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Herstellung einer Injektions- bzw.

Infusionslosung

Hier: Erteilung einer Gestattung nach § 4 Absatz 1 und Absatz 5 Medizinischer Bedarf
Versorgungssicherstellungsverordnung (MedBVSV)

Sehr geehrte Damen und Herren,
das Bundesinstitut fiir Arzneimittel und Medizinprodukte erlidsst auf [hren Antrag vom
14.02.2023 folgenden

Bescheid:

1. Fir die oben genannten Arzneimittel wird abweichend von §§ 10 und 11 AMG
angeordnet, dass das in Rede stehende Arzneimittel mit englischsprachiger
Kennzeichnung und Packungsbeilage in den Verkehr gebracht werden darf.

2. Ergidnzend werden nach § 4 Abs. 5 MedBVSV folgende Abweichungen von den
vorliegenden Zulassungsunterlagen gestattet:

Das Arzneimittel darf

a.) unter der Bezeichnung ALTEPLASE 50 mg

b.) ohne das benétigte Losungsmittel (Wasser fiir Injektionszwecke) sowie

c.) ohne eine Transfereinheit inklusive der notwendigen Spritze und Kantile, die nicht

Teil des importierten Produktes sind,
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in den Verkehr gebracht werden.
Es ist ein Informationsschreiben jeder Lieferung beizufiigen, welches die derzeitige

Versorgungssituation und die flankierenden Mafdnahmen bertcksichtigt.

3. Die Ausnahmegenehmigung ist antragsgemaf? befristet bis zum 31.12.2023 und wird
unter dem Vorbehalt des jederzeitigen Widerrufs erteilt.

Begriindung:

Zu1l.und 2.
Die verfligte Ausnahmegenehmigung stiitzt sich auf § 4 Absatz 1 und 5 MedBVSV.

§ 4 Abs. 1 MedBVSV erlaubt es der nach § 77 AMG zustindigen Bundesoberbehorde im Einzelfall
anzuordnen, dass abweichend von den §§ 10 und 11 AMG Arzneimittel ohne eine bzw. ohne eine
den Vorgaben der §§ 10 und 11 AMG entsprechende Kennzeichnung und Packungsbeilage in den
Verkehr gebracht werden diirfen, wenn dies zur Sicherstellung der Versorgung mit
Arzneimitteln erforderlich ist.

§ 4 Abs. 5 MedBVSV erlaubt es der nach § 77 AMG zustdndigen Bundesoberbehoérde im Einzelfall
Ausnahmen von bestimmten Vorschriften des Vierten Abschnittes des AMG zulassen, wenn dies
nach Vornahme einer Nutzen-Risiko-Bewertung zur Sicherstellung der Versorgung der
Bevoélkerung mit Arzneimitteln erforderlich ist.

Diese Voraussetzungen sind hier erfiillt.

Das Arzneimittel Actilyse Pulver und Lésungsmittel zur Herstellung einer Injektions- bzw.
Infusionslésung wird als Thrombolytikum in der Notfallmedizin eingesetzt. Zu den zugelassenen
Indikationen zdhlen der akute ischdmische Schlaganfall, der akute Herzinfarkt sowie massive
Lungenembolien mit himodynamischer Instabilitit.

Die Fa. Boehringer Ingelheim Pharma GmbH und Co. KG hat angekiindigt, dass die in Rede
stehenden Produkte zwischen 2022 und 2024 einer eingeschrankten Verfiigbarkeit unterliegen
werden. Therapeutische Alternativen stehen, insbesondere fir die Indikationen des
ischdmischen Schlaganfalls und der massiven Lungenembolie, nicht zur Verfiigung.

Daher ist die erteilte Ausnahme zur Sicherstellung der Versorgung der Patientinnen und
Patienten erforderlich.

In Abweichung von den genehmigten Zulassungsunterlagen wird das aus den USA re-
importierte Produkt unter der Bezeichnungen ALTEPLASE 50 mg ohne das in der Zulassung
definierte Losungsmittel sowie die Transfereinheit und die notwendige Spritze und Kaniile
ausgeliefert.

Die Uberwachung des Riicktransports des Produktes, das Labeling der Vials, die sekundir
Verpackung sowie die Endfreigabe des Produktes erfolgt geméfi den vorgelegten Unterlagen
durch die Fa. Boehringer Ingelheim Pharma GmbH & Co. KG.



Seite 3von 3

Die Abweichungen von der vorliegenden Zulassung wurden von der zustindigen
Bundesoberbehorde gepriift. Die erfolgte Nutzen-Risiko-Bewertung ergab, dass das importierte
Produkt eine vergleichbare Qualitit aufweist wie das zugelassene Produkte Actilyse und die
Vermarktung der in Rede stehenden Ware dazu beitrigt den kritischen Engpass von Actilyse
abzumildern.

Daher wird dem vorliegenden Antrag auf Inverkehrbringen zugestimmt.
Zu 3.

Die Befristung erfolgt antragsgemaf} bis zum 31.12.2023.

Der Widerrufsvorbehalt stiitzt sich auf § 36 Abs. 2 Nr. 3 VwV{G, wonach ein Verwaltungsakt nach
pflichtgemédfRem Ermessen auch mit einem Vorbehalt des Widerrufs erlassen werden kann.
Dieser Vorbehalt ist notwendig und zugleich das mildeste Mittel, um angemessen reagieren zu
konnen, sofern sich herausstellen sollte, dass die Voraussetzungen fiir die Ausnahme nicht mehr
vorliegen oder die Sicherheit von Patientinnen und Patienten durch die zugelassenen
Abweichungen von den iblichen Zulassungen beeintriachtigt werden sollte.

Rechtsbehelfsbelehrung:

Gegen diesen Bescheid kann innerhalb eines Monats nach Bekanntgabe Widerspruch erhoben
werden. Der Widerspruch ist beim Bundesinstitut fiir Arzneimittel und Medizinprodukte in
Bonn einzulegen.

Bonn, 03.03.2023

Im Auftrag

Dr. Michael Horn

Anlagen:

- Anlage 1 - Mock Ups des Vials und der Faltschachtel
- Anlage 2 - Produktinformation in englischer Sprache
- Anlage 3 - Informationsschreiben an Krankenhéuser
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ALTEPLASE 50 mg (alteplase) lyophilized poWder in single-dose
vral for reconstitution

3FU LL PRESCRIBING INFORMATION

NAME OF THE MEDICINAL PRODUCT
Alteplase 50 mg lyophilized powder in single- ¢|ose vial for
reconstitution

STATEM ENT OF ACTIVE SUBSTANCE (S)

29 000,000 IU).
3For the full list of excipients, see section 11.

1 INDICATIONS AND USAGE

1 1 Acute Ischemic Stroke

AItepIase 50 mg is indicated for the treatment of acute ischemic
stroke i

3Exclude intracranial hemorrhage as the primary cause of stroke
signs and symptoms prior to initiation of treatment [see
Contraindications (4.1)]. Initiate treatment as soon as possible
but within 3 hours after symptom onset.

Alteplase 50 mgis indicated for use in acute myocardial infarction
(AMI) for the reduction of mortality and reduction of the incidence
of heart failure. i

Limitation of Use: The risk of stroke may outweigh the benefit
produced by thrombolytic therapy in patients whose AMI puts
them at low risk for death or heart failure. ‘

1 3 Pulmonary Embolism

Alteplase 50 mg is indicated for the lysis of acute massive

pulmonary embolism, defined as:

‘o Acute pulmonary emboli obstructing blood flow to a lobe or
muItipIe lung segments i

‘ hemodynamics e.g., failure to maintain blood pressure
. without supportive measures.

2 DOSAGE AND ADMINISTRATION

2 1 Acute Ischemic Stroke

AdministerAlteplase 50 mg as soon as pOSSible but within
3 hours after onset of symptoms.

The recommended dose is 0.9 mg/kg (not to exceed 90 mg total
dose), with 10% of the total dose administered as an initial
intravenous bolus over 1 minute and the remamder infused over
60 minutes.

During and following Alteplase 50 mg administration forthe
treatment of acute ischemic stroke, frequently monitor and

control ‘blood pressure**"”""”""”""”"*"r *************************

In patients without recent use of oral anticoagulants or heparin,
Alteplase 50 mg treatment can be initiated prior to the availability
of coagulation study results. Discontinue Alteplase 50 mg if the
pretreatment International Normalized Ratio (INR) is greater
than 1.7 or the activated partial thromboplastin time (aPTT) is
eIevated [see Contraindications (4.1)].

2 2 Acute Myocardial Infarction

AdministerAlteplase 50 mg as soon as pOSSible after the onset
of symptoms. i

The recommended total doses for acute myocardial infarction
(AMI) is based on patient weight, not to exceed 100 mg, regardless
of the selected administration regimen (accelerated or 3 hour,

described below). - ¢ Presence of intracranial conditions that may increase the risk of

There are two AItepIase 50 mg dose regimens (accelerated and
3-hour) for use in the management of AMI; there are no controlled
studies to compare clinical outcomes with these regimens

[see Clinical Studies (14.2)]. i

Accelerated Infusion

The recommended accelerated infusion dose consrsts ofan IV
bolus [see Dosage and Administration (2.4, 2. 5)] followed by an
IV infusion as set forth in Table 1.

Table 1 Accelerated Infusion Welght-BaSed Doses for
Patients with AMI Intravenous

The safety and efficacy of accelerated infusion of Alteplase 50 mg
have only been investigated with concomitant administration of
heparin and aspirin [see Clinical Studies (14. 2)]

3-Hour Infusion

For patients weighing = 65 kg, the recommended dose is 100 mg
administered as 60 mgin the first hour (6-10 mg administered
as a bolus), 20 mg over the second hour, and 20 mg over the
third hour. For smaller patients (< 65 kg), a dose of 1.25 mg/kg
admimstered over 3 hours may be used. Weight based doses
are shown inTable 2.

Table 2 3-hour Infusion Weight- Based Doses for

Patients with AMI
'Patientweight  Bolus Restof 1sthour 2ndhour  3rd hour
> 65 kg 6-10 mg 50-54 mg 20:mg 20 mg
<65kg 0.075 mg/kg  0.675 mg/kg  0.25 mg/kg 0.25 mg/kg

2 3 Pulmonary Embolism (PE)

The recommended dose is 100 mg admimstered by IV infusion
over 2 hours.

lnstitute parenteral anticoagulation near the end of or
immediately following the Alteplase 50 mg inquion when the
partial thromboplastin time or thrombin time returns to twice
normal or less.
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,,,,,,,,,,,,,,,,, Alteplase 50 mg Reconstltutlon Notes.

2.4 Alteplase 50 mg Reconstitutlon and Administration
Instructions !

e Alteplase 50 mg is for intravenous administration only.

¢ Do not add any other medication to infusion solutions
containing Alteplase 50 mg.

e Extravasation of Alteplase 50 mg infusion can cause ecchymosis
orinflammation. If extravasation occurs, terminate the infusion
at that intravenous site;and apply local therapy.

e Use within 8 hours following reconstitution (when stored at
2-30°C). Alteplase 50 mg contains no antibacterial preservatives.

Alteplase 50 mg is supphed as a sterile, lyophilized powder single
dose vial. Please use sterile water for injection and needles readily
available at the hospital or emergency sites for reconstitution as
described below. 3

e Use only Sterile Water for Injection (SWFI), without preservatives.
Do not use Bacteriostatic Water for Injection.

e Reconstitute using aseptic technique.

e Slight foaming is not unusual; let stand undisturbed for several
minutes to allow large bubbles to dissipate. Inspect parenteral
drug products for particulate matter and discoloration prior to
administration whenever solution and container permit.

e Alteplase 50 mg may be administered as reconstituted at
1 mg/mL or further diluted immediately before administration
in an equal volume of 0.9% Sodium Chloride Injection, or 5%
Dextrose Injection, to yield a concentration of 0.5 mg/mL,

e Avoid excessive agitatio‘n during dilution; mix by gently swirling
and/or slow inversion.

Alteplase 50 mg Reconstrtutlon Instructions
e DO NOTUSE IF VACUUM IS NOT PRESENT.

e Using a large bore needle (e.g., 18 gauge) and a syringe,
reconstitute by adding 50 mL of SWFI to the 50 mg vial of
Alteplase 50 mg, directmg the SWFI stream into the lyophilized
cake.

Alteplase 50 mg Preparation of Bolus Dose
e Prepare the bolus dosein one of the following ways:
o Remove the appropriate volume from the vial of reconstituted
(1 mg/mL) Alteplase 50 mg using a syringe and needle. The
syringe should not be‘ primed with air and the needle should

o Remove the appropriate volume from a port (second injection
site) on the infusion line after the infusion set is primed.

o Program an infusion pump to deliver the appropriate volume
as a bolus at the initiation of the infusion.

Alteplase 50 mg Administration
e Following bolus dose, if indicated [see Dosage and
Administration (2.1, 2.2)]:
o Administer using either a polyvinyl chloride bag or glass vial
and infusion set.

3 DOSAGE FORM AND STRENGTH

50 mg lyophilized powderin single-dose vial for reconstitution

L CONTRAINDICATIONS

Generally, in all indications Alteplase 50 mg should not be
administered to patients with known hypersensitivity to the
active substance aItepIase or to any of the excipients listed in
section 11.

4.1 Acute Ischemic Stroke

Do not administer Alteplase 50 mg to treat acute ischemic stroke

in the following situations in which the risk of bleeding is greater

than the potential benefit [see Warnings and Precautions (5.1)]:

e Current intracranial hemorrhage

e Subarachnoid hemorrhage

e Active internal bleeding

e Recent (within 3 months) intracranial or intraspinal surgery or
serious head trauma

bleeding (e.g., some neoplasms arteriovenous malformations,
or aneurysms)

e Bleeding diathesis

e Current severe uncontrolled hypertension.

4.2 Acute Myocardial Infarction or Pulmonary Embolism

Do not administer AItepIase 50 mg for treatment of AMI or PE in
the following situations ih which the risk of bleeding is greater
than the potential benefit [see Warnings and Precautions (5.1)]:
e Active internal bleeding

e History of recent stroke

e Recent (within 3 months) intracranial or intraspinal surgery or

e Bleeding diathesis |
e Current severe uncontrolled hypertension.

5 WARNINGS AND PRECAUTIONS
5.1

Alteplase 50 mg can cause significant, sometimes fatal, internal
or external bleeding, especially at arterial and venous puncture
sites. Avoid intramuscular injections and trauma to the patient
while on Alteplase 50 mg: Perform venipunctures carefully and
only as required. To minimize bleeding from noncompressible
sites, avoid internal jugular and subclavian venous punctures.
If an arterial puncture is hecessary during Alteplase 50 mg
infusion, use an upper extremity vessel that is accessible to

Bleeding

monitor the puncture site closely.

Because of the higher risk of intracranial hemorrhage in patients
treated for acute ischemic stroke, limit treatment to facilities
that can provide timely access to appropriate evaluation and
management ofintracramal hemorrhage.

Fatal cases of hemorrhage associated with traumatic intubation
in patients administered Alteplase 50 mg have been reported.

Aspirin and heparin havel been administered concomitantly with
and following infusions of Alteplase 50 mg in the management
of acute myocardial infarction and pulmonary embolism, but the
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concomitant administration of heparin and aspirin with and
following infusions of Alteplase 50 mg for the treatment of acute
ischemic stroke during the first 24 hours after symptom onset
has not been investigated. Because heparin, aspirin, or Alteplase
50 mg may cause bleeding complications, carefully monitor for
bleeding, especially at arterial puncture sites. Hemorrhage can
occur 1 or more days after administration of AItepIase 50 mg,
while patients are still receiving anticoagulant therapy

If serious bleeding occurs, terminate the Alteplase 50 mg

infusmn and treat appropriately In the following conditions the

indications are increased and should be weighed against the

anticipated benefits:

° Rer:ent major surgery or procedure, (e.g., coronary artery
bypass graft, obstetrical

e delivery, organ biopsy, previous puncture of noncompreSSibIe
vessels)

o Cerebrovascular disease

° Recent intracranial hemorrhage

e Recent gastrointestinal or genitourinary bleeding

e Recent trauma

° HypertenSion systolic BP above 175 mm Hg or diastolic BP
above 110 mm Hg Acute pericarditis i

e Subacute bacterial endocarditis

e Hemostatic defects including those secondary to severe
hepatic or renal disease Significant hepatic dysfunction

® Pregnancy ~ T T

e Diabetic hemorrhagic retinopathy, or other hemdrrhagic
ophthalmic conditions

e Septic thrombophlebitis or occluded AV cannuIa at seriously
infected site

° Adva nced age [see Use in Specific Populations (8. 5)]

e Patients currently receiving anticoagulants (e.g., warfarin
sodium) i

Any other condition in which bleeding constitutes a significant
hazard or would be particularly difficult to manage ‘because of
its Iocation

5. 2 Hypersensitivity !
HypersenSItIVity, including urticarial / anaphylactio reactions,
have been reported after administration of Alteplase 50 mg (e.g.,

laryngeal edema, rash-and shock). Rare fatal-outcomefor -

hypersensitivity was reported. Angioedema has been observed
during and up to 2 hours after Alteplase 50 mg infusion in
patients treated for acute ischemic stroke and acute myocardial
infarction. In many cases, patients received concomitant
angiotensinconverting enzyme inhibitors [see Drug Interactions (7)].

Monlitor patients treated with Alteplase 50 mg durilng and for
several hours after infusion for hypersensitivity. If signs of
hypersensitivity occur, e.g. anaphylactoid reaction or angioedema
develops, discontinue the Alteplase 50 mg infusion and promptly
institute appropriate therapy (e.g., antihistamines, intravenous
cortrcosterords epinephrine).

5.3 | Thromboembolism ‘
The u$e of thrombolytics can increase the risk of thrombo-

embelic events in patients with-high-likelihood of- left heart---—-

thrombus, such as patients with mitral stenosis or atrial
fibrillation. Alteplase 50 mg has not been shown to treat
adequately underlying deep vein thrombosis in patients with PE.
Consider the possible risk of re-embolization due to the lysis of
underlying deep venous thrombi in this setting.

5.4 . Cholesterol Embolization

Cholesterol embolism has been reported rarely in patients
treated with thrombolytic agents; the true incidence is unknown.
Cholesterol embolism may present with livedo reticularis,
"purple toe" syndrome, acute renal failure, gangrenous digits,
hypertension, pancreatitis, myocardial infarction, cerebral
infarction, spinal cord infarction, retinal artery occlusion, bowel
infarction, or rhabdomyolysis and can be fatal. It is associated
with:invasive vascular procedures (e.g., cardiac catheterization

5. 5 Coagulatlon Tests May Be Unreliable during
- Alteplase 50 mg Therapy

Coagulation tests and measures of fibrinolytic actiwty may be
unreliable during Alteplase 50 mg therapy, unless specific
precautions are taken to prevent in vitro artifacts. When present
in blbod at pharmacologic concentrations, AItepIase 50 mg
remains active under in vitro conditions, which can result in
degradation of fibrinogen in blood samples removed for analysis.

6  ADVERSE REACTIONS

The foIIowmg adverse reactions are discussed in greater detail in
the other sections of the label:

* Bleeding [see Contraindications (4); Warnings Gﬂd Precautions shock, heart failure, cardiac arrest, recurrent ischemia, myocardial

(5.1)]
° HypersensrtIVity [see Warnings and Precautions (5 2)]
e Thromboembolism [see Warnings and Precautions (5.3)]
° Chlolesterol Embolization [see Warnings and Precautions (5.4)]

6.1 | ClinicalTrials Experience

Because clinical trials are conducted underwrdely varymg
conditions, adverse reaction rates observed in the clinical trials
ofa drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates: observed in
cIinicaI practice. :

The most frequent adverse reaction associated w1th Alteplase in
all approved indications is bleeding.

Bleedmg ———————————————————

Acute Ischemic Stroke (AIS)

In clinical studies in patients with AIS (Studies 1 and 2) the
mcrdence of intracranial hemorrhage, especially symptomatic
intracranial hemorrhage, was higher in Alteplase treated patients
than in placebo patients. A dose-finding study of AItepIase
suggested that doses greater than 0.9 mg/kg may be associated
with'an increased incidence of intracranial hemorrhage

The incidence of all-cause 90-day mortality, intracranial
hemorrhage, and new ischemic stroke following Alteplase
treatment compared to placebo are presented in Table 3as

a combined safety analysis (n=624) for Studies 1 and 2. These
data indicate a significant increase in intracranial hemorrhage
following Alteplase treatment; particularly symptomatic
intracranial hemorrhage w1thin 36 hours. There was no increase
in the incidences of 90-day mortality or severe disability in
Alteplase treated patients compared to placebo.

Table 3 Combined Safety Outeomes for Studies 1 and 2

Placebo Alteplase p-Value®
(n=312) (n=312)
All-Cause 90-day Mortality 164 (20.5%) 54 (17.3%) 0.36

Total ICHt - 20(6:4%)
Symptomatic 4 (1.3%) 25 (8.0%) <0.01
Asymptomatic 0 16(5.1%) 23 (7.4%) 0.32
Symptomatic Intracranial " 2(0.6%) 20 (6.4%) <0.01
Hemorrhage within 36 hours

17 (5.4%) 18 (5.8%) 1.00

New Ischemic Stroke (3- months)

* Fisher’s Exact Test.

t Within trial follow-up penod Symptomatic intracranial
hemorrhage was defined as the occurrence of sudden clinical
worsening followed by subsequent verification of intracranial
hemorrhage on CT scan. Asymptomatic intracranial hemorrhage
was defined as intracranial hemorrhage detected on a routine
repeat CT scan without preceding clinical worsening.

Bleeding events other than mtracramal hemorrhage were noted

‘in‘the-studies of AIS and were consistent with the general safety

profile of Alteplase. In Studies 1 and 2, the frequency of bleeding
requiring red blood cell transfusmns was 6.4% for Alteplase
treated patients compared to 3.8% for placebo (p = 0.19).

Although exploratory analyses‘ of Studies 1 and 2 suggest that
severe neurological deficit (National Institutes of Health Stroke
Scale [NIHSS > 22]) at presentation was associated with an
increased risk of intracranial hemorrhage, efficacy results suggest
a reduced but still favorable clinical outcome for these patients.

Acute Myocardial Infarction (AMI)

For the 3-hourinfusion regimen in the treatment of AMI, the
incidence of significant internal bleeding (estimated as > 250 mL
blood loss) has been reported:in studies in over 800 patients
(Table &). These data do not in‘clude patients treated with the

Table & Incidence of B;Ieeding in 3-Hour Infusion

in AMI Patients
: Total Dose <100 mg
Gastrointestinal ; 5%
Genitourinary 4%
Ecchymosis f 1%
Retroperitoneal <1%
Epistaxis <1%
Gingival <1%

The incidence of intracranial hemorrhage in AMI patients
treated with Alteplase is presented inTable 5.

in AMI Patients
Dose Number of Patients Intracranial
| Hemorrhage (%)
100 mg, 3-hour 3272 0.4
< 100 mg, accelerated 10,396 0.7
150 mg 1779 1.3
1-1.4 mg/kg 1237 0.4

A dose of 150 mg or greater should not be used in the treatment
of AMI because it has been assocrated with an increase in
intracranial bleeding.

Pulmonary Embolism (PE)

For acute massive pulmonary embolism, bleeding events were
consistent with the general safety profile observed with AItepIase

6.2 Post-Marketing Experience

The following adverse reactions have been identified during
post-approval use of Alteplase 50 mg. Because these reactions
are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or
establish a causal relationship‘to drug exposure. These reactions
are frequent sequelae of the underlying disease, and the effect
of Alteplase 50 mg on the inCidence of these events is unknown.

Acute Ischemic Stroke: Cerebral edema, cerebral herniation,
seizure, new ischemic stroke, embolism. These events may be
life threatening and may lead to death.

Acute Myocardial Infarction: Arrhythmias AV block, cardiogenic

reinfarction, myocardial rupture, electromechanical dissociation,
pericardial effusion, pericarditis, mitral regurgitation, cardiac
tamponade, thromboembolism, pulmonary edema. These events
may be life threatening and may lead to death. Nausea and/or
vomiting, hypotension and fever have also been reported.

Pulmonary Embolism: Pulmonary reembolization, pulmonary
edema, pleural effusion, thromboembolism, hypotension. These
events may be life threatemng and may lead to death. Fever has
also been reported.

7 DRUG INTERACTIQNS

The interaction of Alteplase 50 mg with other cardioactive or
cerebroactive drugs has not been studied. Anticoagulants and

antiplatelet drugs increase the risk of bleeding if administered- - When mtroduced intothe systemic circulation at- pharmacologic -

prior to, during, or after Alteplase 50 mg therapy.

In the post-marketing setting, there have been reports of
angioedema in patients (primarily patients with AIS) receiving
concomitant angiotensin-converting enzyme inhibitors. [see
Warnings and Precautions (5.2)].

8 UéE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Published studies and case reports on alteplase use in pregnant
women are insufficient to inform a drug associated risk of adverse
developmental outcomes. Alteplase is embryocidal in rabbits
when intravenously administered during organogenesrs at the
clinical exposure for AMI, but no maternal or fetal toxicity was
evident at lower exposure in pregnant rats or rabbits (see Data).

All pregnancres have a background risk of birth defect, |loss, or
other adverse outcomes. The estimated background l‘lSl( of
major birth defects and miscarriage for the indicated populations
is unknown. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically
recogmzed pregnancies is 2-4% and 15-20%, respectively

Clinical ConSIderations

Maternal Adverse Reactions

The most common complication of thrombolytic therapy is
bleeding. Pregnancy may increase this risk [see Warnmgs and
Precautrons (5.1)].

Data
Animal Data

Alteplase is embryocidal in rabbits when admimstered
intravenously during organogenesis in doses (3 mg/kg)
approximately equal to the human exposure (based on AUC) at
the dose for AMI. No maternal or fetal toxicity was evident at
doses (1 mg/kg) approximately 0.3 times the human exposure.
In pregnant rats, no maternal or fetal toxicity was evident at
doses (1 mg/kg) approximately 0.6 times the human dose for
AMI (based on body weight) dosed during the period of
organogeneSis

8.2 Lactation

Risk Summary

There are no data on the presence of alteplase in human milk,
the effects on the breastfed infant, or the effects on miIk

’Alteplase EICCGIEI'EIIECIITIIUSIOI'T ”””””””

production
8.4 Pediatnc Use

Safety and effectiveness of Alteplase 50 mgin pediatrid patients
have not been established.

8.5 Ge‘natrlc Use
Acute Ischemlc Stroke

In exploratory, multivariate analyses of Studies 1 and 2y age
greater than 77 years was one of several interrelated baseline
characteristics associated with an increased risk of intracranial
hemorrhage Efficacy results suggest a reduced but still
favorable clinical outcome for Alteplase-treated eIderIy

[see Cllmcal Studies (14.1)].

Acute Myocardlal Infarction

In a large trial of accelerated-infusion Alteplase that enrolled
41,021 patients with AMI to one of four thrombolytic regimens
[see Clinical Studies (14.2)], patients over 75 years of age,

a predefihed subgroup, comprised 12% of enrollment. In these
patients, the incidence of stroke was 4.0% for the Alteplase
accelerated infusion group, 2.8% for streptokinase IV [SK (IV)],
and 3.2% for streptokinase SQ [SK (SQ)]. The incidence! of
combined 30-day mortality or nonfatal stroke was 20.6% for
accelerated infusion of Alteplase, 21.5% for SK (1V), and 22.0%
for SK (SQ)

11 DESCRIPTION

recombinant DNA technology. It is a sterile, purified
glycoprotein of 527 amino acids. It is synthesized using the
complementary DNA (cDNA) for natural human tissue-type

12.3 Pharmacokinetics

Alteplase in acute myocardial infarction (AMI) patients is rapidly
cleared from the plasma with an initial half-life of less than

5 minutes. There is no difference in the dominant initial plasma
half-life between the 3-hour and accelerated regimens for AML.
The plasma clearance of alteplase is 380-570 mL/min, primarily
mediated by the liver. The initial volume of distribution
approximates plasma volume.

13 NONCLINICALTOXICdLOGY

48(15:4%) - OO N T T e

13.1 Carcinogenesis, Mutagenesrs, Impairment of Fertility

Long-term studies in animals have not been performed to
evaluate the carcinogenic potential or the effect on fertility.
Short-term studies, which evaluated tumorigenicity of Alteplase
and effect on tumor metastases inlrodents, were negative.

Studies to determine mutagenicity (Ames test) and chromosomal
aberration assays in human lymphocytes were negative at all
concentrations tested. Cytotoxicity, as reflected by a decrease in
mitotic index, was evidenced only after prolonged exposure and
only at the highest concentrations:tested.

14 CLINICALSTUDIES |
14.1 Acute Ischemic Stroke (AIS)

Two placebo-controlled, double-blind trials (Studies 1 and 2)
were conducted in patients with AIS. Both studies enrolled
patients with measurable neurological deficit who could
complete screening and begin study treatment within 3 hours
from symptom onset. A cranial computerized tomography (CT)
scan was performed prior to treatment to rule out the presence
of intracranial hemorrhage. Blood pressure was actively controlled
(185/110 mm Hg or lower) for 24 hours

Patients were randomized (1:1) to receive either 0.9 mg/kg
Alteplase (maximum of 90 mg) or placebo Alteplase was
administered as a 10% initial IV bolus over 1 minute followed
by continuous IV infusion of the remainder over 60 minutes.
Study treatment was initiated prior to the availability of
coagulation study results in patients wrthout recent use of oral

pretreatment prothrombin time (PT) was greater than 15 seconds
or the activated partial thromboplastin time (aPTT) was elevated.
Patients with prior aspirin use Were included. Administration of
anticoagulants and antiplatelet agents was prohibited for the
first 24 hours following symptom onset.

Study 1 (n=291) evaluated neurological improvement at 24 hours
after stroke onset. The primary endpomt the proportion of
patients with a 4 point or greater improvement in the National
Institutes of Health Stroke Scale (NIHSS) score or complete
recovery (NIHSS score of 0), was not significantly different
between treatment groups. A prespecrfied secondary analysis
suggested improved 3-month outcome associated with Alteplase
treatment using the following stroke assessment scales: Barthel
Index, Modified Rankin Scale, GIaSgow Outcome Scale, and the

T e

Study 2 (n=333) assessed clinical putcome at 3 months.

A favorable outcome was defined:as minimal or no disability
using four stroke assessment scales: Barthel Index (score of
95 or greater), Modified Rankin Scale (score of 1 or less),
Glasgow Outcome Scale (score of 1), and NIHSS (score of 1 or
less). The results comparing Alteplase and placebo-treated
patients for the four outcome scales together (Generalized
Estimating Equations) and indiVIdually are presented in Table 7.
In this study, depending upon the seale the favorable outcome
of minimal or no disability occurre‘d in at least 11 per 100 more
patients treated with Alteplase than those receiving placebo.
Study results demonstrated consistent functional and neurological
improvement within all four stroke scales as indicated by median
scores. These results were consistent with the 3-month outcome

treatment effects-observed in Study 1.

Table 7 Study 2Three-Mon§th Efficacy Outcomes

bk - \ Analysis Frequency.of Favorable Outcome*
plasminogen activator o.btained f'f°m a hum?n melanorna (.:e” Placebo Alteplase @ Absolute QOdds p-Value¥
line. Biological potency is determined by an in vitro clot lysis (n=165) (n=168) ! Difference  Ratiot
assay and is expressed in International Units (IU). ‘ ! (95%CI)  (95% CI)
Alteplase 50 mg (alteplase) is a sterile, white to off-white, Generalized _ - ] - 1.71 0.02
lyophilized powder for intravenous administration after. Estimating ‘ (1.15, 2.56)
reconstitution with Sterile Water for Injection, USP. Equations
Table 6 Q antitative Composition of the Lyophilized Pr duct (Multivariate)
eolu ve Lomposition ot the Lyophilized FTOGUCt 5 thellndex  37.6%  50.0% | 12.4% 166 0.02
‘ 50 mg Vial 1 (3.0,21.9) (1.07,2.57)
Alteplase ! 50 mg (29 million IU) Modified Rankin =~ 26.1%  38.7% | 12.6% 1.79 0.02
L—Argininef 1.7g : Scale 1 (3.7,21.6) (1.12,2.85)
Phosphoric Acid 05¢g Glasgow Outcome 31.5%  44.0% | 12.5% 1.71 0.02
: Scale- - (3:3;21:8) (1.09,2:68) -~
Polysorbate 80 5mg
v } v NIHSS 20.0% 31.0% : 11.0% 1.79 0.02
acuum €s | (26 19.3) (1.06, 2.96)

The reconstituted preparation results in a colorless to pale
yellow transparent solution containing Alteplase 1 mg/mL at
approximately pH 7.3. The osmolality of this solution i is
approxrmately 215 mOsm/kg.

12 CLINICAL PHARMACOLOGY

12.1 Mechamsm of Action

AIteplase is a serine protease responsible for fibrin- enhanced
conversion of plasminogen to plasmin. It produces limited
conversrdn of plasminogen in the absence of fibrin.

concentration alteplase binds to fibrin in a thrombus and
converts the entrapped plasminogen to plasmin. This initiates
local fibrinolysis with limited systemic proteolysis. ‘

12.2 Pha rmacodynamics

Followmg administration of 100 mg Alteplase, there is a decrease
(16%-36%) in c1rculating fibrinogen. In a controlled trial, 8 of
73 patients (11%) receiving Alteplase (1.25 mg/kg body weight
over 3 hours) experienced a decrease in fibrinogen to below
100 mg/dL

* Favorable Outcome is defined as: recovery with minimal or no
disability.

t Value greater than 1 indicates odds of recovery in favor of
Alteplase treatment.

* p-Value for Odds Ratio is from Generalized Estimating
Equations with logit link.

In a prespecified subgroup analysis of patients receiving aspirin
prior to onset of stroke symptoms; the favorable outcome for
Alteplase treated patients was preserved.

14.2 Acute Myocardial Infarctilon (AMI)

Two Alteplase-dose regimens- havé -been-studied-in-patients-------------------

experiencing acute myocardial infa rction [see Dosage and
Administration (2.2)]. The comparative efficacy of these two
regimens has not been evaluated. !

Accelerated Infusion in AMI Patients

Accelerated infusion of Alteplase Was studied in an international,
multi-center trial that randomized 41,021 patients with AMI to
four thrombolytic regimens (Study: 3). Entry criteria included
onset of chest pain within 6 hours:of treatment and ST-segment
elevation of ECG. The four treatment regimens included
accelerated infusion of Alteplase (<1OO mg over 90 minutes)



plus intravenous (IV) heparin; (n = 10,396); Streptokinase

(1.5 million units over 60 minutes) plus IV heparin (SK [IV],

n =10,410); Streptokinase plus subcutaneous (SQ) heparin
(SK [SQ] n=9841). A fourth regimen combined Alteplase and
Streptokinase (n =10,374). All patients received 160 mg
chewable aspirin administered as soon as possible, followed by
160-325 mg daily. Bolus IV heparin 5000 U was initiated as
soon as possible, followed by:a 1000 U/hour continuous IV
infusion for at least 48 hours; subsequent heparin therapy was at
the physician’s discretion. Heparin SQ 12,500 U was administered
4 hours after initiation of SK therapy, followed by 12,500 U twice

************* daily for-7-days or- untiidrscharge -whichevercame first. Many of -

the patients randomized to receive SQ heparin received some
IV heparin, usually in response to recurrent chest pain and/or the
need for a medical procedure. Some received IV heparin on arrival
to the emergency room prior to enrollment and randomization.

Key results from Study 3 are shown in Table 8. The incidence of
30-day mortality forAItepIase accelerated infusion was 1.0%
lower than for either Streptokinase plus heparin regimen. The
incidence of combined 30-day mortality or nonfatal stroke for
the Alteplase accelerated infusion was 1.0% lower than for SK
(IV) and 0.8% lower than for SI( (SQ).

Table 8 Efficacy and Safety Results for Study 3

Event Accelerated SK(IV)  p-Value* SK(SQ) p-Value*
Alteplase
fffffffffffff 30-Day Mortality-----6: 3%~~~~7 3%------0.003-----7.3%------0.007-----

30-Day Mortality 7.2% 8.2% 0.006 8.0% 0.036

or Nonfatal 1

Stroke 1

24-Hour Mortality — 2.4% 2.9% 0.009 2.8% 0.029
Any Stroke 1.6% 1.4% 0.32 1.2% 0.03
Intracerebral 0.7% ¢.6°/o 0.22 0.5% 0.02
Hemorrhage 1

*Two-tailed p-value is for com parison of Accelerated Alteplase
to the respective SK control arm

Subgroup analysis of patients by age, infarct location, time from
symptom onset to thrombolytic treatment, and treatment in the
U.S. or elsewhere showed conSistentIy lower 30-day mortality
on Alteplase.

subgroup consisting of 12% of patients enroIIed the incidence
of stroke was 4.0% for the Alteplase accelerated infusion group,
2.8% for SK (IV), and 3.2% for SK (SQ); the incidence of combined
30day mortality or nonfatal stroke was 20.6% for accelerated
infusion of Alteplase, 21.5% for SK (IV), and 22.0% for SK (SQ).

3-Hour Infusion in AMI Patients

In a double-blind, randomized trial (n = 138) comparing 3-hour
infusion of Alteplase to pIacebo (Study 4), patients infused with
Alteplase within & hours of onset of symptoms experienced
improved left ventricular functlon at Day 10 compared to the
placebo group, when ejection fraction was measured by gated
blood pool scan (53.2% vs. 46.4%, p =0.018). Relative to baseline
(Day 1) values, the net changes in ejection fraction were + 3.6%

(p=0.0001). The treated grouphad a reduced incidence of clinical
heart failure (14%) compared 'to the placebo group (33%)
(p =0.009). i

In a double-blind, randomized trial (n =5013) comparing 3-hour
infusion of Alteplase to pIacebo (Study 5), patients infused with
Alteplase within 5 hours of AMI symptom onset experienced
improved 30-day survival compared to the placebo arm. At

1 month, the overall mortality rates were 7.2% for the Alteplase
group and 9.8% for the placebo group (p = 0.001). At 6 months,
the overall mortality rate forAltepIase treated patients was 10.4%
compared to the placebo armi(13.1%, p= 0.008).

14.3 Acute Massive Pulmonary Embolism (PE)

Study 6 was a comparative randomized trial (n =45) in which

2 hours) experienced moderate or marked lysis of pulmonary
emboli when assessed by pulrnonary angiography 2 hours after
treatment initiation. Alteplase treated patients also experienced
a significant reduction in pulmonary embolism-induced
pulmonary hypertension within 2 hours of treatment (p=0.003).
Pulmonary perfusion at 24 hours, as assessed by radionuclide
scan, was significantly improyed (p=0.002).

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Alteplase 50 mg is supplied as a sterile, lyophilized powder in
50 mg single-dose vials containing vacuum.

lyophilized powder single dose vial. Please use sterile water for
injection and needles readily available at the hospital or
emergency sites for reconstitution as described above [see
section Alteplase 50 mg Reconstltutron and Administration
Instructions (2.4)].

16.2 Stability and Storagei

Store lyophilized Alteplase 50 }mg at controlled room temperature
not to exceed 30°C, or under refrigeration at 2° to 8°C. Protect
the lyophilized material during extended storage from excessive
exposure to light. If stored between 2-30°C, Alteplase 50 mg
may be used within 8 hours following reconstitution. Discard
any unused solution after administration is complete.

Do not use beyond the expiration date stamped on the vial.

17 PATIENT COUNSEHING INFORMATION

Following Alteplase 50 mg administration, patients are at
increased risk of bleeding internally or externally. Advise patients
to contact a health-care professional if they experience symptoms
or signs consistent with bIeecIing (e.g., unusual bruising, pink
or brown urine, red or black or tarry stools, coughing up blood,
vomiting blood or blood that Iooks like coffee grounds), headache,
or stroke symptoms. This includes any possible side effects not
listed in this Product Information.

The patie]nts can also report side effects directly via the following
national reporting system listed below. By reporting side effects
the patients can help provide more information on the safety of
this medicme

Deutschland

Bundesmstitut fiir Arzneimittel und Medizinprodukte Abt
Pharmal<ov1gilanz Kurt-Georg-Kiesinger-Allee 3 D- 53175 Bonn
Website: http://www.bfarm.de i

Espana
Sistema Espanol de Farmacovigilancia de Medicamentos de

Uso Humano www.notificaRAM. ES ”””””””””””””””””””””””””””””””””” ””””””””””””

France

Agence nationale de sécurité du médicament et des produrts de
santé (ANSM)

et réseau des Centres Régionaux de Pharmacovrgilance

Site internet www.signalement-sante.gouv.fr ‘

Italia |

Agenzia Italiana del Farmaco

Sito web_

https: //www aifa.gov.it/content/segnalazioni-reazioni- avverse

This product is a donation and not intended for commercral
purpose$ i

Dlstnbuted by:

Binger Strasse 173
D-55216 Ingelheim am Rhein
Germany

For any information about this medicine please contact the
correspondmg local representative: i

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Espana
Boehringer Ingelheim Espana, S.A.
Tel: +34 93 404 51 00

France
Boehringer Ingelheim France S.A.S.

Tél:+33326504533 e R —

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1
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Boehringer Ingelheim Pharma GmbH & Co. KG - 55216 Ingelheim am Rhein

ACTILYSE®
Neue Information zu Marktversorgung / temporirem
Lieferengpass — Zusatzlieferung von Alteplase 50 mg

Sehr geehrte Damen und Herren,

im Rahmen unserer laufenden Bemiihungen, den derzeitigen Lieferengpass
fiir das Boehringer Ingelheim-Priparat Actilyse ® in der Européischen
Union (EU) und dariiber hinaus abzumildern, mdchten wir Sie dariiber
informieren, dass vom Bundesinstitut fiir Arzneimittel und Medizinprodukte
(BfArM) eine begrenzte und voriibergehende Lieferung von Alteplase

50 mg (in Durchstechflaschen) an Krankenhduser in Deutschland genehmigt
wurde.

Die Ware war urspriinglich fiir die Verwendung in den USA und Kanada
bestimmt und zugelassen. Eine gleichartige MaBBnahme erfolgt in den
Landern Frankreich, Italien und Spanien.

Dies wird dazu beitragen, die Auswirkungen des Lieferengpasses von
Actilyse®zu verringern. Alteplase 50 mg wird kostenlos abgegeben und ist
nicht fiir kommerzielle Zwecke bestimmt.

Angaben zum Produkt
Das Produkt trigt die Kennzeichnung Alteplase S0 mg

Alteplase 50 mg enthilt Alteplase als wirksamen Bestandteil. Es bestehen
Unterschiede zu Actilyse® im Aussehen der Durchstechflasche, des Deckels
und des wirksamen Bestandteils, weiterhin gibt es abweichende
Empfehlungen in der Produktinformation, einschlieBlich der Indikationen
und der fiir eine Anwendung geeigneten Patienten. Die genauen
Einzelheiten entnehmen Sie bitte der Produktinformation von Alteplase

50 mg.

Die nachfolgende Tabelle gibt einen Uberblick iiber die relevanten
Unterschiede zwischen Alteplase 50 mg und Actilyse® hinsichtlich der
Darreichungsform und der klinischen Daten.

Boehringer
Ingelheim

Boehringer Ingelheim
Pharma GmbH & Co. KG

Mirz 2023

Binger StraRe 173

55216 Ingelheim am Rhein
Telefon 06132 77-0

Telefax 06132 72-0
www.boehringer-ingelheim.de

Sitz Ingelheim am Rhein
Registergericht Mainz
HR A 22206

Deutsche Bank AG

BIC: DEUTDE5SMXXX

IBAN:

DE46 5507 0040 0011 0320 00

Komplementar
Boehringer Ingelheim
Deutschland GmbH

Geschaftsfiihrung
Dr. Sabine Nikolaus
(Vorsitzende)

Jan Faftbender
Christjan Knudsen
Andreas Kriiger
Christoph Ruland

Vorsitzende des Aufsichtsrates
Dr. Elke Simon

Sitz Ingelheim am Rhein
Registergericht Mainz
HR B 23260
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Alteplase 50 mg

Actilyse®

Darreichungsform
und Dosisstiirke

50 mg Alteplase

10 mg, 20 mg oder 50 mg
Alteplase

Wasser fiir
Injektionszwecke

Alteplase 50 mg wird ohne
Wasser fiir Injektionszwecke,
eine Spritze und eine Nadel
bzw. Uberleitungskaniile
geliefert, die fiir die
Rekonstitution bendtigt werden.
Diese Materialien sollten aus
den Bestidnden des
Krankenhauses oder der
Notaufnahme bezogen werden.
Daher wird dringend
empfohlen, vor Ort
Medikamentenkits mit einer
Spritze, einer Nadel oder
Uberleitungskaniile und Wasser
fiir Injektionszwecke
bereitzustellen, um die sofortige
Anwendung zu ermdglichen.

In der Packung enthalten

Uberleitungskaniile

Nicht in der Packung enthalten.
Zur Rekonstitution ist eine
Nadel oder Uberleitungskaniile
aus Bestinden des
Krankenhauses zu verwenden

In der Packung enthalten

Behandlung des
akuten ischimischen
Schlaganfalls

Die Behandlung ist so schnell
wie moglich, jedoch innerhalb
von 3 Stunden nach Auftreten
der Symptome einzuleiten

Die Behandlung ist so
schnell wie moglich, jedoch
innerhalb von 4,5 Stunden
nach Auftreten der
Symptome einzuleiten

Anwendung bei
Kindern und
Jugendlichen

Die Sicherheit und Wirksamkeit
bei Kindern und Jugendlichen
ist nicht nachgewiesen

Kontraindiziert zur
Behandlung eines akuten
ischdmischen Schlaganfalls
bei Kindern und
Jugendlichen unter 16
Jahren

In jedem Fall muss die Handhabung und Anwendung von Alteplase 50 mg
entsprechend der Produktinformation erfolgen, einschlielich der folgenden

Punkte:

e Fiigen Sie keine anderen Arzneimittel zu Infusionen mit Alteplase

50 mg hinzu

e Wenn mehr als 50 mg Alteplase pro Patient fiir eine Behandlung
benoétigt werden, verwenden Sie das rekonstituierte Volumen aus
einer Durchstechflasche mit Alteplase 50 mg, gefolgt von dem
entsprechenden Volumen der rekonstituierten Losung aus einer
zweiten Durchstechflasche mit Alteplase 50 mg

e Esliegen keine Daten fiir die kombinierte Anwendung von
Actilyse ® und Alteplase 50 mg innerhalb einer Behandlung vor

Boehringer
Ingelheim
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Die Produktinformation liegt diesem Schreiben zu Threr Information bei, sie
ist zudem in der Faltschachtel enthalten (in englischer Sprache) oder kann
iiber den auf der Faltschachtel aufgedruckten QR-Code abgerufen werden
(in deutscher Sprache).

Da das Produkt kostenlos abgegeben wird, werden die Serialisierungsdaten
nicht in das Nationale Arzneimittelverifikationssystem hochgeladen. Daher
ist flir dieses Produkt kein Scannen des 2D-Barcodes erforderlich. Im Falle
des Scannens wird im System die Fehlermeldung "PCO1 - Produktcode
unbekannt" angezeigt.

Haltbarkeit des Produkts

Einige der Durchstechflaschen mit Alteplase S0 mg haben eine kurze
Haltbarkeit (Verfalldatum: September 2023). Wir bitten Sie um Ihre
Unterstiitzung im Hinblick auf die Priifung der Verfalldaten, damit diese
zusitzliche Versorgung mit Alteplase 50 mg so effizient wie moglich
genutzt werden kann. Hierbei sollte das Produkt mit der kiirzesten
Haltbarkeit zuerst verwendet und einer Station mit regelméfigem
Abverbrauch (z.B. Stroke Unit) zur Verfiigung gestellt werden.

Bearbeitung von Reklamationen und Meldung sicherheitsrelevanter
Ereignisse

Im Falle unerwiinschter Ereignisse oder bei Produktreklamationen nutzen
Sie bitte die Kontaktdaten in der Produktinformation von Alteplase S0 mg.
Zum Zweck der Riickverfolgbarkeit geben Sie bitte neben der
Produktbezeichnung ,,Alteplase 50 mg* auch die Chargennummer und das
Verfalldatum an.

Fortlaufende Abhilfemafinahmen

Parallel zu dieser zusitzlichen Alteplase-Versorgung unternimmt
Boehringer Ingelheim auch weiterhin alle Anstrengungen, um die aktuelle
Lieferengpass-Situation kurzfristig zu verbessern sowie die mittel- bis
langfristige Versorgung abzusichern, damit die Patienten auch weiterhin mit
den benotigten Thrombolytika behandelt werden kénnen.

Zur Bewiltigung des aktuellen Alteplase-Lieferengpasses ist die enge
Zusammenarbeit mit Thnen filir uns von grundlegender Bedeutung, um die
Auswirkungen fiir Thre Patienten abzumildern.
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Kontaktangaben

Wenn Sie weitere Informationen bendtigen, stehen wir bei Boehringer
Ingelheim Thnen unter den folgenden Kontaktdaten jederzeit gerne zur
Verfiigung:

Boehringer Ingelheim Pharma GmbH Co. KG
Tel: +49 (0) 800 77 90 900
info@boehringer-ingelheim.de

Mit freundlichen Griufien

Boehringer Ingelheim Pharma GmbH & Co. KG

Boehringer
Ingelheim
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