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The Public Domain of Generic Drug Labeling in Japan, the U.S. and the E.U.
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Summary : The situation concerning the public domain of generic drug medical information was considered, focusing
on package inserts. In the U.S. and the E.U., the sameness of the content of a package insert for a generic drug (GE) with
that of the original drug is regulated by law. Since the content of a package insert must be approved, the GE manufacturer
cannot revise it independently. On the other hand, Japan has no such rule stipulating that the content of package inserts
for GEs be the same as those for the original drug. The content does not require approval, which results in descriptions
being determined by the manufacturer. In other words, in Japan, the public domain, or sharing of the original drug's
information, is not guaranteed even on a package insert obligated to be provided under the Pharmaceutical Affairs
Law. In a situation where the originator pharmaceutical company is not willing to provide medical information to the
GE manufacturer, the GE manufacturer tends to refrain from citing the original data to avoid the risk of piracy. These
circumstances have led to criticism over the lack of information on GEs.

For the promotion of GE, the regulating authority is expected to play a leading role in placing original drug information in
the public domain to allow wider use of GEs.
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LIPITOR® Tablets
Pfizer
6 ADVERSE REACTIONS

6.1 Clinical Trial Adverse Experiences

In the LIPITOR placebo-controlled clinical trial database of
16,066 patients (8755 LIPITOR vs. 7311 placebo; age range 10—
93 years, 39% women, 91% Caucasians, 3% Blacks, 2% Asians,
4% other) with a median treatment duration of 53 weeks, 9.7% of
patients on LIPITOR and 9.5% of the patients on placebo
discontinued due to adverse reactions regardless of causality.
The five most common adverse reactions in patients treated with
LIPITOR that led to treatment discontinuation and occurred at a
rate greater than placebo were: myalgia (0.7%), diarrhea (0.5%),

EINTNS,

Fig. 1 |Z Atorvastatin Calcium Tablets ®JGI8[E 3
dh (LIPITOR®, Pfizer #) & GE (K[ Sandoz tt)
DB Z R L7z, Wi QRN SCH OB XTI
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XETIXEE—f#%4% (International Nonproprietary
Name: INN) o atorvastatin calcium IZZH X T
Wb DANE, ERREERO T, RIVEH OB KL %
O, Mo #hEE (AUC, Cnax) Foitihi, XF,
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Atorvastatin Calcium Tablets
Sandoz
6 ADVERSE REACTIONS

6.1 Clinical Trial Adverse Experiences

In the atorvastatin calcium placebo-controlled clinical trial database of

16,066 patients (8755 atorvastatin calcium vs. 7311 placebo; age range

10-93 years, 39% women, 91% Caucasians, 3% Blacks, 2%

Asians, 4% other) with a rnedlantreah‘nentdulanm of 53 weeks, 9.7%
ients on atorvastain calciumand 9.5% of the patients on

placebo discontinued due to adverse reactions regardless of

causality. The five most common adverse reactions in patients

treated with atorvastatin calcium that led to reatment discontinuation

and occurred at a rate greater than placebo were:

nausea (0.4%), alanine aminotransferase increase (0.4%), and ja > F myalgia (0.7%), diarrhea (0.5%), nausea (0.4%), alanine

hepatic enzyme increase (0.4%).

The most commonly reported adverse reactions (incidence = 2% % E _&

and greater than placebo) regardless of causality, in patients

(aonjtln/o)transferase increase (0.4%), and hepatic enzyme increase

The most commonly reported adverse reactions (incidence 2 2%

treated with LIPITOR in placebo controlled trials (n=8755) were: % | :ﬁE and greater than placebo) regardless of causality, in patients

nasopharyngitis (8.3%), arthralgia (6.9%), diarrhea (6 8%), pain
in extremity (6.0%), and urinary tract infection (5.7%).

treated with atorvastatin calciumin placebo controllied trials (n=8755)

L/ f: lﬂ% were: nasopharyngitis (8.3%), arthralgia (6.9%), diarrhea (6.8%),

- pain in extremity (6.0%),
Q’C ﬁ and urinary tract infection (5.7%).

12.3 Pharmacokinetics

Absorption: LIPITOR is rapidly absorbed after oral administration;
maximum plasma concentrations occur within 1 to 2 hours. Extent
of absorption increases in proportion to LIPITOR dose. The
absolute bioavailability of atorvastatin (parent drug) is
approximately 14% and the systemic avallabllny of HMG-CoA
reductase inhibitory activity is approximately 30%.

14 CLINICAL STUDIES
14.1 Pr ion of Cardio lar Di

In the An¢ %b$can inavian Cardiac Outcomes Trial (ASCOT), the
effect of LIPITOR on fatal and non-fatal oo% heart dlsease was
assessed in

hypemensvve tients IS Of mean
of 63 rs) ; m)egcardlal infarcfion and \2%? ‘?’
Ievels <251 mg/dL (6.5mmollL).
Revised: [2/2013]

Fig. 1 KE7

12.3 Pharmacokinetics
Absorption: atorvastatin calcium is rapidly absorbed after oral
administration; maximum plasma concentrations occur within 1 to
2 hours. Extent of absorption increases in proportion to atorvastatin
calcium dose. The absolute bioavailability of atorvastatin (parent
drug) is approximately 14% and the systemic availability of HMG-
CoA reductase inhibitory activity is approximately 30%.
14 CLINICAL STUDIES
14.1 Prevention of Cardiovascular Disease
In the Anglo-Scandinavian Cardiac Outcomes Trial (ASCO'&QIQSe
of in calaum on fatal and ron-{atal

assessedin 10, 305 hypertensive patients 40-80 \M%e
63 ), withoutt a previous myocardial |nfambon and

<251 mg/dL (6.5 mmollL).
Revised: [1/2013]
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Summary of the Product Characteristics (SmPC)
Thb. TORBEBEIIOWTIEIAA FIA Vh%
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KA 2 1ZBIT % Atorvastatin Calcium Filmtabletten
D 55 E # 5 (Sortis ® Filmtabletten, Pfizer 1) &
GE (Atorvastatin HEXAL Filmtabletten, Sandoz ft:4x
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Fig. 412, "A FEHEHT A VI T AT A
(Filgrastim) D 754 FR3EG & LT Amgen
Neupogen®30MU (0.3 mg/ml) &, ZDNA F#
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Sortis® Filmtabletten
PFIZER

4.8 Nebenwirkungen

In der 16.066 Patienten (8.755 Sortis und 7.311
Plazebo) mit einer durchschnittlichen
Behandlungsdauer von 53 Wochen umfassenden
Datenbank der plazebokontrollierten klinischen
Studien mit Atorvastatin brachen 5.2 % der
Atorvastatin-Patienten und 4,0 % der Patienten
unter Plazebo die Therapie wegen
Nebenwirkungen ab.

Auf der Basis von klinischen Studien sowie.
umfangreichen Erfahrungen im taglichen Einsatz
erglbst suih das nachfolgende Vertraglichkeitsprofil
von Sorits.

Infektionen und parasitére Erkrankungen
Haufig: Nasopharyngitis -

5.2 Pharmakokinetische Ei haften

g

Resorption .
forvastatin wird nach oraler Einnahme rasch

resorbiert; maximale Plasmaspiegel (Cmax) werden
nach 1 bis 2 Stunden erreicht. Das AusmaR der
Resorption steigt proportional mit der .
Wirkstoffdosis an. Atorvastatin Filmtabletten sind
im Vergleich zu einer oralen L6sung zu 95 bis
99 % blologisch verfugbar. Die absolute
Bioverfligbarkeit von Atorvastatin betragt
annahernd 12 %, und die systemisch verfligbare
Hemmaktivitat der HMG-CoA-Reduktase betragt
ca. 30 %. Die geringe systemische Verfuigbarkeit
wird der prasystemischen Clearance in der
astrointestinalen Mukosa und/oder einem First-
ass-Metabolismus in der Leber zugeschrieben.
10. STAND DER INFORMATION: April 2012
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Atorvastatin HEXAL Filmtabletten
HEXAL

4.8 Nebenwirkungen

In der 16.066 Patienten (8.755 Sortis und 7.311
Plazebo) mit einer durchschnittlichen
Behandlungsdauer von 53 Wochen umfassenden
Datenbank der plazebokontrollierten klinischen
Studien mit Atorvastatin brachen 5,2 % der
Atorvastatin-Patienten und 4,0 % der Patienten
unter Plazebo die Therapie wegen
Nebenwirkungen ab.

Auf der Basis von klinischen Studien sowie
umfangreichen Erfahrungen im taglichen Einsatz,
ergibt sich das nachfolgende Vertraglichkeitsprofil

ja s F von Atorvastatin.

— Infektionen und parasitare Erkrankungen
& ? o Haufig: Nasopharyngitis .
RIZERE
L7=B5  Resorption
2TR— Aforvastatin wird nach oraler Einnahme rasch

5.2 Pharmakokinetische Eigenschaften

resorbiert; maximale Plasmaspiegel (Cmax) werden
nach 1 bis 2 Stunden erreicht. Das Ausmal der
Resorption steigt proportional mit der .
Wirkstoffdosis an, Atorvastatin Filmtabletten sind
im Vergleich zu einer oralen Losung zu 95 bis
99 % biologisch verfligbar. Die absolute
Bioverfligbarkeit von Atorvastatin betragt
annahernd 12 %, und die systemisch verfiigbare
Hemmaktivitat der HMG-CoA-Reduktase betragt
ca. 30 %. Die geringe systemische Verfligbarkeit
wird der prasystemischen Clearance in der
astrointestinalen Mukosa und/oder einem First-
ass-Metabolismus in der Leber zugeschrieben.

10. Stand der Information: Mai 2012

Fig.3 KAV« 7 MUNZXEZFURMNELLE (5% - GE RSEIRF)

SPC
Amgen

4.8 Undesirable effects

a. Summary of the safety profile
In clinical trials in cancer patients the most frequent
undesirable effect was musculoskeletal pain, which was
mild or moderate in 10% and severe in 3% of patients.

b. Tabulated summary of adverse reactions

The data in the tables below describe adverse reactions
reported from clinical trials and spontaneous reporting.

Cancer patients
MedDEA édveue reactions
system ery Common |Uncommon Rare Very rare
common

[ (2 1/100 (2 171000 |( 1/10,000

P [t ) to < 1/10) _[to < 1/100) |to < 1/1000) (VDL
D Graft

Tmmune rug (s

system hypersensi Host

disorders tivity®
WA Disease”

5.2 Pharmacokinetic properties
Clearance of filgrastim has been shown to follow first-order
pharmacokinetics after both subcutaneous and ;
intravenous administration. The serum elimination half-life
of filgrastim |s.apprOX|mateI)( 3.5 hours, with a clearance
rate of approximately 0.6 ml/min/kg. Continuous infusion
with Neupogen over a period of up to 28 days, in Fatlents
recovering from autologous bone-marrow transplantation,
resulted in no evidence of si‘rll_lg accumulation and

compars: elimination h . There is a positive linear
correlation between the dose and the serum concentration
of filgrastim, whether administered intravenously or
subcutaneously. Following subcutaneous administration
of recommendéd doses, serum concentrations were
maintained above 10 ng/ml for 8 to 16 hours. The volume

of distribution in blood'is approximately 150 ml/kg.
WETH : 201343888

8145

SPC

Sandoz

4.8 Undesirable effects
The most commonly reported adverse reactions to
filgrastim are mild to | musculoskeletal pain
occurring in more than 10% of patients. Musculoskeletal
pain is usually controlled with standard analgesics.

Table 1. Adverse reactions in clinical trials in cancer patients

Immune system disorders

Allergic-type reactions*, including anaphylaxis, skin rash,
urticaria, angioedema, dyspnoea and hypotension

Very rare:

5.2 Pharmacokinetic properties
Randomised, double-blind, single and multiple dose,
crossover studies in 146 healthy volunteers showed that the
E_Ihan'nacoklnehc profile of Zarzio was comparable to that of

e reference product after subci ind intra

administration.
Absorption
A ssingle subcutaneous dose of 0.5 MU/kg (5 gplkg) resulted in
maximum serum concentrations after a f?"ax 4.5+ 0.9 hours
(mean = SD).
Distribution

Elimination

%ETA : 20124128198

Fig. 4 RE7 V77X FLARMNTELE (KT FEER - /N1 FEERRM R
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BAERA TV ARGFUAIL I LEE
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Lipitor® Tablets 5mg-10mg
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SmPC:Summary of the Product Characteristics
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