
Europll1che1 
Patentemt 

European 
Patent Office 

Office eufl>phn 
delbnlwetl 

Bescheinigung 

Die angehefteten 
Unterlagen stimmen mit der 
als ursprOnglich eingereicht 
geltenden Fassung der auf 
dem nachsten Blatt 
bezeichneten europaischen 
Patentanmeldung Uberein. 

Patentanmeldung Nr. 

Certificate 

The attached documents are 
exact copies of the text in 
which the European patent 
application described on the 
following page is deemed to 
have been filed. 

Patent application No. 

12174860.2 / EP12174860 

Attestation 

Les documents joints a la 
presente attestation sont 
conformes au texte, 
considere comme 
initialement depose, de la 
demande de brevet 
europeen qui est specifiee a 
la page suivante. 

Demande de brevet n° 

The organization code and number of your priority application, to be used for filing abroad under the Paris 
Convention, is EP12174860. 

EPA/EPO/OEB Form 1014 05.12 

Der Prasident des Europaischen Patentamts; 
Im Auftrag 

For the President of tlie European Patent Office 

Le President de !'Office europeen des brevets 
p.o. 

U. lngmann 

MV22832 

Regeneron Exhibit 1035.001 f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Anmeldung Nr: 
Application no.: 12174860.2 
Demande no: 

Anmelder / Applicant(s) / Demandeur(s): 

Novartis AG 
Lichtstrasse 35 
4056 Basel/CH 

Bezeichnung der Erfindung / Title of the invention / Titre de !'invention: 

Anmeldetag: 
Date of filing: 03.07.12 
Date de depot: 

(Falls die Bezeichnung der Erfindung nicht angegeben ist, oder falls die Anmeldung in einer Nicht-Amtssprache des EPA eingereicht 
wurde, siehe Beschreibung bezuglich ursprunglicher Bezeichnung. 
If no title is shown, or if the application has been filed in a non-EPO language, please refer to the description for the original title. 
Si aucun titre n'est indique, ou si la demande a ete deposee dens une langue autre qu'une langue officielle de l'OEB, se referer a la 
description pour le titre original.) 

Syringe 

In Anspruch genommene Prioritat(en) / Priority(Priorities) claimed/ Priorite(s) revendiquee(s) 
Staat/Tag/Aktenzeichen / State/Date/File no. / Pays/Date/Numero de depot: 

Am Anmeldetag benannte Vertragstaaten I Contracting States designated at date of filing / Etats contractants designees tors 
du depot: 

AL AT BE BG CH CY CZ DE DK EE ES Fl FR GB GR HR HU IE IS IT LI LT LU LV MC MK MT NL NO PL 
PT RO RS SE SI SK SM TR 

EPA/EPO/OEB Form 1014 05.12 2 

Regeneron Exhibit 1035.002 f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


PAT055157-EP-EPA 

SYRINGE 

TECHNICAL FIELD 

The present invention relates to a syringe, particularly tu a small volume syringe such as a 

syringe suitable for ophthalmic injection8. 

5 BACKGROUND ART 

Many medicaments are delivered to a patient in a syringe from which the user can dispense the 

medicament. If medicament is delivered to a patient in a syringe it is often to enable the patient, 

or a caregiver, to inject the medicament. It is important for patient safety and medicament 

integrity that the syringe and the contents of that syringe are sufficiently sterile to avoid 

l O infection, or other, risks for patients. Sterilisation can be achieved by terminal sterilisation in 

which the assembled product, typically already in its associated packaging, is sterilised using 

heat or a sterilising gm;. 

For small volume syringes, for example those for injections into the eye in which it is intended 

that about 0.1 ml or less of liquid is to be injected the sterilisation can pose difficulties that are 

15 not necessarily associated with larger syringes. Changes in pressure, internal or external to the 

syringe, can cause parts of the syringe to move unpredictably, which may alter sealing 

characteristics and potentially compromise sterility. Incorrect handling of the syringe can also 

pose risks to product sterility. 

Furthermore, certain therapeutics such as biologic molecules are patiicularly sensitive to 

20 sterilisation, be it cold gas sterilisation, thermal sterilisation, or irradiation. Thus, a careful 

balancing act is required to ensure that while a suitable level of sterilisation is carried out, the 

syringe remains suitably sealed, such that the therapeutic is not compromised. 

There is therefore a need for a new syringe construct which provides a robust seal for its content, 

but which maintains ease of use. 

25 DISCLOSURE OF THE INVENTION 

The present invention provides a pre-filled syringe, the syringe comprising a body, a stopper and 

a plunger, the body comprising an outlet at an- outlet end and the stopper being arranged within 

the body such that a front surface of the stopper and the body define a variable volume chamber 

from which a fluid can be expelled though the outlet, the plunger comprising a plunger contact 

30 surface at a first end and a rod extending between the plunger contact surface and a rear portion, 
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the plunger contact surface arranged to contact the stopper, such that the plunger can be used to 

force the stopper towards the outlet end of the body, reducing the volume of the variable volume 

chamber, characterised in that the fluid comprises an ophthalmic solution. In one embodiment, 

the ophthalmic solution comprises a VEGF-antagonist. 

5 In one embodiment, the syringe is suitable for ophthalmic injections, more particularly 

intravitreal injections, and as such has a suitably small volume. The syringe may also be silicone 

free, or substantially silicone free, or may comprise a low level of silicone oil as lubricant. 

For ophthalmic injections, it is particularly important for the ophthalmic solution to have 

particularly low particle content. In one embodiment, the syringe meets US Pharmacopeia 

lO standard 789 (USP789). 

Syringe 

The body of the syringe may be a substantially cylindrical shell, or may include a substantially 

cylindrical bore with a non circular outer shape. The outlet end of the body includes an outlet 

through which a fluid housed within the variable volume chamber can be expelled as the volume 

15 of said chamber is reduced. The outlet may comprise a projection from the outlet end through 

which extends a channel having a smaller diameter than that of the variable volume chamber. 

The outlet may be adapted, for example via a luer lock type connection, for connection to a 

needle or other accessory such as a sealing device which is able to seal the variable volume 

chamber, but can be opemte<l, or removed, to unseal the variable volume chamber an<l allow 

20 connection of the syringe to another accessory, such as a needle. Such a connection may be 

made directly between the syringe and accessory, or via the sealing device. The body extends 

along a first a.xis from the outlet end to a rear end. 

The body may be made from a plastic material (e.g. a cyclic olefin polymer) or from glass and 

may include indicia on a surface thereof to act as an injection guide. In one embodiment the 

25 body may comprise a priming mark. This allows the physician to align a pre-determined part of 

the stopper (such as the tip of the front surface or one of the circumferential ribs, discussed later) 

with the mark, thus expelling excess ophthalmic solution and any air bubbles from the syringe. 

The priming process ensures that an exact, pre-determined dosage is administered to the patient. 

The stopper may be made from rubber, silicone or other suitable resiliently deformable materiaJ. 

30 The stopper may be substantially cylindrical and the stopper may include one or more 

circumferential ribs around an outer surface of the stopper, the stopper and ribs being 
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dimensioned such that the ribs form a substantially fluid tight seal with an internal surface of the 

syringe body. The front surface of the stopper may be any suitable shape, for example 

substantially planar, substantially conical or of a domed shape. The rear surface of the stopper 

may include a substantia!Iy central recess. Such a central recess could be used to connect a 

5 plunger to the stopper using a snap fit feature or thread connection in a known manner. The 

stopper may be substantially rotationally symmetric about an axis through the stopper. 

The plunger comprises a plunger contact surface and extending from that a rod extends from the 

plunger contact surface to a rear portion. The rear portion may include a user contact portion 

adapted to be contacted by a user during an injection event. The user contact portion may 

l O comprise a substantially disc shaped portion, the radius of the disc extending substantially 

perpendicular to the axis along which the rod extends. The user contact portion could be any 

suitable shape. The axis along which the rod extends may be the first axis, or may be 

substantially parallel with the first axis. 

The syringe may include a backstop arranged at a rear portion of the body. The backstop may be 

15 removable from the syringe. If the syringe body includes terminal flanges at the end opposite the 

outlet end the backstop may be configured to substantially sandwich terminal flanges of the body 

as this prevent movement of the backstop in a direction parallel to the first axis. 

The rod may comprise at least one rod shoulder directed away from the outlet end and the 

backstop may include a backstop shoulder directed towards the outlet end to cooperate with the 

20 rod shoulder to substantially prevent movement of the rod away from the outlet end when the 

backstop shoulder and rod shoulder are in contact. Restriction of the movement of the rod away 

from the outlet end can help to maintain sterility during terminal sterilisation operations, or other 

operations in which the pressure within the variable volume chamber or outside the chamber 

may change. During such operations any gas trapped within the variable volume chamber, or 

25 bubbles that may form in a liquid therein, may change in volume and thereby cause the stopper 

to move. Movement of the stopper away from the outlet could result in the breaching of a 

sterility zone created by the stopper. This is particularly important for low volume syringes 

where there are much lower tolerances in the component sizes and less flexibility in the stopper. 

The term sterility zone as used herein is used to refer to the area within the syringe that is sealed 

30 by the stopper from access from either end of the syringe. This may be the area between a seal 

of the stopper, for example a circumferential rib, closest to the outlet and a seal of the stopper, 

for example a circumferential rib, furthest from the outlet. The distance between these two seals 
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