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NDA 20-702/S-012

Parke-Davis Pharmaceutical Research JUIN 3 1998
Division of Warner-Lambert Company

Attention: James A. Parker, Jr.

201 Tabor Road

Morris Plains, NJ 07950

Dear Mr. Parker:

Please refer to your supplemental new drug application dated March 2, 1998, received March
3, 1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmetlc Act and 21
CFR 314.70(c) for Lipitor (atorvastatin calcium) Tablets.

* . The supplemental application contains final printed labeling (#0155G025) that was

implemented on or about March 2, 1998. Supplement -012 provides for changes in the
“Postintroduction Reports” subsection of the ADVERSE REACTIONS section of the Lipitor
package insert to include rhabdomyolysis following “edema” as an adverse reaction.

We have completed the review of this supplemental application and have concluded that
adequate information has been presented to demonstrate that the drug is safe and effective for
use with the revision listed below. Accordingly, the supplemental application is approved
effective on the date of this letter. The revision is as follows:

Delete the entire “Other Concomitant Therapy” paragraph from the “Drug Interactions”
subsection of the PRECAUTIONS section of the package insert. This revision is a term of
the supplemental NDA approval.

Should a letter communicating important information about this drug product (i.e., a “Dear
- Doctor™ letter) be issued to physicians and others responsible for patient care, we request that
you submit a copy of the letter to this NDA and a copy to the following address

MEDWATCH, HF-2

FDA

5600 Fishers Lane
Rockville, MD 20852-9787

We remind you that you must comply with the requirements for an approved N DA set forth
under 21 CFR 314.80 and 314.81. :
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If you have any questions, please contact Margaret Simoneau, R.Ph., Regulatory Management
Officer, at (301) 827-6418.

Sincerely yours,

4 bl J?S
’,Sol on Sobel, M.D.

Ditector

Division of Metabolic and Endocrine Drug
- Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research
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JUN 2 1998

Labeling Review

Application Number: NDA 20-702/S-012
Name of Drug: Lipitor ( atorvastatin calcium) Tablets

Sponsor: Parke-Davis

Materials Reviewed: December 3, 1997 (S-004) last approved labeling and March 2, 1998

revised draft labeling. Review was.done on May 8, 1998 by Jena Weber and Margaret
Simoneau. ”

Background and Summary Descriptions: The submission dated March 2, 1998 included FPL

#0155G025) from S-004 and changes being effected for S-012. /
’(thgomwlpszs s addsd 4o aw ADPVERSE RCACTION. s 6 2/‘29
On March 2, 1998 all manufacturers of marketed of HMG-CoA reductase inhibitors were sent
comments about the deletion of Other Concomitant Therapy from the PRECAUTIONS, Drug
Interactions section of the current approved labeling. This was NOT done and will be noted in
the approval letter with the revision noted.

Submission dated March 2, 1998 with FPL has been accépted by the reviewing team members.
This is Lipitor (#0155G025).

)
Medical Team Leader /1/7 @Mﬁ/ D -F -7

Chemistry Team Leader

Pharmacology Team Leader

o (v STHY

Chemistry reviewer

Projeet-manager

Project manager, Margare

Chief, Project Manag

cc: NDA 20-702/S-012
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cc:
Original NDA 20-702
HFD-510/Div. files
HFD-510/CSO/M. Simoneau
HFD-510/D.Orloff/X. Ysern/S.Moore/R.Steigerwalt/E.Galliers
DISTRICT OFFICE _
HF-2/Medwatch (with labelingk¥ CSo labeli., j v*ew'ew)
HFD-92/DDM-DIAB (with labeling)

- HFD-40/DDMAC (with labeling)
HFD-613/0GD (with labeling) -
HFD-735/DPE (with labeling)
HFI-20/Press Office (with labeling)

Drafted by: Mas/May 8, 1998/20702.12
Initialed by:D.Orloff5.8.98/S.Moore5.8.98/R. Steigerwalt5.8.98/E.Galliers6.2.98
. final: Mas6.2.98

APPROVAL (AP)



201 Tabor Road Phone: 201-540-2000
Morris Plains, NJ
07950 : MA D Q00 b

fedsd i o R -
S~ SN W R L T

NOA SUPPL FOR 5L

£~ PARKE-DAVIS

People Who Care

March 2, 1998

NDA 20-702
Lipitor® (atorvastatin calcium) Tablets

Re: Special Supplement- Changes Being
Effected - Labeling Supplement

Solomon Sobel, M.D.

Director

Division of Metabolic and Endocrine
Drug Products (HFD-510)

Document Control Room 14B-19

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Sobel:

Reference is made to our approved NDA (20-702) for Lipitor® (atorvastatin calcium) . '

Tablets. ' 4 ﬁ 1/54
N\ .

In accordance wit CFR §314.Y0(c)(2)(i), we are submitting a labeling supplement, -

Changes Being Effected, which #vises the Lipitor package insert to include

abdomyolysis as an € reaction. Specifically, we have included this adverse event

in the ERSE REACTIONS section, Postintroduction Report subsection following

"edema".

Inclusion of rhabdomyolysis is based on three post-marketing adverse event feports,
‘copies of which are included herein as follows:

Attachment 1 Report #001-0981-971742 (2 pages)

Attachment 2 Report #001-0981-970661 (1 page)

Attachment 3 Report #049-0981-970134 (2 pages)

Twenty copies of the revised Lipitor package insert, specification number 0155G025
dated February 1998, are included with this submission as Attachment 4.



Solomon Sobel, M.D.
NDA 20-702

March 2, 1998

Page 2

Please note this revised package insert also contains the recent change to the liver
monitoring schedule, as approved by FDA on February 2, 1998 (S-004).

If you have any questions or require additional information, please do not hesitate to
contact me at 973/540-3113 or FAX 973/540-5972.

apance 1y .u.«.cuv.l-‘l:ﬂ Sincerely’

1 geviews comeLeten

CSO ACTION ; W
LETTER [ WAL [IMEMO .

es A. Parker, Jr.

71 b Z/ % . . irector
CSO INITIALS DATE | Advertising & Labeling
' ‘ Worldwide Regulatory Affairs
JP\sv\rm W v
t:\nda\20-702\labeli Z{,D NV
a )\labeling » "Q\’H\Clg : L % &S@QQ o
A e, . Q,{\
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§3 p/ DEPARTMENT OF HEALTH & HUMAN SERVICES ' Public Health Service

: (

%, ,
Mg { Food and Drug Administration

Rockville MD 20857
NDA 20-702/S-012 '

PARKE -DAVIS RESEARCH AND DEVELOPMENT ‘ MAR 13 1998
WARNER-LAMBERT COMPANY

2800 Plymouth Road

Ann Arbor, MI 48105

Attention: James A. Parker, Jr., Director, Advertising & Labeling Worldwide Regulatory Affairs

Dear Mr. J. A. Parker:

We ackndwledge receipt of your supplemental application for the following:
Nﬁme of Drug: LIPITOR (atorvastatin calcium) Tablets

NDA Number: 20-702 |

Supplement Number: S-012

Date of Supplement: March 2, 1998

Date of Receipt: March 3, | 1998

Unless we find the application not acceptable for filing, this application will be filed under Sectlon
505(b)(1) of the Act on May 2, 1998, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research

Division of Metabelic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation I

Attention: Document Control Room 14B-19

5600 Fishers Lane

Rockville, MD 20857

Chief, Project Management Staff

Division of Metabolic and Endocrine
Drug Products, HFD-510

Office of Drug Evaluation IT

Center for Drug Evaluation and Research
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CC.
Original NDA 20-702/$-012
HFD-510/Div. Files
HFD-510/CSO/M. Simoneau

filename:

- SUPPLEMENT ACKNOWLEDGEMENT
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DESCRIPTION X . . _93 sabuey;
Lipitor® (atorvastatin calcium) is a synthetic lipid-lawering agent. Atorvastatin is an inhibitor of 3-hydroxy- »# 40 uog:
3-methylglutaryl-coenzyme A (HMG-CoA) reductase. This enzyme catalyzes the conversion of HMG-CoA 110931 5

Atorvastatin calcium is [R-{R*, R*}]-2-(4-flucrophenyl)-8, é-dihydroxy-b-(1-methylethyl)-3-phenyl-4- uoosIp i
[(phenylamino)carbonyl]-1H-pyrrole-1-heptanaic acid, calcium salt {2:1) trihydrate. The empirical formula 0osse jo1-
of atorvastatin calciumn is {CagHaFN,Og),Ca*3H,0 and its molecular weight is 1209.42. Its structural formu-  1288d aug:-

lais: 08 pue g : -

i ugeyse;
Butimas.
{eonway;
oo
$AQ soar: .
NINUYA:
= 3H,0 ‘Sma;

Vana:-
10Mm o}
urenuo:
. 3 asne:
Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of Pue si
pH 4 and below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, D sisay
and acetonitrite, slightly sofuble in ethanol, and freely soluble in methanol. diayic
Lipitor tablets for eral administration contain 10, 20, or 40 mg atorvastatin and the following inactive ‘é‘J:AE"'
ingredients: calcium carbonate, USP; candelilla wax, FCC; croscarmellose sodium, NF; hydroxypropyl cel W
lulose, NF; lactose monohydrate, NF; magnesium stearate, NF; microcrystaltine cellulose, NF; Opadry uBayy;
White YS-1-7040 (hydroxypropyimethylcellulose, polyethylene glycol, talc, titanium dioxide); polysorbate ;54 A

2

80, NF; simethicone emulsion. -
CLINICAL PHARMACOLOGY SAnay
&lachanism of Action iNOg

isays

BOR Ogstatin is a selective, competitive inhibitor of HMG-CoA reductase, the rate-limiting enzyme thatcon- {75
Digoxi-hydroxy-3-methylglutaryl-coenzyme A to mevalonate, a precursor of sterols, including cholesterol. :
digoy5terol and triglycerides circulate in the bloodstream as part of lipoprotein complexes. With ultracen-
acagation, these complexes separate into HDL (high-density lipoprotein), IDL (intermediate-density
fipoprotein), LDL {low-density lipoprotein), and VLDL {very-low-density fipoprotein) fractions: Triglyc-
erides {TG) and cholesterol in the liver are incorporated into VLDL and refeased into the plasma for deliv-
ery to peripheral tissues. LDL is formed from VLDL and is catabolized primarily through the high-affinity
LDL receptor. Clinical and pathologic studies show that elevated plasma tevels of total cholesterol (total-
C), LDL-cholesterot (LDL-C), and apolipoprotein B (apo B} promote human atherosclerosis and are risk fac-
tors for developing cardiov lar di while ir d levels of HDL-C are associated with a
decreased cardiovascular risk.
in animal models, Lipitor lowers plasma cholesterol and lipoprotein levels by inhibiting HMG-CoA reduc-
tase and cholesterot synthesis in the liver and by increasing the number of hepatic LDL receptors on the
cell-surface to enhance uptake and catabolism of LDL; Lipitor also reduces LDL production and the num-
ber of LDL particles. Lipitor reduces LDL-C in some patients with homozygous familial hypercholes-
terolemia (FH), a population that rarely responds to other lipid-lowering medication(s).
A variety of clinical studies have demonstrated that elevated levels of total-C, LDL-C, and apo B (a mem-
brane complex for LDL-C} promote human atherosclerosis. Similarly, decreased levels of HDL-C {and its
transport complex, apo A) are associated with the development of atherosclerosis. Epidemiologic investi-
gations have established that cardiovascutar morbidity and mortality vary directly with the level of totaf-C
and LDL-C, and inversely with the level of HDL-C. Although frequently found in association with fow
HDL-C, elevated plasma TG has not been established as an independent risk factor for coronary heart dis-
ease. The independent effect of raising HDL-C or fowering TG on the risk for coronary and cardiovascular
morbidity and mortality has not been established. :
Lipitor reduices total-C, LDL-C, and apo B in patients with homozygous and heterozygous FH, nonfamifial .
forms of hypercholesterolemia, and mixed dyslipidemia. Lipitor also reduces VLDL-C and TG and pro- -
duces variable increases in HDL-C and apolipoprotein A-1. The effect of Lipitor on cardiovascular morbidi-
. ty:and morta ity has notbeen determined.
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Atorvastatin as well as some of its metabolites are pharmacologically active in humans. The liver is the

primary site of action and the principal site of cholesterol synthesis and LDL clearance. Drug dosage -

rather than systemic drug concentration correlates better with LDL-C reduction. Individualization of drug .
dosage should be based on therapeutic response {see DOSAGE AND ADMINISTRATION). .

Pt kinetics and Drug Metabol
Absorption: Atorvastatin is rapidly absorbed after oral administration; maximum plasma concentrations
occur within 1 to 2 hours. Extent of absorption increases in proportion to atorvastatin dose. The absolute
bioavailability of atorvastatin (parent drug} is approximately 14% and the systemic availability of HMG- K
CoA reductase inhibitory activity is approximately 30%. The low systemic availability is attributed to .
presystemic clearance in gastrointestinal mucosa andjor hepatic first-pass metabofism. Although food
decreases the rate and extent of drug absorption by approximately 25% and 9%, respectively, as assessed
by Cmax and AUC, LDL-C reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower (approximately 30% for Cmax and AUC) following evening drug
administration compared with morning. However, LDL-C reduction is the same regardiess of the time of
day of drug administration (see DOSAGE AND ADMINISTRATION).
Distribution: Mean volume of distribution of atorvastatin is approximately 381 liters. Atorvastatin is 298%

: plasma proteins. A blood/plasma ratio of approximately 0.25 indicates poor drug penetration

hum: {ood cells. Based on observations in rats, atorvastatin is likely to be secreted in human milk (see
A2-yes DICATIONS, Pregnancy and Lactation, ‘and PRECAUTIONS, Nursing Mothers). . -
in live - Atorvastatin is extensively metabolized to ortho- and parahydroxytated derivatives and vari- '

ONECURa-oxidation products. In vitro inhibition of HMG-CoA reductase by ortho- and parahydroxylated

metabolites is equivalent to that of atorvastatin. Approximately 70% of circulating inhibitory activity for .

HMG-CoA reductase is attributed to active metabolites. In vitro studies suggest the importance of atorvas- .

tatin metabolism by cytochrome P450 3A4, consistent with increased plasma concentrations of atorvas- , I .
1atin in humans fotlowing coadministration with erythromycin, a known inhibitor of this isozyme {see !
PRECAUTIONS, Drug interactions). In animals, the ortho-hydroxy metabolite undergoes further glu- !
curonidation. |‘
Excretion: Atorvastatin and its metabolites are eliminated primarily in bile following hepatic and/or extra- i
hepatic metabolism; however, the drug does not appear to undergo enterchepatic recirculation. Mean i
plasma elimination half-life of atorvastatin in humans is approximately 14 hours, but the half-life of
inhibitory activity for HMGCoA reductase is 20 to 30 hours due to the contribution of active metabolites. !
Less than 2% of a dose of atorvastatin is recovered in urine following oral administration. P

Speciai Foputations .
Geriatsic: Plasma concentrations of atorvastatin are higher (approximately 40% for Cmax and 30% for 1
AUC) in healthy elderly subjects lage 265 years) than in young adults. £DL-C reduction is comparable to
that seen in younger patient populations given equal doses of Lipitor.
ic data in the pediatric population are not available.
Gender: Plasma concentrations of atorvastatin in women differ from those in men (approximately 20%
higher for Cmax and 10% lower for AUC); however, there is no clinically significant difference in LDL-C
reduction with Lipitor between men and women.
Renal Insufficiency: Renal disease has no influence on the plasma concentrations or LDL-C reduction of
atorvastatin; thus, dose adjustrment in patients with renal dysfunction is not necessary {see DOSAGE AND
ADRMNISTRATION).
mg/kghysis: While studies have not been conducted in patients with end-stage renal disease, hemodial-
dgvelo] expected to significantly enhance clearance of atorvastatin since the drug is extensively bound
P'“‘:‘fﬁ proteins. .
Hesgﬁc Insufficiency: In patients with chronic alcohaolic liver disease, plasma concentrations of atorvas-
tatin-are markedly increased. Cmax and AUC are each 4-fold greater in patients with Childs-Pugh A dis-
ease. Cmax and AUC are approximately 16-fold and 11-fold increased, respectively, in patients with
Childs-Pugh B disease (see CONTRAINDICATIONS).
Clinicat Studies
Hypercholesterolemia {Heterozygous Familial and Nonfamifial) and Mixed Dyslipidemia (Fredrickson
Types lla and ib)
Lipitor reduces total-C, LDL-C, VLDL-C, apo B, and TG, and increases HDL-C in patients with hypercholes-
terolemia and mixed dyslipidemia. Therapeutic respanse is seen within 2 weeks, and maximum response
is usually achieved within 4 weeks and maintained during chronic therapy.
Lipitor is effective in a wide variety of patient populations with hypercholesterolemia, with and without
hypertriglyceridemia, in men and women, and in the elderly. Experience in pediatric patients has been
lirnited to patients with homozygous FH.

fn two multicenter, placebo-controlled, dose-response studies in patients with hypercholesterolemia,
Lipitor given as a single dose over 6 weeks significantly reduced total-C, LDL-C, apo B, and TG {Pooled

results are provided in Table 1).

Padiatrie Ph 1
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Lipitor® (Atorvastatin Caicium) Tablets

%0

TABLE 1. Dose-Response in Patients With Primary Hypercholasterolemia
{Adjusted Mean % Change From Baseline)®* —

Dose N . TC LDLC Apo B TG HDL-C. Non-HDL-C/
HDL-C
E Placebo 21 4 4 3 10 3 7
' - k 10 22 29 -39 3z -19 6 34
20 20 a3 -43 35 26 9 41
40 21 37 50 -42 29 6 -45
80 - 23 45 -60 50 -37 5 53

®Resuits are pooled from 2 dose-response studies

In three multicenter; double-blind studies in patients with hypercholesterolemia, Lipitar was compared to
other HMG-CoA reductase inhibitors. After randomization, patients were treated for 16 weeks with either
Lipitor 10 mg per day or a fixed dose of the comparative agent (Table 2).

TABLE 2. Mean P Ch From Baseline at End Point
(Double-Blind, Randomized, Active-C Hed Trials)
Treatment Non-HDL-C/
. (Daily Dose} N Total-C LoLC Apo B TG HDL-C HDL-C
. Study 1
Atorvastatin 10mg 707+ -27" -36" -28° -7t "7 3r
Lovastain20mg 191 -19 -27 20 -6 +7 -28
N 95% Cl for Diff’ 9.2, 65 -10.7,-7.1 -100,65  -15.2,-7.1 17,20 111,71
. - o . . Study 2 ’
: ' e Atorvastatin 10 mg 222 -25° -35° 278 -17° +6 36"
Pravastatin20mg 77 -17 23 a7 -9 +8 28
95% Cl for Diff! - -10.8, -6.1 -14.5,-8.2 -13.4,-7.4  -14.1,-07 -49,1.6  -115, 4.1
. Study 3 :
. Atorvastatin 10 mg 132 -29° 3r 34 -23° +7 -39°
Simvastatin 10mg 45 -24 .-30 -30 -15 +7 -33
BS%CIforD|ff‘ 87,-27 -10.1,-2.6 8.0,-1.1 -'151 0.7 43,39 -9.6,-19
~ TA negative value for the 95% Cl for the difference tin for all except HDL-C, for which a

favors
posmve value favors atorvastatin. if the range does nol include 0, this mdu:atx a statistically significant difference.
S«gnlﬁwnlly different from lovastatin, ANCOVA, p <0.
S(gnlﬁcantly different from pravastatin, ANCOVA, p g)OS
“ Significantly different from simvastatin, ANCOVA, p <0.05 .

¥ The impact on clinical sutcomes of the differences in lipid-altering effects between treatrnents shown in
Table 2is not known Table 2 does not contain data comparing the effects of atorvastatin 10 mg and higher
doses of loy p Y, and si in. The drugs compared in the studies summarized in the

ble are not ne arily i ble.

“ In a large clinical study, the number of patients meeting their National Cholesterol Education Program-
Aduit Treatrnent Panel (NCEP-ATP) Il target LDL-C levels on 10 mg of Lipitor daily was assessed. After 16
‘weeks, 156/167 (93%) of patients with less than 2 risk factors for CHD and baseline LDL-C>130 mg/dL
resched a target of <160 mg/dl; 141/218 (65%) of patients with 2 or more risk factors for CHD and LDL-C >160
mg/dL achieved a tevel-of <130 mg/dL LDL-C, and 21/113 (19%) of patients with CHD and LDL-C>130 mg/dL

- reached a target level of <100 mg/dL LDL-C.

Homozygous Familial Hypercholesterolemia

-Ina study withiout a concurrent control group, 29 panems ages 6 to 37 years with homozygous FH received
déily-doses of 2016 80'mg of Lipitor. The mean LDL-C reduction in this study was 18%. Twenty-
a-rédiiction in LDL-C fiad a medn-response of 20% (range of 7% to 53%, median of 24%);
rig-4 patients had 7% to 24% increases in"LDL-C. Five of the 29 patients had absent LDL-réceptor
these, 2 patients also had a partacavil shunt and had no significant reduction in LDL-C. The
eceptor negative patients-had a mean LDL-C reduction of 22%.

Llpnor isiddicated asan adjunctto diet to reduce elevated total-C, LDL-C, apo B, and TG levels in patients
with primary hypercholesterolemia (heterozygous famiilial and nonfamitial) and mixed dyslipidemia
(Frednakson Types lta and Y6).

Lipitoris also indicated to reduce tata|-C and LDL-C in patients with homozygous familial hypercholes-
terolemia as-an adjunct to other llpld—lowenng treatments {eg, LDL apheresls) or if such treatments are
unavallable :

Therapy wi ~altermg agems should bea oomponent of mutuple—nsk -factor intervention in individuals

,atmcreased n for atherosclerotic vascular disease:due to hypercholesterolemia. Lipid- -altering agents
fat, ind ! only when the response ta

0 jonal Cholesterol Education
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TABLE 3. NCEP Guideli for Lipid Management

Definite 1DL-Cholestero!
Atherosclerotic TFwo or More Other - mg/dL {mmol/L)
Disease* Risk Factors® Initiation Minimum
Level Goal
No No ' 2190 <160
=4.9) {<4.1)
No Yes 2160 <130
240 {<3.4}
Yes Yes or No 2130¢ <100
i 3.4 (<2.6)

=Coronary heart disease or peripheral vascular disease {i di Y fic carotid artery disease).

bQOther risk factors for coronary heart disease (CHD) include: age {males: 245 years; les: 255 years or pi

without estrogen replacement therapy); family history of p: D; current cig: ing; hype ion;
HOL- C <35 mg/dl {<0.91 mmolAL); and diabetes mellitus. Subtract 1 risk factor #HDL-C is >60 mg/dL {21.6 mmolL).

{n CHD patients with LDL-C levels 100 to 129 mg/dL, the physician should ise clinical jud in deciding whether to
initiate drug treatment .

& d

At the time of hospitalization for an acute coronary event, consideration can be given to initiating drug ther-
apy atdischarge if the LDL-C level is 2130 mg/dL (NCEP-ATP Il).

Prior to initiating therapy with Lipitor, secondary causes for hypercholesterolemia {eg, poorly controlled
diabetes mellitus, hypothyroidism, nephratic syndrome, dysproteinemnias, obstructive liver disease, other
drug therapy, and alcoholism) should be excluded, and a lipid profile perfo ed to measure total-C, L DL-C,
HDL-C, and TG. For patients with TG <400 mg/dL {<4.5 mmol/L), LDL-C can be estimated using the follow-
ing equation: LDOL-C =total-C - {0.20 x [TGl + HDL-C). For TG levels >400 mg/dL (>4.5 mmolfl), this equation
is less accurate and LDL-C concentrations should be determined by ultracentrifugation.

. CONTRAINDICATIONS

Active liver disease or unexplained persistent elevations of serum transaminases. —
Hypeisensitivity to any component of this medication.

Pregnancy and Lactation

Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during pregnancy shoutd
have litle impact on the outcome of long-term therapy of primary hypercholesterolemia. Cholesterol and
other products of cholesterol biosynthesis are essential components for fetal development {including syn-
thesis of steroids and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesteral synthe-
sis and possibly the synthesis of other biologically active substances derived from cholesterol, they may
cause fetal harm when administered to pregnant women. Therefore, HMG-CoA reductase inhibitors are
contraindicated during pregnancy and in aursing mothers. ATORVASTATIN SHOULD BE ADMINIST ERED
TO WOMEN OF CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE HIGHLY UNLIKELY TO CON-
CEIVE AND HAVE BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient becomes pregnant while
taking this drug, therapy shouid be discontinued and the patient apprised of the potential hazard to the
fetus.

WARNINGS
Liver Dysfunction

HMG-CoA reductase inhﬂbitors, like some other lipid-ltowering therapies, have been associated with bio-
chemical-abnormalities of liver function. Persistent slevations (>3 times the upper Emit of normal [ULN]

.. occurring on 2 or more occasions) in serum transaminases occurred in 0.7% of patients who received ator-

in clinical trials. The incid: of these al lities was 02%, 0.2%, 0.6%, and 2.3% for 10, 20,

. 40, and 80 mg, respectively.

} One patient in clinical trials developed jaundice. Increases in liver function tests {LFT} in other patients were
| not associated with jaundice or other clinical signs or symptoms. Upon dose reduction, drug interruption,

or discontinuation, transaminase levels returned to or near pretreatment levels without sequelae. Eighteen
0f 30 patients with persistent LFT elevations continued treatment with a reduced dose of atorvastatin.

ftis nended that five function tests be perf ‘ptiortomc!at‘lZweeksfollowingboth_ﬂ\einiﬁ-

- stion of therapy and any elevation of dose, and periadicatly {eg, fter. Liver enzyme

changes generally occur in the first 3 months of treatment with atorvastatin. Patients who develop
increased transaminase tevels should be monitored until the abnormalities resolve. Should an increase in
ALT or AST of >3 times ULN persist, reduction of dose or withdrawal of atorvastatin is recommended.

Atorvastatin should be used with caution in-patients who consume substantial quantities of aicohol andfor
£ have a history of liver disease. Active liver disease or unexplained persistent transaminase elevations are
¥ contraindications to the use of atorvastatin (see CONTRAINDICATIONS).

: . Skeletal Muscle

Rhabdomyolysis with acute renal failure dary to myoglobinuria has been reported with other drugs
in this class. .

Uncomplicated myalgia has been reported in atorvastatin-treated patients {see ADVERSE REACTIONS).

% Myopathy, defined-as muscle aches or muscle weakness in conjunction-with increases in creatine phos-

phokinase (CPK) values >10 times ULN; should be considered in any patient with diffuse myalgias, muscle
tendermess or weakness, and/or marked elevatian of CPK. Patients should be advised to report promptly

0155G025

U

Lipitor®
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,.-sT\?e‘a'gvents-a‘nd ‘éstrogen replacement therapy without evidence of clinically significant adverse interac-
A\ tions. Interaction studies with specific agents have hoi been conducted.
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unexplained muscle pain, tenderness or weakness, particularly if accompanied by malaise or fever.
Atorvastatin therapy should be discontinued if markedly elevated CPK levels occur or myopathy is diag-
nosed or suspected. it

The risk of myopathy during treatment with other drugs in this class is increased with concurrent admin- A T
istration of cyclosporine, fibric acid derivatives, erythromycin, niacin, or azole antifungals. Physicians con-
sidering combined therapy with atorvastatin and fibric acid derivatives, erythromyein, immunosuppres-
sive drugs, azole antifungals, or fipid-lowering doses of niacin should carefully weigh the potential bene-
fits and risks and should carefully monitor patients for any signs or symptoms of muscle pain, tender-
ness, or weakness, particularly during the initial months of therapy and during any periods of upward
dosage titration of either drug. Periodic creatine phosphokinase (CPK) determinations may be considered
in such situations, but there is no assurance that such monitoring will prevent the occurrence of severe
myopathy.

Ator in therapy should be P ily withheld or di inued in any patient with an acute, seri-
ous condition suggestive of a myopathy or having a risk factor predisposing to the devel P of renal
failure lary to rhabdomyolysis (eg, severe acute infection, hypotension, major surgery, trauma,
severe boli docrine and el lyte disorders, and uncontrolled seizures).

PRECAUTIONS

General

Before instituting therapy with atorvastatin, an attempt should be made to controt hypercholesterolemia
with appropriate diet, exercise, and weight reduction in obese patients, and to treat other underlying
medical problems (see INDICATIONS AND USAGE}.

nformation for Patients

Patients should be advised to report promptly unexplained muscle pain, tenderness, or weakness, partic-
ularly if accompanied by malaise or fever.

Drug Interactions
The risk of myopathy during treatment with other drugs of this class is increased with concurrent admin-

istration of cyclosporine, fibric acid derivatives, niacin (nicotinic acid), erythromycin, azole antifungals
{see WARNINGS, Skeletal Muscle).

A 1id: When ator in and Maalox® TC suspension were coadministered, plasma concentrationsof = .
atorvastatin decreased approximately 35%. However, LDL-C reduction was not altered. Lot

Antipyrine: Because atorvastatin does not affect the pharmacokinetics of antipyrine, interactions with
other drugs metabolized via the same cytochrome isozymes are not expected.

Colestipol: Plasma concentrations of atorvastatin decreased approximately 26% when colestipol and
ator in were coadmini d. However, LDL-C reduction was greater when atorvastatin and
colestipol were coadministered than when either drug was given alone.

Cimetidine: Atorvastatin plasma concentrations and LDL-C reduction were not altered by coadministra-
tion of cimetidine.

Digoxin: When multiple doses of atorvastatin and digoxin were coadministered, steady-state plasma
digoxin concentrations increased by approximately 20%. Patients taking digoxin should be monitared
appropriately.

Erythromycin: In healthy individuals, plasma concentrations of atorvastatin increased approximately 40%
with coadministration of atorvastatin and erythromycin, a known inhibitor of cytochrome P450 3A4 {see
WARNINGS, Skeletal Muscle).

Oral C pti Coadmini: ion of ator in and an oral contraceptive increased AUC values for
norethindrone and ethinyl diol by approxii ty 30% and 20%. These increases should be consid-
ered when selecting an oral contraceptive for a woman taking atorvastatin.

Warfarin: Atorvastatin had no clinically significant effect on prothrombin time when administered to
patients receiving chronic warfarin treatment.

Other Concomitart Therapy: In clinical studies, atorvastatin was used concomitantly with antihyperten-

Endocrine Function

HMG-CoA reductase inhibitors interfere with cholesterol synthesis and theoretically might blunt adrenal
and/or gonadal steroid production. Clinical studies have shown that atorvastatin does not reduce basal
1 cortisol concentration or impair adrenal reserve. The effects of HMG-CoA reductase inhibitors on
male fertility have not been studied in adequate numbers of patients. The effects, if any, on the pituitary- - . B
gonadal axis in premenopausal women are unknown. Caution should be exercised if an HMG-CoAreduc- ..~ - : .
tase inhibitor is administered concomitantly with drugs that may decrease the levels or activity of
dogenous id hormones, such as ketoconazole, spironolactone, and cimetidine.




CNS Toxicity
Brain hemorrhage was seen in a female dog treated for 3 months at 120 mg/kg/day. Brain hemorrhage
and optic nerve vacuolation were seen in another female dog that was sacrificed in moribund condition
after 11 weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic expo-
sure appro)ﬂmately 16 times the human plasma area-under-the curve (AUC, 0-24 hours) based on the
maximum human dose of 80 mg/day. A single tonic convulsion was seen in each of 2 male dogs (one
treated at 10 mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been observed
in mice after chronic treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses up to
100 mg/kg/day. These doses were 6 to 11 times (mouse)} and 8 to 16 times (rat) the human AUC (0-24}
based on the maximum recommended human dose of 80 mg/day.

CNS vascular lesions, characterized by perivascular hemorrhages, edema, and mononuclear cefl infiltra-

tion of perivascular spaces, have been observed in dogs treated with other members of this class. A . : -
chemically similar drug in this class produced optic nerve degeneration {Wallerian degeneration of retino- ’ .

geniculate fibers) in clinically normal dogs in a dose-dependent fashion at a dose that produced plasma

drug levels about 30 times higher than the mean drug levet in hurmans taking the highest recommended

dose.

Carcinog is, M is, impairment of Fertility

In a 2-year carcinogenicity study in rats at dose levels of 10, 30, and 100 mg/kg/day, 2 rare tumors were : - -
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there was
a fibrosarcoma. This dose represents a plasma AUC (0-24) value of approximately 16 times the mean
human plasma drug exposure after an 80 mg oral dose.

A 2-year carcinogenicity study in mice given 100, 200, or 400 mg/kg/day resulted in a significant increase
in liver adenomas in high-dose males and tiver carcinomas in high-dose females. These findings
accurred at plasma AUC (0-24)} values of approximately 6 times the mean human plasma drug exposure
after an B0 mg oral dose. —

B o B In vitro, atorvastatin was not mutagenic or clastogenic in the following tests with and without metabolic

: : activation: the Ames test with Salmonella typhimurium and Escherichia coli, the HGPRT forward muta-  _
tion assay in Chinese hamster Iung cells, and the chromosomal aberration assay in Chmese hamster lung
cells. Atorvastatin was negative in the /7 vivo mouse micronucleus test.

Studies in rats performed at doses up to 175 mg/kg {15 times the human exposure} produced no changes 1 - T
in fertility. There was aplasia and aspermia in the epididymis of 2 of 10 rats treated with 100 mg/kg/day of ' -
atofvastatin for 3 months (16 times the human AUC at the 80 mg dose); testis welghts were significantly
lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male rats given 100 mg/kg/day
for 11 weeks prior to mating had decreased sperm motility, spermatid head concentration, and increased
abnormal sperm. Atorvastatin caused no adverse effects on semen parameters, or reproducnve organ
histapathology in dogs given doses of 10, 40, or 120 mg/kg for two years.

Pregnancy

Pregnancy Category X

See CONTRAINDICATIONS -

Safety in pregnant women has not been establlshed Atorvastatm crosses the rat placenta and reaches a
fevel in fetal liver equwalentto that of v I plasma. Ato: was not teratogemc in rats at doses V-

up to 300 mg/kg/day or in rabbits at doses up to 100 mg/kg/day. These doses resulted in multiples of
about 30 times (rat} or 20 times {rabbit} the human exposure based on surface area (mg/m?).

e R In a study-in rats given 20, 100, or 225 mg/kg/day, from gestation day 7 through to lactation day 21 (wean-
. R : ing), there was decreased pup survival at birth, neonate, weaning, and maturity in pups of mothers dosed
with 226 mg/kg/day. Body weight was decreased on days 4 and 21 in pups of mothers dosed at 100 : T
oL mg/kg/day; pup body weight was decreased at birth and at days 4, 21, and 91 at 225 mg/kg/day. Pup : .
LA development was delayed (rotorod performance at 100 mg/kg/day and acoustic startle at 225 mg/kg/day; i L e
pinnae detachment and eye opening at 225 mg/kg/day). These doses correspond to 6 times (100 mg/kg) e Lo e B
and 22 times {225 mg/kg) the human AUC at 80 mg/day. . . .

Rare reports of congenital anomalies have been received following intrauterine exposure to HMG-CoA .
reductase inhibitors. There has been one report of severe congenital bony deformity, tracheo-esophageal e f * ~
fistula, and anal atresia (VATER association) in a baby bora to a woman who took lovastatin with dex- Lid : -
troamphetamine sulfate during the first trimester of pregnancy. Lipitor should be administered to women

of child-bearing potentia! only when such patients are highty uniikely to conceive and have been

. informed of the potential hazards. if the woman.becomes pregnant while taking Lipitor, it should be dis- )8
. B : & continued and the patient advised again as to the potential hazards to the fetus.

Nursing Mothers

Nursing rat pups had plasma and liver drug levels of 50% and 40%, respectively, of that in their mother's R
ok milk. Because of the potential for adverse reactions in nursing infants, women taking Lipitor should not PV
o breast-feed (see CONTRAINDICATIONS). T4}

Pediatric Use : ;

., K . . : Treatment experience in a pediatric population is limited to doses of Lipitor up to 80 mglday for1 year in 1.
LT e B o 8 patients with homozygous FH. No clinical or biochemical abnormalities were reported in these patients.
MR s : None of these patients was below 9 years of age.

Gertatric Use

Treatment experience in aduits age 270 years with doses of Lipitor up to 80 mg/day has been evaluated in
221 patients. The safety and efficacy of Lipitor in this population were similar to those of patients <70
yearsof age.

-ADVERSE REACTIONS .
Lipitor is generally well-tolerated. Adverse reactions have usually been mild and transient. In controlted
clinical studies of 2602 patients, <2% of patients were discontinued due to adverse experiences -

attributable to atorvastatin. The most frequent adverse events thought to be related to atorvastatin were
constipation, flatulence, dyspepsia, and abdominal pain.




E u,

‘Moccurred in <2% of patients.

&
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Clinical Adverse Experiences

‘Adverse experiences reported in 22% of patients in placebo-controlled clinicat studies of atorvastatin,
regardless of causality assessment, are shown in Table 4.

The following adverse events were reported, regardiess of causality assessment in patients treated with
atorvastatin in clinical trials. The évents in italics occurred in 2% of patients and the events in plain type

Body as a Whole: Chest pain, face edema, fever, neck rigidity, malaise, photosensitivity reaction, gene;
ized edema. ‘igher

Digestive System: Nausea, gastroenteritis, liver function tests abnormal, colitis, vomiting, gastritis, dry™.__
mouth; rectal hemorrhage, esophagitis, eructation, glossitis, mouth ulceration, anorexia, increased
appetite, stomatitis, biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum hemorrhage,
stomach ulcer, tenesmus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic jaundice.

Respiratory System: andhi!-is, rhinitis, pneumonia, dyspnea, asthma, epistaxis.

N, ry p di

paresthesia, somnolence, amnesia, abnormal dreams, libido

B td " i o “ '. -.
~§ decreased, emotionial lability, incoordination, peripheral neuropathy, torticollis, facial paralysis, hyperkine-

sia, depression, hypesthesia, hypertonia.

Musculoskeletal Systen: Arthritis, leg cramps, bursitis, tenosynovitis, myasthenia, tendinous contracture,
myasitis. . .

Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin, sweating, acne, urticaria, eczema,

sehorrhea, skin ulcer. -

Urogenital System: Urinary tract infection, urinary frequency; cystitis, hematuria, impotence, dysuria, kid-
a, epididyrmitis, fibrocystic breast, vaginal hemarrhage, albuminuria, breast enlarge-
ment, metrorihagia; nephritis, urinary incontinence, urinary retention, urinary urgency, abnormal ejacula-
tion, uteiine tiemorrhage. . '

Special Senses:,Ambiyqpia, tinnitus, dry eyes, refraction disorder, eye hemorrhage, deafiess, glaucoma,
parosmia, taste loss, taste perversion. .

ion, vasodilatation, syncope, migraine, postural hyp sion, phiebitis,

TABLE 4. Adverse E in PI, bo-C lled Studi —
1 (% of Patients)
'BODY SYSTEM/ Placebo Ator tin Ator i Aton in  Ator in
Adverse Event 10 mg 20mg 40 mg 80 mg
1 N =270 N =863 N=36 N=79 N=94
“\i‘aonv AS AWHOLE
I Infection 10.0 103 28 10.1 7.4
Headache 7.0 5.4 16.7 25 6.4
Accidental Injury 37 4.2 0.0 1.3 3.2
Flu Syndrome 19 22, 0.0 25 3.2
Abdominal Pain 0.7 28 0.0 38 21
Back Pain 30 . 28 0.0 38 R |
Allergic Reaction 26 09 28 13 0.0
s Asthenia 19 22 0.0 38 0.0
]DIGES’"VE SYSTEM ’ B
Constipation 1.8 21 0.0 25 1 SRR
Diarrhea 1.5 27 0.0 38 53
Dyspepsia 1.1 23 28 13 2.1
Flatulence 33 21 28 13 11
- IRESPIRATORY SYSTEM
Sinusitis 26 28 0.0 25 6.4
Pharyngitis 1.5 25 0.0 13 21 .
SKIN AND APPENDAGES
Rash 0.7 39 28 38 11
MUSCULOSKELETAL SYSTEM
Arthralgia 15 20 0.0 5.1 0.0
Myalgia - R 1.1 3.2 5.6 13 0.0




bolic and Nutritional Disorders: Peripheral edema, hyperglycemia, creatine phosphokinase increased,

' .4 gout, weight gain, hypoglycemia. '

§ Hemic and Lymphatic System: Ecchymosis, anemia, lymphadenopathy, thrombocytopenia, petechia. BN

& Postintroduction Reports ' s
Adverse events associated with Lipitor.that have been received since market introducticn, that are not listed -

above, and that may have no causal relationship to drug include the following: angioneurotic edema and :

rhabdomyolysis.

‘¥ OVERDOSAGE

There is no specific treatment for atorvastatin overdosage. In the event of an overdose, the patient should
be treated symptomatically, and supportive. measures instituted as required. Due to extensive drug binding
to plasma proteins, hemodialysis is not expected to significantly enhance atorvastatin clearance.

DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-lowering diet before receiving Lipitor arid should
continue on this diet during treatmentwith Lipitor. .

‘& Hypercholesterolemia {(H YO Familial and Nonfamilial} and Mixed Dyslipidemia (Fredrickson
Types lia and tib)

The recommended starting dose of Lipitor is 10 mg once daily. The dosage range is 10 to 80 mg once daily.

Lipitor can be.administered as a single dose at any time of the day, with or without food. Therapy should. ) A

4 be individualized according to goal of therapy and response {see NCEP Guidelines, summarized in ™ ) - i

T . 4§ Afterinitiation and/or upon titration ef Lipitor, fipid levels should be anatyzed within 2 to 4 weeks g
. S dosage adjusted accordingly. : —

{ Since the goal of treatment is to lower LDL-C, the NCEP recommends that LDL-C levels be used to ime..._ L ‘ - -
3 and assess treatment response. Only if LDL-C levels are not available, should total-C be used to monitor )

§ therapy. t

1H ygous Familial Hyperchok lemi ) . ; _
The dosage of Lipitor in patients with homozygous FH is 10 to 80 mg daily. Lipitor should be used as an (R
adjunct to other lipid-lowering treatments {eg, LDL apheresis) in these pati orif such its are

X unavailable. :
Concomitant Therapy

Atorvastatin may be used.in.combination with a bile acid binding resin for additive effect. The combination
of HMG-CoA reductase inhibitors and fibrates should generally be avoided (see WARNINGS, Skeletal
Muscle, and PRECAUTIONS, Drug Interactions for other drug-drug interactions}.

Dosage in Patients With Renal Insufficiency

Renal disease does not affect the plasma concentrations nor LDL-C reduction of atorvastatin; thus, dosage
adjustment in patients with renal dysfunction is not necessary {see CLINICAL PHARMACOLOGY,
Pharmacokinetics).

HOW SUPPLIED o Sl
Lipitor is supplied as white, elliptical, film-coated tablets of atorvastatin calcium containing 10, 20, and ’ - ’
40 mg atorvastatin.

10 mg tablets: coded “PD 155" on one side and “10” on the other. .

‘# N0071-0155-23 bottles of 90 L

e T - o . ¥ N0071-0155-34 bottles of 5000 v, S Lot

PR e N0071-0155-40 10 x 10 unit dose blisters T T .

’ - " "+ § 20 mg tablets: coded “PD 156" on one side and “20” on the other. - ' : ' . .
4§ N0071-0156-23 botfles of 90 . / - ’

N0071-0156-40 10 x 10 unit dose blisters . ' o - . o

I o 40 mg tablets: coded “PD 157" on one side and “40” on the other.
NO0071-0157-23 bottles of 90

¥ Storage
Store at Hed room temp 20°C to 25°C (68°F to 77°F) {see USP]. .
. B only
Revised February 1998

. - & Manufactured by:
- Warner-Lambert Export, Ltd. © 1998
3 Dublin, Ireland- )
& Distributed-by:

- PARKE-DAVIS. . Lo

Div of Warner-Lambert Co oot

.-Morris Plains, NJ 07950 USA IR
MADE IN GERMANY

‘'Marketed by:

PARKE-DAVIS

Div of Warner-Lambért. Co and

‘PFIZERInc.

New York, NY 10017 _ 0155G025




g

" heo .ﬁa dy  3vT7

wniore) uIle

,,,,,

s e8eg
1SBAIOLY

WSS g S

tb-g-21

005) YI1u VGLING Uf PUiEiS08 89 61 KNl 3] UBISRAION ‘S16. U) SUORAJSAO UO Dosed '§)16d POOI Pas o]
vonansued u:._?.onx_ SURIMU §2°0 ARpmuncoudde 0 ones swrsed/poorq v .mc_SoL auwseld o1 punog
%86R S URBISBAICTY “2363)) 188 Ariewwuixo.xide 5] upmSeAICIR JO UOANGHISIP JO BUMICA UEBly MORNINSI]

) ) "(NOLLYULSININQY ONY 39VSOQ 80s) uopensiunupe Bnip-j0 Aep

Jo ewin eyl jo sseipseSal Bwes eyl S| UONINPR) YT 'FeAMOH 'BUILIOW WM Peredwiod uorensupupe
Brup Bujuana Bumo1o (DY PUe XEUWE) JO) %0E Alewiesdde) Jomo) 8.2 SUONRAUBIUDS UNRISBAICIR
2 A 1 UBA|B S| UnenseAsls JeLieum Jetus mw_ﬂoauzue 0137 'ONY Pue xew) Aq

< ue %92 x_sw_ﬂuxe&u Aq uondiosqe Brup jo WaIXe PUR 18I O SESEAIAD
mmna.ﬁ_% oneday Joypue esOdNUI eupseIuiensed u| esueleard SnuasAsaid
i AR DILIEISAS MOT BY L %0 Almewwxaudde s) Ajapse Aonguy eseonpal yo)
“DINH O AINIqRIIEAE 9 oyl pue %y | Kimewmxeudde s Brup juesed) uneiseascie o AjqeiBasolq
aINosqe ey esop unmseAlcie 0 uonuodeud uj soseassu| uopdiosqe JO IUBIXT SINOY 2 O3 | URAIM JN200
SUORRAUAOUGD TSl WNtiifiew (URENS|UILIPE (80 J8ye peq.osqe Apides §) upeseAloTy woRdiosay
, . ’ wsnoqneiy Bruq pus sspsuptcosULIIYY
*(NOLMULSININGY ONY 30VSOQ 8as) ssuadsas dnnedeseu uo peseq 8q pthoys 8Besop

Bnp 0 uonezjiRnNPIA UoNoTpas 0-1G7 IM JTe SEIRaULeD uonenuonoed Brup sjumeisks uew; seinel
abesop Srug ‘shueieon Y Pue s|seLnuAs oseseloyd Jo eyis jedioupd By pus uense jo as Aewpd
au S| JOAY ey Ry u| 8ARIE Ajjed|Bojorerniseyd ele SIOQRIBL S JO BLUICS SB [|am S2-UNEISeAIdlY

sopuruhpossuueyd

"PAUIWLENSP UBAQ 10U S84 AliRUOW puB Ay

{PIGHO JEINISBAO|PIRS-UO JOYKN JO 198}/ By 'L+y Uigcudodiiode pue 9-1QH 1 S8588u2U] BIQBIEA SGaNP
-aud pue 91 pue ew...a.;mao:u! ©os(8 Joydn ‘eiwep|disAp.pex W puB ‘BlLLBlosmSejouasedAl JO suuo;
{eifie uou *Hy snebRzeumey pue snoBAzowey ulm siueried ul g ode pue'd-107 'O+ 181 saonpey Joudiy
. 'PYS|ILISE Ugaq 00U sey Ay [BUOW pue Alp|giow
JeNISRACIPIED PUR AIBUOIOD JO) XS 8L Lo ) Bupremol J0 9-1aH Buisie. Jo 199)58 wuepuedapu| ay) Bsee
iP Hesy AIBUCIOD Jo3 JO1B) SI uepuedapl] UB S8 PaYS|IGeISe Laaq U Sey 91 ewseld peieAe|s ' 1aH
O] LM LORBIIOSSR L) pUno;) Apuenbey) YBnouiy "0-TQH JO e8| Bu LpIM AlosusAu] pue *)-1Q7 pue
018301 JO feAe) ey L ARS8IIP AleA. Afirow pue AIPIGIOW JENISBACIRIED e PeysiqeIse BAey suored
Tiseau| ojBojoruepidy ‘sisaielosesouiz Jo JuaLdoieAp 8L Liim pereidosse ale (y ode ‘xeidwos yodsuen
S1| pue) 9~10H JO-STeAS) PaseaIxap ‘ANejiuils ‘sisalejosaseLie uewny eoweid (0-107 ) xoduwios aueiq
e e) g ode pue "y *9+1ex01 1O S1BAS] PETRARTS 18LA PEIRNSUOLLITD BARY SIIPMS (B3|UNS jO AIOHEA Y
‘($)uongopeuw Bupesior-pdil Jawo o spucdsas Aleses ey wonejndod @ _Au% TG )

-sajoyaJedAY 18| snoBRzowoy yym suened ewos u| 9-1q seanpad JoydiT 'sejonued a7 JO Jog

1 €1 s89npa. ose Joydn QT O Ws|ioqeen pue exeadn aaueyus O} 8284INS-| @5
ay Lo s1odeses JgT:oreday Jo. sequinu eyl Buisesiou) Aq PUB JBA|| BUL U| SISOUIULS 10J159]0US PUE 858}
-onpas yod-OWH Buridriul &g siake; uimcudedil pus josm1seloyd Brusexd SAMO| IO ‘Slapow [ewiue u)

) . WS JRINISEACIRIED PASEAIAP

8 LM PEIBIoosse 8Je D-TOH JO S1A8] PasTaIDU| 8]jym "oseas|p Jeinasesc|pred Buidojeasp Joj si010e) ysit
8.8 pue $|sasaIsadiR vewny soweasd (g ode) g uimoudediiede pus '(9-107) Iumseioy>1q T ‘(e
1010753103 1830} 4O S1BAD| BtLIseid PEIRAB|e 18L) MOUS SBIpPms 9iBoroned pue |eou i) uowdedel 1 Aiviue
~uBiy a3 uBnaug Aiewspid pezrioqeIas sf puB JAA Loy peuwo) 51,107 'SeNsSy [eraydued o Aienyep

Joj swsexd e\ ol PISERIE) PUE YA OW! PO 09U 8J8 JOA! AL U] |QIIISIIONI pue 6~c sopeok|By L
"suonsRy (eyesdod)| Aisuec-morARN 1A pus ‘(uecsded) Aysusp-mot) 107 “(Usicidod)| s
“ep-aeipeutai]) 1| xc_a@n&ﬁ&mcov:uzv IQH ow| resedes saxaidiico gsewn ‘vonebnjiauesenin
UM ‘saxediuco ugesdod)| Jo yed S8 LWeesispoo|q e Uj eejna)d sapLeakiBin pue [easeioy) ‘as
9]0y Bujphiful ‘S1ais jo uesinsesd @ ‘sreuoieanu 01 Y aulkzucoo-|AseiniB-Auniew-g-AxospAu-¢ swoa
U093 38 ewiAzue Buniuenel el “eserinpes YoIrOWH JO JOd|4U| BARRBdLIOS 'aATIdares € S| UneISeAlcTy
UORJY JO Wisustpoy

AD0T0VWAYHG TYINND

o ) "UOISINULIE BUCINITBIIS (3N ‘08

e1equosA(od (epxoip wnumn ‘2je (09418 eusiAnakiod ‘esoin|esiAuiawAdaidAxaIpAu) B0 L L-SA EHUM
Aipedo 4N ‘esoiniieveuieishiootanu LN ‘ajeiems wnisoubew (jN 'aepAYoOUOL BSOIe] L3N '8SON!

409 |Ados Qv,»s RPN GSOIBULEIS0IS 1904 YBM B)lHePURY dSN ‘eeucaled Wniojea siueipastul
onneu) SUMolo} Gul pUe UREISBAINE DL OF J0 '0Z 01 UIRIN0D UORBASIURUPE |2J0 JO; Sejqe Joydy
Lo louRyew UleRInos »»oe pue ‘oueLs u) ajqnios Anub)is ‘eiaioieos pus

1seung eveydsoud v 1 serem polinsip u) ejanios AuBiis Ao si wnpded unmseAay ‘mojeq pue ¥ Hd
JO SUOMINIOS SNoYNDE U} BIQITSU| S) 181p Jopmod Bui|ieISKId TYUM-KO O QUM @ S| WINJOIED URRISBAIOYY

z

s . . . Sie)
a8 9 .._u%a,a_:s_g s ucuofn.uwuqoiu. ) w_ »E:_uauAcaﬁgnsnw
N0} feapIdue st "SRIpAYEA-([:2) 118 WNoreo ‘pos Sjouwidan LeIGuAd-HL-{jAucqsed(oueiAue

Fifueud-g(/ ,ﬁgsmwxoafi ‘¢ (1Kueudosony-§)-z-{(Y ' ¥)-] $i WNIdIEd unmseAIcTY
’ Tl .ﬁﬂsﬂk@,n_easoﬁ u) deys Bupnupraes pue Ajiee ue ‘ereuoigAew o3
»ﬁ.ﬂw_:xbgsag 53_389:.“_&333 Qoo.»mzxzaﬁzooo._bs:_u;sgn

UL fRIMONAS S 2

€ 10 JERIEG| e sjuReIsRAISTY abe Buliamol-pICH ORBLIUAS € 51 (LN1IeD uneIseAKns) oiond1
. NOWdRIOS3Ia

- swiqeL. (wnjored upeiseniow . )
Joudrm -




wnore) u3e”

_7-888d

’

A 4

3 . SR o e A S
SR YRy Kjesriinne o smeorou s a,.nii!tkﬁw&;i s g L lainiy S

£ Y9H4M J0) 3 ITH: 6N 7840 U JOT® JIOAS) Qq SURBID U1 IO) L) %98 WA 1) oA sane ey y
eL'ees eEEr LOLSl vi-o8 . 8¢ hok . L&'l WA OFE %56
e 2 st o Co0e r sy Bwolupeseaurs
288* s £2 e TS £ el Buigl unmsearty
£ Aoms
VF Sl 9L 8F L0 kvl FLFEL 28 5¥ls © Lo 50 W0 510 %56
82 &+ 6- e £z Ltle i Buwioz unmsessy
96" o+ oLl olZ oSE- oS 222 Bwol upmseaty
VETULET @2 L B esl §o-00r VLoV socer W0 23 1D %58
82 L+ 9- 0z Lz sl 18l Bwozunesesn
L elE- L+ it 82 ST W2 10U Bw oL unmseary
. . . . s Apms
OI0H O1GH ol a ody o] ooy N " {esoq Alleg)
O-TQH-uON weuneos)

- (3(€141. pejionuog-eanoy ‘pezjiwopuny ‘pung-eignod)
- wnog puzie 0.5_33 o4 eBuwyg jueasey ueely °Z IV
) (2 8198 1) webe eapesedwion au Jo @sop paxi ¢ Jo Kep Jod Bu o1 Joudn
J8UN8 UM SeaM 9| JO)palean asem Sluaned ‘uoneziwopuRl 181y SIS AIYUL SINPAI YOO OWH Jeqio
o1 pasedwos sem JeidI ‘eluercumseioyated Ay Wim siuened u| s8ipms pujIQ-eiGNop "JUBIRMW Gan U|

S3IPMS asucdsas-esop Z wou; pejood ase synsay,

€5 S i€ 05~ [ Sr te 06
5 9 (2 r 05+ e 12 or
L 6 4 sg- £ £ ® 0z
e 9 6L- e ec- 6z 24 oL
L & _o £ 4 ¥ 12 oqeeld
91GH . . .
IXIQHUON OTaOH - SL g odv @ oL N esog

s{sutieves wtos4 eBurug o, ureyy pernfby) _
wnuejmieiol .o...um»: Kieunag gy swwenied in esucdseyresoq °L EVL

p " (1 a_nm._._m_ pepirosd Enu ﬂ_swe
P pue ‘g:ode "5+ '0rIg101 peonpes Anuedy;ubis s¥eem g Jano 8sop oiBurs e s uenB Joyd
Lﬁwow%ﬁ_o:mz%: :u_.s Siuened u| se1pms esucdsal-asop ‘PaNCALC0GedRId BIEeININUE OM U

: ' ) ) "Hd snoBfzowoy M swened o1 patiwit
ueaq sey syened omne(ped uj eouspadxg 'AuapP eyl Ut PUR ‘UBLLIOM PUR UBW Ul ‘BluapUeakiButedAy
INCUIM PUE Wi ‘elusicURISAIOUAIedAY Lnjm suonelndod jwened jo KlelJen epim & Ul 8ARo818 sLIoNdI

*Adesen 21uasyd BupNp POUIRIIE PUR SY39M § UIYIM PBASIYDE Aliensn s

asiiodsas WINUXEW! PUB 'SYoom ZU|uim uees sy esuodsal annedesay ), ‘Bruep|diSAp PIX[W PUR Bjuajose)
sejoussedAy Waim swened Ul 9-1GH seswalou) pue ‘o), pue 'g ode ‘1 A ‘9107 '0-IB101 Seonpey Joud

. (a1l pus i sedXy,
uosyoupasd) spuepidisAq pexivy pus (fefruejuoN pus repuey snobLzoseiey) a_Eo_QSuau.EEo&._._
sopPMS [EIID

, .AWZOF<O_MZ§._.ZA.N% owmvomwom_umco:&..av_io
s_;nc%&ssa%ﬁ%e.Bﬂeuc_u_e.:.Eau_oE_._sms_xo%pa u:m B:E..odao
1P ¥ YBnd-5piiud ulim Sianed u) JemeesB ploj-y UOEE 818 HAY PUE XBLLD 'PISBBISLI AIDONIEW Bk Upe)
SBAICIE JO SUONERUEIN0S Buiseld 'aSeasip JaA|l 910401 SJUOINI WM stuened ut ouspujnsuj spedey
'suriosd ewserd o
punoq Atanjsuenxe st Brup.eus e2u(s upewseAidie Jo aaueJea)d asueyua Anuesyiubis o peisadxe ou s sisk
-{elpoussy ‘eseas|p |eud) eBes-pue yitm siuaned u) PeIdNPUOS useq 10U 8ARY SBIPMS 91U ssrskeipowey
. I - (NOLLYYLSININGY
ANY 39VS0Q 8es) Aessaoeu ou st uonaunse (euas Lam siwaned )l 1ueunsnfpe 8sop 'snip-upsiseacie
J© Uononpel 9-1@1 40 StidlieAusdues ewseid syt Uo BdUBN| U] OU SBY 95EaSIP [BUTY Kouepuinsy) ruey
) : "UOIOM PUR UaW] UBBMIDG ._On_n_.._ 5_3 uonanpas
0-107 Ul edussayip JusyIuB)S AlIeatuld ou s|esews Llenamoy (DN JOj J8MO) %0 PuR Xews Joj JauBly
%02 Almeuxosdde)-uisu) asou WO} JOJ)[P UELUIOM U} URZISBAIOIE JO SUONBNUBIUDI BLISEId JepueD
‘8)qej(eAR Jou @Je LoneIndod J1aeIPed eul U] e1EP SRBUNOIBUIIENY MRy
. "Janidr jo sesop renbe uaiB suoneindod juened ABunok | uess 1ein
01 8jqesedwicd | voRnpal g ma._ ‘SiRpe Bunok Uy uew (s1e94 592 eBe) svefans Apepre Auyeay uj (ony
10} 9%60€ PUB XBWD JOf S0P Almeusjxosdde) FUBIY 8se UnEISEAICIE JO SUONRAUBOUCD ewseld PIasien
‘ suonendo (speds

‘UOREASIYLIPR-18:0 Bu MOl 0} BULN U) paseodal S| UNSISLAICIR JO. 850D § JO %2.Ue) §597
"$31/[0q R BARR 1O HINO.0L1.03 8ND.SIROY OF O3 0Z S) ©SRIONPEI YOO-OWH J0) AljAnde bs_esu
N 'Sihoy y| Ajeeuxoxide S| SUBLUNUY L) UNRISEAINNE JO B)]|-}[eY UORBUILLII® Buuse)
eyoueiue oBsepin o) seedde Jou s2op Bup 8L ‘esemoy Aws|joqaew sneday
Siio)eiq ur Aliyewipid peleunuIp B/t STIPQREW S| PUR UNASEAOTY UOneX3
o 5 ‘uoneprIng
ey AxospAy-oyno eyl ‘siewiue u *(suonseieiul 8nug 'SNOLLAYOTH
=8§6§ 2°UIAWIOILAKIS LM UONBRSIUIULPEO uc_z,o__o. sumuny v upn
serd peseaIoul Loim JUISISUOD ‘PYS 0Shd BLLICIUIGAS.” © "ogqEIewW UpRL
B85S 50IPMS QA Uy 'STYOqROW AN CLPRIAAY .- T Y YOOrOWH
: 312 JO %0 L Arerauxa Sﬁuuzsua ﬂuuwa m : 5 __Bshﬂ._v
saye|AxoupAesed put Aq:eszionpal YOO-DINH JO UoRIaYl - ixoweg
._anamﬂ_n 8>h.>tou”vo.§x§_ufi PuB -0LAI0 O} peziloqeisus Alansuexe s| v, - -8l asoquepy




WRIOBY

™, _
i3 98ed
<~ BAIO}Y

‘SMB)

a3 & pUEzRY RRWEI0A:0L JO pesixide wened e pue PANURUOdSIP 84 PINouUS Adeuouy 'Brup s Bupm
elum weubasd seweseqiuanedowl J| 'SAYVZVH TYLINALOM JHL 20 QIWHO0ANI N338 IAVH ONV 33D
NOJ OLA "FYY SIN3ILYE HONS NIHM AINO 3OV oz_ﬁw THO 40 NIWOM OL
G3YILSININGY. LLVLSYANOLY "semnowBuisimu uf pue Aueu HNP PaWIPUIeQUOD
8Je SJOj[qQIyul OIH “810j8I8LLL, ‘UBLOM ueuBaud 0) PEsRISMILIDE UBUM WLIBY [010] BSNEd
Kew Ko ‘108 ALBP SIUESGNS BARSE AyeaiBoron e o s50u3uks et Kiqssod pue sis
am_c»u (oSN NG 9SEINPAl YOI OWH IS '(SBUBIGUITW |99 PUR SPIQUETS JO SISBLY
1A Bu|pniau) Jue 38%...%& KBGO [RRUESSD B8 mrma:«:»uo_n 10J8158)0UP 0 SIonposd Jano
pue [os1s8104) ¥ ouaredAy Alewpd jo Adesewn uua-Bud) JO BUIONNO 3L UO 1Wedul; Bl eABY

pinous KoueuBaxd Bunp sBn.p-Bupemol-pidis JO UOMBNURLOISID PUB $5800.d J[UAIY2 § 8} SISCURIOSOIATTY

: wonere) pue Louvubesd

‘uenesPew S Jo Wweuoduwod Aue o3 Apsuesediy

'SISBUILIBSURS WIUSS JO SUONRASR Jueis|siad paureidxaun JO 8SBES|P JOA) SARSY

SNOLLVYIIONIVULNGD

‘uoneBryauesenn AQ POUNLLIEIBP 6] PINOYS SUONERWEdLOY O-10 PU BIRINGZE 552 5|

uonenbe s|u ‘(o §9<) TP/BuI cov< SIBAB} DL 403 (3-1GH + (D11 X 62'0) - 01&0% = 51 uopenba bu|
-molj0} au3-Buist 03.UBD D17 (11Ot §'y>) 1P/BU 00Y> OL Whim stuened Jod ‘D) pue ‘0r1aH

woped elyosd pidil e pue ‘pepniaxe eq pINoYs (wsioyoole pue ‘Adeseny Brup
Asqo ‘seruauoldsAp 'awoIpuks spondeu WsIPRIANSIAY ‘smiilew seeqerp

JA0 'ISEESIP JOAY

pajionued Aucod i oserseioudedAl J0) sesnes Auepuodes JodT uim Aderews Buneniul o1 Oud
w @ &«dwozﬁu@: 0£1.2 S| PAS] 9107 & Jj efueyosip e Ade
.Jeu3 Brup Bunenu| o1 ueAB oq Ues LONEISPHISUGD WBAR AIBUCIOD BIN0e UB JO) LOREZ||IRIdSOY Jo win et iy
o weunres Brup sy
o1 Joy1oum Buipren:in IewiBEnl I essexe pinoys verdsAud et p/Aw 621 o 001 S1aAet 7 .w_; nuened GHO V1
‘(o Wt OIS JrJAH I 006} W5Y4 | RGNS SMIPUS STSGED PuB (Youll 4§0%) AW §£> O 0H
P3O [LOrsVemC 19I5 1WeIIo \QHD rmwuex 0 1y Amws) (Adeey woweondas ueBosse 1noviM
esnedousiu Dsmeueid: fewus) 2ok 92 t_-Er_-o- 2P (QHD) PSP 10y Arsuoios J) $I001) MY IO,
. (ove - powed onwoidw At Buipniour) aseeip erosea evdied 20 evesnip Lvey Aavoos,
oois 0E12 ON J0'SBA . SOA
(re>) vl
otlL> 0812 SOA . oN
(1'9>) (&v3d : '
09L> o oet . N ON
1809 - . 1ana
Wiy . UORBAIY asJowed ySpY «0sges)g

JOIO IO O OML SPORISIBUY
auyeg

ROk

- ; ‘BiqeiieAsuUn
8J8 SuewNEan ysris ) Jo-(siseseyde 1QT ‘Be) Kusunean Bupemol-pidil oo o1 1unfbe ue se eruepse
-sajoussedAy eritiie) snoBAzowod wim swened ul 9-IA7 PUE DEICT BINPAJ CF PEIRSIPU| OSIR 8 Joudn)

. (il pue ey] ssdk| LosyoLpaL)

ewapidiiskp pakius pue (18)I/uieuou pue jenue) snoizossiay) erusiossisaiousiedAy Aewid
saned uf sfeae) 94 pue'g ode ‘D107 "I-1R101 PElRAB[R 8oNPal 03 381p O 1un(pe ue se pelEdIpYl sJondn
39VSN aNvy SNOLLYOIONI
9622 JO UORINPAJ 517 Ueaw 8 pey sioped aanebau-soidedsal g Bupdewsy
2yl '0-1Q7 Y1 vononpa: uesjuBis ou pey pus JNys |saeaswed @ pey oste siuened Z 'eseyl JO 'uonan;
Joideser1Q uesqe. pey sjuaned g2 eu JO aAld .Q.M.._ U] SaSERIN| %YT O %L PRY Stuaned y Dujuewe. el
(2692 JO uepaLLL »e :.Eu %02 JO ISuOdsas ueal & pey 9=} Ul uoponpa) B 3 \ syuened en
-AlUam . 981 SeM ADMS SIA U] uorionpes 5-1q ueews ayy, “oydr 4o Bul 08 0102 0 $as0p AljEp Wnlxew
panj@ses H4 snoBAzowsy Wim 180k LE €19 sebe siuened 82 'dncub [GRuod waknuod @ noyRM Apms @ U}
u_Eso..oﬂ.soﬁta»: eimueg snoBAzowon
. : *2r1@7 7075w 0015 )0 (e8] 06 @ peyoee.
1p/BW 0£1L D-1QYPUSEHD YIm sueped 0 (%61) £LI/LZ PUB ‘0107 TP/ OELS JO 19A0) @ POABIUSS e
0912 2-1q11 PUB QD 40) 101203 HSH BUOL JO Z Uljm SIUeRed 10 (5659) 81/LrL Mprbu 09its J0 18I @ peusess
WP/OL 08L T
9L J81)y 'pasSasse
“wesBoig uopeony

eaRisejoun |eucneN Jewy Suneew siuaned o sequinu 8L 'Apms fearu|ie e6se) @ Ul
) . ‘giceedueyau] AINEISEoU 10U 8J8 9)q8}

81 U] PEZLELALNS SB[PMS L7 U] PAsedLIco SBAUD BUL "URSISEALS puR ‘upRasealid ‘URmSEAD)| JO 380D
JayBlu pue B 0L URRISEAICIE O 51908 61 BuledLICS 2IBD VIEIU0D JOU SBOP Z1q8), 'UMOL J0U 3 2 91081
U] UMOYS SR UaeM¥oq 11500 us._og?u_m_: uf SIURIBLIP 8LA JO SAUOTINE D uo pedwjoyy

A
3



URMSSAIOI® BUpIe] USLIOM € JO] BANEORNUCD (€10 UT BURSINS LOYM PeJe
“PISUO) 64 PINCYS SsRAIU] @sel] %02 PUR %0E Alrewixoudde Aq 101penss |AURNe PUE SUOIPUIBION

10 SONIRA DY POSFEIFI| SANDSIINUO 80 UB PUR URRISTAIIP JO UORRASIUILLDROS TSeARdesenu0) [0I0

o ) (0198 M1010%S 'SONINYYM

003) YV 059 d UICAIINIK JO JOYQIUU|-UMOUY ¥ 'UPALICKTAI PUY LIRISIAIOIR 1O UOREASIUILIPROD )M

%0y Kistmttixoxide. - AJOIR JO SUOHIRAUBIUOI BwSId 'sfenpIAPY| Anieey uf upAtuonnAny

o . ‘Amepdoxdde

peJojuc .onv,..m_m@m.:_xon_u Bupiey s1ueney *%07 Kiewwixoxdde Aq pesvessu) suopenuesucd uxodip

swseid 01938-A54213 'POISTSILILIPEOD B10M UXODIP PUT URTISRAION JO $850P 8|dnM U uxobig

o "SUIPNBWLID O Uop

) “ANS{URLPROS AQ POIBR 10U 830M UORINDOI 310 PUT SUCNRAUEIUOS SLUSRId UNTISIAICTY upReund
- o ..o:.o,,ww UeAiS sem Brup Jerile LOUM UBLY PEISISIUNLDROI B odNselod
PUS UNMSPAISIE LELM 03005 SeM UONINPE) -1()] YeAOMOH 'POIISIUILIPROI SI6M LNTISTAIOID

pue |odpse od HeuMm %52 Awmwndudde uo,a.u,zuou URTMSSAIOIR JO SUONRNLSIUOI RWIST|d Jodnsep]
! . . Penaedxe 10U 018 SeLIK208] SWOIICIKD SLLUTS 8L BIA POTZ|IOGRIW $6NID Jev).

/ uim suopseseul eupkdiue:jo ssnsumvsrLLRYd 8U} 150)/0 10U S80P URMSEAICIE Ssnvseg Wurkdnuy
"POETE 10U $9M UONINPEI D10 'JEAMOH %S¢ Klerruipcoudds peseessep unsisaAIY
w]d ‘PeseIS|UILLINEO3 010M UOISUDSNAE D1 eXO[FRIN PUR UNFISSAICIR USUA PRI
o . ‘o138 [M0|oxS 'SONINSYM 893)
sieBunjpue-sjore ‘ujskuwonnke ‘(P13 IMNOIN) UISRIU ‘SSANRAVED PIoe 3G .L:R_ao_u jo uonensi
UILUPR IIBLNIUGI M BOSF0IIU) 31 $5819 S1N) JO SEBrUP Jerno taim Jusiees Sulnp xs-ao»E. J-2 LTS
suopamnu Brug

*J0A8} JO es[Rrew AQ pejuechuodse 3 Auem

-apued ‘ssauvem o 'ssawwepue) ‘ured 8jasnw peureidxeun idwoxd wodes o3 pesiape eg pinoys sivened
. fueney Jo] Lo TULORY

. '(39YSN ONV SNOLLYIIQN| 0es) stuexqesd feojpews

Buikpepun seino 190.) 01 pue ‘sjuened 856q0 L) LONONPE WDIeM PuR ‘es|2sexe Yeip melxicudde yym
SluBoMsB IOy Sy 10NUOS 01 8PRLU 8q PINCYS ITWINE UR UNNISRAICIT LM Advsews Sunransu) sxojeg
fesouon

SNOUNYIIBd

‘(seinz]es paonUOSUM PUE 'SIORIOSIP MIAION0M PUT SULDOPUS ‘IOQRINL S1en0s

‘sunen ‘ArBuns sofeu) ‘uojsuejodAy ‘uopdejy eande essaes ‘Be) ”Wﬁ.q&ovnzt 01 lispuoses s
eusy jo -ggovﬂpﬁ.g?:&abi J019¢%) 38 ® Buyary 20 Lin £ Jo eanseB6ns woppHuos sno
Hios ‘mynoe te (njiaduetivd Aue Uy PenunuossIp Jo pleytiv Ajuesodwe) oq poys Adesewn upniseaoly

) i : ' ‘Apedofw

8J0A08 JO 83UBLNIIOBLY 1eAd.d (1M BulIOUOUI YINS 1LY 8IURINSSE OU 5| 81001 INQ .acoz-:..as ysns uy

10 sUORRAUSIUGI®!

peJepisuc) eq Arut. S.::Sou.?m»uuw eseupioydsoyd euneess sipoued "Brup Jeinse jo uopenp efescp
piemdn Jo hﬁo @ Bupnp pue Adesewn o sauow epiul et Supnp Auvmaop.sed sSeLNREMm 10 ‘sseu
~)epue) ‘ujed" 40 storduwiks Jo subls Aue Jo) siuened Jojuow Alineses PINOYS pue sYSU pue Ry

‘KIiRjeJe PIous useiu j0 sesop Bupemol-pll Jo ‘spBunnue eicze 'sBrup eas
1L0A00 's8ANRALIGD PloR utnﬁc- uneseAIow wm Adeseut peujquios Bupepis

Aud ‘sie U9 8|0TV JO U39V “UIIAUICNNAIS *SOANRALGD Ploe 9Hq); ‘suliodsoaks jo uonens)
UWIPE JU81NIUOS thiA PEsTeIoU) 5| $5913 $IU) U] sBrUP JeLno WM Jwewees; Buinp Anedokw jo ysp ey
) ‘pejoedsns ..r.vo.oco:o

s1 Aiedofi Jo 930 SBAB| Jd 2 PeIeAee AIDeXIPLL J| PENURLOISID 8q PINOUS AdRIeLn UNRISTAIOYY ‘Jene)
2 espivw £q pajisediuodse Ji Apemonsed 'sseurem Jo stelepue) ‘ured ejasniu peueidxeun Anduwosd

yodey oy PINOYS $1UBNE N D JO UORBABIS PEXIILL JO/PUT ‘$SOUNTBA JO SSOLBPUS) 0]5

“nw ‘seiBpAt M Juened Kue Ul peJep|suoa 8Q-pPINOYS ‘NN sown §L< SONPA (Yd2D) eseupoyd
<oyd eunvess u, yimuonsunfies upssowyem essnL JO S8y 018N S8 Dauljep "Aupedokiy
‘(SNOLLOYIN JSUIAGY 069%) siuencd pergesrupmiseaicie Ul peuodes uoeq sy eiBielw poyeaycwosun
.o i ;P ) sBnp

00 M vo.toa! Ueeq sty epnuKoBoli 0y Kiepucses smjiej reues synae (aim ssAlolsopgmyy

: spsnpy [riefoxs

. ) *(SNOLLY DN VYLNOD 995) URRISBAIONR JO 98N L1} 01 SUONEJIPURAUOD
"848 SUONIRAD] nuesuRy 51549d POUITIdNTUN JO ESRASIP JOAII BARTY ‘OSTOSIP JOAI JO AICISIU R 8ARY
Lo\uca_o.coo_n..o&a?,.!v_aaanun:n!t:ncooo..?u!uaa:_8385§u§3u_3€c§>§<

_. e e Ay b e
. g ; @5E9.0u UR PIFOYS “9A|0S 8 SERIEULOUGE BUY. INun PRICY] I

131382.13Y) S..a:::a_eun 3+9) Ajjesporaad pus ‘asop Jo uopradpd uw__oau oum um_e:a. : &uecsh_é;ucﬂswma 0 KROUOW £ 1)) Bl UJ 920 AleseueB seBusys ewlnie
Auv pue Adeiay) Jo uopnepjul 3y YIoq JujMo[j0) sHIIM 7118 pus SOOI 10-50)-AHUO OO PUS-DIOP-A-LONSASI-0-Kd eI JO-LONINIV-MYYS-D SO

03 Jopad pawaoydad aq 53593 uOJIUN IIAY] JRY) PapUI . j ; j e e
uap } q 3593 uopauny H3BY) PIpUIUIO2aL 513 URBISBAINE O PEINDES @ LM JUSLABRI PENUNUOI SUONEABIE | 1 lusisissed v Suensd Of jo
ueawybi3 'eeenbas ini SPAY] JuLTeana.d Jaou JO 0F PALIMES SIAS| SSBUNLIESURS) 'UORBNURUOISIP JO
‘vondnuauy 8nip pas esop uodn. 'swodwiAs J6 subis eI|D JBLO JO B8IPUNSI LIIM PAEIOSSE 10U
osam siuened sawo ul-(L47) $1581 UORSUN) JEA); U| SeseadU} ﬁao_vc_._n?oao_oiu S{e1A 1e91UNd V) uened BuQ
N : o *Apansecises Bt 08 pus Oy
’02 ‘04 20} %C'Z PUR LT K20 W0 SEM SORIFLLIOUTE 95410 JO S5USPDUT MYL S(FLS (I[UID U] URKISEA

. ~JOIR POATEIRI OUM B 50 84,0 U1 P! L unJes t (suop HOWX Z U0

ade . INTN] 1ewsoujo SRuRNddn o(n $ALLR £<) SUSREASTS JLNISIENG UONIUN] JOAI! IO SAIBULIOUGE [BILOLD
) P v d . 019 UM POIEISOSSE UBE] BATY "S0)de0u BupamOPIdI] JLNO BWIoS 8|l "SICTIQIYU] ESTNPa) YOI DINH
wnioe) 7 SBAIO}Y : . . . . e .Ap!ﬁk_sﬁ

L) so
i - _t\ NIVHY M



oL> srepied 16 6853 01w esem uonsindod s uj soudy Jo Koealye pue Kiojes ous "swened 122
U] perenieas Ueeq sy Xep/Bui 0§ 01 dn sidrn JO sesop LM s:9eK 012 059 $1NPe Ul 83UBecXe 1RINTE.L

o snepen
‘afe Jo teek § Mojeq sem suened eseun O-0UON

'sjuenud 8sey) UL POYOAEI 0J0M SO7))[PULIOUQY [RILUSUIOIQ JO |EIIUII ON ‘Hd snoBAzowoy s sueped g
u] Jeek | Joj Kep/Buugg erdn soidiq Jo sesop oy penu|l §) voneindod spneiped @ uj esuspedxe E,oc.aom_h
oS 3neped

"(SNOLLYJIGNIVELNOD ees) peej-isee

U pnoys ..B_n_l_,a.e._xscoﬁ.o? saugju) BUISINU U SUORRe) BSISADR JO) RRUSIC O] JO 8SNEIeY LU
$JOL0W Jjetn u| .n,S.._.o.i_o%uonmo._ '9%0F PUB %08 JO SleAs| Brup JeA)| pue ewsed pey sdnd jes BuisanN
ooy Bupiny

. ‘$110; O O SpIeTRY {enueiod sy 01 s¢ uieBe pesiape Juened aLy PUT penuUNUCY

-51p 6q pinoys 3| +oud.Bunier ejum usuBe.d $6LLI028G UBLLIOM L3 J| 'SPIEZRY 1enused e jO peuLIoju)
)\ woo 03 Aextiun Aluby ese siuened yons ueym Ko epueed Supeeq-piud jo

nous Jolid[ “fousuBesd jo Jesewin 16y ety BUNP ee)ins sujweudwvon
Ol URLLIOM @ 01 WOq AQeq @ U) (UONRII0SI® YILYA) BISenE [PUD pUR ‘wimsy
jseBeydose-ceysen: 18P Kuoq [@1[ueBuod sreaes JO Lode. 8UO Lieeq SBY 86y, "SIONQILM| esmONpel

VOI-DNH & einsodie sUPSINRAU| BUMG|O) PeAIeans useq oAy sej[siious [Bauebuod jo suodes esey

I “Repbus émm 19 DN uewuny eu (ByBuw §22) sewn 22 pue
nosa-pue Aep/BuBitl 00| 19 esusULIONed POIGIO)) pekeiep sem jusiudopaep
LB PUE *1Z 'y SKEP 19 PUD UMIQ 1P pesBesdep SeM Eo»az Kpog dnd :KepBy/Buw
y sdnd W) _.m pug y skep uo pesesscep sem 1ublem Apog KepSybu 522 LM
pesop-sisyow Jo sd G- pue *SUITem ‘®Euceu 'ULIQ 17 [RAIAINS dnd peseesdep sem eey ‘(Bu)
-ueem) |2 Aep opwiorjorubnduus | fKop uopmsed woy; ‘Kep/BwBu §22 J0 ‘001 '0Z eI siwi U Kpms @ U]
*(y/Buy gesR 83epns WO peseq einsodxe uewNY eyl (1QQRY) sewn 02 40 {10.)-sOLUN OF INOQY

j0 sadnInW U pEYINsEl sesop esey Kep/ByBul 001 o dn $83CP 1@ $1/qQRJ U} 4O Kep/ByBuw 0gg o1 dn
$050P 18 $184 U} 9UOBOIRIE) 10U-STM URRIEIAIOYY Ruse|d ([SLIMmBW jo 18 0 us[RAINbe JeA)) |10 Ul AS]
@ S8 oFeL PUR MUeoR|d joU 8if) $05SCI0 URRISPAIOTY "PRUSIIQEISe USBq 10U SBY UeLIOM Jusy 1d uy Aejeg
- SNOLLYIIGNIVELNOD eoS

T x KsoBeyey fousuBeud

AaeuBayy

‘supe£ omy Jo) BB oZ1 40 ‘0 ‘0L, JO sesop ueAlB sBop u fBopuedoysy

001 1@ pesop £18

ueBlo eAponpod JeewIoIvd ULIIOS UO $150)16 6SIBADR OU DESTISd UNTISSAINY wseds [puouqe
pesesou} pus 'UORE 62 peey phewueds ‘Qnow wieds pestelsep pey Bunew: 0 Joud syeem || Joj
Kep/n/fuw oot LAl WA B/ 01 10 JemO! sem 1uBlem euiApipide pue ByBul 0oL PUE-OF 19 JeMO|
RAnuediubis esem: ) {(es0p BLl).0g-8LN 38 Y UELLNY BLY FALLR 91) SLILCL § JO) URMSSAKNE
Jo KepBy/Bu oL Wi 81504 0 1O 2 JO $iwApipide 8u u) Brunsedse pue oisuide sem eseu ), ‘Alie; u)
sefupys ou PEINPO) sodie urLuny ey sewn §1) By/Bw 51 o1 dn sesop @ pouioped 5191 U] selprmg

. 1581 SNOIANLOIONU BSHOL OAJA U] 817 Uj eAREDeU STM URRISTAIYY 'S[[8d
Bun] Jesuiey eseulRY Ul UORULIGR [FLUOSOLIOILI 8L PUP.'S1ed Buni Jerswisy oseuly9 u| Aeste won
N PIBMIO). L 109°8fioUeyasT PUS WNLNUWIUDAL 0/IeUoLUIBS WNIM 15e) seLyY oy woneane
2110qRIeW INOYIIM PUS WiIW 0158 BUIMOIIO) eu U 31ueBoIsei2 JO JUebTNLU 10U sBM UNWISTAINT ‘DN U
o ‘9$0P [040 B 0g UL JOyR
sJnsodxe SnJp ewse) iy Useus ety sewun 9 Aleswixoxide jo seniea (y2-0) QNY wwiseid e peunaso
sBulpuy ese (oUL18; 85OP-UBIY U} SRLOUIIIED JBAI| PUR $O{SLLI 8SOD-LIBIL i) SBLUOUSRR JOAl U}
esweau B3| uB)E & Uf peinses-Kep/By/Ow 00F 0 '002 ‘001 LeAIB edjw Ul fpms AdiueBouded seek-z v
tasop 1RJo Buil 08 ue Jeye ainscdxe Brup ewsed uswiny

uesw et seUin'g neiixosdde jo enieA.(¥2-0) JNY wuseid @ quesesdes 8sOp sk) ‘TWOIESOIGY @
SeM 8J8L] JOLICUR U|PUR GLUOSIISTALIOPGRS @ SBM 8.18U) ‘8UO U] iS8|BuLs) 850p-UBIY | 198N Ul PUNS)
olem sJouim 80 2 ‘KepBi/But 00L PUL ‘OF ‘0L JO SIPAS| BSOP 18 $19J U] Kpms Roruebouived Jeek-2 e u|

Ao 4 jo yueiiedur 'sisousBaingy ‘siseueBounued

-

'0s0p
pepusLLLLode) jseyBity e Bupter susluny uj eael Bnup uesw ew uew JeuBiy sewn Of INqe. sjeae) Srup
ewse|d nﬁ:w.@.& op ©1¢ UoJys®) Jepuedep-esop v uj sBOp reuuou Ajeaulld Ui (s1eqy a1emoed

spRejiuM) uonsssusBep oateu 3ndo pesnpald sse1a S V| Brup s Aeonueys
6L JOLNO L3 [M Pereen S0P U| peAsesqo ueeq sasy ‘sededs Jeinssealsed Jo uon

. *KepyBuJ 08 JO ©SOP UBLUNY POPUSLLLLIOS. LINLIIXELL 6l UO peseq

v ULy SYy (19J) S0 G 018 PUT (8SNOW) SBLUN || 01§ 6J0M £850D 85aUL ‘ReprBwBul 001
- Kep/Bw/Bul ooy ©) dn sesop 18 s188A 2 03 dn JO) JUBLLATEN JIUOIYD J8YR B []]
NO ON *Apmis seek-7 8 uj (Kep/ByBwi ow 1@ euo pue Aep/ByBuu 0| 10 pereen
306 U] UBBS STM LIOISINALOY 31ucy 816u|s i *Aep/Biul 08 JO 850p LeLUNY wmMIpERW
10 ‘TN SAIND Btpi-sepun-sese swse(d vewny ew seWN 91 Kmpulxosdde euns
s1-080p B/Bu 071, oYL, ‘Kep/SwBul 082 @1 dn sesop BupRIease JO SeeMm | | Jeye
UONIPUOD PURGL 85])109¢ SBM 1911 BOD BIoLIe) JILAOUT U| LBSS 8J0M UONTIONIVA BAIEU IR0 PUY
ebeyLotuey Ufelg ! Wp/BYBI O 19 Suiuous g Jo) pereen Bop eisLue; @ U] Uees SBM eSeylowey upig
, . Appot SND

“eUpHewd Pue ‘suUcRIOUCI|ds '8j0TRUOIGIEY ST LiINS 'seuCLLLIOY PloIals snousBopue

3 Jou eseesoep ARt 19 SENIP LM ANUSILUOSUOD PRISISIUILLPE 5] JOIIUU| 0591
oXe 64 PINDLE USANED 'UMOUXUN 812 USLLIOM esnedousiwed uj s)xe ppeucB
"oy 'siuened jo slequinu senbeps U peipms ueeg U oavy Ajinve) srpw
WH J2 3120518 6U ‘SAJesEY [PUBIPS S|odilt JO UONB.ALEILOI KINICD wwiseid

1859 @3NpeJ 108 SEAIOIR 10UY UMOUS AR $8IPMS (B3(UNID 'uopanpad proses [epeuocs sopue
{PueIpE UNIQ BT REINEIO0N) PUB SISBLIULS 10J6158104D LAIM 8J8L1EIUI SI0HQIUU) 85PINPO) YOO ONH
et . ) . ) . . - LONILN | SUOPAY |
‘G 238d » ok ‘PeIONPUOY Liseq 3:.!2&5:0? aljoeds v~ " eoRSeIeU] 'SUON
. S = 5RO OSIBADR TWUSLIBIS Kieojuld JO0ueDIA8 INOWIM AdRley) Juewuedr - TN uesiuebieeals
C.:w..ao._.:m 0 ,...w AJO}Y . yeredAynue Uit _..,,.__S._an.o.o POSN SBM UGRISTAIOS *$HIPMIS [S3[UI9 L L e 102 SN0
P ) " :

. queuneen upep:. - aaeKilAieced sjuened
9ua._sn.:_Euu:oEsoEzE..._Eo._So._acouuo:oucu,oczoﬁa__uoa__uo.._un:casquS(Etuva\s



WARE) -

e

g o884

dBAIO}Y

VULV UNRISTAINN® s3uByUe Anuesyiubis o) pe1vedxe jou 8 siskivipowey ‘sumoud swiseid ¢

Butpuiq Brup enisuesixe 03 en@ pesinbes st peMNSY| seinstew eapuoddns pur ‘eonewondiuks peiven o
PINoys Jusned 8L ‘SSOPIBAC UB JO JUSAS 8L U '8BRE0PIAC UNRISBAIOE JO; UeLLRe. 31j13eds OU 5| el
JOVSOQUIAL

"suiepe spouneuciBue :Bumolio} syl epnisu) Brup o1 diysuoneies 195nEd OU BARY Kew JeL) PUB ‘8ACq

PEIS|| 10U B4R 19U) "UOASNPONV] J0XIBLY BSUIS.POAIBIS LIBEq BARY 10LY 1091d7 LnIm peedosse SIUOAB OSIOAD!
o suodey uopanponunso,

eiysered ‘ejuedsikooquuady; ‘AnedouspeydwA; eusue 'sisowkysoz auesks speydufy pue spue)

) ) ) BrueskiBodAy ‘Ul yBem Jnoi

‘peseesou] esououdsoud eunee.s ‘erusskiBiedAy ‘éope ereydued SuepIosK] PLORIRNN PUT InOGYIeY
’ 'uofsuevedAy ‘suoived ouBug Uiyl
‘spigerud ‘uorsueiodAy [eimsod ‘eureifius ‘edosuls 'uonee|[poseA ‘UonRIdiRd AUMSAS JenaseAOIPIY

: ‘uoissented 158 ‘sSO| 0359 ‘RRUSOIBC

‘ewooneb ‘sseu vep ‘sBeuuowsy eke J6pJos|p uonaeyes ‘seke Aip 'smiuup ‘widokiqury sesues eweds
‘aBeyLowey supein Loy

“inov(® jeuriouqe. ‘Sauetin Aieuun ‘uopuerel Aieupn ‘eousupuo) KIBupn ‘spuydeu ‘e Beyuonew qusu
-ofelue 15p00q '8 nq(e ‘eBeuuousey [eu|5eA 1589.q S)isAo0uqy 'snuAPIRIDS ‘BlUMICU ‘ENIN3|es et
PP} "BHrisAp .&e.s& sumeuey ‘siinska ‘Kauenbey; Kieupn ‘uopses) 19es Aeuun sumsks mueBox
o ' “102in UpIs ‘'veyLqe!

‘wuiezoe ‘elediUn ‘Buse ‘Bupsems ‘ups Kip ‘ejoedore 'spjsiulep 1983400 'smpng soBepuedkdy pus un

’ *sntsoku

‘8JMIRNUOY Shou|pliey ‘elueliseAul ‘spAculsous) 's)j|sing 'sduwiess Bej ‘snpyny aueysks mejesomosny
‘equoisedAy 'eiseunsedAy ‘uossesdep ‘e

upedAy ‘siskieied (8126} 'sjlj0ue) ‘Auiedoineu wieydued ‘voneu|psocau] 'A)|I|qe) [BUCHOWS ‘Peses s
OPIqI| 'SUIESIP IPULIOUQR ‘BISBLLUT ‘8B OULIOS ‘BIsensesed 'sSeUZZIP BjULIOSU] ALBISAS SNOAJSN
*sixwiside ‘ewse ‘veudsAp 'ejuowneud ‘s ‘spiuouosg aueshs Axnendsey

'821pUNE['IISLI0UD 'SANBIOURD 'SHNRABY SANLOIS BARIRIEIIN "SILLISBUSY 'J831N LIBLIOY

‘eBeyuowey whb ‘suejeu ‘spusus ‘e 1BeydsAp ‘ie3in [RuepoNp 'snilies ‘uted Aiejq 'sppswas 'sypedds
pespey IOUR 'UO1B.I83IN. LaANOWI. 'S R|$$0(5 ‘Uon=IaNnIe ‘sniBeudoss ‘sBruLioey 9198l ‘LINOWL

Kip 'sppnssl LIOA ‘$RYI09 ‘[PLELIOUGR §1881 LORIUN JOAN| 'shelueonseB ‘Fesney aueisis eansebic

) ] " qweps pez

-feJeus ‘uonovesKiatiisu ud 'esiieiL 'QIPIBI NeU "Jons) ‘BLeps ede; ‘ied 1seyD elouM ¢ s¢ Apog

: 'sjuened jo 92> Ul POLNIX
edy uieyduy $1UBAB:OLY. PUR SjueIRd JO 922 UJ POLINIIO SI([B3 U] SIUBA® BUL 'S|BI] [S9|U]12 Uj URSISEAIONE

WNIM peieen s3 fanesnes jo ssejpeBe. ‘peiode. eiem s1uBAe BsseADE BuMO)O] 8L
00 75 TE Tt IDIeAA
00 00 02 K beny
WALSAS TVLITINSOTNOSNW
bl 8t 8 8t Lo usey
. SIOVANIJIY ANY NIXS
12 DR . 0’0 s sl sniBulieyy
[ &) T 0'0 .82 9T spisnuis
’ WALSAS ABOLYUMASTY
[N £t 87 %4 £t odue|nie| 4
12 gL 82 £ vy wsdedskg
£'s gt 0'0 Le s'L pouLIRIQ
it b4 0'0 %4 8l uopedpsuod
WILSAS INLSIDA
00 5t 00 - 22 &'l sjuelnsy
00 £l 82 80 97 uojjoeey 916Je(ny
(M3 gt 0'0 82 o€ uled 3009
12 8¢ 00 82 Lo ued [PURLOPaY
2¢ 52 0'0 22 61 ewoJpuls njj
e 48 0'0 t4 e Lanfu) {eiuspiaoy
v'9 52 Lot v's o't sysepee)
rig e Bz £oL oot  uopoepy
. L ) JIOHM ¥ SY AQOH
re=N eL®N 9t 2N £98= N 0LZ=N
6w gg  Buwrgy Buw g2, Bwi o1 JUBAJ eseApY
upenseAlony e_.p., JSOAIOYY ur oYY unejseAloly oqedeld . \W3LSAS AQOS
(swvenied jo %)

| $91PMS PEJIONUOY-OqEOR]d Wl SIIBAT OSIOAPY ") TIGVL

3 . ‘¥ BIQE L U) UMOUS 818 "JusLISSesSR L1{19sNes JO sseipiebe)

"URFISBAION JO SSIPMS-RIIUID Pe(lonuo-0gedeld Ut stueped jo %22 U peode. sesuspedxe esieApy

. seauepredxy esteApy fearund

‘uied |euptiopqe pue ‘esdedsAp ‘ea ieimey 'uoned)isuos

0.0/ UNUISPAIOIR 01 POIS10. 64 01 1UBNOL) 51UBAS 8XIBADE JUeNbeL) ISOW Bp-— = 3 c1eqmngLme
$05UsLEIX 8858ADR O] 8NP PENUAUOISID Slem siuenvd O %2> 't ‘se|pms [eafuyp
Peionu0a Uj WIelsues) PUR PIIL Ueeq ABNsn eary sUonoReIesBADY Pi T jeueB s|uoydp

T AoV 3sy3anav



L

4

wnore

-

o

A1 T
*1SBALO}Y

£209§5L0

LL00L AN "HOA MmN

" vl ¥3aZidd

- PUB 07 LAQLIET-JaUIBAN JO AIQ
SIAYQ-INYYd

:Rq perexieiy

, ANVINY3O NI 3QYW
VSN 0580 CN 'Sueld S1.UOW
02 MeqUIT]-10useAA JO AIQ
SINVA-INUVYd

L6881 JOQUIBACN pesiAGY

‘00 WeQuURT-teuIBA 'L8BL @

1

‘uopdpasesd inouim Buisuedsip ni_:o..m M@ |Jopp 4 - uopne)

fdsnoees](d LL 1 489)2QFZAQ0Z eamiriodiue) 11002 PE{|ORU0D 18 6J01S
sBrnns

08 /o semoeq £2-L510°LLOON

"J8L10 8U3 U0, 0., PUS 6PIs U0 UC , LS| Qd., POPOD syeiqny Bu of

$J81511q 80P [UN 0L X 01 Or-9510-1LLOON

. 08 /o $e0q £2-9510-1LOON

18410 BU3 UG 02, PUB 8D]S 8UG UO 851 Od., PePod Meqm But 02

$18751q ©SOP 3UN OL X 0L OP-§510°LLOON

000§ Jo $0m0q ¥£-5510°LLOON
08 J0 s9MOq £2-5510-LLOON

'J0L30 83 U0 0L, PUB epI$ BUO U0 551 Odu pepos meiqw But o1

‘upsiseAIoe B noe

puB '07 01 BUILITIUOS WINED UNBISBAIOR JO 5181q91 PeIROS-WIL '1Banditte "aum sv pejiddns s| sodin
Q3NdINS MOH

'(soneumoseULEUd

“AOOT0VIRIVEE TYIINTTD ees) Kisseoeu Jou 5| uopounisAp (Rues Liim suened u Jupuasnfpe

oBusop ‘SN U|ISISPAIOIR JO UOISNPEJ D-1F7 JOU SUONRIUBIIOD swiswd 8y) 10048 10U S80D BSROS|D [TUEY
o Kauepynsuy feusy LI NIvened Uy ebesoq

. “(suonsese Brup-Brup seuno Jo; suopIRIS| Bnig ‘SNOLLNYIIYd PUB ‘Bjosnin

187910%S 'SONINYYM 085) pepioae eq Kielousf pinoys seiesqy pue SIONGIYU| eseIonpel YOO OWH o

UORBUIQLLIC) By "198}e BANRIPPE 10 U|se) Buiputg PIo% 8(1Q @ LM LONRUIQUIOS U| Pesn eq hoE. UPNSeAIY
: i ) Kdeseyy Wwnpuosuogy
‘s|qRIRARUN

8.8 S1UBLLNEEL) YINS J140 Susied eseuy U| (siseseude a7 'Be) siuewieely Bupemol-pid)) Jeuio & wunfpe

uw s¢ petn 6q PINOYS ,._B_a: -Aiep Bus 08 01 0L $1 Ha snoBAzowoy yim swened ufJaid|])o eBesop oy
erueiosmsejorpsediH |eimure 4 snoBAzowoy
‘Adwietn

10}|UOUL 0) POSF-BE:2¥-(B10) PINCUS '8|qRIIRAR 10U 8.8 S[ene| 107 JI AIUO ‘esuodsel Juswnses ssesse pus
eionIU| 01 POSN 8 S{eAB] T-107 1L SPUSLLLLOISS dION BU) '5-107 JeMO! &1 5| jueuBeN JO 1908 iy 02uS
) .»_omuu..ouou peisn(be ebesop

pue syeem § 0 2 UluYm pezkieus eq pinoys sieast pIdi 4G1Idr o UORRAR USKN JOPUR UORER)UI Sy

*(¢ 1QL U] PEZLBILLLRS 'SeU/0pNg JIIN 00s) esuodses pue Adeley Jo (eof o1 BuIpJoIIe PeTiIENPIAIDU 6

pinoys Adessty( ‘POOs INAUIM JO LAIM ‘Kep Bl Jo ewn £ud 18 850p e1BU)s § $9 PeILISIUNLIDE 8q UBS JOYd1

‘Alep 83uo BuJ g &1 0L $1'e6uRs ebrsop ey ] ‘KIiEp 83U0 Bui o 51 J0ud[T Jo 80P Buneis pepusILLIOde. oL

o X {an pure epsediy

vosyoppass) epsBi|IsAQ Pexny pue (RIIRUSUON pure [efinuE] snoBAzosmeH) erumicimselotasdiy
Sondi] LM weunses= T T $1U) UG BNUNUOd

us juened ey,

pinoys pue Joiid Biliateses esojea s_v.ucro;o.._okﬁo_oﬁ pIRPUMS © .,...A..

N¢ _4# GNv 39vS00



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0297
PUBLIC HEALTH SERVICE xpiration Date: November 30, 1996

FOOD AND DRUG ADMINISTRATION 7 US ER FEE COVER SHEET

" “sblic reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing instiuctions, searching existing data sources, gathering and
‘ntaining the data needed, and completing and reviewing the collection of information. Send comments regarding this burden estimate or any aspect of this collection of information, including
ggestions for reducing this burden to:

Reports Clearance Officer, PHS and to: Office of Management and Budget

Hubert Humphrey Building, Room 721-B Paperwork Reduction Project (0910-0297)
200 independence Avenue, S.W. Washington, DC 2050

Attn: PRA .

Please DO NOT RETURN this form to either of these a;idresses

See Instructions on Reverse Before Completing This Form

1.. APPLICANTS NAME AND ADDRESS 2. USER FEE BILLING NAME, ADDRESS, AND CONTACT

Mary E. Taylor, MPH

James A. Parker, Jr. A
Parke-Davis Research and Development

Parke-Davis Regulatory Affairs

201 Tabor Rd. Warner-Lambert Company
Morris Plains, NJ 07950 , 2800 Plymouth Road
Ann Arbor, MI 48105

3. TELEPHONE NUMBER (INCLUDE AREA CODE) -(3 13)996-5000

4. PRODUCT NAME
Lipitor® (atorvastatin calcium) Tablets

DOES THIS APPLICATION CONTAIN CLINICAL DATA? [ ves : X wno

IF YOUR RESPONSE IS “NO” AND THIS 1S FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM

6. USER FEE 1.D. NUMBER . . 7. LICENSE NUMBER

8. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

|:] A LARGE VOLUME PARENTERAL DRUG PRODUCT ] THE APPLICATION IS SUBMITTED UNDER 505(b)(2)
APPROVED BEFORE 9/1/92 {See reverse before checking box.)
O AN INSULIN PRODUCT SUBMITTED UNDER 506

FOR BIOLOGICAL PRODUCTS ONLY

O WHOLE BLOOD OR BLOOD COMPONENT FOR : [ A CRUDE ALLERGIC EXTRACT PRODUCT
TRANSFUSION'
| BOVINE BLOOD PRODUCT FOR TOPICAL | AN “IN VITRO” DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9/1/92 LICENSED UNDER 351 OF THE PHS ACT
9. a. HAS THIS APPLICATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? | YES | NO

(See reverse if answered YES)

b. HAS A WAIVER OF APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [1 -~ ves O w~o
' (See reverse if answered YES}

This completed form must be signed and accompany each new drug or biologic product, original or supplement.

\INATURE OF AUTHORIZED A OMPANY REPRESENTATIVE | TITLE DATE
[ Director
Adpvertising and Labeling :
A ) March 2, 1998
Worldwide Regulatory Affairs '

FORM 3397 (12/93)




