermediate | 4-cyano-2-dimethylamino—4,4—
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diphenylbutane

63. | Methyldesorphine 6—methyl-A6-deoxymorphine

64. | Methyldihydromorphine | 6—methyldihydromorphine

65. | 3-methylfentanyl N=(3-methyl=1-phenethyl-4-
piperidyl)propionanillde

66. | 3-methylthiofeianyl N-13-methyl-1-[2-12-thienyt)ethyl)-4-
piperidyil]propionanilide

67. | Metopon 5-methyldihydromorphinone

68. | Moramide intermediate P G b
diphenylpropane carboxylic acid

69. | Morpheridine 1-(2-morpholinoethyl)-4-phenylpiperidine-
4-carboxylic acid ethyl ester

70. | Morphine
other pentavalent nitrogen morphine

1. Morphine derivatives including in particular the

methobromide morphine—-N-oxide derivatives, one of which

is codeine— M-oxide

72. | Morphine -N-oxide

73. | mpPP 1-methyl-4—-phenyl-4-piperidinol
propionate (ester)

74. | Myrophine Myristylbenzylmorphine

75. | Nicomorphine 3,6—dinicotinylmorphine

76. | Noracymethadol (¥)—a—3-acetoxy-6-methylamino-4,4-
diphenylheptane

77. | Norlevorphanol (-)-3-hydroxymorphinan

78. | Normethadone 6-dimethylamino-4,4-diphenyl-3—-hexanone

79. | Normorphine Demethylmorphine

80. | Norpipanone 4,4-diphenyl-6-piperidino—3-hexanone
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81. | *Opium
3-0-demethylthebaine, or 6,7,8,14-

82. | Oripavine tetradehydro-4,5-alpha-epoxy-6-methoxy
17-methylmorphinan-3-ol

83. | Oxycodone 14-hydroxydihydrocodeinone

84. | Oxymorphone 14-hydroxydihydromorphinone
4'-fluoro—N—(1-phenethyl-4-

85. | Para- fluorofentanyl (
piperidyl)propionanilide
1-phenethyl-4—phenyl-4-piperidinol

86. | PEPAP
acetate (ester)
1-methyl-4-phenylpiperidine-4-carboxylic

87. | Pethidine
acid ethyl ester

Pethidine intermediate
88. y 4-cyano-1-methyl-4-phenylpiperidine
39 Pethidine intermediate 4-phenylpiperidine-4-carboxylic acid ethyl
. B ester
Pethidine intermediate

90. o 1-methyl-4-phenylpiperidine-4-carboxylic acid

91. | Phenadoxone 6-morpholino—4,4-diphenyl-3-heptanone
N-(1-methyl-2-

92. | Phenampromide ( .
piperidinoethyl)propionanilide
2-hydroxy-5,9-dimethyl-2-phenethyl-6,7-

93. | Phenazocine
benzomorphan

94. | Phenomorphan 3-hydroxy-N-phenethylmorphinan
1-(3—hydroxy—-3—phenylpropyl)-4-

95. | Phenoperidine (3-hydroxy 3opheipropy)
phenylpiperidine—4-carboxylic acid ethyl ester
4-phenyl-1-(3-

96. | Piminodine phenylaminopropyl)piperidine-4-carboxylic
acid ethyl ester

97. | Piritramide 1-(3-cyano-3,3-diphenylpropyl)-4-(1-
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piperidino)piperidine-4-carboxylic acid

amide

1,3-dimethyl-4-phenyl-4-

98. | Proheptazine
propionoxyazacycloheptane
1-methyl-4-phenylpiperidine—4-carboxylic

99. | Properidine y phenyipip y
acid isopropyl ester

100.| Racemethorphan (+)-3-methoxy-N-methylmorphinan
+)-4-[2-methyl-4-0ox0-3,3-diphenyl-4-

101.| Racemoramide (£)=4al % preny
(1-pyrrolidinyl butyljmorpholine

102.| Racemorphan (£)-3-hydroxy—-N-methylmorphinan
1-(2-methoxy carbonylethyl)-4-

103.| Remifentanil (phenylpropionylamino)piperidine-4-
carboxylic acid methyl ester
N-[4—(methoxymethyl)-1-[2—(2-

104.| Sufentanil ( 1 ) (
thienyl)ethyl)-4-piperidylpropionanilide

105.| Thebacon Acetyldihydrocodeinone

106.| Thebaino
N-[1-[2-(2-thienyl)ethyl)-4-

107.| Thiofentanyl ( @_"
piperidyl]propionanilide
+)-ethyl -frans-2—(dimethylamino)-1-

108.| Tilidine ( ) y ( y )
phenyl-3-cyclohexene—-1-carboxylate
1,2,5-trimethyl-4—phenyl-4-

109.| Trimeperidine

propionoxypiperidine

*AND the isomers, unless specifically excepted, of the drugs in this

Schedule whenever the existence of such isomers is possible within the

specific chemical designation; the esters and ethers, unless appearing in

another Schedule, of the drugs in this Schedule whenever the existence of

such esters or others is possible; the salts of the drugs listed in this

Schedule, including the salts of esters, ethers and isomers as provided

above whenever the existence of such salts is possible.
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No. Narcotic drugs Description Chemical name

1. | Acetyldihydrocodeine

2. Codeine 3-methylmorphine

3. Dextropropoxyphene A-(+)-4-dimethylamino-1,2-diphenyl-3-
methyl-2—-butanol propionate

4. | Dihydrocodeine

5. Ethylmorphine 3-ethylmorphine

6. Nicocodine 6-nicotinylcodeine

7. Nicodicodine 6-nicotinyldihydrocodeine

8. Norcodeine N-demethylcodeine

9. Pholcodine Morpholinylethylmorphine

10. | opiram N-(1-methyl-2-piperidinoethyl)-N-2-

pyridylpropionamide

AND the isomers, unless specifically excepted, of the drugs in this Schedule

whenever the existence of such isomers is possible within the specific chemical

designation; the salts of the drugs listed in this Schedule, including the salts of

the isomers as provided above whenever the existence of such salts is

possible.
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No. Narcotic drugs Description Chemical name
Preparations of
when compounded with one or more other
Acetyldihydrocodeine,
ingredients and containing not more than 100
Codeine, Dihydrocodeine,
1. milligrams of the drug per dosage unit and
Ethylmorphine, Nicocodine,
with aconcentration of not more than 2.5 per
Nicodicodine, Norcodeine
cent in undivided preparations.
and Pholcodine
containing not more than 100 milligrams of
propiram per dosage unit and compounded
2. Preparations of Propiram
with at least the same amount of
methylcellulose.
for oral use containing not more than 135
milligrams of dextropropoxyphene base per
dosage unit or with a concentration of not
3 Preparations of more than 2.5 per cent in undivided
' dextropropoxyphene preparations, provided that such preparations
do not contain any substance controlled
under the 1971 Convention on Psychotropic
Substances.
containing not more than (.1 per cent of
cocaine calculated as cocaine base; and
containing not more than (.2 per cent of
morphine calculated as anhydrous morphine
Preparations of Cocaino,
4. base and compounded with one or more other
Opium or morphine
ingredients and in such a way that the drug
cannot be recovered by readily applicable
means or in a yield which would constitute a
risk to public health.
5. Preparations of Difenoxin containing not more than (.5 milligram of
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difenoxin and a quantity of atropine sulfate
per dosage unit equivalent to at least 5 per

cent of the dose of difenoxin.

containing not more than 2.5 milligrams of

diphenoxylate per dosage unit calculated as
Preparations of
base and a quantity of atropine sulfate per
Diphenoxylate
dosage unit equivalent to at least 1 per cent

of the dose of diphenoxylate.

10 per cent oplum in powder 10 per cent
Preparations of Pulvis
ipecacuanha root, in powder well mixed with
ipecacuanhae et opii
80 per cent of any other powdered ingredient
compositus

containing no drug.

e Preparations conforming to any of the formulas listed in this Schedule and

mixtures of such preparations with any material which contains no drug.
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No. Narcotic drugs Description Chemical name
3-0-acetyltetrahyd o - 7a—(1-hyd roxy—1-
1. Acetorphine
methylbutyl)-6,14 —endo-othonooripavine
5 Acetyl-alpha- N1 -a -methylphenethyl)-4-
' methylfentanyl piperidyl]acotanilide
3 Alpha- N-{1-(a-methylphenethyl)-4-
. methylfentanyl piperidyl]proplonanillde
4 Alpha- N-{1-[1-methyl-2-(2-thienyl)ethyl)-4-
' methylthiofentanyl piperidylpropionanllide
5 Beta—hydroxy-3- N-[1-(-hydroxyphenethyl)-3-methyl-4-
' methylfentanyl piperidyl)proplonanilide
6 Beta- N-[1-(B-hydroxyphenethyl)-4-
. hydroxyfentanyl piperidyl)propionanllide
- Cannabis and
. cannabis resin
8. Desomorphine Dihydrodeoxymorphine
tetrahydro-7 a -(1-hydroxy-1-methylbutyl)-
9. Etorphine
6,14-endo—ethenooripavine
10. | Heroin Diacetylmorphine
4-m-hydroxyphenyl-1-methyl-4-
11. | Ketobemidone
propionylpiperidine
N-(3—-methyl-1-phenethyl-4-
12. | 3-methylfentanyl (
piperidyl)propionanilide
N-3-methyl-1-[2—(2-thienylethyl)-4-
13. | 3-methylthiofentanyl ( )
piperidyl]propionanilide
1-methyl-4-phenyl-4-piperidinol propionate
14. | MPPP
(ester)
4'-fluoro-N-(1-phenethyl-4-
15. | Para-fluorofentanyl (

piperidyl)propionanilide
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1-phenethyl-4-phenyl-4-piperidinol acetate
16. | PEPAP
(ester)

N-11-[2-(thienyl)ethyl)-4-

17. | Thiofentanyl
piperidylpropionanilide

AND the salts of the drugs listed in this Schedule whenever the formation of

such salts is possible.
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Other non-
International non—proprietary
No. proprietary or Chemical name
name
trivial names
(+)-4-bromo-2,5-

1. | Brolamfetamine DOB dimethoxy-a-

methylphenethylamine
—\— S _2_

2. | Cathinone )-¢)
aminopropiophenone
3-[2-

3. | Diethyltryptamine DET (diethylamino)ethyllindo
le
(¥)-2,5-dimethoxy-a-

4. | Dimethoxyamphetamine DMA
methylphenethylamine
3_(1 12_
dimethylheptyl)-

5. | Dimethylheptylpyran DMHP 7,8,9,10—tetrahydro-
6,6,9-trimethyl-6 H
dibenzo[ b,d]pyran-1-ol

. . 3-[2-

6. | Dimethyltryptamine DMT
(dimethylamino)ethyllindole
(+)-4-ethyl-2,5-

2,5-Dimethoxy-4-

7. DOET dimethoxy-a-

ethylamphetamine
methylphenethylamine
N-ethyl-1-

8. | Eticyclidine PCE
phenylcyclohexylamine

9. | Etryptamine 3-(2—aminobutyl)indole
(¥)-N [a-methyl-3,4-

MDOH (N-hydroxy- N-hydroxy
10. (methylenedioxy)phenet
tenamphetamine) MDA
hyl hydroxylamine
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9,10-didehydro -N,N-
diethyl-6-

11. | (+)-Lysergide LSD, LSD-25
methylergoline-83-
carboxamide
(£)-N-ethyl-a-methyl-

12 MDEA (3,4-methylenedioxy—N MDE, N-ethyl | 3,4-

. ethylamphetamine) MDA (methylenedioxy)phenet
hylamine
(¥)-N,a-dimethyl-3,4-
Methylenedioxymethamphetami
13. MDMA (methylenedioxy)phenet
ne
hylamine
3,4,5-

14. | Mescaline mescaline trimethoxyphenethylami
ne
2—(methylamino)-1-

15. | Methcathinone methcathinone

phenylpropan—1-one

4- (+)-c/-2—amino—4-

16. | 4-Methyl-aminorex methylaminore | methyl-5-phenyl-2-

X oxazoline
5-methoxy—a-methyl-

17. 5-Methoxy-3,4- e 3,4-

methylenedioxyamphetamine (methylenedioxyphenet
hylamine
a-methyl-4-

18. | 4-Methylthioamphetamine 4-MTA methylthiophenethylami
ne
3-hexyl-7,8,9,10-

19. | Parahexyl parahexyl tetrahydro~6.6,9-

trimethyl-6H-
dibenzo[b,d]pyran
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p—methoxy.a-
20. | 4-Methoxyamphetamine PMA
methylphenethylamine
I 3-[2-
psilocine,
21. | Psilocine (dimethylamino)ethylind
psilotsin
ol-4-ol
3-[2-
dimethylamino)ethyljin

22. | Psilocybine ( Y Jethyl
dol-4-yl dihydrogen
phosphate
1-(1-

23. | Rolicyclidine PHP, PCPY phenylcyclohexyl)pyrrol
idine
2,5-dimethoxy-a,4-

2,5-Dimethoxy—4-

24. STP, DOM dimethylphenethylamin

methylamphetamine
e
a-methyl-3,4-

25. | Tenamfetamine MDA (methylenedioxy)phenet
hylamine
1-(1-(2-

26. | Tenocyclidine TCP thienyt)cyclohexylpiperi
dine

tetrahydrocannabinol, the following
isomers and their storeochemical
variants: 7,8,9,10-tetrahydro-6,6,9-
trimethyl-3-pentyl-6H - dibenzo [b,d"
Tetrahydrocannabinol :
27. Ipyran-1-ol |(9R,10aR)-8,9,10,10a-
Isomers:
tetrahydro-6,6,9-trimethyl-3—-pentyl-6H
- dibenzo[b,d Ipyran-1-01
|(6aR,9R510a&_6a,9;10;103_
tetrahydro-6,6,9-trimethyl-3-pentyl-
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6H- dibenzo[od]pyran—-1-ol

(60R,10aR )-6a,7,10,10a—-tetrahydro-
6,6,9—-trimethyl-3-pentyl-6 H-
dibenzo[b,d]pyran-1-ol 6a,7,8,9-
tetrahydro-6,6,9-trimethyl-3-pentyl-

6 H-dibenzo/b, dpyran—-1-ol (6aR 10aR)-
6,7,8,9,10,10a-—hexahydro-6,6-
dimethyl-9-methylene 3- pentyl-6+
dibenzo[b, d]pyran—-1-ol

28.

Trimethoxyamphetamine

TMA

(+)-3,4,5-trimothoxy-
a_

methylphenethylamine

The stereoisomers of substances in this schedule are also controlled,

unless specifically excepted, whenever the existence of such

stereoisomers is possible within the spicific chemical designation.
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International non—

Other non—proprietary

No. or Chemical name
proprietary name
trivial names
()-a-
1. amphetamine Amfetamine
methylphenethylamine
7-[(10,11-dihydro-5H-
2. Amineptine dibenzo[a,d]cyclohepten—-5
yl)amino]heptanoic acid
4-bromo-2,5-
3. | Phenethylamine 2C-B
dimethoxyphenethylamine
()2
4. | Dexamfetamine dexamphetamine
methylphenethylamine
delta—9-tetrahydro- (6R, 10aR)-6a,7,8,10a-
cannabinol and its tetrahydro-6,6,9—
5. | Dronabinol*
stereochemical trimethyl-3 pentyl-6H-
variants dibenzo[b,d]pyran—1-ol
7-[2-[(a—methylphenethyl
6. | Fenetylline ( y )
amino) ethyl] theophylline
: . (-)-(R)-a-
7. Levamfetamine levamphetamine
methylphenethylamine
()N, a-
8. levomethamphetamine | levomethamphetamine
dimethylphenethylamine
3—(o—chlorophenyl)-2-
9. | Mecloqualone methyl-4(3H)-
quinazolinone
(+)-(§)-N, a-
10. | Metameftamine methamphetamine
dimethylphenethylamine
methamphetamine (i)—N, a-
11. | Metameftamine

racemate

dimethylphenethylamine
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2-methyl-3-0-tolyl-

12. | Methaqualone
4(3H)-quinazolinone
methyl a-phenyl-2-

13. | Methylphenidate
piperidine acetate
1-(1-

14. | Phencyclidine PCP (
phenylcyclohexyl)piperidine
3-methyl-2-

15. | Phenmetrazine Y
phenylmorpholine
5-allyl-5-(1-

16. | Secobarbital Y (
methylbutyl)barbituric acid
a—(a—methoxybenzyl)-4-

17. | Zipeprol

(6—methoxyphenethyl)-1.

piperazineethanol

* This international non-proprietary name refers to only one of the

stereochemical variants of delta—9-tetrahydrocannabinol, namely (-) trans—delta—

9-tetrahydrocannabinol.
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No.

International non-

proprietary name

Other non—proprietary
or

trivial names

Chemical name

Amobarbital

5-ethyl-5-
isopentylbarbituric

acid

Buprenorphine

21-cyclopropyl-7-a-
[(S)-1-hydroxy-
1,2,2-
trimethylpropyll
6,14-endo-ethano-
6,7,8,14-

tetrahydrooripavine

Butalbital

5-allyl-5-
isobutylbarbituric

acid

Cathine

(+)-

norpseudoephedrine

(+)=(8)-a-1(S)-1-
aminoethyl]benzyl

alcohol

Cyclobarbital

5-(1-cyclohexen—1-
yl)-5-ethylbarbituric

acid

Flunitrazepam

5—(o—fluorophenyl)-
1,3-dihydro-1-
methyl - 7-nitro-2H-

1,4 benzodiazepin

Glutethimide

2-ethyl-2-
phenylglutarimide

Pentazocine

(ZR*,6R*’ IIR*)_
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1,2,3,4,5,6-
hexahydro-6,11-
dimethyl-3-(3
methyl-2-butenyl)-
2,6-methano-3-

benzazocin—-8-ol

5-ethyl-5-(1-
9. | Pentobarbital methylbutyl)barbituric

acid
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International non-

Other non-

No. proprietary or Chemical name
proprietary name
trivial names

1. | Allobarbital 5,5-diallylbarbituric acid
8-chloro-1-methyl-6-phenyl-4H-s-

2. | Alprazolam
triazolo[4,3 a][1,4]benzodiazepine

3. Amfepramone diethylpropion 2 diethylamino)propiophenone

4. | Aminorex 2-amino-5-phenyl-2-oxazoline

5. | Barbital 5,5-diethylbarbituric acid
N-benzyl-N, a-

6. Benzfetamine benzphetamine
dimethylphenethylamine
7-bromo-1,3-dihydro-5-(2-

7. Bromazepam
pyridyl)-2H-1,4-benzodiazepin
2-bromo-4-(0-chlorophenyl)-9-

8. | Brotizolam methyl-6H-thieno[3,2-A-5
triazolo[4,3-a][1,4]diazepine

9. Butobarbital butobarbital 5-butyl-5-ethylbarbituricacid
7—-chloro-1,3-dihydro-3-hydroxy-
1-methyl-5-phenyl-2H-1,4

10. | Camazepam
benzodiazepine-2-one
dimethylcarbamate (ester)
7-chloro-2—(methylamino)-5-

11. | Chlordiazepoxide phenyl-3H-1,4-benzodiazepine-4
oxide
7—-chloro—1-methyl-5-phenyl-1H-

12. | Clobazar 1,5-benzodiazepine-2,4(34,5H)
dione

13. | Clonazepam 5-(o—chlorophenyl)-1,3-dihydro-7-
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nitro-2H-1,4-benzodiazepin

7—-chloro-2,3-dihydro—2-oxo-5-

14. | Clorazepate phenyl-1H-1,4-benzodiazepine-3.
carboxylic acid
5-(o—chlorophenyl)-7-ethyl-1,3-

15. | Clotiazepam dihydro—1-methyl-2H-thieno[2,3-e€]
1,4-diazepin—-2-one
10-chloro-11b-o-chlorophenyl)-

16. | Cloxazolam 2,3,7,11b—tetrahydro—oxazolo—[3.2
d][1,4]benzodiazepin-6(5H)-one
7—chloro—5-(o—chlorophenyl)-1,3-

17. | Delorazepam dihydro—-2H-1,4-benzodiazepin-2
one
7-chloro-1,3-dihydro-1-methyl-5-

18. | Diazepam phenyl-2H-1,4-benzodiazepin-2
one

19. | Estazolam 8-chloro-6-phenyl-4H-s—
triazolo[4,3—-a][1,4]benzodiazepine

20. | Ethchlorvynol 1-chloro—3-ethyl-1-penten-4-yn-
3-ol

21. | Ethinamate 1-ethynylcyclohexanolcarbamate
ethyl 7-chloro-5—(o-fluorophenyl)-

22. | Ethyl Loflazepate 2,3-dihydro-2-oxo-1H+-1,4
benzodiazepine-3-carboxylate

23. | Etilamfetamine NS N-ethyl-a-methylphenethylamine

ethylamphetamine

24. | Fencamfamin NSEES TphenyE e
norbornanamine

25. | Fenproporex (#)=3-1(a-

methylphenylethyl)amino)propionitrile
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26.

Fludiazepam

7-chloro-5-(o-fluorophenyl)-1,3-
dihydro—1-methyl-2H-1,4

benzodiazepin-2-one

27.

Flurazepam

7-chloro—1-[2-(diethylamino)ethyl)-
5-(o—fluorophenyl)-1,3-dihydro

2H-1,4-benzodiazepin—-2-one

28.

GHB

GHB

Y-hydroxybutyric acid

29.

Halazepam

7-chloro-1,3-dihydro-5-phenyl-1-
(2,2,2-trifluoroethyl)-2H-1,4

benzodiazepin—-2-one

30.

Haloxazolam

10-bromo-11b-(o—fluorophenyl)-
2,3,7,11b-tetrahydrooxazolo[3,2
d][1,4]benzodiazepine-6(5H)-one

31.

Ketazolam

1-chloro-8,12b-dihydro-2,8-
dimethyl-12b-phenyl-4H
(1,3]oxazino[3,2-
d][l,4]benzodiazepin—4,7(6H)—dione

32.

Lefetamine

SPA

(-)~N,N-dimethyl-1,2-
diphenylethylamine

33.

Loprazolam

6-(0—chlorophenyl)-2,4-dihydro-2-
[(4-methyl-1.
piperazinyl)methylene)-8-nitro-1H-
imidazo[1,2 a][1,4]benzodiazepin—-1-

one

34.

Lorazepam

7-chloro-5-(o—chlorophenyl)-1,3-
dihydro—-3-hydroxy-2H-1,4

benzodiazepin—-2-one

35.

Lormetazepam

7-chloro-5-(o—chlorophenyl)-1,3-
dihydro-3-hydroxy-1-methyl-2H

1,4-benzodiazepine-2-one
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5-(p—chlorophenyl)-2,5-dihydro-

36. | Mazindol
3H-imidazo[2,1 —asisoindol-5-ol
7—-chloro-2,3-dihydro—1-methyl-5-

37. | Medazepam
phenyl-1H-1,4-benzodiazepine
N-(3-chloropropyl)-a-

38. | Mefenorex ( )
methylphenethylamine
2-methyl-2—propyl-1,3-

39. | Meprobamate
propanedioldicarbamate
3—(ax—methylphenethyl)-N-

40. | Mesocarb ( R v)
(phenylcarbamoyl)sydnone imine
5-ethyl-1-methyl-5-

41. | Methylphenobarbital
phenylbarbituric acid
3,3—diethyl-5-methyl-2,4-

42. | Methyprylon 4 y
piperidine—dione
8-chloro—-6—(o-fluorophenyl)-1-

43. | Midazolam methyl-4H-imidazo[1,5
a][1,4]benzodiazepine
1,3-dihydro-1-methyl-7-nitro-5-

44. | Nimetazepam phenyl-2H-1,4-benzodiazepin-2
one
1,3-dihydro-7-nitro—5-phenyl-2H-

45. | Nitrazepam
1,4-benzodiazepin—2-one
7—-chloro-1,3-dihydro—5-phenyl-

46. | Nordazepam
2H-1,4-benzodiazepin-2-one
7—-chloro-1,3—-dihydro-3-hydroxy—

47. | Oxazepam 5-phenyl-2H-1,4-benzodiazepin-2
one
10-chloro-2,3,7,11b-tetrahydro-2-

48. | Oxazolam methyl-11b-phenyloxazolo[3,2

d][1,4]benzodiazepin—6(5H)-one
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2—-amino-5-phenyl-2-oxazolin—4-

49. | Pemoline
one

50. | Phendimetrazine (+)7(28,39)=3,4-dimethyl-2-
phenylmorpholine

51. | Phenobarbital 5-ethyl-5-phenylbarbituric acid

52. | Phentermine a,a-dimethylphenethylamine
7—-chloro-1,3-dihydro-5-phenyl-1-

53. | Pinazepam (2—-propynyl)-2H-1,4 benzodiazepin-
2-one

54. | Pipradrol 1. 1-diPheQyI-{-({
piperidyl)methanol
17-chloro-1-(cyclopropylmethyl)-

55. | Prazepam 1,3-dihydro-5-phenyl-2H-1,4
benzodiazepin—-2—-one

56. | Pyrovalerone 1T
pyrrolidinyl)valerophenone

57. | Secobarbital 5-sec—butyl-5-ethylbarbituric acid
7-chloro-1,3-dihydro-3-hydroxy—

58. | Temazepam 1-methyl-5-phenyl-2H-1,4
benzodiazepin—-2—-one
7-chloro-5-(1-cyclohexen—1-yl)-

59. | Tetrazepam 1,3-dihydro-1-methyl-2H-1,4
benzodiazepin—-2-one
8-chloro-6—(o-chlorophenyl)-1-

60. | Triazolam methyl-4H-s-triazolo[4,3
a][1,4]benzodiazepine

61. | Vinylbital 5—(1-methylbutyl)-5-vinylbarbituric acid
N, N, 6-trimethyl-2-p-

62. | Zolpidem tolylimidazo[1,2—-a]pyridine-3-

acetamide
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No. Name of substance
1. ACETIC ANHYDRIDE

2. N-ACETYLANTHRANILIC ACID

3. EPHEDRINE

4. ERGOMETRINE

5. ERGOTAMINE

6. ISOSAFROLE

7. LYSERGIC ACID

8. 3,4- METHYLENEDIOXYPHENYL -2- PROPANONE
9. NOREPHEDRINE

10. | 1- PHENYL-2- PROPANONE

11. | PIPERONAL

12. | POTASSIUM PERMANGANATE

13. | PSEUDOEPHEDRINE

14. | SAFROLE
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No. Name of substance

1. ACETONE

2. ANTHRANILIC ACID

3. ETHYL ETHER

4. HYDROCHLORIC ACID

5. METHYL ETHYL KETONE

6. PHENYLACETIC ACID

7. PIPERIDINE

8. SULPHURIC ACID

9. TOLUENE
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No. Plant Name Active ingredient
Cannabis Sativa:Cannabis

1. Tetrahydrocannabinol
Sativa

2. Papaver Somniferum Morphine, codeine, & thebaine

3. Erythroxylum coca Cocaine

4. Erythroxylum truxillese Cocaine

5. Catha edulis, KHAT Cathinone & cathine

6. Ephedra sinica Ephedrine

7. | iphopora williamisi Mescaline
Morning glory: Ipomoea

8. Lethergamide
violacea

9. Ergot: ClavicepsPurpurea (LSD)Lysergic acid diethylamide
Psilocybe mesicana, Conocybe

10. Psilocybine & Psilocine
Cyanopus
Amanita muscaria, Inocybe

11. Muscarine
napipes

12. | Piptadina pergrina: D.M.T (DMT)Dimethyltryptamine

13. | Panstoria caapi Panstrine

14. | Argyria nervosa Ibogaine

15. | Lactuca virosa Lactucarium

16. | Tabernanthe Aboga Ibogaine

17. | Banisteriopsis Caabi Harmine
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No. Drug name No. Drug name
1. | Amitriptyline 20. | Fenozolone

2. | Aripiprazole 21. | Flumazenil

3. | Barbituric acid 22. | Flunitrazepam

4. | Benzhexol 23. | Fluoxetine

5. | Biperiden 24. | Flupenthixol

6. Buspirone 25. | Haloperidol

7. | Butorphanol 26. | Flupentixol

8. chloralhydrate 27. | Fluphenazine

9. | Chlormethiazole 28. | Fluvoxamine

10. | Chlorpromazine 29. | Imipramine

11. | Citalopram 30. | Ketamine

12. | Clomipramine 31. | Lithium Carbonate
13. | Cyclobenzaprine 32. | Maprotiline

14. | Dothiepin 33. | Melatonin

15. | Doxepin 34. | Mephenoxalone

16. | Droperidol 35. | Methohexital

17. | Duloxetine 36. | Miaserine hydrochloride
18. | Escitalopram 37. | Milnacipran

19. | Ethanol 38. | Minaprine
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No. Drug name

No. Drug name

39. | Mirtazapine

59. | Reboxetine

40. | Misoprostol

60. | Risperidone

41. | Moclobemide

61. | Sertraline

42. | Modafinil

62. | Sulpiride

43. | Nalbuphine

63. | Sultopride

44. | Naltrexone

64. | Thiopental

45. | Nefazodone

65. | Thiopentone

46. | Nitrazepam

66. | Tiapride

47. | Nortriptylline

67. | Tramadol

48. | Noscapine

68. | Tranylcypromine

49. | Olanzapine

69. | Trazadone

50. | Opipramol

70. | Triazolam

51. | Paroxetine

71. | Trifluoperazine

52. | Pimozide

72. | Trimpramine

53. | Prochlorperazine

73. | Venlafaxine

54. | Procyclidine

74. | Zaleplon

55. | Propofol

75. | Ziprasidone

56. | Prostaglandin

76. | Zopiclone

57. | Pyrisuccideanol

77. | Zuclopenhtixol

58. | Quetiapine
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No. Drug name No. Drug name
-1 | Acitretin .16 | Norgestrol
.2 | Baclofen .17 | Octreotide
.3 | Carisoprodol -18 | Orphenadrine
-4 | Dantrolen -19 | Ostelamivir
.5 | Estradiol .20 | Ostrediol
.6 | Ethinylestradiol .21 | bromide Pancrounium
.7 | Etonogestrel .22 | phenytoin
-8 | Isotretinoin .23 | Pimecrolimus
-9 | Lamotrigin .24 | Somatropine
-10 | Menotrophin -25 | Testosterone
-11 | Mesterolone .26 | Ticlopidine
-12 | Methocarbamol .27 | Tizanidine
.13 | Na valproate -28 | Topiramate
.14 | Nandrolone .29 | Tretinoin
.15 | Norethisterone -30 | Vecuronium
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1. Introduction:

The policy of the Ministry of Health is to ensure that all
pharmaceutical products manufactured, imported or exported,
distributed or sold in Palestine are
of acceptable quality, safety and efficacy. The process of
pharmaceutical
products registration forms an important basis for evaluating and
ensuring drug safety, efficacy and quality. Therefore, all drugs
manufactured, imported/exported, distributed or sold in Palestine
should be registered.

These objectives can be effectively achieved through:

a.Having in place a mandatory system of licensing of all
medicinal products, whether locally manufactural or
imported and licensing all local masnufacturers, importing
and distributing agents.

b. Supervising all stages of manufacture and distribution
ofpharmaceutical products by appropriately qualified
professional staff.

c. Complementing the registration system with an efficient
system of inspection.

d. Enforcing the legislation.

The registration of drugs and related substances in
Palestine is governed
by the provisions of public health law (no. 20) and the Palestinian
Pharmacy
Practice Ordinance (no. 19).
This Drug Registration Guidance Document is developed to serve
as the reference guide for applicants when applying for drug
registration.
The Drug Control and Registration Department (DDCR) in the
Ministry of Health is the organizational unit responsible for
compliance and enforcement of
this guidance, together with the Drug Technical Committee (DTC).
The Registration Guidance Document includes separate guidelines
for registration of human drug products, separate guidelines for
veterinary drug
products and separate guidelines for cosmetic products.
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2. Objectives:

The primary objectives of this guidance document are to
provide
ransparent and clear guidelines and procedures for the registration
of pharmaceutical products. including drugs for human use, drugs
for veterinary use and cosmetic products, to ensure that all the
products manufactured, imported, exported, distributed or sold in
Palestine conform to acceptable standards of
quality, safety and efficacy.

3. Organization and Personnel:
The overall responsibility for registration of pharmaceutical
products is
with the Director General of Pharmacy Department in the
Ministry of Health
The responsibility of the day-to-day registration and follow up
activities is with

the Director of the Department of Drug control and

Registration (DDCR) of the Ministry of Health. The registration
division is an integral part of the Department director.

A pre-requisite for joining the registration team is a scientific
background with minimum first degree (B.sc) in different specialties
in pharmacy, chemistry, microbiology etc.

Scientific and medical skills must be continuously updated to keep
pace with drug discovery and development, including the
development of new means of formulating, controlling and using
well-established drugs. It is therefore essential that suitable training
and practical experience be regularly offered to the staff
concerned.

Training to gain experience may be done in different ways
including:

e In-post training, which should include an element of
apprenticeship gained through accompanying experienced
staff.

e Participation in courses and seminars on relevant subjects.

e Updating knowledge in some areas including pharmaceutical
technology, microbiology, pharmacology, quality control, etc.

e File evaluation and factual reporting skills.

The number of staff should be adequate to be able to fulfill
their responsibilities. This is determined by many factors, including
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the number of products to be processed, the existence of local
industry or not and the degree which the authority is prepared to
rely on decisions made.

Pharmaceutical product registration staff should have the
following personal qualities:

e Conforms to codes of ethics and conduct.

¢ Independence/no conflict ofinterest.

e No double role as registration staff and consultant.

e Able to withstand any attempts to influence decisions.

e Respectful of confidentiality rules.

e Impatrial: able to discharge regulatory responsibilities without
fear or favor.

The functions of the registration staff shall include the
following:

e Ensuring that all pharmaceutical products manufactured in,
imported into or exported from Palestine conform to the
standards of quality, safety, and efficacy.

e To grant, after assessment, licences for medicinal products,
whether locally manufactured or imported.

e To cancel the registration of pharmaceutical products when
their registration
is not renewed on time, or when the continued use of which
may be detrimental to public health.

e To maintain an inventory of registered pharmaceutical
products.

e To publish lists of registered pharmaceutical products from
time to time for
public information.

e To ensure that registration files of pharmaceutical products are
kept up to

¢ date by the applicants and to approve necessary alterations.

e To approve the use of unregistered pharmaceutical products
for clinical trial purposes or use.

e To accumulate registration and application and renewal fees.

¢ Advise the Minister on matters concerning registration of
medicinal products.

e To evaluate the prices of medicinal products and to publish
price lists of registered products from time to time.

e To issue certificates of registration, certificates of
pharmaceutical products (CPP) and certificates of free sale
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(FSC).

e To amend the registration rules and requirements as deemed
necessary to keep pace with time demand(s).

e To cooperate with the Drug Technical Committee and other
related committees in the registration, pricing and information
ISsues.

4- Definitions:

For the purpose of these guidelines, the following definitions

shall apply:

1. Accelerated stability studies:
Studies designed to simulate the rate of chemical and/or
physical degradation of active ingredient or dosage form or
product, under exaggerated storage conditions. The purpose is
to determine the kinetic parameters, if possible and/or predict a
tentative shelf life.

2. Active Pharmaceutical Ingredient(API):
Means a substance or compound that is intended to be used in
the manufacture of a pharmaceutical product as a
therapeutically active compound (ingredient).

3. Composition:
Composition in relation to a medicinal product means the
ingredients of which it consists, proportions, degree of
strength, quality and purity in which those ingredients are
contained.

4. Container:
Means a bottle, jar, box, packet, sachet or other receptacle
which contains or is to contain in it, not being a capsule or
other article in which the product is or is to be administered or
consumed, and where any such receptacle is or is to be
contained in another receptacle, includes the former but does
not include the latter receptacle.

5. Containerlabeling:
Means all information that appears on any part of a container,
including that on any outer packaging such as a carton.
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Country of Origin:

It is the final location from which the finished product is
dispatched after completing the final steps of manufacture.

6. Drug, medicine or pharmaceutical product:
Means any substance or mixture of substances manufactured
sold or represented for use in: The diagnosis, treatment,
mitigation or prevention of a disease, disorder, abnormal
physical or mental state, or the symptoms thereof, in an
humans or animals.

7. Excipient:
Means any component of a finished dosage form which has no
therapeutic value.

8. Finished product:
Means a product that has undergone all stages of production,
including packaging in its final container and labeling.

9. Formulation:
Means the composition of a dosage form, including the
characteristics of its raw materials and the operations required
to process it.

10. Generic products:
Means products that are pharmaceutical equivalents or
alternatives to innovator or reference products and which are
intended to be therapeutically equivalent and can therefore be
used interchangeably with the innovator or reference product.

11. Highly regulated countries:
Countries that are considered to be highly regulated. They
include USA, E.U countries, Australia, Japan and Canada.

12. Innovator (or pioneer) pharmaceutical product:
Means a pharmaceutical product which was first authorized for
marketing (normally as a patented product) on the basis of
documentation of efficacy, safety and quality (according to the
requirements at the time of authorization).

13. Label:
Means any tag, brand, mark, pictorial or other descriptive
matter, written, printed, stenciled, marked, embossed or
impressed on or attached to a container of any drug.

14. Marketing authorization holder:
The company or drug store in whose name the marketing
authorization (registration) has been granted. This party is
responsible for all aspects of

- 224 -



82022 (ssamsd) Jol O silS (Aidauldl) ail3sY)) duad g A5l aanl)

product, including quality and compliance with the conditions of
marketing authorization.

15. Manufacturer:
A person or firm that is engaged in the manufacture of
products.

16. Manufacture:
Means production, quality control, release and packaging of a
product.

17. New Drug Product:
A drug containing an active ingredient, including its salts,
esters, dervatives, etc, which is not a subject of current
pharmacopeias.

18. New active pharmaceutical ingredient:
Means a drug (active ingredient), including its salts, esters,
derivatives, etc. or biological agent, which is not a subject of
current pharmacopoeias.

19. Pharmacopoeia:
Means a current edition of the British Pharmacopoeia,
European Pharmacopoeia, United States Pharmacopoeia,
International Pharmacopoeia and Japanese Pharmacopoeia.

20. Pharmaceutical alternatives:
Two or more medicinal products are said to be pharmaceutical
alternatives if they contain the same active ingredients, but
which may differ in salt, esters, dosage forms, strength and/or
route of administration.

21. Pharmaceutical equivalents:
Products are pharmaceutical equivalents means products that
contain the same amount of the same active substance(s) in
the same dosage form; if they meet the same or comparable
standard; and if they are intended to be administered by the
same route.

22. Shelf life:
The period that product is expected to remain within specifications,
as predicted from stability studies. The expiry date of an individual
batch is based on the known
shelf life.

23. Stability:
The capacity of an active ingredient or drug or dosage form to
remain within specifications established to maintain its identity,
purity, strength and other critical physico-chemical,
microbiological and organoleptic properties during
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its shelf life.

24. Storage condition:
The storage condition which shall guarantee the maintenance
of the quality of the product in relation to its safety, efficacy and
acceptability throughout the shelf life as may be predicted from
the stability studies. The described conditions shall indicate
temperature or temperature range in degree Celsius, humidity,
light and other relevant conditions.

25. Specification- release:
Means the combination of physical, chemical, biological and
microbiological test requirements that determine whether a
drug product is suitable for release at the time of its
manufacture.

26. Tentative shelf life:
A provisional shelf life predicted from results of accelerated
stability studies.

27. Therapeutic equivalence:
Two pharmaceutical products are therapeutically equivalent if
they are pharmaceutically equivalent and, after administration
in the same molar dose, their effects with respect to both
efficacy and safety are essentially the same, as determined
from appropriate bioequivalence, pharmacodynamic, clinical or
in vitro studies.

5. General Registration Provisions:

1. Any pharmaceutical product of any dosage form intended to
be used on humans or animals, whether internally or
externally, is required to be registered with the Department of
Drug Control and Registration (DDCR).

2. All required applications and file documents shall be
submitted in original hard copies. Authenticated copies may
be accepted if submitted with a clear statement from the
original owner allowing the use of the copied documents.

3. All information and documents must be in English/Arabic and
legible. Where documents are not originally in English/Arabic,
a copy in the original language and a full legalized translation
should be submitted.

4. All application forms shall be filled by a competent qualified
person (i.e. responsible pharmacist). He or she shall ensure
that all information provided to the department (DDCR) is true
and correct to the best of his/her knowledge. The applicant
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shall be aware that if he/she makesany false statement,
representation or declaration in connection with an application
to the DDCR, he/she will have committed an offence.

5. All the registration conditions and requirements shall be
fulfilled by the applicant. If the applicant wishes to waive any
condition, he/she shall apply for a waiver together with
supporting documents.

6. Authentication (or legalization) of documents, wherever
required, shall be done by the relevant health authority, the
Ministry of Foreign Affairs and the Palestinian embassy in the
country where the document was issued.

7. The applicants should notify the DDCR of any change in the
particulars submitted in the application and of any new
significant information during
the course of evaluation and as long as the product remains
on the
Palestinian market.

8. The marketing authorization holder shall notify the
department if the product is no longer registered by another
country, as long as the product remains on the Palestinian
market.

9. The marketing authorization holder shall ensure that the
product will be sold, supplied and recommended for use in
accordance with the approved and in compliance with all
licence conditions, applicable legislation and guidelines.

10. Product registration shall be only through an authorized
agent, exclusive distributor, scientific office or local
manufacturer.

11. The registration documents shall be submitted in bound
files; pages shall be numbered and the file should have
protruding dividers, each bearing the name of the relevant
section.

12. The registration of a product shall be valid for five years or
such period as specified in the registration certificate (unless
sooner suspended or
cancelled by the DDCR.)

13. Renewal of product registration can be done six months
prior to the expiry of the validity period of the product
registration.

14. Application for renewal of registration shall be submitted to
the department not later than four months prior to the expiry
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of the validity of registration.

15. Upon expiry of the validity period of registration, the renewal
of product registration will no longer be accessible and an
application for new registration of product can be submitted.

16. The DDCR shall reject, cancel or suspend the registration of
any product, if there are deficiencies in safety, quality or
efficacy of the product or failure to comply with the conditions
of registration.

17. Any applicant or marketing authorization holder aggrieved
by the decisions of the DDCR may make a written appeal to
the head of the department. All appeals must be made within
thirty days of the date of the DDCR notification. The director
of the DDCR department shall submit the appeal and the
supporting data or documents to the Drug Technical
Committee. The decision of the DTC made on any appeal is
final.

18. Every application for registration and renewal of registration
shall be accompanied by the registration fees, to be
determined by the Minister
of Health.

19. The DDCR will charge the applicant any costs for carrying
out laboratory testing related to the registration or renewal of
the registration of any product.

20. Any payment made is not refundable once an application
has been submitted and payment confirmed.

21. Letters of authorization and certifications should be valid
and current at the time of submission.

22. Where a product is contract manufactured, the applications
should include letters of authorization of contract
manufacturer and acceptance to register from the
manufacturer and each sub-contractor, if applicable (e.qg.
repacker).

23. The letter of authorization should be on the product owner's
original letterhead and be dated and signed by the managing
director, president, or equivalent person who has overall
responsibility for the company organization.

24. The letter of acceptance from the manufacturer shall comply
with similar requirements as stated above.

25. The letters of authorization and acceptance should state the
name of the product(s) concerned and the name and actual
site address of the manufacturer(s) involved in the
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manufacturing of the product(s).

26. A separate application is required for each product i.e.
products containing the same ingredient(s) but made to
different specification (in terms of strength/content of
ingredient(s), dosage form, description, etc.) or by a different
manufacturer shall require separate applications for product
registration.

27. Different primary packing (materials) or pack sizes (quantity
or volume) of a product made by the same manufacturer to
the same specifications, formulation and dosage form, shall
require only one application for product registration. The
product registration shall be for the packing and pack sizes
stated in the registration documents only.

28. An application for a second source shall be considered
where deemed necessary. This second source product shall
be the same as the first product in all aspects except for the
site of manufacturing.

29. A decision on the approval or rejection of an application
shall be made based on the outcome of the evaluation of the
submitted documentation. The decision will be sent to the
Marketing Authorizations Holder by the DDCR within the
stipulated time as stated in the DDCR naotification.

30. A registration number will be given when a product
application is found to have satisfied the registration
requirements of quality, safety and efficacy
and is granted registration approval by the DDCR. The
registration
number is specific to the products registered with the name
identity, composition, characteristic, origin (manufacturer) and
marketing
authorization holder as specified in the registration
documents. It must not be used for any other product.

31. A certificate of registration with the provisions, conditions,
limitations etc of the registration, shall be issued for the
registered product.

32. No change in product name, product specifications,
packaging, indications, contents of product label, package
insert, or product literature, or any relevant particular of the
registered product shall be made without the prior approval of
the DDCR. Similarly, prior approval of the DDCR is required
for changes in excepients, such as change in lubricant,
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preservative, solvent, etc to improve product formulation.
Explanation/reason for the changes requested should be
given. All relevant supporting data related to the above
changes such as finished products specifications, certificate
of analysis, stability data, raw materials specifications, etc
should be updated accordingly. The registration of the
products may be cancelled if changes are made without prior
approval of the DDCR.

33. All necessary documents in accordance to the specified
conditions laid for each type of variation (amendment) should
be submitted. The marketing authorization holder is
responsible for ensuring that all the necessary validation has
been conducted to demonstrate that the change does not
reduce the quality, safety or efficacy of the product. (Please
refer to Appendix (1) fordetails of the types of variations
allowed and the conditions and/or supporting documents
necessary for each type of variation defined).

34. Any change which affects the composition or characteristics
of the products such as, colour/ shade, flavour/ fragrance,
shape, change of vehicle shall require a new application for
registration.

35. The product marketing authorization holder should inform
the DDCR of any adverse reaction to the product.

36. The product registration can be cancelled if the marketing
authorization holder fails to inform the DDCR of any serious
adverse reactions upon receipt of such reports.

37. All labels and package inserts must be amended to include
any new adverse reactions, warnings, precautions etc.

38. Samples of products registered by the DDCR may be taken
and tested for compliance with official pharmacopoeial
standards or specifications agreed by the manufacturer.

39. If a sample fails to meet adequate specifications, the
marketing authorization holder will be issued a warning.
Unless the failure is serious enough to justify recall of the
product, the marketing authorization holder has up to thirty
(30) days to identify the source/cause of quality defect and
actions to be taken to improve quality.

40. The marketing authorization holder should notify the DDCR
of any product quality related problems (with registered
products) that the holder is aware of. It is also the
responsibility of the prescribers, the pharmacists, as well as
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other health professionals who come into contact with the
product to report.

41. The marketing authorization holder is responsible for
conducting recalls of defective or unsafe products. It is also
his responsibility to notify the DDCR of any recall decision. No
recall should take place without first consulting/informing the
DDCR.

42. The marketing authorization holder shall inform the DDCR
of any decision to terminate the registration of a product
before the end of the validity of such registration. The
marketing authorization holder must return the product
registration certificate immediately to the DDCR.

43. The registration of a product once terminated shall not be
re-registered a new application must be submitted.

44. A product registration (marketing authorization) may be
transferred from the existing product Marketing Authorization
Holder (MAH) to another holder using a transfer procedure.
See Appendix (2) for this purpose.

45. The DDCR will register a product for any marketing
authorization holder only once for the same active
ingredient(s).

46. A product will be registered only if it satisfies all
requirements of the
DDCR, especially with respect to safety, efficacy and quality
of the product. Other criteria that may be taken into
consideration include:

- Either that the product is needed or not. Aspects like
potential for abuse, number of registered products,
different dosage form, products containing forbidden
excipients, etc areconsidered.

- Therapeutic advantage.

47. The DDCR may register locally manufactured products for
export only that are to be sold in a different colour
(formulation), shape and strength.

48. Registration of product for export purposes is not necessary
if there is no change in the formulation or appearance of the
product. An "export notification” procedure allows an
applicant to apply for free sale certification for the product
whereby the applicant need only declare to the DDCR the
differences in the product for export compared to the
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registered product marketed in Palestine (such as a product
being exported under a different name). A Free Sale
Certificate(FSC)/ a Certificate of a Pharmaceutical Product
(CPP) will be issued to the applicant for the registered
product together with an explanation of any difference(s) to
the importing country.

49. Products which are packed together in combination for a
therapeutic regimen (example for the treatment of
helicobacter pylori, hepatitis C, etc)will be classified as a
combination pack. These shall be registered as a single
product.

50.

51

52.

53.

54.

A product which is packed together with diluent(s) is not
considered as combination pack product.

A combination pack product must consist of registered
products only.

The use of halal and certification logos (i.e. ISO, GMP. etc)
on the labels of drug products will not be allowed.

However use of the mentioned logos will be considered for
traditional products, food supplements, and also
cosmetics, for both local and export market, provided that
such products have been certified and approved as halal
or ISO or GMP hy DDCR. The use of the logos is based on
application to DDCR and is not a mandatory requirement.
All the registration data submitted to the DDCR shall be
considered confidential and shall be kept in safe manner.
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PART |

GUIDELINES OF HUMKMBEDICINAL PRODUCTS
REGISTRATION IN PALESTINE
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Section One: General Instructions for registration of

Medicinal Products:

In addition to general registration provisions, the following are

applicable for registration of medicinal products:

1. The requirements are applicable to the following categories of
medicinal products:

1.1. Generic medicinal products.

1.2. Pharmacopoeial products including (BP, Eur. P, USP, JP,
Int. Ph.).

1.3.New drug products

2. All registration processes should be done by pre-licensed
medicinal authorization holder(s), as required by the Ministry of
Healthregulations.

3. The following documents are required to be submitted with the
registration file, for the reqistration of imported medicinal
products:
3.1.The valid licence drug store/wholesaler or scientific office

issued from the Ministry of Health.

3.2.A legalized letter of appointment from the owner of the
medicinal product, showing that the importing company is
the sole agent/exclusive distributer. The letter should be
authenticated by the Palestinian embassy in the country of
origin.

3.3. An authorization for registration from the product owner.

3.4. An authenticated certificate of pharmaceutical product (CPP)
issued from the responsible health authorities of the producer’s
country of origin.

3.5. A valid GMP certificate issued from the responsible health
authorities of the producer’s country of origin.

3.6. A valid and authenticated free sale certificate of the product
issued by the responsible health authority of the producer’s
country of origin if the CPP not provided..

3.7. All the above-mentioned documents should be authenticated
by the Palestinian embassy in the country of origin.

3.8.The site master file of the producing company. See
Appendix (3)

3.9.The prices certificates as required in the pricing policy
document.
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4. A pre-approval application for registration, submitted in five
copies to the DDCR. The product pre-approval should be
approved before preceding the registration process.

5. An application for registration filled by the responsible
pharmacist and submitted in five copies to the DDCR.

6. An application for a quality control certificate, submitted in three
copies to the DDCR.

7. The following documents shall be submitted in addition to the
registration requirements for products to be manufactured under
licence (contract manufacturer):

7.1. An authenticated manufacturing licence for the product
owner, issued from the relevant health authorities in the
country of origin.

7.2.A legalized letter of agreement between the two concerned
parties, signed by both parties, and issued in accordance
with the GMP requirements.

7.3. The plant master file for the contract giver and acceptor.

7.4.An authenticated GMP certificate issued from the relevant
health authorities for both parties.

7.5. An original authenticated free sale certificate/CPP issued for
the concerned product which is under contract, from the
relevant health authorities.

8. Bioequivalent study (where applicable) from local generic
manufacturers and countries which are not considered highly
regulated.

Section Two: Contents of chemical and

pharmaceutical data
The material should be submitted in a combined hard cover file.
The following should appear on the outside of the file: name of
the medicinal product, dosage form, strength and name of
the manufacturer & name of the agent (for imported
medicinal products). The file should have protruding dividers,
each bearing the name of the relevant section.

Documents required to be in the registration file:

1. Table of contents.

2. The complete and accurate composition of the product,
active and inactive ingredients whether they appear in the
final product or not:

e Quantities should be in unit per dose.
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e The composition should be formatted as below:

Name of Ingredients Unit & or Function Reference
percentage to
Formula Standard

Active substance(s)

Inactive Substances

e The formula should be approved by the concerned
department in the M.O.H of the country of origin (for
imported drugs)

3.Development of products:
Explanation with regard to the choice of formulation,
composition, ingredients and container, supported, if necessary,
by data on development pharmaceutics. The overage, with
justification thereof, should be stated.
Tests carried out during pharmaceutical development must be
described in detail (e.g. in vitro dissolution studies for solid
pharmaceutical forms).
4.Chemical, Pharmaceutical and biological documents:
Monographs of active ingredient(s).
The monographs on pharmacopoeial active
ingredient(s) shall include the following:

e The International Non-propriety Name (I.N.N).

e Structural formula.

e Specifications.

e Method(s) of analysis.

e Source of supply including the name & address of the

manufacturer.
e Certificate of analysis from the manufacturer.
e Photocopy of the pharmacopoeial reference.

Drug master file (DMF) for non-pharmacopoeial active

ingredient(s) including the following::

¢ The International Non-propriety Name (I.N.N).

e Description of the active material.

e Chemical & physical & microbiological (where
applicable) specifications.

¢ Methods of analysis.

e Structural formula & molecular weight.

e Source of supply including the name & address of the
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manufacturer.

Purity tests.

Impurities, and degradative products.

Identification tests.

Certificate of analysis from the manufacturer.

Safety data sheet and isomers.
Monographs of the inactive ingredients which must have the
same information of the active ingredients.
For capsules, a certificate issued from the Ministry of Health
of the exporting country assuring the freedom of the
capsules from BSE/TSE.

5.Method of preparation:

The document should have the following information:

e Master formula including complete composition of active
ingredient/s and inactive ingredient/s. The quantities must
be presented in both per unit dose and per batch. Yield and
acceptable limits must be included.

e Step by step manufacturing procedure including in-process
controls. The flow chart of the manufacturing procedure
should be included.

e Process validation. Including experimental data showing
that the manufacturing process, using stated quality and
types of equipment specified, is a suitable one and will
consistently yield a product of the desired quality.

6.Specifications of the packaging materials (primary and
secondary) including:

e The designated name of material and internal code

reference.

¢ Qualitative and quantitative requirements with acceptance

limits.
The design layout.
Composition of the packaging materials.
Quality control testing.
e Supplier(s) of the primary packaging materials.

7.Packaging procedure:

Packaging instructions including description of the packaging

steps and measures for control during packaging procedure.
8.In-process control:

The documents must include:

e All tests which are required to ensure the quality in
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every critical stage of the drug manufacturing, should be
clearly stated with all the permissible limits.
9.Pharmacotechnical data (Finished product specifications):

e Specifications of the finished product including their
reference(s).

¢ |n addition to the other requirements, for non-
pharmacopoeial products the followings should be
submitted:

- Dissolution comparison profile with innovator product &
the calculation of similarity factor in 3 medias (where
applicable).

- Samples from innovator product.

- A description of the methodology for determinig
product specifications.

eThe department is entitled to require, at any time,
additional data and the performance of further tests,
depending on the nature of the medicinal product.

eBelow are the details of the data to be supplied.
Parameters marked with asterisks are to be tested within
the framework of stability studies:

A- Tablets and caplets:
- Content of the active ingredient per unit dose, including

permissible deviation range*
- Description (shape, imprint)
- Odor (where applicable)*
- Colour (where applicable)*
- Weight of tablet (nominal weight), including permissible
deviation range.
Uniformity of content (where applicable)
Uniformity of weight
Diameter, including permissible deviation range
Hardness (where applicable)*
Thickness, including permissible deviation range
Friability*
- Disintegration
- Dissolution- including the method of determination with
permitted limits*
- Finesse of dispersion (for dispersible tablet)
- Shelf-life.
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B- Capsules:
- Content of the active ingredient per unit dose, including

permissible deviation range*
- Type & size of capsule
- Description, including the contents and capsules imprint (if
present)*
Colour of the cap, body and contents*
Fill weight, including permissible deviation range
Uniformity of weight
Uniformity of content (where applicable)
Disintegration*
Dissolution- including the method of determination with
permitted limits*
- Shelf life
C- Injections (solutions and suspension):
- Content of the active ingredient/s, including permissible
deviation range.*
- Colour.*
- Clarity- for solution only.*
- Fill volume, including permissible deviation range.
- pH.*
- Sterility test.*
- Test for pyrogens (for volumes more than 10ml), including test
method/ Limulus. Amebocyte test (LAL) for endotoxixs.
- Test for particulate matter- for solution only, including test
method.*
- Content of preservative material(s) (if present)*.
- Preservative efficacy test for aqueous injection containing an
antimicrobial preservative and intended for multiple dose use.*
- Shelf life.
D- Dry powder intended for injection immediately following
reconstitution:
- Content of the active ingredient/s, including permissible
deviation range.*
- Average weight of content.
- pH after reconstitution.*
- Colour.*
- Odor.*
- Particle size following reconstitution with the diluent — for
suspension only.
- Sterility test.*
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Uniformity of weight.
Uniformity of content (where applicable).
Test for pyrogens (for volumes more than 10ml), including test
method/ Limulus Amebocyte test (LAL) for endotoxixs.
- Data for the diluent ( if supplied), as detailed for injections.
- Shelf life.
E- Powders
- Content of the active ingredient/s per pack and per measured
dose including permissible deviation range.*
- Average weight.*
- Colour.*
- Odor.*
- Taste (for oral use).*
- Uniformity mass.
- Uniformity of content (where applicable)
- Contamination test (where applicable)
- Particle size ( where applicable)
- Water content.*
- Tapped density.*
- Shelf life.
F- Solutions (including Syrups & Elixirs)
- Full Details of compaosition, including inactive ingredient/s.
- Content of the active ingredient/s per unit dose, including
permission deviation range.*
- Colour.*
- Odor.*
- Taste.*
- Clarity.*
Uniformity of content (where applicable)
Deliverable mass or volume
Viscosity.*
pH ( where applicable).*
- Average filling volume/ filling weight.
- Content of preservative material(s) (if Present).*
- Preservative efficacy test.
- Alcohol content with limitations (If applicable give the method
in details)
- Shelf life.
G- Dry powder intended for dissolution but not for use by
injection.
- Data shall be submitted for the powder (as per section E) and
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tests required for solution after dissolution are (as per section
F).
H- Dry powder intended for suspension but not for use by
injection.
- Data shall be submitted for the powder (as per section E) and
for the suspension obtained (as per section I).
- Uniformity of content (where applicable)
|- Emulsions, Lotions and suspensions:
- Full details of composition, including inactive ingredient/s.
- Content of the active ingredient/s including permissible
deviation range.*
- Colour.*
- Taste (for oral use).*
- Odor.*
- pH.*
- Particle size (rate of particle sedimentation and redispersion of
the suspension- for suspensions only).*
- Average filling volume/weight
- Deliverable volume
- Shelf life.
J- Suppositories and ovules:
- Content of the active ingredient/s per unit dose, including
permissible deviation range.*
- Dimensions.*
- Shape.*
- Colour.*
- Uniformity of mass.
- Uniformity of content (where applicable)
- Dissolution (where applicable).*
- Weight, including permissible deviation
range.
- Melting point.*
- Disintegration time, with method of
determination.
- Uniformity of content (where applicable).
- Shelf life.
K- Aerosols (suspension, solution and powders):
- Content of the active ingredient/s and per measured dose,
including permissible deviation range.*
- Description of container and valve, including data on the
guantity delivered per actuation.
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Particle size — for powder and suspension only.*
Uniformity of contents

Leak test.

Pressure measurement.

Shelf life.

L- Ointments creams and other semi-solid medicinal
products:

Content of the active ingredient/s per gram of the medicinal
product, including permissible deviation range.*

Average filling weight including permissible deviation range.
Colour.*

Deliverable mass or Volume

Odor.*

Viscosity. *

pH.*

Particle size determination with limits.

Melting range.*

Sterility (where applicable).*

Shelf life.

M- Eve ear and nose drops:

Full details of composition, including inactive ingredient/s.
Content of the active ingredient/s including permissible
deviation range.*

Colour.*

Odor.*

Density

Delivered mass or volume

Uniformity of content for products in suspension or emulsions
forms

Uniformity of delivered dose (for metered dose nasal spray).
Average filling volume.

Sterility (where applicable).

Clarity- for solution only.

Particle size — for suspension only.

Content of preservative material(s) (if Present)*
Preservative efficacy test — for aqueous preparation only.*
pH.*

Viscosity.*

Shelf life.

N- Transdermal medicinal products:

Content of the active ingredients/s per patch, including
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permissible deviation range
- Components of the patch.
- Rate of release of the active ingredient.*
- Colour.*
- Shape.*
- Dimension.
- Dynamic sheer resistance.*
- Adhesive properties.*
- Peeling strength.*
- Uniformity of content
- Dissolution.
- Microbial test.
- Shelf life.

10. Quality control of the finished product
10.1. The control method shall include the following:
e Identification tests
e Physical, chemical and, where appropriate, biological and
microbiological methods.
e Determination of the anti-microbial or chemical
preservative (where applicable).

10.2. A photocopy of the monograph should be attached,
stating the name of the pharmacopoeia used and the
edition.

10.3. Analytical validation for non-pharmacopoeial methods.

11. Certificate of analysis for the finished product:
A certificate of analysis for the finished product with all results
of the Pharmacotechnical data for that specific form, should be
included. The Certificate must be signed and dated by the
analyzer and the Quality Control laboratory manager.

12. Stability Study:

12.1.The study shall be carried out on the medicinal product,
whichis manufactured at the site defined in the application.
Stability studies are carried out to provide information necessary
for predicting problems likely to be encountered during storage,
establishing storage conditions and establishing a shelf life for
the drug.

Following are ome general requirements for stability study
testing.
12.2. Stability studies should investigate:
12.2.1. The stability of the drug in unopened packs.
12.2.2. Stability of the drug following manipulation
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necessary prior to administration (e.g.
reconstitution or dilution).

12.2.3. Stability of the drug during use (e.g. the effects
of opening and closing of the container closure
system)

12.3.The packaging used during stability studies should be the
one intended for marketing, in all respects including the
relative size.

12.4.Both accelerated and realtime stability studies should be
carried out in at least three batches. The batch number,
date of manufacture and the size of each batch should be
mentioned in the study report.

12.5.All methods of analysis for stability testing should be fully
described, validated, and all analytical methods used to
determine degradation products should be submitted. The
results of the degradation testing should be submitted.

12.6.Data should be presented in a summarized, legible form.
Where possible tables and graphs shoul be used.
Statistical analysis may be used where appropriate at
specified confidence limits.

12.7.Results should be discussed and a conclusion (shelf-life)
drawn fromthe studies. Differences within and between
batches should be explained.
The effects of the storage at temperature and the inferred
shelf-life should be summarised.

12.8.Shelf-life prediction should be based on available data.

12.9. Medicinal products containing preservatives shall undergo

microbiological testing at the expiry date of the medicinal

product, in order to establish the efficacy of the preservative.

The preservative shall be chemically tested during the stability

tesing period.

12.10.General storage conditions: the required storage
conditions for accelerated and real time stability studies
are as follows:

12.10.1. General case
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Study Storage Minimum time period covered
condition by data at submission

25°C + 2°C/60% RH
5% RH

Long term*  |or 12 months
30°C + 2°C/65% RH
5% RH

Intermediate** 280%;‘; Z SLhimmre 6 months

Accelerated ‘5100/0%;‘:' 2°CI75% RNy 6 months

*|t is up to the applicant to decide whether long term stability studies are
performed at 25 + 2°C/60% RH + 5% RH or 30°C + 2°C/65% RH + 5%
RH.

**|f 30°C £ 2°C/65% RH % 5% RH is the long-term condition, there is no
intermediate condition.

12.10.2. Drug products packaged in semi-permeable containers:
Minimum time period
Study Storage condition covered by data at
submission
25°C £ 2°C/40% RH + 5% RH |12 months

Long term* |or

30°C + 2°C/35% RH + 5% RH
Intermediate** 30°C £ 2°C/65% RH * 5% RH 6 months

40°C % 2°C/not more than (NMT)|6 months
25% RH

*It is up to the applicant to decide whether long term stability studies are
performed at 25 + 2°C/40% RH £ 5% RH or 30°C % 2°C/35% RH £ 5%
RH.

**|f 30°C £ 2°C/35% RH £ 5% RH is the long-term condition, there is no
intermediate condition.

12.10.3. Drug substances intended for storage in a refrigerator:

Accelerated

Study Storage condition Minimum time p_erlod covered by
data at submission
Long term |5°C + 3°C 12 months
25°C + 2°C/60% RH
Accelerated + 50 RH 6 months
12.10.4. Drug substances intended for storage in a freezer:
Storage Minimum time period covered by data at
Study I o
condition submission
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Long

-20°C £5°C |12 months
term

12.11.Extension of shelf-life: Where studies have not been carried
out onfull- scale production batches, on-going studies shall
be required to substantiate shelf life extension:

12.11.1. The shelf-life may be extended on the basis of real-
time stability studies carried out for the full shelf-life
period.

12.11.2. An extension shall never be based on accelerated
studies.

12.11.3. The shelf-life of a product may not exceed five (5)
years.

12.12. Stability-indicating properties: are properties included
in finished product specification which are marked by
astrik and any other properties which happen to be
stability indicating, including thefollowing:

12.12.1. Chemical stability of the active ingredient and any
essential excipients (e.g. preservatives and antioxidants.)

12.12.2. Degradation product levels.

12.12.3. Physical properties (e.g. particle size, dissolution,
hardness, viscosity, re-suspendability etc)

12.12.4. Packaging interactions and integrity.

12.12.5. Microbiological stability (including anti-microbial
preservative efficacy).

12.12.6. Organoleptic properties (odour, taste,..etc).

12.13. The detailed requirements of the stability study testing
and report are outlined in ICH guidelines ( ICH Q1A (R2),
ICH Q1B, ICH Q1C, ICH Q1D, ICH Q1E, ICH Q3A)

The applicant is required to refer to these guidelines for

performing stability studies.

13. Patient Package Insert:
Each application must be accompanied by proposed
information for the patient. The package insert shall be written
in a simple language, comprehensible to the layman reading it.
Pictograms (small pictures describing, in graphic form,
instructions and/or warnings relevant to the use of the
medicinal product) may be added, following approval of the
"DDCR".
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The patient insert must be written in Arabic & English
language and includes the followings:

e Product name and dosage form.

e Composition (Provide the name/s of the active ingredient/s
and their quantity/concentration). For a product containing
ingredients such as sugar, sodium, aspartame, etc.,their
content should be stated per unit dose. For a product which
does not require a doctor's prescription (OTC), complete
disclosure of the inactive ingredients must be made, in
descending order of their quantity.

e Therapeutic activity (A brief explanation of the activity and
mode of action of the drug in a language that is
understandable to the patients).

e Approved indication (for OTC medicinal products).

e When the preparation should not be used (for e.g. don’t
use this product if you are pregnant or breast feeding, if you
have G6PD deficiency enzyme, etc.) When applicable.

e Do not take this medicine without consulting a doctor
before starting treatment (if you are pregnant, breast
feeding, impaired kidney function, Asthma, heart problems
etc). When applicable.

e How will this medicine affect your daily life (for e.g. Use
of this medicine may impair your alertness, don’t drink
alcoholic beverages, sensitivity to sun).

e Warnings (Prolonged use may cause dependence, may
cause blurring of vision, may affect some lab tests, etc.)

e Drug interactions (inform your doctor if you take any
medicine or you just finished taking it to prevent hazard or
lack of efficacy arising from drug interaction).

e Overdose.

e Side effects (e.g. dryness of the mouth, constipation,
diarrhea, nausea....etc).

e Recommended dosage unless otherwise prescribed by
your doctor: (for prescription, only medicine) the statement
"dosage is according to physician instructions only" should
be added before stating the usual dose).

e Attention (e.g. don’t swallow, for external use only etc).

e How you can contribute to the successful of treatment.

e Direction for use (e.g. dilute with water, shake well before
use).
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e Storage (e.g. store in a cool place, dark, dry, ina
refrigerator).

e Presentation.

e Name and address of manufacturer/ Importer.

14.Prescribing information for physician (Clinical &
Toxicological Data):
If the product is declared to be dispensed without prescription
(OTC drug), the prescriber information is not required.
The information shall be submitted in Arabic or English
language and shall include the following sections:

e Composition: The active ingredient/s and its quantity per
unit dose and a list of the inactive ingredient present in the
medicinal product in decreasing order of quantity.

e Therapeutic class.

e Dosage form.

e Mechanism of action.

e Pharmacokinetics.

e Indication/s.

e Contraindications.

e Warning including data on teratogenecity, use in pregnancy,
use in breast feeding, use in pediatrics, use in elderly, use in
patients with impaired organ function (kidney, liver, etc.)

e Adverse reaction.

e Precautions including drug and diagnostic interactions.

e Dose and administration.

e Overdose- manifestations and treatment.

e Copy of references from where the information were
collected must be attached to the prescribing information..

15. Packaging and labeling (Includes the primary and

secondary packaging material).

A sample from the secondary packaging materials shall
accompany the application, or clear artworks of the secondary
packaging materials showing the required information and the
original colours used in the materials. Both the inner and outer
label of the packaging material should contain the following
information:

e Trade name of the product in Arabic and English.

e Generic name: the chemical name, printed in Latin letters.

e Pharmaceutical dosage form and strength.
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e Name and address of the manufacturer in Arabic/English.

e Name and address of the importer in Arabic/ English(For
imported drugs).

e The logo of the manufacturer.

¢ Volume/weight (Net content).

e The active ingredient and their quantities per unit dose of
the product, in their generic name, in Latin letters and where
there is no generic name, the chemical name.

e Batch number.

e Expiry date.

e Storage condition.

e Any other instruction pertinent to the use of the product (e.g.
for external use, shake well before use, prescription only
medicine ...etc).

e Special warning statements for adaptation and for alertness
and driving shall appear on labels and cartons in the cases
of narcotic and dangerous products.

e For medicinal products containing aspartam, sugar or
sodium warning statements for patients shall be added on
the label, carton and patient inserts.

Packaging material specifications, must include the following
information:

¢ A code reference for every packaging material.

e The nature of the material, dimensions, composition (where
applicable), and illustrative drawing.

e All the required tests to show conformity with the
specifications for the primary packaging material (the
pharmacopoeial tests are required).

e Approved suppliers.

e Storage conditions.

e The procedure for taking packaging samples for analysis.

¢ Specifications of the packaging material in immediate
contact with the medicinal product shall include (the design
layout, composition of packaging material, safety of the pack
from the standard point of sealing and child -proofing
measures and quality testing including a certificate of
analysis).

¢ The package must include the patient leaflet printed in
Arabic and English, with all the information mentioned in
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(Section 2, Point 9).
e The blister must have the following information printed on it:
e The brand name.
¢ Generic name(s) for less than three ingredients.
e Expiry date.
e Batch number.
e Company name

If the Imported product is packed in a site which is different from
the site of production, names and addresses of both sites should
be stated on the package of the product and on the submitted
registration documents.

Quality Control & Registration Department reserves the

right to stipulate further requirements if appropriate.

Section Three: Registration of new drug product:

New drug products can be registered after fulfilling the following
conditions:

1.

2.

3.

4,

The product shall be registered in one of highly regulated
countries (USA, European, Union, Canada, Australia, Japan).

The product shall be registered in one of the reighbouring
countries (Jordan, Saudi Arabia, Israel).

Submission of a file containing a summary of clinical and
toxicological data and information.

Chemical, microbiological and pharmaceutical data as
mentioned in section two.

Section Four: Renewal of registration:
1. Application for renewal of registration shall be submitted to the

Drug Control and Registration —-MOH every five years, not later
than four months prior to the expiry of the registration. In
extenuating circumstances the application will be accepted at a
later date but not later than two months prior to the expiry of
the registration.

. The application shall include the following:

¢ Application form for the renewal of registration in three copies
signed by the responsible pharmacist.

e Original receipt confirming payment of fees for the renewal of
registration.

e The latest method(s) of analysis for the finished product.
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¢ The finished product specifications.
e The latest master formula for the product.
e The latest stability study of the product (shelf life).

. Sufficient samples for analysis accompanied by a reference

standard material from the active constituent(s).

. Samples from the latest secondary packaging materials and

from the aluminium foil primary packaging material.

. The Department of Drug Control and Registration reserves the

right to ask for any additional documents with regard to the
registered drugfile.

Section Five: Amendment to the registration of a
medicinal product:

Amendments to the registration of a medicinal product shall be
applied. Manufacturer who wishes to make any amendment to the
registration of a product shall apply for to Drug Control and
Registration Department.

Changes or variations requirements are illustrated in Appendix
(). Any other changes not included in the appendix of changes
shall be applied for and the department shall notify the applicant
with the requirements and decision.

1.

Application form should be submitted to the Drug Control and
Registration Department in three copies.

. The application shall be submitted together with an explanation
regarding the nature of the change, including relevant
background material(s) (e.g. stability data).

A change in indications must include the relevant
pharmacological and clinical data relevant to the requested
indication.

An application for a change in the site of manufacture shall be
accompanied by:

x  Declaration by the manufacturer that there has been no
change in the manufacturing procedure or in the drug
specification.

x  Certificate of good manufacturing practice.

x  Certificate of analysis from the manufacturer.

x  The plant master file for the new site.

For imported medicinal products, a document confirming that
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the requested amendment has been approved in the country of
manufacturer, shall be attached.

6. The Department of Drug Control & Registration reserves the
right to require additional data or waive any of the above
requirements.

Section Six: Bioavailability/Bioequivalence Testing in
Humans (In-VIVO)

1. Definition of bioavailability:
The rate and extent of availability of an active drug ingredient
from a dosage form as determined by its concentration/time
curve in the systemic circulation or by its excretion in urine,
when more than 80% of the excretion of the active material is
via the urine.

2. General Instructions:

2.1. The following shall be submitted concerning the
centre in which the study was conducted:

2.2. An authenticated licence issued from the relevant
health authorities.

2.3. An authenticated certificate from the relevant health
authorities inside the country or from an international
health organization;
indicating the compliance of the centre with the Good
Clinical Practices (GCP) and the Good Laboratory
Practices (GLP).

2.2. The submitted file shall be original and the name and
the address of the centre shall be clear in the file.

2.3. The study file shall include the name of the principle
investigator, his/her address and the contact telephone
number(s)/ E-mail.

2.4. The submitted file shall include:

24.1. The study protocol.

24.2. The analytical method(s) & validation.

24.3. A summary of the calculation(s) method(s) which
were used in the evaluation of the results.

2.5. The file shall include the clinical tests for the persons
who were included in the study.

2.6. The study shall be conducted on the product
manufactured in the approved site of manufacturing
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that belongs to the company applying for registration.

2.7. A study to determine Bioequivalence shall be
performed by a licensed centre known to ber reliable.

2.8. The bioequivalent study must be done on the generic
product compared to the innovator product.

2.9. The innovator product shall be of the same dosage form
& the same strength.

2.10. The Bioequivalence study of medicinal product in
human shall be performed with the approval of the
Helsinki Ethical Committee of the hospital and the
Ministry of Health and with written informed consent of
each participant in the study.

2.11. The size of the study groups shall be determined by
accepted standards of biostatistics, in order to ensure
unequivocal results. In general not less than (16)
participants are required for each group. However, this
number will not be necessarily sufficient in every case.
A medicinal product for which substantial inter subject
variability and/or a narrow therapeutic window exist, will
require a larger number of volunteers.

2.12. The design of the study shall be cross-over, in healthy
volunteers. The Bioavailability/ Bioequivalence study
shall be done on ages between 18- 55 years of both
sexes, except where this is not possible for medical
reasons.

2.13. The following shall be excluded from such studies -
volunteers who smoke or habitually consume alcohol,
those who are taking medication on a regular basis and
female volunteers using the contraceptive pills.
Verification of these exclusion criteria shall be recorded
in the report for each volunteer.

2.14. The Bioavailability/ Bioequivalence shall be
performed in the fasting state, unless the
medicinal product is intended for
administration after a meal.

The fasting period shall be determined by the
conditions of the trial. When the study is conducted
following the consumption of food the content of the
meal taken during the study shall be detailed.

2.15. The timing of blood sampling (and/or collection of urine

specimens) following administration of the medicinal
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product is a function of the pharmacokinetic properties
of the medicinal product under study. As a rule, all the
tests are to be performed within 3-5 half-life periods at
the drug clearance stage. Thus the area-under-the-
curve (AUC) observed in the population will represent
at least 80% of the total AUC following extrapolation to
infinity.

In the case of a sustained-release medicinal product

the study period shall be extended by a further 12

hours, in order to cover the increased release and

absorption periods. For a sustained-release medicinal
product, or a medicinal product possessing non-linetics-
the bioavailability shall also be tested with a repeat
dose until steady state has been achieved. The test is
to be conducted by comparison with the steady-state of
the standard.

2.16. Bioavailability studies of medicinal products which
might have significant toxicological effects (such as
oncologicals, narcotics etc.), shall be conducted in
patients as part of their treatment schedule.

2.17. Prior to conducting a bioavailability study for the
purpose of registering a medicinal product, the study
protocol may be submitted to the pharmaceutical
administration for appraisal. Adopting such a course of
action shall not guarantee ultimate approval of the
study results.

2.18. The DDCR is entitled to require of a
manufacturer/importer submission of results of
additional bioavailability studies, at its discretion.

2.19. The study report and its results shall include, inter alia,
the following data:

219.1. An up-to-data review of the pharmacokinetics of
the medicinal product under examination.

219.2. The name of the medicinal product studied, the
name of the manufacturer, the manufacturing
site (which must be the same as that defined in
the registration application), compaosition
(including certificate of analysis), batch number
and size, production date and expiry date, and
a declaration stating that the said batch is a
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routine production batch.

219.3. A declaration stating that the tests were carried
out against the standard.

2194. With regard to the standard, the name of the
manufacturer, manufacturing site, batch
number, place or purchase and expiry date
shall be recorded.

2195. The name of the investigator who carried out
the study and where it was conducted, together
with an authorization from the Helsinki
Committee.

2196. Results of analysis of variance, ANOVA (as the
primary test.)

219.7. Clinical and laboratory data for each volunteer-
such as age, weight, height, results of blood
and urine tests etc.

219.8. Date of testing for each volunteer.

2199. Detalils of side effects observed during the
study.

2.19.10. Validation of the methodology-method of
analysis of theresults and their statistical
significance.

2.20.In special cases, In-vitro tests may be acceptable in
order to establish Bioequivalence for products of the
same manufacturer containing the same active
ingredient(s) in the same dosage form but in different
strength; provided the following conditions:

x |dentical relative proportions between the active and
non-active ingredients for the two products.

x Proof of Bioequivalence for the higher strength
product.

x The two products are shown to be equivalent In-vitro
dissolution tests.

x Linear kinetics exist within the limits of recommended
dosage.

x Convincing correlation has been demonstrated
between the results of In-vitro tests for the first
product and In-vitro data in other formulation.

2.21. The DDCR reserves the right to exempt any product
from the Bioavailability/ Bioequivalence study according
to the WHO "Guidelineson registration requirements to

- 255 -



82022 (ssamsd) Jol O silS (Aidauldl) ail3sY)) duad g A5l aanl)

establish interchangeability". WHO Technical Report
Series, No. 937, 2006.

2.22. Guidelines for bioavailability and Bioequivalence
studies are illustratedin details in Appendix (5)

Section Seven: Application Forms

1. Pre approval application for medicinal product
registration
2. Registration Application Form
3. Application form for a quality control certificate
4. Amendments application form
5. Registration renewal application form
Pre-Approval Application for Medicinal Product

Registration
To: The director of Drug Control and Registration Department
| hereby request your agreement to register the following
medicinal product:-
1. Applicant:
e Name of the applicant (responsible pharmacist):

2. Medicinal product:
Suggeted Name(s) of the product:

Strength: ...ceer o L

3. Manufacturer:
Name: ........... e
AAArESS: .o
Address of the branch supplying Palestine (for imported
drugs only):
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4. Purpose of registration:

( ) Manufacturing and marketing () Importing and
marketing
( ) Packing and marketing () Human use

5. Suggested indications of the drug:

6. Similar international brand name(s) containing the
same active ingredient/s and their manufacturers:

Suggested price to consumer:

Export price to Palestine ( F.O.B/

////////////////

eeeeeeee eeeeeeee

kkkkkkkkkkkkkkkhkkkkkkkkkkkkkkkkkhkkkkkkkhkkkkkkkkkhkkkhkkkkkkhkkkhkkkhkkkkkk

* For the office use only
Date of receiving the application:

Decision:
() Approved
() Rejected for:

Head of the Reg. division Director of DDCR
Date: Date:
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Registration Application Form

To: The Director of Drug Control and Registration Department

I hereby request that the following medicinal products be registered in
the drug register

1.

Registration applicant:
Name of the Applicant (Responsible

Address:

. Medicinal product:

Name of

. Purpose of registration:

() Manufacturing & Marketing () Importing & Marketing ()
Packaging & Marketing () Human use

. Price:

. Composition:

6.1 Active constituents
Name and quantities:
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... (Note: For empty shell capsules indicate the type and colour No.)

6.3 Overage:

(Note: If an overage is included it should be stated in what percentage and for what
reason).

6.4 Source of active ingredients:

7. Indicate type and percentage of:
7.1 Colouring matter:

(Note: a. Name of the method & reference should be mentioned for both in-process
& finished

product analysis.

b. Qualitative & quantitative analytical procedures for the finished product should be
attached to the application).

9. Containers:
Type and size(s) of container used for packaging the product:

10. Stability and shelf life:
10.1 Type of study conducted:
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() Accelerated ( ) Shelf life () Long
Term

10.2 Anticipated shelf life of the product according to the
stability study:

10.3 Change in the physical characteristics anticipated during
storage:

11. Label and insert information:
11.1 Composition (Active ingredient(s) and their quantities):
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11.5 Warning:

11.9 Adverse reactions and drug interactions in children and
infants:

12. Clinical use:
12.1 Pharmacological action and recommended clinical use:
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12.2 Proposed route(s) of administration:

Signature of the responsible pharmacist Date
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For the use of Drug Technical Committee

14. Approval of registration:
14.1 Marketing restriction: () Prescription-only medicine () For
hospital use only
() Other

14.2 Indication () The requested indication will be approved.
()The indication will be as follow:

14.3 Warning that shall appear on the label/ package
() Prescription only medicine () Toxica ( ) Seperanda
() for external use () Shake before use
() Caution ! use may impair driving ability
( ) Other warning or statement/s may be required for this
01010 [F ox oo TP RTPTPPI

14.7 The decision of the Drug technical Committee:
( ) Approved ( )Rejected: .......ccoiiiiiiiiiinnn.

Member:..........ccceennnns , Member: ...........c......... ,
Member:..........c..ccuueet , Member: ..................... ,
Member:.........cccvvnnn... , Member: ............c........ ,
Member:........ccccvvvun..t , Member: .....c.cc.ovnnnenn. ,
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Application Form for a Quality Control
Certificate:

To: The Director of Drug Control and Registration
Department

We hereby request that the following medicinal product be
tested for quality and that a quality certificate be issued
accordingly:

Name of the medicinal product:.............................
Dosage form: ..o,
COMPOSIION: ...t i e
Strengiil? ... o . ... G0 e
Batch NO. ..
EXpiry date. ... ..o
Name of the manufacturer:...................oe,
Name of the agent (for Imported drugs):...................

kkkkkkkkkkkkkkkkkhkkkkkhkkhkkkkkhkkkhkkkkhkkhkkkhkkkkkkhkkkhkkhkkhkkhkkkhkkkhkkkkhkkhkkhkkhkkkkkkhkkkkkkkx

Attachments:
O Sufficient samples.

O Method(s) of analysis.

O Finished product specifications.

O Reference standard

O Certificate of analysis from manufacturer

CINQEhers. . Ny . - - - .l ol .l

Name & Signature of the responsible pharmacist  Date
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For office use only
e Date of receiving the application: ........................
e Nameofreceiver:..........cooviiiiiiiiii e
e Result:
( ) Pass () Fall
( )Others

Check List for Submission of Data

Name of the

( ) Application forms for registration.

( ) Original receipt confirming payment of the fees.
( ) GMP Certificate.

( ) Agency/ Distribution agreement.

( ) Free sale certificate.

( ) Certificate of Pharmaceutical Product (CPP).
( ) Patient package insert.

( ) Master formulation.

( ) Production procedures.

( ) Raw materials monographs.

( ) Drug Master File for active material for non-
pharmacopoeia material)

( ) Pharmacotechnical data.

( ) In-process controls.

( ) Methods of analysis.

( ) Validation analytical methods.

( ) Packaging materials specifications.

( ) Secondary packaging material draft artwork
(coloured).
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( ) Stability study report data and proposed shelf-life &
chromatograms.
( ) Degradative materials and test.
( ) Prescribing information for the physician &
references.
( ) Sample of the medicinal product in its proposed
packaging

including label.
( ) Original certificate of analysis for finished product from
manufacturer.
( ) Reference standards and original certificate of
analysis.
( ) Bioequivalence file (where applicable).
( ) In-vitro equivalency (where required).
( ) Summary of clinical and toxicological data for new
products.

Signature ...c.ecvvevvecrnannnanns Date ..cccvveeviiiinnnnns
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Registration Renewal Application Form

To: The Director of Drug Control and Registartion Department
We hereby request that the registration of the following medicinal
product to be renewed.

- Applicant information:
e Applicant Name (responsible pharmacist):......................
e Manufacturer Name and address:.
e Name and address of the |mporter (for |mported drugs only)

- Product information'
¢ Registration No:.
Name of the medrcrnal product ......................................
Dosage form and strength: ...
Quantity per Pack: .........coiiii
Purpose of re-registration:
() Manufacturing and marketing.
() Import and marketing.
Any previousely approved restrictions on the marketing of
the product:

kkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkkk

Attachments:
O Original receipt confirming payment of re-registration fees.
O Latest master formula.
O Latest method(s) of analysis for the finished.
O The shelf-life stability study.

O The latest packaging materials specifications (primary and
secondary) attached with sample from secondary packaging
materials or coloured artwork.

O Valid certificate of pharmaceutical product (CPP) (Imported
drugs).

O Sufficient samples from finished products and reference
materials for analysis purposes.
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For Office use only:
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Amendments Application Form
To: The Director of Drug Control and Registration Department
We hereby request the approval of the changes/variations
mentioned below

Details of the current registration:

Manufacturer address: ......ccooiiiinieiiiiii i
Manufacturing site and address (if different from

e Importing agentand address:............cc. coiiiiiiiiiin

Details of the requested amendment:

e Tabulate the requested amendment(s) in away to show the
current and new suggested change (s) (use additional pages of
necessary).

Reason(s) for the amendment accompanied with relevant
supporting data.

e Letter of approval of the amendments from the drug
regulatory authority in the country of origin.

Declaration of the applicant:
| hereby declare that:

O The change(s) will not adversely affect the quality, efficacy and
safety of the product.

O All conditions as set for the notification(s) concerned are
fulfilled.
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O The required documentation as specified for the notification(s)
have been submitted.

Applicant’'s Name Applicant’s Signature Date

kkkkkkkkkkkkkkkkkhkkkkkkkhkkkkkhkkkkkhkkhkkhkkkkkkkkhkkkhkkhkkhkkhkkhkkkkkkhkkhkkhkkkkkkkkkkkhkkk

* For Office Use Only:

e Ammendment decision:
O The requested amendment(s) is approved.

O The requested amendment(s) is rejected for the following
reasons:

Head of the registration division Director of DDCR
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Section Eight: Appendixes

1. Appendix (1): File Requirements for
Variations (Amendments)

2. Appendix (2): Guide to transfer of product
marketing authorisations

3. Appendix (3): Requirements for Registration
of Pharmaceutical Manufacturing Site

4. Appendix (4): Guidelines for Bioavailability
and Bioequivalence studies

Appendix (1)
File Requirements for Variations (Amendments)

1 Change or inclusion of manufacturer of active pharmaceutical
" | ingredient (API)

Documentations to be submitted

1) Pharmacopoeia Certificate of Suitability (CEP) for the (API) or Drug
Master File;

2) Tabulation of the differences compared with the registered
manufacture information (if applicable);

Batch analysis data (in a comparative tabular format) for at least two
3) | batches (minimum pilot scale) of the drug substance from the current
and proposed manufacturers/sites;

Stability study for the finished product manufactured with the drug
4) | substance from the prosed manufacturer in accordance with the
relevant stability guidelines.

Change or inclusion of manufacturing site(s) for part or all of the

anufacturing process of the drug product, with:

2. | 2.1. No change in the manufacturing process and in the release and
shelf life specifications, including test methods

2.1. With changes in the manufacturing process and/or test methods

Condition

Not applicable to changes relating to manufacturer responsible for
batch release or a site where only batch release takes place.

Documentations to be submitted
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2.1 No change in the manufacturing process and in the release and
shelf life
specifications, including test methods
1) Proof that the proposed site is appropriately authorised for the
pharmaceutical form concerned: a GMP certificate;
2) Official letter authorising the proposed site to manufacture the
product;
3) | Product formula;
4) | Specification of drug substance;
5) | Release and shelf life specifications of drug product;
Relevant stability data of at least 6 months on 2 batches
6) (pilot/production) in accordance with the relevant guidelines with
undertaking to conduct on-going stability study and report if any
results fall outside shelf life specification (with proposed action);
7 Revised drafts of the package insert and labelling incorporating the
proposed variation (where applicable);
Batch analysis data on a minimum of one production batch and two
pilot batches (or two production batches) simulating the production
8) process and comparative data on the last 3 batches from the
previous site; batch data on the next 2 full production batches
should be available upon request or reported if outside release and
shelf life specifications (with proposed action);
For sterile or parenteral products, validation data of the
9) | manufacturing process and sterilization process at the proposed
site for products should be provided.
Official letter declaring that the formulation, drug substance source
10) | & specification, manufacturing process, analytical test methods,

release and shelf life specifications have not changed,;

2.2 With changes in the manufacturing process and/or test methods

11)

In addition to 2.1 documentations 1 to 10;

12)

Comparative dissolution profile data of at least one representative
pilot/production batch of the drug product in the proposed and
current sites for solid dosage forms.

13)

Justification for not submitting a new bioequivalence study.

14)

Official letter declaring that the formulation, drug substance source
& specification, release and shelf life specifications, and/or
manufacturing process and/or analytical test methods have not
changed (where applicable);

15)

Tabulation of the changes and differences;

16)

Validation data on manufacturing process and/or analytical method
(where applicable).

Change or inclusion of primary packager
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Conditions

No change in the manufacturer, manufacturing process, release
and shelf life
specifications, including test methods, and packaging materials;

The change does not relate to sterile products.

Documentations to be submitted

Proof that the proposed site is appropriately authorised for the

1) packaging activity concerned: GMP certificate;

2) Official letter authorising the proposed site to package the product
and stating the types of activity performed by the packager;

3) Revised drafts of the package insert and labelling incorporating the
proposed variation (where applicable);
A declaration from the applicant that the relevant stability studies in
accordance with the relevant guidelines have been started (on at

2) least two pilot scale or production scale batches) and that the

relevant stability studies will be finalised; data should be provided
only if outside shelf life specification (with proposed action) or when
requested.

Change of shelf life of the drug product

Condition

The studies must show conformity to the current shelf life
specification.

Documentations to be submitted

Results of appropriate real time stability studies of at least two
production scale batches of the product in the authorised packaging

1 material covering the duration of the requested shelf life in
accordance with the relevant stability guidelines;
2) Revised drafts of the package insert and labelling incorporating the
proposed variation (where applicable).
5. | Change of shelf life after first opening
Condition
- \ Studies must show conformity to the current shelf life specification.
Documentations to be submitted
Results of appropriate real time stability studies of at least two
production scale batches of the product in the authorised packaging
1) | material after first opening in accordance with the relevant stability
guidelines; results of appropriate microbiological testing should be
included (where applicable);
2) Revised drafts of the package insert and labelling incorporating the
proposed variation (where applicable).
6. | Change of shelf life after reconstitution

Condition
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Studies must show conformity to the current shelf life specification
" | for the reconstituted product.
Documentations to be submitted
Results of appropriate real time stability studies of at least two
1) production scale batches of the reconstituted product in accordance
with the relevant stability guidelines; results of appropriate
microbiological testing should be included (where applicable);
2) Revised drafts of the package insert and labelling (incorporating the
proposed variation (where applicable).
7. | Change of storage conditions
Condition
- The studies must show conformity to the current shelf life
specification.
Documentations to be submitted
Results of appropriate real time stability studies of at least two
1) | production scale batches of the product up till the approved shelf
life and in the authorised packaging material.
2) Revised drafts of the package insert and labelling incorporating the
proposed variation (where applicable).
8 Change of pack size (volume) or inclusion of new pack size for a
" |sterile drug product
Conditions
Release and shelf life specifications of the drug product are not
~ | affected;
The proposed pack size is consistent with the dosage regimen and
" | duration of use as approved in the package insert;
- | The packaging material remains the same.
Documentations to be submitted
Justification that the proposed pack size is consistent with the
1) | dosage regimen and duration of use as is approved in the package
insert;
2) Validation data of the manufacturing process, sterilization and
container closure system (where applicable);
Results of the stability study for at least 6 months (2 production
3) scale) of the proposed pack size with undertaking to continue the
stability studies up till the proposed shelf life and to report if any
results fall outside shelf life specification;
2) Revised drafts of the package insert and labelling incorporating the
proposed variation;
5) A declaration from the applicant that the release and shelf life
specifications of the drug product are not affected.
9. | Change of primary packaging material
Conditions
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Release and shelf life specifications of the drug product are not
affected.

Documentations to be submitted

1) Validation data of the manufacturing process, sterilization and
container closure system (where applicable);

Results of the stability study for at least 6 months (2 production
scale) of the proposed primary packaging material with undertaking
2) | to continue the stability studies up till the proposed shelf life and
report if any results fall outside shelf life specification (with
proposed action) or when requested;

3) A declaration from the applicant that the release and shelf life
specifications of the drug product are not affected.

10

Change of product labelling

Conditions

- | Product labelling refers to package insert, patient information
leaflet, unit carton label, inner label and/or blister strips;

- | The change is not a major variation (MAV);

Documentations to be submitted

1) | Current approved product labelling

2) | Proposed product labeling.

3) | Justifications for the changes proposed.

4 Approval from a reference regulatory agency containing the
proposed changes (where applicable).

11

Change of contact person in company

Condition

- | The product licence holder remains the same.

Documentation to be submitted

1) | Particulars of the contact person.

12

Change of product name

Conditions

There is no change to the product (formulation, release and shelf
- | life specifications,manufacturing source and process) except the
product name change;

No confusion with another medicinal product either when spoken or
written;

The new name does not (1) suggest greater safety or efficacy than
supported by clinical data (2) imply a therapeutic use (3) imply
superiority over another similar product (4) imply the presence of
substance(s) not present in the product.

Documentation to be submitted

1) Official letter authorising the change of product name (for imported
drugs)
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A declaration from the applicant that there is no change to the

2) product except name;

Official letter of commitment to inform users of the relevant
3) | changes, and that the current product stocks will be exhausted
before the product labelled with the new name is marketed;

4) Revised draft package insert and labelling incorporating the
proposed variation;

5) | CPP with the new name (where applicable).

13

Change of batch numbering system

Documentations to be submitted

1) | Description of batch number system;

2) | Official letter stating the commencement date of the change.

14

Change of the name or address (e.g. postal code, street name) of a
manufacturer of the active ingredient (API).

Condition

- l The manufacturing site of the drug substance remains the same

Documentations to be submitted

1) | Updated information of the manufacturer of the drug substance;

2) | A declaration from the applicant that manufacturing site remains the
same.

15

Change of the name or address (e.g. postal code, street name) of a
manufacturer of drug product

Condition

- | The manufacturing site remains the same.

Documentations to be submitted

Official letter authorising the manufacturer with new name/address to
1) | manufacture the
drug product;

2) | GMP certificate with new name or address;

Revised drafts of the package insert and labelling incorporating the
3) | proposed variation
(where applicable);

A declaration from the applicant that the change does not involve a
4) | change of
manufacturing site, manufacturing process and quality of product;

5) | Official letter stating the commencement date of the change.

16

Deletion of pack size for a drug product

Condition

- \ An alternative pack size is registered.

Documentations to be submitted

1) | Reason for deletion;
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2)

Revised drafts of the package insert and labelling incorporating the
proposed variation (where applicable).

17

Change of manufacturing process of the active ingredient.

Cond

itions

The synthetic route remains the same;

Specification of the (API) is not adversely affected,

No change in the physical properties;

No new impurities or change in level of impurities which would
require further qualifications in safety studies.

Docu

mentations to be submitted

1)

Tabulation of the current and new process with changes highlighted;

2)

Batch analysis of the drug substances

3)

Batch analysis data (in a comparative tabulation form) of at least two
batches (pilot scale or production scale) manufactured according to
the currently approved and proposed process.

4)

Appropriate evidence must be provided if any potential new impurities
are detectable at an acceptable limit of detection;

5)

A declaration from the applicant that no new impurities have been
introduced at or above the accepted threshold for qualification of
impurities or that there is no increase in the level of impurities, which
require further safety studies;

6)

A declaration from the applicant that the specification of the drug
substance has not changed or if there is any change to the
specification (i.e. tightening), the texts of the current and proposed
specifications should be provided (in a comparative tabulation form
where possible);

7

A declaration from the applicant that the relevant stability studies of
the drug substance in accordance with the relevant guidelines have
been started and that the relevant stability studies will be finalised;
data should be provided only if outside specification (with proposed
action).

18

Change of the specification of a drug.
18.1 Specification limits are tightened
18.2 Addition of new test parameter and limits

Condition

New test method does not concern a novel non-standard technique
or a standard

technique used in a novel way.

Documentations to be submitted

18.1

Specification limits are tightened

1)

Tabulation of the current and revised specification of drug substance
with changes
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highlighted,

2) | Revised specification of drug substance,

3) Batch analysis of the drug substance for all tests in the new
specification.

18.2 Addition of new test parameter and limits

4) | In addition to 12.1 documentations 1 to 3;

5) Description of any new analytical method and summary of the
validation data.

19 | Change of test procedure of drug substance
Condition
Results of method validation show new test procedure to be at least
- | equivalent to the
former procedure.
Documentations to be submitted
Description of the analytical methodology, a summary of validation
1) | data, and comparative analytical results between the current test and
the proposed one, if appropriate;
2) | Specification of the drug substance;
A declaration from the applicant that the specification of the drug
3) | substance has not
changed.
20 | Change to comply with Pharmacopoeias for drug substance
Conditions
Change is made exclusively to comply with an update of the relevant
" | monograph of the Pharmacopoeia;
- | Exclude the change from one pharmacopoeia to another.
Documentations to be submitted
1) | Tabulation of the current and revised specifications with changes
highlighted;
2) | Revised specification of the drug substance;
3) | Batch analysis of the drug substance for all tests in the new
specification.
21 | Extension of the shelf life or retest period of the drug substance

Condition

- \ The studies must show compliance with specification

Documentations to be submitted

Stability data of the drug substance should be presented on at least
1) | two pilot or production scale batches of the requested shelf life or
retest period;
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2) \ Specification of the drug substance.

Change of imprints, bossing or other markings (except

22 | scoring/breaking line) on tablets or printing on capsules including
addition or change of inks used for product marking
Conditions
- | New markings do not cause confusion with other tablets or capsules;
- | The are approved for pharmaceutical use;
Release and shelf life specifications of the drug product have not
- | changed (except for
appearance).
Documentations to be submitted
1) | Details of the proposed new inks (where applicable);
2) Detailed drawing or written description of the current and proposed
Imprint/ bossing/ markings/ink;
Revised drafts of the package insert and labelling incorporating the
3) | proposed variation
(where applicable);
Official letter of commitment to inform users of the relevant changes,
4) | and that the current product stocks will be exhausted before the
product labelled with the new name is marketed;
A declaration from the applicant that the release and shelf life
5) | specifications of the product have not changed (except for
appearance).
Change of dimensions of tablets, capsules, suppositories or pessaries
without change in qualitative and quantitative composition and mean
23 | mass

23.1Conventional dosage form, suppositories and pessaries
23.2Critical dosage form and scored tablets

Conditions

- | No change in dissolution profile;

Release and shelf life specifications of the drug product have not
- | changed (except for
dimensions).

Documentations to be submitted

23.1 Conventional dosage form, suppositories and pessaries

1) Detailed drawing or written description of the current and proposed
appearance;

2) | Release and shelf life specifications of the drug product;

Revised drafts of the package insert and labelling incorporating the
3) | proposed variation
(where applicable).

23.2 Critical dosage form and scored tablets
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4)

In addition to 17.1 documentations 1 to 3;

5)

Comparative dissolution data on at least one pilot/production batch of
the current and
proposed dimensions.

6)

Where applicable, data on the test for uniformity of content of the
subdivided parts of tablets at release should be submitted and
commitment to conduct the test at the end of shelf life, data should be
provided only if outside the release and shelf life specifications(with
proposed action).

24

Replacement of an excipient with a comparable excipient

Conditions

Same functional characteristics of the excipient;

No change in dissolution profile for solid dosage forms;

The release and shelf life specifications of the drug product have not
changed (or have tightened), except for the replacement of the
excipients.

Documentations to be submitted

Justification for the change/choice of excipients must be given by

1) appropriate development pharmaceutics (including stability aspect and
antimicrobial preservation whereappropriate);

5 Tabulation of the current and revised product formulation with

) changes highlighted,;

3) Revised product formulation;

2) Release and shelf life specifications and batch analysis of the drug
product;

5) Specifications of new excipient;
Comparative dissolution profile data of at least one representative

6) pilot/production batch of the drug product in the new and old
composition for solid dosage forms.
Revised drafts of the package insert and labelling incorporating the

7 proposed variation
(where applicable);
A declaration from the applicant that the new excipient does not

8) interfere with the drug
product release and shelf life specifications test method;

9) A declaration from the applicant that the release and shelf life
specifications of the drug product have not changed,;
A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches)

10) | and that the relevant stability studies will be finalised; data should be

provided only if outside the shelf life specification (with proposed
action) or when requested.
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25 | Quantitative change of an excipient
Conditions
- | Total quantitative change within £ 5%;
- | Disintegrant: Starch (+3), other (x1%);
- | Binder (x0.5%);
- | Lubricant: Ca or Mg Strearate (+0.25%), other (£1%);
- | Glidant: Talc (+1%), other (£0.1%);
- | Film Coat (x1%);
- | No change in the dissolution profile for solid dosage forms;
- | Release and shelf life specifications of the drug product have not
changed.
Documentations to be submitted
Justification for the change must be given (including stability aspect,
1) | and antimicrobial
preservation where appropriate);
Comparative dissolution profile data of at least one representative
2) | pilot/production batch of the drug product in the new and old
composition for solid dosage forms.
Justification for not submitting a new bioequivalence study according
3) | to the current
Bioavailability and Bioequivalence guidance;
4 Tabulation of the current and revised product formulation with
) O BN
changes highlighted,;
5) | Revised product formulation;
6) Release and shelf life specifications and batch analysis of drug
product;
Revised drafts of the package insert and labelling incorporating the
7) | proposed variation
(where applicable);
A declaration from the applicant that the change of excipients does not
8) | interfere with the drug product release and shelf life specifications test
method;
9) A declaration from the applicant that the release and shelf life
specifications of the drug product have not changed;
A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches) and
10) | that the relevant stability studies will be finalised; data should be
provided only if outside the shelf life specification (with proposed
action) or when requested.
26 Change of the colouring system of the product (addition, deletion or

replacement of colourant(s)

Conditions
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Same functional characteristics.

The colouring system must be for pharmaceutical use;

The release and shelf life specifications of the drug product have not
changed, except for the change in appearance/colour.

Documentations to be submitted
1) | Qualitative and quantitative information of the colouring agent;
2) | Revised product formulation;
3) | Release and shelf life specifications of the drug product;
Revised drafts of the package insert and labelling incorporating the
4) | proposed variation
(where applicable);
Official letter of commitment to inform users of the relevant changes,
5) | and that the current product stocks will be exhausted before the
product with the proposed variation is marketed;
A declaration from the applicant that the change in the colouring
6) | system does not interfere with the drug product release and shelf life
specifications test methods;
A declaration from the applicant that the release and shelf life
7) | specifications have not
changed (except for appearance);
A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches) and
8) | that the relevant stability studies will be finalised; data should be

provided only if outside the shelf life specification (with proposed

action) or when requested

27

Change of the flavouring system of the product (addition, deletion or
replacement of flavour(s)

Conditions

Proposed flavour must approved for pharmaceutical use;

The release and shelf life specifications of the drug product have not
changed, except for the change in flavour.

Documentations to be submitted
1) | Qualitative and quantitative information of the flavouring agent;
2) | Revised product formulation;
3) | Release and shelf life specifications of the drug product;
Revised drafts of the package insert and labelling incorporating the
4) | proposed variation
(where applicable);
Official letter of commitment to inform users of the relevant changes,
5) | and that the current product stocks will be exhausted before the

product with the proposed variation is marketed,
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6)

A declaration from the applicant that the change of flavour(s) does not
interfere with the drug product release and shelf life specifications test
method;

7)

A declaration from the applicant that the release and shelf life
specifications of the product have not changed (except for flavour);

8)

A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches)
and that the relevant stability studies will be finalised; data should be
provided only if outside the shelf life specification (with proposed
action) or when requested.

Quantitative change in coating weight of tablets or weight of capsule

28 shells
Conditions
- | No change in dissolution profile;
The product release and shelf life specifications have only been
- | updated in respect of
weight and dimensions, if applicable.
Documentations to be submitted
Comparative dissolution profile data of at least one
1) | pilot/production batch of the drug product in the new and old
composition, (for modified release products to provide in vitro
data which has been correlated with in vivo data);
2) | Revised release and shelf life specifications of the drug product;
3) A declaration from the applicant that the change does not interfere
with the drug product specifications test method;
A declaration from the applicant that the release and shelf life
4) | specifications of the drug product have not changed (except for
average weight).
29 | Addition or replacement of a manufacturer for secondary packaging
Documentations to be submitted
1) Proof that the proposed site is appropriately authorised for the
packaging activity concerned: GMP certificate;
2) Official letter authorising the new manufacturer to perform secondary
packaging;
Revised drafts of the package insert and labelling incorporating the
3) | proposed variation
(where applicable).
30 Addition or replacement of the company or manufacturer responsible

for batch release

Condition

Method transfer from the current to the new site has been
successfully completed.

Documentations to be submitted
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1) Official letter authorising the company/manufacturer to be responsible
for batch release;

2) | GMP certificate of the proposed site;

Revised drafts of the package insert and labelling incorporating the
3) | proposed variation
(where applicable).

31 | Change of batch size of drug product

Condition

- | The change does not affect consistency of production;

The change relates only to standard immediate release oral dosage
- | forms and to non-
sterile liquid forms;

Validation has been successfully carried out according to a written
protocol with at least three batches from the proposed new batch size.

Documentations to be submitted

Batch analysis data (in a comparative tabulated format) on a minimum
of one production batch manufactured to both the currently approved
1) | and the proposed batch sizes. Batch data on the next 2 full production
batches should be available on request or reported if outside the shelf
life specification (with proposed action);

2) | Release and shelf life specifications of the drug product;

Official letter of commitment to put the product manufactured according
3) | to the proposed batch size under stability studies in accordance with
relevant stability guidelines.

Change of in-process controls applied during the manufacture of the
drug product

Condition

- \ In-process limits are tightened or addition of new tests.

Documentations to be submitted

A description of the analytical methodology and summary of validation
1) | data must be
provided for all new analytical methods (where applicable);

2) | Tabulation of the in-process controls and the relevant changes;

Batch analysis data of one production batch of the drug product for all
3) | testsin the
proposed specification (if applicable).

Minor change of the manufacturing process of the drug product

Condition

Release and shelf life specifications of the drug product are not
adversely affected,;

New process must lead to an identical or better product regarding all
aspects of quality, safety and efficacy;
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- \ No change in the dissolution profile.

Documentations to be submitted

1) Tabulation of the present process and the new process with changes
highlighted;

Appropriate justification and validation of the change should be
2) provided where
appropriate, especially for sterilization process;

For solid dosage forms, dissolution profile data of one representative

3) production batch.
Release and shelf life specifications of the drug product. If there is any
4) change of the specifications (i.e. tightening), the texts of the current

and proposed specifications should be provided (side by side
comparison where possible);

5) Batch analysis of the drug product;

Batch analysis data (in a comparative tabulation form) of at least one
6) batch manufactured according to the currently approved and proposed
process.

A declaration from the applicant that the relevant stability studies of the
drug have been started and that the relevant stability studies will be
finalised; data should be provided only if outside specification (with
proposed action).

7

34

Change to comply with Pharmacopoeia for excipient

Condition

- Change is made exclusively to comply with an update of the relevant
monograph of the Pharmacopoeia;

- Excluding the change from one pharmacopoeia to another.

Documentations to be submitted

1) Tabulation of the current and revised specifications with changes
highlighted,

2) Specification of the excipient;

3) \ Batch analysis of the excipient for all tests in the new specification.

35

Change of specifications of excipient
35.1Specification limits are tightened
35.2Addition of new test parameter and limits

Documentations to be submitted

35.1 Specification limits are tightened

1) | Tabulation of the current and revised specification of the excipient with
changes
highlighted,

2) | Revised specification of the excipient;

3) | Batch analysis of the excipient for all tests in the new specification.
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35.2 Addition of new test parameter and limits

4) | In addition to 29.1 documentations 1 to 3;

5) | Description of any new analytical method and summary of the
validation data.

Change of atest procedure for an excipient, including replacement of an
approved test procedure by a new test procedure

Condition

- | Appropriate validation studies have been performed.

Results of method validation show new test procedure to be at least
- | equivalent to the
former procedure;

Documentations to be submitted

1) Description of the analytical methodology, a summary of validation
data;

2) | Revised specification for impurities (if applicable);

Comparative validation results showing that the current test and the
3) | proposed one are
equivalent.

Change of release and shelf life specifications of the drug product
37.1Specification limits are tightened
37.2 Addition of new test parameter and limits

Documentations to be submitted

37.1 Specification limits are tightened

1) Tabulation of the current and revised release and shelf life
specifications of the medicinal product with changes highlighted;

2) | Revised release and shelf life specifications of the drug product;

3) | Batch analysis of the drug product for all tests in the new specification.

37.2 Addition of new test parameter and limits

4) | In addition to 31.1 documentations 1 to 3;

5) | Details of any new analytical method and summary of validation data.

Change of test procedure of the drug product

Condition

Results of method validation show new test procedure to be at least
- | equivalent to the
former procedure.

Documentations to be submitted

Description of the analytical methodology, appropriate validation data,
1) | and comparative analytical results between the current test and the
proposed one;

2) | Release and shelf life specifications of the drug product;

- 286 -




82022 (ssamsd) Jol O silS (Aidauldl) ail3sY)) duad g A5l aanl)

3)

A declaration from the applicant that the release and shelf life
specifications of the drug product have not changed or if there is any
change to the specifications, the texts of current and proposed
specifications should be provided,

Change of qualitative and/or quantitative composition of immediate

39 . ;

packaging material

Condition
The proposed packaging material must be at least equivalent or better

i than the current approved material in respect of its relevant properties;
The change only concerns the same packaging (for example blister to

i blister);

- The change does not relate to sterile products.

Documentations to be submitted

1) Justification for the change in packaging material and appropriate
scientific studies on the new packaging;
For semisolid and liquid dosage forms, proof must be provided that no

2) interaction between the content and the packaging material occurs (e.qg.
no migration of components of the proposed material into the content
and no loss of components of the product into the pack);

3) Specifications of the immediate packaging material;
Revised drafts of the package insert and labelling incorporating the

4) proposed variation
(where applicable);
A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches) and

5) that the relevant stability studies will be finalised; data should be
provided only if outside the shelf life specification (with proposed action)
or when requested;

6) A declaration from the applicant that the product will meet the release
and shelf life specifications.

40 | Change of container shape

Condition

No change in the qualitative and quantitative composition of the
container and stability of the product in the container,

The change does not concern a fundamental component of the
packaging material which affects the delivery or use of the product;

The change does not relate to sterile preparations.

Documentations to be submitted

1) Details/Description of the new container shape;

2) A declaration from the applicant that the specifications of the container
(except for shape) have not changed;

3) A declaration from the applicant that the release and shelf life
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specifications of the drug product have not changed,;

41

Change of pack size for a drug product

Condition

Does not apply to sterile preparations, unless the change only concerns
the number of containers in the outer packaging;

Release and shelf life specifications of the drug product are not
affected;

The new size is consistent with the dosage regimen and duration of use
as approved.

- | The packaging material remains the same.

Documentations to be submitted

1) Justification that the new size is consistent with the dosage regimen
and duration of use as is approved.

Revised drafts of the package insert and labelling incorporating the
2) | proposed variation
(where applicable);

A declaration from the applicant that the release and shelf life specifications of
3) the drug
product are not affected, the container and closure composition is unchanged;

42

Addition or replacement of measuring device for oral liquid dosage forms
and other dosage forms

Condition

- The size and where applicable, the accuracy of the proposed measuring
device must be compatible with the approved posology;

- The new device is compatible with the medicinal product.

Documentations to be submitted

1) Description of the device (including a drawing), where appropriate;

2) The composition of the device material. Where applicable the materials
should comply with the Pharmacopoeia;

Justification that size and accuracy of the device are adequate for the
3) posology as is
approved in the product labelling;

Revised draft of the package insert and labelling incorporating the
4) proposed variation
(where applicable).

43

Change of product labelling relating to:
e Addition/deletion of bar code
e Replacement of distributor details
e Layout without altering text or meaning
¢ Deletion of indication
o Addition/deletion/replacement of pictures or diagrams that do not
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imply an unapproved indication

Condition
- | No change to the text or meaning of the wordings;
- | The change does not contain promotional information.

Documentations to be submitted
1) | Current approved product labelling;
2) | Proposed product labeling.
3) A declaration from the applicant that no other changes have been made

to the labelling.

44

Safety-related changes to product labelling

Condition

Reduce the range of the product’s target-patient population, or

Add warnings, precautions, contraindications or adverse events/effects to
the approved product labelling.

Docu

mentations to be submitted

Official letter outlining: (a) the reasons for the notification, (b) the status

1) of the proposed changes in other countries;
2) | Current approved product labelling;
3) | Proposed product labeling.
A declaration from the applicant that no other changes have been made
4) | to the labeling and that the changes are supported by data in the

applicant’s possession
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Appendix (2)
Guide to transfer of product marketing

authorizations
1.INTRODUCTION:
A product registration (marketing authorisation) may be transferred
from the existing product marketing authorisation holder (MAH) to
another holder using a transfer procedure. This administrative
procedure allows for a speedy processing time and the same
product registration number is maintained.
The transfer procedure must be used where the legal entity of the
MAH is changed.

2. CONDITONS:
In order to avail of this procedure, the following requirements must
be met:

1. An application for permission to transfer the marketing
authorisation of a product should be submitted by the proposed
new MAH.

2. The existing product registration must have a remaining period
of validity of at least six (6) months. If the period is less than six
(6) months, product registration renewal should be done by the
existing MAH before the transfer application is submitted.

3. No change may be made, as part of the transfer application, to
the technical data or approved pharmaceutical/ pharmacological
information, including the texts of the product label and leaflet,
other than the name and address of the MAH.[Note: any change
must be applied for using the amendments procedure.]

4. The transferred marketing authorisation is issued for the
remaining period of validity of the existing authorisation.

5.  The transfer shall come into effect on the day the DDCR
makes its decision on the application. Upon the transfer of
product registration (marketing authorisation) to the new holder,
the authorisation issued to the previous holder will be cancelled
as the product cannot be marketed simultaneously by two
different MAHs. The new i.e. current MAH shall bear responsibility
for the product.

6. Where the application does not meet the requirements laid
down for this administrative transfer procedure or the applicant
wishes to obtain a new product registration number, a new
application shall be made.
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3. MAKING AN APPLICATION
The proposed new MAH must submit an application consisting of
the following:

« A copy of the legalised agreement concluded between the
current MAH, the proposed new holder and the product owner
to the mutual transfer of the product marketing authorisation.

« Signed statements relating to transfer of authorisation from:

- existing product registration holder.
- proposed new holder
- product owner.

« Current confirmation letters (from product owner and contract
manufacturer) relating to agreement for contract
manufacturing, where applicable.

 Latest product label and leaflet.

Note: examples of the statements are attached
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Transfer Form
Statement to be signed by the existing product
marketing authorization (registration) holder

Reason for transfer application:
1. | hereby notify the Department of Drug Control and Registration
Ministry of Health Palestine, that
. ..(Name of product.............c...........o. (Registration
Number of product) is to be transferred to........................ (name
and address of proposed new MAH).

2. | confirm also that the entire file for the product is
transferred to
............................... (name of new proposed MAH).

This file includes all the data in support of the original application
together with all correspondence with the DDCR concerning the
product.

Signed:

Full name:

Identity Card Number:
Status of signatory *:
Official Company stamp:
Telephone Number:

Fax Number:

Date:

* To be signed by the Managing Director/President/CEO or an

equivalent person who has overall responsibility for the company
or organisation.
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Transfer Form
Statement to be signed by the proposed new
product marketing authorization (registration)
holder

Reason for transfer application:

1. | have received/ accepted the entire file for
................................ (Name of product)
................................ (Registration Number of product)
fiPmg. M o & . (Name of existing MAH).

This file includes all the data in support of the original application
together with all correspondence with the DDCR concerning the
product.

2. | hereby agree that | have sole responsibility for the product
including obtaining approval for any subsequent product variation
and maintenance of productregistration.

3. | also acknowledge responsibility in the event of
pharmacovigilance issues or quality defects associated with the
product that may occur in the interim transfer period.

Signed:

Full name:

Identity Card Number:
Status of signatory *:
Official Company stamp:
Telephone Number:

Fax Number:

Date:

* To be signed by the Managing Director/President/CEO or an

equivalent person who has overall responsibility for the company
or organisation.
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Appendix (3)

Requirements for Registration of
Pharmaceutical Manufacturing Site

(Site Master File)

1. The application has to be made by the responsible pharmacist of
the agent wholesaler or the local manufacturer.

2. A "Site Master File" for the manufacturing site containing the
following information has to be attached:

Part One: General information:

1. Brief information on the firm (including name and address),
relation to other sites and, particularly, any information
necessary to understand the manufacturing operations.

2. Pharmaceutical manufacturing activities as licensed by the

Competent Authorities.

Any other manufacturing activities carried out on the site.

Name and Exact Address of the Site, Including Telephone,

Fax and twenty four hours Telephone Numbers.

5. Type of actual products manufactured on the site, and
information about specifically toxic or hazardous substances
handled, mentioning the way they are manufactured (in
dedicated facilities or on a campaign basis).

6. Short description of the site (size. location and immediate
environment and other manufacturing activities on the site).

7. Number of employees engaged in the production, quality
control, storage and distribution.

8. Use of outside scientific, analytical or other technical
assistance in relation to manufacture and analysis.

9. Short description of the quality management system of the
firm responsible for manufacture.

Fpo
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Part Two: Personnel:
1. Organisation chart showing the arrangements for quality
assurance, including production and quality control.

2. Qualifications, experience and responsibilities of key
personnel.

3. Outline of arrangements for basic and in-service training and
how records are maintained.

4. Health requirements for personnel engaged in production.
5. Personnel hygiene requirements, including clothing.

Part Three: Premises and equipment:
1. Premises:

1.1. Simple plan or description of manufacturing areas with
indication of scale.

1.2. Nature of construction and finishes.

1.3. Brief description of ventilation systems. More details should
be given for critical areas with potential risks of airborne
contamination (schematic drawings of the systems are
desirable). Classification of the rooms used for the
manufacture of sterile products should be mentioned.

1.4. Special areas for the handling of highly toxic, hazardous
and sensitizing materials.

1.5. Brief description of water systems (schematic drawings of
the systems are desirable) including sanitation.

1.6. Maintenance (description of planned preventive
maintenance programmes and recording system).

2. Equipment
1.7. Brief description of major production and control
laboratories equipment (a list of equipment is not required).

1.8. Maintenance (description of planned preventative
maintenance programmes and recording system).

1.9. Qualification and calibration, including recording system.
Arrangements for computerized systems validation.

3. Sanitation

1.10.Availability of written specifications and procedures for
cleaning manufacturing areas and equipment.
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Part Four: Documentation:

1. Arrangements for the preparation, revision and distribution of
necessary documentation for manufacture.

2. Any other documentation related to product quality which is

not mentioned elsewhere (e.g. microbiological controls on air

and water).
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Part Five: Production:

1. Brief description of production operations using, wherever
possible, flow sheets and charts specifying important
parameters.

2. Arrangements for  the handling of starting materials.
Packaging materials, bulk and finished products, including
sampling, quarantine, release and storage.

3. Arrangements for the handling of rejected materials and
products.

4. Brief description of general policy for process validation.

Part Six: Quality control:

1. Description of the Quality Control system and of the
activities of the Quality Control Department Procedures for
the release of finished products.

Part Seven: Contract manufacture and analysis:

1. Description of the way in which the GMP compliance of the
contract acceptor is assessed.

Part Eight: Distribution, complaints and product

recall:
1. Arrangements and recording system for distribution.
2. Arrangements for the handling of complaints and product
recalls.

Part Nine: Self inspection:
1. Short description of the self inspection system.
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Appendix (4)

Guidelines for Bioavailability & Bioequivalence
StudiesContents

1.
2.
3.

INTRODUCTION
DEFINITIONS
SCOPE OF THE GUIDELINES

3.1.When bioequivalence studies are necessary and types of
studies require.

3.1.1. In vivo studies

3.1.2. In vitro studies

3.2.When bioequivalence studies are not necessary

4.
4.1.

DESIGN AND CONDUCT OF STUDIES
Pharmacokinetic Studies

4.1.1. Study design

4.1.2. Study population

4.1.3. Study conditions

4.1.4. Characteristics to be investigated

4.1.5. Bioanalytical methodology

4.1.6. Statistical evaluation

4.1.7. Special considerations for modified release drug products

I. Study parameters

ii. Study design

iil. Requirements for modified release drug products unlikely
to accumulate

iv. Requirements for modified release drug products likely to
accumulate

.Pharmacodynamic Studies

.Comparative Clinical Trials

.In-vitro Studies

.DOCUMENTATION

.FACILITIES FOR CONDUCTING BA/BE STUDIES
.MAINTENANCE OF RECORDS OF BA/BE STUDIES
.RETENTION OF BA/BE SAMPLES

.SPECIAL TOPICS

. Food effect bioavailability studies.

. Long half life drugs.

. Early exposure.

. Individual and population bioequivalence.
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1. INTRODUCTION

Ensuring uniformity in standards of quality, efficacy and safety of
pharmaceutical products is the fundamental responsibility of
DDCR. Reasonable assurance has to be provided that various
products, containing same active ingredients, marketed by different
marketing authorization holders, are clinically equivalent and
interchangeable.

Both bioavailability and bioequivalence focus on the release of a
drug substance from its dosage form and subsequent absorption
into the systemic circulation.

For this reason, similar approaches to measuring bioavailability
should generally be followed in demonstrating bioequivalence.
Bioavailability can be generally documented by a systemic
exposure profile obtained by measuring drug and/or metabolite
concentration in the systemic circulation over time. The systemic
exposure profile determined during clinical trials in the early drug
development can serve as a benchmark for subsequent BE
studies.

Bioequivalence studies should be conducted for the comparison of
two medicinal products containing the same active substance. The
studies should provide an objective means of critically assessing
the possibility of alternative use of them. Two products marketed
by different licencees, containing same active ingredient(s), must
be shown to be therapeutically equivalent to one another in order
to be considered interchangeable. Several test methods are
available to assess equivalence, including:

I. Comparative bioavailability (bioequivalence) studies, in which
the active drug substance or one or more metabolites is
measured in anaccessible biological fluid such as plasma,
blood or urine

ii. Comparative pharmacodynamic studies in humans

i. Comparative clinical trials

iv. In-vitro dissolution tests

For classes of products, including many biologicals such as
vaccines, animal sera, and products derived from human blood
and plasma, and product manufactured by biotechnology, the
concept of interchangeability raises complex issues which may be
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addressed by the applicant on the basis of contemporary scientific
rationale.

In vivo bioequivalence/bioavailability studies recommended for
approval of modified release products should be designed to
ensure that:

i. The product meets the modified release label claims.

ii. The product does not release the active drug substance at a
rate and extent leading to dose dumping.

lii. There is no significant difference between the performance of
the modified release product and the reference product, when
given in dosage regimes to arrive at the steady state.

iv. There must be a significant difference between the
performance of modified release product and the
conventional release product when used as reference
product.

2. DEFINITIONS

BIOAVAILABILITY:

The rate and extent of availability of an active drug ingredient from a
dosage form as determinal by its concentration/time curve in the
systemic circulation or by its excretion in urine, when more than 80%
of the excretion of the active material is via the urine.

BIOEQUIVALENCE:

PHARMACEUTICAL ALTERNATIVES

Bioequivalence of a drug product is achieved if its extent and rate of
absorption are not statistically significantly different from those of the
reference product when administered at the same molar dose.

CLINICAL TRIAL:

A clinical trial is a systematic study of pharmaceutical products in
human subject(s), in order to discover or verify the clinical,
pharmacological (including pharmacodynamic/ pharmacokinetic),
and/or adverse effects, with the object of determining their safety
and/or efficacy.

MODIFIED RELEASE DOSAGE FORMS:

Modified-release dosage forms are those for which the drug-release
characteristics of time course and/or drug-release location are chosen
to accomplish such therapeutic or convenience objectives that are not
offered by immediate- (conventional) release dosage forms.

PHARMACEUTICAL EQUIVALENTS:
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Pharmaceutical equivalents are drug products that contain identical
amounts of the identical active drug ingredient, i.e., the same salt or
ester of the same therapeutic moiety, in identical dosage forms, but
not necessarily containing the same inactive ingredients.

PHARMACEUTICAL ALTERNATIVES:

Pharmaceutical alternatives are drug products that contain the
identical therapeutic moiety, or its precursor, but not necessarily in the
same amount or dosage form or as the same salt or ester.

PHARMACODYNAMIC EVALUATION:

Pharmacodynamic evaluation is measurement of the effect on a
pathophysiological process as a function of time, after administration
of two different products to serve as a basis for bioequivalence
assessment.

PHARMACOKINETICS:

Pharmacokinetics deals with the changes of drug concentration in the
drug product and changes of concentration of a drug and/or its
metabolite(s) in the human or animal body following administration of
the drug product, i.e. the changes of drug concentration in the
different body fluids and tissues in the dynamic system of liberation,
absorption, distribution, body storage, binding, metabolism, and
excretion.

REFERENCE PRODUCT:

A reference product is a pharmaceutical product intended to be
interchangeable with the new product in clinical practice. The
reference product will normally be the innovator product for which
efficacy, safety and quality have been established. Where the
innovator product is not available the product which is the market
leader may be used as a reference product, provided it has been
authorized for marketing and its efficacy, safety has been established
and documented.

SUPRA-BIOAVAILABILITY:
This is a term used when a test product displays an appreciably larger
bioavailability than the reference product.

SUSTAINED RELEASE DOSAGE FORM:

These are modified release dosage forms where the liberation (drug
release) rate constant is smaller than the unrestricted absorption rate
constant.
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STEADY STATE:

Steady state is the state when the plasma concentration of drug at
any time point during any dosing interval should be identical to the
concentration at the same time during any other dosing interval. The
steady state drug concentrations fluctuate (oscillate) between a
maximum and a minimum steady state concentration within each of
the dosing intervals.

THERAPEUTIC EQUIVALENTS

Therapeutic equivalents are drug products that contain the same
active substance or therapeutic moiety and, clinically show the same
efficacy and safety.

GENERIC PRODUCT:

A pharmaceutical product, usually intended to be interchangeable
with innovator product which is usually manufactured without a
licence from the innovator company and marketed after expiry of
patent or other exclusivisty rights.

INNOVATOR PHARMACEUTICAL PRODUCT:

Generally, the innovator pharmaceutical product is that which was first
authorized for marketing, (normally as a patented drug) on the basis
of documentation of efficacy, safety and quality (according to
contememporary requirements). When drugs have been available for
many years, it may not be possible to identify an inovvator
pharmaceutical product.

INTERCHANEABLE PHARMACEUTICAL PRODUCT:
An interchangeable pharmaceutical product is one which is
therapeutically equivalent to a reference product.

MULTISOURCE PHARMACEUTICAL PRODUCTS:

Multisource pharmaceutical products are pharmaceutically equivalent
products that may or may not be therapeutically equivalent.
Multisource pharmaceutical products that are therapeutically
equivalent are interchaneable.

PHARMACOKINETIC TERMS
Cmax
This is the maximum drug concentration achieved in systemic
circulation following drug administration.
Cmin
This is the minimum drug concentration achieved in systemic
circulation following multiple dosing at steady state.
Cpd
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This is the pre-dose concentrations determined immediately before a
dose is given at steady state.

Tmax

It is the time required to achieve maximum drug concentration in
systemic circulation.

AU Co-t

Area under the plasma concentration - time curve from 0 h to the last
quantifiable concentration to be calculated using the trapezoidal rule
AUCo-

Area under the plasma concentration - time curve, from zero to infinity
to be calculated as the sum of AUCO plus the ratio of the last
measurable concentration to the elimination rate constant

AUCo-1

Area under the plasma concentration - time curve over one dosing
interval following single dose for modified release products.

AUCq 1(ss)

Area under the plasma concentration - time curve over one dosing
interval in multiple dose study at steady state.

KeI

Apparent first-order terminal elimination rate constant calculated from
a semi-log plot of the plasma concentration versus time curve.

Tup

Elimination half life of a drug is the time necessary to reduce the drug
concentration in the blood, plasma, or serum to one-half after
equilibrium is reached.

3. SCOPE OF THE GUIDELINES:

Bioavailability and Bioequivalence studies are required by regulations
to ensure therapeutic equivalence between a pharmaceutically
equivalent test product and a reference product. Several in vivo and in
vitro methods are used to measure product quality.

3.1. When bioequivalence studies are necessary and types of
studies required.
3.1.1. In vivo studies:
For certain drugs and dosage forms, in vivo documentation of
equivalence, through either a bioequivalence study, a comparative
clinical pharmacodynamic study, or a comparative clinical trial, is
regarded as especially important. These include:
a. Oral immediate release drug formulations with systemic action
when one or more of the following criteria apply:
I. Indicated for serious conditions requiring assured therapeutic
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response;
ii. Narrow therapeutic window/safety margin; steep dose-response
curve;
iii. Pharmacokinetics complicated by variable or incomplete
absorption or absorption window, nonlinear pharmacokinetics, pre-
systemic elimination/high first-pass metabolism >70%;
iv. Unfavourable physicochemical properties, e.g., low solubility,
instability, meta-stable modifications, poor permeability, etc.;
v.  Documented evidence for bioavailability problems related to
the drug or drugs of similar chemical structure or formulations;
vi. Where a high ratio of excipients to active ingredients exists.

b. Non-oral and non-parenteral drug formulations designed to act by
systemic absorption (such as transdermal patches, suppositories,
etc.).

c. Sustained or otherwise modified release drug formulations
designed to act by systemic absorption.

d. Fixed-dose combination products with systemic action.

e. Non-solution pharmaceutical products which are for non-systemic
use (oral, nasal, ocular, dermal, rectal, vaginal, etc. application)
and are intended to act without systemic absorption. In these
cases, the bioequivalence concept is not suitable and
comparative clinical or pharmacodynamic studies are required to
prove equivalence. There is a need for drug concentration
measurements in order to assess unintended partial absorption.

Bicequivalence documentation is also needed to establish links
between:
i. Early and late clinical trial formulations.
ii. Formulations used in clinical trials and stability studies, if
different.
iii. Clinical trial formulations and to be marketed drug products.
iv. Other comparisons, as appropriate

In each comparison, the new formulation or new method of
manufacture shall be the test product and the prior formulation (or
respective method of manufacture) shall be the reference product.

3.1.2. In vitro studies:
In following circumstances equivalence may be assessed by the use
of in vitro dissolution testing:

a. Drugs for which the applicant provides data to substantiate all
ofthe following:
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I. Highest dose strength is soluble in 250 ml of an aqueous media
over the pH range of 1-7.5 at 37°C.

ii. Atleast 90% of the administered oral dose is absorbed on mass
balance determination or in comparison to an intravenous
reference dose.

iii. Speed of dissolution as demonstrated by more than 80%
dissolution within 15 minutes at 37°C using IP apparatus 1, at 50
rom or P apparatus 2, at
100 rpm in a volume of 900 ml or less in each of the following
media:

1. 0.1 N hydrochloric acid or artificial gastric juice (without
enzymes)

2. 2.apH 4.5 buffer

3. 3. a pH 6.8 buffer or artificial intestinal juice (without

enzymes)

b. Different strengths of the drug manufactured by the same
manufacturer, where all of the following criteria are fulfilled:

The qualitative composition between the strengths is essentially the
same;

The ratio of active ingredients and excipients between the strengths
is essentially the same, or, in the case of small strengths, the ratio
between the excipients is the same;

ii. The method of manufacture is essentially the same;

An appropriate equivalence study has been performed on at least
one of the strengths of the formulation (usually the highest strength
unless a lower strength ischosen for reasons of safety); and

In case of systemic availability - pharmacokinetics have been shown
to be linear over the therapeutic dose range.

In vitro dissolution testing may also be suitable to confirm
unchanged product quality and performance characteristics with
minor formulation or manufacturing

changes after approval.

3.2.When bioequivalence studies are not necessary:

In following formulations and circumstances, bioequivalence
between a new drug and the reference product may be considered
self-evident with no further requirement for documentation:

a. When new drugs are to be administered parenterally (e.g.,
intravenous, intramuscular, subcutaneous, intrathecal
administration etc.) as aqueous solutions and contain the same
active substance(s) in the same concentration and the same
excipients in comparable concentrations;
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b. When the new drug is a solution for oral use, and contains the
active substance in the same concentration, and does not
contain an excipient that is known or suspected to affect gastro-
intestinal transit or absorption of the active substance;

c. When the new drug is a gas;

d. When the new drug is a powder for reconstitution as a solution
and the solution meets either criterion (a) or criterion (b) above;

e. When the new drug is an otic or ophthalmic or topical product
prepared as aqueous solution and contains the same active
substance(s) in the same concentration(s) and essentially the
same excipients in comparable concentrations;

f. When the new drug is an inhalation product or a nasal spray,
tested to be administered with or without essentially the same
device as the reference product, prepared as aqueous solutions,
and contain the same active substance(s) in the same
concentration and essentially the same excipients in comparable
concentrations. Special in vitro testing is required to document
device performance comparison between reference inhalation
product and the new drug product.

d. When the new drug products are topical products prepared as
ggueous solutions and contain the same active ingredient(s) in
the same concentration and the same excipients in comparable
concentrations.

For (e) and (f) above, the applicant is expected to demonstrate that

the excipients in the new drug are essentially the same and in

comparable concentrations as those in the reference product. In
the event this information about the reference product cannot be
provided by the applicant, in vivo studies need to be performed.

4. DESIGN AND CONDUCT OF STUDIES

4.1. Pharmacokinetic Studies:
4.1.1. Study Design:

The basic design of an in-vivo bioavailability study is determined by

the following:

i.  What is the scientific question(s) to be answered.

ii. The nature of the reference material and the dosage form to be
tested.

ii. The availability of analytical methods.

iv. Benefit-risk ratio considerations in regard to testing in humans.

The study should be designed in such a manner that the formulation
effect can be distinguished from other effects. Typically, if two

- 306 -



82022 (ssamsd) Jol O silS (Aidauldl) ail3sY)) duad g A5l aanl)

formulations are to be compared, a two-period, two-sequence
crossover design is the design of choice with the two phases of
treatment separated by an adequate washout period which should
ideally be equal to or more than five half life’s of the moieties to be
measured.

Alternative study designs include the parallel design for very long half-
life substances or the replicate design for substances with highly
variable disposition. Single-dose studies generally suffice. However
situations as described below may demand a steady-state study
design:

i. Dose or time-dependant pharmacokinetics.

ii. Some modified release products (in addition to single dose
investigations)

iil. Where problems of sensitivity preclude sufficiently precise
plasma concentration measurements after single-dose
administration.

iv. If intra-individual variability in the plasma concentration or
disposition precludes the possibility of demonstrating
bioequivalence in a reasonably sized single-dose study and this
variability is reduced at steady state.

4.1.2. Study Population:
1. Selection of the Number of Subjects
The number of subjects required for a study should be statistically
significant and is determined by the following considerations:

I. The error variance associated with the primary characteristic to
be studied as estimated from a pilot experiment, from previous
studies or from published data.

ii.The significance level desired: usually 0.05

iii. The expected deviation from the reference product

compatible with bioequivalence.

iv. The required (discriminatory) power, normally [ 80% to detect

the maximum allowable difference (usuallyx 20%) in primary
characteristics to be studied.

The number of subjects recruited should be sufficient to allow for
possible withdrawals or removals (dropouts) from the study. It is
acceptable to replace a subject withdrawn/drop out from the study
once it has begun provided the substitute follows the same
protocol originally intended for the withdrawn subject and he/she
is tested under similar environmental and other controlled
conditions.
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However, the minimum number of subjects should not be less
than 16 unless justified for ethical reasons. In some cases 18-24
subjects may be needed.

Sequential or add-on studies are acceptable in specific cases e.g.
where a large number of subjects are required or where the
results of the study do not convey adequate statistical
significance. In all cases the final statistical analysis must include
data of all subjects or reasons for not including partial data as well
as the un-included data must be documented in the final report.

2.  Selection Criteria for Subjects:
To minimize intra and inter individual variation subjects should be
standardised as much as possible and acceptable. The studies
should be normally performed on healthy adult volunteers with the
aim to minimise variability and permit detection of differences
between the study drugs.
Subjects may be males or females; however the choice of gender
should be consistent with usage and safety criteria.

Risks to women of childbearing potential should be considered on
an individual basis. Women should be required to give assurance
that they are neither pregnant, nor likely to become pregnant until
after the study. This should be confirmed by a pregnancy test
immediately prior to the first and last dose of the study. Women
taking contraceptive drugs should normally not be included in the
studies.

They should normally be in the age range of 18-55 years.

If the drug product is to be used predominantly in the elderly
attempts should be made to include as many subjects of 60 years
of age or older as possible. If the drug product is intended for use
in both sexes attempts should be made to include similar
proportions of males and females in the studies.

For a drug representing a potential hazard in one group of users,
the choice of subjects may be narrowed, e.g., studies on
teratogenic drugs should be conducted only on males.

For drugs primarily intended for use in only males or only females
— volunteers of only the respective gender should be included in
the studies.

For drugs where the risk of toxicity or side effects is significant,
studies may have to be carried out in patients with the concerned
disease, but whose disease state is stable.
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These should be screened for suitability by means of a
comprehensive medical examination including clinical laboratory
tests, an extensive review of medical history including medication
history, use of oral contraceptives, alcohol intake, and smoking,
use of drugs.

Depending on the study drug’s therapeutic class and safety
profile, special medical investigations may need to be carried out
before, during and after the study.

3. Genetic Phenotyping
Phenotyping and/or genotyping of subjects should be considered
for exploratory bioavailability studies and all studies using parallel
group design. It may also be considered in crossover studies (e.g.
bioequivalence, dose proportionality, food interaction studies etc.)
for safety or pharmacokinetic reasons. If a drug is known to be
subject to major genetic polymorphism, studies could be
performed in panels of subjects of known phenotype or genotype
for the polymorphism in question. While designing a study
protocol, adequate care should be taken to consider
Pharmacogenomic issues in the context of Indian population.

4.1.3. Study Conditions
Standardisation of the study environment, diet, fluid intake, post-
dosing postures, exercise, sampling schedules etc. is important in
all studies. Compliance with these standardisations should be
stated in the protocol and reported at the end of the study, in
order to reassure that all variability factors involved, except that of
the products being tested, have been minimised.
Unless the study design requires it, subjects should abstain from
smoking, drinking alcohol, coffee, tea, xanthine containing foods
and beverages and fruit juices during the study and for at least 48
hours before its commencement.

1. Selection of Blood Sampling Points/Schedules:
The blood-sampling period in single-dose trials of an immediate
release product should extend to at least three-elimination half-
lives. Sampling should be continued for a sufficient period to
ensure that the area extrapolated from the time of the last
measured concentration to infinite time is only a small percentage
(normally less than 20%) of the total AUC. The use of a truncated
AUC is undesirable except in certain circumstances such as in
the presence of enterohepatic recycling where the terminal
elimination rate constant cannot be calculated accurately.
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There should be at least three sampling points during the
absorption phase, three to four at the projected Tmax, and four
points during the elimination phase. The number of points used to
calculate the terminal elimination rate constant should be
preferably determined by eye from a semi-logarithmic plot.
Intervals between successive data/sampling points used to
calculate the terminal elimination rate constant should, in general,
not be longer than the half-life of the study drug.

Where urinary excretion is measured in a single-dose study it is
necessary to collect urine for seven or more half-lives.

2.Fasting and Fed State Considerations:
Generally, a single dose study should be conducted after an
overnight fast (at least 10 hours), with subsequent fast of 4 hours
following dosing. For multiple dose fasting state studies, when an
evening dose must be given, two hours of fasting before and after
the dose is considered acceptable.

However, when it is recommended that the study drug be given
with food (as it would in routine clinical practice), or where the
dosage form is a modified release product, fed state studies need
to be carried out in addition to the fasting state studies.

Fed state studies are also required when fasting state studies
make assessment of Cmax and Tmax difficult.

Studies in the fed state require the consumption of a high-fat
breakfast before dosing. Such a breakfast must be designed to
provide 950 to 1000 KCals. At least 50% of these calories must
come from fat, 15 to 20% from proteins and the rest from
carbohydrates.

3.Steady State Studies:

In following cases — an additional “steady state study” is

considered appropriate:

i. Where the drug has a long terminal elimination half-life and
blood concentrations after a single dose cannot be followed for
a sufficient time.

ii. Where assay sensitivity is inadequate to follow the terminal
elimination phase for an adequate period of time.

iii. For drugs, which are so toxic that ethically they should only be
administered to patients for whom they are a necessary part of
therapy, but where multiple dose therapy is required, e.g. many
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cytotoxics.

iv. For modified-release products where it is necessary to assess
the fluctuation in plasma concentration over a dosage interval
at steady state.

v. For those drugs which induce their own metabolism or show
large intraindividual variability.

vi. For enteric-coated preparations where the coating is
innovative.

vii. For combination products where the ratio of plasma
concentration of the individual drugs is important.
viii. For drugs that exhibit non-linear (i.e., dose- or time-
dependent) pharmacokinetics.
iX. Where the drug is likely to accumulate in the body.
In steady state studies, the dosing schedule should follow the
clinically recommended dosage regimen.

4.1.4. Characteristics to be investigated during bioavailability
/ bioequivalence studies

In most cases evaluations of bioavailability and bloequivalence will
be based upon the measured concentrations of the active drug
substance(s) in the biological matrix. In some situations, however,
the measurements of an active or inactive metabolite may be
necessary. These situations include(a) where the concentrations of
the drug(s) may be too low to accurately measure in the biological
matrix, (b)limitations of the analytical method, (c)unstable
drug(s),(d)drug (s)with a very short half-life or (e)in the case of
prodrugs.

Racemates should be measured using an achiral assay method.
Measurement of individual enantiomers in bioequivalence studies is
recommended where all of the following criteria are met:
(a) the enantiomers exhibit different pharmacodynamic
characteristics
(b) the enantiomers exhibit different pharmacokinetic characteristics
(c) primary efficacy! safety activity resides with the minor enantiomer
(d) non-linear absorption is present for at least one of the
enantiomers

The plasma-time concentration curve is mostly used to assess the
rate and extent of absorption of the study drug. These include
pharmacokinetic parameters such as the Cmax, Tmax, AUCo.t and
AUCo.«
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For studies in the steady state AUCo.-1, Cmax, Cmin @nd degree of
fluctuation should be calculated.

4.1.5. Bioanalytical methodology:
The bioanalytical methods used to determine the drug and/or its
metabolites in plasma, serum, blood or urine or any other suitable
matrix must be well characterised, standardised, fully validated and
documented to yield reliable results that can be satisfactorily
interpreted.

Although there are various stages in the development and validation
of an analytical procedure, the validation of the analytical method
can be envisaged to consist of two distinct phases:

1. The pie-study phase which comes before the actual start of the
study and involves the validation of the method on biological
matrix human plasma samples and spiked plasma samples.

2. The study phase in which the validated bioanalytical method is
applied to the actual analysis of samples from bioavailability and
bioequivalence studies mainly to confirm the stability, accuracy
and precision.

1. Pre-study Phase:

The following characteristics of the bioanalytical method must be

evaluated and documented to ensure the acceptability of the

performance and reliability of analytical results:

I Stability of the drug!metabolites in the biological matrix:
Stability of the drug and/or active metabolites in the biological
matrix under the conditions of the experiment (including any
period for which samples are stored before analyses) should be
established. The stability data should also include the influence
of at least three freezing and thawing cycles representative of
actual sample handling. The absence of any sorption by the
sampling containers and stoppers should also be established.

ii.  Specificity/selectivity:

Data should be generated to demonstrate that the assay does
not suffer from interference by endogenous compounds,
degradation products, other drugs likely to be present in study
samples, and metabolites of the drug(s) under study.

jii.  Sensitivity:

Sensitivity is the capacity of the test procedure to record small
variations in concentration. The analytical method chosen
should be capable of assaying the drug/metabolites over the
expected concentration range. A reliable lowest limit of
quantification should be established based on an intra- and
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inter-day coefficient of variation usually not greater than 20
percent. The limit of detection (the lowest concentration that can
be differentiated from background levels) is usually lower than
the limit of quantification. Values between limit of quantification
and limit of detection should be identified as “Below
Quantification Limits.”

iv. Precision and Accuracy:
Precision (the degree of reproducibility of individual assays)
should be established by replicate assays on standards,
preferably at several concentrations. Accuracy is the degree to
which the ‘true’ value of the concentration of drug is estimated
by the assay. Precision and accuracy should normally be
documented at three concentrations (low, medium, high) where
‘low’ is in the vicinity of the lowest concentration to be
measured, ‘high’ is a value in the vicinity of Cmax and ‘medium’
is a suitable intermediate value.

Intra-assay precision (within days) in terms of coefficient of
variation should be no more than 15%, although no more than
20% may be more realistic at values near the lower limit of
guantification. Inter-assay precision (between days) may be
higher than 15% but not more than 20%.

Accuracy can be assessed in conjunction with precision and is a
measure of the extent to which measured concentrations
deviate from true or nominal concentrations of analytical
standards. In general, an accuracy of +15% should be attained.

V. Recovery:
Documentation of extraction recovery at high, medium and low
concentrations is essential since methods with low recovery are,
in general, more prone to inconsistency. If recovery is low,
alternative methods should be investigated. Recovery of any
internal standard used should also be assessed.

vi. Range and linearity:
The quantitative relationship between concentration and
response should be adequately characterized over the entire
range of expected sample concentrations. For linear
relationships, a standard curve should be defined by at least five
concentrations. If the concentration response function is non-
linear, additional points would be necessary to define the non-
linear portions of the curve. Extrapolation beyond the standard
curve is not acceptable.

vii. Analytical System Stability:
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To ensure that the analytical system remains stable over the time
course of the assay, the reproducibility of the standard curve
should be monitored during the assay. A minimal design would be
to run analytical standards at the beginning and at the end of the
analytical run.

2. Study Phase:
In general, with acceptable variability as defined by validation data,
the analysis of biological sample can be done by single
determination without a need for a duplicate or replicate analysis.
The need for duplicate analysis should be assessed on a case-by-
case basis. A procedure should be developed that documents the
reason for re-analysis.
A standard curve should be generated for each analytical run for
each analyte and should be used to calculate the concentration of
the analyte in the unknown samples assayed with that run. It is
important to use a standard curve that will cover the entire range of
concentrations in the unknown samples. Estimation of unknowns
by extrapolations of standard curves below the lowest standard
concentration or above the highest standard concentration is not
recommended. Instead, it is suggested that standard curve should
be redetermined or sample should be re-assayed after dilution.
Quality control sample should be used to accept or reject the run.

3. Quality Control Samples:
Quality control samples are samples with known concentration
prepared by spiking drug-free biological fluid with drug. These
samples should be prepared in low, medium and high
concentration. To avoid possible confusion between quality control
samples and standard solutions during the review process,
preparation of quality control samples at concentrations different
from those used for the calibration is recommended. For stable
analytes, quality control samples should be prepared in the fluid of
interest at the time of pre-study assay validation or at the time of
study sample collection, and stored with the study samples. For
less stable analytes, daily or weekly quality control samples may
have to be prepared.

A quality control sample for each concentration should be assayed
on each occasion that study samples are assayed, and the
concentration determined by reference to that day’s calibration
standards. If the concentration values determined for the controls
are not within £15% of the expected concentrations, the batch
should be considered for re-analysis.
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4. Repeat Analysis:
In most studies some samples will require re-analysis because of
aberrant results due to processing errors, equipment failure or poor
chromatography. The reasons for re-analysis of such samples
should be stated. The criteria for repeat analyses should be
determined prior to running the study and recorded in the protocol |
laboratory standard operating procedures.

4.1.6. Statistical Evaluation:
1. Data analysis:

The primary concern in bio-equivalence assessment is to limit the
consumer’s risk i.e., erroneously accepting bioequivalence and
also at the same time minimizing the manufacture’s risk i.e.,
erroneously rejecting bioequivalence.
This is done by using appropriate statistical methods for data
analysis and adequate sample size.

2. Statistical analysis:
The statistical procedure should be specified in the protocol itself.
In case of bioequivalence studies the procedures should lead to a
decision scheme which is symmetrical with respect to the two
formulations (i.e. leading to the
same decision whether the new formulation is compared to the
reference product or the reference product to the new formulation).

The statistical analysis (e.g. ANOVA) should take into account
sources of variation that can be reasonably assumed to have an
effect on the response.

The 90% confidence interval for the ratio of the population means
(Test/reference) or two one sided-t tests with the null hypothesis of
nonbioequivalence at the 5% significance level for the parameter
under consideration are considered for testing bioequivalence.

To meet the assumption of normality of data underlying the
statistical analysis, the logarithmic transformation should be carried
out for the pharmacokinetic parameters Cmax and AUC before
performing statistical analysis. However, it is recommended not to
verify the assumptions underlying the statistical analysis before
making logarithmic transformation. The analysis of Tmax is
desirable if it is clinically relevant. The parameter Tmax should be
analysed using non-parametric methods. In addition to above,
summary statistics such as minimum, maximum and ratio should
be given.
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3. Criteria for bioequivalence:
To establish Bioequivalence, the calculated 90% confidence
interval for AUC and Cmax should fall within the bioequivalence
range, usually 80-125%. This is equivalent to the rejection of two
one sided-t tests with the null hypothesis of nonbioequivalence at
5% level of significance. The non-parametric 90% confidence
interval for Tmax should lie within a clinically acceptable range.

Tighter limits for permissible differences in bioavailability may be
required for drugs that have:
I. A narrow therapeutic index.
ii. A serious, dose-related toxicity.
iii. A steep dose/effect curve, or
iv. A non-linear pharmacokinetics within the therapeutic dose range.

A wider acceptance range may be acceptable if it is based on sound
clinical justification.

In case of supra-bioavailability, a reformulation followed by a fresh
bioequivalence study will be necessary. Otherwise, clinical trial data
on new formulation will be required to support the application,
especially dosage recommendations. Such formulations are usually
not be accepted as therapeutically equivalent to the existing reference
product. The name of the new product should preclude confusion with
the earlier approved product.

4. Deviations from the study plan:
The method of analysis should be defined in the protocol. The
protocol should specify methods for handling drop-outs and for
identifying biologically implausible outliers. Post hoc exclusion of
outliers is not recommended. A scientific explanation should be
provided to justify the exclusion of a volunteer from the analysis.
4.1. Special considerations for modified-release drug products:
For the purpose of these guidelines modified release
products include:

i. Delayed release.

ii. Sustained release.

iii. Mixed immediate and sustained release.

iv. Mixed delayed and sustained release.

v. Mixed immediate and delayed release

Generally, these products should:

i. Act as modified-release formulations and meet the label
claim.

ii. Preclude the possibility of any dose dumping effect.
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ii. There must be a significant difference between the
performance of modified release product and the
conventional release product when used as reference
product.

iv. Provide a therapeutic performance comparable to the
reference immediate- release formulation administered by the
same route in multiple doses (of an equivalent daily amount)
or to the reference modified-release formulation;

V. Produce consistent pharmacokinetic performance between
individual dosage units; and.

vi. Produce plasma levels which lie within the therapeutic range
(where appropriate) for the proposed dosing intervals at
steady state.

If all of the above conditions are not met but the applicant considers
the formulation to be acceptable, justification to this effect should be
provided.

I. Study Parameters:
Bioavailability data should be obtained for all modified release drug
products although the type of studies required and the
pharmacokinetic parameters which should be evaluated may differ
depending on the active ingredient involved. Factors to be
considered include whether or not the formulation represents the
first market entry of the drug substance, and the extent of
accumulation of the drug after repeated dosing.

If the formulation is the first market entry of the drug substance, the
product’s pharmacokinetic parameters should be determined. If the
formulation is a second or subsequent market entry then
comparative bioavailability studies using an appropriate reference
product should be performed.

ii. Study design:
Study design will be single dose or single and multiple dose based
on the modified release products that are likely to accumulate or
unlikely to accumulate both in the fasted and non-fasting state. If
the effect of food on the reference product is not known (or it is
known that food affects its absorption), two separate two-way
cross-over studies, one in the fasted state and the other in the fed
state, may be carried out. If it is known with certainty (e.g. from
published data) that the reference product is not affected by food,
then a three-way cross-over study may be appropriate with:

a. the reference product in the fasting state
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b. the test product in the fasted state, and
c. the test product in the fed state.

iii. Requirements for modified release formulations unlikely to

accumulate:

This section outlines the requirements for modified release
formulations which

are used at a dose interval that is not likely to lead to accumulation in
the body

(AUCo-1/ AUCO-~ 20.8).

When the modified release product is the first market entry of that
type of dosage form, the reference product should normally be the
innovator’'s immediate- release formulation. The comparison should
be between a single dose of the modified release formulation and
doses of the immediate- release formulation which it is intended to
replace. The latter must be administered according to the
established dosing regimen.

When the modified release product is the second or subsequent
entry on the market, comparison should be with the reference
modified release product for which bioequivalence is claimed.

Studies should be performed with single dose administration in the
fasting state as well as following an appropriate meal at a specified
time.

The following pharmacokinetic parameters should be calculated
from plasma (or relevant biological matrix) concentrations of the
drug and/or major metabolite(s): AUCo.1, AUCo-t, AUCo-=, Cmax
(where the comparison is with an existing modified release product),
and kel.

The 90% confidence interval calculated using log transformed data
for the ratios (Test:Reference) of the geometric mean AUC (for both
AUC,.t and AUCo.+) and Cmax (Where the comparison is with an
existing modified release product) should generally be within the
range 80 to 125% both in the fasting state and following the
administration of an appropriate meal at a specified time before
taking the drug.

The pharmacokinetic parameters should support the claimed dose
delivery attributes of the modified-release dosage form.

iv. Requirements for modified release formulations likely to
accumulate:
This section outlines the requirements for modified release
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formulations that are used
at dose intervals that are likely to lead to accumulation (AUCO-T/
AUCO0-« = 0.8).
When a modified release product is the first market entry of the
modified release type, the reference formulation is normally the
innovator’'s immediate-release formulation. Both a single dose and
steady state doses of the modified release formulation should be
compared with doses of the immediate-release formulation which it
is intended to replace. The immediate-release product should be
administered according to the conventional dosing regimen.

Studies should be performed with single dose administration in the
fasting state as well as following an appropriate meal. In addition,
studies are required at steady state. The following pharmacokinetic
parameters should be calculated from single dose studies: AUCO-
T, AUCO-t, AUCO-», Cmax). (where the comparison is with an
existing modified release product), and kel. The following
parameters should be calculated from steady state studies: AUCO-
T(ss), Cmax, Cmin, Cpd and degree of fluctuation.

When the modified release product is the second or subsequent
modified release entry, single dose and steady state comparisons
should normally be made with the reference modified release
product for which bioequivalence is claimed.

The 90% confidence interval for the ratio of geometric means
(Test:Reference drug) of AUC (for both AUCO-T and AUCO-t) and
Cmax (where the comparison is with an existing modified release
product) determined using log-transformed data should generally
be within the range 80 to 125% when the products are compared
after single dose administration in both the fasting state and the fed
state.

The 90% confidence interval for the ratio of geometric means
(Test:Reference drug) for AUCO-T(ss), Cmax and Cmin, Cmn
determined using log-transformed data should generally be within
the range 80 to 125% when the formulations are compared at
steady state.

The pharmacokinetic parameters should support the claimed
attributes of the modified-release dosage form.

Pharmacodynamic data may reinforce or clarify interpretation of
differences in the plasma concentration data.
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Where these studies do not show bioequivalence, comparative
efficacy and safety data may be required for the new product.

4.2. Pharmacodynamic Studies:
Studies in healthy volunteers or patients using pharmacodynamic
parameters
may be used for establishing equivalence between two
pharmaceutical products. These studies may become necessary
if quantitative analysis of the drug and/or metabolite(s) in plasma
or urine cannot be made with sufficient accuracy and sensitivity.
Furthermore, pharmacodynamic studies in humans are required if
measurements of drug concentrations cannot be used as
surrogate endpoints for the demonstration of efficacy and safety
of the particular pharmaceutical product e.g., for topical products
without an intended absorption of the drug into the systemic
circulation.

In case, only pharmacodynamic data is collected and provided,
the applicant should outline what other methods were tried and
why they were found unsuitable.

I. The following requirements should be recognised when
planning, conducting and assessing the results from a
pharmacodynamic study:

ii. The response measured should be a pharmacological or
therapeutic effect which is relevant to the claims of efficacy
and/or safety of the drug.

iil. The methodology adopted for carrying out the study should
be validated for precision, accuracy, reproducibility and
specificity.

iv. Neither the test nor the reference product should produce a
maximal response in the course of the study, since it may be
impossible to distinguish differences between formulations
given in doses that produce such maximal responses.
Investigation of dose-response relationship may become
necessary.

V. The response should be measured quantitatively under
double-blind conditions and be recorded in a instrument-
produced or instrument- recorded fashion on a repetitive
basis to provide a record of pharmacodynamic events which
are a substitute for plasma concentrations.

vi. If such measurements are not possible, recordings on visual-
analogue scales may be used. In instances, where data are
limited to qualitative (categorized) measurements,
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appropriate special statistical analyses will be required.
vii.Non-responders should be excluded from the study by prior

screening. The criteria by which responders versus non-

responders are identified must be stated in the protocol.

viii. Where an important placebo effect can occur, comparison
between products can only be made by a priori consideration
of the placebo effect in the study design. This may be
achieved by adding a third period/phase with placebo
treatment, in the design of the study.

iX. A crossover or parallel study design should be used, as
appropriate.

X. When pharmacodynamic studies are to be carried out on

patients, the underlying pathology and natural history of the

condition should be considered in the study design. There
should be knowledge of the reproducibility of the base-line
conditions.

In studies where continuous variables could be recorded, the

time course of the intensity of the drug action can be

described in the same way as in a study where plasma
concentrations are measured. From this, parameters can be
derived which describe the area under the effect-time curve,
the maximum response and the time when the maximum
response occurred.

xii. Statistical considerations for the assessments of the
outcomes are in principle, the same as in pharmacokinetic
studies.

xiii. A correction for the potential non-linearity of the relationship
between dose and area under the effect-time curve should be
made on the basis of the outcome of the dose ranging study.

The conventional acceptance range as applicable to
pharmacokinetic studies and bioequivalence is not
appropriate (too large) in most cases. This range should
therefore be defined in the protocol on a case-to-case basis.

4.3. Comparative Clinical Studies:
In several instances (For example, section 3.1.1(e) above), the
plasma concentration time-profile data may not be suitable to
assess equivalence between two formulations. Whereas in some
of the cases pharmacodynamic studies can be an appropriate tool
for establishing equivalence, in other instances this type of study
cannot be performed because of lack of meaningful
pharmacodynamic parameters which can be measured and a
comparative clinical study has to be performed in order to

XI.
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4.4.

demonstrate equivalence between two formulations. Comparative
clinical studies may also be required to be carried out for certain
orally administered drug products when pharmacokinetic and
pharmacodynamic studies are not feasible.

However, in such cases, the applicant should outline what other
methods were tried and why they were found unsuitable.

If a clinical study is considered as being undertaken to prove
equivalence, the appropriate statistical principles should be
applied to demonstrate bioequivalence. The number of patients to
be included in the study will depend on the variability of the target
parameters and the acceptance range, and is usually much
higher than the number of subjects in bioequivalence studies.

The following items are important and need to be defined in the

protocol in advance:

a. The target parameters which usually represent relevant clinical
end-points from which the intensity and the onset, if applicable
and relevant, of the response are to be derived.

b. The size of the acceptance range has to be defined case-to-
case taking into consideration the specific clinical conditions.
These include, among others, the natural course of the
disease, the efficacy of available treatments and the chosen
target parameter. In contrast to bioequivalence studies (where
a conventional acceptance range is applied) the size of the
acceptance range in clinical trials cannot be based on a
general consensus on all the therapeutic classes and
indications.

c. The presently used statistical method is the confidence interval
approach. The main concern is to rule out that the test product
is inferior to the reference product by more than the specified
amount. Hence, a one-sided confidence interval (for efficacy
and/or safety) may be appropriate. The confidence intervals
can be derived from either parametric or nonparametric
methods.

d. Where appropriate, a placebo leg should be included in the
design.

e. In some cases, it is relevant to include safety end-points in the
final comparative assessments.

In Vitro studies

In certain situations a comparative in vitro dissolution study may
be sufficient to demonstrate equivalence between two drug
products (See Section 3).
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The test methodology adopted should be in line with the
pharmacopoeial requirements unless those requirements are
shown to be unsatisfactory. Alternative methods may be
acceptable provided they have sufficient discriminatory power.

Dissolution studies should generally be carried out under mild
agitation conditions at 37+0.5°C and at physiologically relevant

pH.

More than one batch of each formulation should be tested.

Comparative dissolution profiles, rather than single point
dissolution test data, should be generated. The design should
include:

i.. Individually testing of at least twelve dosage units (e.g., tablets,

capsules) of each batch. Mean and individual results should
be reported along with their standard deviations or standard
errors.

Measuring the percentage of nominal content released at a
number of suitably spaced time points to provide a profile for
each batch, e.g. at 10, 20 and 30 minutes or as appropriate to
achieve virtually complete dissolution.

Determining the dissolution profile in at least three aqueous
media covering the pH range of 1.0 to 6.8 or in cases where
considered necessary, pH range of 1.0 to 8.0.

Conducting the tests on each batch using the same
apparatus and, if possible, on the same or consecutive days.

Comparisons of the dissolution profiles may be made by any of the
established model-independent or model-dependent methods.

5. DOCUMENTATION:
With respect to the conduct of bioequivalence/bioavailability
studies following important documents must be maintained:

i. Clinical Data:

a.

All relevant documents as required to be maintained for
compliance with GCP Guidelines.

ii. Details of the analytical method validation including the following:
System suitability test

Linearity range

Lowest limit of quantitation

QC sample analysis

Stability sample analysis

Recovery experiment result

ii. Analytical data of volunteer plasma samples which should include

~0o Qoo
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the following:

a. Validation data of analytical methods used

b. Chromatograms of all volunteers, including any aberrant
chromatograms

c. Inter-day and intra-day variation of assay results

d. Details including chromatograms of any repeat analysis
performed

e. Calibration status of the instruments

iv. Raw data

v. All comments of the chief investigator regarding the data of the

study submitted

for review.
vi. A copy of the final report

6. STUDY REPORT

The bioequivalence or bioavailability report should give the

complete documentation of its protocol, conduct and evaluation.

The report should include (as a minimum) the following information:

a. Table of contents

b. Title of the study

c. Names and credentials of responsible investigators

d. Signatures of the principal and other responsible investigators,
authenticating their respective sections of the report

. Site of the study and facilities used

The period of dates over which the clinical and analytical steps
were conducted

g. Names and batch numbers of the products compared

h. A signed declaration that this was identical to that intended for
marketing.

I. Results of assays and other pharmaceutical tests (e.qg.,
physical description, dimensions, mean weight, weight
uniformity, comparative dissolution) carried out on the batches
of products compared

J. Full protocol for the study criteria for inclusion/exclusion or
withdrawal of subjects

k. Report of protocol deviations, violations

|. Documentary evidence that the study was approved by an
independent ethics committee and was carried out in
accordance with GCPJGLP

m.Demographic data of subjects

n. Names and addresses of subjects

0. Details of and justifications for protocol deviations

0]
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p. Details of dropout and withdrawals from the study should be
fully documented and accounted for
g. Details of analytical methods used, full validation data, quality
control data and criteria for accepting or rejecting assay results
r. Representative chromatograms covering the whole
concentration range for all, standard and quality control
samples as well as specimens analysed
s. Sampling schedules and deviations of the actual times from
the scheduled
t. Details of how pharmacokinetic parameters were calculated
u. Documentation related to statistical analysis:
. Randomization schedule
il.Volunteer wise plasma concentration and time points for test
and reference products
lii. Volunteer wise AUCo.;, AUCo., Cmaxt Cmax, Kel @and tu/2 for
test and reference products
iv. Logarithmic transformed measures used for BE
demonstration
V. ANOVA for AUCo.t, AUCp-«, Cmax
vi. Inter-subject, intra-subject and/or total variability if possible
vii. Confidence intervals for AUCo.;, AUCq.~, Cmax (Confidence
interval (Cl) values should not be rounded off; therefore, to
pass a Cl range of 80 to 125, the values should be at least
80.00 and not more than 125.00
viii. Geometric mean, arithmetic mean, ratio of means for AUCo.
ty AUCO—w, Cmax
iX. Partial AUC, only if it is used
X. " Cmin, Cmax1, Cpd, AUCo.1, degree of fluctuation [(Cmax -
Cnin)/Cav] and swing [(Cmax — Cmin)/Cmin], If Steady state
studies are employed

7. FACILITIES FOR CONDUCTING BIOAVALABILITY AND/OR
BIOEQUIVALENCE STUDIES
Legal identity:
The organization, conducting the bioequivalence | bioavailability
studies, must be a legally constituted body with appropriate
statutory registrations.
Impartiality, confidentiality, independence and integrity:
The organization shall:
a. have managerial staff with the authority and the resources
needed to discharge their duties.
b. have arrangements to ensure that its personnel are free from
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any commercial, financial and other pressures which might
adversely affect the quality of their work.

C. be organized in such a way that confidence in its independence
of judgment and integrity is maintained at all times.

d. have documented policies and procedures, where relevant, to
ensure the protection of its sponsors’ confidential information
and proprietary rights.

e. not engage in any activity that may jeopardize the trust in its
independence of judgement and integrity

f. have documented policies and procedures for the safety of
human rights and the use of human subjects in research
consistent with Schedule Y

g. have documented policies and procedures for scientific
integrity including procedures dealing with and reporting
possible scientific misconduct.

Organisation and management:

The study site organization must include the following:

a. An Investigator who has the overall responsibility to provide of the
human subjects. The Investigator(s) should possess appropriate
medical qualifications and relevant experience for conducting
pharmacokinetic studies.

b. The site should have identified adequately qualified and trained
personnel to perform the following functions:

I, Clinical Pharmacological Unit (CPU) management
ii. Analytical laboratory management

i. Data handling and interpretation

iv. Documentation and report preparation

v. Quality assurance of all operations in the centre

Documented Standard Operating Procedures:
The centre shall establish and maintain a quality system appropriate
to the type, range and volume of its activities. All operations at the site
must be conducted as per the authorized and documented standard
operating procedures. These documented procedures should be
available to the respective personnel for ready reference. The
procedures covered must include those that ensure compliance with
all aspects of:

a. GCP Guidelines

b. Good laboratory practice guidelines.

A partial list of procedures for which documented standard operating
procedures should be available includes:
b. maintenance of working standards (pure substances) and
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respective documentation.

withdrawal, storage and handling of biological samples.

maintenance, calibration and validation of instruments.

managing medical as well as non-medical emergency situations

handling of biological fluids

t managing laboratory hazards

disposal procedures for clinical samples and laboratory wastes

documentation of clinical pharmacology unit observations,

volunteer data and analytical data

j. obtaining informed consent from volunteers

K. volunteer screening and recruitment and management of ineligible
volunteers

l. volunteer recycling (using the same volunteer for more than one
study

m. randomization code management

. study subject management at the site (including check-in and

check-out procedures)

0. recording and reporting protocol deviations

p. recording, reporting and managing scientific misconduct

g. monitoring and quality assurance

T STQ@ ™o a0

>

Wherever possible, disposable (sterile, wherever applicable) medical
devices must be used for making subject interventions.

Clinical Pharmacological Unit

It must have adequate space and facilities to house at least 16
volunteers. Adequate area must be provided for dining and recreation
of volunteers, separate from their sleeping area.

Additional space and facilities should also be provided for the
following:

a. Office and administrative functions

b. Sample collection and storage

c. Control sample storage

d. Wet chemical laboratory

e. Instrumental Laboratory

f. Library

g. Documentation archival room

h. Facility for washing, cleaning and Toilets

i. Microbiological laboratory (Optional)

J. Radio Immuno — Assay room (optional)

8. MAINTENANCE OF RECORDS OF BAIBE STUDIES
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All records of in vivo or in vitro tests conducted on any marketed
batch of a drug product to assure that the product meets a
bioequivalence requirement shall be maintained by the Sponsor for at
least 2 years after the expiration date of the batch and submitted to
CDSCO on request.

9. RETENTION OF BA/BE SAMPLES
All samples of test and reference drug products used in bioavailability/
bioequivalence study should be retained by the organization carrying
out the
bioavailability/ bioequivalence study for a period of three years after
the conduct of the study or one year after the expiry of the drug,
whichever is earlier. The study sponsor and/or drug manufacturer
should provide to the testing facility batches of the test and reference
drug products in such a manner that the reserve samples can be
selected randomly. This is to ensure that the samples are in fact
representative of the batches provided by the study sponsor and/or
drug manufacturer and that they are retained in their original
containers. Each reserve sample should be of sufficient quantity
sufficient to twice carry out all the invitro and in-vivo tests required
during bioavailability/ bioequivalence study.

The reserve sample should be stored under conditions consistent with
product labelling and in an area segregated from the area where
testing is conducted and with access limited to authorized personnel.

10. SPECIAL TOPICS:

10.1 Food effect bioavailability studies
Food effect study is required when there is a possibility that food have
an effect on the bioavailability of the drug. Food effect bioavailability
studies focus on effects of food on the release of the drug substance
from the drug product as well as the absorption of the drug substance.
Usually, a single dose crossover study is recommended for BA and
BE studies.

10.2 Long half-life drugs
For BE determination of an oral product with a long half life, a single
dose crossover study can be conducted, provided an adequate wash
out period is used. If due to longer periods, chances of drop outs as
well as intra subject variation are higher with routine cross over
designs; parallel group designs can be used. In all cases, blood
sampling period should be adequate to describe the plasma
concentration time profile. Cmax and a suitably truncated AUC can be
used to characterize peak and total drug exposure, respectively. For
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drugs, demonstrating high intra-subject variability in distribution and
clearance, AUC truncation warrants caution. In such cases, sponsors
and/or applicants should consult the regulatory authority.

10.3 Early Exposure

In general, bioequivalence may be demonstrated by measurements of
peak and total exposure for an immediate release product. However,
in situations such as rapid onset of an analgesic effect or to avoid an
excessive hypotensive action of an antihypertensive, an early
exposure measure may be informative on the basis of appropriate
clinical efficacy/safety trials and/or pharmacokinetic/
pharmacodynamic studies that call for better control of drug
absorption into the systemic circulation. In these situations, use of
partial AUC is recommended as an early exposure measure. The
partial area should be truncated at ‘max values for the reference
formulation. At least two quantifiable samples should be collected
before the expected peak time to allow adequate estimation of the
partial area.

Individual and population bioequivalence:

The current practice of evaluating bioequivalence has been termed as
“average bioequivalence”. Whereas in individual bioequivalence,
determination of the intra subject variation of drug response is
important. By “population bioequivalence” we mean a bioequivalence
criterion that requires the distribution of the formulation to be
sufficiently similar to that of the reference in some appropriate
population. Average bioequivalence is a special case of population
bioequivalence.

The average bioequivalence of the two formulations is important in
the case of prescribability. However, individual bioequivalence is
required in case of switchability.

Assessment of individual bioequivalence is an interesting and exciting
alternative to the current practice of evaluating average
bioequivalence. The evaluation of individual bioequivalence requires
values of intra-subject variability of the test and reference
formulations. Hence the assessment of individual bioequivalence is
done based on three or four period designs.

Replicate study designs provide such information. Up till now,
bioequivalence studies are designed to evaluate average
bioequivalence. Experience with population and individual
bioequivalence studies is limited. Hence no specific recommendation
is proposed on this matter. However, for highly variable drugs,
individual bioequivalence can be considered.
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. _— Dosage
**Form

1 | Fentanyl 0.1 mg/ml, 2 ml Ampoule

2 | Methylphenidate 10 mg Tablet

3 | Morphine HCI 10 mg/ mi, 1 ml Ampoule

4 | Morphine Sulphate 30 mg C.R. Tablet

5 | Oxycodone HCL 5 mg + Paracetamol Tablet

6 | Pethidine 50 mg Ampoule

7 | Tramadol 50 mg/ml, 2 ml Ampoule

& | Tramadol 50 mg Tablet

8 Al sl dabhdal) 555 A arall JICEY) aven pUill Jai®*
b Ledglais Al s Cleagies 6 s Jls 8 ¢ ST Al oy Joaal)

e gSall 3l
1(A) (A AR (a paadil) Lygel daild :(2)J g3

Dosage

# Item
Form**

1 | Ketamine (as hydrochloride) 50 mg, 10 Vial

2 | Propofol 10 mg/ml, 20 ml Ampoule

3 | Thiopental Sodium 1 g Vial
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# Item Dosage Form**
1 | Alprazolam (.25 mg Tablet

2 | Baclofen 25 mg Tablet

3 | Benzhexol (Trihexyphenidyl) 2mg Tablet

4 | Benzhexol (Trihexyphenidyl) 5mg Tablet

5 | Chloropromazine 100mg Tablet

6 | Citalopram 20 mg Tablet

7 | Clonazepam 2 mg Tablet

8 | Clonazepam 2.5 mg/ml. 10 ml Oral Drops
9 | Clozapine 100 mg Tablet
10 | Clozapine 25 mg Tablet
11 | Diazepam 5 mg Tablet
12 | Diazepam 5 mg/ ml 2 mi Ampoule
13 | Duloxetine* 20mg, 30mg, 40mg Capsule
14 | Escitalopram 10 mg Tablet
15 | Flumazenil 0.5 mg Ampoule
16 | Fluoxetine 2() mg Capsule
17 | Fluphenazinedecanoate 25 mg, 1ml | Ampoule
18 | Gabapentin 300 mg Capsule
19 | Haloperidol 5 mg Tablet
20 | Haloperidol 5 mg/ml 1 ml Ampoule
21 | Haloperidol decanoate 100 mg Ampoule
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# Item Dosage Form**
22 | Lithium carbonate 300 mg Tablet
23 | Midazolam 5 mg/ml 1 ml IV, IM Ampoule
24 | Misoprostol 200 micrograms Tablet
25 | Olanzapine 5 mg Tablet
26 | Phenobarbital Na 100 mg Tablet
27 | Phenobarbital Na 15 mg Tablet
28 | Phenobarbital 200 mg/ 1 ml Ampoule
29 | Pregabalin 75 mg, 150 mg Capsule
30 | Quetiapine 200 mg Tablet
31 | Risperidone 2 mg Tablet
32 | Sertaline* 25mg, 50mg, 100mg Tablet
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serial No. controlled drug prescription Hospital
PALIENT'S NMAME teeeeenaiiiiititeeeeeeeeeee ettt et eeeeee e e eeaeeeteeeenas L5 s pal) anad
ward .. ... ... e g,/ ) AQE ot el
ID. NUMDbEr «cveveeinininiiiieianen disgl) pdy File NOwevareneeeeiiiiiinns calall a3
Diagnosis ... cooeee.... 0 SEEE I . SO LR candddl)
Narcotic name & Strength «......ooeuiiiiiiiiiiii Aghy elgall and
Amount to be given (in NUMDErS) «...ceeviiiiiiiiiiiiiiiiiin, daally Blasall duagt)
Amount to be given (in Words) «........cccoeeiiiiiiiiiiiiiin Cigyalls Slarall duagt)
Full name of prescribing doctor .. ......coeoeeeeiiiiiiin, L5 gedlaal) qundal)
DOCLOF’S SIgNATUIE «vvtvvniiiiiiniiiiiii i Adidg cuuhall a8 g
Given by (Name of NUISE) ...ccoovviiminiiiiiiniiiiiiiienenn. oRal) el M) 3 yaall and
Witnessed by (Name of NUFSe) .eovveeeinieniinininninns diaal) glac) 8L (M) B/(yapeal) pusd
SIGNALUIE «ovivivin i 8 araal) gdgi
Date & Time of AdminNistration «...ec.eeeeveeiineiiiiiiiiiiineiinin, slacy) deluyg gl

dadiia duaS LiD)
AMOUNT OF REMINDING NARCOTING DESTROYED

AMOUNT WASEE +vvvveiiiiiiiin ettt e L) Al dasl)
Amount Wasted By (Name of Nurse) ..................... (el DSk B (o1} B/ (s aall ansd
SIGNATUIE tieininiireieinrniereesecaseressssssnsesssnsacesnsessssnsnsessssssnsnsess 8 paseall pdgs
Amount Wasted By (Name Of Nurse).................. (ohial) LG L (g3 3/ saall anl
T[] g - LU =T 5 ayaall pidgi
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Anesthesia Record
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el 3134

Patient Name:

Patient ID No.:

Procedure:

ANIESTHESIA TIME
START: STOP:

Started OR/Floor

Gender: 8 Male 3 Female Surgeon(s) stamp & sign. Anesth. Provider(s) stamp & sign.
Birth date: Weight:
DATE: [or# IVGAUGE  [sITE® R® L |ANESTHESIA TECHNIGAER . REG. IV Sed . L/MAC
INITIAL | PRE.MEDICATION & TIME: ASAPRIOR TO INDUCTION

& UNCHANGE® CHANGED (see noteg

123456E

0, L/M

N,0 / Air L/M

desflurane/sevoflurane%

3 "TIME OUTPERFORMED (Correct Patient, Correct Procedure, Cottect Side/Site, Correct Position, Special Anesthesia Equipment)

TOTALS

8 Spinal

PEGIONAL
Epidural

C
9
s
|
o
Q|
(o]
[e]
=
el
|
- .
oV Fluids
o
2
A EBL
uor ml| 3 See Remarks
PATIENT
TIME SAFETY CONTROLLED DRUGS
MONITORS& 200 Dibii WeE
EQUIPMENT
5 anesthesia machine
5 NIBPS RS L #....... Checked
--—--g----min 180 ARMS
i 0,/N;0/Agent | padded
} e 160 ! >
& Airway Humidifier 1 __restraints
3 Blanket Warmer A atside
Upper/ lower R 1 ABD Less than 90°
8 Fluid Warmer
5 120 EYES i :
0G/ NG 1 taped provider signature
S Fr ﬁ lubed witness signature
3 Steth PC/ ESO 100
3 TE Monitor f_ padded
i _goggles RECOVER
O Operation 8 AIRWA Location: PACU - CCU
VA NIBP 6o f_NP Time in:
T.. Arterial BP N 0, mask RA-NP-FM - LMA - ETT
* PULSE 1 Mask Awake - Responsive — Not Responsiv
40 FRY
n Airway O/N
VENTILATION N LMA#.......
O Spontaneous i ETT/NTT S, T..
@ Assisted go........ mmID
-- Mechanical 20 1 Endobronchial
u $p02:.% Ogi...o/M
REMARKS oo Fr L [
EKG INTUBATION Notes:
FI02 i Blind
Sp02 1 Direct - blade
ETCO2 Horrernnes
TEMP | Trachlight
VT /PIP | Fiberoptic
POSITION A Easy
ﬁ Difficult (see notes)
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Anesthesia Record
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il 5,139

PRE — ANSTHETIC EVALUATION

PROPOSED PROCEDURE | CURRENT MEDICATIONS
DIAGNOSIS
Age Height Weight Date; Temp Pulse Resp SpO; BP
1b (5)/ RA
kg Time: o
ALLERGIES/NKDA
SURGICAL/ANESTHETIC HISTORY T
TEETH N Appearnormal i Decayel § Missinglj Other
fi Dentures Full:  Upper / Lower Partial: Upper /Lo
AIRWAY / HEAD & NECK 1 No apparent airway problems LABORATORY DIAGNOSTIC STUDIES
CBC CXR
RESPIRATORY ﬁ WNL
fj Asthma WBC EKG
fj corp Hgb Hct
/| Recent URI latel
| Sleep Apnea Platelets
CARDIOVASCULAR A WNL Other
/| Angina i Hypercholesterolemia/ Hyperlipidemia Electrolytes
/| ASHD/CAD A ™Ml
i ASPVD § Pacemaker
f CHF | Valvular Disease Na Cl BUN
/| Dysrhythmia B GLUCOS
A HTN K CO2 | Creatinine
Other
NPO after: tim. datq
ANESTHESIA PLAN
ASA 123456 E
AnesthesiaPlan:  GA-REG - IV Sed - LIMAC
Anesthesia plan, risks, benefits and alternatives discussed with parent.
HEPATO / GASTROINTESTINAL ﬁ WNL Questions were answered. § Yes f No
| Hiatal Hernia / Reflux L 18 T AR N s
atient appears to understand: anesthesia plan and risks are accepted. Patient wishes to proceed and is
] Drug / Alcohol Abuse determined to be an appropriate candidate for the planned anesthesia. | Yes
R Liver Disease
/| Nausea / Vomiting Patient identity, procedure, and site verified. § Yes & No
A Ulcers
NEURO / MUSCULOSKELETAL ﬁ WNL Provider signature date / time
i Arthritis i Neuropathy
A CVA/TIE f Paralysis
i DID i Seizures
/| Headaches
A Muscle Weakness
A Neuromuscular Disease
RENAL / ENDOCRINE ﬁ WNL
fj Diabetes: NIDDM / IDDM POST-OP VISIT
| Renal Failure / Dialysis
fj Recent Steroids f| Chart reviewed fi Patient visit
ﬁ Thyroid Disease i No apparent anesthetic complications
OTHER signature date / time
| Coagulopathy
fj Obesity patient identification

| Pregnancy
! Psychiatric Hx
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Alprazolam 0.25mg Tab

39 Adlal) daall
8 yal)

O

4.9

Benzhexol 2mg Tab

-

1) daall dalad) 51a¥)

Benzhexol 5mg Tab

-
-

Chloropromazine 100mg

U daild)

4
-

Citalopram 20mg Tab

3

(

Clonazepam 2mg Tab

Clonazepam 2.5mg oral drops

Clozapine 25mg Tab

Clozapine 100mg Tab

) aildsll)

Diazepam 5mg Tab

Diazepam 5mg Amp

.

Duloxetine 20mg Cap

Car

R

Escitalopram 10mg Tab

Fluoxetine 20mg Cap

fluphenazine decanoate 2mg Amp

Haloperidole 5mg Tab

)

Haloperidole 5mg Amp

G
a5

g
.

) alal)

Haloperidole decanoate Amp

Lithium carbonate 300mg Tab

£
(>

al)

Olanzapine 10mg Tab

¥

-

Phenobarbital 15mg Tab

Phenobarbital 100mg Tab

Quetiapine 200mg Tab

Risperidone 2mg Tab

$2022 () Jsf 05k

Sertraline 100mg Tab

820... /eeee fuee.
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Active ingredient
# Dosage form Trade name
(antibiotics)
Amikacin-medo
1. Amikacin Ampule
500mg/2ml
2. Amikacin - Fresenius
Colistin (Colistimethate
3. Vial Coliracin
Sodium)
4. Ertapenem Vial Invanz
5. Gemifloxacin Tablet Factive 320mg
: | Tienam 500 mg/ 500
6. Imipenem/cilastatin Vial
mg
Meronem (.5gm
7. Meropenem Vial
Meronem 1gm
Basilox 400
Megaxin
8. Moxifloxacin Tablet
Moxif 400
Moxiflox 400mg
9. Teicoplanin Vial Targocid 200mg
10. Piperacillin Vial
11.| Piperacillin/tazobactam Vial
Vial
12. Vancomycin
Tablet
13. linezolid tablet linzoxin
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Active ingredient
# Dosage form Trade name
(antibiotics)
Cefixon 1gm
Ceftriaxone panpharma
1g vial
Ceftriaxone—Fresenius
1. Ceftriaxone Vial , .
Ceftriaxone-Medo 1g vial
Ceftriaxone-VIT
Epicephin 1g
Tixon 1gm
Adcef 125mg/5ml
Suspension Adcef 250mg/5ml
2. Cefdinir Dinar 125
Adcef 300mg
Capsule
Dinar 300
Suspension Cefix
Doraceph 400
3. Cefixime Tablet
Ozacef 400
Capsule Rizacef OD
4. Cefotaxime Vial Clafoxim
Cefpo 100mg
5. Cefpodoxime Tablet Cefpo 200mg
Metoxim 200mg tablet
6. Ceftazidime Vial Fortum 1gm
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Active ingredient

(antibiotics)

Dosage form

Trade name

Gentamicine

Ampoule

Zetamycin 20mg

Zetamycin 40mg

Zetamycin 80mg

Levofloxacin

Vial

Tavanic 500mg

Tablet

AGC-Levocin 500

AGC-Levocin 750

Levo 500mg

Levoflox 250mg

Levoflox 500mg

Levoflox 750mg

Levox 500mg

Levox 750mg

Tavanic 500mg

Vivaxin 250

Vivaxin 500

Vivaxin 750

Voloxal 500mg

Voloxal 750

Voloxal 750mg

10.

Roxithromycin

Tablet

Myrox 150mg

Myrox 300mg

Roxo 150mg

Rulid 150mg
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Active ingredient Dosage
# Trade name
(antibiotics) form

Amoxicare 250mg

Amoxicare 500mg

Amoxim 500mg

Amoxitid 250mg

Amoxitid 500mg

Capsule Amoxitid 750mg

Moxepharm 500mg

Moxepharm 750mg

Moxypen forte 500mg

Moxyvit 250mg

Moxyvit Forte 500mg

1 Amoxicillin Tablet Amoxicare 1gm

Amoxicare 125mg

Amoxicare 250mg

Amoxicare 400mg/5Sml

Amoxim 250mg

Amoxim 400

Suspension Amoxitid 400mg

Moxepharm 250mg

Moxepharm 400mg

Moxypen Forte
250mg/5ml

Moxyvit Forte
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250mg/5ml

Amoxicillin, omeprazole, Capsule, Triopac Triple Therapy

clarithromycin Tablet Peptipac

Augmentin 1gm Inj

Vial Augmentin 500mg Inj

Clavenir 1G

Amoxiclav 875mg

Augmentin Tab 250mg

Augmentin Tab 500mg

Tablet Augmentin Tab 875mg

Clamoxin 500

Clamoxin 875

Moclav 500mg

Augmentin Es
600mg/5ml

3 Amoxicillin/clavulanic acid X
Augmentin Susp

250mg/5ml

Augmentin Susp.
400mg/5ml (35ml)

Augmentin Susp.

Suspension 400Mg/5MI (70ml)

Clamoxin 250

Clamoxin 400

Clamoxin 600

Claventin 250

Moclav 250mg/5Sml

Moclav 400 mg/5ml
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Megacare

Capsule

Megacare Forte
4 Ampicillin/ Flucloxacillin

Magnacillin Forte
Suspension

Megacare Forte

Azenil

Azicare 250mg

Azicare Tripack

Azimex 250mg

Azimex 500mg

Capsule Azithromega 250mg

Azithromega 500mg

Azithromycin Inovamid

Azytra 250 mg

Zitrocin 250mg

5 Azithromycin Zitrocin 500mg

Azidar 500
Tablet

Aziro 500mg
Zitrocin  200mg

Azenil

Azicare

Azimex

Aziro 200mg/5ml

Suspension

Azithromega 200mg

Azithromycin Teva

Azytra

Capsule Ceklar 500mg
6 Cefaclor

Suspension Ceklar 250mg
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cefadroxil

tablet

Cefadrox 500

Capsule

Biodroxil 500mg

Biodroxil 125mg

Suspension

Biodroxil 250mg

Cefadrox 250

Cefazolin

Vial

Cefazin 1gm

Cefuroxime

Cefuroxime - VIT

Vial

Pan—-Cefuroxime

750mg

Zinacef Vial

Zinex 750mg

Zinaxim 750mg

Zinaxim 125mg

Suspension

Zinnat Susp.
125mg/5mi

Zinnat Susp.
250mg/5ml

Zinaxim 250mg

Zinaxim 500mg

Zinex 250mg

Tablet

Zinex 500mg

Zinnat Tab 125mg

Zinnat Tab 250mg

Zinnat Tab 500mg

10

Cephalexin

Cefacare 500

Cefalex 250

Capsule

Cefalex 500

Jeflex 500
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Jeflex 750

Keflexim 500mg

Cefacare 250

Cefalex 125

Suspension Cefalex 250

Jeflex 250

Keflexim 250mg

Ceproxx 250

Ceproxx 500

Ciprocare 250mg

Ciprocare 500mg

Ciprocare 750mg

Ciprocare XR

Ciprodex 500

Ciprodex 750

Tablet Ciprofloxacin Teva
500mg

Ciprofloxacin Teva
750mg

Cipro—Sama 500mg

Ciprofloxacin Ciproxim 500mg

Ciproxim 750

11
Floxin 500

Ciprocare 250mg

Ointment Chloromycin

Eye drops Ciloxan 0.3%

Ear drop Floxin Hc Otic
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12

Clarithromycin

Tablet

Klaridex

Klarimax 500

Karin 500mg

Karin 250mg

Klacid XI 500mg

Klaricare XL 500mg

Klacid Susp. 125mg/Sml

Klaricare 250mg

Klaricare 125mg

Klarimax 125

Klarimax 250

Clarithro 125mg/5ml

Clarithro 250mg/5ml

Klacid Susp. 125mg/5ml

Klaricare 250mg

Suspension

Klaricare 125mg

Klarimax 125

Klarimax 250

Laricid 125mg

Clindacin 150mg

Dalacin C 150mg

Dalacin C 300mg

Capsule

Megamycin 150

Megamycin 300

Denacine 150mg

Denacine 300mg

Gel

Duac Gel 25g.
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Zindaclin 1 %
Clindex Topical
solution
Denacine Emulgel
Topical
, ; Amycin T
13 Clindamycin Lotion
Topical Clindex
solution Denacin
Dalacin 100 mg
vag ovules
Denacin
Clindex
Vaginal
Dalacin
cream
Megamycin 2%
14 Cloxacillin
Doxal
15 Doxycycline Tablet
Doxypharm
Erythro 500mg
Tablet Erythro Teva 250mg
Erythrotab
Erythrocare 200mg
Erythrocare 400mg
Suspension
16 Erythromycin Erythrolet 200mg
Erythrolet 200mg
Topical gel Benzamycin
Acnetrim
Topical
Aknemycin
Solution

Aknemycin plus
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Tablet Fucidin

Fucicort

Fucidin

Fucidin H

Fusidic

Fusidic—B

Fusylin 2%

Fusylin -H

Cream
Sidi 2%
17 Fusidic Acid

Sidi-Zone

Staphiderm

Zydex

Zydex HC

Zydex—-B

Fusi—Zon

Ointment Fucidin Oint

Eye drops Fucithalmic Viscous

Eye Gel Zydex Ophthalmic

Aflumycin

Betacare-G

Betacorten G

Cicloderm C

18 Gentamicine Cream Diprogenta

Garamin

Gentatrim

Genticin 0.1%

Megacorten G
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Megaderm
Triderm
Valecort G
Diprogenta
Ointment
Valecort G
Eye/Ear drop Gentacol
Lacromycin
Eye drops
Opti Genta
Minoclin 100mg
Minoclin 50mg
19 Minocycline Capsule
Minocycline 100mg
Minocycline 50mg
20 Nalidixic acid Suspension U - Gram
Tablet Neomycin
Decomb
Dermacombin
Cream Medihist
Polycutan
Tevacutan
Ointment Dermacombin
21 Neomycin Eye Maxitrol
ointment Novocort
Eye, Ear Desoren
and Nose
Dethamycin
Drops
Eye/ Ear
/ Neodex
drop
Eye drops Dexefrin Eye dp
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Maxitrol
Collihist-N
Dex-0tic
Neocort
Otodex
Otomycin
Topical
Neo—Medrol Acne
Lotion
Vag Supp Manicure NH
22 Nitrofurantoin Capsule Macrofuran
Ofloxacin  200mg
Oflodex 200mg
Tablet
Taricin
23 Ofloxacin
Ultracin
Oflox
Eye drops
Taricin
24 Spiramycin Tablet Rovamycin
Timentin/Ticarcillin/Potassium
25 Vial
clavulanate
Solution for
Septrin 5ml
infusion
Diseptyl Forte
Tablet
Sulprim Forte
Trimethoprim,
26 Diseptyl
Sulphamethoxasole
Sulfaprim
Suspension Sulprim
Megaprime
Resprim
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