
UNITED STATES DISTRICT COURT
EASTERN DISTRICT OF WISCONSIN

                                                                                                                                                            

UNITED STATES OF AMERICA, 
and THE STATE OF WISCONSIN, 
ex rel. DR. TOBY TYLER WATSON,

Plaintiffs, 
v. Case No. 11-CV-236

JENNIFER KING VASSEL,

Defendant.

AFFIDAVIT OF BRADLEY S. FOLEY IN SUPPORT OF 
DEFENDANT JENNIFER KING VASSEL’S MOTION IN LIMINE TO PRECLUDE

REFERENCE TO GEODON PRESCRIPTIONS

STATE OF WISCONSIN )
) ss.

COUNTY OF MILWAUKEE )

BRADLEY S. FOLEY, being duly sworn under oath, deposes and states as follows:

1. I am one of the attorneys representing defendant Jennifer King Vassel in the above-

referenced action and am authorized to make this affidavit on her behalf.

2. Attached as Exhibit A is a true and accurate copy of the supplement to the plaintiff’s

initial disclosures.

3. Attached as Exhibit B is a true and accurate copy of the October 30, 2013 letter from

the State acknowledging the records request.

4. Attached as Exhibit C is a true and accurate copy of the November 25, 2013 letter

from the State providing the requested information.

5. Attached as Exhibit D is a true and accurate copy of the American Hospital
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Formulary Service, 2005 edition, information for ziprasidone.

6. Attached as Exhibit E is a true and accurate copy of the United States Pharmacopeia

Drug Information (USP DI), 2005 edition, information for ziprasidone.

7. Attached as Exhibit F is a true and accurate copy of the Physicians’ Desk Reference,

2005 edition, information for ziprasidone.

s/Bradley S. Foley          
Bradley S. Foley

Subscribed and sworn to before me
this 26th day of November, 2013.

 s/Carrie Wentland                              
Notary Public, State of Wisconsin
My Commission expires: 1/19/14       
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IN THE UNITED STATES DISTRICT COURT
FOR THE EASTERN DISTRTCT OF WISCONSIN

MILWAUKEE DIVISION

UNITED STATES OF AMERICA, and
The STATE OF WISCONSIN,

Ex rel. Dr. Toby Tyler Watson,

Plaintiff,

JENNIFER KING-VASSEL, CAPS CHILD
& ADOLESCENT PSYCHIATRIC SERVICES,
AND ENCOMPASS EFFECTIVE MENTAL
HEALTH SERVICES. INC..

Defendants.

Civil Action No.: l1-C-0236

FALSE CLAIMS ACT
MEDICAID FRAUD

JURY TRIAL DEMANDED

SUPPLEMENT TO RELATOR'S INITIAL DISCLOSURES

Pursuant to Fed. R. Civ. P. 26, Relator-plaintiff Dr. Toby Tyler Watson hereby serves these
Supplemental Initial Disclosures to Defendant King-Vassel. Relator has discovered documents
from Walmart Pharmacy, not listed in Relator's Initial Disclosures, that were produced to
Relator in response to a records request that was submitted after Initial Disclosures were
exchanged. These documents may be relevant to disputed facts alleged with particularity in the
pleadings, and to damages calculations.

These disclosures do not constitute waiver of any work product protection and are without
prejudice to any other issue or argument. Relator reserves the right to supplement disclosures as
additional discovery is undertaken.

Dated: September 4, 2013 Relator Dr. Toby Tyler Watson, by

/s/ Rebecca L. Gietman
Rebecca L. Gietman
805 S. Madison St.
Chilton, WI53014
414-84t-7 t73

EXHIBIT

I Þ
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Kitty Rhoades
Secretary

State of Wisconsin

Department of Health Services

DIVISION OF HËALTI.I CARE ACCESS AND ACGOUNTABILITY

1 WESTWILSON STREET
P O BOX 30S

MADISON Wl 53701"0309

Telephone: 608-266-8922
FAX: 608-266.1 096

TTY 711 or 800'947'3529
dhs.wisconsin,gov

October 30, 20.l3

Bracfley S. Foley, Attomey
Gutglass Eriikson Bonville & Larson, S.C.

735 N Vy'ater Street
Suite 1400
Milwaukee Wl 53202-4267

b ra d I ev. fo I e vlã s.ebsc, co ¡n

Dea¡ Mr. Foley:

This letter is to: acknowledge your open reco¡ds request (your file nuntber 911.19) to the

Department of Health Services (DHS). Division of Health Care Access & Accourrtability
(DIICAA) regarding eertifìed copies of the Medicaid formulary for prescription medications

Clonìcline, Risierdal, Zoloft, Seroquel and Prozac for 2007 and 2008.

Under the provisions of V/is. Stat. $ 19.35(3), the Departmenf can charge fo¡ locating records ili
the cost is $50.00 or more, as well as the costs of copies and mailing/shipping the records

responsive to the request.

At this time, the Department is assessing the effort, time and costs to locate, retrieve and deliver

the requested records to you and will províde you with that information as soon as is practicable.

You may contact me with any questions concerning this request a|608-267-6847 or
tricia.laplant@¡ryi. gov.

S¿*^
Tricia Laplant; Deputy Director
Bureau of Operational Coordination
DHCAA

cci Cheryl Jatcz:ak, Bureau l)i.rector
Phillip,Rangsuebsin, Office of Legal Counsel
Rita Subhedar, Bureau of Benefits Managenrent

RefÌ CCT #2259

WÍsconsìn.gov
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Kitty Rhoades
Secretary

State of Wisconsin

Department of Health Services

DIVISION OF HEALTH CiÀRE AGCESS AND ACCOUNTABILITY

1 WESTWILSON STREET
P O BOX 30S

MADISON Wl 53701-0309

Telephonel 608-266-8922
FAX: 608-266-1096

TTY: 711 or800-947-3529
dhs,wisconsin.gov

Novenrber 25,2013

Bradley S. Foley, Attorney
Gutglass Erickson Bonville & Larson, S.C.

735 N Wâter Street
Suite 1400
Milwaukee WI 53202-4267

brad I ev, Jb I evl& qebsc. com

Dear Mr. Foley:

This letter is to provide you with the records responsive to your open records request (),our file
number 91 1.19) to the Department o:llHealth Serviees (DI-IS), Division of l{ealth Care Access &
Accountability (DI{CA,A) regardíng the Medicaid t'omrulary ftrr prescription medications
Clonidine, Risperdal, Zolçfr., Seroquel and P¡ozac for2007 and 2008,

Attached is a repofi of the records you requested. Thís is being provided to you at a cost of
$150.60 per your prepaynrent.

l"his fulfills your open records request and the I)epartment now considers your request ciosed. If
you should have any questions, you may contact me at 608-267-6847 or tricia.laplant@wi.eov.

Sincerel¡,,

Tricia Laplant, Deputy Director
Bweau of Operational Coordiriation
DHCAA

Cheryl Jatczak, Bureau Dircctor
Phillip Rangsuebsin, Office of Legal Counsel
Rita Subhedar, Bureau of Benefits Management

ReÊ CCT #22s9

cc

Wisconsin.gov
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DATA DICTIONARY

BMN PA Required End Date

BMN PA Required Start Date

PDL Status End Date

PDL Status Start Date

PDL Status

Covered Service End Date
Govered Service Start Date
Label Name
National Drug Gode

List Provides
Field

Glinical Prior Authorization

Diaqnosis Restriction

SMAC Rate End Date

SMAC Rate Start Date

Procluct name as descr¡bed on the packaq¡n(

ldentifies ¡f there was a clinical pr¡or author¡zat¡on requ¡red for the National Drug Code. Values: Y

=YesorN=No.

ldentifies ¡f there were any diagnosis restr¡ct¡ons applied to the Nat¡onal Drug Code. Values: Y =
Yes or N -- No.

The last day the National Drug Code had a State Maximum Allowed Cost (SMAC) rate applied
Null values identify SMAC rate was not available for the National Druq Code.

The first day the National Drug Code had a State Max¡mum Allowed Cost (SMAG) rate applied.
Null values identify SMAC rate was not available for the National Drug Code.

The last day the National Drug Code required Brand Med¡cally Necessary Prior Authorization. Null
values identifv BMN PA did not apply.

The first day the National Drug Code required Brand Med¡cally Necessary Prior Authorization
(BMN PA). Null values identify BMN PA did not apply.

The last day the Nat¡onal Drug Code had an active Preferred Drug L¡st status. Null values identify
no PDL status.

The f¡rst day the National Drug Code had an act¡ve Preferred Drug List status. Null values identify
no PDL status.

Preferred Drug List (PDL) values: Y = Preferred Status or N = Non Preferred Status. Null values
identify no PDL status.

The last day the National Drug Code was available as a covered service.
The first day the National Drug Code was available as a covered service.

Unique code assigned by the Food And Drug Administration. ldentifies the manufacturer, the
product inqredienUroute/dosage form, and the package size.

Products selected based on coverage available between 1l1l2OO7-123112008.

Products available based on manufacturers having a signed federal rebate agreement with the
Center for Medicare and Medicaid (CMS) and are not considered less-than-effective, as
determined by the Food and Drug Administration.

First Databank is the drug clearinghouse used by Wisconsin Medicaid.

Description
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11t25t13

00228212710

00049496050

00049496030

00049494023

00049491 094

0004949'1073

0004949r 066

00049491 041

00049491 030

00049490073

00049490066

00049490041

00049490030

00002300475

National Drug Gode

0031 0028355

0031 0028339

0031 0028260

0031 0028255

0031 0028239

0031 002791 0

0031 0027839

0031 0027834

0031 002781 0

0031 0027539

00310027534

0031 002751 0

0031 0027460

0031 0027439

oo310027239

00310027210

0031 00271 39

003100271 't 0

00228212910

00228212850

00228212810

00228212750

SEROQUEL 4OO MG TABLET

003 1 0027939 SEROQUEL 4OO MG TABLET

SEROQUEL 50 MG TABLET

SEROQUEL 50 MG TABLET

SEROQUEL 50 MG TABLET

SEROQUEL 25 MG TABLET

SEROQUEL 25 MG TABLET

SEROQUEL 25 IVG TABLET

SEROQUEL 3OO MG TABLET

SEROQUEL 3OO MG TABLET

SEROQUEL IOO MG TABLET

SEROQUEL 1OO MG TABLET

CLONIDINE HCL 0.3 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL O.I MG TABLET

CLONIDINE HCL O-1 MG TABLET

ZOLOFT 25 MG TABLET

ZOLOFT 25 I\¡G TABLET

ZOLOFT 20 MG/ML ORAL CONC

ZOLOFT lOO MG TABLET

ZOLOFT lOO MG TABLET

ZOLOFT ,IOO MG TABLET

ZOLOFT 1OO MG TABLET

00049490094 ZOLOFT 50 MG TABLET

ZOLOFT ,IOO MG TABLET

ZOLOFT 50 MG TABLET

ZOLOFT 50 MG TABLET

ZOLOFT 50 MG TABLET

ZOLOFT 50 MG TABLET

PROZAC WEEKLY 90 MG CAPSULE

SEROQUEL XR 3OO MG TABLET

SEROQUEL XR 3OO MG TABLET

11112007

111t2007

1t1t2007

1t1t2007

11112007

1t1t2007

11112007

1t1t2007

1t1t2007

Covered ,

Serv¡ce Start
fìâlÂ

71112007

71112007

71112007

SEROQUEL XR 2OO MG TABLET

SEROQUEL XR 2OO MG TABLET 71112007

SEROQUEL XR 2OO MG TABLET

71112007

11112007

1t1t2007

1t1t2007

1t1t2007

11112007

1t1t2007

1t1t2007

1t1t2007

SEROQUEL 2OO MG TABLET 1 1I1I2OO7

SEROQUEL 2OO MG TABLET t 11112007

11112007

1t'1t2007

111t2007

1t1t2007

111t2007

111t2007

111t2007

1t1t2007

11112007

11112007

11112007

11112007

Covered
Serv¡ce End

Ílâlô

1213112008

12t31t2008

12t31t2008

12t31t2008

1213112008

'12t31t2008

12t31t2008

1t1t2007 | 12t31t2008

11112007 \ 12t31t2008

12t31t2008

1213'll200a

12t31t2008

12,3112008

12/3112008

1231t2008

1213112008

12!31t2008

12t3112008

12t31t2008

513112007

12/3112008

123112008

1213112008

101912008

101912008

12t31t2008

't2t31t2008

10t9t2008

1213112008

10/9t2008

1213112008

1231t2008

12t31t2008

121311200A N

12131t2008 : N

Y

Y

Y

Y

Y

Y

Y

Y

N

PDL Status Start

.Date

1213112008 , N 8t1t2007

12t3112008 N 81112007

12t3112008 I N 81112007

81112007

11112007

811t2007

111t2007

1t1t2007

1t1t2007

11112007

11112007

1t1t2007

111t2007

11112007

11112007

'U1t2007

1t1t2007

1t1t2007

111/2007

11112007

1t1t2007

11112007

111t2007

1t1t2007

1t1t2007

11112007

1t1t2007

1t1t2007

1t1t2007

11112007

1t1t2007

PDL Status

12t3112008

12t31t2008

123112008

12t31t2008

12t31t2048

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

11112007 | tztsttzooa

1213112008

2,2812007

228/2007

228t2007

212A12007

212812007

2t28t2007

2t28t2007

2t28t2007

2t28t2007

2t28t2007

2t28t2007

2t28t2007

2t28t2007

1213112008

BMN PA
Required Start

ñ¡ta

1t1t2007 | 12t31t2008 i

1213112008 tl

31112007

3t1t2007

31112007

311t2007

31112007

31112007

31112007

3t1t2007

3t1t2007

311t2007

3t1t2007

12t31t2008

12t31t2008

4t1t2007 I 'tztzttzooa
12t31t2008

12t31t2008

1213112008

1213112008

12t31t2008

12t31t2008

12131t2008

12t31t2008

31112007 1213112008

12t31t2008

tsMN PA
Required End

nâra

11112007

111t2007

11112007

11112007

1t1t2007

31112007

3t1t2007

4t1t2007

3t1t2007

31112007

31112007

3t1t2007

3t112007

123112008

12t31t2008

12t31t2008

12,31t2008

1231t2008

't2t31t2008

't2t31t2008

1113012007

3t112007 | 12t3'U2oO8

12,311200a

31112007 | 12131t2008

1231t2008

12t31t2008

12131t2008

12t31t2008

3t1t2007 12t31t2008

3t1t2OO7 i 12,31t2008

31112007 i 12t31t2OO8

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

D¡agnos¡s
Restriction

Cl¡nical Pr¡or
Authorizat¡on

N

N

N

N

N

N

r{

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N
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00603295828

00603295821

00603295732

00603295728

00603295721

0037801 9901

00378018610

0037801 8601

0037801 521 0

0037801 5201

0031 0028460

0031 0028455

0031 0028439

0031 0028360

National Drug Çode

50458030050

50458030006

50458030001

00904565861

00904565761

00904565661

00904102761

00777512058

0090410266'1

00777310730

0077731 0530

00777310507

00777310502

00777310407

oo777310402

00677192401

00677192310

00677192301

00677192210

00677192201

006r 5257363

00615257263

0060329s928

00603295921

006032s5832

Label Name

PROZAC 1O MG PULVULE

PROZAC 1O MG PULVULE

CLONIDINE HCL 0.3 I\¡G TABLET

CLONIDINE HCL 0.2 I\¡G TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL O.I MG TABLET

CLONIDINE HCL O.I MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.3 MG TABLET

CLONIDINE HCL 0.3 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.3 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.,1 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

SEROQUEL XR 4OO MG TABLET

SEROQUEL XR 4OO MG TABLET

SEROQUEL XR 4OO MG TABLET

SEROQUEL XR 3OO MG TABLET

RISPERDAL 1 MG TABLET

RISPERDAL 1 MG TABLET

RISPERDAL 1 MG TABLET

CLONIDINE HCL 0.3 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.3 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

PROZAC 20 MG/s ML SOLUTION

PROZAC 40 MG PULVULE

PROZAC 20 MG PULVULE

PROZAC 20 MG PULVULE

PROZAC 20 MG PULVULE

Covered
Service Start

1t1t2007

111t2007

1t1t2007

11112007

1t1t2007

11112007

11112007

1t1t2007

11112007

11112007

111t2007

11112007

1t1t2007

'11112007

11112007

11112007

11112007

11112007

1t1t2007

1t1t2007

11112007

'11112007

4t1t2007

4t1t2007

41112007

4t1t2007

4t1t2007

41112007

41112007

41112007

11112007

11112007

111t2007

11112007

11112007

71112007

71112007

71112007

7t1t2007

. Covered:
Service End

ñâtô

1213112008

1213112008

1213112008

1213112008

121311200A

1213112008

81712007

1213112008

81712007

12t31t2008

1213112008

't2t31t2008

121311200A

8t712007

12t31t2008

4t5t2007

1213112008

12t31t2008

12t31t2008

12t31t2008

81712007

8t7t2007

12t31t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

1213112008

1213112008

1213112008

12t31t2008

1213112008

12t31t2008

121311200A

121311200A

121311200a

12t31t2008

1213112008

12t31t2008

Y

N

N

N

N

81112007

8t112007

81112007

81112007

PDL Sfâtu$ Stârt
Date

1t1t2007

111t2007

1t112007

7t31t2008

7t3112008

7t31t2008

121311200A

12t31t2008

1213112008

1213112AO8

PDL Status
End Date

111112008

11t1t2008

11t1t2008

11112007

11112007

11112007

1t112007

11112007

111t2007

111t2007

BMN PA
Aequired Start

ñ¡la

12t31t2008

1213112008

12t31t2008

1213112008

1213112008

12t31t2008

1213112008

12131t2008

1213112008

12t31t2008

SMAC Rate
Start Date

8t1t2008

811t2008

8t1t2008

11112007

1t1t2007

11112007

11112007

11112007

11112007

1t1t2007

1t1t2007

11112007

1t1t2007

11112007

11112007

11112007

1t1t2007

1t1t2007

11112007

1t112007

1t1t2007

1t1t2007

1t1t2007

1t't/2007

1t1t2007

1t1t2007

11112007

1t1t2007

11112007

111t2007

11112007

1t'U2007

11112007

'U1t2007

1t1t2007

12t31t2008

12t31t2008

't2t31t2008

1213112008

12,3112008

12131t2008

1213112008

12t31t2008

12t31t2008

12t31t2008

1213112008

1213112008

12t31t2008

1213112008

1213112008

1213112008

121311200A

12131t2008

1231t2008

1213112008

123112008

1213112008

1213112008

1213112008

12,31t2008

12,31t2008

12,3112008

12t31t2008

1231t2008

12t31t2008

12t31t2008

12t31t2008

12t31t2008

1213112008

12t31t2008

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

Diâgnosis
Restrict¡on

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N
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s0458030'104

50458030'101

50458039528

50458035528

5045803s006

5045803500r

50458033528

50458033050

50458033006

50458033001

50458032528

50458032050

50458032006

s0458032001

50458031 530

50458031 528

5045803091 1

5045803081 1

5045803071 1

5045803061 1

50458030503

50458030250

50458030206

50458030201

504580301 50

51 079030062

51 079030056

s1 079030030

51 079030020

51 07903001 9

510790300'17

51 079030001

51 079029963

51 079029962

51 079029920

51 07902991 I
51079029917

51 079029901

50458039530

Label Name

RISPERDAL CONSTA 50 MG SYR

RISPERDAL CONSTA 37.5 MG SYR

RISPERDAL CONSTA 25 MG SYR

RISPERDAL 1 MG/IVL SOLUTION

RISPERDAL 0.5 MG TABLET

RISPERDAL 0.5 MG TABLET

RISPERDAL 0.5 MG TABLET

RISPERDAL 0.25 MG TABLET

RISPERDAL 0.25 MG TABLET

RISPERDAL 0.25 MG TABLET

CLONIDINE HCL 0.2 IVIG TABLET

CLONIDINE HCL O.-1 I\¡G TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL O.I MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.1 MG TABLET

CLONIDINE HCL 0.,1 MG TABLET

RISPERDAL M-TAB 0.5 MG ODT

RISPERDAL M-TAB 0.5 MG ODT

RISPERDAL M-TAB 4 MG ODT

RISPERDAL 4 MG TABLET

RISPERDAL 4 MG TABLET

RISPERDAL M-TAB 3 MG ODT

RISPERDAL 3 MG TABLET

RISPERDAL 3 MG TABLET

RISPERDAL 3 MG TABLET

RISPERDAL I\¡-TAB 2 MG ODT

RISPERDAL 2 MG TABLET

RISPERDAL 2 MG TABLET

RISPERDAL 2 MG TABLET

RISPERDAL M-TAB 1 MG ODT

RISPERDAL M-TAB 1 MG ODT

RISPERDAL CONSTA I2.5 MG SYR

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET
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CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.2 MG TABLET

CLONIDINE HCL 0.3 MG TABLET
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EXHIBIT

tUse is not currently included in the labeling approved by the US Food and Drug Adrninistration

Selecletl Revísions Jotuary 2005, @ Copyt ight, MaJ 1994, Anrcr icott Sociely o¡ HeahlÈSJstent
PharnúciÍls, Iilc,

,Á.'TYPICA L ANTIPSYCHOTICS
phrenia, see Uses: PsychoneuroÌogic Disorders, in the Phenofltiazines General
Statement 28:l 6.08.24.

Dosage and Adm¡nistration

I Administration Zipr.asidone hy<tr.ochloride is adminisrer'edorally
twice daily with food. Ziprasiclone mesyläte is admin¡stered onty by IM injec-
tion.

The commelcially available lyophilized powder of zipraiidone mesylate
for injection must be reconstituted prior.to administration by adding 1.2 mL of
steri[è water for injection tô single-dose vials of ziprasidone to provide a so-
lution containing 20 mg/ml. Other solutions should not Lre used to reconstitute
ziprasidone mêsylate injection, and the drug should nor be admixed with other
dlugs. The v vigolousl
lution. Stlict observed
preservative. ziprasidor
stable for 24 light and
to 7 days when refiigerated at 2-8'C. Ziprasidone mesylate injeciion should
be inspected visually for particulate nlatter and discoloiation prior to admin-
istration whenever solution and contâiner permit.

I Dosage , Dosage of ziprasidone hydrochloride is expressed in terms of
the hydrochlolide monohydrate. Dosage gf ziprasidone mesylate is expressed
¡n tel'ms of ziprasidone.

OraI Dosage For the syrnptomatic management of schizophre¡iia, the
recömmended initial adult dosage of ziprasidone hydrochlolide is 20 mg twice
daily. Dosage may be increased after a minimum of 2 days at each dosage up
to a maximum recommended dosage of 80 mg twice daily. To ensure use of
the lowest effective dosage, however, it is recommended that patients be ob-
served for several weeks prior to upward titrations of ziprasidone dosages.
While a relationship between dosage and antipsychotic effect has not been
established, the effect¡ve dosage of ziprasidone hydrochloride in clinical stud ies
generally ranged from 2G-100 mg twice daily. The manufacturer states that
dosages exceeding 80 nrg twice daily generally are not recornmended, and
safety of ziprasidone hydrochlolide in dosages exceeding 100 rirg twice daily
has not been established.

The optimum duration of ziprasidone therapy currently is not known. but
maintenance therapy with ziprasidone hydrochloliðe 20-80 mg twicc daily has

IM Dosage For the prompt control of acute agitation in patients with
schizòphrenia,; the recommended initial adult IM dose of ziprasidone is 10-20
mg given as a single dose. Depending on patient response, doses of l0 or 20
mg may be repeated every 2 or 4 hours, respectively, up to a maximum cu-
rnulative dose of 40 rng daily.

Oral therapy should replace IM therapy âs soon as possible. Safety and
efflcacy of administering ziprasidone mesylate lM injèction for longer than 3
consecutive days have not been evaluated. Because therc is no experience re-
garding the safety of administering ziprasidone mesylate IM injection to pa-
tients with schizophrenia who already are receiving onal ziprasidone hydro-
chloride; the concomitant use of oral and IM formulations of ziprasidone is not
recommended by'the manufacturer.

r Special Populations No special population dosage ¡ecommenda(ions
at this time.

Gautions

r Contraindications Kn'o'ùvn hisrory of QT prolongation (including
ute myocardial
of QT Interval
miiani theraþy

prolong thè QT interval. (See Drug Interactions: Diugs that Prolong QT Inter-
va[.) Known hypersensitivity to ziprasidone.

f Warnings/Precautions Warníngs Proloigation of QT Interval.
Piolongation of the QT interval cari result in an occurrence of véntlicular ar-
rhythmiaS (e.g., torsades de pointes) and/or sudden death. In one study, oial
ziprasidone prolonged the QT interval on ECG by a mean of9-14 msec urore
than that obse¡ved in patients receiving risperidone, olanzapine, quetiapine, or
haloperidol, but approximately 14 msec less than that observed in patients
receiving thioridazine. In a study evaluating fhe QT/QT. prolongation effect of
IM ziprasidone, the mean increase in QT. from baseline following 2 tM injec-
tions of ziprasidone (20 mg, then 30 mg, which is 50% higher than the rec-
ommended therapeutic dose) or haloperidol (7.5 mg, then 10 mg), given 4 hours
apart, was 12.8 or 14.'1 msec, respectively. Therefore, although torsades de
pointes was not associated with ziprasidone therapy when the drug was ad-
ministe¡ed at recommended dosages in premarketing clinical studies, experi-
ence with the drug is too limited to rule out the possibility that ziprasidone may

AHFS DRUG INFoRMATToN@2005 2319

Z¡prâsidone 28:16.08.04

.nripsychotic agents ând may involve arrtagonisr:r r¡l'cen{r'al type 2 serotonergic

ü-ÉTrl re"eptors and central dopamirrc l). rcciptùrs.t' SumMon* (see Users Guide). Fol rrtldilional inft¡¡'nration on this drug
hed, the manu-
the labeling be
recautions, and
d/or laboratory

golut¡on 1 mg/mL

faÞlets 0.25 mg

05mg

1mg

2mg

3mg

4mg

Tablets,orally 05mg
d¡s¡ntegrating

1mg

2mg

Risperdal", Janssen

Risperdal6 (with propylene glycol;
scored), Janssen

Risperdal* (with propylene gtycol;
scored). Janssen

Risperdal6 (with propylene glycol;
scored), Janssen

Risperdalo (wirh propylene glycol;
scórcd), Janssen

RisperdalÐ (with propylene glycol;
scored), Janssen

Rióperdal6' (with propylene glycol;
scôred), Janssen

Risperda16 M-TAB6 (with
asparlame). Janssen

R¡sperdal@ M-TABo (with
aspartame), Janssen

Risperdalø M-TABø (wirh
aipartarne), Janssen *(

ut not
es the

Ziprasidone
I Ziprasidone has been referred to as an atypical antipsychotic agent.

Uses

r Psychotic Diso Zipt
symptomatic lnaîage use of
capacity.toprolong t d with
antipsychotic agents, use of ziprasidone may be reseived for patients whose
disease fails to respond adequately to appropriate courses of other antipsychotic
agents. (See Prolongation of QT inter:val under WarningsÆrecautions: Warn-
ings, in Cautions.) However, it should be noted that patients with a history of
resistancè to antipsychotic therapy (i.e., fàited to respond to adequate courses
of 2 or more antipsychotic agents) usually were excluded in clinical studies of
ziprasidone.

Efficacy of oral ziprasidone was evaluated in 5 placebo-controlled studies
of variable duration (4 short-term [4-6 weeks] and one long-term [52 weeks]),
principally in patients with schizophrenic diSorders in hospital settings. Zi-
prasidone appears to be supelior to placebo in improving both positive and
negative manifestations in acute exacerbations of schizophrenia and in reducing
the rate of relapse fol up to 52 weeks.

. Atthough results of a Iimited comparative study suggest that oral ziprasi-
oone hydrochloride dosages of 160 rng daily may be as effective as o¡al hal-
operidol l5 mg daity in leducing positive symptorns ofschizophrenia, a reliable
and valid comparison of ziprasidone and oral haloperidol caonot be made at
this time based solely on this study due to its relatively small sarnple size (90
patients), high dropout rate (5l..l%o), and brief duration (4 weeks). Data from
one unpublished comparative study also suggest that ziplasidone hydrochloride
(rnean dosage of 130 mg daily) may be as effective.as olanzapine (meart dosage
ol I I mg daily) in the treatment of schizophrenia.

ophrenic patients already receiving oral
ANd IM formulations of z-iprasidone is

peared
rgn.lel'ì¡

iterolle
human
artiallY
reffect

rne, ale

¡ridone

s chem-
ls sone
ras been
:ts diffor
he exact
ucidated
)st othel For additional inforr¡ation on the
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be associated with â greater risk of sudden death rhan other antipsychotic
agents. Patierìts at particular risk of torsades de pointes and/or sudden death
include those with bradycardia, hypokalemia, ot.hyponìagnesemia, tlìose re-
ceiving concomitant therapy with other clrugs rhat prolo¡ig the eT. interval,
and those with congenital plolongation of QT" intervat. The inanUfacturer states
that ziprasidone should be avoidecl in patìents with congenital protongation of
tlìe QT interval or a histoly of caldiac afihytlutias aid in those r-eceiving
concomitanI thelapy with other drugs thar pt.olonc tlre QT. interval. (See Cau-
tions: Contraindications and Drug Interaction., õrugr rhat Prolong QT Inter.-
val.)

should be dete¡-
um, maghesiurn)
therapy, and hy-
nitiating ziprasi-
ding appropriate

a e is recommended during
z s uld indicate torsades de
p a done therapy should be
da

Neuroleptic Malignant Syntlrome. Although no cases have been con-
malignant syn-
discontinuance
patierìts reoeiv-
ee Extrapyfam-
Phenothiazines

Geneial Statemenr 28: 1 6.08.24.

' 'fardive Dyskincsia. Like other antipsychotic agents, use of zipiasidOne
may be associated with tardive dyskinesias, a syndrome of potentially i.re-
versible, involuntary, dyskinetic movoments. Although emergence of tardive
dyskinesia was not specifically evaluated in clinical studies of ziprasidone, use
of tlie drug was associated with either no change o¡ small r.etluctions in the
Abnormal Involuntary Movement Scale (AIMS) scores from baseUne in one
year-long stucly of the drug. However, differences among antipsychotic,agents
in their potential to cause rardive dyskinesia have not been esìablished rlèfini-
tively. For additionaf information on tardive dyskinesia, see Cautions: Nervous
System Effects, in the Phenothiazines General Statement 28:16.08.24.

Hypergfycemia aird Diabetes Mcllitus. Severe hyperglycemià, some-
times associated with ketoacidosis, hyperosmolar coma, or death, has been

eVerrts in patients treated with the atypical antipsychotic.agents included in the
studies (e.g,, clozapine, olanzapine, quetiapine, rispericlone);,it remains, to be
detemrined whether'ziplasidone also is associated with this increased risk. Al-

een fe'"v reports of hyperglycemia.or diabetes.in patients
e, it.is not known whether rhe paucity of such reports is
ited experience with the drug.

Precise risk estimates for hyperglycemia-related adverse events in patients
tleated with atypical ant-ipsychotics currently are not available. WhiÈ some

with some atypical
rs (e.g., quetiapine,
insufficient.to pro-
the various atypical

on on man
atypical a

Cautions:

Generøl Precautions Cardiovascular Effects. Orthostatic hypoten-
sion, particularly during initial dosage titration period, has been reportêà. Use
with caution in patients with known ca¡diovascular or cerebrovascular disease
2320 AHFS Dr¡uc INr..oRMATroN@ 2005

and/or conditions that would predispose parients to hyporension (e.p. , .

clration, hypovolenria, ooncomitant ant"ih)/pertensive thãr:apyt. '" uehy-

abotrt 0.4% oI pu,..

#,l,ìfl:'lilJl"'Ài:iiì

GI Effects. Esophageal dysrnotility and aspiration have beeu ,".,-
ated with the use of antipsychotic agenrs. Use with caution in parien¡s',il!I.
for aspiration pneumonia (e.g., geriarric parienrs, those witlr 

"a"u,r".,fii.ii]kmer's denrentia).

Suicide. Attehdant r.isk with psychotic illnesses; closely sune",,,-
high-r'isk patients. Presc|ibe irÌ rhe smallest quanrìty consisrenr *irh gó"d;å:
tient management io reduce the risk of overdosage.

Sexual Dysfunction, One case of drug-incluced priapism reported 
¡nclinical studies of ziprasidone.

For additional inforr¡ation on metabolic eflècts, see Hyperglyce¡i¿ 2n¡
Diabetes Mellitus undel Warnings/Precautions: Warnings, in Cautions.

Specífic Populations Piegnancy. Caregory C. (See Users Guicle.¡

Lactâtion, Not known whether zipr.asìdone is distributecl in milk; use
in nursing women is not recommended.

Pediatric Use. Safety and efficacy lìot established in children younger
than l8 years of age.

in safety of oral ziprasidone
M injections have nol. been

ffi iit'i,l,liäïår;i",-,î

Rerial Impair ailable ziplasidone mesylite in-
jections contain sul in sodiLrrn, an excipieni that is
cleared by renal tltr ne injection should be used with
caution in patients with renal irnpairment.

Advelse effects òccurring in more rhan
iclone and at least twice the frequenðy of
extrapyramidal syndrome (57o), and res-

Advelse eflects occuriing in rnore than -5ølo of patients rêceiving IM zi-
prasidone l0,or 20 mg and at a frequency twice that reported among those
receiving IM zþrasidone 2 mg include somnolence (20%), headache (13o/o),
and nausea (127o).

Drug Interact¡ons

I Drugs that Prolong QT Interval Potenrial plìannacologic inrer-
action (additive effect on QT interval prolongation; concomitant use conra-
indicated) when ziprasidone is used with dr.ugs that are known ol.cousistentlY
obs (e.g., dofetilide,,soralol, quinidine, other
Cla soriclazine, thioriclazine, chlorprontazine,
d¡o gatifloxacin, moxifloxacin,.hàlofantrine,
mefloquine, p levomethadyl âcetate lno .longer
commercially n mesylate, probucol, tacl.olimús).
Ziprasidone al ts receiving drugs shown to caus€

QT prolongati this effect is describecl in the full
prescribing information as a contraindication or a boxed or.bolded war.ning.
(See Cautions: Contraindications and Prolongation ofQT interval uncler.Warn'
ings/Precautions: Warnings in Cairtions.)

f Hypotensive,A.gents Potential pharmacologic inreraction (addiilve
hypotensive el'fects).

f Other CNS Agents Potential pharmacologic inreracrion (âdditive
sedative effects).

I Levodopa and Dopamine Agonists Porential pharmacologic inter-
action (an tagoÌtistic effects).

I Drugs Affecting Hepatic Microsomal Enzymes Inhibirors ol in-
ducers of cytochromeÞ-45Ò (CYP) 344 isoenzyme; potential pharmacokinetic
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. ,^r4crion (altered metabolism). Irrhibitors or inducers of CYP1A2, CYP2C9,

Ëiï;" rr, or CYP2D6 isoeuzymes : phaimacokinetic intelaction un likely'

¡ Protein-boundDrugs Pharmacokineticinteractionuntikely

Halope¡¡dol ßUTYROPHENoNES 28:16'08'08

successtully tréated with an agent fròm a different class o¡ with a different
adverse e.

The decanoate ester of haloperidol is.used parenterally princi-
pally in uiring prolonged antipsychotic therapy (e.g., patients with
òhronic ic disorder). Parenteral antipsychotic therapy with a [ong-

symptomatic treatment of schizophrenia, see Uses: Psychoneurologic Disorders

in the.Phenothiazines General Statement.2S:i6.08'24r

tics and
ome) in
drug of
been be

an sq tq

or- maY

be to be

be se of
p

sYndrome) and comorbid

a in whom stimulants algne

s mitantlY with a stimulant' '

f Delirium Antipsychótic ageirts, mainly hatoperidol, have been used in

the management of deliriumt.

a dis[urbance of
may affêct sleeP,

tric illuess among
tients, and m1y be

AHFS DRUG INIToRMA'|IoN@ 2005 2321

pt¡on

PatientS

PrepaÍations

Hydrochloride

Zinrasidohe Mesvlate

fargnteral
For lnlection, 20 mg (of ziprasidone) per Geodonù (with sutfobutylether p-
for l$'use mL - ,. , , clclodext(¡n sodium 294 mg/ml),
only , . Pfizer

Selected Re¡'ísíons ,lonuøry 2.005 , @ CoPlr¡lh|; Sepr¿nthet 200 I ' 
Anet icoil So(¡cty of Heilth-Systeilt

Phonuc¡¡lr,lilç , ,,. tl

28:16.08.08

Haloperidol
I ' Haloperi<iol is a butyróphénone-derivative antipsychotic agent'

ses
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7 3008 Zinc Supplements (Systemic)

Persons Canada

lnfants and children
Birth to 3 years of age
4 to 6 years of age
7 to.10 of

Deficiency (treatment)-
Trealment dose is individu al¡zed by prescriber based on sever¡ty of

deficiency.
ICopper absorption inhibitorìr _

oral. 22.s to 34 mg elemental zinc thrce times a day.

Strength(s) usuailv avaitabte
U.S.-

25 mg elementa I zinc (110 mg zinc sulfate) (OTC) fOrazincl.
50 mg elemental zinc (22O mg zinc sulfale) [Orazinc (OTC); Verazinc

(OTC); Zinc-220 (of Cl; Zincate (Rx); oerenrc (RX/OTC)1.
Canada-

Not commerciallY available.

Note: The strength of these zinc preparations may exceed the dosage
range recommended by USP Dl Advisory panels based on the
amount necessary to meet normal nutritional needs.

Packaging and storage
Srore below 40'C (104'F), preferably between 15 and 30"C (59 and

86'F), unless otherwise specified by manufacturer. Store in a tight
container.

ZINC SULFATE TABLETS
Usual adult and adolescent dose
See Zinc Sulfate Capsules.

Usual pediatric dose
See Zinc Sulfate Capsule'.

Strength(s) usually ava¡lable
U S'- !,

1 5 mg elemental zinc (66 mg zinc sulfate) (OTC) lzinc 1fl.
25 mg elemental zinc (1 10 mg zinc sulfate) (OfCi lorazincl.
45 mg elemental zinc (200 mg zinc sulfate) (Rx/OTb).

_ 50.m9 elemental zinc (22O mg zinc sulfate) (Rx).
Canada-

50 mg elementat zinc (220 mg zinc sutfate) (OTC) tpMS Egozincl.
Note: The strenglh of these zinc pfeparations may exceed the dosage

range recommended by USp Dl Advisory panels based on tñe
amount necessary to meet normal nutritional needs.

Pack
Store preferably between.l5 and 30.C (b9 and86 specified by manufacturer. Store in a tight

co

ZINC SULFATE EXTENDED-RELEASE TABLETS
Usual adult and adolescent dose
See Zinc Sulfate Capsutes.

Usual pediatric dose
See Zinc Sulfate Capsules.

Strength(s) usually ava¡lable
U.S.-

^ 50.m9 elemental zinc (220 mg zinc sutfate) (OTC).
Canada-

Not commercially available.
Note: The strength of this zinc preparation may exceed the dosage range

recommended by USp Dl Advisory panels based on the amou-nt
necessary to meet normal nutritional needs.

Pack
Store preferably between 15 and 30 "C (59 and86 specified by manufacturer. Store in a tight

co

Parenteral Dosage Forms
ZINC SULFATE INJECTION USP
Note: lniectable zinc

administration.
products must be diluted prior to intravenous

Usual adult and adolescent d
Deficiency (prophylaxis or

lntravenous infusion, 2.S to
total parenteral nutrition

Note: Some clinicians
allow for excessive zinc
as diarrhea.

USP D/
Usual pediatric dose

Nole: ol as a p
infants.

':1,%i

Strength(s) usually ava¡lable
U.S.-

1 mg of elemental z¡nc (4.39 mg zinc sulfate) per mL il
(0.9% benzyl alcohol)1. Bx)lZinca'Pak

5 mgo.f..elemental zinc (21 95 mg zinc sulfate) per mL (Rx) 
[Zrnca_

Canada-
Not commercially available.

Packaging and storage
Store below 40.C (104"F), preferably between 15 and g0.C (S9 and86.F), unless otherw¡se specified by manufacturer. prot""t-täri

freezing.

Preparation of dosage form
Zinc sulfate is physicaily compatibre with amino acid sorutions, dextrose

solutions, and injectab¡e vitamin preparations.

lNot included in Canadian product labeling

Revised: 091O8/2OO0

2-4
5

7-9

ZIPRASIDONE Systemicf
VA CLASSIFICATION (Primary): CN709
Commonly used brand name(s): Geodon.
Note: For a listing of dosage forms and brand names by country avail_

ability, see Dosage Forms section(s).

fNot commercially available in Canada.

Category
Antipsychotic.

Indications
Accepted
Schizophrenia (treatment)-Ziprasidone is indicated for the treatment of

schizophrenia.

Pharmacology/Pharmacokinetics
Physicochemical characteristics
Molecular weight- 467.42.

Mechanism of action/Effect
Th

idone.
Absorption
Ziprasidone is well absorbed after oral administration.Absolute bioavail'

ability of a 20-mg dose under fed conditions is approximately 60%.
Absorption is increased up to twc-fold in the presence of food.

Distribution
Mean apparent Volume of Distribution (Volo)- 1 5 L per kilogram of bod/

weight (Ukg).

ins. It is primarily bound to albumin

idone was not altered bY wal-

alter the binding of these twO

for drug interactions due '"
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Biotransformation
Ziprasidone is primarily cleared via hepatic metabolism, by three meta-

bolic routes, to yield benzisothiazole (BITP) sulphoxide, BITP-sul-
phone, ziprasidone sulphoxide and S-methyl-dihydroziprasidone.

Half-life
Elimination-Mean terminal half-life is about 7 hours.

Time to peak concentration
6 to I hours

Elimination
Renal-20 "/", 1 1"/" as unchanged drug.
Fecal-66 "/", < 4/" as unchanged drug.

Precautions to Consider
Carcinogenicity
Lifetime carcinogenicity studies were done in Long Evans rats and CD-1

mice. Ziprasidone was administered for 24 months at doses of 2, 6,
or 12 mg/kg/day in rats and 50, 100, or 200 mg/kg/day in mice (0. 1 to
0.6 times the maximum recommended human dose [MRHD] of
200 mg/day on a mg/m2'basis, respectively).

ln the rat study there was no evidence of an increased incidence of tu-
mors. ln the mice, male mice there was no evidence of an increased
incidence of tumors. ln female m¡ce there were dose related increases
in the incidences of pituitary gland adenoma and carcinomas, and
mammary gland adenocarcinoma at all doses tested (50 to 200 mg/
kg/day or 1 to 5 times the MRHD on a mg/m2 basis). Prol¡ferative
changes in the pituitary gland and mammary glands of rodents have
been observed following chronic administration of other antipsychotic
agents and are considered to be prolactin mediated.

lnôreases in serum prolactin were observed in a l-month dietary study
in female mice at doses of 100 and 200 mg/kg/day (or 2.5 and 5 times
the MRHD on a mg/mg2 basis). Ziprasidone had no effect on serum
prolactin in rats in a 5 week dietary study at the doses used in the
carcinogenicity study. The relevance for human risk of the findings of
the prolactin-mediated endocrine.tumors in rodents ¡5 unknown.

Mutagenicity
Ziprasidone was tested in the Ames bacterial mutalion assay, the ln vlfro

mammalian cell gene mutat¡on mouse lymphoma assay, the in vitro
chromosomal aberration assay in human lymphocytes, and the rn Ùivo

chromosomal aberration in mouse bone marrow. There was a repro-
ducible mutagenic response in the Ames assay in one strain of S.

typhimurium in the absence of metabolic activation. Positive results
were obtained in both the in v¡tromammalian cell gene mutation assay
and the rn vÍro chromosomal aberration assay in human lymphocytes.

Pregnancy/Reproduction
Fert¡l¡ty-Z¡prasidone was shown to increase copulation time in Sprague-

Dawley rats in two fertility and early embryonic development studies
at doses of 10 lo 1 60 mg/kg/day (0.5 to I times the MRHD of 200 mg/
day on a mg/mà basis). Fert¡lity rate was reduced at doses of 160 mg/
kglday (8 times the MRHD of 200 mg/day on a mg/mz basis). The
effect on fertility appeared to be in the female since fertility was not

lven 160 mg/kg/day (8
basis) were mated with
ats given 200 mg/kg/da
were no treatment'rela

in the testes.

Pregnancy-There are no adequate and well controlled stud¡es in hu-
mans.

evidence to suggest that these developmental effects were secondary

Th

day on a mg/m'? basis) during organogenesis or throughout gestation,

but there was no evidence of teratogenicity. Doses of 40 and 60 mg/
kglday (2 and I times the MRHD on a mg/m2 bas¡s) were associated

with maternal toxicity. The developmental no-effect dose was 5 mg/
kg/day (0.2 times the MRHD of 2OO mg/day on a mg/m2 basis).

There was an increase in the number of pups born dead and a decrease

in postnatal survìval throughout the first 4 days of lactation among the
offspring of female rats treated during gestation and lactation with
doses of 10 mg/kg/day (0.5 times the MRHD o1 2O0 mglday on a mg/

o 2005 Thomson MICROMEDEX All rights reserued.

Ziprasidone (SYstemic) 3009

m2 basis) or greater. Offspring developmental delays and neurobe-
havioral f unctional impairment were observed at doses of 5 mg/kg/day
(0.2 t¡mes the MRHD of 200 mg/day on a mg/m2 basis) or greater. A
no-effect level was not established for these effects.

Effect on labor and delivery is unknown.

FDA PregnancY Category C

Breast'feeding
ls is not known whether ziprasidone is distributed into human breast milk.

Breast-feeding is not recommended in women receiving ziprasidone.

Pediatrics
No information is available on the relationship of age to the effects of

ziprasidone in the pediatric populat¡on. Safety and efficacy have not
been established.

Geriatrics
Although appropriate studies on the relationship of age to the effects of

ziprasidone have not been pedormed, geriatrics-spec¡fic problems are

not expected to limit the usefulness of ziprasidone in the elderly. How-
ever, elderly patients are more likely to age-related medical problems

which may require a lower starting dose, slower titralion, and careful
monitoring during the initial dosing period.

Drug interactions and/or related problems
The following drug interactions and/or related problems have been se-

lected on the basis of their potential clinical significance (possible
mechanism in parentheses where appropriate)-not necessarily in-

clusiVe (>> : major clinical signif¡cance):

Note: Combinations containing any of the following medications, de-
pending on the amount presént, may also inleract with th¡s

medication.

Antihypertensive agents
(ziprasidone has the potential for induc¡ng hypotension, and it may
enhance the effects of certain antihypenensive agents; risk of pri-

apism increases with concomitant use of ziprasidone and alpha-
adrenergic blocking agents)

Carbamazepine
(may decrease the AUC of ziprasidone, this effect.may be greater

as doses increase)

CNS stimulation-producing medications (see Appendix ll) and
CNS depression-producing medications (see Appendix lll

(given the primary CNS effects of ziprasidone caution should be

used when using other centrally acting drugs)

Ketoconazole and
CYP3A4 hepatic enzyme inhibitors, other

(may increase the AUC and the C.", of ziprasidone)

Levodopa and
Dopamine agonists

(ziprasidone may antagonize the effects of these drugs)

>> QT lnterval prolongation drugs, including:
Arsenic trioxide
Chlorpromazine
Class la and lll anti-arrhythmics
Dofetilide
Dolasetron mesYlate
Droperidol
Gatifloxacin
Halofantrine
Levomethadyl acetate
Mefloquine
Mesoridazine
Moxifloxacin
Pentam¡dine
Pimozide
Probucol
Ouinidìne
Sotalol
Sparlloxacin
Tacrolimus
Th¡orìdazine

(concurrent use of th done is contra-
indicated; dose relate rval with zipras-
idone and the known with QT prolon-
gation by some other drugs; associated with torsade de
pointes-type arrhythmia, a potentially fatal polymorphic ventricular
tachycardia, and sudden death.)

Laboratory value alterat¡ons
The following have been selected on the basis of their potential clinical

significance (possible effect in parentheses where appropriate)-not
necessarily inclusìve (>) = major clinical significance)'
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3010 Z¡prasidone (Systemic)

With physiology/laboratory test values
Prolactin

(ziprasidone elevates prolactin levels, clinical significance is un-
known; hyperprolactinemia linked to one-third of human breast
cancers, in v¡tro,but no studies to date associate ziprasidone and
tumorigenesis in humans)

Medical considerations/Contra¡nd¡cat¡ons
The medical considerations/contra¡ndications included have been se-

lected on the basis of their potential clinical significance (reasons
given in parentheses where appropriate)-not necessarily inclusive
(>) = major clinical significance)

Except under special circumstances, this medication should not be
used when the foltowing medical problem exists:

>> Acute myocardial infarction, recent, or
Bradycardia
Cardiac arrhythmias, h¡story of, or
QT prolongation, history of or congenital, or
Hean failure, uncompensated

(certain cardiovascular circumstances may increase the risk of eT
prolongation, arrhythmia, torsade de pointes, and risk of sudden
death)

>> Hypersensit¡vitytoz¡prasidone
>> Uncorrectedelectrolytedisorders, including:

Hypokalemia
Hypomagnesemia

(may increase the risk of QT prolongation, arrhythmia, torsade de
pointes, and risk of sudden death)

Risk-benefit should be considered when the îottowing medicat prob-
lems ex¡st:
Neuroleptic Malignant Syndrome (NMS)

(potentially fatal symptom complex [e.g., hyperpyrexia, muscle ri-
gidity, altered mental status, evidence of autonomic instability,
elevated creat¡nine phosphokinase, myoglobinuria, acute renàl
failurel has been reporled in association w¡th admin¡strat¡on of an-
tipsychotic drugs; management includes immediate discontinua-
tion of the antipsychotic drugs and other non-necessary drugs,
intens¡ve symptomatic treatment and medical monitoring and treãt-
ment of any comitant serious medical problems for which there is
a treatment; after recovery from NMS, if antipsychotic therapy is
required, careful monitoring ¡s warranted as ant¡psychotic therapy
is reintroduced)

Tardive Dyskinesia
et¡c movements may
h antipsychotic drugs;
y elderly women; risk
w¡th durat¡on of treat-

en at the
ymptoms

?,i¿i?i,:

Seizures, history of, or
Alzheimer's dementia

(use with caution in patients with a history of seizures or with con-
ditions that potentially lower the seizure threshold; use with caution
due to increased risk of aspiration pneumonia)

Patient monitor¡ng
The following may be especially imporlant in patient monitoring (other

tests may be warranted in some patients, dependlng on condition;
>) : major clinical significance):

>> Magnesium, serum and
>) Potassium, serum

>> QTc interval
hould be discontinued in patients with per
ents > 500 msec; occurrence of symptoms
[e.9., dizziness, palpitations, or syncope]

ion with a Holter mon¡tor)

Side/Adverse Effects
The following side/adverse effects have been selected on the basis of

their potential clinical significance (possible signs and symptoms in
parentheses where appropriate)- not necessarily inclusive:

USP 
D/

Those indicat¡nE need for medical attention
lncidence less f requent

!ffir"u'o'u 
(fast' pound¡ng' or irregular heartbeat or Þulse; p¡¡o',u-

lncidence rare
ss; fe"jli ì:.*llgrcat inteil

Those indicating need for medical attention only if they
cont¡nue or are bothersome
Note:

lncidence more frequent

lncidence less frequent

Overdose
For more information on the management of overdose or unintentional

ingest¡on, contact a poison control center (see poison Control Cen_
ter Listing).

Clinical effects of overdose
The following effects have been selected on ihe basis of their potent¡al

clinical significance (possible signs and symptoms in parentheses
where appropriate)-not necessarily inclusive:

Acute effects
Sedation (drowsiness; sleepiness); slurring of speech; transitoty
hypedens¡on

Treatment of overdose
There is no specific antidote for z¡pras¡done. Treatment is essentially

symptomatic and supportive.

To decrease absorption-
Gastric lavage should be considered Activated charcoal may be ad-

ministe iration with induced em-
esis is i rr experiencing
dystoni kselzlng' 

(

To enhance elimination-
Zipras¡done is not dialyzable.

Specific treatment-
Maintain an open airway and ensure adequate oxygenation and ven-

tilation.
For treatment of severe extrapyramidal symptoms: Administration of

For toxicity: Selection

of disopyramloc'

nterval. 
ne toxicitv bY Pro-

For potension or circulatory collapse: Selection of 
^anpathomimetic- Beta-ádreneigic stimulat¡on prop'

hrine or dopamine rry *ot.ðn the hypotenslorl

ble arrhythmias.

\
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supportive care-- 
Supportive measures such as establishing intravenous lines, hydra-

'tìon, 
correction of electrolyte imbalance-, oxygenation' and suppod

of ventilatory function are essential for maintain¡ng the vital func-

ticns of the patient.
Patienls in whom intentional overdose is confirmed or suspected

should be referred for psychiatric consultatlon.

Patient Consultation
As an aid to patfent consultatlon, reÍer to Advice tor the Patient, Ziprasi-

done (Systemic).
ln providingconsuliation, consider emphaslzing the following selected in-

formation () : major clinical significance):

Before using thís med¡cation
)> Conditions affecting use, especially:

hypomagnesemia

Proper use of this medication
t> Proper dosing

Swallow capsules whole, do not chew
Missed dosê: Taking as soon as possible; not taking if almost time for

next scheduled dose; not doubling doses
Proper storage

Precaut¡ons while using this medication
)) lmportance of close monitoring by physician

)) Obtaining medical attention if fainting, dizziness, fast, racing, pound-

ing, or irregular heartbeat, or other unusual symptoms occur

>> Caution while performing activities requiring mental alertness, drlving

or operating machinery due to potential to impair ¡udgment, think-

ing, or motor skills

Avoid situations involving high temperature or humidity' due to poten-

tial interlerence with ab¡l¡ty of the body to adjust to heat

Avoid use of alcohol

Side/adverse effects
Signs of potential side effects, especially, tachycardia, cardiac arrhyth-

mias, convulsions, priapism' and syncope

General Dosing lnformation
Ziprasidone should be administered with food'

Do at intervals of not less than

:i; i3":"":ï,ii3Î,'iJ 5l -

periodically reassess to determine the need for maintenance treatment.

Dispense/prescribe a small number of doses to reduce the risk of at-

tempted overdose.

Oral Dosage Forms
ZIPRASIDONE CAPSULES
Usual adult dose
Schizophrenia-

Orá1, init¡at dose 20 mg twice a day, taken.with food' Dose may be

adjusted, at intervals of not less than 2 days' up to 80 mg twice a

day.

Usual adult Prescribing limits
inã satety and' efficacy of ðoses over 1 00 mg twice a. day has not been-"u"lrát"O 

in clinicál trials, and an increase to a dose above 80 mg

twice a day is not recommended.

Usual pediatric dose
Safety ând efficacy have not been established.

Usual geriatric dose
See Usual adult dose.

Usual geriatric prescribing limits
See Usual adult prescr¡bing lim¡ts'

Strength(s) usuallY available

ZiPrasidone(SYstemic) 3011

60 mg (Rx) [Geodon (lactose; pregelatinized starch; magnesium stea-

rate)1.

SO mg (Rx) [Geodon (lactose; pregelatinized starch; magnesium stea-

rate)1.

Packaqinq and storage
Store bðtwón 15 and 30"C (59 and 86'F)'

Revised: 09/0612002
DeveloPed: 0513012001

ZOLEDRONICACID SYstemic

VA CLASSIFICATION (Primary): HS 302

Commonly used brand name(s): Zometa'

Note: For a listing of dosage forms and brand names by country avail-

ability, see Dosage Forms section(s)'

Category
Bone resorption inhibitor; antihypercalcemic'

lndications
Note: Bracketed information inlhe lndications section refefs to uses that

are not included in U.S' product labeling'

Accepted
Hyperåalcemia, neoplasm-assoc¡ated (treatment)-Zoledronic acid is in-

dicated for ihe treatment of hypercalcemia of malignãncy'

Multiple myeloma (treatment)1-Zoledronic acid is indicated for the treat-

Me

solid tumorsl.
Note: Prostate cancer should have progressed after treatment with at

least one hormonal theraPY.

ln Canada, this indication is restricted to osteoblastic or mixed os-

teoblastic/osteolytic bone metastases from prostate cancer'

Acceptance not established
the såfety and efficacy of zoledronic acid in the treatment of hypercal-

cemia associated with hyperparathyroidism or with other non-tumor

related conditions has not been established.

IGeodon (lactose; pregelatinized starch; magnesium stea-

IGegdon (lactose; pregelatinized starch; magnesium stea-

lNot included in Canadian product labeling.

Pharmacology/Pharmacok¡ net¡cs
Ph ha
Mo lar
Sol ac in O.1N sodium hYdroxide

sol .1N hYdrochloric acid, and

practically insoluble in organic solvents.
pH-tne pÉ of a 0.7% solution of zoledronic acid in water is approxi-

mately 2.0

Mechanism of
2oiedronic acid in on. The antiresorptive mechanism is

not fully unde factors are thought to contribute to

this aciion. /n cid inhibits osteoclastic activity and

by zoledronic acid'

Protein binding
Aooroximately 22o/" and independent of the concentration'

Cã'naolan product information states binding to human plasma protein is

approximatelY 56%.

Terminal Elimination-
1 46 hours

U.S._
20 mg (Rx)

rate)1.
40 mg (Rx)

rate)1.
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6 mg/kg

. 12* mgi&g

Adults
100 mg
200 mg
400 mg

haie clearances similæ to that of
exceeding 600 mg/daY are not

number of children

<50 (no dialysis)
Regulæ dialYsis

Males:

Females:

To Open
Tear overwraP
tainer. Some oPacitY

tion duing
is no¡mal and
The opacitY
wrap, check
If leaks a¡e
impaired
DO NOTA-DD
Preparation for
1. Suspend
2. Remove Plastic
container
3. Attach

For the trealment of acute cr¡P-

recommended dosagê is 12 mglkg
Uy O -glt g ot." dailY. A dosage of âccompanYing set.

gradually. Aíìer
or safetY.

the following table:

Percent of Becommended
Dose
l001o

50Vo

100% after each diaþsis

ffi

Kx ;-Imi,AffitlTffio*;
(Where K=0 55 for children olde¡ than 1 yer and 0 45 for

infants.)

in glass'and Viaflex@ Plus Plastic
onli for intravenous ddninistration

0.85 X above value

Fluôonazole Çoirtent Per
Bottle
350 mg

1400 mg

400 me/200 mL x 6

åiJritt'", 
""s"ã ¡iween 86'F (30'C) and 41'F (5'C)' Pro-

tect from fteezing.
öiË;UöA¡Þ-ilj;ctions in Viaflexo Plus Plastic containers:

Ñöc õõdà4#ltáiiìl'cona'ole in sodim chloride Diluent

200 md100 mL x 6
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CLINICAI, PTIARMACOLOGY
Pharmacodynamics

lntramuscular Pharmacokinetics
Systemjc.Bioavailabílity: The bjoavailabiliùy of ziprasi_
done admrnrstered intramuscularly is l00Vo. Aft,er intra_

lnformation will be superseded bv suDDlemênfs ân.t <rhcoÃ.,â^r ^¡:.i^--

tients (see CLINICAI PIIARMACOLOGÐ.
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schizophrenic inpatients, GEODON was
¡o delay the time to and rate of relapse, The

for extended periodselects to use GEODON
re-evaìuate the long-term usefulness of

the treatment of
fol whon treat-
who need intra-

medication for rapid control of the
agitation" is defined in DSM-IV as

åctivity associated with a feeling of ínner

behaviors

patients experiencing agitation of-
that inierfere with their diagnosis

¿[reatening behaviors, escalating or urgently
or self-exhausting behavior, leading

use of intramuscular mtipsychotic medica-
immediate control of the agitation. The ef-

for acute agiiation in

inpatients
in single-day mntrolled tri-
(see CLIMCAL PIIÀRMA-

taking oral ziprasidone, the prac-
is not recomnended.

in patients with a known history ofQT pro-
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ÍÀININGS

creases (20 msec and greaterl but ¡t ¡s possible that smaller
OT/OTc prolongations may also increase risk, or increase it
¡n susceptible índividuals, such as those w¡th hypokalemia,
hypomagnesemia, or genetíc pred¡sposition. Although tor-
sade de pointes has not been observed in associatiòn with
the use of ziprasidone at recommended doses ¡n premar-
keting studies, experience ¡s too l¡m¡ted to rule out an in-
creased risk.
A study evaluating the OT/OTC prolonging effect of intra-
muscular ziprasidone, w¡th ¡ntramuscular haloperidol as a
control, was conducted ¡n pat¡ent volunteeÌs, ln the t¡ial,
ECGs were obtained at the t¡me of maximum plasma con-
centration following two in¡ections of ziprasidone 120 mg
then 30 mgl or haloperidol (7.5 mg then 10 mg) given four
hours apaft. Note that a 30 mg dose of intramuscular
ziprasidorie ¡s 50% higher than the recommended thera-
peutlc dose. The mean change ¡n QTc from baselîne was
calculated for each drug, using a sample.based correction
that removes the effect of heart rate on the QT interval.
The mean increase in QTc from baseÍine for ziprasidone
was 4.6 msec following the f¡rst ¡n¡est¡on and 12.8 msec
following the second iniect¡on. The mean increase in OTc
from baseline for haloperidol was 6.0 msec follow¡ng the
first ¡niect¡on and 14.7 msec follow¡ng the second iniection.
ln this study, no patients had a OTc interval exceeding
500 msec.
As w¡th other antipsychotic drugs and placebo, sudden un-
explained deaths have been reported ¡n patients taking
ziprasidone at recommended doses. The premarketing
experience for ziprasidone did not reveal an excess risk of
mortality for ziprasidone compared to other antipsychotic
drugs or placebo, but the extent of exposure was limited,
especially for the drugs used as act¡ve controls and pla-
cebo. Nev€rtheless, z¡prasidonet larger prolongation of
OTc longth cômpared to severål other ant¡psychotic drugs
raises the possibility that the risk ol sudden death may be
greater for z¡pras¡done than for other available drugs for
lreat¡ng sch¡zoþhrenia, This possibilitv needs to be consid-
é¡ed in decid¡ng among alternative diug products (see IN.
DICATIONS AND USAGE}.
Certâin ciicumstances may íncrease the risk of the occur.
rence of to;sads dã pôintes and/or súdden death in asso.
c¡ation w¡th the use of drugs that prolong the OTc interual,
including (1) bradycardia; (2) hVpok¡ìlèmia or hypomagne-
semia; (31 concomitant use of other drugs that Þrolong the
OTc interual; and {4} presence of congenital prolongation of
tho OT ¡nteryal.
It ¡s recorñriended ìhat patients being cônsiddiàd for
ziprasidone treatmênt who are at r¡sk lor s¡gn¡ficant elec.
trolyte d¡sturbances, hypokalemia in partícular, hãve base-
line serum potass¡um and magnesium mèasurements.
Hypokalemia (and/or hypomagnesemia) may increase the
r¡sk of OT prolongat¡on and arrhythm¡a. Hypokalemia may
result from diuretic therapy, diarrhea, and other causes. Pa-
tients w¡th low serum potass¡um and/or magnesium
should be repleted w¡th those electrolytes before proceed-
ing with trsatment. lt is essent¡al to per¡ódically monitor
serüm electrol¡es in patients for whom d¡uretic therapy ¡s
íntroduced during ziprasidone treatment. Pers¡stently pro-
longed OTc intervals may also increase the risk of further
prolongation and arrhythmia. but ¡t ¡s not clear that routine
screening ECG measures are effective ¡n detecting such pa-
tíents, Rather, ziprasidone should be avo¡ded in pat¡ents
with histor¡es of significant cardiovascular illness, e.9., CIT
prolongation, recent acute myocardial infarction, uncom-
pensatêd heart failure, or cardiac arrhythmia. Ziprasidone
should be discontinued in pat¡ents who are found to have
persistent OTc measurements >500 msec.
Fof pat¡ents tak¡ng ziprasidone who experience symptoms
thât could ¡ndicate the occurrence of torsade de po¡ntes,
e.9,, dizziness, palpitations, or syncope. the prescriber
should in¡t¡ate further evaluation, e.g:, Holter monitoring
may be useful.
Neuroleptic Malignant Syndrome {NMS)
A potentially fatal symptom complex sometimes refened to
as Neuoleptic Maliglant S¡ndrone (NMS) has been re-
ported in association with administration of antipsychotic
drugs. Clinical manifestations of NMS are h¡perpyrexia,
muscle rigidity, altered mental status md evidence ofauto-
nomic instability (imegulæ pulse or blood pressure, tachy-
cardia, diaphoresis, aud cardiac dysrhythmia)..Additional
signs may include elevated creatinine phosphokinase, myo-
globinuria (rhabdomyolysis), md acute renal failure.
ltre diaglostic evaluation ofpatients with thìs s¡ndrone is
complicatæd. In arriving at a diaglosis, it is imporiant to
exclude cases where the cliaical presentation includes both
serious nedical illness (e.g., pneumonia, systemic infection,
etc.) and untreated or inadequately treated extrapytamidal
sigls and symptoms (EPS). Other important considerations
in the differential diagnosis include central antichoìinergic
toxicit¡ heat stroke, drug fever, and primary central ner-
vous system (CNS) pathology.

The management of NMS should include: (1) imediate dis-
continuation of aatipsychotic drugs md other drugs not es-
sential to concurrcnt therapy; (2) intensive symptomatic
treatment and medical monitoring; and (3) treatment of any
conconitant serious medical problems for which specilc
treâtments are availablc. There is no general agrcement
about specific pharmacological tr'eatment regimens for
NMS.
If a patient requires antipsychotic drug treatment afier re-
covery from NMS, the potential reiniroduction ofdrug ther-

carefully monitored, since recurrences of NMS bave been
reported.
Tardive Dyskinesia
A s¡mdrome of potentially ineversible, involuntary, dyski-
netic movements may develop in patients undergoing treat-
ment with antipsychotic drugs. Although the prevalence of
the syndrone appears to be highest among the elderly, es-
pecialìy elderly women, it is irnpossible to rely upon preva-
lence estimates to predict, at lhe inception of antipsychotic
treâtment, which patients are iikeÌy to develoþ the syn-
drome. Whether antipsychotic drug products difer in their
potential to cause tædive dyskinesia is un}nown.
The risk of developing tardive dyskinesia md the likeìihood
that it will become i¡reversible are believed to increase as
the duration of treatment and the total cumulative dose of
antipsychotic drugs administered to the patient increase.
However, the s¡mdrome can develop, although nuch less
commonly, aÍter relatively brief treatnent pedods at low
doses
There is no known treatment for established cases of tar-
dive dyskjriesia, although the syndrome may renit, par-
tially or conpletely, if antipsychotic treatment is with-
drawn. Antipsychotic treatment itself, however, may
suppress (or partially suppress) the signs ând symptoms of
the syndrome and thereby may possibly mask the underly^
ing process. The effect that symptomatic suppression has
upon the long-term course of the sytdrome is unknown
Given these considerations, ziprasidone shoukl be pre.
scribed in a manner that is nost likely to minimize the oc-
curence of tardive dyskinesia. Chronic mtipsychotic treat-
ment should generally be ¡esewed for patients who sufrer
Í?on a chronic illness that (1) is known to respond to anti
psychotic drugs, and (2) for whom alternative, equally effec-
tive, but potentiaìly ìess harmful treabments ue not avail-
able or appropriate. In patients who do require chronic
treatment, the smallest dose and the short€st duration of
treatment producing a satisfactory clinical response should
be souglrt. The need for continúed trêâtment should be re-
assessêd periodi€lly.
If signs and s¡mptoms of tudive dyskinesia appem in a pa-
tient on ziprasidone, drug discontinuatioh lhould be consid-
ered. However, sone patients may require treatment with
ziprasidone despite the presence ofthe syndrome.
Hyperglycemia and Diabetøs Mellitus
Hyperglycenia, in some cases extreme md associated rvith
ketoacidosis or hlperosmolu coma or death, has been re-
ported in patients treated with atypical antipsychotics.
There have béen fðw reports of hypergþemia or diabetes ih
patients treatecl with GEODON. Although fewer patients
þave been treated with GEODON, it is irot known if tbis
more limitcd experience is the sole reason for the paucity of
such reports. Assessment of thê relationship between at¡p-
ical antipsychotic irse and glucose abnomalities is conpli
cated by the possibility of án inc¡eased backgrouúd risk of
diabetes nellitus íu pätients with schizophrenia and thè in-
creasilg incidence of diabetes mellitus in the generaÌ popu-
Ìation. Given these confounders, the relatidnship between
at¡pical antipsychotic use and hlperglycenia-rela-ted ad:
verse events is not completely underetmd. Howevèr, epide.
miological studies, which did not include GEODON, suggest
an increased risk of treatment-emergent hypergilyceriiil-
related adverse events in pâtients treatèd with the atypical'
mtipsychotics included in these studies. Becaxe GÐODON
was not marketed at the time bhese stuilies were performdd,
it is not knom if GEODON is æsociáted with this increæed
risk. Precise ¡isk estimates for hlperglycemia:related ad-
verse events in patients treated with atypiôal antiþsychotics
a¡e nol, avaiìable.
Patients with m established diagnosis of diabetes mellituó
who are started on atlpicaì antipsychotic shiruld be moni-
tored regularly for worsening of glucose confrol. Patients
with risk factors for diabetes meìIitus (e.g., obesity, family
history ofdiabetes) who ue starting treatment with atypi-
cal antipsychotics should unrlergo fasting blood glucose test-
ing at the beginning of treatment md periodically during
treatment. Any patient treated witl atypical antipsychotics
should be monitored for symptoms ofËyperglycemiâ iriclud-
ing polydipsia, polyuria, polyphagia, and weakness. Pa-
tients who develop symptoms of h¡perglyceniia duing
treatment wiih atypical antipsychotics should undergo fast-
ing blood glucose testilg. In some cases, hyperglycemia has
resolved when the atypical mtipsychotiò rvas discontinuedl
howeve¡, some patients riqúired continuation of antidia-
beiic trcatment despite discontiluation ofthe suspect drug.

PRECAUTIONS
General
Rash-In premarketing trials with ziprasidone, about 57¿ of
patients dcveloped rash anùor urticaria, with discontinua-
tion of treatment in about one-sixth of these cases. The oc-
currence of rash rvas related to dose of ziprasidone, al-
though the finding might also be explained by the lonþer
exposure time in the higher dose patients. Several patients
with rash had signs and s¡mptons of associated systemic
illness, e.g., elevated WBCs. Most patients improved
promptly witìr adjunctive treatment rvith antihistamines or
steroids and-/or upon discontinuation of ziprasidone, and all
patients experiencing these events were reportcd to recover
completely. Upon appearance of rash for which an alterna-
iive etiology cannot be identified, ziprasidone should be
discontinued.

Cont¡nued on next page
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Orthostatic Hypotension-Ziprasidone may induce ortho:
static h¡ryotension associated with dizziness, tachycardia,
and, in some Þatients, syncope, especially during the initial
dose-titration period, probabìy reflecting its cr-adrenergic
antagonist properties. S¡mcope was reported in 0.67o ofthe
patients treated with ziprasidone.
Ziprasidone should be used wiih particular caution in pa-
tients with hnown cardiovascula¡ disease (history of myo-
cardial infarction o¡ ischemic heart disease, heart failure or
conduction abnomalities), cereb¡ovascular disease or con-
ditions which would predispose patients to hypotension (de-
hydration, h¡ryovolemia, and treatment with antihyperten-
sive medications).
Seizures-During cìinical trials, seizures occurred in 0.47o
of patients treated with ziprasidone. There we¡e confound-
ing factors Chat may have contributed to the occunence of
seizures in many ofthese cases. As with other mtipsychotic
drugs, ziprasidone should be used cautiously in patients
with a history ofseizures o¡ with conditions that potentíally
lower the seizure threshoÌd, e.g., Alzheiner's dementia.
Conditions that lower the seizue threshold may be more
prevalent in a population of 65 yeus or older.
Hyperprolact¡nemia-As with other drugs that mtagonize
dopanine D2 receptors, ziprasidone elevates prolactin levels
in hunans. Increæed p-rolactin levols were also obserued in
aninal studies with this compound, and were as¡ociated
with ân increase in mmmary gland neoplasia in nice; a
similar efect was not observed in rats (see Carcinogenesis).
fissue cultu¡e experiments indicate that approximately
one-third of'hmm breast cancers are prolactin-dependent
in uitro, a factor of potential inportmce if the prescription
ofthese drugs is contemplated ir a patient with previously
detected breast cmcer. Although disturbances such as gâ-
lactonhea, menonhea, glnecomastia, and inpotence have
been reported with prolactin-elevating compounds; the clin-
ical significance of elevated serum prolactin levels is
unk¡own for mosù patients. Neither clinical sLudies nor ep-
idemiologic studies conducted to date have shom an asso-
ciation between chronic adninistration of this clæs of drugs
and tmorigenesis in humans; the available evidence is con-
sidered too, limited to, be conclusive at this iime.
Potential for Cognitive and Motor lmpairment+Sonno-
lence was a commonly reported adverse ev.e¡t in patieirts

mental alertness, such as operating a notor vehicle (includ-
ing automobiles) or
they are.reasoíably
not a-ffect them adve
Priapismo0ne case
marketing database.
zip¡asidone.use has not been established, other drugs with
aìpha-adrenergic. blocking efects .have been reporteá to ìn-
duçq priapism, and it is possible that ziprasidone may shue
this capacity. Severe priapism may require surgical
interyention.
Bo{y Teniperature Regulation-Although,not reported with
ziprasidone.in. prenarketing trials, disruption of the body's
ability to reduce core body temperatu¡e has beeà attributed
to mtiþsychotic agents. Appropriate care is advised when
prescribing ziprasidone for patients who wilì be experienc-

æ¡e
re to
mti-

pneqmoma.
Suicid+The ppssibility of a sùicide àttempt is inhe¡ent

Use ¡n Pat¡ents with Concomitant lllnes-Clinical exper-
ience with ziprâsidone in patients with certain concomitmt
systemic illnesses (see Renal lmpa¡rment md Hepatic lm-
pa¡rment uder CLINICAL PIIARMACOLOGY, Speciat
Populations) is limited.

to my appte-

;1fiä'"".:tå11
agnoses were excluded fiom premuketing clinical studies.
Because of the risk of QTc prolongation and orthostatic
hypotension with ziprasidone, caution should be obsewed in
cadiac patients (see OTc Prolongation under IVARNINGS
and Orthostatic Hypotension under PRECAIITIONS).
lnformation for Pat¡ents
Please refer to the patient package ¡nsert. To assure safe
and effect¡ve use of GEODON, the information and instruc-
tions provided ¡n the patient information shoufd be dis.
cussed with pat¡ents.

lnformat¡on wíll be superseded bv suoolements and suhsêdÍênf ad¡r¡ñn.

are at risk of signiflcant electrolyte disturbances should
have baseline serum potassium md n4gneslum meâsure-
ments. Low serun potassium and magtesium should be re-
pleted before proceeding with treatment. Patients who are
started on diuretis during zipræidone therapy need peri-
odic nonitoring of setum potassium and magnesium.
Ziprasidone should be discontinued in patients who are
foud to have persistent QTc neasurements >500 msec (see

WARNINGS),
Drug lnteractions
Drug-drug interactions cm be phamacodynamic (co4bined
pharmacoìogic efrects) or pharmacokinetic (alteration of
plasna levels). The risks of mìng ziprasidone in combina-
tion wit\ other drugs have been evaluated as described be-
low. All inte¡actions studies have been conduct¿d with o¡al
ziprasidone. Based upon the phamacod¡nmic md phar.
macokinetic profile of ziprasidone, possible interactions
could be anticipated:
Pharmacodynamic lnteractions

(1) Ziprasidone should not be used with my drug ihat
prolongs the QT intewal (see CONTRAINDICA-
TIONS).

(2) Given the primary CNS effec[s ofziprasidone, caution
should be used when it is talen in combi¡ation with
other centrally âcting drugs.

(3) Because of its,potential for inducing hypotension,
ziprasidone may enhänce the efects olceriáin mtihy-
pertensive agents.

(4) Ziprasidone rnay antagonize fhe efects of lovodopa
Ðd dopmine agonists.

Pharmacokinet¡c lnteract¡ons
The Effoct of Other Drugs on Ziprasidone
Carbamazepíne-Carbmazepine is an induce¡ of CYP3A4;
administrâtion- of 200 mg BID for 21 days ¡esulted in a de-
crease of approimately 35% in the AUC of zipiasidone.
This effect may be greater when.higher doses of c4rbanaz-
epine are administergd., ,:
KetoconazolFKetoconazole, a. potent inhibitor of CYPBA4,
at â dose of 400 mg QD for 5 days, increasèd the AUC md
Cnax of ziprasidone.by. aboun 35-407¿.- Other inhibito¡s of
CYP3A4 would be expected to have similar effects.

QD for 2 days

Maalox9vith
cokinetiæ of

In addition, population pharmacokinetic analysis,of schizo-
phreruc,patients emolled in controlled clinical trials has not
ievealeä evidence òf airy clinically significmt phamacoki-
netic interactione with benztroþine, propranolol, or
lorazepm.

phan. There was no. statisl,ically sigaificant change in tbe
uriirary dextromethoþhän/dextrorphàn ratio.
Carcinogenesís, Mutagenesis, lmpairment of Fertility
Garcinogenesis-Lifetine carcinogenicity studies were con-
ducted with ziprasidòne in lonf Evans rats anil CD-l mice.
Ziprasidone was adrninistered for 24 mönthb in the diet at
doses of 2, 6, or'12 mg/kg/day to rats, and 50, 100, or
200 mg:4rglday to miie (0.1 to 0.6 ând 1t¡ 5 tirni:s the mui-
mum recomended hrman dose MRHDI of 200 mg/day ón
a mgln2 basis, iespeciively). In tÈé rat siudy, therðwas no
evidence of an increased incidence of tunors compared to
controls. In male mice; theré was no increase in incidence ôf
tmo¡s relative to controls. In fènale nice, there were dose-
related increases in the ihcidences of pituitary glmd ade-
nona and carcinoma, md riauirary glantl adenocarcinoma
at all doses
MRHD on a
itary and m
following chronic administ¡atiori of other antipsychotic
agents and ard considered to bé prolactin-mediated. In-
creases in sem prolactin were observed in a l-month di-
etary study in fenale, but not male, nice at 100 and
200 mglkg,lday (or 2.5 and 5 times the MRHD on a mg/m2
bæis). Ziprasidone had no efect on serum prolactin in rats
in a õ-week dietary study at the doses that were used in the
carcinogenicity study. The relevmce for human risk ofthe
findings of prolactin-mediated endocrine tumors in rodents
is unknown (see Hyperprolactinemia under PRECAU-
TIONS, General).
Mutagenesi-Ziprasidone was tested in the Ames bacterial
mutation assay, the in uiúro nammalian cell gene nutation
mouse l¡mtphoma assay, the in uilro chromosomal abema-

reproducible nutagenic response in the
strain of S. typhinurium in the absence
vation Positive results were obiained in

Labor and Delivery-Ihe efrect of zipruidone ou labor ¡d
delivery inhuilus is uknom. 

':Nurs¡ng Motheis-It is not known whether, md if m i;
what ambmt, ziprasidone or its rietabolitegare excnlcd b
buman milk.' It is recommended that women receivia¡
ziprasidone should not breast feed.
Pediatric Us+The safety md efectiveni:ss of zipruidonr

for some elderly patients.
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Cough Increased

Skin and Appendages

Rash

Fmga.l DernatitiS

Special Senses

Abnornal Vision

*Cold symptoms and upper respiratory infection account for
>90Vo of investigator terms pointing to urespiratory

disorder".

Explorations for interactions on the basis of gender did not

reveal any clinicaìly nemingful diferences in the adverse

event occurrence on the basis of this denographic factnr,

Dose Dependency of Adverse Events in Short-Term'
Placebo-Controlled Tr¡als
Al analysis for dose response in this 4-study pool revealed
an apparent relation of adverse event to dose for the follow-
ing events: asthenia, postural h¡lotension, morexia, dry
mouth, increased salivation, arthraþa, auiety, dizziness,

dystonia, hypertonia, somnolencê, trenor, rhinitis, rash,

md abnomal vision.
Extrapyramidal Symptoms (EPSI-The incidence of ¡e-

tween ziprasidone æd placebo.

Vital Sign Changés-Ziprasidone is assticiát¿d witjh ortho-

1

static hypotension (see PRECÄUTIONS).
Weight-daiñ-Tlie propdrtions of patients ;ieeting a weight

A medim weight gain of0.5 kg was obsewed in ziprasidone
patieûts compared to no medim weight change in placebo

patients. In this set
ported as m adverse
and ¡ilàòebo patients
ql)y q¡itb ziprasidtqe
Iinò on the basis of

st .incidenci: of clini'
body weight) in Pa-
to nomal (23-27) ox

oveffieight patients (>2?). There was a mean weight gain of
1.4 kg for those patients with a 'low' baseline BMI, no nean
chmge for patients with a'nomal'BMI, md a 1.3 kg 'nem
weight losÀ fôr patients who.entered the program with á

il"--ï:i::
.4 beats per

ninute compared to a 0.2 beats per minute decrease among

placebo patients.-Other 
Aã"¿r"" Events Obserued During the Premarketing

Evaluation of Oral Z¡Prasidone

elsewhere in labeling;.those event t€ms that were so gæ-
eral as to be uinfomative, events reported only once and
that tlid not have a substantial probability of being acutely
life-threatening, events that ue part of the illness being
treated o¡ a¡e õtheruise æmmon as backgromd events, md

to be drug-related. It is imPor-
although the events rePorted
with ziPrasidone, theY were not

necessuily caused bY it'
Evenls a¡à further categorized by body systen ald listed in

in fewer thm 1/1000 Paiients.

Disorder*

Ee¡e[4,
Endocrine: .Røre; hypoihyroidism, hyperthpoidism,
th¡roiditis.
Hemic and Lymphatic System i Inflequent: ñemia, ecchy-
mosis, leukocytosis, leukopenia, eosinciphilia, lynph-
adenopabþ; .Røre: thronboc¡'topenia, hlpochromic anemia,

lymphocytosis, monoc¡rtosis, bæophilia, lymphedema, poly-
c]'themia, thrombocythemia
Metabol¡c and Nutr¡t¡onal Disorders: Infrequent: thitsl,

alkalosis.
Musculoskeletal Syslami Infrequenf: tenosynovitis; .Røre:

myopathy.
Nervous System: Frequent: agitation, tremor, dyskinesia,

sexual d¡sfunction, morgasmia, glycosuia; Rorc; gyneco-

nastia, vaginal hemonhage, nocturia, oliguia, female sex-

ual dysfunction, ute¡ine hemonhage.
Adverse Findings Observed in Trials of lntramuscular

OVERDOSAGE

95).
Management of Overdosag*In case of acute overdosage,

establish and maintain an airuay and ensure adequât€ ox-

ygenation oùs access shouìd be es-

iã¡tirtrud intubation, if patient is

mconscio f activateil charcoal to-
gether with a luative should be considered. The possibility
ófobtundation, seizure, or dystonic reaction ofthe head md
neck following overdose may create a risk ofaspiration with
induced emesis.
Cardiovascuìar monitoring should commenæ immediately
and should include continuous electrocardiographic moni-

Continued on next Page

Ziprasidone
' Aåverse Events Occur¡ng at an lncidencs qf,19o or More
Among Zipiasidone'Treated Patients ¡n Short'Term Tr¡als

of lntramuscular Ziprasidone
Thble 2 enumerates the incidence, rounded to the nearest
percent, of treatmeût-emergent adverse events that
ãæued during acute therapy with intramuscular ziprasi-
done in 17o or more of PatienÙs.
In -these studies, the most commonly obsewed adverse

events associated with the use of intr*"ïË:'fi:ïli'iåî

ziprasidone grouP
somnolence (207¿).

lsèe table 2 at bottom ofnext Pàgel

DRUG ABUSE ÁND DEPENDENCE
Controlled Substanco Class-Ziprasidone is nof a con'
trolled substmce.
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Urogenital

Table 2. Treatment-Emergent
Fixed-Dose

Body System/Adverse Event

Body as a Wholê

Headache

Injection Site Pain

Asthenia

Abdominal Pain

Flu S¡ndrome

Back Pain

Cardiovascular

Postural Hypotension

Hyperténsion

Bradycardia

Vasodilaiion

Digestive

Nausea

Rectal Hemonhage

Dianhea

Voniting

Dyspepsia

Anorcxia

Constipation

lboth

Dry Mouth

Nervous

Dizziness

Arxíety

fnsomnia

Sonnolence

Akathisia

Agitation

Extrap¡rmida.l Syndrorhe

H¡pertonia

Cogwheel Rigidity

Puesthesia

Persona.lity Disorder

Psychosis

Speech Disorder

Bespiratory

Rhinitis

Skín and Appendages

Furunculosis

Sweating

Dysmenonheà

Priapism

Adverse Event lncidence ln Short-Term
lntramuscular Tr¡als

Percentage of_Patients Reporting Event

Ziprasidone 20 mg
(N=4r)

0

0

0

2

20

0

0

0

0

2

0 0

Ziprasidone 2 mg
(N=92¡

Ziprasidone 10 mg
(N=63)

13

o 8

2 0

0 2

1 0

1 0

0

0

0

1 0

8

0 0

0

1

0

0

I

1

,
0

0

8 I

2

0

0

1 0

0

2

1 0

0 2

l 0

0 2

0 0

0 2

lnformation will be superseded by supplements and subsequent editions

Unit dose/8O

\YARirliÑöSi"- uÙtrcr a¡¡0rpsvcnolic

lntramuscular Administ¡ation

HOW STJPPLIEI)
GEODONo Capsules ue differentiated
a¡d are in black ink with
nmber. Capsules are
t¡ation in 20 mg
(white/wb!te),
are suppliêd

and 80 mg

con-tgura tions:
in the following strengths a¡d

GEODONoCapsules

Package
Configuration

Bottles of 60

Bottles of 60

Bottles of 60

Bottles of 60

Unit dose/80

Unit dose/80

Unii dose/8O

Hrc-

.í,
ã

GLUCC

úl¡P¡z¡d1
Uløndø
ÍotOßl

DESCR

rJliPizide

&nylurel
Iìc Chc

lirt2{5-
lqrea T

b¡ trcigl

Cüpizidt
i¡ insoh
NaOH;

0LUc0'
ctrs. c
l@)isf
i* óml.

fli¡izido
l¡¡rt inr
do¡e a"
d¡lo¡idc.
61,Opa

ùlte $
rs.¡.8t0
8ttum
GIUCO

9..¡anc,

i^il;
Itti.vc"

q¡ùing

QÞon,
¡table

54

g
d

Capsule
Strength

(me)' NDC Code

20 NDc-oo+g-egoo-60

40

60

80

20

40

60

80Case 2:11-cv-00236-JPS   Filed 11/26/13   Page 6 of 7   Document 171-6



Concentration

20 mg/ml

is available in a single dose vial as
(20 mg ziprasidone/ml- when ¡econsti-

lor
label instructions+ee Preparation for
intramusculat administration. Each mL

for injection (when reconstituted)

D1g

GEODONo for Injection

NDC Code

NDC-0049-3920-83

tNC

br

of
Inc, NY, t[Y 10017

JúY 2004
Ide nl ificatíon Guíd,e, p age.329

LO Product

xL@ &

¡elease Tablets
Use

is a¡ oral blood-gluæse'lowering drug of the sul-

tn
n

lve

iuo

e

80

h of
UA

Vials
lJse

r8

to20

i":.TI'#

80

the

)âs nol,

oot

should mi
'gle-dosc *0n; aty u

re vial nd
Each nId
¡ne. Ib ¡t
¡nstiúut¡d
I nLof lh
: bactorío
techniqr
thi¡ ne

medicio¡l
Injæ{ion
sually fa
nfuisk¿'

:olorlsize

r uniqu€

rdái¡ris'

,60m8
¡. Ttct
)¡ck4gc

ls

fhe molecular fomula is molecu-
is 445.55; the below:

blue

Components and Performancé
'XL Extended Release Tâblet is'similar in ap-

to a conventiona.l tablet. It consists, however, ofan
drug core sunoundecl by a semipe¡urea-

t0

XL Ext¿nded Release Tablet is desigaed
a cont¡olleil rate of delivery of glipizide into the

the existence of an
of the biJayer core

PITÄRMACOLOGY

Abstracts name of

of Action: Glipizide
by stimulating the

appeârs to lower blood
release of insulin from

nPrínt)-
396

,97

r08

99

þ

t7

I

I
m efect dependent upon functioning beta

the pmcreatic islets. Extrapmcreatic eflects alsol[

a part in the niechanism of action of oral sulfonyl-

cr€ase in iÁsulin sensi0ivity md a decrease in hcpatic glu-
cose production. Howeve¡ the rirechanism by which glipi-
zide lowem blood glûcose during lóng-term ádmiiristration
has not been cledily established, Stimulation of i4sùlin êe-

cretion by glipizicle in reiponse to a meal is of major inpor-
tance. The iirsulinotropic response to a meal is enhânced

$¡ith GLUCOTROL XL administ¡ation in diabetic patients.
The postprandial insuìin and C.peptide responses continue
to be enhmced after at least 6 months of treatment I¡ 2

randomized, double-blind, dose-response studies comprising
a total of 347 patients, there was no significant inc¡ease in
fasting insulin in all GLUCOTROL XJ,-treated patienis
conbined conþared to placebo, although minor elevations
were obsened at some doses, There was no increase in fast-
ing insulin over the long term.
Some patients fail to respond initially, or gradually lose

their responsiveness to sulfonyluea drugs, including glipi-
zide. A.lternatively, glipizide may be effective in some pa-

tients who have not responded oi have ceased to respond to
other sulfonylureas.
Eftecti on Blood Glucose
The effectiveoess of GLUCOTROL XL Extended Relea'se

Tablets in type 2 diabetes at doses from 5-60 mg once daily
has been eva-luated in 4 therapeutic clinical triaìs each with
long-term open extensions involving a total of õ98 patients. 

.

Once daily administration of 5, 10 and 20 mg ptoduced sta-
tistically significmt reductions from placebo in hemoglobin
A1ç, fasting plàsma glucose æd postprandial glucose in pa-

tients with mild to severe bype 2 diabetes. In a pooled anaì-
ysis ofthe patients treated with 5 mg and 20 mg, the relâ-
üionship between:dose and GLUCOTROL XL's efect of
reducing hemoglobin A1s was not established. However, in
the case of fasting plasma glucose patients treated with
20 mg had a statistically significant reduction of fasting
plæma glucose compared to the 5 mg-treated group.
The reductions in hemoglobin A16 and.fasting plasma glu-
cose were sinilar in younger and olderìpatients. Efrcacy of
GLUCOTROL Xlwas ntit afected'by gender, race or weight
(as assessed by body mass index). ,In long tern extension

¡d 
in 817o

ffi"1aä;
8 weeks and then crossed ovel to the other drug for m ad:
ditional 8 weeks. GLUCOTROL XL administration resulted
in signiffcantly lower fasting þlasma glucose levels and
equivalent henõglobinA16 levels, as coniþared to Glucotrol'
Other Effeets: It has been shown that GLUCOTROL XL
therapy is efrective in eontrolling blood gluæse without del-
etei.ious' chairges in' the \plâsma lipopmtein profiIes'of pa-

tients treated for t¡pe 2 diabetes.
In a placebo+ontrolled, crossover study in normal volun'
teers,:glipizide had.no antidiuretic activity; and, in fait, led
to a slight increase in free water clearmce.
Pharmacoklnetics and 'Metabolism: Glipizide is rapidly
and completély'absofbed followjng oral administration in an
inmediate leleade dosagó fom. The absolute bioavâilability
ofglipizide was 10070 after single oral doses in patients with
type 2 diabetes: Begiming 2 to 3 hòus after administration
ofGLUCOTROL XLExtended Release Tableüs, plasna drug
concentrations gradually rise reaching ntaximum concen'
trations within 6 to 12 hours after dosing. With subsequent
once daily dosing of GLUCOTROL XL Extended Release
Tablets, effective plasma glipizide concentiations aie main-
tained throughout the 24 hori¡ dosing interual with less
peak to trough fluctuation than that obseroed with twice
daiþ.dosing of imi¡rediate ielease glipizide. The nem ¡eìa-
tive bioavailability of glipizide in 21 males with type 2 dia-
betes afler administration of 20 mg GLUCOTROL XL Ex-
tended Release Tablets, compared to immediate ¡elease
Glucotrol (10 mg given twice daily), was 907o at steady-
state. Steady-state plasma concentrations were achieved by
at least the fifth day of dosing with GLUCOTROL XL Ex-
tended Release Tablets in 21 males withtype 2 diabetes md
patients younger than 65 yeæ. Approxímately 1 to 2 days
ionger wêre reqdred tò reach steady-state in 24 eldérly
(>65 years) irralæ md femaleË with type 2 diabetes. No ao
cumulation of dng was observed in patients with type 2 di'
abet€s during chronic dosing wiih GLUCOTROL ){J- EF
tended Release Tablets. Administration of GLUCOTROL
XL with fooil has.no effect on the 2 to 3 hour lag time in drug
absorption. In a single dose, food'efect study in 21 healthy
nale subjects, the administration of GLUCOTROL )(L im-
mediately before a high fat breakfast resulted in a 40To ii''
crease in the glipizide mem Cmu value, which was signif-
icmt, but the efrect on the AUC was nòt significant There
was no chæge in glucose response between the fed and fast-
ing state. Markedly reduced GI retetrtion times of the
GLUCOTROL XL tablets over prolonged periods (e.g., short
bowel syndrome) may influence the pharmacokinetic profile
of the drug md potentially result i¡ lower plâsma concen-

trations In a multiple dose study in 26 males with i¡ae 2

diabetes, the pharmacokinetics of glipizide were linear ovet
the dose rmge of 5 to 60 mg of GLUCOTROL XL in that the
plasma drug conæntrations inc¡eased proportionaiely wÍth
dose. In a single dose study in 24 healthy subjects, four
5 mg, two 10 mg, and one 20 mg GLUCOTROL xr' Ex-
tended Release Tablets were bioeqûivalent. In a deparate

single doÁe study.in 36 healthy subjects, four 2.5-mg
GLUCOTROL XL Extended Release Tablets were

Glipizide is eliminated primarily by hepatic biotransforna-
tion: less than 10% of a dose is excreted as unchanged drug
in urine and feces; apprcximately 90% of a dose is excreted
as biotransformation products in urine (80%),and feces
(107o). The major metabolitês ofglipiàide are products ofr,
omatic hydroxylaiion md have no hlpoglycèmic activity. A
minor metabolite which aæoünts for less thm 2% of â dose,

an acetylamino.ethyl,benzenb: derivative, is reported tb
have V10 to V3 as much hypoglycemic activity as the par-

ent compound. The r¡reaí total. body clearance of glipizide
was approximately 3 liters per hour after single intravenous
doses in patiencs with type 2 diabet¿s. The mean apparent
volume of distribution was apþroximately 10 litere. Glipi-
zide is 98:997o bound to seru proteins, primarily to albu-
min. The mem termi¡al elimination halflife of glipizide
ranged Íiom 2 to 5 hours a-fter single or multiple doses in
patients with type 2 diabetes¡ Theie were nó significant dif-
fe¡ences in the pharmacokinetics of,glipizide afìer single
dose administration to older diabetic subjects compæed to
youger healthy subjects. There is only limited informatiôn
regarding the efects ofrenal impaìrment ón ùhe disposition
of glipizide, and no information regúAing the efecLs ofhe-
patic disease. However, since glipizide is highly protein
bound ¿ind hepabic biotransfomation is the predominmt
route of elinination, the phamacokinetiæ andTor phrna-
codynamics of glipizide may be altered in patients with re-
nal or hepatic impaiment. :

ln mice no glipizide or netabolites wert detectable autora-
diographically in the brain or spinal cord of males 'or fe'
males, nor in the fetuses of pregnmt fenales. In mothe¡
study, howevêr, very small amomts of radioactivity were
detected in the fetuses of¡ats given labelled drug.

INDICATIONS AND USAGE
GLUCOTROL XL is indicated as an adjmct to diet for the
contiol of h¡perglycemia and its assoiiated symptomatology
in patiônts with type 2 diabetes formerly linom as non-
insúlin-dependent diabetes mèìlitus (NIDDM) or maturity-
onset diabetes, after an'adequate trial ofdietary therapy
has prove
when diet
glycenia,
patiént's regimen, dietary measurés óhould continué to be
considered as important. In 12 week, well-controlled Étudies
there was a muimal average net ieduction in hemoglobin
A1ç of l.7Vo i¡ absolute units between placebo-treateil md
GLUC OTROL- Xl-treatèd patieirts.
In initiating treatment foi ffiê 2 díabêtes, diet should be

emphasizrid as the primary forn of treatment' Caloric re'
striction and weight loss 'æ edsential in the obese tliabetic
patient: Propei dietary mmagenient alone náy be efecti'ûe
in contiolliñg blood glucose md s¡mptoms of h¡pergþe-
mia. The importmce ofregulæ physical activity should also
be stressed, bardio'ûasculai risk factors should be:identified,
and conective measues taken where possiblè. '
If this treatrnent p¡ogm'fails to ieduæ slmptorn,s antyor
blood glucose, the use of an oral sulfonyluièã shoulil be con-

sidered. If additionaì reduction ôf syrnptoms mÙör blooil
gluco'se is required, the additiòd ofinsulin to the treatment
iegimen should be considered.'Udê of GLUCOTROL XL
must be viewed by both the physician ând þâtiett as a treat-
ment in addition t¡ diet, ald not as a iübstitute for diet or
as a conveíient nech¡uism for avoidirg dietary ¡est¡aiirt.
Furthemoré, loss ofblood-glucose cont¡ol on diet alone also
my be transiedt, thus requiring only short:terin adminis-
tration of glipizide.
Some patients fail to respond initially or gradually lose
their responsivmess to sulfônylurea drqgs, including
GLUCOTROL XL. In these cases; concomitant use of
GLUCOTROL XL with othe¡ oral bloôd'glucoseJowering
agents can be.comidered. Other approaches that cm Þ mry
sidered include sulrstitution of:GLUCOTROL XL therapy
uith that ofanotàer oral blood-glucose-loùering agent orin-
sulin. GLUCOTROL XL should be disc¡rntinueil'if it no
longer contributes to glucose lowering. Judgment of re-
sponse to therapy should be based on regulã1 ilinicål and
laboratöryevaluations. : ; .

In onsidering the use of GLUOOTROL XL in asymptonatic
patients, it should be recognized that.controili¡g blood glu'
mse in tyae 2 tliabètes hæ not been definitely established to
be efective in preventing the long-tem cædiovascula¡ or
neural complications of diabetes. However, in insulin-
dependent diabotes nellitm controlling blood glucose has
been effective in slowing the progression oftliabetic retinop-
aihy, nephropathy, md neuropathy.

CONTRAINDICATIONS
Glipizide is cont¡aindicated in pafients with:

1. Known hypersensitivity to glipüide or gny excipients
in the GITS tablets.

2. Type 1 diabetes, diabetic ketoacidosis, with or without
coma ThiE condition should be tieated with insulin

IVARNINGS
SPECIAL WARNING ON INCREASED RISK OF CARDIOVAS.
CULAR MORTALITY: The administration of oral hypogly-
cemic drugs has been reported to be assoc¡ated with ¡n-

creased ca¡diovascular mortality as compared to treatment
w¡th d¡et alone or diet plus insulin, This warning is based
on the study conductåd by the Un¡versity GrouP D¡abetes
Program (UGDPI, a long-term prospective clinical trial de-

Continued on next Page

Consult 2 0 0 5 PDR@ supplements 8nd future editions for ¡evisions

Case 2:11-cv-00236-JPS   Filed 11/26/13   Page 7 of 7   Document 171-6


	171-0KingExhibits2ExcludeGeodon
	171-1-WatsonSupp2Disclosures
	171-2-WisconsinLtrReOpensRecordsRequest
	171-3-Response2OpenRecordsRequest
	171-4-GeodonIn2005AHFS
	171-5-Geodonin2005USPharmacopaeia
	171-6-GeodonIn2005PDR

