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{. Richard P, Lawrener, declare and state as fnllows:

1.

2.

Cherstry,

Fam Director of Research and Cavelopment for Lultpold Pharmaceutioals, ine.

Fhave a B8, DegresyFailtleigh Dickinson Uriversity, with a foous in

{ am a named inventor in the following US patents:

FIRA. 702 Meathods and Compositions for Adminsifration of fron
7189,388  Biosquivalenos st for ron-containing formulations
8,811,342 Biosquivalenes test for ronecontaining formulations

8,624,668  fron Rextran Formulations

| have authorsd the pessreviewed manuscript
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Lavwrs SNee, “Cevelopment argd Comparison of eon Dextran
Froducts,” POA Journsid of f“mumscszmwi Splence &
Faohnology, Vol 52, No. §, September-Cotobear TUOE, .
TRO187.

The following provides a byief overviaw of my experiencs
Training:

B&C Chamisiny/Mathematios, Fairleigh Dickinson University,
Madizon, New Jarsay, Juna 1970

Ragitions:

Luitpold Pharmacsuticals, Ine. (Shirdey, New York)

04/03 ~ Prosent Rirector, Ressarch & Devalopmeant
GRAOZ ~ Q403 Uirgotor, Qualily Assuranes

(502 - 0802 Uirsctor, Quality Controld

DA8I - QB2 Managsr, Product Devalopmant

Gibon frvenex (Mitburr, New Jarssy)
HUNS BN TAN Reassarch Chamigt

31 am a named inventor of the subject malter clatmed in present LS. Fatent
Apptication 12/787,283 {ihe 7283 apylicalion™), antiied "Mathods and Compasilicns for

Administration of ren”, Bted on May 85, 2010,

>

4. Based on my experanca, an lron polvisomattoss is a typs of fron
sarbohydrate compley that incudes somaliose units in the carbohyvarate companant.
Artisomaltoss s a disaccharide similar to maliose, but with a oo{ 1-80linkage btwaan
bwo glucoss units instead of an o {-diinkage. Ons exampls of art iran polyisomaliose
complex is an iron isomalinside (2.4, Monofer™), where the carbohydrate comporient is
a pure linear chamical structure of :‘smfsa‘{.i rig a0 linked glucoss units, Inoontrast, &

dextran is a branched glucan with straight chains having o 1-6 glycosidic linkages and

Fags Sof 4
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oy N, 12/787,48%
aut of Bichan d P Lawranee

Apali
[REYNEER

branchas bsginning f’ra'n‘;: 13 linkagas, Physiochemical proparties of the ron
isomaltoside Monafer® are described in Jahry et al. 2011 Bwr J Pharma and Riopharma

78, A86-48 (Jabn et al.}.

s 5 O Y
8. Jahn et al. evidencas that the iron isomaltoside Monafer™ (Le., one exampls

of an o polvisomaltose) avaids dextrandindussd anaphylaclic reactions {ses
487, ool 2,411 pags 4RE, coll 2, 99) and reduces immunoganiolty comparad to dextran
(sae page 489, coll 1, id: page 489, col. 2, §6). .lahn ot sl evidences that svan in the
18808 i was knows thal isomaltoss sligomers pravent or block anaphylaxis and that
fater rasearch in the 19708 and 1980s showed that isomaltass c}iigom&n‘s actad ag
hapiens against oirculating ardi-dextran sotibodiss {(page 489, ool 1, In. 5385, 981 Per
Jahes et al. and consistent with the understanding in the art st the time of filing, a haplen
can bingd an antibody without inducing anaphylaxis or an immuns response {sse pags
489, sl 2,91 According o Jahn et b, the ability o administer high dogas {(ag., up
1,600 mg elemental iron) of the the fron isomaltoside Monofer™ (e, une example of an
fran polyisomaltoss } arvises from reduced immunogenic poterdial and absence of
dextran-induced anaphalytio reactions (see page 481, cal 1, 13 page 487, col 2, 91,

page 488, col. &, §13, §16).

Claim 1 of the 8

3 application recies, Intsr alia, “wherain the ron
oarbohydrate complex has # substantially nonsimmunogenin sarbobydrals componant”,
i s miy opinion that Jahn et gl provides svidance that the iron isomaitaside X vionafer™

{i.a., ong axample of an fron polyisomalioss) ks substantially non-mimunagenic.

Claim 3 of the 283 application recites “wherein the iron carbohydrata complex
has substantially no cross readtivity with anti-dextran antibodiss”. Bagsed on my
fpensne, cross-reactivity af the tims of 8ling was undarstond as a reaction belwaen
an antibody and an antigan (that differs from an immunogen) cesulling in an immung

rasponse. I ather words, mers binding of an antibody and an antigen was not

understood as “‘crossreactivily” in the absence of an immuns responge, s my apinion

that Jahn et sl provides evidence that the iron isomaltoside Monofer™ {Le., one exampla

of an iron polyisormaitose) has substantially no oross reactivily with anti-destran
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Application No, T/7R7,283
Ueciaration of Ricksrd P, Lawrenss

anfibudies, Le., Monofer® doues not effect & substantial immune responsse and there is

substantially no dexdeandniucsd anaphalytic reactions,

9. { hareby dedare that the ststements mads of my owr imowledge ave trus and
that afl statements made on information made on belist are beflevad to be rue. |
acknowladge that willful false statements and afike are purdshabls by fne or
imprissnment or both {18 UW.S.C. § 1001} and may jeopardiza the validity of the

appioation or any patent issuing thereon.

Dater A8

Richard B, Lawrgnoe
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