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AAO5&BS102855, MP—Biochemical sB, R B®&%. 0. 2um
D74NLEF—FZBELTERABL. 4CTRELKE) dDAl exa—488EHYYXH
TO9RAHEK (A4205FBEA11029, InvitrogenH) O1:200%#R%
MAT. BRETIBRBAAYFarR—FrLEk, HB%E. PBSHFD2ug mMI Hoec
hst33342 (Hh4O04YHBEH1399, Invitrogenfi, —20%CIZ®&-
10mg/ mIArvY) ZAVWT3ODREIHLEEREL, PBSHT1HKELE, &R
WT, AT LAV ERESE.,. BU249z L7 L—FEDBSO 1O EO— L
9 bl FL—FZ4°CTREL, 1BBURNIZEEL .

[0138]

KineticScan (Cellomics#, Vv2. 2. 0. 0 Build 1
9) ZHIWN. Bio—applicationVY7ZhrgxF7Target Activa
tion V2. OZFERALT. Eg%9H L. BR%E2. "—FF3A47JIZCel lo
micsERBEHFDIA—TYITCREL., FL—+E2EELLERALOH LI, BEME
NDREREICETIHER, 260y YaVvIZo2T, BEABRSLUBEMBOE X +
J5L%TRyFTB32LIC&>THRE. BEOBICSTRTOz 0 RAANANET
L—FBLUEERBESIMEMETL—FIEF, BRELESFTICEED LM,
[0139]

Opticel | (BREE AT LTHEBEIELEMBE,. BrdUulz®LT
#BE 21, 8x2. 6UBHETHY ., BEV MYV RALTHESIELEEIZE. b
mM138. 42, ONBEHEICETE,-, MHOBBEOEL., BEOERICHEREZH Y
VRTBIEIRE- THRALE (ThDLE, ERFRLEMBOKBERIE., Cho220H BT
R—T®H-of) .

[0140]

2CEHMTHEERMNI YV RICERLE-BGHFEBIE, XEBODOPp t icel | (BHEHE
) DBEELABTH =N, BOYAXEFETL (29, FRE—SRADE1BEET
T) . 24BMHOBREICHLEEYBET M) YR ETCERIELRHEFTHBOESE. Br
dUBMHEKOKIEL LTS (I28A~CE28R) . CchoDBETMIYHY R L
TEIYRMICHEBEIEL-HEFAREED T, IROEEPELLEBLT, REFHEBRD
BENARMOICELTS (ChoDREFHEBRO—BIX, ZRF—2XEBTWVS) . B2
71k, 5y mApBEOILARLEBET M) Yy RALCSEMBEESEAREFERD
BMEZEEOD_DOEETT,

[0141]

(RHEH 1 2)

BER M) YHSPZAOERZRAMAOY S MzRIEFT in vitrolBH3HRE
MEBELEZ7y A%, F)V7HBHEEBRIESLIVIRIVE (GFAP) T2V TORBEER
LTHASUME, BBFHEBICAVELERA—DOLESIUEESEHER. A FOHY A RIS
MLTHEALE, EFIRZRAAYASL M (AR2O5EBE1800, Sciencell
8l, San Diego, ANIZANL=F7M) &2, RU—D—-UPTa—+LEFTL—
FEDEKIEH (Astrocyte Medium, 2045 EB1801, Scie
nCe | IBl) hTHEHEL, IVILIVATHARLE, HEABRZEROWMABIC, WMKA%
fyFovBLE®R, hoo kL, RY—D—-YYrTa—FrLE9G6IILTL—F
(h4n4sEBEE354461, BD Falconf) Iz /iLH-Y2000MHBT
. BrduUudf=®HIZEl,

[0142]

HENYFITDOVT., LtROSKFDOI-BHIC, AKEEOR.,. £6B8. ¥12AH., ¥15H
E18HBLUE21HIZEVNT, HHEEFHEMLE, ELEZXZ. EAEICHODVT. 40
RELE (WX, S8bHzYaea>0oz)L) . BEOEHIZ. BEIT NI YIRDEE
THO2H#%IZ. BrdU (A42R045%EBE203806, EMD Biosciences
®) %, HWEEHDIZ, 400y MRy Y %1 :20T200u | OBMICHERT S
EIR&>T,. 20uMETHEML, #lAE, 37°C. 5%0:, 5%CO0-, BYIEXN
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2T, 521, BHHMAYFar—bLEk, BHEFTHAYT—PavIitk-oTHEL.
HlE. KB70%T2/—)L (A4RJBBEUNI170,. EM Scienceffl)
FRAWT, 156mMT)>y (h2RJ&BEEG—-8790, Sigma$i) FICEELE
s BELE-#MEE. —20CTHELKEL24IBHBEELE. BrdUDBHOE®HIZ,
flfa%xt, 200y 1 OPBS (A4O0J5BEMT21—030—CM,. Mediatec
h&) hT1E%ESRL, Kitl [RE/270F—/LHBrdUHK-—XHILT7—ERE

(Ah5205FEE1299964, Roche#H) M1 : 80FRTCMBL, 37°CT1H
A4 oFarR—rLEk, IBZPBSHT2E%KEL. TOvFUITHRER (10BEE
Y¥m#E: hE2O0S5EES26—100M, Chemiconfl, 5%BSA:Hh40%5
HBEE2910,. Omnipure#H, 0. 1Y R=->: :HhH2O05ES102855, M
P—Biochemical sB#, RBE#%Z. 0. 2uymZELTEHSLBL, 4°CT
RELE) DDAl exa— 488 BEBYYRIVARK (AR JTEEA110209,
Invitrogen®#) O1:200FRE*EMAT. BRET1HHEAYFa1R—FLE
. RM%E,. PBSHMD2uyg m| Hoechst33342 (hE2D45&ESH139
9, Invitrogen®, —20CIZE>f10mg/  mIAR+YY) ZALT30
SENLEEBEL, PBSHT1E®(RSELACTEREEL, B 1BREUAICEELE, T4
J—ILERBLUREDHR, @AEZ. 2N HC | (A5%045%FB82612—-14, Ma
Il l inckrodt chemical s#) ZAVT3O0SMMLEL, 100mM
Tris,HCI pHB8. 5 (#4057 HFHF59230, OmniPure®) THhHL
T-#. PBST2R%%SE L. #ila%x. Ay X BEHRPDOA | e xa—488i1RHE
E//F—LrHmBrdUKk (h2RSJBEBEMD5420, Caltag labor
atoriesHl) D1 : 200FFRD50u I BT, 4°CT16EMEAyFarR—FL
-, Mila%x. PBSHT2EAKEL. FOvX U/ BREBRPINDAIl e xa 5464 FHYVY
RIVR (A4 JEEA11030, InvitrogenH) ZMATIHHESIUF
arR—kLE, HiIfB%ZE. PBSHD2ug./ ml Hoechst®200u | FTxHE
EL, PBSHIZREL. KineticScan (Cellomics#, v2
2. 0. 0 Build 19) #ZHWW, Bio—applicationVYZbozx7T
Target Activation V2. O%FABALT, BE®RZSH L. BRE.
N—FFZ34TIZCel lomicsERFHDIA—TYITCREL. FL—+EEE
Lol BHEMROREICETIEEZ. ERBOEyaVIZDONT, B
HMBESLUBEMBROERA N SLAZTAY FF B2 LICE>»THE, BEOMITTART
Dozl Nt-TL—rBLUVESHERShEMsLTL—FIE, BEMY
SWITEEDLEL,> . MLT, BEIPMIVYIRDELETTCEELEFRAMAY A + (
13. 9x2. 3%) . BET MY YO RLGELTCHEELEL7AMOYASL b (18, 5+
2. 4%) LYEDLLTVVBrdUBHEOKEEREL. ChiZ, 29, BEYTL) YOI XTR
BLE-EFHBAGTE. ¥BELHBLT, FYDPLBVWJTUT7TORELENBREEIhEZZEDOHR
HELBITHA S,

[0143]

(RHEHI 1 3)

BETPFIUYIRDOBEBELESY FEHBICRIET in vivollBlTd2HE

BET LYYV RADin vivoFEH#sFET -0, BHBBETILOSIODDS
yrETFTILEEAL .

[0144]

- S2EY (5mm&XHK)

— FAEYE (5mm&XME. E4)

— EE (50mMmMEE%T)

TRTOBYRBRE., FWMELUFMEOBRENLCHVOHBEOFIEZEL 1ACUC
AEBEOPa—ILEZFRALTIToe chH5DERIZIE. X— K5y bk (Biomed i
cal Research Models, Inc. 8. Worcester, THFa
—tEyYM) ZHEALT. EFBEI NI YV RICHTIREENEGEREZRNMEL =,
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BRICTIERATHEDHIC, T8ALT11FTCOHHLE, EhBETYBAL. REB LU
ENREETEZRRSEL, EHOTAZ. HNYRAICL--TRESEL. TRESY
RZE. T8~TOLARLTIT>z, BEZYKNLAKR, RBSE., FHERFI L, #
UHRTIE, T8ELTOELOHMTYMLE, BHORLLBESOREE, RE5mmIizy]
L, BEECRYHLE. FEAYBHESCIETILTR, LR TRBELE-LSICEHUEES
SE. AR, SmmORKME, FRPICHABBICEZHBLE, BET M) I RDS Y
ISV rEERALT, RMEEH L, BE. EtHOB®E. TASLIUVREL. #8Ic&
STHLCE. #BEETLTRE, FHORBESIELEEE. NYU IMPACTOR%H#
ALEZSOmMmMEBETICK~THREELSERLEE, Sy %, BER 2 EAMEHESE
fzo 2EHMBEEESELZR, YN, BET PV I RE, REESICRESTIEMHPIC
NEWICBELE, TRTOSy %, TAOABRTHyr—CCRESE., BEEFHT
2B, REVEORTEFEZSIAMBSESLE. TRTOFY FOREMES L VER
k%, BBBABEMNMAY—ILORZER (Basso, D. M. 5, TA sensi
tive and rel iable locomotor rating scale

for open field testing i n rats]. J. Neuro
trauma |, 12%, 1~21H, 1995%) ITf#~TCEHMICFE@ML~-, BBB
AAT7Z2. R12BLV1 I FELLYGELZFEALT, W2AMI1@EREHEL=.
&12. Basso,BeattiefBkUBresnahanDHETERTFMERyr—IL
[0145]

[1t15]
Eaali] BT EBORE
0 #®E (HL) OBHIFMEIRGL
1 1DFEEF2OOME GEE. BRESS U/ £ I20EEH) ObTMGER,
1 DOEEGORELES. £ 1 2OBGFOREDES XU 15 1 >OEETO
2 hThIE,
3 2 DO OEEIIES.
4 HL®3D2OLEHOHTHTES,
5 22OEFSOLTHTERS L UE 3 DEMOLREAES,
6 2DQOEMOLETES S L UE 3 OBHOh T LIES,
7 HL®3 2OEEMOLEES,
8 ESEERADCLEDHVRS. FHEEBEXZIH LBV EDREDRE.
DA (bbb, BILIKE) TEEFXZ2E0RENERE. HAHVIETHIZ. 48
9 B RERERERZ A, BEOSTTIEAL., BBCOHIT.
10 W EEEXADEENSTRHSH. FL—HLOBHARERL .,
1 BENLEBROBETEESIZISEENHITIESHLSA. FL—HLOBHTR .
12 BEMSEROEETEEEHIASGEENSHT. BIUBEFL—HLORHA,
13 BENMNEHOEETEEZIISIEENSIT. BLUHEENFL—H L OH%HA,
[0146]
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[0148]
[{£18] -
ERFENZD_E
Dl EOREORBEOMIIH LOBGOIES 4 . SIEEERE FHFEC 480
E8ex23 EOREQREORICH L OBBOIGHSHEA, RILNEEE LD, T4
b, FITOMIELLNE S CESBORBCEILAE CZA BTN ERET 5.
P EARECREML . EEAEL. ROT. HLAMEL, BBE%Z3REEDE
. WHBRES S5
WO R BAHA I LOFMIOEET. EOSHEEEN L CERERZ5
FL-HL FLBADER. HLB{TARC Y. RLOTH Lﬁﬁl 3
gl (1T 32T v TRAE L AR - CHET 2
b <50%
1 51-94%
prpery 95~ 100%. BANELHVEROREAN GBS,
BBAAREC BERORECBERDY . ot T, BB Eo0 Y. RRAHAL
H3D IZ@hf-UT b,

1656a. TLEVEHEGBIYFETIL
H29lX, vy F BT AXZTLBUARILLOBERERL., CCTIE, HYEEBEELE
RV ATzl #BELTR., §EMEzLMATH L, —BMIZ, HHEGD
EEEDOREOHIC, COBBOHMRICHAETIRTEDLALNRELS, CCTORERK., LXK
CEIEGEATEFLESY MBS HEREORBLEEET S, BBBRa7 %, 2
BRRT., Bl 12251 4BMFEFTCE=-4—Lz. BETI NIV I REBHEL., 85
SBEBRLLECELELECATERLETROES Yy I, XESh-BBBRa7% =L
= (B29) . BRAOEMMN, BiERE6~8BETRONE, P LELtE6BTEREL
3IEOHBIy ME, 1 2 EMOFMAMICH-Y., RENGREFTILE,I - T,
[0149]

SHIZ,. BERMNYIREZBELESY FITBWTIE, RE (EE) ORBLUEH
BHE (FH) BEOLTOEZRREDOTHHEEN., By FEEBRLT, BEITRALLE
(B30) ., Chix. BETFIUYIAR, ChoDHBWETLICBLWTHEREDRZ
TL., TORR,. BEBEOETE T2 ARMEBORENETLI_LEEKRT S,
[0150]

16b. FAVKSEHAGI Y FETIL
31, BET L)Y IRE, FAVKICE - THESEEHFIICBELEZERD
BMEZTY. FAVEHESCIETLTIR., LRICEBMLEISIICEHZRBESELE, B
PSS mmORBEZERITHENICERELE, COETFLE., BOETLELIZIZE
BTRELS. Sy b, ERICHIBEETTHETILNTES, flZIE. SHMIZHE
BELERENAH>TH. ERROFNHITRTHIN., ERBFOEDHEIRELELIDL., B
TPV YIORERETS (n=4) &, FRERNE (n=2) LEBRLT. £EFEMNL
FL, B#EAEELE (n=3) , ¥FBEFNBES Yy LI, E1BBHS5%00BBBE
HOHMORMIZEETL =,

[0151]

16c. REBHUARAEBESYFETL
BEETILITR. BEZTHOEFHELELICBESIE. SCI1%, MASCIS IMP
ACTOR (LIEfIZ. NYU IMPACTOR.W. M. Keck Center f
or Collaborative Neuroscience, Rutgers Un
iversity®, Piscataway, —a—S4v—UH) #2EALE50mmE
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BETICE-THERLE, v IrZ22EMEESE. RUWT, BE20FHETL., B %
BESE,. BET M) RE, BEESICBESETCBELL, B3 2k, BET MY
VOADBHEIT., BBICKX-THEBLA-EMZE TSIy BN THELBBBAROT7
*RETEIEERT, CORETIK, 25EDTy bA, HFHLICEZ -#BIZK58
EBxEHL. 19EDOS v T, BERFE2BATEFELTWE, £EFELESYFDS55, 1
TEDSy FMIBET M) YIREZBIEL, SEREIHEBEELRY, ChALEF, £EVEMICEH
FHLELEBEZOS D, B20FMHE2THLEL (LEN-T, BELGZL) OWThb &
Lz, BEERFEE6ET, IBOIMNYYIRABHESI YL, AREODFFHIET LI VIXE
HSy b, BIUSEOEBHAMNBESY PHEELTWLE, ChLDEETY MZDIWT
NBBBRaO7%. 2HARRTHELE (H832) . BERPMIYIRABET v MIE. 5
SEYUETILIBLUVCHFAYVHETILIOBRALRAKICER L, EMENFFELELTRFY v
JABESY MIE, BOMICEEL., ChiE,. BEI MY IROBELORMERTY
RPMIYOIREBRBESN LG > RN BELEPBEELFEDOATREEZE TSI LERL
TWd, By FOS5b01RE, AELBEBRNGCEEZHALAICEL,. ChiE, F5F
EREHEICLI2LDERDAE, LHL,. B20FHOBEETCEHIN, ATTREES
HOMRE, BEI M) Y IALNRBL, TOHBR., vy FOHEELRELZF=.
[0152]

(RHEH 1 6)

ERBET MY IRE, RBENEURGBZET S TRICEVTRET, MEENLKLC
BEOREEXRTS

EBMLGERAM0y FRRICSBEVT, T2, . AE200h 545 kegll, RESEHOD
EHEHG (HE. BE. RE. HEWFAU0E) 252, e FBETLNY YO RFERRZT
B24TNVUOBOTSTE2BEEBHNICBEELE., EBOBRENRTAOHTEDLSLURE
DHBEEICRIFIHRIIODVTOEREZRESEDI D, BHoULITLEDEEBEETILIZIEL
TBETPMIYIRARRLEKBLCEROLASIIDRMBEZRDI-DIZ, BBEDIETILER
BLik, EFBEIIN)YIRIZIF, SCI1Z2FHTH3TRICEVTHENEZREET S8
ELhERAASHY ., RLBEELURSN, RESLUVUEHAKMORRZELSIEEOHEIC K
PEBTRONE., £, ChALOXRRE, BEIRMIYIRA VTSV FPOWMBRES &
VHEIhIZRLULZFEIIRESLRELE. THOBEHMIEE. T2roL2FTOMND
RIEORTEFEMEIBWEBRA—THY., Lid->T, BEIMNI YV ANE FEHMIC
BLWTRTBNDOHD. MohODBEESAIREMEOBRBERLERETILOORIFLE
TLERD, 1~3HADHRBESVE2RICHTFEFHT,. BET M) v IR EHHMIC
2EAIZFALESENDTE2ZE8EL.,. EFBETMNIYIREBELEFVWTADODTRIZENT
L, REMHORBREEHEEIRESh G-, NBITFEBET NIV IR EBELITA
EOMICIK, RELSUVICEHORATERLERREShGh o, #2BEL TR, EAR
Bk, HEMBEEERA., GOUVICHERBLIUVHEOEHICODVTHHMOEEDOMIZIT -
—BHLEBEABITONLE, ChiE, BEY MY AN, TR2ICBIETIHEA. MR
ERE, EBMNESHETHILEERTLTLS,

[015 3]
WSODDTZICEVNWTHET1THDARICERL-ERBERIC, Th j —18&8%T721
ECH,. BHELEBET M) I RAL, BHEHSOBEICEVWTH-GCHEMROBAE
BELTWECZEERLE, A3 71F. BELEEBEET LYYV RA, BiE1HAVAIC
FrETui—- 1BEABRHMROBBZEFETINETRT (200 EDEETERT)
[0154]
ChoDFPHMERIOY FARIE, EFBERINIYIAMN, SCIEHTBHTHIC
BEVWTHTEBOEBFRET I LEFTRE L, RIS3E. ChoDFHEUMROERE
RL, FCTlE, RELEZASTIAROFEVATLEFALT, ChoDTRITHEITS
ARYHLEEZEGELE. W2hDTREF. AEMNBEGOEFEEDLHIZEEIZEL
ASTARO7TCHRELEN, TOMDOTE (HBITL2DTRTZEL) X, HENES
MREREFEEEETIHAEL, LEMR>T, FYBLWASTARO7THEL .,
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[0155]

ChABEDONLMAY FHRDORETHR., 7AHOEL_EERTLETERE. cFBEE<TE
Jy AN, ERHNEHEBEZEEZE-TRICBVT., R2T., MEBEAIWNI EZEEL
e CROD_EERMETIEX, TERIZ, T8~TODEHOERITRETINHEMWIZE
HBLi-SCI-5mmibhi_EFRAVNEK. BROSmmERONMNFZERE-—%25X.
EFBERMN)YIRZFERASOEORESFAAXAL-E OB OWVWThhZBHEL
c ERUOEMI, RRMFWNSLUBEICEHRTIEBRRNHNSHORTRBELE. §RTO
T4%,. 2RNLTRERE. AEB LK USTEREEOELRIZDVT, SCIBLUBE
D&, 7TEMEHHICERLE,

[0156]

RIS, 160, FRBLVUREN-—BTET2%. F2RDS8HEICTVH LIZE A
I, ChSICEFBETR) Y RFLZeErOBOVWTIAIEZRIELE, 4RO T4 —
BET MYV ARERT2E, BLUNBLEHT2RE A, EEOFHEBEEAT
hroEFEEGKLTRELE. Chidk, E FBERMIYYRIT, OMSIBEFHEEKL T,
RTEOHEMEBEMRBENVNEEZRLT NS,

[0157]

TEICBETHABEET M) YV RADOBEG, OStZBELEMBI4EEBRL T, MESE
RELK, BERXRLETHDIERDAT, 341, 2D00HICEITIAEODT2DHKELH
MOWEBEZRL, ThoZhBET I, RNOSABMTIE, 740RGEEENOFEHIZO L
TERBREIALGL >N, HRPHMORERO2AMTIE,. BET NI Y I ABETL20D
FEEMARRET2EZ LRz, CADDT—RIE. BET LV YO RN, TEITEWLT
MEERELL, 2EEUNLTVIELEERTBLTNWS, 252, T—42I1F,. HRHBORE
D2BETIH. BET L) IRABETRIE. BT 2&LVLELDODHAENDEHRDH
cEETIBLTWWS,

[0158]
TRTOTRIZENT, $TEHMEZ. BVORHMDI-DOREL-ASITIA Se
nsory and Motor SkillRaAZELRATFLEZFERHALT., SC1%#.

RAEE72HT, RVWT, 1AMBICAIELE, I35, BEVY L YUY I RBETA
FEREAESFFAALEOSKBEITIOSTEMRAITETRT

[01509]

ChoDHWETIE, Sensory and Motor SkillR=ZAS5A4A2A
A7%. MEMSCIBLUBHEDO7 2KHHERICHEL. MHEELLTERAL., RINT,
1TEMEBIC7EAMAITERELE AOHEHROTFIE. AEMNSCIDE 1EBURN
I, $TESMES I UREREEZ (B avIhd) BELES, ChoDER. B
HEBRE2~4BT, —EOLRNLIZELE, COE2~4B0BEHOBTE,. BET MY
VORABEREOSBERLT., STEIRESLIUBREMEICOVT, FELEFEE
Y., Chik,. BET MY VI RIF, SCITRITBTI2MEOREFHETI I DL
. BHOBBEFXSILICESTILEHAVNTEEZERLTLS,

[0160]

REBESIUSTENREODEEOSILLIEME, SCI#Kk, BLETHE4~6ET
FEEAEDTEATHRELE, Cho0BRBOBRTIE. MSBHEIZICEVWTEHEEL:
EEOLALEYE, BEIT M) Y IABEITAIZEVWTEHELELEEARBOLRILDOARE
Motz E7THAORATOINL2HOEZHMICOIWNTEE. BETR NI YOI RERIT
74060 (BEZ5A1-0) OBEICHARELRE (p=0. 03) MBI EMRS
hTWwd (B36) ., COF7HDRKRT,. BET MY I ABERAIC, #BHLYD
EAMICKEZTVWELDERHI L. BEIMNIYIRDEDEMTEN, TOIUF
R4V bF (BRHOEEBORI7) HEICFLELTVWHEWVWILEERLTWVWS., TV FRA
YhiE. W16 BTHAIHERSLIE,

[0161]

BETDHE, CAOLOMBRIEF, THICBENTIK,. BER M) YOI RAN, RETHBEMA
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KL, HBHBIZFELESCIBROBRESLIUSTEORBEZRET I EEZRLTY
%

[0162]

(B 17)

SybrGLPEYEHSR

BETR MYV ROBHICEETIEAEHEOTRMEZFETS-HIZ. GLP, IS
O 10993—1T1ICEMLAABERAEZLZEKREL. NAMSA (Northwood
CFEFNAFM) T, COWRTE. BEI M)V IRZE, 14RDFy + (TED
LUV 7E0M) ORTHEICBELEZ., XEYHE (BEO0. 9%RIEK) 2. 14
DY (TEDHSIVTEDOH) hoBIFNOBICRZRICBELRE, vy bz, BT
EHELUBSHOEHORKRIZTODVWTEARRELE, REFLUVREOERMAERKIZOL
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a3

(ERREHRS]
INTERNATIONAL SEARCH REPORT

J 2009-513269 A 2009.4.2

International application No

PCT/US2006/042016

INC\:[LASSIE%?T-I%Q‘!’ Q 386I.IBJEGT WATTER -

According fo Inerational Patent Classificatlon (IPC) orte both natlonal ciassification and IPC

B, FIELDS SEARCHED

DA'lItsﬂT\lJ_m documentation searched (classification system followad by claselfication symbols)

Dotumentation 1 other than mini d

lon to the extant that such documents are included in the fields searchad

Elect data base
EPO-Internal,

WPI Data, EMBASE, BIOSIS

during the intemational search (name of dala base and, where practical, search torms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

of the rele!

Category™ | Chation of document, with Indication, where approp

Relavant to claim No.

A VACANTI M P ET AL: "ldentification and
initial characterization of spore~1ike
cells 1n adult mammals."”

JOURNAL OF CELLULAR BIOCHEMISTRY 2001,
vol. 80, no. 3, 2001, pages 455-460,
XP002422838

ISSN: 0730~2312

cited in the application

abstract

page 456, column 2, paragraphs 3,4

page 458, column 1, paragraph 2 - page
459, column 1, paragraph 3

A US 2004/137613 Al {(VACANTI MARTIN P [US]
ET AL) 15 July 2004 (2004-07-15)

claims 1,13,18,23

paragraphs [00401 - [0042]

examples 2-5

-/

1-94

1-94

Funher documents are listed in the continuation of Box C.

E See patent Tamiy annex.

* Special categerles of cited docutments :

"A" decument defining the general state ofthe art which is not
congidered to be of particular relevance
= eﬁll;ﬁar document but published on or afterthe intemational
Ing date
"L* document which may throw doubts o! meriorfty clalmig) or
which |s cited to establish the publication date of another
cltation or other special reason {as speciflad;

" document to an oral disc use, exhibitlon or
other means

*P" documnant published prior to tha Intemational’ fillng date but
later than the pricrily dete clained

g Ialsr daocument publishad after the International filing date
or deie and not in conflict with the appfication but
cited to understand the principla or theory underlying the
Twvention
"X* document of paricular ralevance; the claimad lnvention
cannol be considarad novsl o gannot ba considered to
Involve an inventive step when the documen? is iaken alone

"¥* document of particular relevance; the claimed invertion
cannol be considered to lnvalve an inventive step when the
document is combinad with one or mora ether such docu—
;:ﬁnts a;tmm combination being obvious io a person skillsd

he

"8 docusment member of the same patent family

Date of the actural complation of the International search

2 March 2007

Date of malling of the Intemational search repert

15/03/2007

Nams and malling address of the ISA/
European Patent Office, P.B. 5818 Patentiaan 2
NL - 2280 HV Rijswifk
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3016

Authorizad officer

Peris Antoli, Berta

Form FCT/SA/210 {sacond sheet) (Aprl 2005)

page 1 of 2
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as

"INTERNATIONAL SEARCH REPORT

J 2009-513269 A 2009.4.2

Internatlonal applfcation No

PCT/US2006/042016

C(Continuation), DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory*

Chation of document, with Indication, where appropriate, of the relevant passages

Relevant to ctalm No,

A

US b 632 778 A (GOLDSTEIN STEVEN [US1)
27 May 1997 (1997-056-27)

claim 1

column 6, line 53 - column 7, line &
column 8, 1ines 56-60

example 1

US 2003/187515 A1 (HARIRI ROBERT J [US] ET
AL) 2 October 2003 (2003-10-02)

claims 1,22-25

paragraph [0012]

US 6 576 265 B1 (SPIEVACK ALAN R [USD)
10 June 2003 (2003-06-10)

claims 1-3,8,11

coiumn 2, lines 17,18

—————

1-94

1-94

1-94

Form PCT/I5A/210 (cantinustion of sscond shaet) (Apr 2005)

page 2 of 2
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(75) J 2009-513269 A 2009.4.2

INTERNATIONAL SEARCH REPORT
International application No
Information on patsnt family members PCT/USZOOG/CMZO].G
Patent document Fublication Patent family Publlcation

clted in search report date member(s) clate

Us 2004137613 Al 15-07-2004  NONE

US 5632778 A 27-05-1997 AT 265191 T 15-05-2004
AU 1931495 A 03-10-1995
CA 2185447 Al 21-09-1995
DE 69532976 D1 03-06-2004
DE 69532976 T2 04-05-2005
DK 871414 T3 30-08-2004
EP 0871414 Al 21-10-1998
ES 2219660 T3 01-12-2004
JP 9510108 T 14-10-1997
PT 871414 T 31-08-2004
Wo 9524873 Al 21-09-1995
us 5899936 A 04-05-1999
us 5613982 A 25-03-1997
us 5843182 A 01-12-1998

US 2003187515 Al 02-10-2003 AU 2003226018 Al 13~10-2003
CA 2479903 Al 09-10-2003
CN 1791331 A 21-06-2006
EP 1578572 A2 21-09-2005
JP 2006507851 T 09-03-2006
MX  PAQ4009188 A 20-06-2005
Wo 03082201 A2 09-10-2003
Us 2004048796 Al 11-03-2004

US 6576265 Bl 10-06-2003 US 2003054022 Al 20-03-2003
Us 2003059404 Al 27-03-2003
US 2003059405 Al 27-03-2003
us 2003059406 Al 27-03-2003
Us 2003059407 Al 27-03-2003
Us 2003059409 Al 27-03-2003
us 2003059410 Al 27-03-2003
Us 2003064111 Al 03-04-2003
Us 2003059411 Al 27-03-2003
Us 2003064112 Al 03-04-2003
Us 2003133916 Al 17-07-2003

Form PSTASA/210 (patent famlly annax) (Aprll 2005)

RegenX Science Exhibit 1004
Page 1851



JP 2009513269 A 2009.4.2

JAY FR—DOFEE

(51)Int.CL.
A6 1
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A6
A6
A6
A6
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A6
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A6

T UV XXTIT XXX XXAA

>
[}

(B1)EEE

35/12
35/26
35/37
35/32
35/36
35/44
35/48
25/00
35/50
35/54
25/02

9/00
43/00

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
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(2006.01)
(2006.01)
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PRINTER RUSH
(PTO ASSISTANCE)

Application: 14759895

From:

Examiner: Davis

Location: RTEM

GAU: 1651

Creation Date: 03/05/2020

Week Date: 1/13/2020

DOC CODE DOC DATE MISCELLANEOUS
|:| 1449 |:| Continuing Data
IDS 02/26/2020 || Foreign Priority
|:| CLM |:| Document Legibility
|| NIFW/FWCLM || Fees
|| SRFW || Petition (TC)
| | DRW | ] Other
| ] OATH
| ] 312
| ] SPEC

[RUSH] Message:
Please respond to the 02/26/20 IDS
thank you
XRUSH] Response:
Initials:

Examiner: PUBS contact - James Leija, (703) 756-1197

NOTE: This form will be included as part of the official USPTO record with the response document coded as XRUSH.

REV: AUG 16

RegenX Science

Page 1/1
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWWw.uspto.gov

| APPLICATION NO. | FILING DATE | FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. |  CONFIRMATION NO. |
14/759,895 07/08/2015 Ryanne Early SYG-19-1252US8/426329-002 3358
35811 7590 03/18/2020 | EXAMINER |
IP GROUP OF DLA PIPER LLP (US)
ONE LIBERTY PLACE DAVIS, RUTH A
1650 MARKET ST, SUITE 5000
PHILADELPHIA, PA 19103 | ART UNIT | paper~UMBER |
1651
| NOTIFICATION DATE | DELIVERY MODE |
03/18/2020 ELECTRONIC

Please find below and/or attached an Office communication concerning this application or proceeding.
The time period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the
following e-mail address(es):

pto.phil@us.dlapiper.com

PTOL-90A (Rev. 04/07)
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P.O. Box 1450
Alexandria, Virginia 22313-1450

APPLICATION NO./ FILING DATE FIRST NAMED INVENTOR/ ATTORNEY DOCKET NO.
CONTROL NO. PATENT IN REEXAMINATION
147759 895 07/08/2015 Early, Ryanne SYG-19-1252US/426
EXAMINER

IP GROUP OF DLA PIPER LLP (US)
ONE LIBERTY PLACE 1650 MARKET ST, SUITE 5000 RUTH A DAVIS
PHILADELPHIA, PA 19103 ARTUNIT | PAPER

1651 20200314

DATE MAILED:

Please find below and/or attached an Office communication concerning this application or

proceeding.

Commissioner for Patents

The information disclosure statement (IDS) submitted on February 26, 2020 was filed after the mailing date of the Notice
of Allowance on January 13, 2020. The submission is in compliance with the provisions of 37 CFR 1.97. Accordingly, the

information disclosure statement is being considered by the examiner.

Any inquiry concerning this communication or earlier communications from the examiner should be directed to RUTH A
DAVIS whose telephone number is (571)272-0915. The examiner can normally be reached on Monday - Friday (Am -

Ppm).

Examiner interviews are available via telephone, in-person, and video conferencing using a USPTO supplied web-based
collaboration tool. To schedule an interview, applicant is encouraged to use the USPTO Automated Interview Request (
AIR) at http://www.uspto.gov/interviewpractice.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s supervisor, Renee Claytor can be
reached on 571-272-8394. The fax phone number for the organization where this application or proceeding is assigned is

571-273-8300.

Information regarding the status of an application may be obtained from the Patent Application Information Retrieval (
PAIR) system. Status information for published applications may be obtained from either Private PAIR or Public PAIR.
Status information for unpublished applications is available through Private PAIR only. For more information about the
PAIR system, see http:/pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact
the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR CANADA) or 571

/RUTH A DAVIS/
Primary Examiner, Art Unit 1651

PTO-90C (Rev.04-03)
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Sheet 1 of 2

Form PTO-1449 US DEPARTMENT OF COMMERCE ATTY. DOCKET NO. SERIAL NO.
PATENT AND TRADEMARK OFFICE SYG-19-1252US8/426329-002 14/759,895
APPLICANT
ISE Professional Testing & Consulting Services, Inc.
LIST OF PUBLICATIONS CITED BY APPLICANT FILING DATE GROUP
(Use several sheets if necessary) July 8, 2015 1651
US PATENT DOCUMENTS

EXAMINER DOCUMENT NUMBER DATE NAME CLASS SUBCLASS FILING DATE
INITIAL* IF APPROPRIATE

AA

AB

AC

AD

AE

AF

AG

AH

Al

AJ

AK

FOREIGN PATENT DOCUMENTS
TRANSLATION
DOCUMENT NUMBER DATE COUNTRY CLASS SUBCLASS YES NO

AL 2009-510091 A (corr. to WO ‘686) 03/12/09 | JP X

AM | 2007/038686 A2 (corr. to JP ‘091) 04/05/07 [ WO

AN 2004-521935 A (corr to. WO “720) 04/22/04 | JP X

AO 02/078720 A2 (corr. to JP *935) 10/10/02 [ WO

AP 2007-532153 A (corr. to WO *219) 11/15/07 | JP X

OTHER PUBLICATIONS (Including Author, Title, Date, Pertinent Pages, Etc.)

AR Notice for Reasons of Refusal from counterpart Japanese Patent Appln. No. 2018-224475 dated February 3, 2020, and its English translation.

AS

AT
EXAMINER | DATE CONSIDERED

*EXAMINER: Initial if publication considered, whether or not citation is in conformance with MPEP 609; Draw line through citation if not in conformance and not
considered. Include copy of this form with next communication to Applicant.

EAST\172518209.5

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /R.A.D/
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Sheet 2 of 2

Form PTO-1449 US DEPARTMENT OF COMMERCE
PATENT AND TRADEMARK OFFICE

ATTY. DOCKET NO. SERIAL NO.
SYG-19-1252US/426329-002 14/759,895

APPLICANT

ISE Professional Testing & Consulting Services, Inc.

LIST OF PUBLICATIONS CITED BY APPLICANT FILING DATE GROUP
(Use several sheets if necessary) July 8, 2015 1651
US PATENT DOCUMENTS

EXAMINER DOCUMENT NUMBER DATE NAME CLASS SUBCLASS FILING DATE
INITIAL* IF APPROPRIATE

AA

AB

AC

AD

AE

AF

AG

AH

Al

Al

AK

FOREIGN PATENT DOCUMENTS
TRANSLATION
DOCUMENT NUMBER DATE COUNTRY CLASS SUBCLASS YES NO

AL 2005/097219 Al (corr. to JP *153) 10/20/05 WO

AM 2009-513269A 04/02/09 JP X

AN

AO

AP

OTHER PUBLICATIONS (Including Author, Title, Date, Pertinent Pages, Etc.)

AR

AS

AT
EXAMINER /RUTH A DAVIS/ | DATE CONSIDERED _ 03/14/2020

*EXAMINER: Initial if publication considered, whether or not citation is in conformance with MPEP 609; Draw line through citation if not in conformance and not
considered. Include copy of this form with next communication to Applicant.

EAST\172518209.5

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /R.A.D/
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PRINTER RUSH

(PTO ASSISTANCE)
Application: 147598935 Examiner: Davis GAU: 1651
From: Location: RTEM Creation Date: 03/05/2020
Week Date: 1/13/2020
DOC CODE DOC DATE MISCELLANEOUS
|:| 1449 |:| Continuing Data
IDS 02/26/2020 || Foreign Priority
|:| CLM |:| Document Legibility
|| NIFW/FWCLM || Fees
|| SRFW || Petition (TC)
| | DRW | ] Other
| ] OATH
|3
| ] SPEC
[RUSH] Message:
Please respond to the 02/26/20 IDS
thank you

XRUSH] Response:

IDS considered,

/B.A.D/ (03/14/2020)

Initials:

Examiner: PUBS contact - James Leija, (703) 756-1197
NOTE: This form will be included as part of the official USPTO record with the response document coded as XRUSH. Page 1/1
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To: pto.phil@us.dlapiper.com,,

From: PAIR_eOfficeAction@uspto.gov
Cc: PAIR_eOfficeAction@uspto.gov
Subject: Private PAIR Correspondence Notification for Customer Number 35811

Mar 18, 2020 03:58:37 AM
Dear PAIR Customer:

IP GROUP OF DLA PIPER LLP (US)
ONE LIBERTY PLACE

1650 MARKET ST, SUITE 5000
PHILADELPHIA, PA 19103

UNITED STATES

The following USPTO patent application(s) associated with your Customer Number, 35811 , have
new outgoing correspondence. This correspondence is now available for viewing in Private PAIR.

The official date of notification of the outgoing correspondence will be indicated on the form PTOL-90

accompanying the correspondence.

Disclaimer:
The list of documents shown below is provided as a courtesy and is not part of the official file
wrapper. The content of the images shown in PAIR is the official record.

Application Document Mailroom Date Attorney Docket No.
14759895 M327 03/18/2020 SYG-19-1252U8/426329-002
1449 03/18/2020 SYG-19-1252U8/426329-002

To view your correspondence online or update your email addresses, please visit us anytime at
https://sportal.uspto.gov/secure/myportal/privatepair.

If you have any questions, please email the Electronic Business Center (EBC) at EBC@uspto.gov
with 'e-Office Action' on the subject line or call 1-866-217-9197 during the following hours:

Monday - Friday 6:00 a.m. to 12:00 a.m.
Thank you for prompt attention to this notice,

UNITED STATES PATENT AND TRADEMARK OFFICE
PATENT APPLICATION INFORMATION RETRIEVAL SYSTEM
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.0.Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

| APPLICATION NO. ISSUE DATE | PATENT NO. ATTORNEY DOCKET NO. CONFIRMATION NO.
14/759,895 04/14/2020 10617790 SYG-19-1252U8/426329-002 3358
35811 7590 03/25/2020
IP GROUP OF DLA PIPER LLP (US)
ONE LIBERTY PLACE

1650 MARKET ST, SUITE 5000
PHILADELPHIA, PA 19103

ISSUE NOTIFICATION

The projected patent number and issue date are specified above.

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(application filed on or after May 29, 2000)

The Patent Term Adjustment is O day(s). Any patent to issue from the above-identified application will include
an indication of the adjustment on the front page.

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that
determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information
Retrieval (PAIR) WEB site (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office
of Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments
should be directed to the Application Assistance Unit (AAU) of the Office of Data Management (ODM) at
(571)-272-4200.

APPLICANT(s) (Please see PAIR WEB site http://pair.uspto.gov for additional applicants):

Ryanne Early, Fleming Island, FL;
ISE Professional Testing & Consulting Services, Inc., Eustis, FL;

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location
for business investment, innovation, and commercialization of new technologies. The USA offers tremendous
resources and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation
works to encourage and facilitate business investment. To learn more about why the USA is the best country in
the world to develop technology, manufacture products, and grow your business, visit SelectUSA.gov.

IR103 (Rev. 10/09)
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To: pto.phil@us.dlapiper.com,,

From: PAIR_eOfficeAction@uspto.gov
Cc: PAIR_eOfficeAction@uspto.gov
Subject: Private PAIR Correspondence Notification for Customer Number 35811

Mar 26, 2020 04:37:04 AM
Dear PAIR Customer:

IP GROUP OF DLA PIPER LLP (US)
ONE LIBERTY PLACE

1650 MARKET ST, SUITE 5000
PHILADELPHIA, PA 19103

UNITED STATES

The following USPTO patent application(s) associated with your Customer Number, 35811 , have
new outgoing correspondence. This correspondence is now available for viewing in Private PAIR.

The official date of notification of the outgoing correspondence will be indicated on the form PTOL-90

accompanying the correspondence.

Disclaimer:
The list of documents shown below is provided as a courtesy and is not part of the official file
wrapper. The content of the images shown in PAIR is the official record.

Application Document Mailroom Date Attorney Docket No.
14759895 ISSUE.NTF 03/25/2020 SYG-19-1252U8/426329-002

To view your correspondence online or update your email addresses, please visit us anytime at
https://sportal.uspto.gov/secure/myportal/privatepair.

If you have any questions, please email the Electronic Business Center (EBC) at EBC@uspto.gov
with 'e-Office Action' on the subject line or call 1-866-217-9197 during the following hours:

Monday - Friday 6:00 a.m. to 12:00 a.m.
Thank you for prompt attention to this notice,

UNITED STATES PATENT AND TRADEMARK OFFICE
PATENT APPLICATION INFORMATION RETRIEVAL SYSTEM
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506292005 10/07/2020
PATENT ASSIGNMENT COVER SHEET

Electronic Version v1.1 EPAS ID: PAT6338753
Stylesheet Version v1.2
SUBMISSION TYPE: NEW ASSIGNMENT
NATURE OF CONVEYANCE: ASSIGNMENT
CONVEYING PARTY DATA
Name Execution Date
SYNOGEN MANAGEMENT GROUP, INC. 10/05/2020
RECEIVING PARTY DATA
Name: JONELLE TOOTHMAN
Street Address: 13709 PROGRESS BLVD., BOX 11
City: ALACHUA
State/Country: FLORIDA
Postal Code: 32615
PROPERTY NUMBERS Total: 3
Property Type Number
Patent Number: 10617790
Application Number: 16801956
Application Number: 61750555

CORRESPONDENCE DATA

Fax Number:

Correspondence will be sent to the e-mail address first; if that is unsuccessful, it will be sent
using a fax number, if provided; if that is unsuccessful, it will be sent via US Mail.

Phone: 352-214-0385
Email: GERARD@PATENT-ARTS.COM
Correspondent Name: GERARD BENCEN
Address Line 1: 10 E. UNIVERSITY AVENUE
Address Line 4: GAINESVILLE, FLORIDA 32601
ATTORNEY DOCKET NUMBER: RE-1US
NAME OF SUBMITTER: GERARD H. BENCEN
SIGNATURE: /GERARD H. BENCEN/
DATE SIGNED: 10/07/2020
This document serves as an Oath/Declaration (37 CFR 1.63).

Total Attachments: 3

source=SYN_NGNPATENT_ASSIGNMENT_not#page1.tif
source=SYN_NGNPATENT_ASSIGNMENT_not#page?2.tif
source=SYN_NGNPATENT_ASSIGNMENT_not#page3.tif
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ASSIGNMENT

WHEREAS, Synogen Management Group, Inc., a corporation of Florida, with its
principal place of business located at 101 SE 2nd Place, Suite 201 B, Gainesville, Florida 32601
("Assignor"), is the owner of the entire right, title and interest in and to U.8. Provisional Patent
Application Ne. 61/750,555, PCT International Patent Application No. PCT/US2014/010890,
together with the patents and patent applications including but not limited to those listed in

Schedule A, and of the invention(s) therein described; and

WHEREAS, NeXtGen Biologics, Inc., a corporation of Delaware, with its principal place
of business located at 13709 Progress Blvd, Box 11, Alachua, FL, 32615 ("Assignee"), is
desirous of acquiring the entire right, title and interest in U.S. Provisional Patent Application No.
61/750,555, PCT International Patent Application No. PCT/US2014/010890, together with the
patents and patent applications including but not limited to those listed in Schedule A, and of the

invention(s) therein described,;

NOW, THEREFORE, in consideration of One Dollar ($1.00) and of other good and
valuable consideration, receipt of which is acknowledged, the undersigned, intending to be
legally bound, does hereby sell, assign and transfer to the Assignee the entire right, title and
interest, for the United States of America, its territories and possessions, and for all foreign
countries, in said U.S. Provisional Patent Application No. 61/750,555, PCT International Patent
Application No. PCT/US2014/010890, all divisions and continuations thereof, all rights to claim
priority based thereon, all rights to file foreign applications on said inventions, and all letters
patents and reissues thereof, issuing for said inventions and any improvements thereon in the
United States of America and in any and all foreign countries including the patents and patent

applications listed in Schedule A.

It is agreed that the undersigned shall be legally bound, upon request of the Assignee, or
its successors or assigns or a legal representative thereof, to execute all instruments proper to
patent the inventions in the United States of America and foreign countries in the name of the
Assignee, and to execute all instruments proper to carry out the intent of this instrument.

The rights and property herein conveyed by the undersigned are free and clear of any
encumbrance. '

[Signature Page Follows]
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EXECUTED under seal on Qctober w . 2020,

Synogen Management Group, Inc.

state of” FlOrida
County of H’;“Sbor Ol:ljh

On October 5 » 2020, before me, the undersigned, personally appearedé%;mm&
Qjmgms, known to me or satisfactorily proven to be the person(s) who executedthe within
instrument, and who acknowledged herself/himself to be the IDivec tor of Synogen
Management Group, Inc., and, being authorized to do so, executed the foregoing instrument for
the purposes therein contained by signing the name of the said company by herself/himself as

such 12

IN WITNESS WHEREQF, I have hereunto set my hand and official seal.

Jomie Ewvooms (SEAL)

G'l (052. - L‘ 33- 5‘7 -3%3-0 \\\\\\“n*:';*mm,,
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SCHEDULE A

Country Application Number Filing Date
Canada 2,897,662 January 9, 2014
China 201780013359.0 January 9, 2014
Europe 14737892.1 January 9, 2014
| Hong Kong 16108111.9 January 9, 2014
Israel 239828 January 9, 2014
Japan { 2015-552775 January 9, 2014
2018-224475 (Divisional) November 30, 2018
Korea 10-2015-7021367 January 9, 2014
United States 61/750,555 January 9, 2013
14/759,893 July 8, 2018
16/801956 (Continuation) Apnil 30, 2019
WIPO PCT/US2014/0108%0 January 9, 2014
Page 3 0of 3
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Patent No. - 10,617,790 Customer No. 035811

Issued : April 14, 2020

Appl. No. : 14/759,895 Docket No.: SYG-19-1252US/
Appl. Filed : July 8, 2015 426329-000002

First Named

Inventor . Ryanne Early Confirmation No.: 3358

Title . DECELLULARIZED BIOMATERIAL

FROM NON-MAMMALIAN TISSUE  Dated: November 10, 2022

PETITION FOR A CERTIFICATE OF CORRECTION

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

Sir:
Patentee hereby requests that a Certificate of Correction be issued in the captioned case

according to the enclosed document. The changes are to correct errors made to the patent. Since
these changes were not made during the printing of the patent, we have electronically submitted
the fee in the amount of $160.00. The Commissioner is authorized to charge any insufficiency to

Deposit Account No. 50-2719.

Respectfully submitted,

/CH/
Chris Halliday
Reg. No. 42621
CH/jmc
(215)656-2452

EAST\198118713.1
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CERTIFICATE OF CORRECTION
PATENT NO.: 10,617,790
DATED: April 14, 2020
INVENTOR(S): Early
It is certified that error appears in the above-identified patent and that said Letters Patent is
hereby corrected as shown below:
At column 12, line 17, “250 mm” should read --250 microns--.
At column 19, line 24, “post-cyromilling” should read —post-cryomilling--.
At column 20, line 52 in claim 8, “The tissue graft of claim 6” should read --The tissue graft of
claim 7--.
ADDRESS OF SENDER:
Chris Halliday (SYG-19-1252US)
DLA Piper LLP (US) PATENT NO. 10,617,790

1650 Market Street, Suite 5000
Philadelphia, PA 19103
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Electronic Patent Application Fee Transmittal

Application Number:

14759895

Filing Date:

08-Jul-2015

Title of Invention:

DECELLULARIZED BIOMATERIAL FROM NON-MAMMALIAN TISSUE

First Named Inventor/Applicant Name:

Ryanne Early

Filer:

Thomas Daniel Christenbury/Janice Casciato

Attorney Docket Number:

SYG-19-1252U5/426329-002

Filed as Large Entity

Filing Fees for U.S. National Stage under 35 USC 371

Description Fee Code Quantity Amount Sul:j—;l’;(t:)l in

Basic Filing:
Pages:
Claims:
Miscellaneous-Filing:
Petition:
Patent-Appeals-and-Interference:
Post-Allowance-and-Post-Issuance:

CERTIFICATE OF CORRECTION 1811 1 160 160
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Description Fee Code Quantity Amount Sull)j-s'l'g(tsa\)l in
Extension-of-Time:
Miscellaneous:
Total in USD ($) 160
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Electronic Acknowledgement Receipt

EFS ID: 47002026
Application Number: 14759895
International Application Number:
Confirmation Number: 3358
Title of Invention: DECELLULARIZED BIOMATERIAL FROM NON-MAMMALIAN TISSUE
First Named Inventor/Applicant Name: Ryanne Early
Customer Number: 35811
Filer: Thomas Daniel Christenbury/Janice Casciato
Filer Authorized By: Thomas Daniel Christenbury
Attorney Docket Number: SYG-19-1252U5/426329-002
Receipt Date: 10-NOV-2022
Filing Date: 08-JUL-2015
Time Stamp: 15:38:30
Application Type: U.S. National Stage under 35 USC 371
Payment information:
Submitted with Payment yes
Payment Type DA
Payment was successfully received in RAM $160
RAM confirmation Number E2022A0F40211695
Deposit Account
Authorized User

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:
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File Listing:

Document . . . File Size(Bytes)/ Multi Pages
Document Description File Name . . .
Number Message Digest | Part/.zip| (ifappl.)
102262
1 Request for Certificate of Correction SYG-19-1252USPetforCOC.pdf no 1
5d10840850fac984a011c0caa?969fd771aa|
399a
Warnings:
Information:
91274
2 Request for Certificate of Correction SGY-19-1252USCOC.pdf no 1
2fcef2ea77554d1db4d7cbalce470019a160)
Warnings:
Information:
38183
3 Fee Worksheet (SB06) fee-info.pdf no 2
098c4cdf385c703812933b1e6cd5304ae60
8caca
Warnings:
Information:
Total Files Size (in bytes) 231719

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

PATENT NO. 110,617,790 B2 Page 1 of 1
APPLICATION NO. : 14/759895

DATED : April 14, 2020

INVENTOR(S) : Early

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby corrected as shown below:

In the Specification

At Column 12, Line 17, “250 mm” should read --250 microns--.

At Column 19, Line 24, “post-cyromilling” should read --post-cryomilling--.
In the Claims

At Column 20, Line 52, in Claim 8, “The tissue graft of claim 6” should read --The tissue graft of
claim 7--.

Signed and Sealed this
Twentieth Day of December, 2022

Kotoring Y ‘6 Vidad_

Katherine Kelly Vidal
Director of the United States Patent and Trademark Office
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507738186 02/08/2023
PATENT ASSIGNMENT COVER SHEET

Electronic Version v1.1 EPAS ID: PAT7785334
Stylesheet Version v1.2

SUBMISSION TYPE: CORRECTIVE ASSIGNMENT

NATURE OF CONVEYANCE: Corrective Assignment to correct the ASSIGNEE'S NAME previously
recorded on Reel 053947 Frame 0941. Assignor(s) hereby confirms the
ASSIGNEE'S NAME IS SYNOGEN MANAGEMENT GROUP, INC..

CONVEYING PARTY DATA

Name Execution Date

ISE PROFESSIONAL TESTING & CONSULTING SERVICES, INC. 07/24/2020
RECEIVING PARTY DATA
Name: SYNOGEN MANAGEMENT GROUP, INC.
Street Address: 101 SE 2ND PLACE
Internal Address: SUITE 201 B
City: GAINESVILLE
State/Country: FLORIDA
Postal Code: 32601
PROPERTY NUMBERS Total: 3

Property Type Number
Application Number: 61750555
Application Number: 14759895
Application Number: 16801956

CORRESPONDENCE DATA
Fax Number: (215)656-3301

Correspondence will be sent to the e-mail address first; if that is unsuccessful, it will be sent
using a fax number, if provided; if that is unsuccessful, it will be sent via US Mail.

Phone: 2156562452
Email: pto.phil@us.dlapiper.com
Correspondent Name: IP GROUP OF DLA PIPER LLP (US)
Address Line 1: ONE LIBERTY PLACE
Address Line 2: 1650 MARKET ST, SUITE 5000
Address Line 4: PHILADELPHIA, PENNSYLVANIA 19103
ATTORNEY DOCKET NUMBER: SYN-19-1252US-CON2
NAME OF SUBMITTER: CHRIS HALLIDAY
SIGNATURE: /chris halliday/
DATE SIGNED: 02/08/2023
This document serves as an Oath/Declaration (37 CFR 1.63).
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Total Attachments: 5
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506283866 10/01/2020

PATENT ASSIGNMENT COVER SHEET

Electronic Version vi.1
Stylesheet Version v1.2

EPAS ID: PAT6330614

SUBMISSION TYPE:

NEW ASSIGNMENT

NATURE OF CONVEYANCE: ASSIGNMENT
CONVEYING PARTY DATA
Name Execution Date
ISE PROFESSIONAL TESTING & CONSULTING SERVICES, INC. 07/24/2020
RECEIVING PARTY DATA
Name: L SYNOGEN-MANAGEMENT NG SYNOGEN MANAGEMENT GROUP, INC.
Street Address: 101 SE 2ND PLACE
Internal Address: SUITE 201 B
City: GAINESVILLE
State/Country: FLORIDA
Postal Code: 32601

PROPERTY NUMBERS Total: 3

Property Type Number
Application Number: 61750555
Application Number: 14759895
Application Number: 16801956

CORRESPONDENCE DATA
Fax Number:

Phone:

Email:
Correspondent Name:
Address Line 1:
Address Line 2:
Address Line 4:

(215)656-3301

215-656-3300

pto.phil@us.dlapiper.com

IP GROUP OF DLA PIPER LLP (US)
ONE LIBERTY PLACE

1650 MARKET STREET, SUITE 5000
PHILADELPHIA, PENNSYLVANIA 19103

Correspondence will be sent to the e-mail address first; if that is unsuccessful, it will be sent
using a fax number, if provided; if that is unsuccessful, it will be sent via US Mail.

ATTORNEY DOCKET NUMBER:

SYG-19-1252/US-CON

NAME OF SUBMITTER: SIMA SINGADIA KULKARNI
SIGNATURE: /sima singadia kulkarni/
DATE SIGNED: 10/01/2020

Total Attachments: 3
source=ISE to Synogen#page1 .tif
source=ISE to Synogen#page?.tif

506283866

REEL: 053947 FRANE” 0841 ©

PATENT

xhibit 1004
Page 1875



source=ISE to Synogen#page3.tif

PATENT
REEL: 053947 FRAME"- 0945

xhibit 1004
Page 1876



ASSIGNMENT

WHEREAS, ISE Professional Testing & Consulting Services, Inc., a corporation of Florida,
with its principal place of business located at 2785 S. Bay Street G, Eustis, FL 32726 ("Assignor")
is the owner of the entire right, title and interest in and to U.S. Provisional Patent Application No.
61/750,555, PCT International Patent Application No. PCT/US2014/010890, together with the
patents and patent applications including but not hmited to those listed in Schedule A, and of the
invention(s) therein described; and

WHEREAS, Synogen Management Group, Inc., a corporation of Florida, with its principal
place of business located at 101 SE 2nd Place, Suite 201 B, Gainesville, FL 32601 (" Assignee"), is
desirous of acquiring the entire right, title and interest in and U.S. Provisional Patent Application
No. 61/750,555, PCT International Patent Application No. PCT/US2014/010890, together with the
patents and patent applications listed in Schedule A, and of the invention(s) therein described.

NOW, THEREFORE, in consideration of One Dollar ($1.00) and of other good and valuable
consideration, receipt of which is hereby acknowledged, the undersigned, intending to be legally
bound, does hereby sell, assign and transfer to the assignee the entire right, title and interest, for the
United States of America, its territories and possessions, and for all foreign countries, in said U.S.
Provisional Patent Application No. 61/750,555, PCT International Patent Application No.
PCT/US2014/010890, all divisions and continuations thereof, all rights to claim priority based
thereon, all rights to file foreign applications on said inventions, and all letters patents and reissues
thereof, issuing for said inventions and any improvements thereon in the United States of America
and in any and all foreign countries including the patents and patent applications listed in Schedule
A.

It is agreed that the undersigned shall be legally bound, upon request of the assignee, or its
successors or assigns or a legal representative thereof, to execute all instruments proper to patent the
inventions in the United States of America and foreign countries in the name of the assignee, and to
execute all instruments proper to catry out the intent of this instrument.

The rights and property herein conveyed by the undersigned are free and clear of any
encumbrance.

[Signature Page Follows]

EAST\169538779.3
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EXECUTED under seal on July M 2020,

[SE Professional Iesurgx& Consulting Services, Inc.

By & G

STATEOF { R B R SR Wil
;3" i . 88
COUNTY OF {{we-s i.”“’w‘ ‘

On July f~ ’90’70 before me, the undersigned, personally appeared, %‘*}&,@m {:ae‘iv\ .
known to me or satisfactor ily proven to be the per bon(s)cwho executed the within insfrument, and who
acknowledged herself/himself to be the presiclen b of ISE Professional Testing &
Consulting Services, Inc., and, being authorized to do so, executed the foregoing instrument for the

po)

pugposes thetein con‘mmed by signing the name of the said company by herself/himself as such
‘%’U}a&’\ EIAA iij}

e e

IN WITNESS WHEREQOF, | have hereunto sei my, dand dﬂd %ﬁmal seal.

z\.\

,&1’4“ > fa’f T (SEAL)
Notary Pubtic

e {7 Rl

EASTV169538779.3
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SCHEDULE A

Country Application Number Filing Date
Canada 2,897,662 January 9, 2014
China 201780013359.0 January 9, 2014
Europe 14737892.1 January 9, 2014
Hong Kong 16108111.9 January 9, 2014
Israel 239828 January 9, 2014
Japan 2015-552775 , January 9, 2014
2018-224475 (Divisional) November 30, 2018
Korea 10-2015-7021367 January 9, 2014
United States 61/750,555 January 9, 2013
14/759,895 July 8, 2018
16/801956 (Continuation) April 30,2019
WIPO PCT/US2014/010890 January 9, 2014
EAST\169538779.3

RECORDED: 10/01/2020
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