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Abstract. The manufacture of a blend containing the active pharmaceutical ingredient (API) and inert
excipients is a precursor for the production of most pharmaceutical capsules and tablets. However, if
there is a net water gain or preferential loss of API during production, the potency of the final drug
product may be less than the target value. We use a mass balance to predict the mean potency loss during
the production of a blend via wet granulation and fluidized bed drying. The result is an explicit analytical
equation for the change in blend potency a function of net water gain, solids losses (both regular and
high-potency), and the fraction of excipients added extragranularly. This model predicts that each 1%
gain in moisture content (as determined by a loss on drying test) will decrease the API concentration of
the final blend at least 1% LC. The effect of pre-blend solid losses increases with their degree of
superpotency. This work supports Quality by Design by providing a rational method to set the process
design space to minimize blend potency losses. When an overage is necessary, the model can help justify
it by providing a quantitative, first-principles understanding of the sources of potency loss. The analysis is
applicable to other manufacturing processes where the primary sources of potency loss are net water gain

and/or mass losses.

KEY WORDS: drug product manufacture; mass balance; overage; QbD; wet granulation.

INTRODUCTION

A common unit operation in the manufacture of
pharmaceutical solid oral dosage forms is the production of
an “active” powder/granule blend. Chemically, the active
blend consists of a mixture of the active pharmaceutical
ingredient (API) and one or more excipients. The excipients
are biologically inert, but may serve as drug diluents, improve
the powder flow, control release of the API in vivo, etc.
Depending on the final dosage form, this blend may be
compressed into tablets, filled into capsules, or, in the case of
a “sprinkle” formulation, not processed further. In all cases,
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ABBREVIATIONS: a, APIL; e, Excipients; f, Final; w, Water; B,

Blend; G, Granulation; R, Regular potency; SP, Subpotent or

superpotent; 0, Initial; API, Active pharmaceutical ingredient; LC,

Label claim potency; LOD, water content of solids (% w/w)

NOMENCLATURE: mg,,, mass of API added during blending

(kg); mp 4., mass of API in final blend (kg); 7z .0, mass of excipients

added during blending (kg); mp.s, final mass of blend (kg); mg.,, =

Mg, + Mpap + Mp ey, total theoretical mass of solids entering

blender (kg); 7 4 mass of API in the final dried, milled granules

(kg); Mg a0, mass of API added to granulation (kg); mg,, total mass

of API and excipients added to granulator (kg); mg.; final mass of

dried, milled granules (kg); my;, mass of water in sample (kg); mg,
mass of solids in sample, normalized to incoming water content (kg);
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the assay of the intermediate active blend affects the assay of
the final dosage form.

Several methods may be used to produce the active
blend. The simplest method, direct blending, involves directly
blending the API and excipients, followed immediately by
tablet compaction or capsule filling. However, this method
often cannot be used because the resultant powder mix does
not have sufficient flowability and/or compressibility to be
robustly processed into capsules or tablets. Most other
processing methods involve powder agglomeration to
improve the flowability and/or compressibility of the final
powder blend. Most powder agglomeration processes (e.g.,

my, total mass of sample, my+ms (kg); X, final mass fraction of
API in final blend (—); xp 0. mass fraction of API in all added
granulation and blend solids (—); xp,,q, mass fraction of solids that
are added extragranularly (-); xg ,, mass fraction of API in the final
dried, milled granules (—); xg 40, mass fraction of API in the added
granulation ingredients (—); Lg g, =Amg r/mcy, fraction of regular
potency solids lost during granule processing (—); Lgsp, =
Amg sp/mgy, fraction of sub/superpotent solids lost during granule
processing (—); Pgy, final mean blend potency (% of theoretical); Pg
mean potency of the dried, milled granules (% of theoretical); Pgsp
mean potency of sub/superpotent mass losses during granule processing
(% of theoretical); Am,,, net water gain during granule processing (kg);
Amyg;, total mass loss during granule processing (kg); Amig .., mass loss
of API during granule processing (kg); Amg g, mass of regular potency
solids lost during granule processing (kg); Amgsp mass of super or
subpotent solids lost during granule processing (kg); ALOD, change in
water content of solids (% w/w); APz, mean reduction of final blend
potency from theoretical (% of theoretical).
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low and high-shear granulation with a liquid binder (1,2),
fluidized bed granulation (3, extrusion and spheronization
(4), etc.), with the exception of dry granulation (roller
compaction (5)) usually involve the addition of water in an
early step and therefore the removal of the water, often via an
evaporative drying unit operation, in a later step (6). The
“drying endpoint”, defined as the acceptable range of water
content for material exiting the dryer, is generally chosen to
yield acceptable processability (e.g., tablet compactibility) (6)
of the granules and/or stability of the final drug product (7).
The drying endpoint is generally not considered a potential
quality attribute for drug product assay (8). However, if the
processing yields a net water gain or loss, relative to the
incoming solids, the assay of the dried granules (API per unit
mass) may be higher or lower than the theoretical value due
to the unaccounted for mass change due to water. If the mean
net water gain averaged over many processing batches is not
close to zero, the mean drug product potency may show a
systematic deviation from the target value. A challenging
issue may arise if the final granules “need” to contain more or
less water than the incoming dry powders, to have the desired
flow and/or tablet-forming properties. In this case, a change
in granule mass potency relative to the incoming solids
ingredients will be an endemic part of the process.

Another potential cause of blend potency reduction is
fluidized bed drying (6), which is commonly used to dry the
wet pharmaceutical intermediates. This unit operation
involves blowing heated air through a wet powder bed.
Often, the API particle size is smaller than that of the other
excipients. Smaller particles are more likely to be entrained in
the upward airflow longer (9), adhering to the filters at the
top of the dryer, hence comprising a larger fraction of the
material lost through the filter bags.

In situations where the drug product manufacturing
process consistently results in a reduction in potency, an
API overage may be added to compensate for the process
losses. The US Food and Drug Administration's most recent
guidance addressing this, ICH Q8 Pharmaceutical Develop-
ment (10), still allows the addition of an overage. However,
this guidance, as well as the more recent draft update (11),
outlines the importance of understanding the process “design
space”, defined as the range of process parameters the yield
product with acceptable critical product quality attributes,
such as acceptable potency. This suggests the increasing
importance of understanding the relationship between mea-
surable process attributes and blend potency changes.

The purpose of this investigation is to use a mass balance
to quantify the sources of potency loss during the production
of a powder blend via wet granulation and fluidized bed
drying. This process is chosen because it requires a relatively
large number of process steps; most other blend production
processes can—at least considering the mass balance—be
considered to consist of a subset of the wet granulation
processing steps. Each unit operation is characterized by the
mass flow of materials entering and exiting the operation,
both intended and unintended. For mass losses that may be
subpotent or superpotent, a potency deviation factor is added
to the equations. The result is an equation relating mea-
surable process quantities (net water gain, mass loss of
“normal potency” solids, and mass loss of “high/low potency”
solids) to the potency of the final blend. Since this equation
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has several independent variables, graphs are presented to
facilitate its interpretation. This work can aid QbD by
providing a quantitative physical understanding of the sources
of potency loss. This can serve two purposes. First, in
situations where the design space to yield an active blend
with acceptable processability (e.g., flowability or compacti-
bility) overlaps with the design space for acceptable blend
potency, it can be used to determine how to eliminated
potency losses through the rational selection of in-process
limits. For example, if acceptable tablet compressibility is
achieved at a blend loss on drying test (LOD) range of 1.0-
5.0% wiw, but LOD values >3.0% w/w yield unacceptably
low blend potency, in-process LOD specification may be set
at 1.0-3.0% w/w. Secondly, there may be situations where the
design space to yield an active blend with acceptable
processability (e.g., flowability or compactibility) does not
overlap with the design space for acceptable blend potency.
In this case, although an API overage will be necessary, the
model facilitates a quantitative understanding of the sources
of potency reduction, and hence a stronger justification for
the overage.

THEORY

We consider the production of an “active” powder/
granule using the following process train: wet granulation —
deagglomeration/delumping (passing the wet granules
through a coarse mill screen to break up large “lumps”)—
fluidized bed drying—sifting/milling— blending. Table I
shows the mass balance for each unit operation. The mass
losses are subdivided into intended losses (i.e., water during
fluidized bed drying), unintended losses having the “correct
potency” (representative of the total solids in the process,
e.g., wet granules that remain in the mixing bowl), and
unintended losses that are “subpotent” or “superpotent”
(e.g., APl-enriched powders entrained in the fluidized bed
dryer exhaust air). For the purposes of analyzing the mass
balance to determine potency changes in the solids, we divide
this set of process steps into two groups: (1) Wet Granulation—
Milling and (2) Blending. Milling is chosen because manu-
facturing batch records are often written with wet granula-
tion, deagglomeration, drying, and sifting/milling together in
a single section, with material weight only being measured after
sieving/milling. It is also a reliable step to measure the potency
of the solids, since the added water has been removed, and the
milled granules are relatively homogeneous.

Mass Balance: Wet Granulation through Milling

Figure 1 shows the total mass balance for wet granula-
tion, deagglomeration, drying, and sifting/milling. API, ex-
cipients, and water enter the process and dried granules exit.
The only intended process loss is the removal of the
granulation water during drying. Representative process
losses occur during the transfer between unit operations, e.g.,
wet mass that remains adhered to the granulation mixing blade
or the deagglomeration mill. Superpotent solids losses may
occur when material is fluidized, since API particles are often
smaller than the excipients and hence more likely to be
entrained in an exiting airflow. This is most likely to occur
during fluidized bed drying, due to the nature of the unit
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Table I. Mass Balance for Each Unit Operation
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Unit Operation(s)

Wet granulation Deagglomeration Fluidized bed drying Sifting/milling Blending

Entering process Excipients Wet granules, Wet granules, Dried granules, Extragranular

API agglomerated deagglomerated unmilled excipients

Water Dried granules,

milled
Intended losses NONE NONE Water NONE NONE
(entrained in air)

Unintended losses: Non-representative NONE Non-representative Non-representative Non-representative

Super or subpotent powder loss during

dry mix

Unintended losses:
Correct potency

Representative powder
loss during dry mix

Wet granules lost
post-processing

Wet granules lost
post-processing

solids losses
during processing
(i.e. — absorption
of low drug load
API onto blender
surface)

Blend lost
post-processing

solids entrained in
dryer exit air

solids losses during
sifting/milling

Representative solids
entrained in dryer
exit air

Dried granules lost
post-processing

Representative solids
losses during
sifting/milling
Milled granules
lost post-processing

operation. For a low-potency blend, API could also be removed
from the blend by adsorbance onto internal equipment surfaces.
However, we will not consider the latter case for our analysis.
The second source of mass change is net water gain or
loss. The former will occur if not all the added water is
entirely removed during drying. The latter will occur if the
drying removes not only the water added during granulation,
but also some of the water present in the incoming API and/
or excipients. Note that, even if the drying process yields
consistent dried granule water content, variation in the water
content of the incoming materials could result in batch-to-
batch variation in the net water gain/loss. Also note that for

the subsequent analysis, all solid masses are based on weight
normalization to the water content of the initial dry mix (see
Appendix for details).

We develop mathematical expressions for the mass
balances for each unit operation (or lumped group of
operations) for the total mass, API mass, and water mass.
Since there is no creation or destruction of mass, the total
mass entering and leaving each unit operation must be the
same. If we assume there is no chemical reaction involving
API and/or water, the same applies for both of these
materials (12). Note that, even if the API and water react to
form a hydrate or increase the hydration number of the API,

+ Water

(entrained in air)

Intended
losses

*API
+ Excipients
* Water

Inputs

Wet Granulation
{Deagglomeration
{Fluidized bed drying
/Sifting
IMilling

Transferred
to next unit
operation

+ Dried granules,
milled

Super or

Unintended
losses

Subpotent

Correct
potency

*Mon-representative solids losses
during dry mixing, fluidized bed drying,
or milling

Representative solids lost:
1. Within unit operations, or
2. Transferring material
between unit operations

Fig. 1. Total mass balance for production of milled granules by wet granulation,
deagglomeration, drying, and sifting/milling
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the subsequent analysis will still apply if the increase in
hydration water can be quantified—such as by an appropriate
choice of LOD temperature/time or other methods. This is
because the effect of net water gain on diluting the potency of
the blend, defined as the free acid, free base, or neutral
compound per unit mass, is the same rather if the net added
water is bound via hydration to the API or not.

The mean potency of the final dried and milled granules,
Pg, is defined as the ratio of the actual mass fraction of API
in the final granules, x5 ,, to that in the added ingredients,

xG,a;O:

_ XGa mG,a;f meG a0
Psr= = 1
= XGao (mG;f + AmW) /< mey ) @

where Amyy is the increase in the mass of water in the solids
during the production of the granules. The final mass of API
in the final granules, m .., is the initial mass of API added to
the granulator, mg 0, minus any processing losses of API,
AmG,H‘

MGaf = MGa0 — AmG,a (2)

The final total mass of the granules, mg., is the initial
total mass of solids added to the granulator (API and
excipients), mg., minus the total solids mass losses, Amg

mc;f = mg, — Amc (3)
Substituting Eqgs. 2 and 3 into Eq. 1 yields:

MG.a0 — Amgq MG.a0
Poy = o : & 4
Gf (mG;() — Amg + AmW> /( mg; > ( )

The total solid mass losses consists of both solids that
have the same ratio of API to excipients as the incoming
material, Amg g, and those that are either subpotent or
superpotent, Amg sp:

Amg = AmG,R + Am(;,gp (5)

We can also write an expression for the mass loss of API
as a function of Amg g and Amg sp:

Amea = (xGao X Amgr) + (XGao X Posp x Amgsp) (6)

where Pgsp is the fraction of API in any subpotent or
superpotent solid losses, relative to that in the incoming
material. This will be >100% for losses that are “superpotent”
and <100% for losses that are subpotent.

Using the results of the analysis in the Appendix, the
change in the mass of water, Amyy, is

Amy =2 ALOD x me;y = ALOD x (mG;() — Am(,) (7)

Where ALOD is the change in the “loss on drying” between
the solids entering the granulator and the dried, milled
granules.

Substitution of Egs. 5-7 into Eq. 4 yields

Pre <mC,a;0 — XGao X (Amg g + (Pasp x AmC‘SP))>/<mG‘a;()>
Gf =

(mG;o — Amgpr — AMQSP) X (1 + ALOD) mey

(8)
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Substituting in the definition of xg,0 and dividing
through by the denominator yields

(AmG.R+(PG.3P x Amasp))

1-—
Por=—— = ©)
(1 e — Sposr) x (14 ALOD)
maeo mayo

To simplify the notation, we define Lgr = Amgr/maco
and Lgsp = Amgsp/mgyo as the mass percent of regular and
sub/superpotent solids lost during granule processing. Taking
advantage of that Lg g, Lgsp, and ALOD are all typically
<<1, and utilizing the Taylor series expansion 1/(1 —x) =
1+ x for x<<1. Equation 9 can be rewritten as:

Py = [1—Lgr— (Posp x Lasp)]

X [1 +Lor+ Losp — ALOD} (10)

Expanding the terms and taking advantage of the fact

that all of the terms involving variables are <<1 yields

PG;f ~1-— LG_,SP X (PG‘SP — 1) — ALOD (11)

From Eq. 11, we see that the mean potency reduction of

the dried granulation is proportional to the product of the mass

loss of superpotent solids and the their degree of “super-

potency”, Pssp —1. The potency reduction is also a linear

function of both net water gain, ALOD. The “regular potency”
solids losses, L g, do not affect the final granule potency.

Mass Balance: Blending

Blending involves the mixing of “extragranular” ex-
cipients with the dried granules. For the subsequent analysis,
we assume:

1. All of the active in the blend comes from the granules
(no API is in the extragranular material, mp ,,0=0), so
mB,a;f:mG,a;f

2. There are no significant mass losses during blending.
Note that, if we relaxed this assumption and simply
assume that any material losses during blending are at
the same potency as the material entering the blender,
the analysis would yield the same potency.

3. There is no net water gain or loss during blending.

Similar to Eq. 1 for the granulation, the potency of the final
blend can be defined as

P _ XB.a _ Mg .af / mgG.a,0
Br = XB.a:0 mp. + Amy mpy

An expression for mg 4 can be obtained by rearranging
Eq. 1:

(12)

Me
megar = Py % TGa0 (mgy + Amy) (13)

mgay
Next, the final mass of solids in the blend mp, can be
written as the sum of the final granulation solids and the
entering blend excipients:

mp.f = MG.f —+ MB e (14)
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Similarly, the theoretical mass of final blend solids, 715, is
the sum of the entering granulation solids and blend exci-
pients:

mp,) = MG, + MB e (15)

Substitution of Eqgs. 13-15 into Eq. 12 and multiplying
through by the denominator yields:

MG.a0

e % (may + Amw) meG; + Mp e
PB,f = P(;f X . X . .
megys + mpeo + Amy MG.a0

(16)

We can cancel out mg,o from the numerator and
denominator and divide through by mg.y + mp . to yield

(may + Amy) /may

Mg e n (mG;erAmW )
mge + MB ¢:0 MG0+MB e0
—

=XExtra

PBf:PGJfX (17)

where we have defined xgy, as the fraction of solids
added extragranularly. Note that, if no extragranular
excipients are added, mp.,=0, Eq. 17 reduces to Pgs=
Pgy, as it should.

Dividing the numerator and denominator by (mg;,
+Am,,)img, yields:

P(;f

XExtra + ( mg:o >
(mG;f+AmW)/mG;0 mg:o + MB ¢:0
—_——

=1—XExira

Ppy= (18)

As in the analysis for the granules, we can write (Mg,
+Am,,)img, in terms of known quantities using Egs. 3, 5, and
7 and the definitions of L g and L sp, yielding:

Poy

(19)

XExtra

Pgs =
((]*LG.R*LGSP) ><(1+ALOD)) + m

Noting that L g, Lesp and ALOD are all generally
<<1, utilizing the Taylor series expansion 1/(1 —x)~1+x
for x<<1, and neglecting second- and higher-order terms (e.g.,
O(ALODXx L r)), Eq. 19 can be approximated as:

PBf = Pc;_f X (1 — XExtra X (LG,R + LG,SP — ALOD)) (20)

Since Xgxiras LGk, and Lgsp are all >0, Eq. 20 shows
that the mean blend potency will usually be lower than the
potency of the granulation. This is because the amount of
extragranular excipients added to the milled granules is not
reduced to account for losses of the potent material in prior
processing steps. The only exception is the unlikely case
where ALOD>(Lg g+Lg,sp), which corresponds to the
increase in mass of the granules relative to the extragranular
excipients leading to an increase in the potency of the blend
relative to the granules. However, as shown below, the final
potency of the blend will still likely be <100% LC.
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Substituting in the expression for Pg s Eq. 11, yields:

PBf = (1 — LG,SP X (PG,SP — 1) — ALOD)

X (1 = XExra X (Lo — Lesp+ALOD))  (21)

Expanding and, as before, neglecting higher-order terms
yields:

Pgs=1— ((Xextra + PGsp — 1) X Lg.sp)
Effect of mass loss durying drying

— ((1 — xgxtra) X ALOD)
Effect of net water gain

(22)

- ((xExlra) X LG,R)

Effect of regular potency mass losses

If we define blend potency reduction as the potency of
the blend relative to the theoretical value of 1 (=100% LC),
Eq. 22 can be rewritten as:

APBxf = ((xExtra + PG,SP - 1) X LG,SP)

Effect of mass loss durying drying

-+ ((xExtra) X LG,R)

Effect of regular potency mass losses

+ ((1 — xgxira) X ALOD)
Effect of net water gain

(23)

In Eq. 23, we see that blend potency decreases linearly
with both water gain and each of the two types of mass loss and
the effects are additive. The first two terms on the right-hand
side of the equation are always negative, meaning that mass
losses during processing always reduce the potency of the final
blend. The final term can be either negative or positive,
depending if the final LOD of the material leaving the drier is
higher or lower than that of the incoming dry materials.

Note that Eq. 23 is independent of the target mass
fraction of API in the final blend, xp 0. The target API
fraction only enters the equation indirectly through Pg gp,
the potency of any subpotent or superpotent material lost
during processing “relative” to the target potency. For
example, if pure API was lost during processing, Pg.sp
would be 2,000%, 200%, or 111%, for xp ,.0=5%, 50%, or
90%, respectively.

DISCUSSION

Equation 23 describes the final blend potency
reduction, APpg.s as a function of five independent vari-
ables: Xgya, PGsp LG.sp Lo.r, and ALOD. In general,
the effect of the loss of representative potency material L¢ g
will be much smaller than that of the other variables. This is
because the loss of “regular potency” solids prior to blending
only affects the total blend potency due to “dilution”. Specifi-
cally, because, for this example, the weight of non-potent
extragranular excipients added during blending is not adjusted
downward to account for pre-blend mass losses, it results in a
decreased ratio of “active” granules to non-potent extra-
granular excipients. Note that, if there are no extragranular
excipients (X¥gxra=0), then we can see that L g will have no
effect on APpgy
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To quantify this, consider a system with Xgx2=10%
wiw and Pg sp=150% LC. Inserting these values into Eq. 23
yields

APBJ = (09 X ALOD) -+

(0.6 X LG,SP)
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Fig. 3. Reduction in final blend potency, APpg.;, for xgyiraXexira=0-
Data sliced to show constant values of Lgsp KEY: Delta_LOD=
ALOD, P_G,SPEPG‘SP; L_G,SPELG,SP

Effect of net water gain

Effect of high—potency
mass losses (i.e.—duringdrying)

+ (0.1 X LG,R) of other
————

Effect
pre — blend masslosse;

For this case, each of the following will decrease the
potency of the final blend 1% LC: (a) net granulation/drying
water gain of 1.1% w/w, (b) high-potency mass loss (i.e.,
during drying), Ls g of 1.7% w/w, and (c) regular potency
mass losses, Lg g, of 10% w/w. Although the first two may
reasonably occur during drug product manufacture, the latter
case will not occur in a well-controlled process. Hence, we
will neglect the effect of L g on final blend potency for the
subsequent discussion.

To better visualize the predictions of Eq. 23, we have
plotted it in Figs. 2, 3, 4, 5, 6, and 7 as a function of: (1)
ALOD, the change in solids water content, (2) Lgsp the
mass percent of super or subpotent solids lost prior to
blending, and (3) Pgsp, the average potency of the super-
potent or subpotent material losses relative to the theoretical
dried granule potency. The variable ranges are 0<ALOD <
4% wiw, 0<Lgsp<4% wiw, and 100% <P sp<200% LC.
Two values of the mass fraction of extragranular solids added,
XExtra, Were used: 0 and 25% w/w. We have used Lg =0
since, as discussed in the prior paragraph, this variable has a

small effect on the final blend potency. For xgx,=0, Figs. 2,
3, and 4 show the data sliced through the constant ALOD,
constant Lg sp, and constant Pg gp planes, respectively. For
Xextra=29 % wiw, the corresponding plots are shown in Figs. 5,
6, and 7.

Over the range of variables studied, ALOD has the
largest effect on reducing the blend potency. As can be seen
from Eq. 23, the effect is proportional to (1-Xgxwa) X ALOD,
so a 1% w/w increase in ALOD will decrease the final blend
potency up to 1% LC. Hence, for xgx.=0 (Figs. 2, 3, and 4)
and Xgxa=25% w/w (Figs. 5, 6, and 7), each 1% increase in
ALOD decreases the blend potency 1% LC and 0.75% LC,
respectively. Note that this effect is independent of L sp and
PG sp.

When no extragranular excipients are added (xgxy2=0),
the blend potency reduction is only a function of the product
of Lgsp and Pg sp—1, not the two variables independently, as
shown in Fig. 2. In other words, if the material leaving the
dryer is not superpotent (Pg sp=100% LC), there will be no
blend potency reduction, regardless of the amount of material
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lost during drying, L sp This is illustrated most clearly by
looking at the P sp=100% LC plane in Fig. 4. Similarly, even
if the material leaving the drying is superpotent, Pg sp>100%
LC, and if the amount is insignificant, L sp~0, there will be
no reduction in blend potency. This is illustrated most clearly
by looking at the L sp=0 plane in Fig. 3. Hence, in these
cases, blend potency reduction is determined only by ALOD.

However, when extragranular excipients are added
(xExtra>0)7 and if LG,SP>03 even if PG’szl()O% IJC7 there
may be a reduction of blend potency. This can be seen from
the XgxraXLgsp term in Eq. 23. This is illustrated most
clearly by looking at the P sp=100% LC plane in Fig. 7.
However, the effect is relatively small: even at xXgyxa=25 %
and Lg sp=4%, the blend potency reduction is only 1% LC.

The fraction of solids added extragranularly, xgga, has
the smallest effect on blend potency reduction. It does not
reduce blend potency by itself, but only if either L sp and/or
ALOD are positive, since xgya Only appears as a product
with these terms in Eq. 23. The interaction with L sp was
discussed in the preceding paragraph. The interaction with
ALOD is counterintuitive: When ALOD is positive, Xgxera
results in a reduction of the rate that blend potency decreases
with increasing ALOD. This is because a ALOD >0 increases
the mass of the potent granules relative to the non-potent
extragranular excipients. However, the total effect of increas-
ing ALOD is still to monotonically decrease blend potency
(see the term (1—xgxya) x ALOD in Eq. 23).

Note again that we have assumed that the mass of added
extragranular solids is not adjusted downward to account for
mass losses through blending. However, even if the mass were
adjusted, it would not necessarily eliminate the blend potency
reduction. For example, consider a situation where the
increase in milled granule mass due to net LOD gain exactly
counterbalances the mass loss of superpotent material. In this
case, the mass of the milled, dried granules would equal the
theoretical weight, so there would be no reduction in the mass
of extragranular excipients. However, Eq. 23 shows that since
both LG’SPX(xExtra-l-PG,Sp_l) and ALODX(l_XEXn—a) are
positive, the blend potency is still reduced.

CONCLUSIONS

The analysis shows the importance of avoiding net water
gain during the production of an active pharmaceutical blend
if one wishes to avoid a reduction in blend potency, as each
1% gain in LOD will decrease the potency of the final blend
up to 1%LC. The effect of pre-blend solids losses on the final
blend potency increases with their degree of superpotency.

Although written for wet granulation, the developed
theory is applicable for any drug product manufacturing
process: (1) where the primary sources of potency loss are net
water gain and/or mass losses and (2) that can be divided into
two or less groups of unit operations. If there are two, the last
must be the addition of non-potent excipients. For example,
the theory can also be applied to direct compression and
roller compaction. Wet granulation was chosen because it is a
relatively general case, being more likely to have water gain
and/or loss of superpotent material during processing. Note
that although we have used aqueous granulation as an
example, for a solvent-based process the effect of residual

Mackaplow

solvent mass would be to dilute potency in a way quantita-
tively the same as ALOD.

By quantitatively relating potency losses to measurable
material quantities, the analysis provides a rational method to
set the process design space to eliminate potency losses.
When the process design space to eliminate potency losses
does not overlap with the design space to yield a blend with
acceptable processability, the model provide a scientific
understanding of the sources of loss and, hence, a stronger
justification for the necessary API overage.

APPENDIX

The loss-on-drying (LOD) of a sample is defined as the
mass of water, my, divided by the total sample mass, m.

LoD =W

= (A1)

Where mis defined as the sum of my, and the mass of solids,
mg.

mr = my + mg (A2)
Combing Eqgs. Al and A2 and solving for my, yields
LOD
mw = ms X 7T 6h (A3)

We wish to determine the mass change of a material as it
transitions from LOD; to LOD.. In this situation, my and m¢
change, but mg does not. Using Eq. A3 results in

LOD,
ML= X T oD, (A4)
and
LOD,
w2 =Ms X TR (A5)

Hence, the change in mass, Am, is

LOD, LOD,
1-LOD, 1- LODl) (46)

AMEsz—lezi’rlsX<

When LOD,, LOD, << 1, Eq. A6 reduces to

Am = mwyy — mMy1 = mg X (LODZ — LODl)

=mg x ALOD (A7)
The only unknown in Eq. A7 is the mass of solids, mg. To
determine this, Eqs. Al and A2 can be combined and
manipulated to an expression for mg in terms of mr and
LOD, both of which can be determined experimentally.

mg =mrg X (1 — LOD) (AS)

Note that myis a function of LOD, such that Eq. A8 should
always yield the sample value of mg regardless of the value
of LOD. Stated another way, LOD changes the mass of
water in the sample, but not the mass of solids. However, for
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LOD<<1, which has already been assumed earlier in our
derivation, Eq. A8 reduces to mg=my Substitution into
Eq. A7 yields

Am = my x ALOD (A9)

Equation A9 can be used to determine the mass change
of a process intermediate due to a change in the water
content. It can also be used to normalize the mass of process
losses with a given LOD to what the mass would be if the
process losses were at the same LOD as the dry solids loaded
into the granulator.

For some situations, either the beginning or ending,
LOD will not be <<1. For example, if one measured the mass
of the wet material losses left in the granulator bowl, this
LOD would likely not satisfy this condition. For this situation,
a combination of Eqs. A6 and AS, neither which utilize the
assumption LOD<<1, could be used to convert the ALOD to
Am.

REFERENCES

1. Liu L, Levin M, Sheskey P. Process development and scale-up of
wet granulation by the high shear process. In: Qui Y, Chen Y,
Zhang GGZ, editors. Developing solid oral dosage forms:
pharmaceutical theory and practice. Amsterdam: Elsevier;
2009. p. 667-700.

2. Cantor SL, Augsburger LL, Hoag SW, Gerhardt A. Pharma-
ceutical granulation processes, mechanism and the use of bind-
ers. In: Augsburger L, Hoag SW, editors. Pharmaceutical dosage
forms: tablets, vol. 1: unit operations and mechanical properties.
3rd ed. Essex: Informa; 2008. p. 261-302.

3. Yamamoto K, Shao ZJ. Process development, optimization and
scale-up: fluidized-bed granulation. In: Qui Y, Chen Y, Zhang

10.

11.

12.

1053

GGZ, editors. Developing solid oral dosage forms: pharmaceu-
tical theory and practice. Amsterdam: Elsevier; 2009. p. 701-14.
Newton JM. The preparation of pellets by extrusion/spheroniza-
tion. In: Augsburger L, Hoag SW, editors. Pharmaceutical
dosage forms: tablets, vol. 1: unit operations and mechanical
properties. 3rd ed. Essex: Informa; 2008. p. 337-72.

Smith TJ, Sackett G, Shesky P, Liu L. Development, scale-up,
and optimization of process parameters: roller compaction. In:
Qui Y, Chen Y, Zhang GGZ, editors. Developing solid oral
dosage forms: pharmaceutical theory and practice. Amsterdam:
Elsevier; 2009. p. 715-24.

Propst C, Chirkot TS. Drying. In: Augsburger L, Hoag SW,
editors. Pharmaceutical dosage forms: tablets, vol. 1: unit
operations and mechanical properties. 3rd ed. Amsterdam:
Informa; 2008. p. 195-225.

Chen W, Stithit S, Zheng JY, Hwang R. Specification setting and
manufacturing process control for solid oral dosage products. In:
Qui Y, Chen Y, Zhang GGZ, editors. Developing solid oral
dosage forms: pharmaceutical theory and practice. Amsterdam:
Elsevier; 2009. p. 599-614.

Jiang W, Xu L. Modern pharmaceutical quality regulations:
question-based review. In: Qui Y, Chen Y, Zhang GGZ, editors.
Developing solid oral dosage forms: pharmaceutical theory and
practice. Amsterdam: Elsevier; 2009. p. 885-901.

Baxter T, Prescott J. Process development, optimization, and
scale-up: powder handling and segregation concerns. In: Qui Y,
Chen Y, Zhang GGZ, editors. Developing solid oral dosage
forms: pharmaceutical theory and practice. Amsterdam: Elsev-
ier; 2009. p. 637-65.

U.S. Department of Health and Human Services, Food and Drug
Administration, Center for Drug Evaluation and Research
(CDER), Guidance for Industry: Q8 Pharmaceutical Develop-
ment, May 2006.

International Conference on Harmonisation (ICH), Guidance
for Industry: Q8(R1) Pharmaceutical Development Revision 1,
http://www.fda.gov/RegulatoryInformation/Guidances/
ucm128003.htm (accessed 28-October-2009).

Bennett CO, Myers JD. Momentum, heat, and mass transfer. 3rd
ed. New York: McGraw-Hill; 1982.


http://www.fda.gov/RegulatoryInformation/Guidances/ucm128003.htm
http://www.fda.gov/RegulatoryInformation/Guidances/ucm128003.htm

	Using a Mass Balance to Determine the Potency Loss during the Production of a Pharmaceutical Blend
	Abstract
	INTRODUCTION
	THEORY
	Mass Balance: Wet Granulation through Milling
	Mass Balance: Blending

	DISCUSSION
	CONCLUSIONS
	APPENDIX
	References




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


