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Process Patent Protection:
Characterizing Synthetic Pathways
by Stable-Isotopic Measurements
John P. Jasper, Larry E. Weaner, and John M. Hayes

easurements of the abundances of naturally oc-
curring stable isotopes in pharmaceutical mate-
rials can be used to quantitatively characterize the
sources of the products and the synthetic processes

used to produce them (1, 2). Since 2001, industry has had in-
creased interest in the use of stable-isotopic analyses in in-
dustrial pharmacology. The results of reconnaissance stud-
ies have led to detailed examinations of the mechanisms that
determine the observed isotopic compositions. The initial,
observational work started with a field study to differentiate
individual batches of drug products (3). This work led to an
investigation of stable isotopic analyses as monitors of process
consistency during drug manufacturing. In that study, vari-
ous batches of two over-the-counter analgesic drugs were an-
alyzed for isotopic consistency. Batch-to-batch variations in
stable-isotopic compositions indicated that either the sources
of the starting materials or aspects of the manufacturing
process had changed. 

To follow up, blind isotopic studies were initiated by the Di-
vision of Pharmaceutical Analysis of the US Food and Drug
Administration (St. Louis, MO) to determine whether isotopic
analyses of drugs could be used to identify the manufacturing
source. In the first of two studies, researchers demonstrated
that stable-isotopic analyses could distinguish among individ-
ual manufacturers and batches of four active pharmaceutical
ingredients (APIs) produced by nine manufacturers (4). A sec-
ond study examined the ability of stable-isotopic analyses to
differentiate manufacturer sources of an API as it was trans-
ported across national borders. All six manufacturers of the
API (naproxen) were recognized successfully (5). 

The results demonstrate the utility of stable-isotopic analy-
sis for monitoring and identifying pharmaceutical products
and manufacturers, thus providing a new tool for product
security and drug authentication. It also can be used to mon-
itor process consistency (i.e., the changes or modifications
that occur during the various synthetic steps in a pharma-
ceutical drug-manufacturing process). 

Another area that is of interest for stable-isotopic analysis
is its use as a forensic tool in cases of process patent protec-
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tion. Two sets of variables are pertinent: the stable-isotopic
compositions of the starting materials and synthetic inter-
mediates, and the isotopic fractionations that occur during
production. Understanding the extent of isotopic fractiona-
tion that occurs at each step in a synthetic route can provide
valuable insight into which process was used. 

In this article, the authors focus on means of constraining
the major variables (e.g., the precursors and synthetic path-
ways) that determine the isotopic compositions of pharma-
ceutical materials. Ideally, isotopic compositions of pharma-
ceutical products will be predictable and the synthetic processes
used will be recognizable. In a broader sense, these studies of
process authentication bear on process-patent protection and
on process analytical chemistry, including process consistency.

Experiment
To fully elucidate the isotopic fractionations that occur be-
tween reaction steps, it is ideal to have at least 0.1 mg of all
intermediates and products for each stable-isotope ratio being
measured. 

Analyses. Carbon and nitrogen isotope analyses. For analyses of 13C
and 15N ratios, �0.1-mg solid samples were weighed and
placed into tin cups that were crimped tightly closed. The
analytical system used was an elemental analyzer–isotope-
ratio mass spectrometer (EA-IRMS), and consisted of an el-
emental analyzer (EA, Carlo Erba 1108, Carlo Erba, Italy), a

continuous-flow interface (Conflo II, Thermo Fisher Scien-
tific, Bremen, Germany) and an isotope-ratio mass spec-
trometer (Finnigan MAT Delta Plus XL, Thermo Electron,
Waltham, MA). The oxidation furnace of the EA was oper-
ated at 1020 �C, the reduction furnace temperature was at
650 �C, and the chromatographic column was heated at 60
�C. Isotope ratios are reported in terms of �13C values rela-
tive to the international Vienna Pee Dee Belemnite (VPDB)
standard and �15N values relative to the international Air,
both of which are IAEA standards. The � notation is ex-
plained later in this article.

Sulfur isotope analyses. Individual solid samples of 0.08–0.10 mg
were mixed with 0.5 mg V2O5, weighed into tin cups, and sealed.
The analysis was accomplished using a second EA–IRMS, that
was composed of an elemental analyzer (Eurovector, model
3000r), an interface (Dilutor, Micromass Ltd.), and an isotope-
ratio mass spectrometer (Isoprime, Micromass Ltd.). The ox-
idation furnace of the EA was operated at 1030 �C. The gas
flows were 10 mL O2/min and 150 mL He/min. Isotope ratios
are reported in terms of �34S values relative to the international
Canyon Diablo troilite (CDT) standard.

Hydrogen and oxygen isotope analyses. Before analysis, solid sam-
ples were equilibrated for several days at ambient tempera-
ture with water vapor by exposure to the laboratory atmos-
phere to fully exchange labile H/D sites and any water present
in a hydrated form (6–9). Following equilibration, �0.2 mg-
samples were weighed into silver boats which were then
crimped tightly. For solid samples, researchers used a ther-
mal conversion–elemental analyzer (TCEA, Finnigan,
Thermo) interfaced to an isotope-ratio mass spectrometer
(TCEA–IRMS, Finnigan Delta Plus XL, Thermo). The same
system was used for liquid samples, but a direct liquid-injec-
tion port was fitted in place of the autosampler. The TCEA
pyrolyzes the samples at 1350 �C to quantitatively generate
H2 and CO, which are separated chromatographically at 85
�C. Isotope ratios are reported in terms of �D values and �18O
values relative to the international Vienna Standard Mean
Ocean Water (VSMOW) standard.

Terminology for isotopic relationships between precursors and
products. Isotopic calculations are based on only two systems
of equations. The first system uses mass balances and the sec-
ond involves integrated forms of rate equations that pertain
only to kinetically controlled isotopic fractionations. Equa-
tions describing mass balances are exact when cast in terms
of fractional abundances [e.g., 13C/(12C � 13C)]. In contrast,
the assessments of differential rates are based on isotope ra-
tios (e.g., 13C/12C). When these systems must be blended, ei-
ther approximations or equations with multiple terms are
used. Additional information is available in reference 10.

The relevant isotopic parameters are stoichiometry (n),
isotopic abundance (�), the magnitude of the isotopic effect
(�), and a variable related to the conversion of reactants to
products (f). The following is an explanation of these terms.

Stoichiometry (n). The symbol, n, represents the stoichiome-
try of the reaction, specifically the number of atoms of a given
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Figure 1: �A as a function of fA, the fraction of A remaining
unconsumed. As shown in Equation 3, �A quantifies the extent to
which atoms derived from reactant A and incorporated in the product
are depleted in the heavy isotope. The line shown in this figure was
calculated using the exact form of the equation relating f and the
isotopic composition of a product (14). To provide a quantitative
example, the sum of the isotope effects at all positions in A (� 	�A)
was assumed to be 10‰ and the reactant was assumed to contain 5
atoms of the fractionated element. At the outset of the reaction (fA �

1), the depletion amounts to 	�/n � 10/5 � 2‰. If A is consumed
quantitatively (fA � 0), there is no fractionation (�A � 0).
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element (e.g., carbon) in a molecule involved in the reaction.
Isotopic abundance (�). A measure of isotopic abundance, �, is

usually reported as the difference in parts per thousand, or per-
mil (‰), from an international standard. The � can be nega-
tive or positive, depending on whether the sample is enriched
or depleted in the heavy isotope relative to the standard. In the
case of carbon, for example, the difference is calculated as: 

�13C (‰) � ([(Rsmpl)/(Rstd)]  – 1)•(1000)

in which Rsmpl is the 13C/12C ratio of the sample and Rstd is the
13C/12C ratio in the standard. Thus, � is linearly proportional
to the isotopic ratio in the sample. Standards are available
from the International Atomic Energy Authority and a stan-
dard for each isotope is used to determine the zero point of
an abundance scale for that isotope. Standards include aver-
age seawater for H and O, calcium carbonate for C, air for N,
and a meteorite for S. When the sample is depleted in the heavy
isotope relative to the standard, � is negative. When the sam-
ple is enriched, it has a positive value. If it has the same iso-
topic abundance, then � � 0 (11).

Magnitude of the isotopic effect (�).  The � value is a measure of
the magnitude of an isotope effect. Its value depends on de-
tails of the reaction and on the relative mass difference be-
tween isotopes. Effects are largest for D versus H and smaller
for heavier elements. In general, the values of � are specific
to individual positions within the molecules involved. They
are largest at the reaction site, much smaller at neighboring

positions, and usually not measurable elsewhere. Like �, � re-
lates to the isotopic difference between two materials (e.g.,
reactant and product) and is usually expressed in permil. For
kinetic isotope effects in the system used in this article, � �
–10‰, which means that a reaction site bearing the heavy
isotope reacts 10 parts per thousand (or 1%) more slowly
than a site bearing a light isotope. For equilibrium isotope
effects, �A/B = 15‰ would mean that, at equilibrium, A was
enriched in the heavy isotope by 15 parts per thousand rela-
tive to B. In this instance, A and B refer to specific atomic po-
sitions that can be related by a chemical equilibrium.

Variable related to the fractional conversion of reactants to products (f ).
The f is a measure of the reaction’s progress. It is the most im-
portant variable governing fractionations caused by isotope
effects. Its value ranges from 1 to 0 and depends on factors
such as temperature, pressure, or the availability of reactants.
In equilibria (A B), f indicates the position of the equi-
librium, with fB � 1 indicating a complete conversion to B
and, at any position, fA � fB � 1. In irreversible reactions, fX

indicates the portion of reactant X which remains uncon-
sumed, with fX 0 as the reaction proceeds to completion. 

The precision of isotopic analyses is typically calculated by
two methods. Pooled standard deviations of raw data are typ-
ically computed from sets of duplicate or triplicate measure-
ments (12). From those pooled standard deviations, standard
deviations of mean values pertaining to specific substances are
calculated. More specifically, the standard deviation of a mean
value is the pooled standard deviation divided by n1⁄2, in which
n is the number of measurements performed on a given sam-
ple (13). For carbon, nitrogen, oxygen, and sulfur, the resulting
95% confidence intervals for a result are typically in the range
of 
0.1 to 
0.4‰. For hydrogen, the 95% confidence inter-
val is typically 
3‰.

Discussion
The precise quantitation of stable-isotopic compositions in
pharmaceutical intermediates and products requires both mass
balance and isotopic fractionation equations that are applica-
ble to both single and multistep reaction sequences. We start
from the most basic requirement of mass balance and then
consider isotopic fractionations in a single reaction. Finally, we
discuss applications to the protection of process patents.

Mass balance. For A � B C, in which reactants A and
B are quantitatively converted to product C, two mass bal-
ances can be written:

mA + mB � mC [1]

mA�A + mB�B � mC�C [2]

in which, mA, mB, and mC are molar amounts of carbon (or
any other element) in A, B, and C and the isotopic compo-
sitions of that carbon (or any other element) in A, B, and C
are given by �A, �B, and �C. Equation 1 is a mass balance (i.e.,
carbon in � carbon out) whereas Equation 2 is an isotopic

A: –30‰, 0.25,–10‰ B: –15‰, 0.05,–30‰ C: –25.5‰,  [–24.4‰]

C: –25.5, 0.50,–30‰ D: –10‰, 0.05,–30‰ E: –20.4‰,  [–18.2‰]

E: –20.4‰, 0.10,–15‰ F: –15‰, 0.30,–50‰ G: –19.1‰,  [–17.2‰]

G: –19.1‰, 0.20,–15‰ H: –30‰, 0.10,–15‰ I: –22‰,  [–20.2‰]

Reactant 1 Reactant 2 Product

�

�

�

�

Figure 2: Carbon skeletons of reactants and products in a
hypothetical four-step synthetic reaction scheme. This example
illustrates the effects of the four key isotopic variables (n, �, f, �) on
the isotopic compositions of the three synthetic intermediates (C, E,
G) and of the final product, I (�P). For all eight reactants (left), the
given numerical values are �, f, and �. For all four products (right),
the numerical values are the isotopic compositions actually
observed (�P) and that are expected in the absence of isotope
effects and incomplete consumption of reactants ([�P*]).  
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mass balance (13C in � 13C out).
Under the conditions postulated
(quantitative conversion), the iso-
topic composition of C can be
computed from those of A and B
(10, 11).

Isotopic fractionation. For isotopic
fractionations, calculations must
take into account factors such as re-
action completeness and isotope ef-
fects. These effects will cause the
isotopic composition of C to differ
from that computed using the mass
balance equation and assuming
quantitative conversion of reactants
to products. 

To provide a concrete example, assume that A is present in
excess whereas B, the limiting reactant, is quantitatively con-
verted to product. In that case:

nA(�A – �A) + nB�B = nC�C [3]

in which nA, nB, and nC represent the numbers of carbon atoms
(or any other element of interest) in A, B, and C. Because A
is not quantitatively converted to product, the isotopic com-
positions of the A-derived positions in C can differ from those
in the initial reactant. In this case, the isotopic offset is ex-
pressed as �A. As Figure 1 shows, its value depends on the
isotope effects and on the fraction of A that remains uncon-
sumed. If the reaction conditions, particularly the magnitude
of the excess of A, are consistent, �A will be constant. Be-
cause the n values are known exactly, �A can be determined
from Equation 3 after isotopic analysis of the reactants and
product (i.e., determination of �A, �B, and �C).

Values of �A, �B, and �C do not affect the values of �A. Ac-
cordingly, once �A is known for a given reaction and a set of
conditions, it is necessary only to know two of the � values to
compute the third. Thus, for example, when �A, �A, and �B, are
known, the isotopic value of the product (�C) can be calculated.

If neither A nor B is consumed completely during the
course of the reaction, and if the rate of the chemical reac-
tion (or position of the chemical equilibrium) is sensitive to
isotopic substitution on both reactants, it is necessary to con-
sider values of �A and �B:

nA(�A – �A) � nB(�B – �B) � nC�C [4]

If reaction conditions cannot be manipulated so that fA

and fB (and thus �A and �B) can be independently driven to
completion (i.e., zero), it will be possible to determine only
the sum, nA�A + nB�B. From theoretical considerations (14),
�A and �B can be evaluated separately for all values of fA and
fB if the isotope effects are known.

Of course, isotopic fractionations such as those previously
described accumulate during the different steps of a multi-

step synthesis scheme. They can, however, be individually and
systematically differentiated, not only for multiple reactants
but also for multiple isotopes. To provide an example, con-
sider carbon-isotopic fractionations in a hypothetical four-
step sequence:

Figure 2 shows illustrative carbon skeletons for reactants
and products. Table I summarizes the pertinent quantities. The

Table I: Properties of a four-step synthetic sequence.*

Reactants Conditions Products

1 2 n1 n2 �1,‰ �2,‰ f1 f2 	�1, ‰ 	�2,‰ �P*, ‰ �P, ‰
A B 5 3 –30.0 –15.0 0.25 0.05 –10.0 –30.0 C –24.4 –25.5

C D 8 6 –25.5 –10.0 0.50 0.05 –30.0 –5.0 E –18.2 –20.4

E F 14 6 –20.4 –15.0 0.10 0.30 –15.0 –5.0 G –17.2 –19.1

G H 20 6 –19.1 –30.0 0.20 0.10 –15.0 –15.0 I –20.2 –22.0

*The sequence of reactants and products is given by the exact forms of the integrated rate equations (14).
The numbers of carbon atoms and the carbon-isotopic compositions of reactants 1 and 2 in each step are
given by n1, n2, �1, and �2. The fractions of each reactant unconsumed in each step are given by f1 and f2.
The sums of all carbon isotope effects pertaining to each reactant are given by 	�1 and 	�2. The isotopic
compositions that successive products would have in the absence of isotope effects are given by �P* and
the isotopic compositions actually observed are given by �P.
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Figure 3: (a) The carbon-isotopic composition (�13C) of synthetic
intermediates (C, E, G) and the final product, I, a function of reaction
step with (upper line) and without (lower line) the contributions of
partial-reaction completion (f) and isotopic fractionation (�). (b) The
carbon-isotopic differences between isotopic compositions
predicted and those that would be observed in the absence of
isotope effects, �P*, �P, ‰, corresponding to the values in Table I. 
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carbon numbers (n1, n2), initial isotopic
compositions (�1, �2), fractions of reac-
tants remaining unconsumed (f1, f2), and
summed isotope effects (	�1, 	�2) were
chosen to be representative of a typical
synthetic scheme. All isotope effects were
assumed to be kinetic. Values of �P* (i.e.,
the isotopic compositions that would be
observed if isotopic fractionations were
absent) were calculated using Equation
4 with �A � �B � 0; that is, the simple
mass balance Equations 1–2. Values of
�P, the isotopic compositions that would
actually be observed for the successive
products, were calculated using exact
forms of integrated rate equations (14).

This example illustrates the interplay
of the four factors that control the iso-
topic compositions of manufactured
products, namely the stoichiometries and
isotopic compositions of the starting ma-
terials, isotope effects associated with the
synthetic reactions, and the degree to
which conversions of precursors to prod-
ucts are quantitative. The isotopic com-
positions of all products are dominated
by the initial isotopic abundance of the
precursor materials and are modulated
(viz., depleted) by the degree of comple-
tion (f) and the magnitude of any iso-
topic effects (�, see Figure 3a). Figure 3b
shows a plot that summarizes the differ-
ence between the isotopic compositions
that are predicted and those that would
be observed in the absence of isotope ef-
fects (�P* – �P). The last two columns of
Table I shows these values. In the first
synthetic step, isotope effects on reactant
B are rather large, but that reactant is con-
sumed almost completely. The resulting
isotopic fractionation is less than 1‰
(the larger value shown in Figure 3b per-
tains to the product and reflects fractions
affecting both reactants). 

In the second step, a large isotope ef-
fect and poor conversion of reactant C
lead to a large isotopic fractionation at
the reaction site. Fractionation is diluted,
however, now that the product contains
14 carbon atoms. As shown in Figure
3b, the overall difference between real
and hypothetical unfractionated prod-
ucts is barely doubled. In the remaining
steps, when isotope effects are moder-
ate and the consumption of reactants is

relatively efficient, isotopic fractiona-
tion declines.

Applications in the pharmaceutical
industry
Measuring and tracking isotopic frac-
tionations in synthetic pathways used to
prepare pharmaceutical products has po-
tential uses in process analytical chem-
istry and for the protection of process
patents. In process analytical chemistry,
the matrix of information obtainable
provides a complete isotopic description
of pharmaceutical materials from start-
ing materials through synthetic inter-
mediates to final products. Starting ma-
terials reacted under consistent
conditions with isotopically controlled
reagents should always produce prod-
ucts of known isotopic composition. Di-
vergences from the predicted isotopic
pathways suggest uncontrolled variables
in pharmaceutical manufacture and pro-
vide insight into process consistency.
When the goal of process analytical
chemistry is understanding manufactur-
ing processes, the complete stable-iso-
topic record of synthesis summarizes
many key process variables: reaction rate
as affected by the synthetic pathway, re-
action rates, temperature, pressure, com-
pound concentration, and so forth. 

Observations such as those summa-
rized in Figure 2 can be used to monitor
synthetic processes. Once the sequence
of isotopic compositions characteristic
of a process is known, any variations
must be traceable to (1) utilization of re-
actants from some new source (�), or (2)
variations in the extent to which reac-
tants are converted to products (f), or (3)
changes in the reactions used (�). In this
way, very simple and inexpensive analy-
ses integrate information (n, �, f, �) of
considerable value for understanding the
synthetic pathway employed and for
process control.

Understanding isotopic process pa-
rameters can be useful in process-patent
protection applications. With a full de-
scription of a given pharmaceutical syn-
thetic pathway, the isotopic differences
between any precursor and another pre-
cursor or a precursor and the final prod-
uct can be predicted or at least provi-

sionally understood in principle. This
provides valuable insight into which
synthesis process was used. Consisten-
cies in expected isotopic matrix values
can provide important information
about process counterfeiting.

Summary
Stable-isotopic fractionations resulting
from isotope effects are usually large
compared with the precision of isotopic
measurements. These fractionations sig-
nificantly modulate the isotopic com-
positions that would be observed if iso-
topic compositions of starting materials
were the only controlling factor. The
fractionations depend not only on the
magnitudes of isotope effects associated
with the synthetic reactions used, but
also on reaction conditions, specifically
those affecting the extent to which re-
actants are converted to products. Be-
cause of these phenomena, the final iso-
topic composition of a manufactured
product is directly related to the syn-
thetic scheme used. Subsequently,
process analytical chemistry using sta-
ble-isotopic analysis can be useful not
only for product authentication, but
also for process monitoring or recon-
structing the processes by which the
product was synthesized.

Acknowledgments
The concepts of both stable-isotopic
product and process authenticity are
covered under either existing or pend-
ing patents in either the United States
or in G7 countries and Australia owned
by Molecular Isotope Technologies LLC.
This paper is dedicated to medical-sur-
gical team at UCSD’s Thornton Med-
ical Center.

References  
1. J.P. Jasper, “Pharmaceutical Security: Using

Stable Isotopes to Authenticate Pharma-
ceutical Materials,” Tablets and Capsules 2
(3), 37–42 (2004).

2. J.P. Jasper, R.C. Lyon, and L.E. Weaner,
“Stable Isotopes Provide a New PAT
[Process Analytical Technology] Tool,”
Pharm. Mfg. 4 (5), 28–33 (2005). 

3. J.P. Jasper et al., “Stable Isotopic Charac-
terization of Analgesic Drugs,” Pharm.
Technol. 28 (8), 60–67 (2004).

4. J.P. Jasper et al., “Stable Isotopic Charac-

PROCESS PATENT PROTECTION

Pharmaceutical Technology, 2007, 31(3):68-73.



terization of Active Pharmaceutical Ingre-
dients,” J. Pharm. Biomed. Anal. 35, 21–30
(2004).

5. A.M. Wokovich et al., “Stable Isotopic
Composition of the Active Pharmaceuti-
cal Ingredient (API) Naproxen,” Pharm.
Biomed. Anal. 38, 781–784 (2005).

6. A. Schimmelman, M.D. Lewan, and R.P.
Wintsch, “D/H Isotope Ratios of Kerogen,
Bitumen, Oil, and Water in Hydrous Py-
rolysis of Source Rocks Containing Type-
I, -II, -IIS, and -III kerogen,” Geochim.
Comsochim. Acta 63 (22), 3751–3766
(1999).

7. L.I. Wassenaar and K.A. Hobson, “Im-
proved Method for Determining the Sta-
ble-Hydrogen Isotopic Composition (�D)
of Complex Organic Materials of Environ-
mental Interest,” Environ. Sci. Technol. 34,

2354–2360 (2000).
8. P.E. Sauer et al., “Compound-Specific D/H

Ratios of Lipid Biomarkers from Sedi-
ments as a Proxy for Environmental and
Climatic Conditions,” Geochim. Com-
sochim. Acta 65 (2), 213–222 (2001).

9. Y. Chikaraishi and H. Naraoka, “Com-
pound-Specific �D-�13C Analyses of n-
Alkanes Extracted from Terrestrial and
Aquatic Plants,” Phytochem. 63, 361–371
(2003).

10. J.M. Hayes, “An Introduction to Isotopic
Calculations,” (National Ocean Sciences
Accelerator Mass Spectrometry Facility,
Woods Hole, MA, 2004), http://www.
nosams.whoi.edu/docs/IsoCalcs.pdf ac-
cessed Jan. 22, 2007.

11. J.P. Jasper, “The Increasing Use of Stable
Isotopes in the Pharmaceutical Industry,”

Pharm. Technol. 23 (10), 106 –114 (1999).
12. J.M. Hayes, “Practice and Principles of Iso-

topic Measurements in Organic Geochem-
istry,” (National Ocean Sciences Accelera-
tor Mass Spectrometry Facility, Woods Hole,
MA, 2002), http://www.nosams.
whoi.edu/docs/IsoNotesAug02.pdf, accessed
Jan. 22, 2007.

13. J.P. Jasper, “Quantitative Estimates of Pre-
cision for Molecular Isotopic Measure-
ments,” Rap. Comm. Mass Spec., 15,
1554–1557 (2001).

14. K.M. Scott et al., “Optimal Methods for
Estimating Kinetic Isotope Effects from
Different Forms of the Rayleigh Distilla-
tion Equation,”  Geochim. Cosmochim.
Acta, 68 (3), 433–442 (2004). PT

PROCESS PATENT PROTECTION

© Reprinted from PHARMACEUTICAL TECHNOLOGY, March 2007 Printed in U.S.A.

Pharmaceutical Technology, 2007, 31(3):68-73.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 150
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU ([Based on '[Press Quality]'] Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /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
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


