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Returned and Salvaged Drug Products
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2.9 Tablet formulations (Lab Scale) -
Paracetamol (= Acetammophen) + ¢affeme

Tablets
(500 mg + 50 mg)

1. Formulation

Paracetamol, crystalling........ccocvvvneeeeenn 50049
Caffeing (KNOMY ....c.oooveereeeereeeeve e 509
Avicel PH 101 [5] ....... B P TP 90g¢g
Kollidon B0 [1].uveererreriiimieriaeciieeiie e 109
Kollidon CL [2] cvvevneiriimiriereirrnereninniiiananeee 20g
Polyethylene glycol 6000, powder (5] P 10 g

2. Manufacturing (Direct compression)

Mix all components, pass through a sieve of 0.8 mm and press with high
compression force. )

3. Tablet properties
WEIGHE cervrveereereeeeeieeerseeenes s 683 mg
(D)= 1= £ GO U R PR PP P PP 12 mm
=14 0 4 VTP PO PUPPPI PRI biplanar
HArdneSS i vieeicreitiieiieerseneeraresessaeanens 56 N
DiSiNtEGration ....c.ceverrensiiienaessniennnanes <1 min
Frability...veeeeeeie i 0.9%
Dissolution, 15 MiN...ueeveereeremreemmrirrerrrrreenee: 91% |
4. Remark

If the flowability of the powder mixture for tabletting is not high enough
some Aerosil 200 [4] should be added.

BASF Fine Chemicals Generic Drug Formulations 1997
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2.9 Tablet formulations (Lab Scale)
ibuprofen Tablets for Children
(150 mg)

1. Formulation

Ibuprofen .......cceveeeeeenn feerraresseeerarerearans 150,0 g
Potato starch [8] .ceevvrierinieeeninianies 18.0 g
Lactose monohydrate [8] .......c..ooveaiiieens 20.0g
Avicel PH 101 [B] ceuvuiiiimiiiieeniiniiiieens 20.0g
Kolldon 30 [1] ceeveeerunrerrnieeeerinriins 3.0g
VY R STV TP PP PP RS PR PTEY: 52.0¢g
AVICEI PH 102 [B] ccuvvvvniirinrenenirmmiareineaens 76.09g
Croscarmelose [B] -ccoveviverriniianan e, 1.7 9
Magnesium stearate [2]..........ooomienes 2.0g
AeroSil 200 [4] covuenienneiirnnieiiiiasirnas 0.2g

2. Manufacturing (Wet granulation)

Granulate mixture 1 with solution I, dry, pass through a 0.8 mm sieve,
mix with Il and press with medium compression force (17 kN).

3. Tablet properties

WEIGHT .« ceiviniineenieeeer e 290 mg
(DTN = TP PP PR P PR T 10 mm
FOIM ceveerinininiereanennnns J N biplanar
HAFANESS - v envvnernaeareeneseaarennsannarrassnianes 108 N
Disintegration......covvvereriineienne e 11 min
[SITE1o) 1111 FRUUTTRTRURIRUUPPPPPRPRPPPPP RN NS 0.2%
Dissolution, 10 MiN...c..ciiaeiiininnee: 95 %

2101 £ 1112 PUUPTTURUTO PP PPPPTRI 100 %

BASF Fine Chemicals Generic Drug Formulations 1997
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: : 3.5 Coating formulations (Lab Scale)
| Enteric Film Coating
3 - '
i.‘
| i
: | 1. Formulations
‘; No. 1 No. 2
3 I.  Sicovit Titanium dioxide [1] ceeveevieniininiiniinn. 5¢g 10 g
L= o2 1 ) PP 20 g 90g -
Sicovit Iron oxide Red 30 [1] cecvvcuceernviiiiiiiinn. 5g 10 g
: . Kollidon 25 or Kollidon 30 [1] ceeeeeeveiiniiiiiiinnnne. 5g- 12 g
;‘f Propylene glycol Pharma [1]..ceeeeereeieieiiiiiiiiieeeenens - 6g
: Silicone emUISION .. .ivuniieireecie e - 2g
WatEr . oo 100 g 420 g
) II. Kollicoat MAE 30 D [1]..eeeeeciiiiiniiiiiiiiiicnns 500 g 200 g
: Triethyl citrate (Merck)....c.ceceeveaiiiciicnninnn 15 g -
: v WALET oo 350 ¢ 400 g
i
2. Manufacturing of the suspension
Prepare the suspensions | and ll separately, mix both and homogenize in
a disk mill or in a colloid mill. ,
. 3. Coating procedure (Accela Cota 24'")
- Tablet core loading ....cccovevevicncieniciiiiiniinn, 5 kg
: COre SiZ€ vivivviiiiieiieeieii e e cnes 9 mm biconvex .
Quantity of suspension applied.............. 1,890 g
Quantity of SoldS/CM2 ....eeeeeeeecveeeeeiereen 9 mg
: Quantity of film-forming agent/cm? ........... 6 mg
Speed of the coating pan.....ccccveeeecicnns 12 rpm
Spray NOZzIE....iciiviiiiiiiieertreaecnciee i 0.8 mm
2 SpPraying PreSSUre ..u..ceeecevecerraseareeenenenns 2.0 bar
: Type of sSpraying .....covcvevreeeeevicnnnenen, continuous
Inlet air temperature ......cccccviiiiniiinn 50°C
Outlet air temperature ......ccce..ceeet approx. 30 °C
Spraying time ....ccooovveeviiiiirecneans approx. 60 min
i Spraying rate.........occceeeureeennnns approx. 30 g/min

&

BASF Fine Chemicals Generic Drug Formulations 1997
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3.5 Coating formulations (Lab Scale)

Sugar Coating, automatic
(According to Nurnberg, Pharm. Ind. 28,5 (1996) 221-304)

1. Formulation of the coating suspension ,
SUCTOSE «eniieeiiivieiieieieveviitene e 7€0 g
Kollidon 30 [1] cevveiiiieiiiiiiieiniiiiiiicneans 80g
Sicovit Titanum dioxide [1] ..ceevveriiivinininn. g0g
Calciurn carbonate ........coceeveeviiiiiiiiiinn, 90g
TaIC e 290 g
Sicovit Colour lake [1]....ccoviiiiiiiiiiiieinn. g. s.
GIYCEIOl ceveieieiiiiieiviic s 4049
. WWBLET ... et e eee i e et e 630 g |

2. Manufacturing of the coating suspension

Dissolve the sucrose in the hot water, than mix with glycerol, dissolve
Kollidon 30 and suspend the other components.

3. Coating procedure

4 kg of tablet cores with a weight of 420 mg were sprayed with 2.5 kg of
the above suspension in a conventional coating pan under the following

conditions:
Spray phase....c..c.covvvviiiiiiiiiiiiiii e 5s )
{14101 0 V7= | OO 10 min. !
Drying phase (warm air) .......c.coceevvvvenenen 10 min.
Total coating time ......cccoevviiiviiiniiiiininnnn i6h . -

|

BASF Fine Chemicals Generic Drug Formulations 1997
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2.9 Tablet formulations (Lab-Scale)

Paracetamol (= Acetaminophen)
Effervescent Tablets
{500 mg)

H
1. Formulation
I.  Paracetamol, powder < 300 HM oo, 500 g
Sodium bicarbonate .

Tartaric acid, powder

DEXIrOSE et e e

Flavouring '
. Kollidon 30 [1]..cvieee oo 20 g

1SOPropanol .......cc.oouiiiee e 100 ml
Ili. Polyethylene glycol 6000, powder [e].......... 60 g

-

2. Manufacturing (Wet formulation)

Granulate the mixture | with solution II, pass through a 0.8 mm sieve,
add Ill, mix and press to tablets.

© 3. Tablet properties

Weight ..o, 1,700 mg

Diameter

Form

Hardness

Disintegration ...........c..oeeevveeveeeeeeeeeeeainn.. 4 min
Friability..........cccocviiiiiiicieeereee e 0.7 % §

BASF Fine Chemicals Ganeric Drug Formulations 1997
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5.8 Liquid Formulations (Lab scale)

Multivitamin + Calcium Syrup
(1 RDA of Vitamins/20 ml)

1. Formulation

I, Vitamin A palmitate ........coovevviiiiiinnn 10.0 mg
1.7 Mio. i. u./g (BASF)
Vitamin D 40 Mio. i.U./Q.ceeeeeiiieenennn .....0.05 mg
Vitamin E acetate (BASF)........c...ooeeeeie 100.0 mg
Butylhydroxytoluene ..........c.ooeee v 2.0 mg
Cremophor RH 40 [1] ..o 459

I, Water e 10.0g

lll. Saccharose........ccoceevvviiinnnnn 45.0g
Methyl parabene . 200.0 mg
Citric @Cid.....ovevveiiiiiiiniiiii e 80.0 mg

IV. GIYCErOl . .oiiiiiiiiiiiiii e, 9.6g
Calcium gluconate........cooveveiviiinininneinen. 70 mg
WVALET e ettt st s s 25.0g

V. Thiamine hydrochloride (BASF) ............. 15.0 mg
Riboflavin 5’-phosphate sodium............ 156.0 mg
Nicotinamide .......coovvveviiici i 55.0 rng
Pyridoxine hydrochloride (BASF) ........... 15.0 mg
Ascorbic acid, crystalline (BASF).........300.0 mg
Sorbic aCid v 100.0 mg
Propylene glycol Pharma [1]...ccoeeviiveeens v 509
Total amount ..o 100 g

2. Manufacturing

Heat | and Il separately to about 60 °C and mix slowly well stirring to
obtain a clear solution. Dissolve lll in the hot solution IV to obtain a clear
solution. Mix the cool solutions I/Il, lIl/IV and V and adjust the pH value
to 4.0—4.1. Pass during 10 min nitrogen through the solution and fill in
flasks under nitrogen.

BASF Fine Chemicals Generic Drug Formulations 1997
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4.4 Formulation of granules, dry syrups and lyophylisates (Lab scale)
Amoxicillin Dry Syrup |
(5% = 500 mg/10 mil)

1. Formulation

Amoxicillin trihydrate........ccccoeevviininiiniinnnn, 5.0g
Sodium citrate......c..iveeiieieeeeeiiiiiie 50g
Citric acid, crystalline.............ccccovceeevivnnnn. 21g
Sodium gluconate ..........coeevviniiniiiinienn.. 5.09
Sorbitol crystalline [10]..............ocooeev e 40.0g
Kollidon CL-M [1] wevvviiiiiiiiiieeeec, 6.0g
. . Orange flavour .......cco.ovvveeiiiiieiiiiie e 1.5 g
Lemon flavour ....ccooeveeieeciiiiiiieeeie e, 0.5¢g
Saccharin sodium............occooeviviiiiineiinnn. 0.4g

2. Manufacturing

Mix all components and fill in a flask.

3. Preparation of the suspension for administration

To 66 ¢ of the powder add water 7o fill to a total volume of 100 ml
shaking very well. ’

4. Properties of the suspension
I
The pH of the suspension is about 4.9.
No sedimentation could be observed during more than 24 hours.
The redispersibility is very easy after 2 weeks.

BASF Fine Chemicals Generic Drug Forrnulation 1s 1997
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6.7 Formulations of semi-solid drugs (Lab scalg)

Tretinoin Cream
(50 mg/100 g)

1. Formulation !

I Tretinoin (BASF)....cooovvveveivecieie e, 0.05¢g
- Luvitol EHO [1] ceeiieiiiiiieicc i, 8.0g
Il. Cremophor A6 [1]...ccceeuvnnnnn... :
Cremophor A 25 [1].ccciveeiienn
Glycerol monostearate
Cetyl alcohol ..o 3.0g
Tegiloxan® 100 (Goldschmidt) ................... 0.5¢g
. Butylhydroxytoluene ..........ccocevveiieiineinns 0.04 g
Propylene glycol Pharma [1].........ccoeeeviae. 40g
Preservatives .......c.cccceiiiiiiiiiiniii e, 0.5¢g
Perfumes ..o 0.2g
Water. . oviveeinii v 76.2 g

2. Manufacturing
Separately prepare solution | and mixture Il by heating to about 75 ©C.

Heat mixture Ill until a clear solution is formed. To the wafm mixture Il
add solution |, then mixture Il and cool by stirring.

3. Chemical stability (20 -25 °C, dark) [

Months Tretinoin content Loss of tretinéin
0 0.046 %

3 0.047 % 0%

6 0.046 % 0%

9 0.047 % 0%

12 0.047 % 0%

Analytical method: Spectrophotometric at 358 nm in chloroform +
2-propanol 1+1 (E 1%/1 cm = 1,480)

BASF Fine Chemicals Generic D-ug Formulations 1997
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6.7 Formulations of semi-solid drugs (Lab scale)

Lidocain Gel-Cream
(5 %)

1. Formulation

1. Lidocain hydrochloride.........cc.vvveriieiiiinnann,
WALl v,
Fropylene glycol Fharma [1]...... FRTOTRRRRII

Il.  Liquid paraffin ........... e

AL Lutrol F 127 [1) .

2. Manufacturing

Prepare solution | at room termperature and mix with Il. Heat to 70 “C or
cool to 6 °C and add slowly Ill to the well stirred solution until it is clis-
solved. Maintain cool until the air bubbles escaped.

3. Physical stability (3 months, 20-25°C)

No change was observed.

BASF Fine Chemicals Generic Diug Formulations 1997
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LIST OFEQUIPMENTS REQUIRED

SMALL Balance /1/
BIG Balance /2/
Sifter And Sieves .

Fluid Bed Dryer.

Mixer. ‘
Granulator
V Mixer.
Dehumidifier
Tablet Mill

O ®©® N U A WN R

-
o

. Compression Machine
. Dedusting Tablet Machine

e
N =

. Coating Machine

—t
w

. Coating D. J. Mixer
. Colloidal Mill

. Feeder Sorter

M
RGNS

. Polishing Machine

-
(o)}

. Blister Machine

ARt
o0 N

. Printer .

Cade NO. : PWIB1G12

PlMl
PiM2
P2 M2
P2 M1
P2 M3
P2 M4
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