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“ URGENT: PROPOFOL UPDATE

June 19, 2012
Dear Healthcare Professional,

APP? is coordinating with the FDA to increase the availability of propofol products as continuous supply of this essential
drug is critical to patient care. Therefore, APP, under an exercise of enforcement discretion by FDA, will reintroduce
Fresenius Propoven 1% (propofol 1%) to the US market. Fresenius Propoven 1% (propofol 1%) to be temporarily
imported in 2012 is the same anesthesia product that was imported during the 2009 and 2010 propofol drug shortage.
Fresenius Propoven 1% (propofol 1%) is manufactured in FDA inspected facilities by APP’s parent company,
Fresenius Kabi AG. All of these facilities are in compliance with FDA manufacturing standards.

At this time, FDA has exercised its enforcement discretion to allow for the importation of Fresenius Propoven 1%
(propofol 1%) solely by APP during the critical shortage of propofol. Importation or distribution of Fresenius
Propoven 1% (propofol 1%) vials by any entity other than APP, or its authorized distributors, is outside the scope of
FDA's enforcement discretion, and Fresenius Propoven 1% (propofol 1%) is not an FDA approved marketed drug in
the United States.

Effective immediately, and during this temporary period, APP will offer propofol 1% in the following versions:

pep oA | AT Poncla i | Fesens Foporen i%
20 mL SD Vial NDC # 63323-269-20 NDC # 63323-270-25 N/A
20 mL Ampule N/A N/A Product # 831230221
50 mL SD Vial NDC # 63323-269-50 NDC # 63323-270-50 Product # 4266051
100 mL SD Vial NDC # 63323-269-65 NDC # 63323-270-65 Product # 4266031

APP’s Propofol Injectable Emulsion, USP formulation is identical to DIPRIVAN®

Fresenius Propoven 1% (propofol 1%) contains the same active ingredient, propofol, in the same concentration as
APP DIPRIVAN® (propofol 1%). It is important to note that there are some key differences in the
formulation and labeling between the US marketed propofol products and the international
Fresenius Propoven 1% (propofol 1%), that you need to be aware of:

« Fresenius Propoven 1% (propofol 1%) contains a combination of long-chain triglycerides (LCT),
similar to those found in DIPRIVAN®; however, Fresenius Propoven 1% (propofol 1%) also contains
medium-chain triglycerides (MCT) that are not present in the DIPRIVAN® formulation. As with
DIPRIVAN® and other propofol products, special care should be applied in patients with disorders of
fat metabolism, patients receiving Total Parenteral Nutrition (TPN), and in patients with other
conditions where lipid emulsions must be used with caution.

< Fresenius Propoven 1% (propofol 1%) does NOT contain an anti-microbial retardant such as
ethylenediaminetetraacetic acid (EDTA), sodium meta-bisulfate, or benzyl alcohol/sodium benzoate.

= STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING.

= Each vial of Fresenius Propoven 1% (propofol 1%) is intended only for single
administration for an individual patient. Vials are not intended for multidose use.
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= As stated in USP Chapter 797, Pharmaceutical Compounding-Sterile Preparations,
the solution content of ampules should be passed through a sterile filter needle to
remove any particles. When withdrawing from Fresenius Propoven 1% (propofol
1%) 20 mL glass ampules, the use of a 5 micron blunt filter needle is recommended
in order to maintain the integrity of the emulsion and reduce the risk of particulate
including glass.

= Unused Fresenius Propoven 1% (propofol 1%) should be discarded within 6 hours
after being drawn up into a syringe.

=  The unused portion of a vial or ampule should be discarded immediately after opening.

= As with any propofol 1% used for IV infusion, discard all product and infusion therapy
systems after 12 hours.

% Fresenius Propoven 1% (propofol 1%) is contraindicated in patients who are allergic to soy or peanut.

+ The barcode used on Fresenius Propoven 1% (propofol 1%) product is an international
pharmaceutical manufacturing code and may not be appropriately recognized by scanning systems
used in the United States. Institutions should confirm that barcode systems do not provide incorrect
information when the product is scanned.

« Alternative procedures should be followed to assure that the correct drug product is being prepared
and administered to individual patients.

< Fresenius Propoven 1% (propofol 1%) product information sheet contains a patient information
leaflet as part of the international requirement for propofol 1%. For questions regarding Fresenius
Propoven 1% (propofol 1%) in the United States, please contact APP Vigilance and Medical Affairs
at 1-800-551-7176, Monday — Friday, between the hours of 8 a.m. and 5 p.m. (CST), or e-mail
appmedicalinfo@APPpharma.com.

% The attached product comparison table highlights the key differences in formulation and labeling
between APP DIPRIVAN® and Fresenius Propoven 1% (propofol 1%).

Please find attached a copy of the Fresenius Propoven 1% package insert. |

To further supplement supply, APP maintains its commitment to expedite the manufacturing of DIPRIVAN® and Propofol
to maintain continuous releases on all product presentations. We believe the combination of continuous APP
DIPRIVAN® and APP Propofol releases in addition to availability of Fresenius Propoven 1% (propofol 1%) will help
alleviate a market shortage.

Please evaluate the use of Fresenius Propoven (propofol 1%) in your institution and begin placing orders immediately.
If your institution desires not to use Fresenius Propoven (propofol 1%), you may continue to order APP DIPRIVAN®
and/or APP Propofol; APP will reserve some DIPRIVAN® and/or Propofol for those patients where Fresenius Propoven
(propofol 1%) is contraindicated.

All direct customer orders for propofol products, including APP DIPRIVAN®, APP Propofol, and Fresenius Propoven
(propofol 1%), will remain on an allocation process. APP will closely monitor the distribution of all propofol products to
help manage imbalances in supply. APP will continue to replenish the distribution channel with all propofol products,
and encourage customers to check with wholesaler and distributor partners for product availability of APP DIPRIVAN®,
APP Propofol, and Fresenius Propoven (propofol 1%). Please be aware that Fresenius Propoven (propofol 1%) is
not returnable and not for resale.
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If you have additional questions, please contact Customer Service at 1-888-386-1300, Monday — Friday, between the

hours of 7 a.m. and 6 p.m. (CST) or APP Vigilance and Medical Affairs at 1-800-551-7176, Monday — Friday, between
the hours of 8 a.m. and 5 p.m. (CST), or e-mail appmedicalinfo@APPpharma.com. This communication and updated

product information is available on the APP web site www.APPpharma.com as well as on the FDA Drug Shortage web
site http://www.fda.gov/Drugs/DrugSafety/DrugShortages/default.htm.

To report adverse events among patients administered Fresenius Propoven 1% (propofol 1%), please call
1-800-551-7176, Monday — Friday, between the hours of 8 a.m. and 5 p.m. (CST). Adverse event information may
also be reported to FDA's MedWatch Adverse Reporting System either online, by regular mail or by fax:

= Online: www.fda.gov/medwatch/report.htm

= Regular Mail: use postage-paid FDA form 3500 available at: www.fda.gov/MedWatch/getforms.htm
Mail to MedWatch, FDA, 5600 Fishers Lane, Rockville, MD 20852-9787

= Fax: 1-800-FDA-0178

If you have any questions about the information contained in this letter or the safe and effective use of Fresenius
Propoven 1% (propofol 1%), please contact our Vigilance and Medical Affairs department at 1-800-551-7176,
Monday — Friday, between the hours of 8 a.m. and 5 p.m. (CST), or e-mail appmedicalinfo@APPpharma.com

Sincerely,

M A0 75T R

Mitchell L. Ehrlich
Vice President, Quality
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Comparison Table:

APP Label Fresenius Label
DIPRIVAN® (propofol 1%) Propoven 1% (propofol 1%)

- Contains EDTA, which inhibits microbial| NDC 63323-265-20

P gﬁuﬁé&éﬁ%ﬁ:m Infectian/sepsis, and/or D’PR’VA~® %

—
e eiher lite-ihrestening (Hness WJECTAELE
S |* Begin et promply attar apening: Discard wilkin specifioy p,"opﬂfﬂ;‘

Propofol 10 mg/ml Glass

Fresenius Propoven 1% Ampule
Emulsion for Injection or Infusion
Label

o | lime IlmltlSe! package mzart)
e—"C' |* Do not use | Is suspected
—_

G T ot 10 mq-mL propofol

US Pat
o Professional Information Brochure. 5,714,520
o Storg between 4° 10 25°C (40° 1o 77°F). 5,731,355 FOR 1.V. ADMINISTRATION

For Intravenous uss only.
1/mi contzing 10 myg propatod
[Each 29 mi ampoule confaine 200 mg propofol.|

© [ not fresze. 5731356 20 mL single-patient infusion vial &Mr opening te product must be Used Immediats
g 5908869 Sterile, nonpyrogenic Rx only Read e pac et before wse and for the sheil [fe of he diuted
) BEFORE USING - -
"exp s S APP Phamacoulials, LLC e For single use crly T 5
Sl:naumbu L IL 60173 ) i b L1,
(1T T e Bl 20mimees ERES mo i

g = - ey Fakar Eak T H T o Fawn i rired Eighcende a

Tontains EDTA, whish | Sterie, nonpyrogenic saauzsséq it i Perncyanaods s e caiar i i gar s fes ) ]

gty LG | e b | AR WELL BEFORE USNG Propofol 10 mg/m| Sttt e S

’ ki \ 9

| [EESH | e )pmvam" — W Do areasesan | S

e eetiutepis mtn| e o, oo, Bk st ey o & e Bppa st e e

mumsmm I, Bectimierst, g mmg;_w:“:%m‘ (B a s progofol Enulalnl\fwhhﬂlﬂnhrl'muhn mEms g :m :“'::“’ UL enessiaus ﬂ-; nmamai i
o (2.5 mgwd, g For nkaw / o pafact i WA |

- o o 10 momt propolol ey, S pois )| S

BT luna| 5n St iic  FOR LV. ADMINISTRATION e o

Sl ETTE Dngte= Rzomsy S0 mlL nllqle— t infusion visl ‘§ 3 5

Er —— ] T

[
iy

= [-Copiais EOTA, whioh ihibts masrobiel growth | NDG 63323-260-65 260065 [ SSnar cnoud os craten b uce Lce oty e o )
" /-:"“f.m—m = _”"""h. , PrOPOfOI 10 mgfml - __wammmmmnr\gmmmmnemm.ﬁ
* Eonta o s 4 . gt muitipe use container.
o | et ™’ % Freseniu Propoven 1% e e e g 0 o E
0 pcted Emulsim njec)ldn or Infusion Aftsr opaning the product must be ussd Immediataly. =
by Store at o below 25°C: 00 not reeze, 2
- For intrayenous use onl Keep out of the reach and sight of chikien. =
e o 10 mg/mL propofol vénous use only e e -
™ mmnmmmm 1ml coni(ams 10(05 Propofol. mmufg Eumm \ g
e m“j:,h;"“m“;,mm' 25T FOR LV. AD MINISTRATION s e s i
E— Mot o Sterile, nonpyrogenic Each'mD ml ial contains 1000 mg propofol. g;'f;:z(afml refned amgﬂlm
0 é‘:"n;'u'l";:'g“.'“‘“'“" Le SHAKE WELL BEFDHE USING mmm' ot
| useappamn Me Rx only ™ For single injection or infusion in an th ;;ggg;%ﬂ \
A '35 5 & d‘ idual it. l—-msmus mm Lt \
N Hem I| | | |"|"| Ve 100 ML smgle pqnenl infusion vial & & et Rincam: Gheent .
100 m
Wy ' 7 if

APP

A Fresenius Kabi Company
1501 E. Woodfield Road | Main: 847-969-2700
Suite 300 East | Toll Free: 888-391-6300
Schaumburg, IL 60173 | www.APPpharma.com



®

A Fresenius Kabi Company

APP Label
Propofol 1%

Fresenius Label
Propoven 1% (propofol 1%)
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APP DIPRIVAN® and
APP Propofol
(propofol 1%)

Fresenius Propoven 1%
(propofol 1%)

What does this mean to you,
as a Healthcare Professional?

Contains
ethylenediaminetetraacetic
acid (EDTA)

Does not contain a
preservative such as
ethylenediaminetetraacetic
acid (EDTA), benzyl
alcohol/sodium benzoate, or
sodium meta-bisulfate

Fresenius Propoven 1% (propofol 1%) is a single dose
vial for administration to a single patient.

Strict aseptic technique must always be maintained
during handling

Indications and
contraindications:
see package insert

Indications and
contraindications: see
package insert

Please note: see package
insert on 4.2 method of
administration, 4.3
contraindications, and 4.4
special warning and
precautions for use

Fresenius Propoven 1% (propofol 1%) may be used for
induction of anesthesia in patients above the age of 3
years or for maintenance of anesthesia in patients above
the age of 2 months.

Fresenius Propoven 1% (propofol 1%) is contraindicated
in patients who are allergic to soy
or peanut.

Contains long-chain
triglycerides (LCT)

Contains a combination of
medium-chain triglycerides
(MCT) plus long-chain
triglycerides (LCT)

The presence of MCTs should be taken into consideration
when treating patients with disorders of fat metabolism or
who are receiving TPN.

Unit of use barcode on
individual vials

No unit of use barcode

The barcode used on Fresenius Propoven 1% (propofol
1%) may not register accurately on US scanning systems.
Other means of confirming the correct drug is being
prepared and administered to the correct patient should be
utilized.

N/A

Contains a patient information
leaflet.

For questions regarding Fresenius Propoven 1%
(propofol 1%) in the United States, please contact APP
Vigilance and Medical Affairs at 1-800-551-7176,
Monday — Friday, between the hours of 8 a.m. and 5 p.m.
(CST), or e-mail appmedicalinfo@APPpharma.com.

Only available in Single Dose
Vials (SDV)

Available in 20 mL glass
ampule and 50 mL & 100 mL
single dose vials (SDV)

When withdrawing from Fresenius Propoven 1% (propofol
1%) 20 mL glass ampules, the use of a 5 micron blunt filter
needle is recommended in order to maintain the integrity of
the emulsion and reduce the risk of particulate including
glass.
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