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Table 3 List of formulation techniques used for low dose dosage forms (Cont)

magasinTuelianfisenddyuinnandnies fwanslilunsadinuans

No. Name of technique Problem solved/advantages of techniques Example of drug(s) Major excipients used References
12 Active layering and direct Increase reproducity in tablet weight and hardness. Acetamenophen, Sugar spheres, PEG 6000, Xanthan gum base, [33.34)
compression of sugar Prevention of segregation. Ketoprofen Carbopol
spheres pr in content unif
13 Ordered mixing / interactive  Prevention of segregation. Fentany! citrate, Coarse mannitol, PVP, Magnesium stearate, [35.36)
mixing Promote excelient homogeneity in mixtures. Sodium salicylate, Digitoxin Silicified MCC
Impr in content unif
14 Low steroid dose dry Minimize demixing Ethinyl estradiol. Spray-dried polyalcohols, Spray-dried lactose. [9.40
pharmaceutical preparation  Suitable for drugs which are sensitive to moisture 3-ketodesogestrel, Cellactose( 75% lactose and 25% cellulose).
by dry mixing or are unable to withstand the elevated drying DMP 543, Digoxin Spray-dried mannitol. Sorbitol, Cellulose,
temperatures associated with wet-granulation methods Xylitol, Dextrose, Fructose
15  Dry blending with jet Elimination of need of comp d wet Alprazolam, Ziprasidone Tween 80 [41]
milling deagglomeration process.
I stability of formulation by lowering
moisture and solvent levels in microparticles.
P in content ¢
16 Homogeneous Good stability of the active ingredient distribution in Desogestrel, Ethinyl estradiol,  Lactose monohydrate, Ethanol (42
preformulations containing  the pharmaceutical preparation. Sulfamate steroid
high concentrations of Nonhomogeneities and demixing or sizing effects
steroids, for producing during the subsequent mixing process are avoided.
low-dose solid and Applicable to thermally unstable steroids like sulfamates.
semi-solid pharmaceutical  Stable to demixing and nonhomogeneities.
preparations No clumping and changes in activity of active ingredients
17 Spray drying Improvement in content uniformity. Compound 1 Povidone, Lactose Monohydrate. MCC [19.43]
Applicable for heat labile drugs
18  Manufacturing a low dose  Reduce the loss of active ingredients that adhere to Lasofoxifene Silicon Dioxide, Lactose. MCC, Croscarmeliose [44)
pharmaceutical composition  the metal surfaces of equipment during the fa 4] sodium.
having uniform drug
distribution and potency

utiizing sicon dioxide

Abbreviations: Compound x = (28, 12bS)-1'3" dn\ethyispm(1346712b hexahydrobenzofbjfuro{2.3-ajquinolizin)-2.4'-(5' 6'-dihydro-1'H-pyrimidine-2'(3'H)-one). Compound 1 = 2-methyl-2-{4-{[(4-methyl-

2-{4-trifluoromethyl phenyi] -thiazol-5-y

Cyc

jopentyl-2-phenyl ac

yllaminojmethyljphenoxylpropionic acid. C

wound 2 = (2R)-(1 alpha, 5 alpha 6 alpha)-N-[3-azabicyclo [3.1.0] hexyl-6-(aminomethyl)-yl] -2-hydroxy-2-
de hydrochloride. DMP 543 = 10,10-bis(2-fluoro-4-pyridinylmethyl)-9(10H)-anthracenone. MCC = Microcrystalline cellulose.

ndoyatunisneden 17 4 wanddviiiumeaiia Spray drying ifinnsldanstiesingeg dwsu

HaFaed Ay N UTIadeaLe AL AR LAILELDYBIN1INIZ 86 LALA povidone , lactose

. . = U a a L3 o YU a a o PN
monohydrate , microcrystallinecellulose #90TINUTIVAXLEIANITUILAWFUDIANVBTUANTUATLAUY

1301002632 i 27 Ussviad 10 fina127n
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o ena1alin

“Fluid bed granulation has been used to achieve content uniformity of low dose (1
ug-10 me) tablets (Thiel et al. J. Pharm. Pharmacol. 1986, 38, 335-343). In this process, the
micronised drug is blended as a powder with other excipients, then loaded into a fluid bed
granulator, and the powders are agglomerated by Spraying on a Solution of a binder, drying
takes place concomitantly. The process does not require a separate drying Step, but it does
require the use of micronised drug, and also incorporates a Separate blending Step prior to
granulation. It also requires specialised equipment and precise optimisation of the process

parameters.”
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