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POR FIJACION EN LISTA No. 81, DI FECHA 05 DE MARZO DE 2010
(EXAMEN DE FORMA)

CAPLOS P. OLAPTE, mayor dz zdad y vecing de Bogots, identificado tal como aparece
al pie de mi firma, en mi caracter de apoderado de la sociedad en referencia, me permito
dar respucsta al auto proferido por ece Despacho, dentro del término legal previsto en el

articulo 39 de la Decicién 486, en log siguientes términos:

L. En respuesta a la  primera observacidn del Examinador, me permito adjuntar la

traduccidn del reporte del examen preliminar internacional.

2. En respuecta & la cegunda observacién dzl Evaminador me permito adjuntar copia
avicntica del poder a mi conferido por mi representada KIOWA HAKKO KIRIN CO.,
LTD., zegtn lo previzio en los Articules 62 y subsiguiznies del Céddigo de Procedimiento

Civil.

3 En respucsta a la tercera observacién del Exzaminador, me permito precentar un

mievo titulo: ““N-{4-(2,2-DIMETIL-PROPIOMIL)-(5R)-5-[2-ETILAMINO-ETANO
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SULFONIL  AMINO)-METIL]-5-FENIL-4,5-DIHIDRO-[1,3,4] TIADIAZOL-2-1L}-
= .

2,2-DIMETIL PROPIONAMIDA”, el cual permile identificar claramente el objeto de la

solicitud de patente segnn lo previsio en la Pegla 4.3 PCT, Articulos 26 y 27 de Ja Decizidn

486 y Circular Unica de la SIC numeral 5.2.9.

4. En respuesta a la cuarla obzervacién del Examinador, me permito aportar junto al
presente memorial un (1) decumento de cezion debidamente lzgalizado, segin las articulos
259 v 260 del CPC, en los que concta la cecién de cinco (5) inventores al solicilanie, junto

con su correspondienie (raduccién, scegin lo previsto en ¢l Art. 26-k de la Decicidn 426.

Atentamernte,

[s

-
“CARLOS R. OLARTE
C.C. 79.782.747 de Bogota
T.P. 74.295

Anexo: Copia de la traduccién del reporte de examen preliminar
Docunienta de Poder
Documento de Cesién
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HOJA MODIFICADA
Reivindicamos:

1. Una composicién farmacéutica la cual comprende M- [4- (2,2- dimetil-
propionil) - (‘I‘) - 5- [(2- eiilamino- etanosulfonilaming) - metil]- 5- fenil- 4,5- dihidro-
[1,3,4]tiadiazcl- 2- il]- 2,2- dimetil- propionamida, un buffer y/o sal, v un vehiculo,

diluyznte o CALI}JILIIU_ farmacéuticaments ac rplablr en solucidn en de 'nr‘l= el pH de
dicha composicién es inferior a C», v mayor a 2,0 v contizne no mac de 2.5% de N- [4-
(2,2- dimetil- propionil) - (55) - [(7 etilamino- etanosulfonilaming) - metil]- 5- fenil-
4,5- dihidro- [1,3,4]tiadiazol- 2 11] 2,2- dimetil- propicnamida.

2. La composicion farmacéutica de la reivindicacion 1 en donde el pH de
dicha conmposicién es inferior a 6,2 y mayor a 2,0.

3. La composicion farmacéntica de la reivindicacién 1 en donde el pH de
dicha composicién es inferior a 5,4 y mayor a 2,0.

4. La composicién farmacéutica de la reivindicacién 1 en donde el pH de
dicha composicién es inferior a 4,2 y mayor a 2,0.

5. Una composicién farmacéutica liofilizada la cval comprende M- [4- (2,2-
dimetil- propionil) - (S5R) - 5- [(7- etilamino- etanosulfonilamino) - metil]- S- fenil- 4,5-
dihidre- [1,3,4]tiadiazol- 2- il]- 2,2- dimetil- propionamida, un buffer y/o sal, y un
vehiculo, diluyente o excipiente falm éuticamente aceptable dando una formulacién en
colueidn al diluirze con diluyente acuoso con v pH inferior a 6,4 v mayor a 2,0 y que
contiene no raas de 2.5% de N- [4- (_,; dimetil- propionil) - (5S) - 5- [(2- etilamino-
etanosulfonilaming) - metil]- 5- fenil- 4,5- diludro- [1,3,4]tiadiazol- 2- il]- 2,2- dimetil-
propionamida.

6. La composicion farmacéntica liofilizada de la reivindicacidn 5 en donde
el pH de dicha composicién €5 inferior a 6,2 y mayor a 2,0.

7. La composicidn farmacéntica liofilizada de la reivindicacién 5 en donde

el pH de dicha composicién es inferior a 5,4 y mayor a 2,0.

oo}

La composicién farmacéntica linfilizada de la reivindicacién & en donde
el pH dL dicha composzicién es inferior a 4,2 y mayor a 2,0.

9. Una mmpo:irién farmacéutiea liofilizada la cual comprende M- [4- (2,2-
dimetil- propionil) - (5R) - 5- [(7— Lllldlﬂlll‘_} elar 1osnlfomlan’unu) - metil]- 5- fenil- 4, 5—
dihidro- {1,3,4]tiadiazol- 2- il]- 2,2- dimetil- plrp ionamida, un buffer y/o sal, y un
vehiculo, diluyente o excipiente farmacéuticamente aceptable.



PATENT COOPERATION TREATY

PCT

INTERNATlONAL PRELIMINARY REPORT ON PATENTABILIT £

(Chapter II of tln: Patent COO["el’dtll n, Treaty)

(PCT Article 36 and Rule 70)

AppliCanf’s or agent's fils referance Lo . ‘

X17500 : FOR FURTHER ACT'ON ; Form PLTAF’EA/‘16
Intamaiional application He. Intamational ﬁ|ing‘dal|3 (I=yinonthyear) 1 Priority date (dayi#nonthiear)
PCTANSZO03053301 . 07.07.2008 ‘ 12.07.2007

Intarnational Patent Clazsification (IP2) or national clazsification and IPC

CINV. AB1KI19

Applicant .
ELI LILLY AND COMPANY ‘

Authornty undear Ariicle 35 and tun:nutt--d to the applicant according to Artichs 36
3. This REFZRT conaizis of a lul-‘tl Wz 7 sheets, including g this cover zheat.
3. Thi:s‘mpull] 3 alsd ac wnq:um =d by ANNEXES, br-rnpncmg .
a. B senttathe applizant and to the Inlﬁmatwnal Bureau)atntal of 2 shacts, as fis llows:

andfr shests containing rectifications authorized by this Authunly (sze Rule 7 O 1% and 5
Administrative Instructions).

beyond the disclosure in the inten »ath wnal application as filed, as indica
Supplemantal Box.

&YUENCE Ihtmg andkor tables related thereta, in 2lectronic form only, as indicate
Relating to Tequeénce Listing (2e¢ Section 502 of the AdmlmclulavL Instiustions).

1. This rsportis tha international pmlu’nmary examination I'L,[J'Jﬂ Bttablluhbd by this Internatioral Pl'ullrﬂllldly Exarmining

O sheets of the description, claims andfor drawings which have baen amended and are the basis of this r-gpon

action 607 of the

2 chzets which suparsade carlizr sheets, bt which this Authatity & .n~|~J~r:, contain an amandrsnt that goes
adin item 4 of Box Ho and the .

£ O ‘(:33 1t tw the Intsrnalisnal Bureau only) a total of (indicate typ-= and number of elestronic camu(s)) , containing a
: e d in the Supplzmental Box

4. Thig rzport containz indizations relaling to the followimj items:

praliminary sxamining autfurity:
Eurgp2an Fatent Cffice P.3. 5312 Patentlaan 2

) FIL-2280 HVY Rijewijt - Pays Bas Gomaz Gallardo, S
Tel +21 70 340 - 2040 o
C =31 70 340 - 2016 Talephone Ho. +51 70 C40-9348

Box Mool Basis of the report
‘0O BaxNo. Il Priarity .
O Bee tho. (I I‘Iun-'-stal_nhahnwnt of ppinion with n.ganJ i uuvdly, mw.nllve stbp and industrial appllulbllut\,u
O Box NV Lack of unity of invention
[ Bosto v e statement under Articls 25 5(2) with rzgard ta navalty, inventivie 2zp or industn’al
Lility; citations and explanations buppartlng such statzment

O BesNo. VI Cartaindocumsnts sited -
O Boxtio. Vil Cartain defzcts in the intermational application
£ Box Na. VIl Cartain sbszrvations an the intemational application

Cate of submission of the demand Date of campletion of this veport

309-05-08 . : 14.10.2009
lame and mailing addrace of the intzmational . Authorized officer . - .

o o P
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Fom FeTAPEA/ 405 (Covar Zhaet) (April 2005)



INTERNATIONAL PRELIMINARY REPORT . International apglitation No.

ON PATENTABILITY - - . o "PCTAS200

Box No. | Basis of the report

1.

“With r-gard o the language, this report is b..—lsed on
B the internaticnal apphcatmn in tha languaga in which'it was filed

O a translation of the international ...lppthltl-Jn into, whuh is the I'mguag@
of a translation furnished for the purposes of:
O international search (un dar Rulza 12.3(a) and 23. 1)
O publization of the international application (under Rule 12.3(a)) -
- O intemational preliminary examination (under Rules 55.2(a) andér 55.3(3)) .

2. With regard io the elements® of the intzrational applicétion, this report is basad un (replace,menl sheets which

4.

have been furnished 1o the receiving Qffice in rasponse o an invitation Undc\'f Article 14 are referred o in this
repart as 'ar/g/nall} filad" and are nat annexad ro this repart).

Description, Pages

17 o as originally filed

Claims, Numbers

1-3 _ _ . - filzd with talafaz on 02.05.2000

& S2quUence Ii:sting andbor any rilatzd tabla(s) - sae Suppleinental Box Relating to Sequénce Listing

D The amendmants have resulted in the cancellation of:
[ the description, pages
[] the claims, Nos.
O the drawings, sheetsfigs’
- [ the sequence listing (specify);
0 any tablc-(s) related to sequence listing (specvf} )

B3 This mpoﬂ has been l.btdbhuhbd as if (some ' -r) the amendmiznts annaved. 1 this er-th and listed b»~low
had nst baen made, sinc: thay have been wmnduud o go bc:yul'ld the disclosure as filad, as indic utwd in the
Supplamantal Box (Rule 70.2(c)).

O the description, pages

& the claims, Nos. 1-9

O the drawings, sheetsfigs

O tha sequence listing (specify): '

O any table(s) related to sequance listing (specify )

.0 This upmlun has been aztablished taki ing into account the rectlfication of an obvious mistake authcu"ed :

. by or notifiad 1o this Authority undwr Rul2 91 (Rul2 70.2 (2)).

1

[0 Supplementary international search n.pr-rt(s) from Authul’lly(l’:" ) have baen received and taken into '
. ascount in drawing up this repsnt (Ruls 45bis.8(b) and (c)). . :

Form PCTAREA/ 409 (January 2009)



INTERNATIONAL PRELIMINAHY REPORT International appids
ON PATENTABILITY PCTAS200846:

Box No.V - Reasoned statement under Article 35(2) with regard to navelty, mvcntive step or industrial
appllcablllty, citations and explanatlons supporting such statement

1. Statement

Novelty (N) Yas: Claims 3-9

No:  Claims 1.2
Inventive step (IS) Yas: Claims

No: Claims 1-9

industrial applicability (I1A)’ Yos: Claims 19 '
No: Claims

2. Citations and explanations (Rul= 70.7):

‘see separate sheet

Box No. VIll Certain observations on the international application

The fallowing cbservations on the clarity of the claims, descriplion, and dl'dWIﬂl_..]S or un the question Wh!.,ﬂ'l"‘l’ tha
claimg are fully supportad by the description, are mada: .

see separate sheet

Form PCTAPEA/ 409 (January 2009)



" INTERNATIONAL PRELIMINARY . Intemational applicatjsfi No.
* REPORT ON PATENTABILITY B : L8 |
(SEPARATE SHEET) | ' PCT/US20p6/Q59301
| _ . | — Z \
Re Item |

Basis of the report

,'The attention of the applicant‘is drawn to the fact that some of the amendments introduced

in the new claims, as filed with telefax on 8 May 2009, go beyond the disclosuré in the
application as originally filed. More particularly, said amendments are as follows:

(a) in claims 1 and 5, the iollowing statement has been inlroducéd "and conltains no more than
2.5% N-[4-(2,2-dimethyl-propionyl)-(58)-5-((2-ethylamino- ethanesulfonylamino)- methyl) -

-phenyl-4,5-dihjdro- 1,3, -thiadiazol-2-ylJ-2,2-dimethy I-propionamida". However, in the

originally filed application, thers is only basis for the pharmacautical composition containing
no .more  than 2% MN-[4-(2,2- dimethyl- propionyl)-(58)-5-((2-
ethylamino-ethanesulfonylamino)- methyl) 5 --phenyl-4, 5-dihydro- 1,3,4 -thiadiazol-2-yl]-
2,2-dimethyl- proplonannde (cf. page 5 lines 1 and °)

(b) following a Iack of clanly objection, the pH fl,atuu‘-\ has besn removed from claim 9.
. However, it is to'be noted that, throughout the description of the invention, it is apparant that
in order to solve the instability problem of the R enantiomer, it is necessary that the pH is

controlled in_a range from less than 6.4 to_greater than 2 when diluting_the lyophilized
formulatlon with an aqueous diluant. The deletion of the pH range in claim 9, instzad of the
rewording of the pH statement so that it reads that the pH value refers to the diluted
lyophilized formulation, leads, thersfore, to an'undue generalisation accprding to which any
pH is possible upon dilution. ' ' :

. The present e <am|nat|on report is rashbhshfad as |f the abt)w: meanticned nm-’-‘ndmentq would
not have been made (Rule 70.2(c) PCT). ‘

Re ltem ‘V

Reasoned statement with regard to novelty, inventive step and industrial applicability;
citations and explanations supporting such statement ' :

1. CITED DOCUMENTS

Form PCT/2eparals Zheat/d0d (SI'.a\sl'1)(EF’O7April 200¢) ) Y
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 (SEPARATE SHEET) B  PCT/US2008/@69201 .

~ Reference’is made to lhp following dorumpntS'

D1: EP 1616866 A (KYOWA HAKKO KOGYO KK [JP]; FUJI PHOTO FILM CO LTD [JP])

. ~18 January 2006 (2005-01-18), of the same family as WO 2004/092147 A (KYOWA

- HAKKO KOGYO KK [JP]; FUJI PHOTO FILM CO LTD [JP]) 28 October 2004 \9004 10-
28) (cited in the application) -

D2: CA 2802397 A (KYOWA HAK}\O KOGYO KK [JP]; FUJI PHOTO FILM CO LTD [JP])

28 September 2005 (2008-09-28), of the same family as WO 2006/101102 A (KYOWA

HAKKO KOGYO KK [JP]; FUJI PHOTO FILM CO LTD [JP]; MURAKATA CHII\A) 28

September 2006 (2006-09-28) (cited in the apphc,atson)

2. NOVELTY (Art. 33(2) PCT)

2.1. ltis to be noted that, in claim 5, the statzment *affording a solution formul.étian when
dilutad with aqueous diluent having a pH less than 6.4 and greatar than 2 is a result to be

achieved. This merely amounts lo a statement of the underlying problem, without providing

the technical features necessary for_achieving this result (i.e. the formulation

components, e.g. the particular buffers and/or salts used (tartrate, ghosghate, citrate,

mesylate, sodium sulfate or sodium chloride (cf. page 4, lines 17 and 18))). Furthermore,

" the nature of the aqueous diluent may have a strong influence on the final pH obtained upon

dilution. In view of this, the above-mentioned statement is, at preseni, considerad as not
limiting when assessing the novelty of the present application. '

2.2. The present application does not meet the criteria of Article 33(1) PCT, because the . .

subjacl -matler of claims 1 and 2 is not new in the sense of Article 33(2 ) PCT.

Document D1 discloses ( . page 37, _tab]e 9, compound 176; page 50 - page 51, example 9)
an injection composition comprising (A) N-[4-(2,2-dimethyt-propionyl)-

5-((2-ethylamino-ethanesulfonylamino)-methyl)-5-phenyl-4,5-dihydro-1,3,4

-thiadiazol-2-yl]-2,2-dimethyl-propionamide, (B) D-mannitol, (C) HCI, (D) NaOH and (E)
distilled water for inj2ction. HCI and NaOH are known to produce MaCl, which is one of the
possi ble buffers and/or salts mentioned in the present application. The pH of the composition

of D1 is adjusted 1o 6. Itis construed that said composition comprises at least a fraction of the

"Formi FCT/Separate Sheat/1dd (Shaet Z) (EPC-April 2005)



INTERNATIONAL PRELIMINARY
'REPORT ON PATENTABILITY
(SEPARATE SHEET) ‘

R enantiomér of the l.hiadiazole' derivative. Furlhérmoré, it is stated in the daescription of DY/
that optical isomers also fall within the scope of the family of compounds claimed (cf. page 22,
~paragraph 82). Therzfore, the subject-matter of claims 1 and 2 is not new in view of D1.

3. INVENTIVE STE'v‘P (Art. 33(3) PCT)
3.1. Claims 1 and 2_ biing ot new are also not inventive (Art. 33(3) PCT).

3.2 DL pmdent claims 3 and 4 do not contain any fratures which, in combination with the fea- -
tures of any claim to which they refer, meet the requirements of tha PCT in rnspm,t of
inventive step. The reason for this is that no unexpect@d effact seems to be related to the pH
belng as deflnpd in these claims (Art 33(3) PCT). - '

3‘.3. Due to the reasoning disclosed in section 2.1, the statemant “affording a solution
formulation when diluted with aqueous diluent having a pH less than 6.4 and graater than 2,
in claim 5, is, at present, considerad as not limiting when assessing the inventive step of tha
present appllcauon (Art 33(3) PCT). '

3.4. The document D2 is regarded as being the closest prior art to the subject-matter of claims

5 and 9, and discloses (cf. page 37, table 1, compound 9; page 38, tabila 2, compound I; page.

56, example 5; page 60 - page 61, example 13) an injection composition comprising (A)
“ N-[4-(2,2-dimathyl-propionyl)-(5R)-5-((2-2thylamino-athanesulfonylaming)-

mathyl)-5-phenyl-4,5-dihydro-1,3,4-thiadiazol-2-yl]-2,2-dimthyl-propionamide, (B) D-mannitol,

(C) HCY, (D) NaOH and (E) distilled water for injection. HCl and NaOH are known to produce

NaCl, which is one of the possible buffars and/or salts mentionad in the present application.

" The subject-matter of claims 5 and 9, therefora, differs from D2 in that the thiadiazole
derivative composition is lyophilized. This comes, however, within the scops of the customary
practica followed by persons skilled in the art of formulating injectable compositions and tha
advantagns thus achizved can readily be foras~en Consequently, the subyject- malter of claims
'5-9 also lacks an inventive step (Art. 33(3) PCT) .

4, INDUSTRIAL APPL]CABILITY (Art. 33(4) .PCT)

© Form FOT/Zeparats Shea/109 (She.r:l..i) (EPZ-April 2008)
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(SEPARATE SHEET) PCT/US2008/069301
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' Claims 1-9 satisfy the criterion of industrial applicabilify set forth in Article 33(4) P'CT..

Re Item VI

' Certain observations on the international application
CLARITY (Art. 6 PCT)

Although claims 5 and 9 have been drafted as separate independent claims, they appear to
relaie effectivaly to the same subject-matter and to differ from each other orily with ragard to
the definition of the subject-matter for which protection is scught and/or in respect of the
terminology used for the features of that subject-matter. The aforementioned claims therefore
lack conciseness and as such do not me«t the requirements of Article 6 PCT. In the telefax
received on 8 May 2009, the applicant alleges that claims 5 and 9 are directed lo different
: subject-matter_because claim 5 refers to a lyophilized formulation that is later diluted with an
aqueous diluent and claim 9 refers to a lyophilized formuiation. 1t is to be noted that aven if
the lyophilized formulation of claim 5 is later diluted, claim 5 still refers to a lyophilized
formulation. Therefore, claims 5 and 9 indead relate to the same subject-matter.

Foim POT/Separaie Theat/doa (Thext 1) (EF‘D-ApriI':‘_DOS) '
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~We claim:
1. A pharmaceutical composition comprising N-(4- -...-dlmt thyl- proplonyh—

(5R)-5-[(é-ethylammo-elhanc.sulfonyl:muno J-math jll~5-phe.nyl-4 thhy\ir. .
[1,3,4thiadiazol-2-y1)-2,2- dlmctllyl -propionanide, a huffm and/or salt, and a

phammaceutically ilCCLp[dbl\. carrier, diluent, or excipient in solution wherein the pH of

. said composition is less than 6.4 and greater than 2.0 and contains no more than 2.3% N-

{4»-(2,;‘.-dimetl'lyl-propioﬁyl)-(:’\S')-S-[(Z-ed)ylamino-ethzlne.:;ulﬂ‘nnvlmnjno)-melhyl]-S-
phenyl- 4.5-d1h"dru-[l,h ,4][]]ludl(llul- -yI] <2, 2-dimethyl- prnpmmrmde '

2. The phanmaceutical composition of Claim 1 wherein the pH of said

composition is less than 6.2 and greater than 2.0.

3. The pharmiceutical composition of Claim 1 wherein the pH of said

composition is less than 5.4 and greater than 2.0.

4. The pharmaceutival «.ump«)muon of Claim 1 whurem the pH of :,'ud

Cul‘l’lp("ﬂtlon is less than 4.2 and greater than 2.0,

5. ‘ A lyophilized pharmaceutical éomposition compriging N-{1-( 22
dimcthyl—propibnyl'l-(iR’b-ﬁ—[c".‘!-ethylanﬁm)-eth'\ﬂ@élllfnnyhminu)-mctl’nvl]-*-phenvl--t’S-
dihydro-[1,3,4]thiadiazol-2-y1 ,--,_-chmuhyl-pmpnom:mde a buffer and/or salt, anda
pharmaceutlcally acceptable carrier, diluent, v ‘.\upu ot affording a s ~lut1\ n fr-nnulatlon
when diluted with aqueous diluent having a le less than 6.1 and greater than 2.0 and -

containg no more than 2.57% N-{4-2,2-dimethyl-propicnyl)- (585 [c"-rrhylammo-

" ethanesulfon jldllllnu) mx.th}'ll -phznyl-4,5 ~(l,1hydr0-[l,- ,4]thmdn‘ml-“-yl} 22

dimethyl- pruplona:mde

6, Thel yoﬁhilize:d pharmacentical compasition of Claim 3 wherein the pH is

less than 6.2 and greater than 2.0,

AMENDED SHEET

'?')\u«.‘l..\ RT3
%

PFT/US 2003/069 “.01 - 08- uc—hom .
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3TE1 TO ELIF!C-F‘Eﬁ?? /«US‘)Q!O 39:301 ;
PCT/US 2008/069 201 - 08--05-2009

© LILLY FATENT &

- X-17500
9. :
7. The lyophilized pharmaceutical composition of Claim § wherein the pH 15
less than 5.4 and greater than 2.0, '
3. The lyophilized pharmaceutical composition of Claim § wherein the pH is
5  less than 4.2 and greater than 2.0.
9. A lyophilized pharmaceutical composition compris{ng N-(4-(C,2-

' dimethyl-propionyl)-(3R)-5-[(2- ’.thylamino-emmlesulﬁ)nylunﬁno)-méthyl]-S-phenyl—4.5— .
dihydm—[1,3,~1»|ﬂ1iadinz-)l-2-yl}-’.1,’_-‘-dimeﬂlyl-pmpionanﬁdc, a buffer and/or salt, and a

10 ' pharmaceutically acceptable carier, diluant, or excipient.

AMENDED SHEET
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TwaALJcciél". oFicia‘ de un documento cuyo owﬂiginal estd en ingléJ

En nombre de Kyowa Hallwo Ihrin Co. Litd.,

comercial principal

DELEGACION DE AUTORIDAD

CIEETOS

con respecto a

ASUTITOS

SOBRE PATEMNTES

i
ura Cormpar

en 1-6-1 Othemachi, Chiyoda-lu, Tokyo 100-8185 Japon,

delego a cada una de las siguientes personas:

Arvié J. Anderson 45,263 Robert E. Lee 27,919
Lynn D. Apelgren 45,341 James P. Leeds 35,241
Robert A. Armitage 27,417  DMelsen L. Lents 28,537
Biian P. Barrett 52,597  Elizabeth A, McGraw 44,646
Gary M. Birch 48 581 A%md ro Martinez 53,163
Steven P. Caltrider 26,467  Douglas Morman 33,267
Paul R. Cantrell 36,470 Arleen Palmberg 40,422
Donald L. Cormeglio 30,741 Edward J. Prein 37,212
Gregory A, Co: 47,504  Marl: J. Stewart 43,926
Paula IX. Davis 47 517 Pobert D. Titus 40,206
John C. Demeter 30,167  R.(Craig Tucker 45,165
Manisha A. Desai 43,535 Tina M. Tucler 47 145
Paul J. Gaylo 36,608 MaCharri Vorndran-Jones 36,711
Francis O. Ginah 44,712 Cilbert T. Voy 43972
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Amy E. I-Iami]ton 32,894 Lawrence T. W{elch 1 29,487
Danica I—Iosteittler 51,520 Alexander Wilson 45,78’2/
Gerald P. Kelfeher 42,707 Mark A. Winter 3,782
Danica I—}-:'steittler 51,82 MaiyAran Wiskerchen 45,511
James ] K’elleiy 41,888 Dan L. Wood 48 613
Paul J. Koivuniemni 21,533 Congping Xie - 57,817

todos ellos registradns para ejercer ante la Oficina de Patentes y Marcas
Pegistradas de los Estados Unidos y emipleados de Eli Lilly and Company, la
autoridad para aprobar y ejecutar en nombre de Ia compafiia I'yows Hall.o Iirin
Co. Ltd., documentos con respecto a asuntos de patentes en relacién con la
siguiente solicitud de patente:

Registro: X17500

Solicitud No. PCT/US2008/069301

Titulo: FORMULAZIONES ESTAELES DE DERIVADOS DE TIADIAZOLE
Incluyendo equivalentes slabales y solicitudes en la fase nacional ;;e]ac.ionadas con

lo mismo.

(i} la institucién, segquimiento y completa realizacién de acciones dirigidas a la

(ii) e] otorgamiento y la revocatoria de facultades de abogado en conexidn con

cualquiera de los anteriores.

Fechado el 29 de enero de 2010.
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| _ . i
(Firmado) /Yuzuru Matsuda/ Presidente y Director General
{

Kyowa Halko Kirin Co. Lid.

Sello

CERTIFICACION NOTARIALE

i
i

L

Se: certifica que el seficr Fa~uvo Saito, representante de Yuzuru Matsuda,
¥ I

Presidente y Director General de Iyvowa Hallo Firin Co. L

td., ha declarado en mi

presencia que dicho Yuzuru Matsuda ha reconocido haber firmado ¢l docurnento

adjunto.

Fechado este dia 29 de eniero de 2010.

(Signed) Hiroal-i Sasali, Motario

3-1, Marunouchi 2-chome, Chiyoda-l-

Legales de Tokio.

Sello:

Sello redonda:

Apostilla adjunta:

- la Oficina de Asuntos Le gales de Tokio”
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Oficina del Secretario de Estado A
Estado de Indiana
Todd Rokita, Secretario de Estado
APOSTILLA:
(Convention de La Haye du 5 octobre 1961)
1. Pais: Estados Unidos de Américs
2.Elpr esenlc documento publico Debra E. Smith ‘
ha sido firmado por: r
B .‘\ ¢l P "a O AClO e
2. Actuands én calidad de lotario Publico de ' y para el Condada de
: Marion |

~ Notario Ptblico d@ vara el Esl de:de
4. Lleva el sello/estampilla de: ! 71 -

Indiana
CERTIFICADO
5. En: Indianapaolis, Indiana
6. El: Once de febrero de 2010 =5
. ke
7. Por: Secretario del Estado de Indimfa ‘Ln
8. Bajo el No.: A2010-2644 j
9. Sello / estaﬁ'upilla: Sello del Estado de Indiana - 1816
10. Firma: Todd Poliita, Secretario del Estado de
Indiana ;3 ot
. 5:?? i, o
A partir de Mayo 1° de 2003 iodas Ias Apostillas del Secretario de L /;gio deﬁndm;gzym
r~§ o As)
tendran un sello impreso electrénicamente. oy P W ,t;}“fi‘,";
P 2t =
"FIN DE LA TRADUCCION® S p
: BN
@cdiﬁ?i.ccwuin.: (wh]

Coatifico qus fa prsneate o wna hiadussica antinkiva i complela ol ingfis of eapaiol ol documento adjunto, fa
ounf?lw elabonade negiin i ool saber g entendee,

Dosumsnto: “51, S, i Company, - q Delssacisn de @ubaridad”

Becha: 25 26 {/me 22 2010.

Fnaductar: Jorg: Busique Sivera Reaages (Solla o fime digital dbidoment. 1egitiadas anle of Mlinioterio e
Rbasionss & Nariazan Do ,Ja-.tgta)

Sisenia 1 876 30 1993, . expadida por of Ministesia Jo Guoticia.

Dinsccisn: Covrera 15 H# 9918 Of. 411, Rogots, D.C

Belefonc: (571) 218 2808, (571) 628 2905,

&-mails breseaen ( CI\ e hoo com

Fuaduceisn # 14617
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OLARTERAISBECK

OLARTE RAISBECK MOURE & CASTRO LTDA.

i

Pdwer of Attorney

The nndersigned,

sarlod R. Olarte
J- lagk Raisbeck
Jan Guillerrho Moure
Natalia Castro

|
X17500 Colombia

Ngxander Agudelo
Catalina Barbastefano
POder Angela Correa
- Iirika Rico

! Carlos A. Parra
El suscrito, ' Andrés Alvarado

KYOWA HAKKO KIRIN CO., LTD. | Gina Arias

domiciled in
|

by means of these presents hereby arants o Carlos
R. Olarte and/or J. Ian Raisbeck and/or
Juan Guillermo Moure and/or Natalia
Castro full and cufficieni Power of Auornzy io
file, proseente, obiain, defend and enforce any and
all of the company’s Patents for Inventions, Utility
Models, Layout-Designs  (topographies) of
Integrated Circuiis, Indusirial  Designs,
Trademarks, Advertising Slogans, Trade Names,
Commercial Emblems, Geographical Indications,
Protection of Trade Secreis, Obtainer’s
Ceriificates, Copyrighis, Registraiion of Domain
Names, Health Regisirations, or any other
intellectual property right in ike Pepublic of
Colombia, to which end it empowers themn to take all
steps necessary before any adminisiraiive or judicial
authority of any class for ihe objecis siated, w file
petitions, recowrees, replies and oppositions, pay
taxezs and annnitizs, request (esiimonies, receive
documenis and  securities, abandon applications,
collect refundg, desist, seitle, conciliate or negotiate.
Sufficient power i3 hereby gramed o receive
notifications on behalf of the Company, 0 confer
powers on those who are o represent the company
Judicially and extrajudicially, io answer in cowrt in
the matter of all claims and demands that may be
presenied in conneciion with e objecis ciated,
giving them likewize power (0 subaiiime iheze
presents and revoke such substiwtions.

|

; 1-6-1 Ohtemachi Chiyoda-ku, Tokyo 100- SISJ Japan

) Juan Felipe Acosta

: LA
Andrés Rincon

Grace Gareia

domiciliado en

por medio del presente oiorga a Carlos R, Mariana Franco
Olarte y/o J| Ian Raisbeck y/o Juan L OfCounsd

Guilleemo Chahin
Guillermo Moure y/o Natalia Castro Graciel Mclo

poder amplio vy cuficiente para preceniar, tramitar, | Jacqueline Chapareo
obtener, defendér y hacer vecpetar fodag y “rus i de Moncaleano
cualquiera de laz Patentes de Invencién, Modelos
de Utilidad, Esquemas de Trazados de
Circnitos Integrados, Diseios Industriales,
Marecas, Lemas Comercfales, Nombres
Comerciales, Enseiias Comerciales,
Denominaciones de  Origen, Profeccién de
Secretos Empresariales, Certificados de
Obtentor, Derechos de¢ Autor, Registro de
Nombres de Dominio, Rumtlo: Sanitarios, o
cnalquier ofro bien de pr opud.ld infelectual de
la compaiifa en la Pepiblica de' Colombia, a cuyo
efecto loc faculta para dar Htodos los pasos
necesarios ante cualquier antoridad administrativa
0 judicial de cualguier jerarquia para cumplir con
lo encomendada, clevar solicitudes, recursos,
respuestas y oposiciones, pagar impuestoz
anualidades,  colicitar  testimonios,  recibir
docwmentos y  valores, decictir, transigir, 'y
percibir. Se concade poder baciante para recibir
notificaciones a nombre de la compafia, bloraar
poderes a quienes vayan a reprecentar a la
compaiifa judicial y extrajndizialmente, responder
en juicio a todas las reclamacionez o demandas
que por motivo de 1o encomendado e presentaren,
dandoles asimismo faculiad para sustituir el
presente y revocar dichas sustituciones
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SECRETARY OF STATE
STATE OF INDIANA

Todd Rokita
Secretary of State

APOSTILLE : ’
(Convention de la Haye du 5§ Octobre 1961)
I. Country: United States of America |
2. This public document has been signed by Debra E. Smith
3. acting in the capacity of notary public in & for Maricn County

4. and bears the seal/stamp of notary public in & for the State of Indiana

CERTIFIED
5. at Indianapolis, Indiana
6. this the Elcventh day of February, 2010

7. by Secretary of State of Indiana
8. No. A2010- 2644 |
9. Seal/Stamp: 10. Signature:
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Todd Rokita

Indiana Secretary of State

1816

Effective May 1, 2003 all aposiillzs from the Indiciva S2crziary of Siate will have an elzctronically printzd seal.
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#? OLARTERAISBECK ;
N OLARTE RAISBECK MOURE & CASTRO LTDA. ‘
MODEL OF NOTARIAL CERTIFICATION ]
| ; . oo . s e Ve . ”
Notarial Certification Certificacion Notarial 3
? | [ | -
On this date, En esta fecha, ’ ‘, d‘
February 4, 2010 '
The undersigned Hotary Public ceriifies: zl Hotario Piblico suscerito certifica:
1. That 1. Que
Danica Hostettler
of legal age and domiciled in mayor de edad y domiciliado
‘ Lilly Corporate Center
Indianapolis, Indiana 46285
eigned the fgf'egoing document. suscribid el documento que antecede.
| .
2. That the gl:anlor hag execunizd the foregoing 2. Que ¢l oiorganie ha suserito et referida
document as Patent Counsel documento en cu cardcter de
of ELI LILlLY AND COMPANY. de .
l
3. That KYOWA HAKKO KIRIN CO,, LTD,  3.fue = l
having itc principal place of business located in con sede principal ubicada en |
1-6-1 Ohtemachi, Chiyoda-ku, |
Tokyo 100-8185, Japan
is duly incorporated, is curently in existence, and  estd legalmente consiiinida, que Gene existencia
that the purpoces for which the Power of Altomey iz l gal vigente y que los propdzitos para 1oz cuales
granted are! within (he scope of its corporaie se otorga el poder e encuentra dentro de los que
PUrposes. comprenden sn objeto social.
4. Thai the granior has the authority (o execute the 4. Que el clorgante ticne la reprecentacion para
Power of Attoruey and that hig/her representation i succribir el poder, y que ésta eg legitima.
legal.
5. The foundation for my certifications comtained in - 5. El fundanunto de mis certificaciones conténidas
points 2, 3 and 4 was the exhibition of the following  en los puntos 2, 3 y 4 fue la exhibicidn de los (del)
authentic documeni(s): ziguiente(s) documento(s) anténtico(s):
Delegation of Authority Concerning Certain
Patent Matters, Dated: January 29, 2010
NOTARY PUBLIC (Signature): gL bl L0 L,,.L.ff"“'
Dobra E. Sriith, Notary Publlc
e i e 0\ Coramizsion Ho. 600394
SEAL (.:-ptlonal) My Commizaion Expires: January 18, 2017
Residunt of Marlon County
Pégina 4 de 5 o ot A i n '{Q{,zlﬂ % Mﬂmﬂ
ng.%‘% C i ;: P“. hago
comno Hotatia Cuzrerjphf®
constar que £31a \W coingide con
docummto ogiginggfiaseniads A
e NP N ST L A 4R th'ota DC

2000

(2111540 Lozaho
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‘ Delegation of Authority Concerning
! Certain Patent Matters

i

On behalf of Kyowa Hakko Kirin Co., Ltd., a Japanes se corporation with a

principal pl:xu, of business at 1-6-1 Ulhcmadn Llnyuda ku, L[‘ul\yo lOU 8185 Japan, 1
delegate to ¢ach of the following persons: |

i

Name

Reg. MNo. Mame Reg.Mo. .
Arvie J. Anderson 45,263 Robert E. Lee 27,919
Lynn D. Apelgren 45,341 James P. Leeds 35,241
Robert A. Armitage 27,417 Melsen L. Lentz 38,537
Brian P. Barrett 39,597 Elizabeth A. McGraw " 44,646
Gary M. Birch 48,881 Alejandro Martinez 58,163
Steven P. Calirider 36,467 Douglas Norman 33,207
Paul R. Cantrell 36,470 Arleen Palmberg 40,422
Donald L. Corneglio 20,741 Edward J. Prein 37,212
Gregory A. Cox 47,504 Mark J. Stewart - 43,930
Paula K, Davis 47,517 Robert D. Titus 40,206
John C. Demeter 30,167 R. Craig Tucker 45,165
Manisha A. Desai 43,585 Tina M. Tucker 47,145
Paul J. Gaylo 36,808 MaCharri Vorndran-Jones 36,711
Francis Q. Ginah 44,712 Gilbert T. Voy 43,972
Amy E. Hamilton 33,594 Lawrence T. Welch 29,487
Danica Hostettler 51,820 Alexander Wilson 45,782
Gerald P. Keleher 43,707 Mark A. Winter 53,782
Danica Hostettler 51,820 MaryAnn Wiskerchen 45,511
James J. Kelley 41,888 Dan L. Wood 48,613
Paul J. Koivuniemi 31,533 Congping Xie 57,817

all of whom are registered to practice before the United States Patent and Trademark
Office and are employees of Eli Lilly and Company, the authority to approve and execute
for and on behalf of Kyowa Hakko Kirin Co., Ltd., documents in connection with the
following patent application:

Docket: X17500

Application No.: PCT/US2008/069301

Title: STABLE FORMULATIONS OF THIADIAZOLE
DERIVATIVE

including global equivalents and national phase applications related thereof;

() the institution, prosecution, and completion of proceedings
directed towards the iasuance of patents; and

(i) the granting and the revocation of powers of attorney in
connection with any of the foregoing.

T e i g o .
COite ulf‘tcnc. Cusgnigflh e\s hago {‘/ 4
constal qu‘-, acts O coincitié: Con | \}:
gacumento NI oniminpagl "
su autw\i‘u{a‘ ] bouolé D
N ] L e ‘& m_zm .
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Datéd: January 29, 2010

(SEAL)

: :ré .,
l i

' 4

i
Yuzuru Matsuda

President and C.E.O.

Kyowa Hakko Kirin Co., Ltd.

NOTARY
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NOTARIAL CERTIFICATE

i

This is to certify that Kazuyo Saito, an|agent of Yuzury Matsuda,

President and C.E.O. of Kyowa Hakko Kirm Co., Ltd., has stated in my
presence that said Yuzury Matsuda has acknowled

ged to'have signed
the attached document. '

Dated this 29th day of January, 2010.

>_

Dti

i

Hiroaki Sasaki
NOTARY
3-1, Marunouchi 3-chome,
Chiyoda-ku, Tokyo
ATTACHED TO
Tokyo Legal Affairs Bureauy

~~~~~~

S m 0

ot Luz Allamar Lozano

- NOTARIA CUARENTA Y SEIS
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rwaaluccién o{jicia

e un documento cuyo origina' estd

Registro No. X

CESION
Dado que
Hirolo-Vusane, de Kyowa Halko Iogyo Co., Lid.

1-6-1, Ohiternachi, Chiyoda-Fu, Toldo, 100-8185, Japdn, ciudadano j japonés.

Dinesh Shyamdeo Mishira, de 2504 Sutton Avenue, Carmel, Indiana 46032

1-6-Estados Unidos de América, ciudadaro de los Estados Unidos.

Yoshikaru Tashiro, de Fyowa Hallo Vogyo Co., Ltd.

1-6-1, Ohterachi, Chiyoda-ku, Toldo, 100-8185, Japdn, cindadano japonds.

Yozule Watanabe, de Kyowa Halklo Fogye Co., Lid.

1-6-1, Ohitemachi, Chiyoda-tu, Tolio, 100- 81w,] pon, ciudadano japonés.

Heng Zhuang de 2887 Branch Creel: Court, Zionsville 46077. Estados Unidos de

Ameérica, ciudadano de la Republica Popular de China.

son co-inventores de una invencién que es el tema de una solicitud de patente

(“Solicitud”) que Heva por titulo “FORMULACIONES ESTAELES DE DEPIVADO

DE TIADIAZOLE” que contiene diex (10) paginas y ninguna hoja de dibujos y Ia

cual:

(X) fue radicada

‘p

Trad! clal
SORGE E. SIERRA REYES
Liconcia 376 1993 Minfustids



(X) como una Solicitud Tnternacional, sezin ¢l Tratado de Cooperacién sg

Patentes ("PCT”) con la Oficina  de Patentes y Marcas Registradas de HsigAps —-
Unidos en 1a funcion de Oficina de Recepcion

2l 7 de julio de 2008 y nGrnero serial acordade PCT/US2008/069201; y

Dado que FYOWA HAFY O T'OGYO CO,, LTD., que tiene su sede principal
de negocios en 1-6-1 Ohternachi, Chiyoda-l:u, Tolis, 100-8185, Japén y ELI LILLY
AMND COMPARNY, una cornpaiia de Indiana que tiene su sede comercial principal
en Lilly Corporate Center, Indianapolis, Indiana 46285 desea adquirir la totalidad

del interés en todos los invenios quez se desvelan en dicha Solicitud;

ENTOMNCES, por lo tanto en conzideracién de mi emples, los acuerdos
relacionados con el mismo, u otra buena y valiosa consideracidn, de lo cual estoy
acusando recibo, por el presenie codo a T'VOWA HARNKO EOSYO CO, LTD,, y
ELI LILLY AND COMPADMNY, =zus sucesores y cesionarics (colectivamente
“Fyowa” y “Lilly”) la totalidad de mi derecho titulo = interés sobre la Solicitud,
incluyendo todos los derechos de prioridad para los demdas paises que surjan de
alli, todos los inventos revelados alli y cualquier solicitud de patente presente o
futura para dichos inventos que pueda radicarse en cualquier pafs, incluyendo
pere no  solamente,  confinuaciones,  continuaciones parciales, divisiones,
sustituciones, reexamenes, reexpediciones, solicitudes internacionales radicadas
bajo el PCT, solicitudes provisionales de patente de los Estados Unidos, solicitudes
provisionales de patente de los Estados Unidos subsiguientes que reclamen algo o
la otalidad de este invento, certificados de adicion, maodelos de utilidad, patenites

Tradu cial

JORGE E. SIERRA REYES
iconcln 376 - 1993 Minfustich



inclusive pero no solamente, certificados de proteccidn suplementaria y cualqu
extension de término de patenie relacionada que se pueda otorgar para Cartas de
Patente con respecto a la Solicitud; todo lo anterior para que sea poseido y
disfrutado por yowa y Lilly para su propio uso y disfrute hasta el final del
termino o términos para los cuales dichas cartas de patente y derechos de
propiedad inteleciual relacicnados puedan otorgarse, de forma tan completa y
total como pudiera haber sido poselds y disfratado por md si esta Cesiédn y venta a

Kyowa y Lilly no se hubiera realizado.

Por mi'y por mis herederos, sucesores y representantes legales, CONVEngo en
que nc se ha hecho ni se hard ninguna cesidn, venta, acuerdo o gravamen ni se
hara nada con lo que esta Cesidn pueda entrar en conflicto.

Por mi y mis herederos, sucesores y representantes ]egales; CONVENZo y
acuerdo ademas con Kyowa y Lilly en que por solicitud yo y ellos, sin
consideracién adicional que la ya pagada, pero a costa de Fyowa y Lilly: (i)
ejecutarermos solicitudes originales, provisionales, sustitutos, de continuacién, de
division, de continuacién paicial, recxaminadas o reevpedidas, correcciones de
especificaciones o declaraciones o declaraciones juramentadas para dicha solicitud;
(i) comunicaremos a Kyowa y Lilly cualquier hecho conocido poOr noOsotros
relacionado con dicho invento o la hisioria del mismo; (iii) ejecutarernos
declaraciones preliminares y testificarernos en cualquier caso de interferencia,

proceso v declaracién de descubrimiento de litigio, oposicién, process de

Traducte 1
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cancelacion, concurso de prioridad, proceso de uso publico, proceso de aze

administrativa, litigio y demés acciones judiciales y similares; (iv) ejecutaremos y
entregaremos  cualquier documento de  solicitud,  declaracidn juramentada,
declaracidn, cesidn u oiros instrumenitos; y (v) haremos las demas acciones que en
opinidn del Asesor Juridico de Fyowa y Lilly puedan necesitarse o desearse para
asegurar el otorgamiento de las Cartas de Patente y propiedad intelectual
relacionada con Kyowa y Lilly o sus nominados en los Estados Urnidos y en todos
Ios demas paises en donde Vyowa y Lilly pueda desear hacer patentar dichos
inventos, o alguno de ellos, con 2specificacionas y reclamos de forma tal que sea
aprabado por el Asesor Juridico de Fyowa y Lilly e investir y confirmar a Fyowa y
Lilly o sus nominados en el titulo total y completo, legal y equitative, para todas

las dichas cartas de patente y propiedad intelectual relacionada.

He ejecutado esta cesion en la fecha indicada més adelante.

Fecha: 11 de agosto de 2008 (Firmado) Hirol o-Kuzano, Inventor

Fecha: 18 de agosto de 2008 (Firmado) Yoshil-azu, Tashiro, Inventor

Fecha: 1 de agosto de 2008 (Firmado) Watanabe, Inventor
CESION

Dado que

Hirol'o-Fusane, de Fyowa Hal'lo Fogye Co., Lid.

1-6-1, Ohtemnachi, Chiyoda-In, Tolio, 100-8185, Japén, ciudadano japonés.

Dinesh Shyamdeo Mishra, de 2504 Sution A venue, Carmel, Indiana 46032

¥raductor L
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1-6-Estados Unidos de América, ciudadano de los Estados Unidaos.

Yoshil-azu Tashiro, de Fyowa Halblo Vogyo Co., Lid.

1-6-1, Ohtemachi, Chiyoda-ku, Talio, 100-8185, Japén, ciudadano japonés.

Yosulbe Watanabe, de yowa Hall-o Fogye Co., Ltd.

1-6-1, Ohtemachi, Chiyoda-lu, Tokio, 100-8185, Japdn, ciudadano japonés.

Hong Zhuang de 3287 Branch Creel: Court, Ziensville 46077. Estados Unidos de

Ameérica, civdadanio dela Replblica Popular de China.

son co-inveniores de una invencidn que es el tema de una solicitud de patente

(“Solicitud”) que Nleva por iiulo “FOPXAULACIONES ESTARPLES DE DERIVALO

DE TIADIAZOLE” que contiene diex (10) pdginas y ninguna hoja de dibujos v la

cual:

(X) fue radicada

() como una Solicitud Tntermacional, seglin el Traiado de Cooperacién sobre
Patentes (“PCT”) con 1a Oficina  de Patentes y Marcas Registradas de Estados

Unidos enla funcién de Oficina de Recepeidn

el 7 de julio de 2003 y ntimero serial acordado PCT/US2008/069301; y

Dado que FYOWA HATEO I'OSYO CO., LTD., que tiene su sede principal

de negocios en 1-6-1 Qhternachi, Chiyoda-l-u, Tolio, 100-8185, Japén y ELT LILLY

AMD COMPANY, una compadifa de Indiana que tiene su sede comercial principal
Tredu LU
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en Lilly Corporate Center, Indianapolis, Tndiana 46235 desea adquirir la to

del interés en todos 1os inventos que se desvelan en dicha Solicitud;

EMTOMNCES, por lo tanto en consideracién de mi emplen, 1os acuerdos
relacionados con el mismo, v otra buena y valiosa consideracién, de Io cual estoy
acusando recibo, por el presente coedo a FYOWA HAKEO KOCYO CO, LTD,, y
ELI LILLY AMD COMPAMY, sus sucesores y cesicrarios (colectivamente
“Fyowa” y “Lilly”) la totalidad de mi derecho tiulo e interés sobre 1a Solicitud,
incluyendo todos los derechos de prioridad para los demas paises que surjan de
alli, todos los inventos revelados alli v cualquier solicitud de patente presente o
futura para dichos inventcs que pueda radicarse en cualquier pais, incluyendo
pero no  solamente, confinuaciones,  continuaciones parciales, divisiones,
sustituciones, reexamenes, reexpediciones, sclicitudes internacionales radicadas
bajo el PCT, solicitudes provisionales de patente de los Estados Unides, solicitudes
provisionales de patente de los Estados Unidos subsiguientes que reclamen algo o
la totalidad de este invento, certificados de adicién, raodelos de u tilidad, patentes
“petty”, asi como la demdés propiedad intelectual relacionada con la Solicitud,
inclusive pero no solarente, coriificados de proteccién suplementaria y cualquier
extension de érmino de paienic relacionada que se pueda oborgar para Cartas de
Patente con respecto a la Sclicitud; todo lo anterior para que sea poseido y
disfrutado por Fyowa y Lilly para su propic uso y disfrute hasta el final del
termino o términos para los cuales dichas cartas de patente y derechos de

propiedad intelectual relacionados puedan otorgarse, de forma tan completa y
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total coma pudiera haber sido poseide v disfrutado por mi si esta Cesidn y ve

Fyvowa v Lilly no se hubiera realizado.
3 3 ¥

Poir miy por mis herederos, sucesares y representantes legales, convengo en
que nG se ha hecho ni se hard ninguna cesidn, venta, acuerdo o gravamen ni se
hara nada con 1o que esta Cesidn pueda entrar en conflicto.

Por mi y mis herederos, sucesores y representantes legales, CONVENgo y
actierdo ademas con Fyowa y Lilly en que por solicitud yo y ellos, sin
consideracion adicional que la ya pagada, pero a costa de Kyowa y Lilly: (i)
ejecutaremos solicitudes originales, provisionales, sustitutos, de continuacién, de
divisidn, de continuacidn parcial, reezarainadas o ree- Jpedidas, cciones de
especificaciones o declaraciones o declaraciones juramentadas para dicha solicitud;
(if) comunicaremos a Fyowa y Lilly cualquier hecho conocido por nosotros
relacionado con diche invenic o la historia del mismo; (iii) gjecutarermnos
declaraciones preliriinares y testificarernos en cvalquier caso de interferencia,
proceso y declaracion de descubrimiento de litigio, oposicidn, proceso de
cancelacion, concurso de pricridad, proceso d2 uso publico, proceso de agencia
administrativa, litigio y demas acciones judiciales y similares; (iv) gjecutaremos y
entregaremos  cualquier documento de  solicitud, declaracién juramentada,
declaracién, cesion u otros instrumentos; y (v) haremos las demés acciones que en
opinidn del Asesor Juridico de Fyows y Lilly puedan necesitarse o desear € para
asegurar el otorgamienio de las Cartas de Patente vy propiedad  intelectual

relacionada con Iyowa y Lilly o sus nominados en los Estados Unidos y en todos
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los demas paises en donde Vyowa vy Lilly pueda desear hacer patentar dichos
inventos, o alguno de ellos, con especificacionas v reclamos de forma tal que sea |
aprobado por el Azesor Juridico de Fyowa y Lilly ¢ investir y eonfirmar a Kyowa y
Lilly o sus nominados en el ttulo total y completo, legal y equitative, para todas

las dichas cartas de patente y propiedad intelectual relacionada.

He ejecutado esta cesidn en la fecha indicada méas adelante.

Fecha: 2 de julio de 2008 (Firmado) Dinesh Shyamdeo Mishra, Inventor
Fecha: 2 de julio de 2008 (Firmado) Hong Zhuang, Inventor

CERTIFICADO DE CONMFORMIDAD

Estado de Indiana
Condado de Marion

Yo, Debra E. Smith, Motario Piblice debidamente nombrado en el Condado de
Marion, Estado de Indiana, Estados Unidos de América, certifico por el presenite
documento que el documento adjunto, identificado como una cesién entre los
cedenites Hirolo-Fusano, Dinesh Shyamden Mishra, Yoshil:azu Tashiro, Yosuke
Watanabe, Hong Zhuang y el Cesionario FLI LILLY AMD COMPAMY, es una

copia exacta del docurmnento original.

Firmado este 29 de marzo de 2010.

(Firmado) Debra E. Smith, Motario Publico.Mi nombramienta vence el 18 de enero
de 2017. Residente en el Condado de Marion.

Sello: “Notario Publico de Indjana”

Traduc”OR &N
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Apostilla adjunta: {

Oficina del Secretario de Estado /

Estado de Indiana
Todd Rokiia, Secreiario de Estado
APOSTILLA:
(Convention de La Haye du 5 octobre 1961)

1. Pais: Estados Unidos de América
2. El presente documento piablico

Debra E. Smitl
ha sido firmado por: ebra mith

3. Actuando en calidad de Motario Pablico de y para el Condado de Marion

4. Lleva el sello/estamipilla de: Motario Publico de y para el Estado de Indiana
Certificado

5 En: Indianapolis, Indiana

6. El: 30 de marzo de 2010

7. Por: Secretario del Estado de Indiana

3. Bajo el No.: A2070-4474 :

9. Sello / estampilla: Sello del Estado de Indiana - 1816~ - °

10. Firma: Todd Rokita, Secretario del Estado de Indiana

A partir de Mayo 1° de 2003 todas las Apostillas del Secreiario de Estado de Indiana tendrin
un sello impreso electronicamente.

FIN DE LA TRADUCCION®

Coutificacién:
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SECRETARY OF STATE
STATE OF INDIANA

Todd Rokita
Secretary of State

o

(93]

APOSTILLE
(Convention de la Haye du § QOctobre 1961)

Country: United States of America
This public document has been signed by Debra E. Smith
acting in the capacity of notary public in & for Marion County

and bears the seal/stamp of notary public in & for the State of Indiana

CERTIFIED
at Indianapolis, Indiana

this the Thirticth day of March, 2010

by Secretary of State of Indiana

No. A2010- 4474

Seal/Stamp: 10. Signature:

=< | N
/‘""& T ;,O\‘:z.?..
{'Q ._:‘n’; \ly {2 ¥ A
/0% -
i
N Todd Rokita
\ 5 Indiana Secretary of State
o

i8ié

Effzciive May 1, 2003 all apostilles from the Indicna Secreiary of Sicis will have an elecironically printed seal.
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CERTIFICATE OF CONFORMITY

STATE OF INDIANA
COUNTY OF MARION

I, Debra E. Smith, a Notary Public duly commissioned in the county of
Marion, State of Indiana, United States of America, do hersby certify that the
attached document identified as an assignment between assignor Hiroko KUSANO,
Dinesh Shyamdeo MISHRA, Yoshikazu TASHIRO, Yosuke WATANABE, Hong
ZHUANG and assignee, ELI LILLY AND COMPANY, is an exact copy of the original
document.

. L
ity L1 \y&@

NOTARY PUBLIC

Debra E. Smith

My Commission Expires
January 18, 2017
Resident of Marion County

Signed this _29 day of March 2010

(SEAL)
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ASSIGNMENT
WHEREAS,

Hiroko KUSANO

Kyowa Hakko Kogyo Co., Ltd.
1-6-1, Ohtemachi, Chiyoda-ku,
Tokyo, 100-8185, Japan
Japanese Citizenship

Dinesh Shyamdeo MISHRA
2504 Sutton Avenue

. Carmel, Indiana 46032
United States of America
United States Citizenship

Yoshikazu TASHIRO

Kyowa Hakko Kogyo Co., Ltd.
1-6-1, Ohtemachi, Chiyoda-ku,
Tokyo, 100-818S5, Japan
Japanese Citizenship

Yosuke WATANABE

Kyowa Hakko Kogyo Co., Ltd.

1-6-1, Ohtemachi, Chiyoda-ku,
" Tokyo, 100-8185, Japan

Japanese Citizenship

Hong ZHUANG

3887 Branch Creek Court
Zionsville, IN 46077
United States of America
P.R. China Citizenship

are co-inventors of an invention that is the subject of a patent application (“Application”)
which is entitled STABLE FORMULATIONS OF THIADIAZOLE DERIVATIVE,
containing 10 pages and 0 sheets of drawings, and which:

is being filed:
[[] was filed:

[ in the United States Patent and Trademark Office

(] in the United Kingdom Patent Office

] in the European Patent Office '

[] in the Spanish Patent Office as a European Application

<] as an intemational application under the Patent Cooperation Treaty ("PCT™),
-with United States Patent and Trademark Office acting as Receiving Office

o
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on_1 Ju y 22¢€  and accorded serial number P(J Z’ﬂ% Z.[.E?ZA%:Q:{L"L:

WHEREAS KYOWA HAKKO KOGYO CO., LTD., having its principal place of
business at [-6-1 Ohtemachi, Chiynda-ku, Tokyo 100-8183 JAPAN and
ELI LILLY AND COMPANY. an Indiana corperation having its principal place of
business at Lilly Conporate Center, Indianapolis, Indiana 46285, wishes to acquire the entire
interest in all inventions disclosed in such Application;

and

NOW, THEREFORE, in consideration of my employment, any agreements related
thereto, or other good and valuable consideration, the veceipt of which is hereby
acknowledged, [ hereby assign to Kyowa Hakko Kogyo Co., Ltd.,, and Eli Lilly and
Company, its successors and assigns (collectively "Kyowa" and “Lilly”) my entire right, title
and interest in, to and under the Application, including all priority rights for other countries
arising therefrom. all inventions therein disclosed. and any and all present or future patent
applications to such inventions that may be filed in any country, inclusive of, but not limited
o, continuations, continuations-in-part, divisions, substitutions, reexaminations, reissues,
international applications filed under the PCT, United States provisional patent applications,
subsequent United States provisional patent applications claiming some or all of this
invention, certificates of addition, utility models, petty patents, as well as all other intellectual
property related to the Application, inclusive of, but not limited to, supplementary protection
certificates; and any related patent term extensions which may be granted for Letters Patent
with respect to the Application; all of the above to be held and enjoyed by Kyowa and Lilly
for its own use and enjoyment to the full end of the term or terms for which such Letters
Patent and related intellectual property rights may be granted, as fully and entirely as the
same would have been held and enjoyed by me had this Assignment and sale to Kyowa and
Lilly not been made.

For myself and for my heirs, successors and legal representatives, [ covenant that no
assignment, sale, agreement or encumbrance has been or will be made or entered into which
would conflict with this Assignment.

For myself and for my heirs, successors and legal representatives, I further covenant
and agree with Kyowa and Lilly that upoa request I and they will, without further
consideration than that now paid, but at the expense of Kyowa and Lilly: (i) execute original,
provisional, substitute, continuation, divisional, continuation-in-part, reexamined, or reissued
applications, amended specifications, or rightful declarations or oaths for such application;
(ii)) communicate to Kyowa and Lilly any facts known to me or them relating to such
inventions or the history thereof; (iii) execute preliminary statements and testify in any
interference proccedings, litigation discovery proceedings and depositions, oppositions,
cancellation proceedings, priority contests, public use proceedings, administrative agency
proceedings, litigation and other cowt actions and the like; (iv) execute and deliver any
application papers, affidavits, declarations, assignments, or other instruments; and (v) do all
other acts which, in the opinion of counsel for Kyowa and Lilly, may he necessary or
desirable to secure the grant of Letters Patent and related intellectual property to Kyowa and
Lilly or its nominces, in the United States and in all other countrics where Kyowa and Lilly
may desire to have such inventions, or any of them, patented, with specifications and claims
in such form as shall be approved by counsel for Kyowa and Lilly and to vest and confirm in
Kyowa and Lilly or its nominees the full and complete legal and equitable title to all such
Letters Patent and related intellectual property.
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I have exccuted this assignment on the date indicated below.

Auqust 11, 2008

&\ngﬁm ,

/

Date

Auqust 18, 2008

Date

August 1, 2008

Date

Hiroko KUSANO, Inventor

// /.17/‘/‘/

FREy I

Yoshikazu IKSHIRO. Inventor

p v I -
'{"f’/ﬂ/ “,/'-C 7’['7’:2'11-"-»”;‘)/-"(

Yosuke WATANABE, Inventor
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ASSIGNMENT

WHEREAS,

Hiroko KUSANO

Kyowa Hakke Kogyo Co., Ltd.
1-6-1, Ohtemachi, Chiyoda-ku,
Tokyo, 100-8185, Japan
Japanese Citizenship

Dinesh Shyamdeo MISHRA
2504 Sutton Avenue
Carmel, Indiana 46032
United States of America
United States Citizenship

Yoshikazu TASHIRO

Kyowa Hakko Kogyo Co., Ltd.
1-6-1, Ohtemachi, Chiyoda-ku,
Tokye, 100-8185, Japan
Japanese Citizenship

Yosuke WATANABE

Kyowa Hakko Kogyo Co., Ltd.
1-6-1, Ohtemachi, Chiyoda-ku,
Tokyo, 100-8185, Japan
Japanese Citizenship

Hong ZHUANG

3887 Branch Creek Court
Zionsville, IN 46077
United States of America
P.R. China Citizenship

are co-inventors of an invention that is the subject of a patent application (“*Application”)
which is entitled STABLE FORMULATIONS OF THIADIAZOLE DERIVATIVE,
containing 10 pages and 0 sheets of drawings, and which:

[ is being filed:
[] was filed:

[ in the United States Patent and Trademark Office

(] in the United Kingdom Patent Office

(] in the European Patent Office

[ in the Spanish Patent Office as a European Application

as an international application under the Patent Cooperation Treaty (“PCT™),
with United States Patent and Trademark Office acting as Receiving Office
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WHEREAS KYOWA HAKKO KOGYO CO., LTD,, having its principal place of
business at 1-6-1 Ohtemachi, Chiyoda-ku, Tokyo 100-8185 JAPAN and
ELI LILLY AND COMPANY, an Indiana corporation having its principal place of
business at Lilly Carporate Center, Indianapolis, Indiana 46285, wishes to acquire the entire
interast in all inventions disclosed in such Application;

and

NOW, THEREFORE, in consideration of my employment, any agreements related
thereto, or other good and valuable consideration, the receipt of which is hereby
acknowledged, T hereby assign to Kyowa Hakko Kogyo Co., Ltd., and Eli Lilly and
Company, its successors and assigns (collectively "Kyowa" and “Lilly”) my entire right, title
and interest in, to and under the Application, including all priority rights for other countries
arising therefrom, all inventions therein disclosed, and any and all present or future patent
applications to such inventions that may be filed in any country, inclusive of, but not limited
to, continuations, continuations-in-part, divisions, substitutions, reexaminations, reissues,
international applications filed under the PCT, United States provisional patent applications,
subsequent United States provisional patent applications claiming some or all of this
inveniion, certificates of addition, utility models, petty patents, as well as all other
intellectual property related to the Application, inclusive of, but not limited to,
supplementary protection certificates; and any related patent term extensions which may be
granted for Letters Patent with respect to the Application; all of the above to be held and
enjoyed by Kyowa and Lilly for its ewn use and enjoyment to the full end of the term or
terms for which such Letters Patent and related intellectual property rights maybe granted, as
fully and entirely as the same would have been held and enjoyed by me had this Assignment
and sale to Kyowa and Lilly not been made.

For myself and for my heirs, successors and legal representatives, I covenant that no
assigniment, sale, agreement or encumbrance has been or will be made or entered into which
would conflict with this Assignment.

For myself and for my heirs, successors and legal representatives, I further covenant
and agree with Kyowa and Lilly that upon request I and they will, without further
consideration than that now paid, but at the expense of Kyowa and Lilly: (i) execute original,
provisional, substitute, continuation, divisional, continuation-in-part, reexamined, or reissuecl
applications, amended specifications, or rightful declarations or eaths for such application;
(i) communicate to Kyowa and Lilly any facts known 10 me or them relating to such
inventions or the history thereof; (iii) execute preliminary statements and testify in any
interference proceedings, litigation discovery proceedings and Jdepositions, oppositions,
cancellation proceedings, priority contests, public use proceedings, administrative agency
proceedings, litigation and other court actions and the like; (iv) execute and deliver any
application papers, affidavits, declarations, assignments, or other instruments; and (v) do all
other acts which, in the opinion of counsel for Kyowa and Lilly, may be necessary or
desirable to secure the grant of Letters Patent and related intellectual property to Kyowa and
Liily or its nominees, in the United States and in all other comntries where Kyowa and Lilly
may desire to have such inventions, or any of them, patented, with specifications and claims
in such form as shall be approved by counsel for Kyowa and Lilly and to vest and confirm in
Kyowa and Lilly or its nominces the full and complete legal and equitable title to all such
Letters Patent and related intellectual property.



Page 3 of 3

Docket No, X-1750( /'Oq

I have executed this assignment on the date indicated below.

2T 2000 Dsf ot
Date

Dinesh Shya'mdeo MISHRA, Inventor

52 Ty - 200§ A A
Date v

ﬁo@ZHUANG, Inventor




