
 

County of New York 
State of New York 
 
Date: May 27, 2015 
 
 
To whom it may concern: 
 
This is to certify that the attached translation from German into English is an accurate 
representation of the documents received by this office.   
 
The documents are designated as: 

 WO2004037865 
 
Belinda Lai attests to the following: 
 
“To the best of my knowledge, the aforementioned documents are a true, full and accurate 
translation of the specified documents.” 
 
 
 
  
Signature of Belinda Lai 

TRANSLATOR CERTIFICATION 

 

Pharmacosmos, Exh. 1004, p. 1f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Abstract 

 

Disclosed is a water-soluble iron-carbohydrate complex obtained from an 

aqueous iron(III)-salt solution and an aqueous solution of the product obtained by 

oxidizing one or several maltodextrins with an aqueous hypochlorite solution at 5 

an alkaline pH value. The dextrose equivalent of the maltodextrin ranges from 5 

to 20 if a single maltodextrin is used while the dextrose equivalent of the mixture 

of several maltodextrins ranges from 5 to 20 and the dextrose equivalent of each 

individual maltodextrin contained in the mixture ranges from 2 to 40 if a mixture 

of several maltodextrins is used. Also disclosed are a method for the production 10 

of said complex and medicaments for the treatment and prophylaxis of iron 

deficiencies.
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Water-soluble iron-carbohydrate complexes, their production, and medications 

containing them 

 

The object of the present invention is water-soluble iron-carbohydrate 

complexes, which are suitable for therapy of iron-deficiency anemia, as well as 5 

their production, medications containing them, and their use in the prophylaxis or 

therapy of iron deficiency anemia.  The medications are particularly suitable for 

parenteral use. 

 

Anemia caused by iron deficiency can be treated or prevented by administration 10 

of medications containing iron.  For this purpose, the use of iron-carbohydrate 

complexes is known.  A preparation frequently successfully used in practice is 

based on a water-soluble iron (III) hydroxide saccharose complex (Danielson, 

Salmonson, Derendorf, Geisser, Drug Res., Vol. 46: 615 – 621, 1996).  In the 

state of the art, iron-dextran complexes as well as complexes on the basis of 15 

pullulans (WO 02/46241), which are difficult to access and must be produced 

under pressure at high temperatures and with the inclusion of hydrogenation 

steps, are described.  Other iron-carbohydrate complexes for oral administration 

are common. 

 20 

The present invention has set itself the task of making available an iron 

preparation, which can preferably be administered parenterally, and can be 

sterilized in comparatively simple manner; this is because the previous 

preparations that can be administered parenterally, based on saccharose or 

dextran, were stable only at temperatures up to 100°C, making sterilization 25 

difficult.  Furthermore, the preparation to be made available according to the 

invention is supposed to demonstrate reduced toxicity and to prevent the 

dangerous anaphylactic shocks that can be induced by dextran.  Also, the 

preparation to be made available is supposed to demonstrate great complex 

stability, so that a large application dose or a high application speed is made 30 
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possible.  Also, it is supposed to be possible to produce the iron preparation from 

starting products that are easy to obtain, without special effort. 

 

It has been shown that this task is accomplished by means of iron (III) 

carbohydrate complexes on the basis on the oxidation products of maltodextrins.  5 

Therefore water-soluble iron-carbohydrate complexes that can be obtained from 

an aqueous iron (III) salt solution and an aqueous solution of the product of 

oxidation of one or more maltodextrins with an aqueous hypochlorite solution at 

an alkaline pH of 8 to 12, for example, form an object of the invention, wherein 

when using one maltodextrin, its dextrose equivalent ranges from 5 to 20, and 10 

when using a mixture of several maltodextrins, the dextrose equivalent of the 

mixture ranges from 5 to 20 and the dextrose equivalent of the individual 

maltodextrins contained in the mixture ranges from 2 to 40. 

 

A further object of the invention is formed by a method for the production of the 15 

iron-carbohydrate complexes according to the invention, in which one or more 

maltodextrins are oxidized in an aqueous solution, at an alkaline pH of 8 to 12, 

for example, using an aqueous hypochlorite solution, and the solution obtained is 

reacted with the aqueous solution of an iron (III) salt, wherein when using one 

maltodextrin, its dextrose equivalent ranges from 5 to 20, and when using a 20 

mixture of several maltodextrins, the dextrose equivalent of the mixture ranges 

from 5 to 20 and the dextrose equivalent of the individual maltodextrins contained 

in the mixture ranges from 2 to 40. 

 

The maltodextrins that can be used are easily accessible starting products that 25 

are commercially available. 

 

For the production of the ligands of the complexes according to the invention, the 

maltodextrins are oxidized in aqueous solution, with hypochlorite solution. 

 30 
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Suitable solutions are, for example, solutions of alkaline hypochlorites, such as 

sodium hypochlorite solution.  The concentrations of the hypochlorite solutions 

are, for example, at least 13 wt.-%, preferably on the order of 13 to 16 wt.-%, 

calculated as active chlorine, in each instance.  The solutions are preferably used 

in such an amount that about 80 to 100%, preferably about 90% of an aldehyde 5 

group are oxidized per maltodextrin molecule.  In this manner, the reduction 

capacity caused by the glucose component of the maltodextrin molecules is 

reduced to about 20% or less, preferably 10% or less. 

 

Oxidation takes place in an alkaline solution, for example at a pH of 8 to 12, e.g. 10 

9 to 11.  For oxidation, it is possible to work at temperatures on the order of 15 to 

40°C, preferably 25 to 35°C, for example.  The reaction times are on the order of 

10 minutes to 4 hours, e.g. 1 to 1.5 hours, for example. 

 

By means of the method of procedure described, the degree of polymerization of 15 

the maltodextrins used is kept at a minimum.  Without stating a binding theory, it 

is assumed that oxidation primarily takes place at the end-position aldehyde 

group (or acetal or hemiacetal group) of the maltodextrin molecules. 

 

It is also possible to catalyze the oxidation reaction of the maltodextrins.  The 20 

addition of bromide ions, for example in the form of alkali bromides, for example 

sodium bromide, is suitable for this purpose.  The amount of bromide added is 

not critical.  It is kept as low as possible, in order to obtain an end product (Fe 

complex) that can be purified as easily as possible.  Catalytic amounts are 

sufficient.  As has been mentioned, the addition of bromide is possible but not 25 

necessary. 

 

Furthermore, it is also possible, for example, to use the known ternary oxidation 

system hypochlorite/alkali bromide/2,2,6,6-tetramethyl piperidine-1-oxyl 

(TEMPO) for oxidation of the maltodextrins.  The method of procedure for 30 

oxidizing maltodextrins with catalysis by alkali bromides or with the ternary 

3 
 

Pharmacosmos, Exh. 1004, p. 5f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


