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F2 HExBANH

- SRR IC,
ERt ﬁﬂ’g’}ﬁ) (%4 5FB6I<H LT)
pH7. 4 pH6

B|@TyR | 48.11 1 1

Vi/Vk1 82.19 1.14 1.09

Vi/Nik2 | 48.54 1.19 0.82

V./Vx3 | 39.52 1.98 1.56

Vi1/Vk5 | 58.61 202 1.75

V2Vl 113.52 1.24 0.92

V.2/NK?2 100. 74 1.39 1.01

V2/Vk3 | 88.11 1.93 1.37

V2/Nk5 | 9.43 249 249

V.3Vl 103. 85 1. 40 1.26

V.3/V k2 130. 82 1.30 1.07

V.3/Vi3 106. 68 201 1.73

V.3/Vi5 121.78 2. 60 2.26

VAN« 46.20 1.36 1.21

VA/NK2 3422 1.28 1.02

VA/NK3 118. 37 1.77 1.70

VA/NKS 107. 84 1.98 2 43
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#=3 ARZHHT

[CooD S/ 5 3K
TEHE EHES | CDREEH (& FMEEBscFVIox LT)

pH7. 4 pH6
B|IYIR 1 1
H1 V1 52 STTVSPPPL(W) 36.42 17.09
H3 V1 b6 STTVRPPGI (W) 50. 00 25.51
E7 Vi 42 STTVSPPHL (W) 3.4 16.41
A7 Wi 30 STIVSPPPI (W) 1933 16.97
H4 1 58 STTVSAPGY (W) 9 29 6.50
E4 Y1 40 STTVHPDHN (W) 16.78 3.65
G4 w1 34 STTVAPPRL (W) 24. 44 18.58
M Vi 28 STTVSPADF (R) 7.18 504
G7 Wi 36 STTVHPDRN (W) 10.12 8.50
H2 Vi1 b4 STIVAPPAH(W) 23.18 14. 20
67 wi 48 STIVAPPGH(W) 30.79 117. 66
D1 V1 38 STTVSPPAL (W) 26.88 15.06
F7 V1 44 STTVAPPPL(W) 26.35 16.43
64 v 46 STTVSPPHL (W) 29.01 18. 89
69 wi 50 STTVSPPRV(W) 25.21 211N
B|IYIR 1 1
E8V«i 66 CHAYYSTPYT 11. 66 1.2
B7 Vx1 63 CHAYYNTPYT 6. 58 6. 38
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&4
E MeBRSHE | pHi 4 pH6.0
A AEHE | FHEWIC, | FE%IC,
FASH 1.0 1.0
VHIN k1 0.87 0.81
VH1_G4/Vxk1_E8 |1.18(n=2) 1. 53(n=2)
VHI_FI/Nk1_E8 |0.78(n=1) 1. 38(n=2)
VHI_H1/Vx1_E8 | 0.84(n=1) 1.13(n=3)
VH1_G7/Vk1_E8 |0.87(n=1) 0.85(n=3)
VH1_A8/Vk1_E8 |0.74(n=1) 0. 75(n=3)
VH1_G9/Vx1_E8 | 0.82(n=1) 0.93(n=3)
VH1_C4/Vk1_E8 |0.95(n=2) 0.91(n=2)
VHI_H3/Vxk1_E8 | 1.01(n=1) 0.57(n=2)
VH1_G4/Vxk2 E8 | 1.10(n=2) 1. 23(n=2)
VHI_ F7/Vxk2 E8 |0.98(n~1) 1. 33(n=2)
VHI_H1/Vx2 E8 | 0.93(n=1) 1. 04(n=3)
VH1_G7/Vxk2 E8 |0.88(n=1) 0. 80(n=3)
VH1_A8/Vx2 E8 | 0.84(n=1) 0. 71(n=3)
VH1_G9/Vxk2 E8 |1.58(n=1) 1. 03(n=3)
VH1_G4/Vk2 E8 | 1.47(r=2) 0.84(n=2)
VH1_H3/Vx2 E8 |0.73(n=1) 0.58(n=2)
x5
HHrsHe pH7. 4 pH6. 0
EHRW G, | 1% ICy,
FASH 1.0 1.0
VHINN k1 1.06 0.92
VH1_H3/Vk 1 0. 62 (n=3) 0.57(n=2)
VH1_G4/Vk 1 0. 59 (n=3) 0. 60 (n=3)
VH1_G4/V k1 0. 86 (n=3) 0. 81 (n=3)
VH1_69/Vk 1 n.d. n. d.
VH1_G7/Vk 1 n.d. n. d.
VHI_F7/Vk 1 0. 66 (n=3) 0. 76 (n=3)
VHI_H1/Vk 1 0. 88 (n=3) 0. 80(n=2)
VHI_A8/Vk 1 0. 89 (n=3) 0.87(n=3}
n. d. =%EEd
oooooao
000000000000 OOODODODODOODOO
000000000000 DDODODODODODOOOO
0000000000000 OOODODODODOOO
000000000000 DOODOOOODOODOO
000000000000 DDODOODOpDO0O000
00000000000 DODDODOpOO0O0ODO0ODOOO
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hlgGiEa |pH6.0  [pH6.0  |higGE& [pH6.0  [pH6.0  |higG@a [phH6.0  [ph6.0
¥ASH (@- FASH B FASH (-
b T M PoE 45 |®TS T3 ("D
ARG, |45 1C, ARG, |10, HRIC, |48 10,

¥A5%8 [1.00 FASH [1.00 A5 [1.00

VHI/VKI  [0.79 1.00  [VHI/VKI [0.86 100 [VHI/VKI (084 1.00
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$iFcRn mAb |Ka (10*/Ms) |Kd (10%/5) [k | x?
pH7_4

hFcRn (JTA)

Havio 6. 90,2 3.2+0.3 4.6 1.3
hFcRn (SINO}

H3VIC) 7.240.2 4.3+0.2 5.9 2.9
pFcRn (SINO)

Havk 4.740.1 5.6+0.0 11.9 3.0
pH 6.0

hFcRn (SINO)
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Havico 2.240.2 5.1+0.4 2.3 9.8
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I1L-6 (pg/mL.)
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|

4000
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=

B 0

0 pg/mL NIP-OVA

0 pg/mL NIP-OVA +H3VK2

0.1 pg/mL NIP-OVA

0.1 pg/mL NIP-OVA +H3VK2

0.1 pg/mL NIP-OVA +gG

0.1 pg/mL NIP-OVA +IgG +H3VK2
0.1 pg/mL NIP-OVA +IHH

0.1 pg/mL NIP-OVA +IHH +H3VK2

#in
2 4H5R]

40000

30000

20000 -

1L-6 (pg/mL)

10000
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Box No. I} Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. I:l Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2, D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. E Claims Nos.: 11, 12, 30-53, 72-74
because they are dependent claims and ar¢ not drafled in accordance with the second and third semtences of Rule 6.4(a).

Box No. LIl Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intermational Searching Authority found multiple inventions in this intemational application, as follows:

sea Extra Shaeat(s).

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2 D As all searchable claims could be searched without effort justifying additional fees, this Autherity did net invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specificaily claims Nos.:

1,4, 5, 8-10, 13-16, 18, 19, 26-28, 54-71, 75-86 to the extent that they read on an anti-FcRn antibody of SEQ ID NOs:2, 4, 6, B,
10, 20, 22, 27, 28, 55, and 56.

4, D No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
tee was not paid within the time limit specified in the invitation.

% No protest accompani¢d the payment of additional search fees.
Form PCT/ISA/210 (continuation of first sheet (2)) (Januvary 2015)
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Box No. I Nucleotide and/or amino acid sequence(s) (Continustion of item L.¢ of the first sheet}

. With regard to any nucleotide andfor aming acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a forming part of the intermational application as filed:
m in the form ofan Annex C/ST.25 text file.
D on paper or in the form of an image file.
b. furmished together with the international application under PCT Rule 13¢er. 1(a) for the purposes of international search
only in the form of an Annex CfST,25 text file,
[ D furnished subsequent to the internationa) filing date for the purposes of intemational search only:
|:| in the form of an Annex C/ST.25 text file (Rule 13ter. 1(a)).
I:l on paper or in the form of an image file (Rule 13¢er.1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or fumished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
SEQID NOs: 2, 4, 6, 8, 10, 20, 22, 27, 28, 55, and 56 were searched.

Form PCT/ISA/210 {continuation of first sheet (1)) (January 2015)
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Continued from Box No, Il Observations where unity of Invention is lacking

This application contalns the following inventions or groups of inventions which are not so linked as to form a singla general Inventive
concapl under PCT Rule 13.1. In order for all inventions to ba examined, the appropriate additional examination fees need to be pald.

Group I+: claims 1-10, 13-29, 54-71, and 75-86 are drawn to anti-FcRn antibodies or antigan-binding fragmants thareof; and methods
comprising the same.

Tha first invention of Group I+ is restricted o an anti-FcRn antibody or antigan-binding fragment thareof, and mathods comprising the
same, whereln the antl-F¢Rn antibody comprises a heavy chain variable ragion, wherain in the heavy chain variable region is selected lo
ba SEQ |D NO:28, the heavy chain furthar comprising haavy chain complemantary detarmining regions CDR1, CDR2, and CDR3, where
CDR1 Is salected to be SEQ 10 NO:2, CDR2 is salected to be SEQ ID NO:4, and CDR3 is selected to ba SEQ 10 NO:27; and a light
chain variable regich, wherein the fight chain variable region is selected to ba SEQ ID NO:20, the light chain further comprising light
chain complementary determining regions COR1, CDR2, and CDR3, whare COR1 is selacted to be SEQ ID NO:6, CDR2 is salected 1o
be SEQ ID NO:8, and CDR3 is selected to ba SEQ ID NO:10. Wi Is belisved that claims 1, 4, B, 13, 14, 24-27, 29, 54-66, 75-80, 82,
84-86 raad on this first named invention and thus these claims will be searched without fee to tha extent that they raad on an antHFcRn
entibody of SEQ ID NOs:2, 4, 6, 8, 10, 20, 27, and 28.

Applicant is invited to slect additional antl-FeRn antibodies with specified SEQ ID NO for each heavy and light chain CDR1, 2, and 3 1o
be searchad in a specific combination by paying additional fee for each set of election. An exemplary election would be an anti-FeRn
antibody or antigen-blnding fragmeant thereol, and methods comprising the sama, wherein the anti-FcRn antibody comprises a heavy
chain variable region, wherein in tha heavy chain variable region is salected to be SEQ ID NO:30, tha heavy chain further comprising
heavy chain complemantary determining regions COR1, CDR2, and CDR3, where CDR1 is sslecled ta be SEQ ID NO:2, CDR2 is
selected to be SEQ ID NO:4, and CDR3 is selected to ba SEQ 10 NO:29; and a light chain variable region, wherein the light chain
variable region is selacted to be SEQ ID NC160, the light chain further comprising light chain complementary determining regions COR1,
CDR2, and CDR3, whers CDR1 Is selacted to be S3EQ 1D NO:6, CDR2 is selected to ba SEQ 1D NO:B, and CDR3 is selectad {o be SEQ
10 NO:69. Additional anti-FcRn antibodies will be searched upon the payment of additional fees. Applicants must specify the claims that
read on any additional elected inventions. Applicants must further indicate, if applicable, the dlaims which read on the first named
invention if different than what was indicated above for this group. Failure to clearly identify how any paid additional invention fees are to
be applied to the “+" group({s) will result in only the first claimed invention o be searched/examined.

The inventions listed in Groups I+ do not relate to a single general inventive concept under PCT Rule 3.1, because under PCT Rule
13.2 they lack the same or coresponding special tachnical features for the follawing reasons:

Tha Groups I+ formulas do not share a significant structural element raspensible for treatment of autolmmune and other disarders,
requiring the selection of alternatives the antl-FcRn antibody heavy and light chain variable regions, where "the heavy chain and the light
chain variable regions comprises CDR1, CDR2, and CDR3, and wherein: the sequence of CORI of the heavy chain is SEQ D NC:2; the
sequence of COR2 of the heavy chain is SEQ ID NO:4, and the sequence of CDRA3 of the heavy chain is selected from the group
consisting of SEQ ID NO:27, SEQ ID NO:29, SEQ ID NO:31, SEQ ID NO:33, SEQ ID NO:35, SEQ ID NO:37, SEQ ID NC:39, SEQ ID
NO:41, SEQ 1D NO:43, SEQ ID NO:45, SEQ ID NO:47, SEC ID NO:49, SEQ ID NO:51, SEQ ID NO:53, SEQ ID NO:55, SEQ ID NO:57,
SEQ ID NC:74, SEQ ID NO:76, and SEQ ID NO:78; and the sequence of CDR) of the light chaln is SEQ ID NO:6; the sequence of
CDR2 of the light chain is SEQ |D NO: 8; and the sequence of CDR3 of the light chain is selected from the group consisting of SEQ ID
NQ: 10, SEQ 1D NO:59, SEQ ID NO:62, SEQ ID NO:65, and SEQ ID NO: 68",

Tha Groups I+ share the tachnical features of an antibody or antigen-binding fragmant thareof which binds to FcRn comprising a heavy
chain variable ragion, the heavy chain variable region comprising COR1, CDR2, and CDR3; an antibody or antigen-binding fragment
thereof which binds to FcRn comprising a light chain variable ragion, the light chain variable region comprising CDR1, COR2, and CDRY;
a methed of identifying antibodies that bind FcRn at both acidic pH and physiological pH comprising two or more screening steps that
are carried out at pH 5.8-6.4; a method of blocking the transmisslon of pathogeanic antibodies across the placenta that comprises
administering to a pragnant mammal in need therecf a therapeutically effective amount of an FcRn antibody or antigen binding fragment
thereof; a method of increasing the clearance of ICs from a subjact which comprises administering to a subject in need thereof an FcRn
antibody or antigen-binding fragment thereof; a method for determining whather a test antibody or antigen-binding fragment thereof
klocks or diminishes the Intaraction between FcRn and immune complexes comprising: (a) obtaining whols blood from a mammal; (b)
adding an immune cormplex to a first portion of the whole blood; {c) measuring the amount of a cytokine in the whote blood after the
addltion of the Immuna complex to obtain a first amount of the cylokine; (d)adding a test antibody or antigen-binding fragment thereof ta
a second pertion of the whale blood; (e) adding the immune complex to the second portion of the whale blood after, or at the same tima
as, the addition of the test antibody or antigen-binding fragment tharesf, and {f} measuring the amount of tha cytokine in the second
portion of the whole blood afler the addition of tha immune complex to obtain a sacond amount of the eytokine; a method for
determining the expected level of responsiveness of a patient to an anti-FcRn therapy comprising: {a} obtaining whole blood from the
patiant prier to beginning the anli-FeRn therapy; (b)adding an immune complex to a first portion of the whole blood; (c)measuring the
amount of a cytokine in the whole blocd after the addition of the immune complex e obtain a first amount of the cytokine; (d)adding an
antibady or antigen-binding fragment thareof that is known to bleck or diminish the interaction betwaen FERn and immune complexes to
a second portion of the whole blood; (e)adding the immune complex o the second portion of the whola blood after, or al the same time
as, the addition of the antibody or antigen-binding fragment therecf; {f) measuring the amount of the cytokine in the second portion of the
whole blood after the addition of the immune complex le obtain a second amount of the cytokine; and (g)determining the difference
betwsean the first amount of the cytokine and the second amount of the cytokine; a method for monitering the response of a patient to an
anti-FcRn tharapy comprising: (a) obtalning whole blaod from the patient before an anti-F¢Rn therapy beging; (b)adding an immune
complex to the whole blood; {c)measuring the amount of a cytokine in the whole blood after the addition of the immune complex to
obtain a first amount of the cytokine; (d)obtaining whole blood from the patient after an anti-FeRn therapy begins; (a)adding the immune
complex to the whole blood of step (d); (f} measuring the amount of the cytokine in the whole blood after the addition of the immune
camplex in stap (e} to obtain a second amount of the cytokine; And {gkietermining the difference betwean the first amount of the
cytokine and the second amount of the cytokine; a methed of promoting endogenous antibody degradation prior to the administration of
a therapeutic antibody comprising administaring an anti-FcRn antibody or fragment thergof that is spacific far the I1gG binding site of
FcRn to a subject in nead of treatmant with tha therapeutic antibody prior to administering the therapeutic antbody; a method of

Form PCT/ISA/210 (extra sheet) (Janvary 2015)
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pramoting endogenous antibody degradation prior to the administration of a therapautic antibody comprising administering an anti-FcRn
antibody or fragment thereof that is specific for the IgG binding site of FcRn to a subjact in need of treatment with the therapsutic
anlibody prior to administering the therapeutic antibeody; a method of promoting degradation of an exogenous therapeulic antibody that
has been administered te a subject, which comprises administering to the subject an effective amount of an anti-FcRn antibody or
frapment therecf; a mathed of measuring the level of anti-FGRn antibody in a subject after administration of an anti-FeRn antibody, the
maethod comprising: (2)}obtaining whole blood from the subject after an anti-FeRn antibody has heen administered, wherein the whela
blood comprises monocytes; and (b)measuring the monocyte cell surface FcRn exprassion level. However, these shared technical
features da not represant a contributien over the prier ant.

Specifically, US 2014/0328841 A1 to The Brigham and Women's Hospitcal Inc. ot al. discloses an antibody or antigen-binding fragment
thereef which binds to FcRn (antibodlas or other pelypeptides useful in the methods of the invantion can be attached to sarum albumin
of a partion of serurn albumin that binds o the FeRn racaptor, Para. [D056]) comprising a heavy chain variable ragion, the heavy chain
variable region comprising CDR1, CDR2, and CDR3 {Datarmining Ragions (CDRs; i.e, CORI, CDR2, and CDR3), and Framework
Regions (FRs). VH refers to the variable domain of the heavy chain. VL refers to the vanable domain of the light chain, Para. [(035]); an
antibody or antigen-binding fragment tharaof which binds to FcRn comprising a fight chain variable region, the light chain variable regicn
comprising CDR1, CDR2, and CDR3 (antibodies or other polypaptides useful in tha mathods of the invention can be altached to serum
afburnin or a portion of sarum albumin that binds to the FcRn recaptor, Para, [0056); Determining Regions {CDRs; i.e, CDRI, CDR2, and
CDR3), and Framework Regicns {FRs). VH refers to the variable domain of the heavy chain. VL refars to the variable domain of the light
chaln, Para. [0036)) a method of Identitying antibadies that bind FcRn at both acidic pH and physlelogical pH comprising two or more
screaning steps that are carried out (lyophilizing from acidic solutions, Para. [0272}; and preferably at about physiological concenirations,
Para. [0268]); that comprises administering to a pregnant mammal in need theraof a therapeutically effective amount of an FeRn
antibedy or antigen binding fragment therecf (provided herein are metheds of treating pancreatic cancer, the methods comprising
administaring to a subject in need theraof a therapeulically effective amount of a pharmaceutical compasition, Para. [0019]; antibodies or
other polypeptidas usaful in the methods of the invention can be attached to serum albumin or a portion of serum albumin that binds to
the FcRn receptor, Para. [0056]); a method for determining whether a test antibody or antigen-binding fragment thereaf blocks or
diminishes the Interaction between FcRn and immune complexas {In ordar to screen for antibodies which bind to an epitape on an
antigen bound by an antibody of Interest, a routine cross-blacking assay, Para, [0051]; It can be beneficial to analyze a crystal structure
of the antigen-antibody complex to idantify contact points between the antibody, Para. [173]) comprising: (a) obtaining whole blood from
amammal {sample...blood, Para. [0249]; By "subject" i meant a mammal, Para. [0073]); a method for determining the expected lsvel of
responsiveness of a patient to an anti-FcRn therapy comprising: (a) obtaining whele blood from the patient prior to beglnning the
anti-FeRr therapy {expression in tumor biopsies to identify likely responders for personalized medicine approaches, Para. [0100];
antibadies or other polypeptides useful in the methods of the invention can be attached 1o serum albumin or a portion of sarum albumin
that binds o the FcRn receptor, Para. [0056))); (d) adding an antibody or antigen-binding fragment theraof that is kmown to block or
diminish the interaction betwean FcRn and immune complexes to a sacond portion of the whola blood (In order to scraen for antibodies
which bind to an epitopa on an antigen bound by an antibody of interest, a routine cross-blocking assay, Para. [0051}; it can be
beneficial fo analyze a crystal structure of the antigen-antibody complex to identify contact points between the antibody, Para. {0173)); a
methed for menitoring the response of a patient to an anti-FoRn therapy comprising: {a) obtaining whole bleod from the patient before an
antl-FGRn therapy begins (d)obtaining whole blood from the patient after an anti-FoRn therapy beging (provided hereln are mathads of
treating pancreatic cancer, the mathods comprising administering to a subject in nead thereof a therapeutically effective amaunt of 3
pharmaceutical compaosition, Para. [0018]; antibodies or other polypeplides usaful in the methods of the invention can be attached to
serum albumin or a portion of serumn albumin that binds to the FcRn receptor, Para. [0056)) wherein the whole blood comprises
monocytes (The cells can be any of a wide range of types including, Para. [0255]); and {b) measuring the monocyte cell suface FcRn
exprassion lavel (constitutively expressed in a wide range of tissues and cell types, Para. [0103]).

Further, US 2006/0031954 A1 to Roopenian discloses antibodies that bind FcRn at both acidic pH and physiological pH comprising two
or more screening steps that are camied out at pH 6.8-6.4 (FcRn and beta2M retaining the in vive funclion of binding IgG-F¢ at about pH
6, Para. [0043])), a method of blocking the transmission of pathogenic antibodies across the placenta {defective in iransplacental and
trans-intestinal IgG transpon Para. [0067] Each class of antibody has a spacific role in immunity, including primary and secandary
immuna , antigen inactivation and allergic reactions. IgG is the only class of antibody that can pass the platental barier, Para.
[0003)); a methed of i increasing the clearance of ICs from a subject which comprises administering to a subjact in need thareof an FcRn
antibody or antigen-binding fragment therecf (Tharefore, another aspect of this inventlen Is the use of tha monaclonal entibody as an
inhibitor of FcRn-mediated IgG protection. Tha antibody would be administerad to tha patient In sufficient doses to inhibit FcRn-mediated
IgG protection, Para. [0034]); a methed of prometing endegenous antibody degradation pricr to the administration of a therapautic
antibody {mice were given human lgG1 intravanously and followed for dagradation of the administered human IgG1, Para. [0077]; Prior
to.,.administration of the tracer antibodies, a candidate inhibitor is administered to the mouse, Para. [0D48]) comprising administering an
anti-FcRn antibody or fragment thereof that is spacific for the 139G binding site of FoRn to a subject in naed of treatment with the
therapautic antibody prior to administering the therapautic antibody (Antibodies which bind to FcRn at the site wherse FcRn binds 19G-Fc,
are liksly to inhibit FcRn binding, Para. [0052]; mice were given human IgG1 intravenously and fallowed for degradation of the
administered human lgG1, Para. [0077]; Prior to...administration of the tracer antibodies, a candidate inhibitor is administered to the
mouse, Para. [0043); a methed of measuring the level of anti-FcRa antibody in a subject after administration of an anti-FcRn antibody,
the method comprising: {a)obtaining whole biood from the subject after an anti-FeRn antibody has been administered (The sample sould
consist of blood, Para. [0033]; analysis of the huFcRn transgenic mousa indi normal levels and fidefity of expression patterns of
huFcRn compared with mouse FcRn, Para, [0076]).

Further still, US 2011/0212087 A1 to Strohl et al. disclases adding an immune complex to a first portion of the whole blocd (Briafly,
whole human bload provided the effactor Cells, Para. {0077]; an antibody of interest is added, Para. [0023]); (c) measuring the amount of
a cytokine in the whole blood aRer the addition of the immuna complex to obtain a first amount of tha cyloklna (Cytnkma release using
anti-HER2/nau Ig& mutants was parfermed after direct binding of IgGs to latex beads after ovemi 1. Washed beads were
added to isolated human PBMCs, Para. [0074]); (d)adding a test antibody or antigen-binding fragrnan! thereof to a second portion of the
whole blood (Consistent with previcus ADCC, COC and ADCP data, ne significant or detectable levels of ¢ytekine release were
observed with 19G2¢4e, Para, [0078]; an antibody of interest is added, Para, [0023]); () adding the Immune complex 1o the second
portion of the whole bloed after, or at the same time as, tha addition of the test antibody er antigen-binding fragment theraof and ()
measuring the amount of the cytokine in tha second portion of the whele blood after the addition of the immune complex to oblain a
second amount of the cytokine and {g)determining the difference between the first amount of the cytokine and the second amount of the
cytokine {Consistent with previous ADCC, CDC and ADCP data, no significant or detectable levets of cylokine reloase wera obsarved
with IgG2cda, Para. [0078]; an antibody of interest is added, Para. [0023]).
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